Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

Secukinumab/PsA
CAIN457F2366

AMNOG Dossier Sensitivity Analysis

Date: 22.08.2020
Document Status: Final
Author: Monika Schwager, Winicker Norimed GmbH

Final/22-Aug-2020 Page 1 of 1387



Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Table of Contents
JLIE: 0] LTSRS 36
Patient Disposition and Baseling CharaCteriStiCS ........c.oviiriiiireiieriere s se s eee et nre e 36
1.1 Patient Disposition and Compliance (RAN, FAS) ....ccv oot a e sne s 36
1.2 Length of Treatment PRAase (FAS).. ..o ittt sr e b sae s 38
1.3 Characterization of Study Population, Demographic Characteristics (FAS)........ccocoveririnierinienenens 39
1.4 PsA Disease History and Baseline Characteristics (FAS) ......cooiiiiriririeieiee et 41
1.5 Concomitant MediCation (FAS) .......ooiiiiiiieie ettt sttt sae b be bt e e e e e e e e e sbe e 42
1.6 Definition of SUDPOPUIALION (FAS) ..ot bbb e 43
1.7 Number of Subjects in SUDGrOUPS (FAS) ..ottt bbb e 44
L o 0y VAN A 1Y 1SS 46
2.1 All-CaUSE MOTTAIILY (FAS)....cuieieierie ittt sttt sa et e e tesaesreese e e ens e testestesneeneeseeneeseeneenes 46
3.0 BSA (Percent) - REtUIN RAES (FAS) ...viuviiiiiice sttt sttt st e e e 47
3.1 BSA (Percent) - Change from Baseling (FAS)........coviiiieiiiieeeiese st sre s 48
3.2 BSA (Percent) - Change from Baseline by Gender (FAS) ......cveiiiiiiiie i 49
3.3 BSA (Percent) - Change from Baseline by Disease Severity (FAS) ... 50
3.4 BSA (Percent) - Change from Baseline by Moderate/Severe PSO D (FAS) ......cccieiininiiniinicieienee, 51
3.5 BSA (Percent) - Change from Baseline by Lymphocyte Count at BL (FAS) ......cccccoioeniniiinicieienee, 52
3.6 BSA (Percent) - Change from Baseline by Enthesitis at BL According to LEI (FAS) ........cccoeieienene. 53
3.7 BSA (Percent) - Change from Baseline by HLA-DQAZL*05 (FAS)......ccootiiiimiirire e 54
3.8 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs10555659 (FAS)........ccccccooeruene. 55
3.9 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) ......cccccceevuenee. 56
3.10 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)......ccccccccevuenen. 57
3.11 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)......c..cccccevuenen. 58
3.12 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs8007401 (FAS).....c..cccccevveruenn. 59
3.13 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs7349145 (FAS).....c..cccccevveruennn. 60
3.14 BSA (Percent) - Change from Baseline by Lead Candidate Allele Score (FAS).......ccccoevvvvvivicverernenn. 61
3.15 BSA (Percent) - Change from Baseline by Linkage Variant rs10891185 (FAS).......c.ccocrvirienieeieneennn. 62
3.16 BSA (Percent) - Change from Baseline by Linkage Variant rs12065362 (FAS) .......c.ccccevvererieeiiereennn. 63
3.17 BSA (Percent) - Change from Baseline by Linkage Variant rs11721988 (FAS)......cccccocriiivinininniennns 64
3.18 BSA (Percent) - Change from Baseline by Linkage Variant rs7787032 (FAS) ......cccevererieninenvnienne. 65
4.0 C-Reactive Protein (hsCRP) (Mg/L) - Return RateS (FAS)......coiiiiiiiiiiieieeee e 66
4.1 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseling (FAS)........cccovrrrierenienieie e seesie e 67
4.2 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Gender (FAS) .......ccccoevevvevvererienenennn, 68
4.3 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Disease Severity (FAS) ........ccccecvee.e. 69
4.4 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Moderate/Severe PSO D (FAS) ........ 70
4.5 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lymphocyte Count at BL (FAS)....... 71
4.6 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Enthesitis at BL According to LEI
(FAS) ..ottt ettt e ettt 72
4.7 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by HLA-DQAZL1*05 (FAS).....ccccccevenene. 73

Final/22-Aug-2020 Page 2 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.8 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate Variant rs10555659

4.14 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate Allele Score (FAS) 80
4.15 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant rs10891185 (FAS) 81
4.16 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant rs12065362 (FAS) 82
4.17 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant rs11721988 (FAS) 83
4.18 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant rs7787032 (FAS) .. 84

5.0 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Return Rates (FAS) ......cceoveieveievese e 85
5.1 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline (FAS) .......ccccccoevevvevevveieninnn, 86
5.2 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Gender (FAS) .................. 87

5.3 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Disease Severity (FAS).... 88
5.4 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Moderate/Severe PSO D

5.6 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Enthesitis at BL According
EO LET (FAS) ettt h bbb bbb R b bR Rt R bRt R et 91

5.7 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by HLA-DQA1*05 (FAS) .... 92
5.8 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead Candidate Variant

FSLO555659 (FAS) ...ttt ittt sttt sttt sttt sttt be et et e st e bt s be e et e e b e et e e b et e be e b et e bt e ket et e bt et bttt ne 93
5.9 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead Candidate Variant
FSLLL937633 (FAS) .. .eiiiitiiieiiete ettt sttt sttt sttt st sttt ebe e b e et et e b e e b et et e be e et e e be et e be s b et e be e ket ebeabe s ebesbe e ebesbeneene 94
5.10 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead Candidate Variant
FSLLT26476 (FAS) ..ttt sttt ettt sttt sttt et e bt e bt et e b e e bt e b e e b e e b et e be et et ebeabe e ebesbe e ebesbe e e 95
5.11 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead Candidate Variant
FSLOB0046 (FAS) . .eieriitiiieteeteitee et st et et e e te ettt et et e et et eteete st ete et et eteebe st eteebe st etesbe s ebesbe s eteabe s etesbe s erenteneans 96
5.12 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead Candidate Variant
TSBOOTAOL (FAS) .. uiieiiitiitee ettt ettt ettt ettt ettt e et et e te et et e be e b et e be e be st e be et e b e be e b et e be st et eteabe s atesbe e etenbeneens 97
5.13 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead Candidate Variant
TSTBA9LAS (FAS) ..o ueiteiete ittt sttt sttt et b et et s b et be st e s e e be s b e st e be s b e st e Ee e b e st e be st e seebe st e st ebe et eseebe st eneatetens 98
5.14 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead Candidate Allele
Lot =T (AN SR 99
5.15 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage Variant
FSLOBOLLBE (FAS) . eeieeiiiteieieete ettt ettt st s bbbt s ekt b st b et s Rttt e bt s bbbt s b e e bt st a bt st b ene st e ene 100
5.16 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage Variant
TSL20B53B2 (FAS) . .eveeeieititeieete sttt ettt ettt ettt s ket s bt s Rt b e s e bt s e btk n e e bbb e bbb e b e et b e ne et e 101

Final/22-Aug-2020 Page 3 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

5.17 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage Variant

TSLLT21988 (FAS) .. teeiiieeeteteteteiet ettt ettt ettt ettt s ettt £ oo bbb b b e b e R et £ et e e b e b e bt et e b e R e s ettt s eeeeesebebenenenas 102
5.18 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage Variant rs7787032
(NS ) TSSOSO 103
6.0 HAQ-DI - REtUIN RALES (FAS) ... eeiiteiteetieie ettt sttt ettt sttt e et et e st e besbesbesseeneesenbenbesaeas 104
6.1 HAQ-DI - Change from Baseling (FAS).......couiiiieiiieie ettt see e 105
6.2 HAQ-DI - Change from Baseling by GENAer (FAS) ......ccvoveiieieierise e seeee et se et se e sse e snens 106
6.3 HAQ-DI - Change from Baseline by Disease SEVEItY (FAS) .....ccccvviveiieiieieresesesesieseeeeseesiesee e 108
6.4 HAQ-DI - Change from Baseline by Moderate/Severe PSO D (FAS) ....ccoveveveveiieieseseeiesiesese s 110
6.5 HAQ-DI - Change from Baseline by Lymphocyte Count at BL (FAS) ......ccoceviviviereseseeieseseseniens 112
6.6 HAQ-DI - Change from Baseline by Enthesitis at BL According to LEI (FAS) .....cccccoovviveveieieinnnns 114
6.7 HAQ-DI - Change from Baseline by HLA-DQAL*05 (FAS)....cccoiiiieiiieeieierese e 116
6.8 HAQ-DI - Change from Baseline by Lead Candidate Variant rs10555659 (FAS) ......c.ccccooiiiieiennne 118
6.9 HAQ-DI - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) ......cccceeeeirreiennne 120
6.10 HAQ-DI - Change from Baseline by Lead Candidate Variant rs11726476 (FAS) ......ccccceoveiiieiennne 122
6.11 HAQ-DI - Change from Baseline by Lead Candidate Variant rs10609046 (FAS) .........cccoeiiienennne 124
6.12 HAQ-DI - Change from Baseline by Lead Candidate Variant rs8007401 (FAS) .....cc.ccocvioviiiieiennne 126
6.13 HAQ-DI - Change from Baseline by Lead Candidate Variant rs7349145 (FAS) .....cccccoovvvveiviveiennns 128
6.14 HAQ-DI - Change from Baseline by Lead Candidate Allele Score (FAS) .......cccovvvevivvivnvciveiieieinns 130
6.15 HAQ-DI - Change from Baseline by Linkage Variant rs10891185 (FAS) .....c.ccccocvvvvivrivnesiesiveiieinens 132
6.16 HAQ-DI - Change from Baseline by Linkage Variant rs12065362 (FAS) ........cccoeverieveneresneeenenn, 134
6.17 HAQ-DI - Change from Baseline by Linkage Variant rs11721988 (FAS) .....cc.cccceverievieneriesnseenean, 136
6.18 HAQ-DI - Change from Baseline by Linkage Variant rs7787032 (FAS) ......ccccovevveveereienereseseeneans 138
7.1 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) (FAS) ..o, 140
7.2 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Gender (FAS).......ccccoovviiiiiiiiiiiinn, 141
7.3 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Disease Severity (FAS)........cc.coeeiiinnn. 142
7.4 HAQ-DI Response (> 0.3) / HAQ-DI Response (> 0.35) by Moderate/Severe PSO D (FAS)............. 143
7.5 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Lymphocyte Count at BL (FAS)............ 144
7.6 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Enthesitis at BL According to LEI (FAS)
.................................................................................................................................................................... 145
7.7 HAQ-DI Response (> 0.3) / HAQ-DI Response (> 0.35) by HLA-DQAL1*05 (FAS) .....cccccovvvririnenne. 146
7.8 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Lead Candidate Variant rs10555659 (FAS)
.................................................................................................................................................................... 147
7.9 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lead Candidate Variant rs111937633 (F?Eg);
7.10 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Lead Candidate Variant rs11726476 (F?i))
7.11 HAQ-DI Response (> 0.3) / HAQ-DI Response (> 0.35) by Lead Candidate Variant rs10609046 (FAS)
.................................................................................................................................................................... 150
7.12 HAQ-DI Response (> 0.3) / HAQ-DI Response (> 0.35) by Lead Candidate Variant rs8007401 (FAS)
.................................................................................................................................................................... 151
7.13 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Lead Candidate Variant rs7349145 (FAS)
.................................................................................................................................................................... 152
7.14 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Lead Candidate Allele Score (FAS)..... 153

Final/22-Aug-2020 Page 4 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

7.15 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Linkage Variant rs10891185 (FAS)..... 154
7.16 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Linkage Variant rs12065362 (FAS)..... 155
7.17 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Linkage Variant rs11721988 (FAS)..... 156
7.18 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Linkage Variant rs7787032 (FAS)....... 157

8.0 LDI Leeds Dactylitis Index - RetUrn RAtES (FAS) .....ooiiiiiiiiieie et 158
8.1 LDI Leeds Dactylitis Index - Change from Baseling (FAS) ..ot 159
8.2 LDI Leeds Dactylitis Index - Change from Baseline by Gender (FAS)......cccccevvreriererivniesieereneneniens 160
8.3 LDI Leeds Dactylitis Index - Change from Baseline by Disease Severity (FAS).......ccovvvevvererieneninns 161
8.4 LDI Leeds Dactylitis Index - Change from Baseline by Moderate/Severe PSO D (FAS) ......ccccceveeene 162
8.5 LDI Leeds Dactylitis Index - Change from Baseline by Lymphocyte Count at BL (FAS)........cccc..... 163
8.6 LDI Leeds Dactylitis Index - Change from Baseline by Enthesitis at BL According to LEI (FAS)..... 164
8.7 LDI Leeds Dactylitis Index - Change from Baseline by HLA-DQAZL*05 (FAS) ...cccoceiivieniiieiieiene 165

8.8 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant rs10555659 (FAS).. 166
8.9 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) 167
8.10 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant rs11726476 (FAS) 168
8.11 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant rs10609046 (FAS) 169
8.12 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant rs8007401 (FAS).. 170
8.13 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant rs7349145 (FAS).. 171

8.14 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Allele Score (FAS)............ 172
8.15 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs10891185 (FAS)............ 173
8.16 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs12065362 (FAS)............ 174
8.17 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs11721988 (FAS)............ 175
8.18 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs7787032 (FAS).............. 176
9.0 LDI Dactylitis Count - REtUrN RAES (FAS) ..ottt e 177
9.1 LDI Dactylitis Count - Change from Baseline (FAS) .......cooiiiiiiiiiiieeee e 178
9.2 LDI Dactylitis Count - Change from Baseline by Gender (FAS) .......cccooiiiiiiiniieiieieees e 179
9.3 LDI Dactylitis Count - Change from Baseline by Disease Severity (FAS).......cccoovvviininiinciencnennns 180
9.4 LDI Dactylitis Count - Change from Baseline by Moderate/Severe PSO D (FAS) .......ccooeiiiiniciennns 181
9.5 LDI Dactylitis Count - Change from Baseline by Lymphocyte Count at BL (FAS) .......cccccceiiiiiennene 182
9.6 LDI Dactylitis Count - Change from Baseline by Enthesitis at BL According to LEI (FAS)............... 183
9.7 LDI Dactylitis Count - Change from Baseline by HLA-DQAL*05 (FAS) ....ccocvvvvvvveiereeereseseeneens 184
9.8 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant rs10555659 (FAS) ........... 185
9.9 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant rs111937633 (FAS).......... 186
9.10 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant rs11726476 (FAS).......... 187
9.11 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant rs10609046 (FAS).......... 188
9.12 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant rs8007401 (FAS)............ 189
9.13 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant rs7349145 (FAS)............ 190
9.14 LDI Dactylitis Count - Change from Baseline by Lead Candidate Allele Score (FAS) .......ccccceeueee 191
9.15 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs10891185 (FAS)........ccccceeueuene 192
9.16 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs12065362 (FAS)........cccccceueuen. 193
9.17 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs11721988 (FAS)........cccccceeruen. 194

Final/22-Aug-2020 Page 5 of 1387



Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
9.18 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs7787032 (FAS).......cccccoeverennene 195
10.1 LDI Presence Of DACLY LIS (FAS) ..ottt sttt bbb sn e e 196
10.2 LDI Presence of Dactylitis DY GENAer (FAS).......coouiiiiiiiieiese ettt 197
10.3 LDI Presence of Dactylitis by Disease SEVEItY (FAS).....ccco ittt 198
10.4 LDI Presence of Dactylitis by Moderate/Severe PSO D (FAS) ....ccooiiieiiiineie e 199
10.5 LDI Presence of Dactylitis by Lymphocyte Count at BL (FAS)........coiiiiiiiiiiiinereseeeee e 200
10.6 LDI Presence of Dactylitis by Enthesitis at BL According to LEI (FAS)......ccccccocvviviveinieerereseeees 201
10.7 LDI Presence of Dactylitis by HLA-DQAL*05 (FAS) ...veveiireieiisiese e se s eae e 202
10.8 LDI Presence of Dactylitis by Lead Candidate Variant rs10555659 (FAS).......cccccovvvveivnieereneneneens 203
10.9 LDI Presence of Dactylitis by Lead Candidate Variant rs111937633 (FAS)......cccocvrveivniverererereens 204
10.10 LDI Presence of Dactylitis by Lead Candidate Variant rs11726476 (FAS)......c.ccccveveivriverereneneens 205
10.11 LDI Presence of Dactylitis by Lead Candidate Variant rsS10609046 (FAS)........ccccevvererierieniienennene 206
10.12 LDI Presence of Dactylitis by Lead Candidate Variant rs8007401 (FAS)......cccocvviiiviinieiieienenens 207
10.13 LDI Presence of Dactylitis by Lead Candidate Variant rs7349145 (FAS)......cccocoviveiinienicienees 208
10.14 LDI Presence of Dactylitis by Lead Candidate Allele Score (FAS) ......cooveiiiiiineiencneeee e 209
10.15 LDI Presence of Dactylitis by Linkage Variant rs10891185 (FAS).......cccoiiiiiiineneni e 210
10.16 LDI Presence of Dactylitis by Linkage Variant rs12065362 (FAS).......ccouoiiiiineieninenieieeee e 211
10.17 LDI Presence of Dactylitis by Linkage Variant rs11721988 (FAS).......ccccceverereniesiesnsieseeienieie s 212
10.18 LDI Presence of Dactylitis by Linkage Variant rs7787032 (FAS)......ccccvvivererereniesesnseseeie e 213
11.0 LEI Leeds Enthesitis Index - Return RateS (FAS) ....civiiviieeeice et e et 214
11.1 LEI Leeds Enthesitis Index - Change from Baseling (FAS).......cccovvviviiviveieerieie e se e 215
11.2 LEI Leeds Enthesitis Index - Change from Baseline by Gender (FAS)......cccccevvvvviviieivvineieeieseeies 216
11.3 LEI Leeds Enthesitis Index - Change from Baseline by Disease Severity (FAS) .......cccccvvvivveiveriennenn. 217
11.4 LEI Leeds Enthesitis Index - Change from Baseline by Moderate/Severe PSO D (FAS) ......cccccu..... 218
11.5 LEI Leeds Enthesitis Index - Change from Baseline by Lymphocyte Count at BL (FAS)................. 219
11.6 LEI Leeds Enthesitis Index - Change from Baseline by Enthesitis at BL According to LEI (FAS)... 220
11.7 LEI Leeds Enthesitis Index - Change from Baseline by HLA-DQA1*05 (FAS)......cccooiinirenennnne. 221

11.8 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant rs10555659 (FAS) 222

11.9 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)
.................................................................................................................................................................... 223

11.10 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)
.................................................................................................................................................................... 224

11.11 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)
.................................................................................................................................................................... 225

11.12 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant rs8007401 (FAS) 226
11.13 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant rs7349145 (FAS) 227

11.14 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Allele Score (FAS).......... 228
11.15 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant rs10891185 (FAS).......... 229
11.16 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant rs12065362 (FAS).......... 230
11.17 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant rs11721988 (FAS).......... 231
11.18 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant rs7787032 (FAS)............ 232
12.1 LEI Presence Of ENthESITIS (FAS) ..ooviiiiiiecieese st se st sne e eneennen s 233

Final/22-Aug-2020 Page 6 of 1387



Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
12.2 LEI Presence of Enthesitis by Gender (FAS) ..o e 234
12.3 LEI Presence of Enthesitis by Disease SeVerity (FAS) ... 235
12.4 LEI Presence of Enthesitis by Moderate/Severe PSO D (FAS) ....cooiiiiiiiiieieicneseeeee e 236
12.5 LEI Presence of Enthesitis by Lymphocyte Count at BL (FAS).......ccooiiiiiiiiiiireeie e 237
12.6 LEI Presence of Enthesitis by Enthesitis at BL According to LEI (FAS) ......cccociiiiiiiiiiincience 238
12.7 LEI Presence of Enthesitis by HLA-DQAZL*05 (FAS) ....ccoiiiiiieiiiienieie et 239
12.8 LEI Presence of Enthesitis by Lead Candidate Variant rs10555659 (FAS) .......cccccovvvveiverecrierenennenns 240
12.9 LEI Presence of Enthesitis by Lead Candidate Variant rs111937633 (FAS)......c.ccccvrveivnreererennreenns 241
12.10 LEI Presence of Enthesitis by Lead Candidate Variant rs11726476 (FAS).......ccccevvevvnieereresereenns 242
12.11 LEI Presence of Enthesitis by Lead Candidate Variant rs10609046 (FAS)........cccccoevevvnivererenereens 243
12.12 LEI Presence of Enthesitis by Lead Candidate Variant rs8007401 (FAS) .......ccccvvvvivrivniveriereneneens 244
12.13 LEI Presence of Enthesitis by Lead Candidate Variant rs7349145 (FAS) ......cccocoveiieninieiieienenene 245
12.14 LEI Presence of Enthesitis by Lead Candidate Allele Score (FAS) ..o i 246
12.15 LEI Presence of Enthesitis by Linkage Variant rsS10891185 (FAS) .......cccoiiiririinerenieseeieee e 247
12.16 LEI Presence of Enthesitis by Linkage Variant rsS12065362 (FAS) .......cccourrrrienenienenieeieee e 248
12.17 LEI Presence of Enthesitis by Linkage Variant rs11721988 (FAS) .......cccoeierirenieneneneeeeee e 249
12.18 LEI Presence of Enthesitis by Linkage Variant rs7787032 (FAS)......cccouiiiieiiiine e 250
13.0 PASI Score - REtUIN RALES (FAS) ..ovviueiiieeieieres e ste st se et e see e et te s e e stesresnesneeneeneeneeneenes 251
13.1 PASI Score - Change from Baseling (FAS) ......coviiieieiieeieesee s se st 252
13.2 PASI Score - Change from Baseling by Gender (FAS)........covveveiirieiie st 253
13.3 PASI Score - Change from Baseline by Disease SeVErity (FAS).....ccccuoviveiererievenie e snseeeenee e 254
13.4 PASI Score - Change from Baseline by Moderate/Severe PSO D (FAS) .....cccovvevievvsnsiecieesenes 255
13.5 PASI Score - Change from Baseline by Lymphocyte Count at BL (FAS).....c.cccocvvivviviviivcieieseiens 256
13.6 PASI Score - Change from Baseline by Enthesitis at BL According to LEI (FAS).......cccccooeienennne 257
13.7 PASI Score - Change from Baseline by HLA-DQAL*05 (FAS) .....oooiiiiiiiiieie e e 258
13.8 PASI Score - Change from Baseline by Lead Candidate Variant rs10555659 (FAS)........c.cccocevenne 259
13.9 PASI Score - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)........cccccevenene. 260
13.10 PASI Score - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)........cccccovenene. 261
13.11 PASI Score - Change from Baseline by Lead Candidate Variant rs10609046 (FAS).........c.cccoveuenne. 262
13.12 PASI Score - Change from Baseline by Lead Candidate Variant rs8007401 (FAS).......cccccoevvvevnne. 263
13.13 PASI Score - Change from Baseline by Lead Candidate Variant rs7349145 (FAS).......ccccocvvevevnne. 264
13.14 PASI Score - Change from Baseline by Lead Candidate Allele Score (FAS)......ccccovvevievivvvivennne. 265
13.15 PASI Score - Change from Baseline by Linkage Variant rs10891185 (FAS)......ccccoveierererennreens 266
13.16 PASI Score - Change from Baseline by Linkage Variant rs12065362 (FAS)........ccccevereererernneenns 267
13.17 PASI Score - Change from Baseline by Linkage Variant rs11721988 (FAS)........ccooerivrieieienennenn 268
13.18 PASI Score - Change from Baseline by Linkage Variant rs7787032 (FAS)......cccoovvviinieeieiencnnen 269
14.1 PASI Response PASI75 / PASIO0 / PASI100 / PASI <3 (FAS) oot 270
14.2 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Gender (FAS).....cccoooiiiiiiiiiiiieneeen 271
14.3 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Disease Severity (FAS).......ccccceeeninnne 273
14.4 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Moderate/Severe PSO D (FAS)........... 275
14.5 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Lymphocyte Count at BL (FAS).......... 277

Final/22-Aug-2020 Page 7 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

14.6 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Enthesitis at BL According to LEI (FAS)
.................................................................................................................................................................... 279

14.7 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by HLA-DQAL*05 (FAS) ....ccoooviiien. 281

14.8 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Lead Candidate Variant rs10555659 (FAS)
.................................................................................................................................................................... 283

14.12 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Lead Candidate Variant rs8§007401 (FAS)
.................................................................................................................................................................... 291

14.13 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Lead Candidate Variant rs7349145 (FAS)
.................................................................................................................................................................... 293

14.14 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Lead Candidate Allele Score (FAS) .. 295
14.15 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Linkage Variant rs10891185 (FAS)... 297
14.16 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Linkage Variant rs12065362 (FAS)... 299
14.17 PASI Response PASI75 / PASIO0 / PASI100 / PASI < 3 by Linkage Variant rs11721988 (FAS)... 301

14.18 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Linkage Variant rs7787032 (FAS)..... 303
15.0 Patient's Assessment of PsA Pain (VAS) - Return Rates (FAS) .....cvoiviveieiiie e 305
15.1 Patient's Assessment of PsA Pain (VAS) - Change from Baseling (FAS) .......ccccoovviviveievcnieiesenens 306
15.2 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Gender (FAS).......c.ccccccevvvnene. 307
15.3 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Disease Severity (FAS).......... 309
15.4 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Moderate/Severe PSO D (FAS)
.................................................................................................................................................................... 311
15.5 Patient's Assessment of PSA Pain (VAS) - Change from Baseline by Lymphocyte Count at BL (FAS)
.................................................................................................................................................................... 313
15.6 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Enthesitis at BL According to LEI
(7S ) OSSOSO 315
15.7 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by HLA-DQA1*05 (FAS) .......... 317
15.8 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate Variant
TSLO555659 (FAS) . .evireeiiiteeeieeterteieete ettt es bt s bt e sttt s bt e s bt b s e bt n e bt b e e b s ke e bt b e bt et b ne et e e 319
15.9 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate Variant
LR T SRR (N ) SRS 321
15.10 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate Variant
T Ll (NS ST 323
15.11 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate Variant
FSLOB09046 (FAS) ...eviieieitiieieetesiete ettt sttt e bt e st et et s et e b e st e be s e st e be st e st e be st e st e b et e st ebe st e s e besbe st anesbe s eneste e s 325
15.12 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate Variant
TSBOOTADL (FAS) ...ttt sttt t ettt s ke b skt e st be b s e b ke s e e b b e st e b et et e bt et abenbe s e re st e ene 327
15.13 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate Variant
TSTBA9LAS (FAS) ..o uiieiieiiite ettt ettt sttt s ket s b bRt R b st e bt s e e b b e st e b b e s e b b et e be st st be st e ene 329
15.14 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate Allele Score
(FAS) ettt bRt AR bR R R AR R AR R Rt R R R e R Rt bR bbbt ne b e e 331
15.15 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage Variant rs10891185
(7 ) OSSR 333

Final/22-Aug-2020 Page 8 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

15.16 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage Variant rs12065362

() USRS 335
15.17 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage Variant rs11721988
(7 OSSPSR 337
15.18 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage Variant rs7787032
() OSSR 339
16.0 Patient's Global Assessment of PSA Disease Activity (VAS) - Return Rates (FAS) .....c.cccccevevienene 341
16.1 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline (FAS) ........... 342
16.2 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Gender (FAS)
.................................................................................................................................................................... 343
16.3 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Disease
SBVEIIEY (FAS) ettt b bbbt bt bbbt bbb bbbt e bt bttt b et be e 345
16.4 Patient's Global Assessment of PsSA Disease Activity (VAS) - Change from Baseline by
MOderate/SEVEIE PSO D (FAS) ..ottt bbbt et b et b et 347
16.5 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lymphocyte
COUNE AL BL (FAS) .ttt bbbt b bbbt b e bbb b bt e bt et bt et b r b b 349
16.6 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Enthesitis at
BL ACCOrdING t0 LEI (FAS). .ttt sttt ettt ettt et et te st e s teenaene et e aenrennas 351
16.7 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by HLA-
DQALX 05 (FAS) ettt sttt sttt sttt sttt ekttt e bt b et e bt b e e e Rt e b bR e ek bRt b bRt b bRt b et n et et enen 353
16.8 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rSL0555659 (FAS) .....ccuicuiiieiieiie ettt se e ste et e e e st e e e ste e teaaesraesreesreenneenseenes 355
16.9 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rS111937633 (FAS) ....cuiiiiiierieieie ettt sttt bbb et b nn e sbe e 357
16.10 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rSI1726476 (FAS) ..ottt et bbb e 359
16.11 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rSL0609046 (FAS) ......cuiiriiiirieiite ettt sttt 361
16.12 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rSB00740L (FAS) ......vcuieieiieete ettt e e te et e st e et et e e te e beasaesreesteesreenaeaneeenes 363
16.13 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant 1S7349145 (FAS) .....uv it ee et e e te et et e e te e aesraesreesteesteenteenneanes 365
16.14 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Lead
Candidate AlIEIE SCOME (FAS) ....oo ittt e st et e et e e s besraesteesteenreenteaneeanes 367
16.15 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Linkage
Variant rS108911L85 (FAS) .....cueiueieiiiteiteiiet ettt ettt e et b et b ettt b e bbb bbbt et e b et e e b et e ane e ere s 369
16.16 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Linkage
Variant 1S12065362 (FAS) ... .cueiueieieite ettt b ettt eb ettt b e ekt eb e bbb bbb et b et et e ar e b 371
16.17 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Linkage
Variant 1S11721988 (FAS) .....cuiiueieieite ettt ettt bttt b ettt b ettt b e bbbttt eb et be b et an e ere s 373
16.18 Patient's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Linkage

A e O TR WA Y () USSR 375
17.0 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Return Rates (FAS)............ 377
17.1 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline (FAS)
.................................................................................................................................................................... 378
17.2 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
(€S Lo [T g (AN TSROSO USTRRN 379
17.3 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
DiSEASE SEVENTLY (FAS) ...ttt bbb bbb bbb bbbt bbbttt bbbt b bt st 381

Final/22-Aug-2020 Page 9 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

17.4 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by

MOderate/SEVEIE PSO D (FAS) ...ttt ettt b ettt ettt et e st et sbe et e b e ane e e e besbeseeneas 383
17.5 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Lymphocyte Count at BL (FAS) ... .ooiiiiiiieieee ettt sttt e e bbbt neene e e e e e see e 385
17.6 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Enthesitis at BL ACCOrding t0 LEI (FAS) .. .o ouiiiieeieie ettt 387
17.7 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by HLA-
D@ AN R L (N TSSOSO 389
17.8 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by Lead
Candidate Variant rS10555659 (FAS) .....cciiiiiiiiiieeieiieseseseste e e see e te et e e see e e steseesaestesnesseeseneeseens 391
17.9 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by Lead
Candidate Variant rS111937633 (FAS) ....c.uiiiiirerieeie ettt sttt bbbttt be e 393
17.10 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Lead Candidate Variant rSI1726476 (FAS) .....ooiiiiriiiiieiitirieeetene ettt 395
17.11 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Lead Candidate Variant rS10609046 (FAS) .......cuuriiieiiieieiieeeaeeie sttt sttt see bbb ste e eneeseenas 397
17.12 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Lead Candidate Variant rS800740L1 (FAS) ......eoueiieiie ettt see st s ettt e e s e e ste s ae e e saeesaeeseansennee e 399
17.13 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Lead Candidate Variant rS7349145 (FAS) ......oiiiiiiiiit ettt e eb s 401
17.14 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Lead Candidate AlIele SCOrE (FAS) .....oci ittt ae e e e saeesaeeneeaneenree e 403
17.15 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Linkage Variant rS10891185 (FAS) .....cuiiiiiiieieieiteieeie sttt bbbttt sb ettt sr e eb e sne b e 405
17.16 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Linkage Variant 1S12065362 (FAS) .....c.uieiiiieieieiieieie sttt sttt ettt e eb e bt et sr e ebesne e ene e 407
17.17 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Linkage Variant 1S11721988 (FAS) .....ceieiiiieieieieieie sttt ettt ettt et b et eb e nn e abenne e ene e 409
17.18 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from Baseline by
Linkage Variant 1S7787032 (FAS) ....cuioiiei ettt te sttt e s e st s e e steeaeaneeaneestsentaesteanaenneens 411
18.0 Physician's Global Assessment of PsA Disease Activity (VAS) - Return Rates (FAS).........ccccceenee 413
18.1 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline (FAS)....... 414
18.2 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Gender
(7S SOOI 415
18.3 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Disease
SBVEIILY (FAS) ittt bbbtk bbbt b e s bbb Rt b e bbbt bt b 416
18.4 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by
MOErate/SEVEIE PSO D (FAS) ..ottt b bbbt b bbbt e 417
18.5 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by
Lymphocyte COUNt @t BL (FAS) ... .ottt ettt 418
18.6 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Enthesitis
at BL ACCOrdING 10 LEI (FAS)....i ittt sttt ettt et e e te et e e e saeenneereenes 419
18.7 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by HLA-
DQALX05 (FAS) oottt ettt sttt sttt ettt ettt et e e b et e b e b e e e Rtk e e e Rt e b et e Rt b et Rttt n e bt n e bt enen 420
18.8 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rsSL0555659 (FAS) .....ccuiiiiiieiieiie et s e te ettt e be e tessae s reesteesreesaeereenes 421
18.9 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rS111937633 (FAS) ....ueitiiaiaieierie sttt ettt sttt sttt e e e sbesbesbesbe e eneeeenbeseeseen 422

Final/22-Aug-2020 Page 10 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

18.10 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead

Candidate Variant rSLI1726476 (FAS) ..ottt ettt be e 423
18.11 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rST0609046 (FAS) .....couiiiiiaieieieie sttt sbe et e e et e sbesbesbesbesseaneeeenseneeseeas 424
18.12 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rSBO0740L (FAS) ..ottt sttt sttt e e b e besbesbesbeene e e eteneeseeas 425
18.13 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate Variant rS7349145 (FAS) ..ottt 426
18.14 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline by Lead
Candidate AlIEIE SCOME (FAS) ....eciiiiieie ittt ettt et s te st e s e e se e e et e bestesresteeneaseenseneeneens 427
18.15 Physician's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Linkage
Variant rS1089L1L85 (FAS) ....veuiiuirieiiitirieeet sttt ettt et eb bbbt ne bt eb e bbbt bt abe e bt b b st enennere s 428
18.16 Physician's Global Assessment of PsSA Disease Activity (VAS) - Change from Baseline by Linkage
Variant 1S12065362 (FAS) ... vttt ettt ettt ettt et eb b bt e bbbt b e bbb e e bt abenr bt b e e bt enenrere s 429
18.17 Physician's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Linkage
Variant 1S11721988 (FAS) .....cueiuiiieieitirieiest ettt ettt ettt et eb e et b e bt bbbt b e et e ebenr et e b e bt anennere s 430
18.18 Physician's Global Assessment of PSA Disease Activity (VAS) - Change from Baseline by Linkage
VarTaNt FSTT87032 (FAS) ...uve ittt ettt e et e et e st e s be e e et e e s e eraesteesteesteesteaneeaneesneenneenseenseans 431
19.0 SIC28 - REtUIM RALES (FAS) ...iviriiiiiiiietiiteei ettt ettt bbbt st sttt bt 432
19.1 SJC28 - Change from BaseliNg (FAS) .....ccviieieiiie ettt st e e e 433
19.2 SJC28 - Change from Baseling by Gender (FAS) ........coiviieieieie e 434
19.3 SJC28 - Change from Baseline by Disease SEVEItY (FAS) .....cccviiiiiieiiiiiieie et se e 435
19.4 SJC28 - Change from Baseline by Moderate/Severe PSO D (FAS) ....ccvcveviieieiiie e 436
19.5 SJC28 - Change from Baseline by Lymphocyte Count at BL (FAS)........ccooeorineinieniinenecee e 437
19.6 SJC28 - Change from Baseline by Enthesitis at BL According to LEI (FAS) .......ccccoeviiiiiiienen 438
19.7 SJC28 - Change from Baseline by HLA-DQAZL*05 (FAS) ....cooviiiriiiiiieisesese e 439
19.8 SJC28 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS).......cc.ccccoevreiirenencnn. 440
19.9 SJC28 - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) ......cccccceevreiireniencn. 441
19.10 SJC28 - Change from Baseline by Lead Candidate Variant rs11726476 (FAS) ......c.ccccoovneivnenennnn. 442
19.11 SJC28 - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)........ccccccvvvrivivarnne. 443
19.12 SJC28 - Change from Baseline by Lead Candidate Variant rs8007401 (FAS).....c.ccccecvvvvvrvivernne. 444
19.13 SJC28 - Change from Baseline by Lead Candidate Variant rs7349145 (FAS).....c.ccccocvvvviviivivannne 445
19.14 SJC28 - Change from Baseline by Lead Candidate Allele Score (FAS)......cccoviveveievcnicsesnseeeene 446
19.15 SJC28 - Change from Baseline by Linkage Variant rs10891185 (FAS)......ccccccvvevveiereriennsnsesennes 447
19.16 SJC28 - Change from Baseline by Linkage Variant rs12065362 (FAS) .......cccocuvriineneiinenieeneens 448
19.17 SJC28 - Change from Baseline by Linkage Variant rs11721988 (FAS) .......cccccviriireneinenieeniens 449
19.18 SJC28 - Change from Baseline by Linkage Variant rs7787032 (FAS) .....ccccoeiiiiinieneninice e 450
20.0 SICB6 - RETUMN RAEES (FAS) ...ttt ettt e b e bbb et ene et e nbenbesae 451
20.1 SJC66 - Change from Baseling (FAS) ......oeiiiiieieie ettt sne 452
20.2 SJC66 - Change from Baseling by Gender (FAS) ..ot 453
20.3 SJC66 - Change from Baseline by Disease SEVErity (FAS) .....cccvviiviirieiieereieseseseseseeeeseesesee e 454
20.4 SJC66 - Change from Baseline by Moderate/Severe PSO D (FAS) ....ocoovveveiive e seeeseesiesee e 455
20.5 SJC66 - Change from Baseline by Lymphocyte Count at BL (FAS).....ccccceveiivirienesieseeieseeseseeneens 456
20.6 SJC66 - Change from Baseline by Enthesitis at BL According to LEI (FAS) .....cccovvivviveievcnninnnnns 457

Final/22-Aug-2020 Page 11 of 1387



Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
20.7 SJC66 - Change from Baseline by HLA-DQAZL*05 (FAS) .....ooiiiiiiiiiiieie e 458
20.8 SJC66 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS)........ccccooeirrenieienncns 459
20.9 SJC66 - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)......c.cccceerienienenncns 460
20.10 SJC66 - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)........cccoceoeienieiennene 461
20.11 SJC66 - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)........ccccceeeierieiennne 462
20.12 SJC66 - Change from Baseline by Lead Candidate Variant rs8007401 (FAS) .......cccovverieiienenennens 463
20.13 SJC66 - Change from Baseline by Lead Candidate Variant rs7349145 (FAS) .......cccccvivevveveieniennnns 464
20.14 SJC66 - Change from Baseline by Lead Candidate Allele Score (FAS)......cocvvvvievivvivvivsieeieeneseniens 465
20.15 SJC66 - Change from Baseline by Linkage Variant rs10891185 (FAS) ......cccovcvreriervrivseereerieneneens 466
20.16 SJC66 - Change from Baseline by Linkage Variant rs12065362 (FAS) ......ccccoceverierivriesiesieeneneneens 467
20.17 SJC66 - Change from Baseline by Linkage Variant rs11721988 (FAS) ......ccccvvrevievivrivseeieerieneneens 468
20.18 SJC66 - Change from Baseline by Linkage Variant rs7787032 (FAS)......cccooiiiiiiininienieiecie e 469
21.0 SICT6 - REIUIN RALES (FAS) ...eeiiiiieieiite ettt sttt b e bbb e et e b e sbesbe st e e enee e 470
21.1 SJIC76 - Change from Baseling (FAS) .....ooiiiiiiieieie ettt en 471
21.2 SJC76 - Change from Baseling by Gender (FAS) ..ot 472
21.3 SJC76 - Change from Baseline by Disease SeVerity (FAS) ..o 473
21.4 SJC76 - Change from Baseline by Moderate/Severe PSO D (FAS) ....cccoiiiiiiieie e 474
21.5 SJC76 - Change from Baseline by Lymphocyte Count at BL (FAS).......cccooveivererevennnieseseeienieneens 475
21.6 SJC76 - Change from Baseline by Enthesitis at BL According to LEI (FAS) ......ccccvivviviiveiveiicieinns 476
21.7 SJC76 - Change from Baseline by HLA-DQAL*05 (FAS) ....eciveiiieiesi e eeeseese e e e e 477
21.8 SJC76 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS).......ccccoevrvvriververennens 478
21.9 SJC76 - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)......c.ccccvvvriverveiernens 479
21.10 SJC76 - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)......c.cccccovvvivivveiernens 480
21.11 SJC76 - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)........cccccocerererinnnnne 481
21.12 SJC76 - Change from Baseline by Lead Candidate Variant rs8007401 (FAS)......cccccovininiencninnnnne 482
21.13 SJC76 - Change from Baseline by Lead Candidate Variant rs7349145 (FAS)......cccccoviineicnnnnene. 483
21.14 SJC76 - Change from Baseline by Lead Candidate Allele Score (FAS).......ccooviiriiiiiencnenenieee 484
21.15 SJC76 - Change from Baseline by Linkage Variant rs10891185 (FAS) ......cccooviirierieienene e 485
21.16 SJC76 - Change from Baseline by Linkage Variant rs12065362 (FAS) ........ccccrveririeniesinienenienaens 486
21.17 SJC76 - Change from Baseline by Linkage Variant rs11721988 (FAS) ......ccccccvvivrvriviieereerenenennens 487
21.18 SJC76 - Change from Baseline by Linkage Variant rs7787032 (FAS) .....cccoovrivvierivsienieerieieneneneens 488
22.0 SPARCC Enthesitis Index - REtUrN RAtES (FAS) .....civivieeieieresisesesteseeee e sie e see e e snaeeesseseeseens 489
22.1 SPARCC Enthesitis Index - Change from Baseling (FAS) ......cocovviviiriiiiieeieiesese e 490
22.2 SPARCC Enthesitis Index - Change from Baseline by Gender (FAS) .....cccccevvveveveninsieeiereeseneneens 491
22.3 SPARCC Enthesitis Index - Change from Baseline by Disease Severity (FAS) ......ccccoveiiieiienennens 492
22.4 SPARCC Enthesitis Index - Change from Baseline by Moderate/Severe PSO D (FAS).......ccccceeeeee 493
22.5 SPARCC Enthesitis Index - Change from Baseline by Lymphocyte Count at BL (FAS) .................. 494
22.6 SPARCC Enthesitis Index - Change from Baseline by Enthesitis at BL According to LEI (FAS) .... 495
22.7 SPARCC Enthesitis Index - Change from Baseline by HLA-DQAZL*05 (FAS) ....ccccevviiiniiiiiiiienne 496

22.8 SPARCC Enthesitis Index - Change from Baseline by Lead Candidate Variant rs10555659 (FAS) . 497
22.9 SPARCC Enthesitis Index - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) 498
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22.10 SPARCC Enthesitis Index - Change from Baseline by Lead Candidate Variant rs11726476 (FAS) 499
22.11 SPARCC Enthesitis Index - Change from Baseline by Lead Candidate Variant rs10609046 (FAS) 500
22.12 SPARCC Enthesitis Index - Change from Baseline by Lead Candidate Variant rs8007401 (FAS) . 501
22.13 SPARCC Enthesitis Index - Change from Baseline by Lead Candidate Variant rs7349145 (FAS) . 502

22.14 SPARCC Enthesitis Index - Change from Baseline by Lead Candidate Allele Score (FAS) ........... 503
22.15 SPARCC Enthesitis Index - Change from Baseline by Linkage Variant rs10891185 (FAS) ........... 504
22.16 SPARCC Enthesitis Index - Change from Baseline by Linkage Variant rs12065362 (FAS) ........... 505
22.17 SPARCC Enthesitis Index - Change from Baseline by Linkage Variant rs11721988 (FAS) ........... 506
22.18 SPARCC Enthesitis Index - Change from Baseline by Linkage Variant rs7787032 (FAS) ............. 507
23.1 SPARCC Resolution of ENthESItIS (FAS) ....cviiiieiiieieeieieese sttt sre e sesee e 508
23.2 SPARCC Resolution of Enthesitis by GENder (FAS)......cccovieiiiiie e 509
23.3 SPARCC Resolution of Enthesitis by Disease SeVerity (FAS)......c.ccoouriiieieniie e 510
23.4 SPARCC Resolution of Enthesitis by Moderate/Severe PSO D (FAS) ....c.oooe i 511
23.5 SPARCC Resolution of Enthesitis by Lymphocyte Count at BL (FAS).......ccccooviieiiniiniieicieieieie 512
23.6 SPARCC Resolution of Enthesitis by Enthesitis at BL According to LEI (FAS)........ccooeveiininennne 513
23.7 SPARCC Resolution of Enthesitis by HLA-DQAIL*05 (FAS) .....c.coiiiiiiiiieiere et 514
23.8 SPARCC Resolution of Enthesitis by Lead Candidate Variant rs10555659 (FAS)........ccccccverinennne 515
23.9 SPARCC Resolution of Enthesitis by Lead Candidate Variant rs111937633 (FAS)......ccccccocvvvrnrnnns 516
23.10 SPARCC Resolution of Enthesitis by Lead Candidate Variant rs11726476 (FAS)......cc.cccccevvvrerunns 517
23.11 SPARCC Resolution of Enthesitis by Lead Candidate Variant rs10609046 (FAS)......c..cccccevcvrerunns 518
23.12 SPARCC Resolution of Enthesitis by Lead Candidate Variant rs8007401 (FAS)........cccccevvvvvrernnns 519
23.13 SPARCC Resolution of Enthesitis by Lead Candidate Variant rs7349145 (FAS)........ccccevvvviernns 520
23.14 SPARCC Resolution of Enthesitis by Lead Candidate Allele Score (FAS).......cccvevivviviveiverernnnens 521
23.15 SPARCC Resolution of Enthesitis by Linkage Variant rs10891185 (FAS).......ccccocvvirieninieniciennns 522
23.16 SPARCC Resolution of Enthesitis by Linkage Variant rs12065362 (FAS)........cccccvvirieninieninininens 523
23.17 SPARCC Resolution of Enthesitis by Linkage Variant rs11721988 (FAS)......ccccoceriirienininnieeinnnns 524
23.18 SPARCC Resolution of Enthesitis by Linkage Variant rs7787032 (FAS).......cccoeverinieninieneeieenne 525
24.0 TIC28 - REtUIN RALES (FAS) .. ittt b e bbbt e st b et st ebeene e 526
24.1 TIC28 - Change from Baseline (FAS) ..ottt 527
24.2 TIC28 - Change from Baseling by GeNder (FAS).......covvviiiiiiieieee e e e e 528
24.3 TJC28 - Change from Baseline by Disease SEVErity (FAS) ..o e 529
24.4 TJC28 - Change from Baseline by Moderate/Severe PSO D (FAS) ....cccoovvvvvivcieeice e, 530
24.5 TJC28 - Change from Baseline by Lymphocyte Count at BL (FAS)......cccccvviviiveiienicreiene e, 531
24.6 TJC28 - Change from Baseline by Enthesitis at BL According to LEI (FAS).......cccceevviveveiericinnnnns 532
24.7 TJC28 - Change from Baseline by HLA-DQAL*05 (FAS) ....ooiiiiiiiiiiriee ettt 533
24.8 TJC28 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS).......cccccoovviiinienennns 534
24.9 TJC28 - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)......ccccoeeriiiienenncns 535
24.10 TJC28 - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)......c.cccoverienienennens 536
24.11 TJC28 - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)........cccceviirnenerncns 537
24.12 TJC28 - Change from Baseline by Lead Candidate Variant rs8007401 (FAS).......ccccvvvrviriiieneneens 538
24.13 TJC28 - Change from Baseline by Lead Candidate Variant rs7349145 (FAS).......ccccvvvvvveivereniennnns 539
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24.14 TJC28 - Change from Baseline by Lead Candidate Allele Score (FAS)........cooieiinieniinicieieienes 540
24.15 TJC28 - Change from Baseline by Linkage Variant rs10891185 (FAS).......cccciveiiniinieniiienenenne 541
24.16 TJC28 - Change from Baseline by Linkage Variant rs12065362 (FAS)........cccciveiiniinienicieieienns 542
24.17 TJC28 - Change from Baseline by Linkage Variant rs11721988 (FAS)......ccociieiiniiniiniiieieienne 543
24.18 TJC28 - Change from Baseline by Linkage Variant rs7787032 (FAS)......cccooeriiiriininienieieieienens 544
25.0 TICH8 - REUIN RALES (FAS) ...ttt sttt et b et e b et b e b e beene e e e e e nbeneen 545
25.1 TIC68 - Change from BaseliNg (FAS) .....vcioiiiie ettt sttt ane e eneenee e 546
25.2 TJC68 - Change from Baseling by GENAer (FAS)......ocovoiiiieiereriresesteseeseesee et se e snee e ssenee e 547
25.3 TJC68 - Change from Baseline by Disease SEVETitY (FAS).....cccvviiviieririieerierereseseseseseeseeseeseeseens 548
25.4 TJC68 - Change from Baseline by Moderate/Severe PSO D (FAS) ....ccoviveieienere e seseeeeieesesee e 549
25.5 TJC68 - Change from Baseline by Lymphocyte Count at BL (FAS).....c.ccceoeiererievennseeieieesese e 550
25.6 TJC68 - Change from Baseline by Enthesitis at BL According to LEI (FAS).......cccccooiiniiiiicnenne 551
25.7 TJC68 - Change from Baseline by HLA-DQAL*05 (FAS) ....ooiiiiiiiiiireeieie et 552
25.8 TJC68 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS).......cccccooviiiiiciennns 553
25.9 TJC68 - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)......cccocvvriireiennne 554
25.10 TJC68 - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)........cccovveirreiennne 555
25.11 TJC68 - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)........ccccuvvrieiieiennene 556
25.12 TJC68 - Change from Baseline by Lead Candidate Variant rs8007401 (FAS).......ccoccvivvvveiveriernrnnns 557
25.13 TJC68 - Change from Baseline by Lead Candidate Variant rs7349145 (FAS).......ccccvvvvvveiviiveiennnns 558
25.14 TJC68 - Change from Baseline by Lead Candidate Allele Score (FAS)......cocovvvevievieviesvcivsiieiennns 559
25.15 TJC68 - Change from Baseline by Linkage Variant rs10891185 (FAS).......cccoceveriirivrivnesienieeriennens 560
25.16 TJC68 - Change from Baseline by Linkage Variant rs12065362 (FAS).......cccccevererierenieresenennenn, 561
25.17 TJC68 - Change from Baseline by Linkage Variant rs11721988 (FAS).......cccccevererierienesiesesennenn, 562
25.18 TJC68 - Change from Baseline by Linkage Variant rs7787032 (FAS)......cccccoovririerreienenese e 563
26.0 TICT8 - REtUIN RALES (FAS) .. ittt b bbbt bttt nb e bbb e e e 564
26.1 TIC78 - Change from Baseling (FAS) ..ottt 565
26.2 TJC78 - Change from Baseline by Gender (FAS).......co.ooiiiiiiiiiiieeee e 566
26.3 TIC78 - Change from Baseline by Disease SeVerity (FAS) ... 567
26.4 TJC78 - Change from Baseline by Moderate/Severe PSO D (FAS) ....ccoiiiiiiniieiieineee e 568
26.5 TJC78 - Change from Baseline by Lymphocyte Count at BL (FAS).....cccccooceiirierieriesieseeresesesee s 569
26.6 TJC78 - Change from Baseline by Enthesitis at BL According to LEI (FAS).......cccceivivveveienininnnnns 570
26.7 TJC78 - Change from Baseline by HLA-DQAL*05 (FAS) ..c..eiiiiiiieiieeeieere e e ste e e snese e 571
26.8 TJC78 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS).......cccceovevererivrnnnnns 572
26.9 TJC78 - Change from Baseline by Lead Candidate Variant rs111937633 (FAS).....c..ccceevererieinnnnns 573
26.10 TJC78 - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)......c.cccoeeeienienennens 574
26.11 TJC78 - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)........cccceerienenenuens 575
26.12 TJC78 - Change from Baseline by Lead Candidate Variant rs8007401 (FAS).......ccocvvenviinnenennens 576
26.13 TJC78 - Change from Baseline by Lead Candidate Variant rs7349145 (FAS).......ccocvviviiiiienennens 577
26.14 TJC78 - Change from Baseline by Lead Candidate Allele Score (FAS)......cccoooeiiiiiininiiiieieiene 578
26.15 TJC78 - Change from Baseline by Linkage Variant rs10891185 (FAS)......cccooeiiiiniinieniniieieiene 579
26.16 TJC78 - Change from Baseline by Linkage Variant rs12065362 (FAS).......cccccvvvvievivrivniesieenieneinens 580
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26.17 TJC78 - Change from Baseline by Linkage Variant rs11721988 (FAS).......cccocvoviiiriiniieieienenenins 581
26.18 TJC78 - Change from Baseline by Linkage Variant rs7787032 (FAS).....ccccooeriririininiieieieienenins 582
27.1 ACR Response ACR20 / ACRS50 / ACRT70 (FAS) ...ttt 583
27.2 ACR Response ACR20 / ACR50 / ACR70 by Gender (FAS) ......cooeiiriiieieiene e 584
27.3 ACR Response ACR20 / ACR50 / ACR70 by Disease Severity (FAS) .....cccooeiiieiinienieiciene e 585
27.4 ACR Response ACR20 / ACR50 / ACR70 by Moderate/Severe PSO D (FAS) ....ccccooviieiiiencienncns 586
27.5 ACR Response ACR20 / ACR50 / ACR70 by Lymphocyte Count at BL (FAS) .....cccccevvevererivinnnnns 587
27.6 ACR Response ACR20 / ACR50 / ACR70 by Enthesitis at BL According to LEI (FAS)................. 588
27.7 ACR Response ACR20 / ACR50 / ACR70 by HLA-DQAL*05 (FAS).......cveeveerereeeerereeereseeesseresse 589
27.8 ACR Response ACR20 / ACR50 / ACR70 by Lead Candidate Variant rs10555659 (FAS) .............. 590
27.9 ACR Response ACR20 / ACR50 / ACR70 by Lead Candidate Variant rs111937633 (FAS)............ 591
27.10 ACR Response ACR20 / ACR50 / ACR70 by Lead Candidate Variant rs11726476 (FAS)............ 592
27.11 ACR Response ACR20 / ACR50 / ACR70 by Lead Candidate Variant rs10609046 (FAS)............ 593
27.12 ACR Response ACR20 / ACR50 / ACR70 by Lead Candidate Variant rs8007401 (FAS) .............. 595
27.13 ACR Response ACR20 / ACR50 / ACR70 by Lead Candidate Variant rs7349145 (FAS) .............. 597
27.14 ACR Response ACR20 / ACR50 / ACR70 by Lead Candidate Allele Score (FAS) .......cccoceveienene 598
27.15 ACR Response ACR20 / ACR50 / ACR70 by Linkage Variant rs10891185 (FAS) ......ccccocererennene 599
27.16 ACR Response ACR20 / ACR50 / ACR70 by Linkage Variant rs12065362 (FAS) .......ccccccvvvvernnns 600
27.17 ACR Response ACR20 / ACR50 / ACR70 by Linkage Variant rs11721988 (FAS) .......cccccvvvvreruns 601
27.18 ACR Response ACR20 / ACR50 / ACR70 by Linkage Variant rs7787032 (FAS) ......cccccevvrivrernnns 602
28.0 DAPSA - REtUIN RAES (FAS) ...cuiiiiiiiiit ettt sttt st te e a et e st saesresneanaeseeneeneenrens 604
28.1 DAPSA - Change from Baseling (FAS) .......covoieieiireie sttt se s nee e 605
28.2 DAPSA - Change from Baseling by Gender (FAS) .....ccvoviieieieiese st neens 606
28.3 DAPSA - Change from Baseline by Disease SeVerity (FAS) ..o 607
28.4 DAPSA - Change from Baseline by Moderate/Severe PSO D (FAS)......cccooiiiiineiininesseeiene e 608
28.5 DAPSA - Change from Baseline by Lymphocyte Count at BL (FAS) ......ccooiiiiiiiiiinenicieieie e 609
28.6 DAPSA - Change from Baseline by Enthesitis at BL According to LEI (FAS) .....cccoovviiiiiiiiienne 610
28.7 DAPSA - Change from Baseline by HLA-DQAZL*05 (FAS) ......coiiiiiiireiieieiee e 611
28.8 DAPSA - Change from Baseline by Lead Candidate Variant rs10555659 (FAS) ........cccceovrieiieiennne 612
28.9 DAPSA - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) .....ccccceevviverernnnnns 613
28.10 DAPSA - Change from Baseline by Lead Candidate Variant rs11726476 (FAS) ......c.ccccveiveverernns 614
28.11 DAPSA - Change from Baseline by Lead Candidate Variant rs10609046 (FAS) ........ccccceevevverernns 615
28.12 DAPSA - Change from Baseline by Lead Candidate Variant rs8007401 (FAS) ......cccccvvvriviiveivernns 616
28.13 DAPSA - Change from Baseline by Lead Candidate Variant rs7349145 (FAS) .......cccocevervnivinnnnns 617
28.14 DAPSA - Change from Baseline by Lead Candidate Allele Score (FAS) .......cccoovveriiniinicieniciennns 618
28.15 DAPSA - Change from Baseline by Linkage Variant rs10891185 (FAS) .......ccccceviriinieninieneneniens 619
28.16 DAPSA - Change from Baseline by Linkage Variant rs12065362 (FAS) .......cccocevoenerienisieneneneens 620
28.17 DAPSA - Change from Baseline by Linkage Variant rs11721988 (FAS) .......cccccevinirieninieneneiens 621
28.18 DAPSA - Change from Baseline by Linkage Variant rs7787032 (FAS) .....cccooiiiiiiiniinicieieie e 622
29.1 DAPSA Low Disease Activity / ReMISSION (FAS) .....cocuiiiiiiiiiiiie et 623
29.2 DAPSA Low Disease Activity / Remission by Gender (FAS) ......cccvvvvvvieeiierienenesese e seeeesienee s 624
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29.3 DAPSA Low Disease Activity / Remission by Disease Severity (FAS).......cocvvreriinienieeieienenenins 625
29.4 DAPSA Low Disease Activity / Remission by Moderate/Severe PSO D (FAS) ......ccoovvveiiienciennns 626
29.5 DAPSA Low Disease Activity / Remission by Lymphocyte Count at BL (FAS)........ccooeeeiiiiennnnne 627
29.6 DAPSA Low Disease Activity / Remission by Enthesitis at BL According to LEI (FAS)................. 628
29.7 DAPSA Low Disease Activity / Remission by HLA-DQAL*05 (FAS) ....ccooeiiiiieiiiineeiciesenie s 629
29.8 DAPSA Low Disease Activity / Remission by Lead Candidate Variant rs10555659 (FAS).............. 630
29.9 DAPSA Low Disease Activity / Remission by Lead Candidate Variant rs111937633 (FAS)............ 631
29.10 DAPSA Low Disease Activity / Remission by Lead Candidate Variant rs11726476 (FAS)............ 632
29.11 DAPSA Low Disease Activity / Remission by Lead Candidate Variant rs10609046 (FAS)............ 633
29.12 DAPSA Low Disease Activity / Remission by Lead Candidate Variant rs8007401 (FAS).............. 634
29.13 DAPSA Low Disease Activity / Remission by Lead Candidate Variant rs7349145 (FAS).............. 635
29.14 DAPSA Low Disease Activity / Remission by Lead Candidate Allele Score (FAS) ......cccccceveienene 636
29.15 DAPSA Low Disease Activity / Remission by Linkage Variant rs10891185 (FAS).......cccccceceienene 637
29.16 DAPSA Low Disease Activity / Remission by Linkage Variant rs12065362 (FAS).......ccccccecevenene 638
29.17 DAPSA Low Disease Activity / Remission by Linkage Variant rs11721988 (FAS).......cccccceeevennene 639
29.18 DAPSA Low Disease Activity / Remission by Linkage Variant rs7787032 (FAS)......cccccevevenenune 640
30.0 DAS28 - REtUIN RALES (FAS) ... uiiiiieeitieie ettt bt b ettt bbb e sae e s e e e e be e 641
30.1 DAS28 - Change from Baseling (FAS) .....cviiviieieiire sttt sae e sre e eeee e 642
30.2 DAS28 - Change from Baseling by Gender (FAS) .....ooov oo 643
30.3 DAS28 - Change from Baseline by Disease SeVerity (FAS) ....ccoovvvivririiveiieieresesesese s seeniene e 644
30.4 DAS28 - Change from Baseline by Moderate/Severe PSO D (FAS).....cccccovveiivenievennseseeeesienie s 645
30.5 DAS28 - Change from Baseline by Lymphocyte Count at BL (FAS) .....covevvevievere v 646
30.6 DAS28 - Change from Baseline by Enthesitis at BL According to LEI (FAS) ......cccocviviiviiveiciennns 647
30.7 DAS28 - Change from Baseline by HLA-DQAZL*05 (FAS) ....cccoiiiiiiireiieiereeie e 648
30.8 DAS28 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS) ........ccccoviriviiniennne 649
30.9 DAS28 - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) ......cccccoverivniveiennne 650
30.10 DAS28 - Change from Baseline by Lead Candidate Variant rs11726476 (FAS) ......cccccoeviviiveiennne 651
30.11 DAS28 - Change from Baseline by Lead Candidate Variant rs10609046 (FAS) .........ccoccveererennnne 652
30.12 DAS28 - Change from Baseline by Lead Candidate Variant rs8007401 (FAS) .....ccccooverereneniennne 653
30.13 DAS28 - Change from Baseline by Lead Candidate Variant rs7349145 (FAS) .....ccccccecvvevvivrivinannns 654
30.14 DAS28 - Change from Baseline by Lead Candidate Allele Score (FAS) ....ccovvviveveiereieveseieenns 655
30.15 DAS28 - Change from Baseline by Linkage Variant rs10891185 (FAS) ......cccovvvveveereereresesnseannns 656
30.16 DAS28 - Change from Baseline by Linkage Variant rs12065362 (FAS) ......ccccviververeereresesiesennens 657
30.17 DAS28 - Change from Baseline by Linkage Variant rs11721988 (FAS) .......ccccoevvivriviieereresiesennens 658
30.18 DAS28 - Change from Baseline by Linkage Variant rs7787032 (FAS) ......cccvoeieiiriiniieieiene e 659
31.1 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response (FAS)............. 660
31.2 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Gender (FAS)

.................................................................................................................................................................... 661
31.3 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Disease

L e A (AN SO URORUSRRRN 663
31.4 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by
MOErate/SEVEIE PSO D (FAS) ...cviiiiiiieiteee ettt ste sttt ettt te s testeesa e e et e bestesbesbeaneeneeneenaeseenes 665

Final/22-Aug-2020 Page 16 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

31.5 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lymphocyte

COUNE GE BL (FAS) ..ttt ettt sttt b et et e e b e be e bt ek e e Rt e me et e eb e besbeebeeseane e e enbenbeseens 667
31.6 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Enthesitis at
BL ACCOrdING t0 LEI (FAS) ... ettt ettt b et st e bt eeneene et e e neennas 669
31.7 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by HLA-
D@ Y AN R L (N TSSOSO 671
31.8 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lead Candidate
Variant rS10555659 (FAS) ....iiuiiiiiiieiesiese st st e et e e e e ste et testaese e e testesbesteasease e st eeestestesteereeneeneeeeneenes 673
31.9 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lead Candidate
Variant 1S111937633 (FAS) ...cuiiuiieiiteiieiete ettt sttt sttt sttt s b et bbb e st sb e s e et seeseebe st e s e nbeneereas 675
31.10 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lead
Candidate Variant rSL11726476 (FAS) .....coiiiieiieieieie ettt sttt sttt stesbesbesaesre e e eneeseens 677
31.11 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lead
Candidate Variant rSL0609046 (FAS) ......cuiiiiieiietiie ettt ettt sttt e 679
31.12 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lead
Candidate Variant rSBO0T740L (FAS) ....cuuoiiieieie ettt sttt be b e e et sbesbesbesteene e 681
31.13 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lead
Candidate Variant 17349145 (FAS) .....eoiiiiieie ettt te e be et et estaesteeteeteesaeaneesraesreeneas 683
31.14 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Lead
Candidate Al SCOME (FAS) .. .oiii ettt et et e e e et e s teeste e be e teaseesneesreesreeneas 685
31.15 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Linkage
Variant rSL10891L85 (FAS) ...ttt bbbt b bbbt b et e bbb b e 687
31.16 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Linkage
Variant rS12065362 (FAS) .....ouiiiiirieiiite ettt bbbt b e bbb bbb et b ettt benr bt be e b e ene e 689
31.17 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Linkage
Variant 1S1L1721988 (FAS) .....eiciiiuiiieiite ettt bbb bbbtk b et b ettt be et e be et sbe e 691
31.18 DAS28 - EULAR Low Disease Activity / Remission / Moderate-to-Good Response by Linkage
Variant 1S7T787032 (FAS) ..ottt stttk b ettt b etk b ettt b etk b e ekt eb et et ab et e e b e et ane e 693
32.0 MCPDALI - REtUIN RAEES (FAS)....uiitiiitiiteiee sttt bbbt b ettt et 695
32.1 mMCPDAI - Change from Baseling (FAS) .......ciieiieieiie ittt ese et nee s 696
32.2 mCPDAI - Change from Baseline by Gender (FAS) ..o 697
32.3 mCPDAI - Change from Baseline by Disease Severity (FAS) .....ccccvviierieiie e 698
32.4 mCPDAI - Change from Baseline by Moderate/Severe PSO D (FAS)......cccccevivevienieiie e 699
32.5 mCPDAI - Change from Baseline by Lymphocyte Count at BL (FAS) ......ccccoovvevivieiie e 700
32.6 mCPDALI - Change from Baseline by Enthesitis at BL According to LEI (FAS) .....ccccoooviiiiiiiiennn 701
32.7 mCPDALI - Change from Baseline by HLA-DQAL*05 (FAS) .....ccoiviiireiienieiseniee et 702
32.8 mCPDAI - Change from Baseline by Lead Candidate Variant rs10555659 (FAS) ........ccccceverienenncns 703
32.9 mCPDAI - Change from Baseline by Lead Candidate Variant rs111937633 (FAS) ......cccccevvninennne 704
32.10 mCPDAI - Change from Baseline by Lead Candidate Variant rs11726476 (FAS) ......cccccocevvenennne 705
32.11 mCPDAI - Change from Baseline by Lead Candidate Variant rs10609046 (FAS) .......cccccoeerenennene 706
32.12 mCPDAI - Change from Baseline by Lead Candidate Variant rs8007401 (FAS) .....c..ccccvevverererunns 707
32.13 mCPDAI - Change from Baseline by Lead Candidate Variant rs7349145 (FAS) .....c..ccccevvvrerernnns 708
32.14 mCPDAI - Change from Baseline by Lead Candidate Allele Score (FAS) ......ccccvevvivvivicvciieicieinens 709
32.15 mCPDAI - Change from Baseline by Linkage Variant rs10891185 (FAS) ......ccccvevvivvivsvsiverienennens 710
32.16 mCPDAI - Change from Baseline by Linkage Variant rs12065362 (FAS) .......cccoeevivrivsieeieereenennens 711
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32.17 mCPDAI - Change from Baseline by Linkage Variant rs11721988 (FAS) .......ccccoovrverinicienienennens 712
32.18 mCPDAI - Change from Baseline by Linkage Variant rs7787032 (FAS) ......cccoovvirinienisieneienns 713
33.1 MCPDAI LOW Disease ACHVILY (FAS) ....cciiiiiiiiiieie ettt s nbe e 714
33.2 mCPDAI Low Disease ActiVity by GENder (FAS) .....coioiiiieieiere et 715
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Tables
Patient Disposition and Baseline Characteristics

1.1 Patient Disposition and Compliance (RAN, FAS)

Treatment Groups

SEC ADA Total
Disposition/Reason (N=66) (N=62) (N=128)

n (%) n (%) n (%)
Randomized (RAN) 66 (100.0) 62 (100.0) 128 (100.0)
Full Analysis Set (FAS) 66 (100.0) 62 (100.0) 128 (100.0)
Study discontinuation (RAN) 4(6.1) 14 (22.6) 18 (14.1)
Reasons for study discontinuation during
Treatment Period
Adverse event 0 (0.0) 2(3.2) 2 (1.6)
Death 0(0.0) 0(0.0) 0 (0.0)
Lack of efficacy 1(1.5) 4 (6.5) 5(3.9)
No longer requires treatment 0 (0.0) 0 (0.0) 0(0.0)
New therapy for study indication 0 (0.0) 0 (0.0) 0(0.0)
Non-compliance with study treatment 0 (0.0) 0 (0.0) 0(0.0)
Pregnancy 0 (0.0) 0 (0.0) 0(0.0)
Protocol deviation 0 (0.0) 0 (0.0) 0(0.0)
Study terminated by sponsor 0 (0.0) 0 (0.0) 0(0.0)
Lost to follow-up 1(1.5) 2(3.2) 3(2.3)
Technical problems 0 (0.0) 0 (0.0) 0(0.0)
Physician decision 1(1.5) 0 (0.0) 1(0.8)
Subject/guardian decision 1(1.5) 6 (9.7) 7 (5.5)
Study drug
Received study drug 66 (100.0) 62 (100.0) 128 (100.0)
Did not receive study drug 0 (0.0) 0 (0.0) 0(0.0)
Completed treatment period on double-blind study 62 (93.9) 47 (75.8) 109 (85.2)
drug
Prematurely discontinued double-blind study drug 4(6.1) 15 (24.2) 19 (14.8)
during treatment period
Primary reason for premature discontinuation
of double-blind study drug
Adverse event 0 (0.0) 2(3.2) 2 (1.6)
Death 0(0.0) 0(0.0) 0 (0.0)
Lack of efficacy 1(1.5) 6 (9.7) 7 (5.5)
No longer requires treatment 0 (0.0) 0 (0.0) 0(0.0)
New therapy for study indication 0 (0.0) 0 (0.0) 0(0.0)
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Treatment Groups

SEC ADA Total
Disposition/Reason (N=66) (N=62) (N=128)

n (%) n (%) n (%)
Non-compliance with study treatment 0 (0.0) 0 (0.0) 0(0.0)
Pregnancy 0 (0.0) 0 (0.0) 0(0.0)
Protocol deviation 0 (0.0) 0 (0.0) 0(0.0)
Study terminated by sponsor 0 (0.0) 0 (0.0) 0 (0.0
Lost to follow-up 0 (0.0) 2(3.2) 2 (1.6)
Technical problems 0 (0.0) 0 (0.0) 0(0.0)
Physician decision 1(1.5) 0 (0.0) 1(0.8)
Subject/guardian decision 2 (3.0) 5(8.1) 7 (5.5)
Subjects who received rescue medication before 6 (9.1) 4 (6.5) 10 (7.8)
week 52
Patients who received cDMARD:s (e.g. MTX) 2 (3.0) 2(3.2) 4(3.1)
including apremilast
Subject with at least one protocol deviation 17 (25.8) 17 (27.4) 34 (26.6)
Key procedures not performed 0 (0.0) 0 (0.0) 0(0.0)
Other deviation 9 (13.6) 8 (12.9) 17 (13.3)
Prohibited concomitant medication 7 (10.6) 9 (14.5) 16 (12.5)
Selection criteria not met 2 (3.0) 3(4.8) 5(3.9)
Subject not withdrawn as per protocol 0 (0.0) 0 (0.0) 0(0.0)
Treatment deviation 0 (0.0) 0 (0.0) 0(0.0)
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1.2 Length of Treatment Phase (FAS)

Secukinumab/PSA
CAIN457F2366

Treatment Groups

Treatment phase (FAS)

SEC ADA Total
(N=66) (N=62) (N=128)
Mean + SD (in days) 375.3+30.4 334.6 £101.0 355.6 £ 76.1
Median (in days) 376.5 372.0 374.0
Range (in days) 204 - 454 18 - 456 18 - 456
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Secukinumab/PSA

CAIN457F2366

1.3 Characterization of Study Population, Demographic Characteristics (FAS)

Treatment Groups

Patient characteristics SEC ADA Total
(N=66) (N=62) (N=128)
Age (years)
Mean + SD 48.1+11.9 46.6 + 11.9 474+119
Median 50.0 50.5 50.0
Range 21.0-73.0 20.0-69.0 20.0-73.0
Age group (years), n (%)
<65 62 (93.9) 59 (95.2) 121 (94.5)
65 - 74 4(6.1) 3(4.8) 7 (55)
Sex, n (%)
Male 42 (63.6) 33 (53.2) 75 (58.6)
Female 24 (36.4) 29 (46.8) 53 (41.4)
Weight (kg)
Mean + SD 85.1+18.7 84.4+17.3 84.8+18.0
Median 85.8 84.5 85.0
Range 51.0 - 153.0 45.0-122.9 45.0 - 153.0
Height (cm)
Mean + SD 172.0+9.2 170.0£9.2 171.1+9.2
Median 173.0 170.5 171.0
Range 153.0 - 190.0 152.4 - 196.0 152.4-196.0
BMI (kg/m?)
Mean + SD 28.8+6.1 29.2+55 29.0+5.8
Median 28.2 28.5 28.3
Range 18.9-51.4 18.0-41.9 18.0-51.4
Current smoker 19 (28.8) 16 (25.8) 35 (27.3)
Race, n (%)
Asian 2 (3.0) 6 (9.7) 8 (6.3)
American Indian or Alaska Native 0 (0.0) 1(1.6) 1(0.8)
Black or African American 0 (0.0) 1(1.6) 1(0.8)
White 64 (97.0) 53 (85.5) 117 (91.4)
Other 0(0.0) 1(1.6) 1(0.8)
Ethnicity, n (%)
Hispanic or Latino 6(9.1) 4 (6.5) 10 (7.8)
Not Hispanic or Latino 58 (87.9) 56 (90.3) 114 (89.1)
Not reported 1(1.5) 1(1.6) 2 (1.6)
Unknown 1(1.5) 1(1.6) 2 (1.6)

Region, n (%)
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Treatment Groups

Patient characteristics SEC ADA Total
(N=66) (N=62) (N=128)

America 0 (0.0) 4 (6.5) 4(3.1)

Asia 4(6.1) 6 (9.7) 10 (7.8)

Australia 1(1.5) 0(0.0) 1(0.8)

Europe 61 (92.4) 52 (83.9) 113 (88.3)
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1.4 PsA Disease History and Baseline Characteristics (FAS)
Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)

Time since first PsA diagnosis (years)

Mean + SD 59193 6.6 £8.2 6.2+8.8

Median 2.1 41 2.7

Range 0.0-50.9 0.0-345 0.0-50.9

CASPAR score at baseline, n (%)

3 8 (12.1) 13 (21.0) 21 (16.4)

4 30 (45.5) 28 (45.2) 58 (45.3)

5 22 (33.3) 15 (24.2) 37 (28.9)

6 6(9.1) 6 (9.7) 12 (9.4)

Enthesitis at baseline, n (%) 32 (48.5) 40 (64.5) 72 (56.3)

Dactylitis at baseline, n (%) 17 (25.8) 16 (25.8) 33 (25.8)

Concomitant medication, n (%6)

Corticosteroid use at baseline 5(7.6) 4 (6.5) 9 (7.0)

Methotrexate use at baseline 0 (0.0) 0(0.0) 0 (0.0)

Sulfasalazine use at baseline 0 (0.0) 0(0.0) 0 (0.0)

Prior Medication, n (%)

DMARDSs documented as prior treatments** 66 (100.0) 62 (100.0) 128 (100.0)
Discontinued due to lack of tolerability 14 (21.2) 14 (22.6) 28 (21.9)
Discontinued due to lack of efficacy 66 (100.0) 62 (100.0) 128 (100.0)

MTX documented as prior treatments** 59 (89.4) 57 (91.9) 116 (90.6)
Discontinued due to lack of tolerability 9 (13.6) 12 (19.4) 21 (16.4)
Discontinued due to lack of efficacy 54 (81.8) 52 (83.9) 106 (82.8)

TNFalpha-Antagonists documented as prior 0 (0.0) 0(0.0) 0 (0.0)

treatments**

Discontinued due to lack of tolerability 0 (0.0) 0(0.0) 0 (0.0)
Discontinued due to lack of efficacy 0 (0.0) 0(0.0) 0 (0.0)

** Based on documented prior treatments

SULFASALAZINE, TRUXOFOL

* Based on documented protocol deviations from inclusion criterion 9 and documented prior treatments

Medications classified as bDMARDs: DENOSUMAB, INFLIXIMAB, TOCILIZUMAB
Medications classified as DMARDs: cDMARDs, bDMARDs, APREMILAST, TOFACITINIB

Medications classified as cOMARDs: AZATHIOPRINE, CHLOROQUINE, CICLOSPORIN, GOLD PREPARATIONS,
HYDROXYCHLOROQUINE, LEFLUNOMIDE, MESALAZINE, METHOTREXATE, SODIUM AUROTHIOMALATE,
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1.5 Concomitant Medication (FAS)
Treatment Groups
SEC ADA Tota
(N=66) (N=62) (N=128)

DMARDs, n (%) 2 (3.0) 2(3.2) 4(3.1)
Median; range of application time 31;0.1-6.1 2.9;0.1-57 29;01-6.1
(weeks)

cDMARDs, n (%) 2 (3.0) 2332 4(3.1)
Median; range of application time 3.1;0.1-6.1 2.9;0.1-57 2.9;0.1-6.1
(weeks)

Methotrexate, n (%) 2 (3.0) 2332 4(3.1)
Median; range of application time 3.1;0.1-6.1 2.9;0.1-57 2.9;0.1-6.1
(weeks)

bDMARDs, n (%) 0 (0.0 0(0.0) 0 (0.0
Median; range of application time .- - - .-
(weeks)

NSAIDs, n (%) 46 (69.7) 44 (71.0) 90 (70.3)
Median; range of application time 53.4;23.0-64.9 52.1;2.6-57.1 53.0; 2.6 - 64.9
(weeks)

Psoriasis medication, n (%) 5 (7.6) 5(8.1) 10 (7.8)
Median; range of application time 17.0;0.1-53.9 17.3;0.1-56.1 17.1;0.1-56.1
(weeks)

Intraarticular corticosteroids, n (%) 1(1.5) 1(1.6) 2 (1.6)
Median; range of application time 41;41-4.1 19.1;19.1-19.1 11.6;4.1-19.1
(weeks)

Systemic corticosteroids, n (%) 5 (7.6) 7(11.3) 12 (9.4)
Median; range of application time 54.7; 49.6 - 56.1 26.6; 3.1-65.1 53.0;3.1-65.1
(weeks)

Patients who experienced any dose change of 2 (3.0) 4 (6.5) 6 (4.7)

systemic corticosteroids during study period, n

(%)

Medications classified as cDOMARDs: AZATHIOPRINE, CHLOROQUINE, CICLOSPORIN, GOLD PREPARATIONS,

HYDROXYCHLOROQUINE, LEFLUNOMIDE, MESALAZINE, METHOTREXATE, SODIUM AUROTHIOMALATE,

SULFASALAZINE, TRUXOFOL

Medications classified as bDMARDs: DENOSUMAB, INFLIXIMAB, TOCILIZUMAB

Medications classified as DMARDs: cDMARDs, bDMARDs, APREMILAST, TOFACITINIB

Medication classified as Psoriasis medication: Acitretin, Alpicort A, Apremilast, Belosalic, Betadermic, Betamethason, Betzee S, Calpsor

C, Ciclosporin, Clobetasol, Clobetasonbutyrat, Clotrason, Daivobet, Desonid, Desoximetason, Dexamethason, Diflucortolonvalerat,

Dimethylfumarat, Diprospan, Dithranol, Fluocinolonacetonid, Fluticasonpropionat, Hydrocortison, Methotrexat,

Methylprednisolonaceponat, Mometason, Phototherapie, Prdenicarbat, Propysalic NF, Travocort, Triamcinolon, Truxofol, Ulobetasol,

Velosalic, Xamiol
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Treatment Groups

SEC ADA Total

(N=426) (N=427) (N=853)
BSA PASI (N'=281) (N'=260) (N'=541)
Patients with Moderate / Severe Psoriasis
<10% <10 214 198 412
<10% >10 5 2 7
> 10% <10 15 22 37
> 10% >10 46 38 84
BSA > 10% and/or PASI > 10 PASI>10 66 62 128

N in the column headers refers to the total population, N' to the population of subjects who discontinued prior DMARD due to lack of
efficacy. The table is based on N', the population of subjects who discontinued prior DMARD due to lack of efficacy.
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1.7 Number of Subjects in Subgroups (FAS)

Secukinumab/PSA
CAIN457F2366

Treatment Groups

Final/22-Aug-2020

SEC ADA Total
Subgrouping Factor Subgroup (N=66) (N=62) (N=128)
Age < 65 years 62 59 121
>= 65 years 4 3 7
Gender Male 42 33 75
Female 24 29 53
Disease Severity PASDAS <=3.2 0 0 0
3.2<PASDAS <54 16 13 29
PASDAS >=5.4 50 49 99
Disease Severity PASDAS <54 16 13 29
PASDAS >=5.4 50 49 99
Region America 0 4 4
Asia 4 6 10
Australia 1 0 1
Europe 61 52 113
Moderate/Severe PSO Def. 1 No 0 0 0
Yes 66 62 128
Moderate/Severe PSO Def. 2 No 28 32 60
Yes 38 30 68
Lymphocyte Count at BL <= Median 40 29 69
> Median 26 33 59
Enthesitis at BL According to LEI  No 34 22 56
Yes 32 40 72
HLA-DQA1*05 Non-carrier 29 25 54
Carrier 22 19 41
Missing 15 18 33
Lead Candidate Variant rs10555659 Non-carrier 28 19 47
Carrier 22 19 41
Missing 16 24 40
Lead Candidate Variant Non-carrier 19 21 40
rs111937633
Carrier 30 23 53
Missing 17 18 35
Lead Candidate Variant rs11726476 Non-carrier 25 32 57
Carrier 26 12 38
Missing 15 18 33
Lead Candidate Variant rs10609046 Non-carrier 38 33 71
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Treatment Groups
SEC ADA Total
Subgrouping Factor Subgroup (N=66) (N=62) (N=128)
Carrier 12 9 21
Missing 16 20 36
Lead Candidate Variant rs8007401 Non-carrier 36 34 70
Carrier 13 10 23
Missing 17 18 35
Lead Candidate Variant rs7349145 Non-carrier 42 36 78
Carrier 9 5 14
Missing 15 21 36
Lead Candidate Allele Score Low score 11 22 33
High score 40 22 62
Missing 15 18 33
Linkage Variant rs10891185 Non-carrier 31 23 54
Carrier 20 21 41
Missing 15 18 33
Linkage Variant rs12065362 Non-carrier 19 20 39
Carrier 32 24 56
Missing 15 18 33
Linkage Variant rs11721988 Non-carrier 25 32 57
Carrier 26 12 38
Missing 15 18 33
Linkage Variant rs7787032 Non-carrier 39 35 74
Carrier 11 9 20
Missing 16 18 34
Presence of Antibodies Not present 65 56 121
Present 0 3 3
Missing 1 3 4

Efficacy and safety subgroup analysis is displayed for all subgrouping factors with at least 10 patients in each subgroup.
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Efficacy Analysis
2.1 All-Cause Mortality (FAS)
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value
All-cause Mortality Week 52, N' 66 62 N.E. N.E. N.E.
n (%) 0(0.0) 0(0.0)

N': Number of patients with available response value
n (%): Number and percentage of patients with event
CI: Confidence Interval

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups.

OR (with Wald CI) from logistic regression model with predictors treatment and weight, p-value from likelihood-ratio test.
RR and RD calculated directly (with Wald CI and p-value) without adjustment.
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3.0 BSA (Percent) - Return Rates (FAS)
Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)
Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 4 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 57 (91.9) 121 (94.5)
Week 16 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 24 Returns 64 (97.0) 53 (85.5) 117 (91.4)
Week 32 Returns 61 (92.4) 53 (85.5) 114 (89.1)
Week 40 Returns 64 (97.0) 49 (79.0) 113 (88.3)
Week 52 Returns 63 (95.5) 49 (79.0) 112 (87.5)
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3.1 BSA (Percent) - Change from Baseline (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 22.15 (12.56) 23.08 (15.06)
Week 52 Mean (SD) 2.41(4.49) 4.88(8.05)

Week 52 Adjusted Mean Change (SE)

-19.71(0.75) -16.76 (0.82) -2.95 [-5.15; -0.74] 0.009

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Covariance structure: unstructured (un)

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
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3.2 BSA (Percent) - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.994
Male, N 42 33
N' 42 32
Baseline Mean (SD) 23.02 (12.76) 25.15 (16.41)
Week 52 Mean (SD) 2.43(5.00) 3.96 (6.64)
Week 52 Adjusted Mean Change (SE) -19.85 (0.94) -18.39 (1.12) -1.46 [-4.35; 1.43] 0.319
Female, N 24 29
N' 24 29
Baseline Mean (SD) 20.63 (12.31) 20.72 (13.24)
Week 52 Mean (SD) 2.39 (3.54)  5.91(9.45)
Week 52 Adjusted Mean Change (SE) -19.47 (1.24) -14.93(1.19) -4.54 [-7.95; -1.14] 0.009
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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3.3 BSA (Percent) - Change from Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.936
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 17.56 (8.28) 17.00 (7.00)
Week 52 Mean (SD) 1.13(2.36) 5.22(7.01)
Week 52 Adjusted Mean Change (SE) -20.25 (1.53) -15.97 (1.85) -4.28 [-9.00; 0.43] 0.075
PASDAS >5.4, N 50 49
N' 50 48
Baseline Mean (SD) 23.62 (13.39) 24.69 (16.22)
Week 52 Mean (SD) 2.85(4.96)  4.80 (8.35)
Week 52 Adjusted Mean Change (SE) -19.53 (0.87) -16.92(0.92) -2.62 [-5.11;-0.12] 0.040
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

3.4 BSA (Percent) - Change from Baseline by Moderate/Severe PSO D (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.345
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 15.00 (5.96) 14.41 (4.03)
Week 52 Mean (SD) 1.12 (1.95) 3.43(4.93)
Week 52 Adjusted Mean Change (SE) -19.76 (1.23) -16.59 (1.25) -3.16 [-6.44;0.12] 0.059
lIillloderate/Severe Psoriasis (Def D): Yes, 38 30
N' 38 29
Baseline Mean (SD) 27.42 (13.56) 32.33(16.97)
Week 52 Mean (SD) 3.32(5.48) 6.15(9.97)
Week 52 Adjusted Mean Change (SE) -19.69 (1.03) -16.86 (1.24) -2.83[-5.88;0.22] 0.068

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.5 BSA (Percent) - Change from Baseline by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.812
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 24.18 (14.03) 21.69 (12.98)
Week 52 Mean (SD) 2.84(5.16) 2.67 (3.85)
Week 52 Adjusted Mean Change (SE) -19.59 (0.96) -18.11(1.20) -1.48[-4.53;1.58] 0.340
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 19.04 (9.29) 24.30 (16.78)
Week 52 Mean (SD) 1.76 (3.21)  6.54 (9.88)
Week 52 Adjusted Mean Change (SE) -19.91 (1.19) -15.72 (1.10) -4.18 [-7.40; -0.96] 0.011
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.6 BSA (Percent) - Change from Baseline by Enthesitis at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.962
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 19.50 (8.86) 23.14 (13.15)
Week 52 Mean (SD) 1.56 (3.54) 6.11(10.18)
Week 52 Adjusted Mean Change (SE) -20.22 (1.06) -16.40 (1.35) -3.82[-7.23;-0.42] 0.028
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 24.97 (15.21) 23.05(16.17)
Week 52 Mean (SD) 3.29 (5.22)  4.10 (6.43)
Week 52 Adjusted Mean Change (SE) -19.17 (1.08) -17.01 (1.04) -2.16 [-5.13; 0.81] 0.153
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 53 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.7 BSA (Percent) - Change from Baseline by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.552
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 21.14 (9.69) 19.88 (11.53)
Week 52 Mean (SD) 2.14(3.42) 5.09(9.51)
Week 52 Adjusted Mean Change (SE) -19.69 (1.21) -16.73(1.33) -2.96 [-6.53; 0.61] 0.103
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 23.18 (13.43) 24.05 (16.26)
Week 52 Mean (SD) 2.35(4.39)  3.69 (5.78)
Week 52 Adjusted Mean Change (SE) -19.33 (1.41) -16.41(1.56) -2.92[-7.10; 1.25] 0.167
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.8 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs10555659
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.295
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 23.61(9.84) 22.37 (12.49)
Week 52 Mean (SD) 1.78 (3.00)  4.36 (11.38)
Week 52 Adjusted Mean Change (SE) -19.65 (1.24) -16.25(1.61) -3.39[-7.40;0.62] 0.096
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 18.18 (9.41) 19.37 (13.43)
Week 52 Mean (SD) 2,90 (4.77)  5.72 (6.06)
Week 52 Adjusted Mean Change (SE) -17.38 (1.40) -14.10 (1.50) -3.28[-7.34;0.78] 0.112
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.9 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs111937633
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.989
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 19.95 (10.23) 25.81 (15.62)
Week 52 Mean (SD) 2.00(3.37) 4.75(10.91)
Week 52 Adjusted Mean Change (SE) -19.86 (1.47) -15.90 (1.52) -3.96 [-8.18; 0.26] 0.065
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 23.80(12.19) 17.91(10.82)
Week 52 Mean (SD) 2.25(4.14) 4.32(5.48)
Week 52 Adjusted Mean Change (SE) -19.99 (1.19) -17.41(1.36) -2.58[-6.21;1.04] 0.160
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.10 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs11726476
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.911
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 20.44 (9.24) 22.66 (14.85)
Week 52 Mean (SD) 1.65(2.85)  3.79 (5.07)
Week 52 Adjusted Mean Change (SE) -19.78 (1.28) -17.51(1.15) -2.27[-5.70; 1.16] 0.192
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 23.54 (13.11) 19.08 (10.41)
Week 52 Mean (SD) 2.76 (4.51) 6.50(13.62)
Week 52 Adjusted Mean Change (SE) -19.35(1.25) -13.99 (1.94) -5.37[-9.97;-0.76] 0.023
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.11 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs10609046
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.774
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 22.63 (11.91) 23.61 (15.14)
Week 52 Mean (SD) 2.89(4.27)  4.93(9.17)
Week 52 Adjusted Mean Change (SE) -18.96 (1.07) -16.17 (1.19) -2.78[-5.95; 0.38] 0.084
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 19.00 (9.18) 16.44 (4.45)
Week 52 Mean (SD) 0.50 (0.80)  3.67 (4.97)
Week 52 Adjusted Mean Change (SE) -21.04 (1.88) -17.72 (2.17) -3.32[-8.99; 2.34] 0.246
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.12 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs8007401
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.197
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 21.56 (10.87) 23.62 (14.89)
Week 52 Mean (SD) 2.55(4.27)  5.36(9.15)
Week 52 Adjusted Mean Change (SE) -19.12 (1.09) -15.77 (1.17) -3.35[-6.53;-0.18] 0.039
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 23.23 (13.32) 15.10(5.38)
Week 52 Mean (SD) 1.77 (2.65) 2.10(2.96)
Week 52 Adjusted Mean Change (SE) -20.24 (1.79) -19.17 (2.07) -1.07[-6.53; 4.40] 0.699
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.13 BSA (Percent) - Change from Baseline by Lead Candidate Variant rs7349145
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.696
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 22.21 (12.02) 20.67 (10.96)
Week 52 Mean (SD) 2.64 (4.08)  4.67 (8.66)
Week 52 Adjusted Mean Change (SE) -18.43 (1.01) -15.33(1.12) -3.10[-6.11;-0.10] 0.043
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 21.11(8.16) 14.00 (2.55)
Week 52 Mean (SD) 0.44(1.33) 5.20(7.16)
Week 52 Adjusted Mean Change (SE) -20.54 (2.14) -14.76 (2.90) -5.78[-12.93; 1.38] 0.112
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

3.14 BSA (Percent) - Change from Baseline by Lead Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.626
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 20.09 (9.98) 28.00 (16.67)
Week 52 Mean (SD) 2.00(3.37) 4.19(10.60)
Week 52 Adjusted Mean Change (SE) -18.86 (1.97) -16.83 (1.54) -2.03 [-7.03; 2.96] 0.421
High score, N 40 22
N' 40 22
Baseline Mean (SD) 22.55(11.79) 15.36 (5.09)
Week 52 Mean (SD) 2.29(3.96)  4.73(5.89)
Week 52 Adjusted Mean Change (SE) -19.72 (1.02) -16.44 (1.42) -3.28[-6.78;0.21] 0.065

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020

Page 61 of 1387




Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.15 BSA (Percent) - Change from Baseline by Linkage Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.135
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 24.77 (11.68) 21.35(11.74)
Week 52 Mean (SD) 1.90 (3.09) 3.56(10.09)
Week 52 Adjusted Mean Change (SE) -20.34 (1.15) -17.62 (1.41) -2.72[-6.34;0.89] 0.138
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 17.75 (9.67) 22.05 (15.97)
Week 52 Mean (SD) 2.78 (4.83)  5.35(5.88)
Week 52 Adjusted Mean Change (SE) -18.32 (1.45) -15.67 (1.39) -2.64 [-6.64; 1.35] 0.192
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.16 BSA (Percent) - Change from Baseline by Linkage Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.902
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 19.95 (10.23) 26.25 (15.89)
Week 52 Mean (SD) 2.00 (3.37) 5.07(11.22)
Week 52 Adjusted Mean Change (SE) -19.75(1.48) -15.31 (1.57) -4.43[-8.75;-0.12] 0.044
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 23.25(11.99) 17.88(10.58)
Week 52 Mean (SD) 2.38(4.13)  4.13(5.43)
Week 52 Adjusted Mean Change (SE) -19.41 (1.16) -17.53 (1.34) -1.89 [-5.44; 1.66] 0.294
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 63 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.17 BSA (Percent) - Change from Baseline by Linkage Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.911
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 20.44 (9.24) 22.66 (14.85)
Week 52 Mean (SD) 1.65(2.85) 3.79 (5.07)
Week 52 Adjusted Mean Change (SE) -19.78 (1.28) -17.51(1.15) -2.27[-5.70;1.16] 0.192
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 23.54 (13.11) 19.08 (10.41)
Week 52 Mean (SD) 2.76 (4.51) 6.50 (13.62)
Week 52 Adjusted Mean Change (SE) -19.35 (1.25) -13.99 (1.94) -5.37 [-9.97; -0.76] 0.023
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

3.18 BSA (Percent) - Change from Baseline by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.623
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 22.95(11.92) 23.43 (14.71)
Week 52 Mean (SD) 2.81(4.23)  5.07 (9.05)
Week 52 Adjusted Mean Change (SE) -18.96 (1.05) -15.92 (1.14) -3.04 [-6.11; 0.03] 0.052
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 18.09 (9.05) 14.89(5.71)
Week 52 Mean (SD) 0.36 (0.67) 2.67 (3.24)
Week 52 Adjusted Mean Change (SE) -21.05 (1.95) -18.57 (2.17) -2.48 [-8.22; 3.26] 0.393
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.0 C-Reactive Protein (hsCRP) (mg/L) - Return Rates (FAS)

Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 65 (98.5) 59 (95.2) 124 (96.9)
Week 4 Returns 64 (97.0) 58 (93.5) 122 (95.3)
Week 8 Returns 64 (97.0) 58 (93.5) 122 (95.3)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 63 (95.5) 54 (87.1) 117 (91.4)
Week 20 Returns 64 (97.0) 54 (87.1) 118 (92.2)
Week 24 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 28 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 32 Returns 62 (93.9) 50 (80.6) 112 (87.5)
Week 36 Returns 61 (92.4) 49 (79.0) 110 (85.9)
Week 40 Returns 63 (95.5) 48 (77.4) 111 (86.7)
Week 44 Returns 63 (95.5) 47 (75.8) 110 (85.9)
Week 48 Returns 59 (89.4) 45 (72.6) 104 (81.3)
Week 52 Returns 62 (93.9) 47 (75.8) 109 (85.2)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.1 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 12.27 (25.25) 13.57 (28.00)
Week 52 Mean (SD) 5.96 (10.41) 4.56 (5.93)
Week 52 Adjusted Mean Change (SE) -5.45 (1.07) -4.84(1.19) -0.60[-3.78; 2.57] 0.708

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: unstructured (un)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.2 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.004
Male, N 42 33
N' 42 32
Baseline Mean (SD) 8.98 (11.39) 10.88 (12.88)
Week 52 Mean (SD) 4.95(10.30) 2.94 (3.16)
Week 52 Adjusted Mean Change (SE) -5.44 (1.29) -8.02 (1.60)  2.58 [-1.49; 6.65] 0.212
Female, N 24 29
N' 24 29
Baseline Mean (SD) 18.03 (38.95) 16.63 (38.73)
Week 52 Mean (SD) 7.67 (10.61)  6.24 (7.57)
Week 52 Adjusted Mean Change (SE) -5.45 (1.71) -1.56 (1.67) -3.89 [-8.65; 0.87] 0.108
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.3 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Disease Severity
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.344
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 3.29(3.28) 3.15(3.21)
Week 52 Mean (SD) 6.08 (14.12)  4.33(5.69)
Week 52 Adjusted Mean Change (SE) -2.35(2.16) -3.89(2.81) 1.54[-5.42;8.50] 0.662
PASDAS >5.4,N 50 49
N' 50 48
Baseline Mean (SD) 15.15 (28.42) 16.34 (30.93)
Week 52 Mean (SD) 5.92(8.98) 4.61 (6.05)
Week 52 Adjusted Mean Change (SE) -6.54 (1.25) -4.85(1.33) -1.68[-5.30; 1.94] 0.359
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

4.4 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Moderate/Severe

PSO D (FAS)

Treatment Groups

Comparison

SEC ADA Mean Difference p-value
(N=66) (N=62) [959% CI]
Interaction test: p=0.797
lIillloderate/Severe Psoriasis (Def D): No, 28 32
N' 28 32
Baseline Mean (SD) 6.74 (10.97) 9.78 (15.08)
Week 52 Mean (SD) 6.92 (12.50) 5.68(7.41)
Week 52 Adjusted Mean Change (SE) -2.71(1.64) -3.29(1.70)  0.58 [-4.08; 5.24] 0.806
Moderate/Severe Psoriasis (Def D): Yes, 38 30
N
N' 38 29
Baseline Mean (SD) 16.35 (31.50) 17.62 (37.06)
Week 52 Mean (SD) 5.26 (8.73)  3.57 (4.15)
Week 52 Adjusted Mean Change (SE) -7.48 (1.41) -6.04(1.65) -1.43[-5.73;2.86] 0.509

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.5 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lymphocyte Count
at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.047
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 14.75 (31.47) 16.73 (37.95)
Week 52 Mean (SD) 5.13(8.72)  4.55(7.47)
Week 52 Adjusted Mean Change (SE) -7.01(1.36) -4.18(1.81) -2.83[-7.32;1.66] 0.214
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 8.47 (9.42) 10.80 (14.76)
Week 52 Mean (SD) 7.27 (12.74)  4.56 (4.76)
Week 52 Adjusted Mean Change (SE) -3.03(1.69) -5.47(1.57) 2.44[-2.12;6.99] 0.291
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.6 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Enthesitis at BL
According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.591
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 8.09 (9.46) 10.81(15.61)
Week 52 Mean (SD) 4.96 (10.46)  6.38 (7.86)
Week 52 Adjusted Mean Change (SE) -5.34 (1.50) -4.34(1.92) -1.00[-5.81;3.82] 0.683
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 16.71 (34.68) 15.09 (32.99)
Week 52 Mean (SD) 6.96 (10.44) 3.32(3.84)
Week 52 Adjusted Mean Change (SE) -5.,56 (1.53) -5.29(1.53) -0.26 [-4.56; 4.03] 0.903
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.7 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by HLA-DQA1*05
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.657
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 10.14 (13.83) 10.32 (13.77)
Week 52 Mean (SD) 5.29 (8.40)  6.32(7.87)
Week 52 Adjusted Mean Change (SE) -6.48 (1.33) -6.08 (1.48) -0.40[-4.35; 3.55] 0.840
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 18.14 (40.26) 10.36 (15.03)
Week 52 Mean (SD) 6.14(9.88) 3.71(4.19)
Week 52 Adjusted Mean Change (SE) -6.38 (1.55) -5.57(1.71) -0.81[-5.43;3.81] 0.728
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.8 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate
Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.208
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 11.41 (20.03) 10.38 (16.18)
Week 52 Mean (SD) 3.29(3.58)  3.64(3.64)
Week 52 Adjusted Mean Change (SE) -8.77 (1.36) -5.40(1.77) -3.38[-7.82; 1.07] 0.135
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 16.95 (37.04) 10.21 (11.09)
Week 52 Mean (SD) 9.22(12.81)  6.23(8.06)
Week 52 Adjusted Mean Change (SE) -3.68 (1.57) -6.08(1.68) 2.40[-2.18;6.98] 0.300
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.9 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate
Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.658
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 20.51 (39.16) 12.98 (17.30)
Week 52 Mean (SD) 7.48 (11.75)  3.70 (3.75)
Week 52 Adjusted Mean Change (SE) -6.37 (1.58) -6.64 (1.58) 0.28[-4.17;4.72] 0.902
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 9.47 (19.44) 7.93(10.34)
Week 52 Mean (SD) 455 (6.48) 6.33(8.04)
Week 52 Adjusted Mean Change (SE) -7.14 (1.26) -5.23(1.45) -1.91[-5.72;1.90] 0.323
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.10 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate
Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.598
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 11.30 (20.94) 7.92 (10.85)
Week 52 Mean (SD) 2.99 (2.85)  5.59 (7.40)
Week 52 Adjusted Mean Change (SE) -7.94 (1.36) -5.94(1.24) -2.00[-5.65; 1.64] 0.278
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 15.79 (34.30) 16.78 (19.73)
Week 52 Mean (SD) 8.20 (11.80) 4.03 (3.56)
Week 52 Adjusted Mean Change (SE) -5.00 (1.34) -5.72(2.04) 0.72[-4.13; 5.56] 0.769
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 76 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.11 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate
Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.079
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 10.16 (18.15) 9.40 (14.24)
Week 52 Mean (SD) 4.80(6.12)  4.62 (5.05)
Week 52 Adjusted Mean Change (SE) -6.57 (1.15) -5.80(1.29) -0.77[-4.21;2.67] 0.658
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 23.03 (48.81) 15.47 (14.78)
Week 52 Mean (SD) 8.43 (14.53) 7.20(10.14)
Week 52 Adjusted Mean Change (SE) -5.38 (2.06) -5.34(2.33) -0.04[-6.19;6.10] 0.989
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.12 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate
Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.520
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 17.35(33.06) 12.06 (15.56)
Week 52 Mean (SD) 5.91(10.32) 5.88(7.38)
Week 52 Adjusted Mean Change (SE) -6.86 (1.19) -5.65(1.26) -1.21[-4.67;2.25] 0.488
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 3.81(3.51) 4.48(4.52)
Week 52 Mean (SD) 3.86(3.80) 3.27(3.12)
Week 52 Adjusted Mean Change (SE) -6.50 (1.97) -6.67(2.21) 0.18[-5.67;6.02] 0.953
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.13 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate
Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.728
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 11.86 (27.52) 9.81 (14.00)
Week 52 Mean (SD) 6.44 (9.78)  5.15 (6.59)
Week 52 Adjusted Mean Change (SE) -5.25(1.10) -5.12(1.22) -0.13[-3.39;3.14] 0.939
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 21.64 (32.49) 12.84 (20.07)
Week 52 Mean (SD) 2.33(2.01) 2.43(2.49)
Week 52 Adjusted Mean Change (SE) -11.55(2.36) -9.97 (3.39) -1.58[-9.80; 6.63] 0.703
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.14 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Lead Candidate
Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.446
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 12.81 (13.01) 10.51 (15.68)
Week 52 Mean (SD) 4.23 (4.63)  4.10 (4.93)
Week 52 Adjusted Mean Change (SE) -6.16 (2.15) -6.00(1.61) -0.16[-5.50; 5.18] 0.952
High score, N 40 22
N' 40 22
Baseline Mean (SD) 13.80 (31.42) 10.16 (12.83)
Week 52 Mean (SD) 6.04 (9.83) 6.01(7.62)
Week 52 Adjusted Mean Change (SE) -6.50 (1.12) -5.57(1.52) -0.93[-4.68;2.83] 0.625
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.15 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant
rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.166
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 15.87 (34.52) 10.96 (16.95)
Week 52 Mean (SD) 459 (8.20)  3.52(3.52)
Week 52 Adjusted Mean Change (SE) -8.37 (1.23) -6.09 (1.52) -2.28[-6.18; 1.62] 0.248
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 10.05 (14.59) 9.65 (10.68)
Week 52 Mean (SD) 7.53(10.16) 6.62(8.22)
Week 52 Adjusted Mean Change (SE) -3.39 (1.56) -5.38(1.50) 1.99[-2.30; 6.29] 0.359
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.16 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant
rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.520
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 20.51 (39.16) 13.46 (17.60)
Week 52 Mean (SD) 7.48 (11.75)  3.89 (3.80)
Week 52 Adjusted Mean Change (SE) -6.33(1.64) -6.39(1.68) 0.06[-4.61; 4.73] 0.981
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 9.48 (18.96) 7.73(10.16)
Week 52 Mean (SD) 4.41(6.40) 6.06 (7.93)
Week 52 Adjusted Mean Change (SE) -6.55 (1.27) -5.39(1.47) -1.16[-5.01;2.70] 0.552
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.17 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant
rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.598
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 11.30 (20.94) 7.92 (10.85)
Week 52 Mean (SD) 2.99 (2.85)  5.59 (7.40)
Week 52 Adjusted Mean Change (SE) -7.94 (1.36) -5.94(1.24) -2.00[-5.65; 1.64] 0.278
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 15.79 (34.30) 16.78 (19.73)
Week 52 Mean (SD) 8.20 (11.80) 4.03 (3.56)
Week 52 Adjusted Mean Change (SE) -5.00 (1.34) -5.72(2.04) 0.72[-4.13; 5.56] 0.769
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

4.18 C-Reactive Protein (hsCRP) (mg/L) - Change from Baseline by Linkage Variant
rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.572
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 10.68 (18.21) 9.13(13.87)
Week 52 Mean (SD) 470 (6.06)  4.59 (4.94)
Week 52 Adjusted Mean Change (SE) -6.73(1.13) -5.81(1.25) -0.92[-4.26;2.42] 0.585
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 23.46 (51.16) 15.04 (15.10)
Week 52 Mean (SD) 9.12 (15.04) 6.88(10.18)
Week 52 Adjusted Mean Change (SE) -4.75 (2.13) -5.52(2.32) 0.77 [-5.46; 7.00] 0.807
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.0 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Return Rates (FAS)

Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 61 (98.4) 127 (99.2)
Week 4 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 8 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 64 (97.0) 56 (90.3) 120 (93.8)
Week 20 Returns 64 (97.0) 54 (87.1) 118 (92.2)
Week 24 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 28 Returns 62 (93.9) 48 (77.4) 110 (85.9)
Week 32 Returns 62 (93.9) 50 (80.6) 112 (87.5)
Week 36 Returns 61 (92.4) 50 (80.6) 111 (86.7)
Week 40 Returns 63 (95.5) 48 (77.4) 111 (86.7)
Week 44 Returns 63 (95.5) 47 (75.8) 110 (85.9)
Week 48 Returns 60 (90.9) 46 (74.2) 106 (82.8)
Week 52 Returns 62 (93.9) 47 (75.8) 109 (85.2)
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5.1 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 23.18 (18.12) 26.92 (19.00)
Week 52 Mean (SD) 13.26 (12.26) 13.74 (13.07)
Week 52 Adjusted Mean Change (SE) -9.95 (1.56) -10.11(1.69) 0.16 [-4.42; 4.73] 0.946

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: unstructured (un)
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5.2 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Gender
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.037
Male, N 42 33
N' 42 32
Baseline Mean (SD) 18.10 (15.43) 23.09 (17.11)
Week 52 Mean (SD) 9.44 (8.64)  8.83(7.77)
Week 52 Adjusted Mean Change (SE) -11.09 (1.96) -14.93(2.26) 3.84[-2.07;9.74] 0.201
Female, N 24 29
N' 24 29
Baseline Mean (SD) 32.08 (19.33) 31.28(20.38)
Week 52 Mean (SD) 19.74 (14.77) 18.87 (15.49)
Week 52 Adjusted Mean Change (SE) -8.07 (2.56) -4.40(2.41) -3.67 [-10.54; 3.19] 0.292
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.3 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Disease
Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.574
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 10.44 (7.88) 15.08 (16.84)
Week 52 Mean (SD) 11.00 (10.28) 17.00 (17.07)
Week 52 Adjusted Mean Change (SE) -6.39 (3.28) -3.49(3.82) -2.90[-12.64; 6.84] 0.557
PASDAS >5.4,N 50 49
N' 50 48
Baseline Mean (SD) 27.26 (18.62) 30.06 (18.44)
Week 52 Mean (SD) 14.04 (12.89) 13.08 (12.26)
Week 52 Adjusted Mean Change (SE) -11.05(1.80) -11.55(1.90) 0.50[-4.64; 5.65] 0.847
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.4 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by
Moderate/Severe PSO D (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.640
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 20.82 (14.82) 27.22 (17.72)
Week 52 Mean (SD) 15.88 (12.15) 14.45 (15.94)
Week 52 Adjusted Mean Change (SE) -7.28 (2.41) -10.47 (2.39) 3.19[-3.55;9.93] 0.350
Moderate/Severe Psoriasis (Def D): Yes, 38 30
N
N' 38 29
Baseline Mean (SD) 24.92 (20.23) 26.60 (20.59)
Week 52 Mean (SD) 11.36 (12.16) 13.12 (10.20)
Week 52 Adjusted Mean Change (SE) -11.89 (2.05) -9.98 (2.40) -1.91[-8.15; 4.33] 0.545
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.5 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by
Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.976
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 20.33 (17.60) 28.86 (22.51)
Week 52 Mean (SD) 9.32(7.39)  10.00 (8.14)
Week 52 Adjusted Mean Change (SE) -12.13(1.96) -12.31(2.44) 0.19[-6.06; 6.43] 0.953
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 27.58 (18.36) 25.21 (15.45)
Week 52 Mean (SD) 19.50 (15.64) 16.29 (15.17)
Week 52 Adjusted Mean Change (SE) -6.75 (2.42) -8.26(2.23) 1.51[-4.99; 8.02] 0.646
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.6 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Enthesitis
at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.489
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 18.91 (13.38) 26.36 (16.76)
Week 52 Mean (SD) 11.10 (7.92) 14.84 (16.34)
Week 52 Adjusted Mean Change (SE) -10.98 (2.24) -10.33(2.81) -0.65[-7.78;6.47] 0.856
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 27.72 (21.37) 27.23 (20.33)
Week 52 Mean (SD) 15.42 (15.28) 13.00 (10.56)
Week 52 Adjusted Mean Change (SE) -8.90 (2.27) -10.26 (2.16) 1.36 [-4.82; 7.54] 0.664
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.7 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by HLA-
DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.288
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 23.34 (18.98) 21.72 (15.91)
Week 52 Mean (SD) 13.93 (12.94) 15.55 (14.53)
Week 52 Adjusted Mean Change (SE) -9.15 (2.26) -9.21(2.51) 0.06 [-6.66; 6.78] 0.985
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 24.73 (19.46) 25.00 (15.90)
Week 52 Mean (SD) 11.95(8.02) 10.25(12.97)
Week 52 Adjusted Mean Change (SE) -9.88 (2.61) -11.71(2.90) 1.84[-5.91;9.58] 0.639
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.8 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead
Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.305
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 20.82 (19.11) 18.53(10.93)
Week 52 Mean (SD) 11.67 (12.85) 10.71 (6.59)
Week 52 Adjusted Mean Change (SE) -11.11 (2.28) -10.92 (2.97) -0.18[-7.59; 7.22] 0.961
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 28.64 (18.52) 27.47 (16.30)
Week 52 Mean (SD) 15.68 (7.54) 15.41 (18.16)
Week 52 Adjusted Mean Change (SE) -7.26 (2.61) -8.75(2.79) 1.49[-6.06; 9.04] 0.695
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.9 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead
Candidate Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.205
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 27.37 (18.86) 22.76 (16.81)
Week 52 Mean (SD) 17.58 (14.16) 11.94 (9.99)
Week 52 Adjusted Mean Change (SE) -6.96 (2.68) -10.04 (2.70) 3.09 [-4.49; 10.66] 0.420
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 20.77 (16.55) 23.48 (15.20)
Week 52 Mean (SD) 10.33 (7.08) 14.20 (16.62)
Week 52 Adjusted Mean Change (SE) -11.92 (2.16) -10.03 (2.48) -1.89[-8.43; 4.65] 0.567
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.10 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead
Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.432
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 23.52 (21.56) 23.03 (16.74)
Week 52 Mean (SD) 12.00 (13.03) 13.15 (12.48)
Week 52 Adjusted Mean Change (SE) -9.31 (2.46) -10.66 (2.23) 1.35[-5.25; 7.95] 0.686
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 24.35 (16.61) 23.42 (13.65)
Week 52 Mean (SD) 14.13 (8.93) 13.30(17.93)
Week 52 Adjusted Mean Change (SE) -9.57 (2.42) -8.78(3.71) -0.79[-9.59; 8.01] 0.858
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.11 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead
Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.369
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 24.47 (20.31) 22.76 (16.01)
Week 52 Mean (SD) 13.38 (12.08) 14.04 (15.80)
Week 52 Adjusted Mean Change (SE) -9.14 (2.02) -9.76 (2.25)  0.62 [-5.40; 6.64] 0.838
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 22.25 (15.84) 24.56 (16.50)
Week 52 Mean (SD) 12.83(8.28) 12.67 (8.94)
Week 52 Adjusted Mean Change (SE) -9.72 (3.57) -11.14 (4.09) 1.42[-9.37;12.20] 0.794
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.12 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead
Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.212
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 26.44 (21.41) 22.06 (15.68)
Week 52 Mean (SD) 12.97 (12.10) 15.27 (15.54)
Week 52 Adjusted Mean Change (SE) -10.12 (2.02) -7.90 (2.15) -2.22[-8.11; 3.66] 0.454
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 15.69 (7.92) 26.80 (16.52)
Week 52 Mean (SD) 10.58 (5.12) 7.80 (6.21)
Week 52 Adjusted Mean Change (SE) -9.21 (3.38) -16.29 (3.79) 7.08[-3.09; 17.24] 0.170
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.13 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead
Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.374
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 24.52 (19.18) 22.19 (16.04)
Week 52 Mean (SD) 14.50 (11.36) 13.30 (14.30)
Week 52 Adjusted Mean Change (SE) -7.94 (1.85) -9.29 (2.05) 1.34[-4.15; 6.84] 0.629
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 21.22 (19.06) 25.80 (15.16)
Week 52 Mean (SD) 7.11(7.49) 11.33(9.45)
Week 52 Adjusted Mean Change (SE) -15.31 (3.94) -12.71 (5.64) -2.60 [-16.28; 11.08] 0.707
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.14 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Lead
Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.404
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 30.00 (26.81) 20.59 (15.60)
Week 52 Mean (SD) 18.60 (19.14) 12.63 (10.44)
Week 52 Adjusted Mean Change (SE) -2.73 (3.67) -9.55(2.75) 6.83[-2.32; 15.98] 0.142
High score, N 40 22
N' 40 22
Baseline Mean (SD) 22.28 (16.30) 25.68 (15.95)
Week 52 Mean (SD) 11.59 (7.34) 13.65 (16.45)
Week 52 Adjusted Mean Change (SE) -11.28 (1.91) -10.73(2.58) -0.55[-6.94;5.84] 0.865
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.15 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage
Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.871
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 21.00 (19.14) 20.35(15.41)
Week 52 Mean (SD) 12.00 (12.81) 9.65 (6.79)
Week 52 Adjusted Mean Change (SE) -11.01 (2.17) -13.23(2.68) 2.22[-4.61;9.05] 0.520
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 28.50 (18.35) 26.19 (16.04)
Week 52 Mean (SD) 15.00 (6.93) 16.37 (17.71)
Week 52 Adjusted Mean Change (SE) -6.93 (2.75) -7.31(2.66) 0.38[-7.19; 7.95] 0.921
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 100 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

5.16 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage
Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.422
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 27.37 (18.86) 23.45(16.94)
Week 52 Mean (SD) 17.58 (14.16) 12.20 (10.28)
Week 52 Adjusted Mean Change (SE) -7.35(2.81) -9.90(2.90) 2.56[-5.46; 10.58] 0.528
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 21.91 (19.10) 22.88 (15.15)
Week 52 Mean (SD) 10.04 (7.12) 13.90 (16.25)
Week 52 Adjusted Mean Change (SE) -10.76 (2.19) -10.22 (2.54) -0.53[-7.19;6.13] 0.874
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.17 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage
Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.432
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 23.52 (21.56) 23.03 (16.74)
Week 52 Mean (SD) 12.00 (13.03) 13.15 (12.48)
Week 52 Adjusted Mean Change (SE) -9.31 (2.46) -10.66 (2.23) 1.35[-5.25; 7.95] 0.686
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 24.35 (16.61) 23.42 (13.65)
Week 52 Mean (SD) 14.13 (8.93) 13.30(17.93)
Week 52 Adjusted Mean Change (SE) -9.57 (2.42) -8.78(3.71) -0.79[-9.59; 8.01] 0.858
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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5.18 Erythrocyte Sedimentation Rate (ESR) (mm/h) - Change from Baseline by Linkage
Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.128
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 24.46 (20.04) 22.49 (15.69)
Week 52 Mean (SD) 13.17 (11.97) 14.33 (15.58)
Week 52 Adjusted Mean Change (SE) -9.14 (1.98) -9.09 (2.17)  -0.05[-5.90; 5.79] 0.986
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 20.64 (15.55) 25.67 (16.94)
Week 52 Mean (SD) 13.09 (8.63) 9.78 (6.51)
Week 52 Adjusted Mean Change (SE) -8.85 (3.70) -14.26 (4.07) 5.41[-5.52; 16.34] 0.328
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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6.0 HAQ-DI - Return Rates (FAS)

Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 61 (98.4) 127 (99.2)
Week 4 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 64 (97.0) 56 (90.3) 120 (93.8)
Week 20 Returns 64 (97.0) 54 (87.1) 118 (92.2)
Week 24 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 28 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 32 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 36 Returns 61 (92.4) 50 (80.6) 111 (86.7)
Week 40 Returns 63 (95.5) 48 (77.4) 111 (86.7)
Week 44 Returns 63 (95.5) 47 (75.8) 110 (85.9)
Week 48 Returns 60 (90.9) 46 (74.2) 106 (82.8)
Week 52 Returns 62 (93.9) 46 (74.2) 108 (84.4)
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6.1 HAQ-DI - Change from Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N' 66 61

Baseline Mean (SD) 1.27 (0.64) 1.31(0.71)

Week 52 Mean (SD) 0.66 (0.64)  0.68 (0.63)

Week 2 Adjusted Mean Change (SE) -0.20 (0.04) -0.29 (0.04)

Week 4 Adjusted Mean Change (SE) -0.30 (0.05) -0.33 (0.05)

Week 8 Adjusted Mean Change (SE) -0.35(0.05) -0.35(0.05)

Week 12 Adjusted Mean Change (SE) -0.44 (0.06) -0.43 (0.06)

Week 16 Adjusted Mean Change (SE) -0.45 (0.06) -0.45 (0.06)

Week 20 Adjusted Mean Change (SE) -0.48 (0.06) -0.46 (0.07)

Week 24 Adjusted Mean Change (SE) -0.51 (0.06) -0.49 (0.07)

Week 28 Adjusted Mean Change (SE) -0.53(0.06) -0.48 (0.07)

Week 32 Adjusted Mean Change (SE) -0.54 (0.06) -0.50 (0.07)

Week 36 Adjusted Mean Change (SE) -0.55 (0.06) -0.54 (0.06)

Week 40 Adjusted Mean Change (SE) -0.54 (0.06) -0.54 (0.07)

Week 44 Adjusted Mean Change (SE) -0.56 (0.06) -0.60 (0.07)

Week 48 Adjusted Mean Change (SE) -0.57 (0.06) -0.57 (0.07)

Week 52 Adjusted Mean Change (SE) -0.60 (0.06) -0.59 (0.07) -0.01[-0.20;0.17] 0.886

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model

N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, treatment x visit, baseline value x visit

Covariance structure: unstructured (un)
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6.2 HAQ-DI - Change from Baseline by Gender (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.223

Male, N 42 33

N' 42 32

Baseline Mean (SD) 1.15(0.64) 1.00(0.69)

Week 52 Mean (SD) 0.53(0.63) 0.39(0.51)

Week 2 Adjusted Mean Change (SE) -0.26 (0.05) -0.37 (0.06)

Week 4 Adjusted Mean Change (SE) -0.37 (0.06) -0.44 (0.07)

Week 8 Adjusted Mean Change (SE) -0.40 (0.06) -0.46 (0.07)

Week 12 Adjusted Mean Change (SE) -0.51 (0.08) -0.60 (0.09)

Week 16 Adjusted Mean Change (SE) -0.53(0.08) -0.57 (0.09)

Week 20 Adjusted Mean Change (SE) -0.56 (0.08) -0.64 (0.09)

Week 24 Adjusted Mean Change (SE) -0.60 (0.08) -0.69 (0.09)

Week 28 Adjusted Mean Change (SE) -0.56 (0.08) -0.70 (0.09)

Week 32 Adjusted Mean Change (SE) -0.59 (0.08) -0.69 (0.09)

Week 36 Adjusted Mean Change (SE) -0.57 (0.07) -0.71(0.09)

Week 40 Adjusted Mean Change (SE) -0.57 (0.08) -0.71 (0.09)

Week 44 Adjusted Mean Change (SE) -0.62 (0.08) -0.79 (0.09)

Week 48 Adjusted Mean Change (SE) -0.62 (0.08) -0.71(0.10)

Week 52 Adjusted Mean Change (SE) -0.64 (0.08) -0.74(0.10)  0.09 [-0.15; 0.33] 0.446

Female, N 24 29

N' 24 29

Baseline Mean (SD) 1.47 (0.60) 1.66 (0.57)

Week 52 Mean (SD) 0.88 (0.61) 1.01(0.58)

Week 2 Adjusted Mean Change (SE) -0.09 (0.07) -0.21 (0.06)

Week 4 Adjusted Mean Change (SE) -0.16 (0.08) -0.21 (0.07)

Week 8 Adjusted Mean Change (SE) -0.26 (0.08) -0.22 (0.08)

Week 12 Adjusted Mean Change (SE) -0.33(0.10) -0.25 (0.09)

Week 16 Adjusted Mean Change (SE) -0.30 (0.10) -0.33(0.10)

Week 20 Adjusted Mean Change (SE) -0.35(0.10) -0.26 (0.10)

Week 24 Adjusted Mean Change (SE) -0.34 (0.10) -0.27 (0.10)

Week 28 Adjusted Mean Change (SE) -0.50 (0.10) -0.24 (0.10)

Week 32 Adjusted Mean Change (SE) -0.46 (0.10) -0.28 (0.10)

Week 36 Adjusted Mean Change (SE) -0.52 (0.10) -0.34 (0.09)

Week 40 Adjusted Mean Change (SE) -0.48 (0.10) -0.33(0.10)

Week 44 Adjusted Mean Change (SE) -0.44 (0.10) -0.39 (0.10)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.50 (0.11) -0.42(0.10)
Week 52 Adjusted Mean Change (SE) -0.53(0.10) -0.42(0.10) -0.11[-0.40;0.17] 0.434

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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6.3 HAQ-DI - Change from Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.673

PASDAS <5.4, N 16 13

N' 16 13

Baseline Mean (SD) 0.67 (0.43)  0.46 (0.58)

Week 52 Mean (SD) 0.29(0.47)  0.44 (0.46)

Week 2 Adjusted Mean Change (SE) -0.29 (0.09) -0.33(0.10)

Week 4 Adjusted Mean Change (SE) -0.43(0.10) -0.41(0.12)

Week 8 Adjusted Mean Change (SE) -0.31(0.11) -0.34(0.13)

Week 12 Adjusted Mean Change (SE) -0.47 (0.14) -0.51 (0.15)

Week 16 Adjusted Mean Change (SE) -0.55(0.13) -0.52(0.15)

Week 20 Adjusted Mean Change (SE) -0.51 (0.14) -0.49 (0.16)

Week 24 Adjusted Mean Change (SE) -0.51 (0.14) -0.37 (0.16)

Week 28 Adjusted Mean Change (SE) -0.58 (0.14) -0.57 (0.17)

Week 32 Adjusted Mean Change (SE) -0.56 (0.14) -0.56 (0.16)

Week 36 Adjusted Mean Change (SE) -0.55(0.13) -0.51(0.15)

Week 40 Adjusted Mean Change (SE) -0.56 (0.14) -0.54 (0.16)

Week 44 Adjusted Mean Change (SE) -0.61 (0.14) -0.38 (0.17)

Week 48 Adjusted Mean Change (SE) -0.62 (0.14) -0.42(0.17)

Week 52 Adjusted Mean Change (SE) -0.61 (0.14) -0.42(0.17) -0.18[-0.58;0.22] 0.364

PASDAS >5.4, N 50 49

N' 50 48

Baseline Mean (SD) 1.46 (0.58) 1.53(0.56)

Week 52 Mean (SD) 0.79(0.64) 0.74 (0.65)

Week 2 Adjusted Mean Change (SE) -0.17 (0.05) -0.28 (0.05)

Week 4 Adjusted Mean Change (SE) -0.25 (0.06) -0.30 (0.06)

Week 8 Adjusted Mean Change (SE) -0.36 (0.06) -0.35 (0.06)

Week 12 Adjusted Mean Change (SE) -0.43 (0.07) -0.41(0.08)

Week 16 Adjusted Mean Change (SE) -0.41 (0.07) -0.43(0.08)

Week 20 Adjusted Mean Change (SE) -0.47 (0.07) -0.45 (0.08)

Week 24 Adjusted Mean Change (SE) -0.50 (0.07) -0.52 (0.08)

Week 28 Adjusted Mean Change (SE) -0.52 (0.08) -0.46 (0.08)

Week 32 Adjusted Mean Change (SE) -0.53(0.07) -0.48 (0.08)

Week 36 Adjusted Mean Change (SE) -0.55(0.07) -0.54 (0.07)

Week 40 Adjusted Mean Change (SE) -0.53(0.07) -0.54 (0.08)

Week 44 Adjusted Mean Change (SE) -0.53(0.07) -0.66 (0.08)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.55 (0.08) -0.61 (0.08)
Week 52 Adjusted Mean Change (SE) -0.60 (0.07) -0.63(0.08) 0.03[-0.18;0.24] 0.781

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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6.4 HAQ-DI - Change from Baseline by Moderate/Severe PSO D (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.671

Moderate/Severe Psoriasis (Def D): No, 28 32

N

N' 28 32

Baseline Mean (SD) 1.30 (0.65) 1.33(0.73)

Week 52 Mean (SD) 0.81(0.61)  0.71 (0.66)

Week 2 Adjusted Mean Change (SE) -0.20 (0.06) -0.27 (0.06)

Week 4 Adjusted Mean Change (SE) -0.32 (0.07) -0.28 (0.07)

Week 8 Adjusted Mean Change (SE) -0.35(0.08) -0.31(0.07)

Week 12 Adjusted Mean Change (SE) -0.39 (0.09) -0.40 (0.09)

Week 16 Adjusted Mean Change (SE) -0.36 (0.09) -0.46 (0.09)

Week 20 Adjusted Mean Change (SE) -0.40 (0.10) -0.46 (0.09)

Week 24 Adjusted Mean Change (SE) -0.45 (0.10) -0.49 (0.09)

Week 28 Adjusted Mean Change (SE) -0.53(0.10) -0.51(0.10)

Week 32 Adjusted Mean Change (SE) -0.47 (0.10) -0.55 (0.09)

Week 36 Adjusted Mean Change (SE) -0.54 (0.09) -0.53(0.09)

Week 40 Adjusted Mean Change (SE) -0.51 (0.10) -0.54 (0.09)

Week 44 Adjusted Mean Change (SE) -0.48 (0.10) -0.58 (0.10)

Week 48 Adjusted Mean Change (SE) -0.50 (0.10) -0.58 (0.10)

Week 52 Adjusted Mean Change (SE) -0.51(0.10) -0.60(0.10)  0.09[-0.18; 0.36] 0.506

Moderate/Severe Psoriasis (Def D): Yes, 38 30

N

N' 38 29

Baseline Mean (SD) 1.24 (0.64) 1.28(0.71)

Week 52 Mean (SD) 0.55(0.64)  0.66 (0.60)

Week 2 Adjusted Mean Change (SE) -0.19 (0.05) -0.32(0.06)

Week 4 Adjusted Mean Change (SE) -0.28 (0.06) -0.38 (0.07)

Week 8 Adjusted Mean Change (SE) -0.34 (0.07) -0.39 (0.08)

Week 12 Adjusted Mean Change (SE) -0.48 (0.08) -0.47 (0.09)

Week 16 Adjusted Mean Change (SE) -0.51 (0.08) -0.44 (0.09)

Week 20 Adjusted Mean Change (SE) -0.54 (0.08) -0.47 (0.10)

Week 24 Adjusted Mean Change (SE) -0.55(0.08) -0.50 (0.10)

Week 28 Adjusted Mean Change (SE) -0.54 (0.08) -0.46 (0.10)

Week 32 Adjusted Mean Change (SE) -0.59 (0.08) -0.45 (0.10)

Week 36 Adjusted Mean Change (SE) -0.55 (0.08) -0.54 (0.09)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Week 40 Adjusted Mean Change (SE) -0.56 (0.08) -0.53(0.10)

Week 44 Adjusted Mean Change (SE) -0.61 (0.09) -0.61(0.10)

Week 48 Adjusted Mean Change (SE) -0.62 (0.09) -0.57 (0.10)

Week 52 Adjusted Mean Change (SE) -0.67 (0.08) -0.58(0.10) -0.09 [-0.35; 0.16] 0.478

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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6.5 HAQ-DI - Change from Baseline by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.230

< Median, N 40 29

N' 40 29

Baseline Mean (SD) 1.26 (0.56) 1.23(0.76)

Week 52 Mean (SD) 0.60 (0.62) 0.67 (0.62)

Week 2 Adjusted Mean Change (SE) -0.24 (0.05) -0.31 (0.06)

Week 4 Adjusted Mean Change (SE) -0.35(0.06) -0.32(0.07)

Week 8 Adjusted Mean Change (SE) -0.35(0.07) -0.40 (0.08)

Week 12 Adjusted Mean Change (SE) -0.49 (0.08) -0.48 (0.09)

Week 16 Adjusted Mean Change (SE) -0.49 (0.08) -0.44 (0.09)

Week 20 Adjusted Mean Change (SE) -0.53(0.08) -0.50 (0.10)

Week 24 Adjusted Mean Change (SE) -0.56 (0.08) -0.45 (0.10)

Week 28 Adjusted Mean Change (SE) -0.59 (0.08) -0.48 (0.10)

Week 32 Adjusted Mean Change (SE) -0.61 (0.08) -0.45 (0.10)

Week 36 Adjusted Mean Change (SE) -0.58 (0.08) -0.51 (0.09)

Week 40 Adjusted Mean Change (SE) -0.61 (0.08) -0.46 (0.10)

Week 44 Adjusted Mean Change (SE) -0.64 (0.08) -0.47 (0.10)

Week 48 Adjusted Mean Change (SE) -0.65 (0.08) -0.51(0.10)

Week 52 Adjusted Mean Change (SE) -0.66 (0.08) -0.50(0.10) -0.17 [-0.42;0.09] 0.207

> Median, N 26 33

N' 26 32

Baseline Mean (SD) 1.27 (0.77)  1.38(0.68)

Week 52 Mean (SD) 0.76 (0.68)  0.69 (0.64)

Week 2 Adjusted Mean Change (SE) -0.13 (0.07) -0.28 (0.06)

Week 4 Adjusted Mean Change (SE) -0.22 (0.08) -0.34 (0.07)

Week 8 Adjusted Mean Change (SE) -0.33(0.08) -0.30 (0.07)

Week 12 Adjusted Mean Change (SE) -0.37 (0.10) -0.39 (0.09)

Week 16 Adjusted Mean Change (SE) -0.38 (0.10) -0.47 (0.09)

Week 20 Adjusted Mean Change (SE) -0.40 (0.10) -0.43(0.09)

Week 24 Adjusted Mean Change (SE) -0.42 (0.10) -0.52 (0.09)

Week 28 Adjusted Mean Change (SE) -0.45 (0.10) -0.48 (0.10)

Week 32 Adjusted Mean Change (SE) -0.43 (0.10) -0.53 (0.09)

Week 36 Adjusted Mean Change (SE) -0.50 (0.09) -0.56 (0.09)

Week 40 Adjusted Mean Change (SE) -0.43 (0.10) -0.60 (0.09)

Week 44 Adjusted Mean Change (SE) -0.42 (0.10) -0.71(0.10)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.45 (0.10) -0.63 (0.09)
Week 52 Adjusted Mean Change (SE) -0.51(0.10) -0.66(0.09) 0.15[-0.12; 0.43] 0.266

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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6.6 HAQ-DI - Change from Baseline by Enthesitis at BL. According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.299

Enthesitis: No, N 34 22

N' 34 22

Baseline Mean (SD) 1.14(0.71) 1.30(0.73)

Week 52 Mean (SD) 0.57 (0.63)  0.65(0.58)

Week 2 Adjusted Mean Change (SE) -0.22 (0.06) -0.35(0.07)

Week 4 Adjusted Mean Change (SE) -0.34 (0.07) -0.44 (0.08)

Week 8 Adjusted Mean Change (SE) -0.34 (0.07) -0.52 (0.09)

Week 12 Adjusted Mean Change (SE) -0.48 (0.08) -0.63(0.11)

Week 16 Adjusted Mean Change (SE) -0.44 (0.08) -0.64 (0.11)

Week 20 Adjusted Mean Change (SE) -0.48 (0.09) -0.63(0.11)

Week 24 Adjusted Mean Change (SE) -0.49 (0.09) -0.56 (0.11)

Week 28 Adjusted Mean Change (SE) -0.53(0.09) -0.56 (0.11)

Week 32 Adjusted Mean Change (SE) -0.54 (0.09) -0.56 (0.11)

Week 36 Adjusted Mean Change (SE) -0.54 (0.08) -0.66 (0.10)

Week 40 Adjusted Mean Change (SE) -0.53(0.09) -0.62(0.11)

Week 44 Adjusted Mean Change (SE) -0.55(0.09) -0.65(0.12)

Week 48 Adjusted Mean Change (SE) -0.58 (0.09) -0.65(0.11)

Week 52 Adjusted Mean Change (SE) -0.61 (0.09) -0.70(0.11)  0.09[-0.19; 0.38] 0.524

Enthesitis: Yes, N 32 40

N' 32 39

Baseline Mean (SD) 1.40 (0.54) 1.31(0.71)

Week 52 Mean (SD) 0.75(0.65)  0.71 (0.66)

Week 2 Adjusted Mean Change (SE) -0.17 (0.06) -0.26 (0.05)

Week 4 Adjusted Mean Change (SE) -0.25 (0.07) -0.27 (0.06)

Week 8 Adjusted Mean Change (SE) -0.35(0.07) -0.26 (0.06)

Week 12 Adjusted Mean Change (SE) -0.40 (0.09) -0.33(0.08)

Week 16 Adjusted Mean Change (SE) -0.45 (0.09) -0.35(0.08)

Week 20 Adjusted Mean Change (SE) -0.48 (0.09) -0.37 (0.08)

Week 24 Adjusted Mean Change (SE) -0.52 (0.09) -0.46 (0.08)

Week 28 Adjusted Mean Change (SE) -0.54 (0.09) -0.45 (0.09)

Week 32 Adjusted Mean Change (SE) -0.54 (0.09) -0.46 (0.08)

Week 36 Adjusted Mean Change (SE) -0.56 (0.08) -0.47 (0.08)

Week 40 Adjusted Mean Change (SE) -0.55(0.09) -0.50 (0.08)

Week 44 Adjusted Mean Change (SE) -0.56 (0.09) -0.59 (0.09)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.57 (0.09) -0.54 (0.09)
Week 52 Adjusted Mean Change (SE) -0.60 (0.09) -0.53(0.09) -0.07[-0.32;0.18] 0.566

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.7 HAQ-DI - Change from Baseline by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.252

Non-carrier, N 29 25

N' 29 25

Baseline Mean (SD) 1.47 (0.62) 1.29(0.68)

Week 52 Mean (SD) 0.85(0.72)  0.62 (0.58)

Week 2 Adjusted Mean Change (SE) -0.21 (0.06) -0.38 (0.07)

Week 4 Adjusted Mean Change (SE) -0.27 (0.08) -0.50 (0.08)

Week 8 Adjusted Mean Change (SE) -0.37 (0.08) -0.52 (0.08)

Week 12 Adjusted Mean Change (SE) -0.47 (0.10) -0.61 (0.10)

Week 16 Adjusted Mean Change (SE) -0.46 (0.09) -0.58 (0.10)

Week 20 Adjusted Mean Change (SE) -0.57 (0.09) -0.62 (0.10)

Week 24 Adjusted Mean Change (SE) -0.55(0.09) -0.67 (0.10)

Week 28 Adjusted Mean Change (SE) -0.60 (0.10) -0.60 (0.10)

Week 32 Adjusted Mean Change (SE) -0.58 (0.10) -0.64 (0.10)

Week 36 Adjusted Mean Change (SE) -0.60 (0.09) -0.72(0.10)

Week 40 Adjusted Mean Change (SE) -0.58 (0.09) -0.71(0.10)

Week 44 Adjusted Mean Change (SE) -0.57 (0.10) -0.82(0.11)

Week 48 Adjusted Mean Change (SE) -0.59 (0.10) -0.72(0.10)

Week 52 Adjusted Mean Change (SE) -0.55(0.10) -0.79(0.10)  0.24[-0.04; 0.52] 0.097

Carrier, N 22 19

N' 22 19

Baseline Mean (SD) 1.12 (0.55) 1.28(0.77)

Week 52 Mean (SD) 0.55(0.50) 0.71(0.71)

Week 2 Adjusted Mean Change (SE) -0.16 (0.07) -0.23(0.08)

Week 4 Adjusted Mean Change (SE) -0.29 (0.09) -0.26 (0.10)

Week 8 Adjusted Mean Change (SE) -0.30 (0.09) -0.19 (0.10)

Week 12 Adjusted Mean Change (SE) -0.47 (0.11) -0.32(0.12)

Week 16 Adjusted Mean Change (SE) -0.42 (0.10) -0.46 (0.11)

Week 20 Adjusted Mean Change (SE) -0.40 (0.11) -0.43(0.11)

Week 24 Adjusted Mean Change (SE) -0.43(0.11) -0.42(0.12)

Week 28 Adjusted Mean Change (SE) -0.50 (0.11) -0.47 (0.12)

Week 32 Adjusted Mean Change (SE) -0.54 (0.11) -0.46 (0.12)

Week 36 Adjusted Mean Change (SE) -0.49 (0.10) -0.48(0.11)

Week 40 Adjusted Mean Change (SE) -0.52 (0.11) -0.45(0.12)

Week 44 Adjusted Mean Change (SE) -0.59 (0.11) -0.40(0.12)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.60 (0.11) -0.42(0.12)
Week 52 Adjusted Mean Change (SE) -0.62 (0.11) -0.46(0.12) -0.17 [-0.49;0.16] 0.315

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.8 HAQ-DI - Change from Baseline by Lead Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.461

Non-carrier, N 28 19

N' 28 19

Baseline Mean (SD) 1.30(0.58)  1.30(0.65)

Week 52 Mean (SD) 0.71(0.66)  0.73(0.56)

Week 2 Adjusted Mean Change (SE) -0.21 (0.07) -0.23(0.08)

Week 4 Adjusted Mean Change (SE) -0.33(0.08) -0.28 (0.10)

Week 8 Adjusted Mean Change (SE) -0.38 (0.08) -0.31(0.10)

Week 12 Adjusted Mean Change (SE) -0.53(0.10) -0.46 (0.13)

Week 16 Adjusted Mean Change (SE) -0.53(0.09) -0.46 (0.12)

Week 20 Adjusted Mean Change (SE) -0.59 (0.10) -0.54(0.12)

Week 24 Adjusted Mean Change (SE) -0.53(0.10) -0.56 (0.13)

Week 28 Adjusted Mean Change (SE) -0.56 (0.10) -0.56 (0.13)

Week 32 Adjusted Mean Change (SE) -0.59 (0.10) -0.56 (0.13)

Week 36 Adjusted Mean Change (SE) -0.53(0.09) -0.61(0.12)

Week 40 Adjusted Mean Change (SE) -0.56 (0.10) -0.56 (0.12)

Week 44 Adjusted Mean Change (SE) -0.62 (0.10) -0.63(0.13)

Week 48 Adjusted Mean Change (SE) -0.63 (0.10) -0.53(0.13)

Week 52 Adjusted Mean Change (SE) -0.60 (0.10) -0.65(0.13)  0.04[-0.29; 0.38] 0.797

Carrier, N 22 19

N' 22 19

Baseline Mean (SD) 1.38(0.64) 1.29(0.74)

Week 52 Mean (SD) 0.76 (0.65)  0.63 (0.71)

Week 2 Adjusted Mean Change (SE) -0.16 (0.08) -0.40 (0.08)

Week 4 Adjusted Mean Change (SE) -0.23(0.09) -0.46 (0.10)

Week 8 Adjusted Mean Change (SE) -0.30 (0.09) -0.38 (0.10)

Week 12 Adjusted Mean Change (SE) -0.41(0.12) -0.46 (0.12)

Week 16 Adjusted Mean Change (SE) -0.33(0.10) -0.62(0.11)

Week 20 Adjusted Mean Change (SE) -0.40 (0.11) -0.60(0.12)

Week 24 Adjusted Mean Change (SE) -0.47 (0.11) -0.58(0.12)

Week 28 Adjusted Mean Change (SE) -0.56 (0.11) -0.55(0.12)

Week 32 Adjusted Mean Change (SE) -0.53(0.11) -0.55(0.12)

Week 36 Adjusted Mean Change (SE) -0.59 (0.11) -0.66 (0.11)

Week 40 Adjusted Mean Change (SE) -0.55(0.11) -0.62(0.12)

Week 44 Adjusted Mean Change (SE) -0.54 (0.12) -0.69 (0.13)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.56 (0.11) -0.63(0.12)
Week 52 Adjusted Mean Change (SE) -0.58 (0.12) -0.69(0.13) 0.11[-0.23;0.45] 0.523

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.9 HAQ-DI - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.731

Non-carrier, N 19 21

N' 19 21

Baseline Mean (SD) 1.41(0.63) 1.29(0.74)

Week 52 Mean (SD) 0.82 (0.69) 0.71(0.70)

Week 2 Adjusted Mean Change (SE) -0.19 (0.08) -0.31 (0.08)

Week 4 Adjusted Mean Change (SE) -0.28 (0.10) -0.35(0.09)

Week 8 Adjusted Mean Change (SE) -0.34 (0.10) -0.43(0.10)

Week 12 Adjusted Mean Change (SE) -0.49 (0.12) -0.56 (0.12)

Week 16 Adjusted Mean Change (SE) -0.40 (0.11) -0.49 (0.11)

Week 20 Adjusted Mean Change (SE) -0.43(0.12) -0.53(0.11)

Week 24 Adjusted Mean Change (SE) -0.45(0.12) -0.50(0.12)

Week 28 Adjusted Mean Change (SE) -0.65 (0.12) -0.46 (0.12)

Week 32 Adjusted Mean Change (SE) -0.56 (0.12) -0.43(0.12)

Week 36 Adjusted Mean Change (SE) -0.57 (0.11) -0.59 (0.11)

Week 40 Adjusted Mean Change (SE) -0.53(0.12) -0.51(0.11)

Week 44 Adjusted Mean Change (SE) -0.56 (0.12) -0.56 (0.12)

Week 48 Adjusted Mean Change (SE) -0.54 (0.12) -0.54(0.12)

Week 52 Adjusted Mean Change (SE) -0.56 (0.12) -0.59(0.12) 0.03[-0.31;0.37] 0.841

Carrier, N 30 23

N' 30 23

Baseline Mean (SD) 1.28(0.59) 1.28(0.71)

Week 52 Mean (SD) 0.68 (0.62)  0.63(0.60)

Week 2 Adjusted Mean Change (SE) -0.17 (0.06) -0.33 (0.07)

Week 4 Adjusted Mean Change (SE) -0.27 (0.08) -0.44 (0.09)

Week 8 Adjusted Mean Change (SE) -0.33(0.08) -0.34 (0.09)

Week 12 Adjusted Mean Change (SE) -0.44 (0.10) -0.44 (0.11)

Week 16 Adjusted Mean Change (SE) -0.46 (0.09) -0.55(0.10)

Week 20 Adjusted Mean Change (SE) -0.53(0.09) -0.55(0.11)

Week 24 Adjusted Mean Change (SE) -0.52 (0.09) -0.62(0.11)

Week 28 Adjusted Mean Change (SE) -0.53(0.09) -0.62(0.11)

Week 32 Adjusted Mean Change (SE) -0.57 (0.09) -0.67 (0.11)

Week 36 Adjusted Mean Change (SE) -0.55(0.09) -0.65 (0.10)

Week 40 Adjusted Mean Change (SE) -0.57 (0.09) -0.68 (0.11)

Week 44 Adjusted Mean Change (SE) -0.59 (0.10) -0.71(0.11)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.63 (0.10) -0.64 (0.11)
Week 52 Adjusted Mean Change (SE) -0.60 (0.10) -0.70(0.11) 0.10[-0.19; 0.40] 0.482

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.10 HAQ-DI - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.068

Non-carrier, N 25 32

N' 25 32

Baseline Mean (SD) 1.35(0.52) 1.25(0.71)

Week 52 Mean (SD) 0.74 (0.73)  0.79 (0.64)

Week 2 Adjusted Mean Change (SE) -0.20 (0.07) -0.26 (0.06)

Week 4 Adjusted Mean Change (SE) -0.35(0.08) -0.35(0.07)

Week 8 Adjusted Mean Change (SE) -0.38 (0.09) -0.38 (0.08)

Week 12 Adjusted Mean Change (SE) -0.50 (0.11) -0.47 (0.09)

Week 16 Adjusted Mean Change (SE) -0.52 (0.09) -0.44 (0.08)

Week 20 Adjusted Mean Change (SE) -0.60 (0.10) -0.50 (0.09)

Week 24 Adjusted Mean Change (SE) -0.56 (0.10) -0.47 (0.09)

Week 28 Adjusted Mean Change (SE) -0.56 (0.10) -0.45 (0.09)

Week 32 Adjusted Mean Change (SE) -0.60 (0.10) -0.46 (0.09)

Week 36 Adjusted Mean Change (SE) -0.56 (0.10) -0.55 (0.09)

Week 40 Adjusted Mean Change (SE) -0.57 (0.10) -0.51 (0.09)

Week 44 Adjusted Mean Change (SE) -0.63 (0.10) -0.54 (0.09)

Week 48 Adjusted Mean Change (SE) -0.64 (0.10) -0.50 (0.09)

Week 52 Adjusted Mean Change (SE) -0.61 (0.10) -0.56 (0.09) -0.04[-0.32;0.23] 0.752

Carrier, N 26 12

N' 26 12

Baseline Mean (SD) 1.30(0.69) 1.40(0.74)

Week 52 Mean (SD) 0.70 (0.57)  0.29(0.47)

Week 2 Adjusted Mean Change (SE) -0.17 (0.07) -0.47 (0.10)

Week 4 Adjusted Mean Change (SE) -0.22 (0.08) -0.51(0.12)

Week 8 Adjusted Mean Change (SE) -0.30 (0.09) -0.38(0.13)

Week 12 Adjusted Mean Change (SE) -0.44 (0.10) -0.54 (0.16)

Week 16 Adjusted Mean Change (SE) -0.37(0.09) -0.77 (0.14)

Week 20 Adjusted Mean Change (SE) -0.40 (0.10) -0.67 (0.15)

Week 24 Adjusted Mean Change (SE) -0.44 (0.10) -0.80 (0.15)

Week 28 Adjusted Mean Change (SE) -0.56 (0.10) -0.78 (0.15)

Week 32 Adjusted Mean Change (SE) -0.52 (0.10) -0.81(0.15)

Week 36 Adjusted Mean Change (SE) -0.54 (0.09) -0.81(0.14)

Week 40 Adjusted Mean Change (SE) -0.53(0.10) -0.83(0.15)

Week 44 Adjusted Mean Change (SE) -0.52 (0.10) -0.93 (0.16)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.55(0.10) -0.84 (0.15)
Week 52 Adjusted Mean Change (SE) -0.56 (0.10) -0.89(0.16)  0.33[-0.04; 0.70] 0.078

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.11 HAQ-DI - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.546

Non-carrier, N 38 33

N' 38 33

Baseline Mean (SD) 1.32(0.63) 1.23(0.72)

Week 52 Mean (SD) 0.77 (0.62)  0.61 (0.58)

Week 2 Adjusted Mean Change (SE) -0.20 (0.05) -0.28 (0.06)

Week 4 Adjusted Mean Change (SE) -0.28 (0.06) -0.37 (0.07)

Week 8 Adjusted Mean Change (SE) -0.31(0.07) -0.36 (0.08)

Week 12 Adjusted Mean Change (SE) -0.43 (0.08) -0.48 (0.08)

Week 16 Adjusted Mean Change (SE) -0.42 (0.08) -0.50 (0.09)

Week 20 Adjusted Mean Change (SE) -0.47 (0.08) -0.53 (0.09)

Week 24 Adjusted Mean Change (SE) -0.50 (0.08) -0.58 (0.09)

Week 28 Adjusted Mean Change (SE) -0.50 (0.08) -0.57 (0.09)

Week 32 Adjusted Mean Change (SE) -0.55 (0.08) -0.62 (0.09)

Week 36 Adjusted Mean Change (SE) -0.53(0.07) -0.68 (0.08)

Week 40 Adjusted Mean Change (SE) -0.55(0.08) -0.63 (0.09)

Week 44 Adjusted Mean Change (SE) -0.55 (0.08) -0.69 (0.09)

Week 48 Adjusted Mean Change (SE) -0.58 (0.08) -0.59 (0.09)

Week 52 Adjusted Mean Change (SE) -0.53(0.08) -0.65(0.09) 0.12[-0.13;0.37] 0.355

Carrier, N 12 9

N' 12 9

Baseline Mean (SD) 1.32(0.58) 1.32(0.71)

Week 52 Mean (SD) 0.63(0.74)  0.51(0.56)

Week 2 Adjusted Mean Change (SE) -0.11 (0.10) -0.56 (0.11)

Week 4 Adjusted Mean Change (SE) -0.23(0.12) -0.64(0.13)

Week 8 Adjusted Mean Change (SE) -0.39 (0.12) -0.57 (0.14)

Week 12 Adjusted Mean Change (SE) -0.53(0.14) -0.80 (0.16)

Week 16 Adjusted Mean Change (SE) -0.51(0.14) -0.68 (0.16)

Week 20 Adjusted Mean Change (SE) -0.55(0.14) -0.79 (0.16)

Week 24 Adjusted Mean Change (SE) -0.46 (0.14) -0.74 (0.16)

Week 28 Adjusted Mean Change (SE) -0.65 (0.14) -0.67 (0.16)

Week 32 Adjusted Mean Change (SE) -0.54 (0.14) -0.61 (0.16)

Week 36 Adjusted Mean Change (SE) -0.59 (0.13) -0.69 (0.15)

Week 40 Adjusted Mean Change (SE) -0.53(0.14) -0.72(0.16)

Week 44 Adjusted Mean Change (SE) -0.62 (0.15) -0.72(0.17)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.61 (0.15) -0.81(0.17)
Week 52 Adjusted Mean Change (SE) -0.66 (0.15) -0.79(0.17)  0.13[-0.32;0.57] 0.577

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.12 HAQ-DI - Change from Baseline by Lead Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.608

Non-carrier, N 36 34

N' 36 34

Baseline Mean (SD) 1.32(0.58) 1.21(0.75)

Week 52 Mean (SD) 0.74 (0.67)  0.61(0.62)

Week 2 Adjusted Mean Change (SE) -0.16 (0.06) -0.35 (0.06)

Week 4 Adjusted Mean Change (SE) -0.24 (0.07) -0.47 (0.07)

Week 8 Adjusted Mean Change (SE) -0.36 (0.07) -0.45(0.07)

Week 12 Adjusted Mean Change (SE) -0.49 (0.08) -0.55 (0.09)

Week 16 Adjusted Mean Change (SE) -0.45 (0.08) -0.54 (0.08)

Week 20 Adjusted Mean Change (SE) -0.51 (0.08) -0.56 (0.09)

Week 24 Adjusted Mean Change (SE) -0.48 (0.08) -0.55 (0.09)

Week 28 Adjusted Mean Change (SE) -0.53(0.08) -0.58 (0.09)

Week 32 Adjusted Mean Change (SE) -0.53(0.08) -0.58 (0.09)

Week 36 Adjusted Mean Change (SE) -0.53(0.08) -0.67 (0.08)

Week 40 Adjusted Mean Change (SE) -0.53(0.08) -0.60 (0.09)

Week 44 Adjusted Mean Change (SE) -0.55 (0.09) -0.65 (0.09)

Week 48 Adjusted Mean Change (SE) -0.58 (0.09) -0.61 (0.09)

Week 52 Adjusted Mean Change (SE) -0.58 (0.09) -0.64(0.09) 0.06[-0.19; 0.32] 0.630

Carrier, N 13 10

N' 13 10

Baseline Mean (SD) 1.21(0.62) 1.54(0.50)

Week 52 Mean (SD) 0.66 (0.57)  0.79(0.70)

Week 2 Adjusted Mean Change (SE) -0.19 (0.10) -0.21(0.11)

Week 4 Adjusted Mean Change (SE) -0.37 (0.11) -0.15(0.13)

Week 8 Adjusted Mean Change (SE) -0.24 (0.12) -0.13(0.13)

Week 12 Adjusted Mean Change (SE) -0.32(0.14) -0.26 (0.16)

Week 16 Adjusted Mean Change (SE) -0.33(0.13) -0.44 (0.15)

Week 20 Adjusted Mean Change (SE) -0.38 (0.14) -0.45(0.16)

Week 24 Adjusted Mean Change (SE) -0.47 (0.14) -0.55 (0.16)

Week 28 Adjusted Mean Change (SE) -0.52 (0.14) -0.37 (0.16)

Week 32 Adjusted Mean Change (SE) -0.51 (0.14) -0.45(0.16)

Week 36 Adjusted Mean Change (SE) -0.51 (0.13) -0.44 (0.15)

Week 40 Adjusted Mean Change (SE) -0.48 (0.14) -0.57 (0.16)

Week 44 Adjusted Mean Change (SE) -0.58 (0.15) -0.58 (0.17)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.52 (0.14) -0.47 (0.17)
Week 52 Adjusted Mean Change (SE) -0.49 (0.14) -0.63(0.17)  0.14[-0.30; 0.58] 0.523

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.13 HAQ-DI - Change from Baseline by Lead Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.575

Non-carrier, N 42 36

N' 42 36

Baseline Mean (SD) 1.29 (0.62) 1.36(0.69)

Week 52 Mean (SD) 0.69 (0.64) 0.70 (0.66)

Week 2 Adjusted Mean Change (SE) -0.20 (0.05) -0.35 (0.06)

Week 4 Adjusted Mean Change (SE) -0.30 (0.06) -0.41 (0.07)

Week 8 Adjusted Mean Change (SE) -0.35(0.07) -0.36 (0.07)

Week 12 Adjusted Mean Change (SE) -0.47 (0.08) -0.47 (0.09)

Week 16 Adjusted Mean Change (SE) -0.43 (0.07) -0.51(0.08)

Week 20 Adjusted Mean Change (SE) -0.49 (0.08) -0.56 (0.08)

Week 24 Adjusted Mean Change (SE) -0.50 (0.08) -0.59 (0.09)

Week 28 Adjusted Mean Change (SE) -0.55(0.08) -0.53 (0.09)

Week 32 Adjusted Mean Change (SE) -0.56 (0.08) -0.54 (0.09)

Week 36 Adjusted Mean Change (SE) -0.55 (0.07) -0.62 (0.08)

Week 40 Adjusted Mean Change (SE) -0.56 (0.08) -0.59 (0.09)

Week 44 Adjusted Mean Change (SE) -0.58 (0.08) -0.65 (0.09)

Week 48 Adjusted Mean Change (SE) -0.60 (0.08) -0.59 (0.09)

Week 52 Adjusted Mean Change (SE) -0.60 (0.08) -0.66 (0.09)  0.06 [-0.18; 0.31] 0.600

Carrier, N 9 5

N' 9 5

Baseline Mean (SD) 1.47 (0.57) 0.83(0.77)

Week 52 Mean (SD) 0.86 (0.70)  0.50 (0.33)

Week 2 Adjusted Mean Change (SE) -0.13(0.12) -0.10(0.16)

Week 4 Adjusted Mean Change (SE) -0.23(0.14) -0.13(0.19)

Week 8 Adjusted Mean Change (SE) -0.30 (0.14) -0.23(0.19)

Week 12 Adjusted Mean Change (SE) -0.49 (0.17) -0.33(0.24)

Week 16 Adjusted Mean Change (SE) -0.49 (0.16) -0.41(0.22)

Week 20 Adjusted Mean Change (SE) -0.56 (0.17) -0.32(0.23)

Week 24 Adjusted Mean Change (SE) -0.50 (0.17) -0.28 (0.23)

Week 28 Adjusted Mean Change (SE) -0.58 (0.17) -0.46 (0.23)

Week 32 Adjusted Mean Change (SE) -0.54 (0.17) -0.49 (0.24)

Week 36 Adjusted Mean Change (SE) -0.59 (0.16) -0.50 (0.22)

Week 40 Adjusted Mean Change (SE) -0.53(0.17) -0.56 (0.23)

Week 44 Adjusted Mean Change (SE) -0.59 (0.18) -0.50 (0.25)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.59 (0.18) -0.52 (0.24)
Week 52 Adjusted Mean Change (SE) -0.53(0.18) -0.47 (0.25) -0.07 [-0.68; 0.54] 0.822

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.14 HAQ-DI - Change from Baseline by Lead Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.358

Low score, N 11 22

N' 11 22

Baseline Mean (SD) 1.26 (0.76)  1.22(0.75)

Week 52 Mean (SD) 0.74(0.82) 0.81(0.67)

Week 2 Adjusted Mean Change (SE) -0.31(0.10) -0.22(0.07)

Week 4 Adjusted Mean Change (SE) -0.33(0.13) -0.32(0.09)

Week 8 Adjusted Mean Change (SE) -0.35(0.13) -0.38 (0.09)

Week 12 Adjusted Mean Change (SE) -0.53(0.16) -0.49 (0.11)

Week 16 Adjusted Mean Change (SE) -0.48 (0.15) -0.39 (0.11)

Week 20 Adjusted Mean Change (SE) -0.53(0.15) -0.47(0.11)

Week 24 Adjusted Mean Change (SE) -0.50 (0.15) -0.44 (0.11)

Week 28 Adjusted Mean Change (SE) -0.52 (0.15) -0.46 (0.11)

Week 32 Adjusted Mean Change (SE) -0.52 (0.15) -0.45(0.11)

Week 36 Adjusted Mean Change (SE) -0.49 (0.14) -0.57 (0.11)

Week 40 Adjusted Mean Change (SE) -0.50 (0.15) -0.45(0.11)

Week 44 Adjusted Mean Change (SE) -0.48 (0.16) -0.48 (0.12)

Week 48 Adjusted Mean Change (SE) -0.49 (0.16) -0.42(0.12)

Week 52 Adjusted Mean Change (SE) -0.52 (0.16) -0.50(0.12) -0.02[-0.42;0.37] 0.901

High score, N 40 22

N' 40 22

Baseline Mean (SD) 1.34(0.57) 1.35(0.68)

Week 52 Mean (SD) 0.72 (0.60)  0.55(0.60)

Week 2 Adjusted Mean Change (SE) -0.15 (0.05) -0.41(0.07)

Week 4 Adjusted Mean Change (SE) -0.27 (0.07) -0.48 (0.09)

Week 8 Adjusted Mean Change (SE) -0.33(0.07) -0.39 (0.09)

Week 12 Adjusted Mean Change (SE) -0.45 (0.08) -0.49 (0.11)

Week 16 Adjusted Mean Change (SE) -0.43 (0.08) -0.66 (0.10)

Week 20 Adjusted Mean Change (SE) -0.49 (0.08) -0.62(0.11)

Week 24 Adjusted Mean Change (SE) -0.50 (0.08) -0.68 (0.11)

Week 28 Adjusted Mean Change (SE) -0.57 (0.08) -0.62 (0.11)

Week 32 Adjusted Mean Change (SE) -0.57 (0.08) -0.66 (0.11)

Week 36 Adjusted Mean Change (SE) -0.57 (0.08) -0.68 (0.10)

Week 40 Adjusted Mean Change (SE) -0.56 (0.08) -0.73(0.11)

Week 44 Adjusted Mean Change (SE) -0.60 (0.08) -0.78 (0.11)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.62 (0.08) -0.74 (0.11)
Week 52 Adjusted Mean Change (SE) -0.60 (0.08) -0.78(0.11)  0.18[-0.09; 0.46] 0.189

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.15 HAQ-DI - Change from Baseline by Linkage Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.662

Non-carrier, N 31 23

N' 31 23

Baseline Mean (SD) 1.28 (0.58) 1.30(0.68)

Week 52 Mean (SD) 0.74 (0.66)  0.70(0.57)

Week 2 Adjusted Mean Change (SE) -0.21 (0.06) -0.26 (0.07)

Week 4 Adjusted Mean Change (SE) -0.32 (0.07) -0.32(0.09)

Week 8 Adjusted Mean Change (SE) -0.35(0.08) -0.35(0.09)

Week 12 Adjusted Mean Change (SE) -0.50 (0.09) -0.49 (0.11)

Week 16 Adjusted Mean Change (SE) -0.49 (0.09) -0.45(0.10)

Week 20 Adjusted Mean Change (SE) -0.52 (0.09) -0.52(0.11)

Week 24 Adjusted Mean Change (SE) -0.49 (0.09) -0.56 (0.11)

Week 28 Adjusted Mean Change (SE) -0.55(0.09) -0.54(0.11)

Week 32 Adjusted Mean Change (SE) -0.57 (0.09) -0.56 (0.11)

Week 36 Adjusted Mean Change (SE) -0.52 (0.09) -0.60 (0.10)

Week 40 Adjusted Mean Change (SE) -0.54 (0.09) -0.59 (0.11)

Week 44 Adjusted Mean Change (SE) -0.59 (0.10) -0.62(0.12)

Week 48 Adjusted Mean Change (SE) -0.60 (0.09) -0.57 (0.11)

Week 52 Adjusted Mean Change (SE) -0.56 (0.09) -0.64(0.11) 0.08[-0.22; 0.37] 0.607

Carrier, N 20 21

N' 20 21

Baseline Mean (SD) 1.38 (0.67) 1.27 (0.76)

Week 52 Mean (SD) 0.69 (0.64) 0.63(0.70)

Week 2 Adjusted Mean Change (SE) -0.16 (0.08) -0.38 (0.08)

Week 4 Adjusted Mean Change (SE) -0.22 (0.09) -0.48 (0.09)

Week 8 Adjusted Mean Change (SE) -0.32 (0.10) -0.42 (0.09)

Week 12 Adjusted Mean Change (SE) -0.42 (0.12) -0.49 (0.11)

Week 16 Adjusted Mean Change (SE) -0.36 (0.11) -0.61 (0.10)

Week 20 Adjusted Mean Change (SE) -0.47 (0.11) -0.57 (0.11)

Week 24 Adjusted Mean Change (SE) -0.51(0.11) -0.57(0.11)

Week 28 Adjusted Mean Change (SE) -0.56 (0.12) -0.55(0.11)

Week 32 Adjusted Mean Change (SE) -0.54 (0.12) -0.56 (0.11)

Week 36 Adjusted Mean Change (SE) -0.60 (0.11) -0.65 (0.10)

Week 40 Adjusted Mean Change (SE) -0.57 (0.11) -0.61(0.11)

Week 44 Adjusted Mean Change (SE) -0.56 (0.12) -0.67 (0.12)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.58 (0.12) -0.61(0.11)
Week 52 Adjusted Mean Change (SE) -0.62 (0.12) -0.67(0.11) 0.05[-0.28;0.38] 0.765

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.16 HAQ-DI - Change from Baseline by Linkage Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.962

Non-carrier, N 19 20

N' 19 20

Baseline Mean (SD) 1.41(0.63) 1.30(0.75)

Week 52 Mean (SD) 0.82(0.69) 0.70(0.72)

Week 2 Adjusted Mean Change (SE) -0.19 (0.08) -0.37 (0.08)

Week 4 Adjusted Mean Change (SE) -0.28 (0.10) -0.41 (0.09)

Week 8 Adjusted Mean Change (SE) -0.34 (0.10) -0.47 (0.10)

Week 12 Adjusted Mean Change (SE) -0.49 (0.12) -0.60 (0.12)

Week 16 Adjusted Mean Change (SE) -0.40 (0.11) -0.53(0.11)

Week 20 Adjusted Mean Change (SE) -0.43(0.11) -0.59 (0.11)

Week 24 Adjusted Mean Change (SE) -0.45 (0.12) -0.56 (0.12)

Week 28 Adjusted Mean Change (SE) -0.64 (0.12) -0.48(0.12)

Week 32 Adjusted Mean Change (SE) -0.55(0.12) -0.43(0.12)

Week 36 Adjusted Mean Change (SE) -0.57 (0.11) -0.61(0.11)

Week 40 Adjusted Mean Change (SE) -0.53(0.11) -0.51(0.12)

Week 44 Adjusted Mean Change (SE) -0.56 (0.12) -0.57 (0.13)

Week 48 Adjusted Mean Change (SE) -0.53(0.12) -0.55(0.12)

Week 52 Adjusted Mean Change (SE) -0.56 (0.12) -0.60(0.12)  0.04[-0.30; 0.38] 0.817

Carrier, N 32 24

N' 32 24

Baseline Mean (SD) 1.27 (0.60) 1.28(0.69)

Week 52 Mean (SD) 0.65(0.62)  0.64 (0.59)

Week 2 Adjusted Mean Change (SE) -0.19 (0.06) -0.27 (0.07)

Week 4 Adjusted Mean Change (SE) -0.29 (0.07) -0.39 (0.09)

Week 8 Adjusted Mean Change (SE) -0.34 (0.08) -0.31 (0.09)

Week 12 Adjusted Mean Change (SE) -0.46 (0.09) -0.41(0.11)

Week 16 Adjusted Mean Change (SE) -0.47 (0.09) -0.52(0.10)

Week 20 Adjusted Mean Change (SE) -0.54 (0.09) -0.50 (0.10)

Week 24 Adjusted Mean Change (SE) -0.53(0.09) -0.55(0.10)

Week 28 Adjusted Mean Change (SE) -0.51 (0.09) -0.58(0.11)

Week 32 Adjusted Mean Change (SE) -0.56 (0.09) -0.64 (0.11)

Week 36 Adjusted Mean Change (SE) -0.55(0.09) -0.63(0.10)

Week 40 Adjusted Mean Change (SE) -0.57 (0.09) -0.66 (0.10)

Week 44 Adjusted Mean Change (SE) -0.59 (0.09) -0.69 (0.11)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.63 (0.09) -0.62(0.11)
Week 52 Adjusted Mean Change (SE) -0.60 (0.09) -0.68(0.11)  0.08[-0.20; 0.37] 0.554

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.17 HAQ-DI - Change from Baseline by Linkage Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.068

Non-carrier, N 25 32

N' 25 32

Baseline Mean (SD) 1.35(0.52) 1.25(0.71)

Week 52 Mean (SD) 0.74 (0.73)  0.79 (0.64)

Week 2 Adjusted Mean Change (SE) -0.20 (0.07) -0.26 (0.06)

Week 4 Adjusted Mean Change (SE) -0.35(0.08) -0.35(0.07)

Week 8 Adjusted Mean Change (SE) -0.38 (0.09) -0.38 (0.08)

Week 12 Adjusted Mean Change (SE) -0.50 (0.11) -0.47 (0.09)

Week 16 Adjusted Mean Change (SE) -0.52 (0.09) -0.44 (0.08)

Week 20 Adjusted Mean Change (SE) -0.60 (0.10) -0.50 (0.09)

Week 24 Adjusted Mean Change (SE) -0.56 (0.10) -0.47 (0.09)

Week 28 Adjusted Mean Change (SE) -0.56 (0.10) -0.45 (0.09)

Week 32 Adjusted Mean Change (SE) -0.60 (0.10) -0.46 (0.09)

Week 36 Adjusted Mean Change (SE) -0.56 (0.10) -0.55 (0.09)

Week 40 Adjusted Mean Change (SE) -0.57 (0.10) -0.51 (0.09)

Week 44 Adjusted Mean Change (SE) -0.63 (0.10) -0.54 (0.09)

Week 48 Adjusted Mean Change (SE) -0.64 (0.10) -0.50 (0.09)

Week 52 Adjusted Mean Change (SE) -0.61 (0.10) -0.56 (0.09) -0.04[-0.32;0.23] 0.752

Carrier, N 26 12

N' 26 12

Baseline Mean (SD) 1.30(0.69) 1.40(0.74)

Week 52 Mean (SD) 0.70 (0.57)  0.29(0.47)

Week 2 Adjusted Mean Change (SE) -0.17 (0.07) -0.47 (0.10)

Week 4 Adjusted Mean Change (SE) -0.22 (0.08) -0.51(0.12)

Week 8 Adjusted Mean Change (SE) -0.30 (0.09) -0.38(0.13)

Week 12 Adjusted Mean Change (SE) -0.44 (0.10) -0.54 (0.16)

Week 16 Adjusted Mean Change (SE) -0.37(0.09) -0.77 (0.14)

Week 20 Adjusted Mean Change (SE) -0.40 (0.10) -0.67 (0.15)

Week 24 Adjusted Mean Change (SE) -0.44 (0.10) -0.80 (0.15)

Week 28 Adjusted Mean Change (SE) -0.56 (0.10) -0.78 (0.15)

Week 32 Adjusted Mean Change (SE) -0.52 (0.10) -0.81(0.15)

Week 36 Adjusted Mean Change (SE) -0.54 (0.09) -0.81(0.14)

Week 40 Adjusted Mean Change (SE) -0.53(0.10) -0.83(0.15)

Week 44 Adjusted Mean Change (SE) -0.52 (0.10) -0.93 (0.16)
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.55(0.10) -0.84 (0.15)
Week 52 Adjusted Mean Change (SE) -0.56 (0.10) -0.89(0.16)  0.33[-0.04; 0.70] 0.078

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

6.18 HAQ-DI - Change from Baseline by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.849

Non-carrier, N 39 35

N' 39 35

Baseline Mean (SD) 1.32(0.62) 1.27(0.72)

Week 52 Mean (SD) 0.75(0.62)  0.67 (0.61)

Week 2 Adjusted Mean Change (SE) -0.21 (0.06) -0.28 (0.06)

Week 4 Adjusted Mean Change (SE) -0.30 (0.07) -0.36 (0.07)

Week 8 Adjusted Mean Change (SE) -0.32 (0.07) -0.35(0.07)

Week 12 Adjusted Mean Change (SE) -0.45 (0.08) -0.46 (0.09)

Week 16 Adjusted Mean Change (SE) -0.42 (0.08) -0.50 (0.08)

Week 20 Adjusted Mean Change (SE) -0.48 (0.08) -0.50 (0.09)

Week 24 Adjusted Mean Change (SE) -0.51 (0.08) -0.54 (0.09)

Week 28 Adjusted Mean Change (SE) -0.52 (0.08) -0.53(0.09)

Week 32 Adjusted Mean Change (SE) -0.56 (0.08) -0.56 (0.09)

Week 36 Adjusted Mean Change (SE) -0.54 (0.08) -0.64 (0.08)

Week 40 Adjusted Mean Change (SE) -0.56 (0.08) -0.58 (0.09)

Week 44 Adjusted Mean Change (SE) -0.56 (0.09) -0.64 (0.09)

Week 48 Adjusted Mean Change (SE) -0.58 (0.08) -0.56 (0.09)

Week 52 Adjusted Mean Change (SE) -0.55(0.08) -0.64 (0.09) 0.09[-0.16; 0.33] 0.491

Carrier, N 11 9

N' 11 9

Baseline Mean (SD) 1.30(0.61) 1.35(0.73)

Week 52 Mean (SD) 0.59 (0.77)  0.64 (0.75)

Week 2 Adjusted Mean Change (SE) -0.15(0.10) -0.47 (0.11)

Week 4 Adjusted Mean Change (SE) -0.28 (0.13) -0.53(0.14)

Week 8 Adjusted Mean Change (SE) -0.35(0.13) -0.48 (0.14)

Week 12 Adjusted Mean Change (SE) -0.49 (0.16) -0.59 (0.17)

Week 16 Adjusted Mean Change (SE) -0.53(0.15) -0.63(0.16)

Week 20 Adjusted Mean Change (SE) -0.55(0.15) -0.69 (0.17)

Week 24 Adjusted Mean Change (SE) -0.48 (0.15) -0.62 (0.17)

Week 28 Adjusted Mean Change (SE) -0.70 (0.15) -0.59 (0.17)

Week 32 Adjusted Mean Change (SE) -0.56 (0.16) -0.54 (0.17)

Week 36 Adjusted Mean Change (SE) -0.65 (0.14) -0.58 (0.16)

Week 40 Adjusted Mean Change (SE) -0.56 (0.15) -0.66 (0.17)

Week 44 Adjusted Mean Change (SE) -0.65 (0.16) -0.64 (0.18)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -0.63 (0.16) -0.72(0.18)
Week 52 Adjusted Mean Change (SE) -0.69 (0.16) -0.69 (0.17)  0.00 [-0.46; 0.46] 0.999

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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7.1 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) (FAS)
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value
HAQ-DI Response (> 0.3) Week 62 46 0.91 0.96 -0.024
52, N'n (%) 40.62 39.63 [0.42; 1.95] [0.73;1.27]  [-0.195; 0.148]
(61.55) (63.92) 0.806 0.788 0.786

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

RR and RD calculated directly without adjustment.

All results are combined over MI:
n and % are averages of all imputations.

transformation. All Cls and p-values are Wald-type.

OR from logistic regression model with predictors treatment and weight.

Estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale with subsequent back-

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.2 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Gender (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.658

52

Male (N) 42 33

HAQ-DI Response (> 0.3) Week 39 24 1.04 1.00 -0.002

52, N'n (%) 25.62 20.21 [0.39; 2.82] [0.69; 1.45]  [-0.230; 0.225]
(61.00) (61.24) 0.933 0.985 0.983

Female (N) 24 29

HAQ-DI Response (> 0.3) Week 23 22 0.73 0.93 -0.045

52, N'n (%) 15.00 19.42 [0.22; 2.46] [0.62;1.41] [-0.310; 0.221]
(62.50) (66.97) 0.614 0.747 0.742

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.3 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.027

52

PASDAS < 5.4 (N) 16 13

HAQ-DI Response (> 0.3) Week 16 8 5.16 2.44 0.332

52, N'n (%) 9.00 3.00 [0.93; 28.69] [0.83;7.20] [-0.002; 0.666]
(56.25) (23.08) 0.061 0.107 0.052

PASDAS >5.4 (N) 50 49

HAQ-DI Response (> 0.3) Week 46 38 0.57 0.85 -0.115

52, N'n (%) 31.62 36.63 [0.22; 1.44] [0.64;1.11] [-0.302; 0.072]
(63.24) (74.76) 0.234 0.235 0.227

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) HAQ-DI Response (>= 0.3), all imputations were equal in at least one subgroup. In this case results were not combined
but taken from the first imputation.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.4 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Moderate/Severe PSO D
(FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week  p=0.678

52

Moderate/Severe Psoriasis (Def 28 32

D): No (N)

HAQ-DI Response (> 0.3) Week 26 22 0.74 0.92 -0.047

52, N'n (%) 15.77 19.52 [0.24; 2.26] [0.59; 1.44] [-0.304; 0.211]
(56.32) (61.00) 0.602 0.726 0.722

Moderate/Severe Psoriasis (Def 38 30

D): Yes (N)

HAQ-DI Response (> 0.3) Week 36 24 1.03 0.98 -0.016

52, N'n (%) 24.85 20.11 [0.36; 3.00] [0.69;1.38] [-0.247; 0.214]
(65.39) (67.03) 0.954 0.891 0.889

N': Number of patients with available response value
N-N"is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over Ml:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.5 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lymphocyte Count at BL
(FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week  p=0.831

52

< Median (N) 40 29

HAQ-DI Response (> 0.3) Week 38 19 0.85 0.92 -0.053

52, N'n (%) 23.70 18.73 [0.29; 2.52] [0.62;1.36] [-0.295; 0.188]
(59.25) (64.59) 0.774 0.669 0.665

> Median (N) 26 33

HAQ-DI Response (> 0.3) Week 24 27 1.01 1.03 0.017

52, N'n (%) 16.92 20.90 [0.33; 3.13] [0.69;1.52] [-0.234;0.269]
(65.08) (63.33) 0.982 0.890 0.892

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.6 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Enthesitis at BL. According
to LEI (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week  p=0.182

52

Enthesitis: No (N) 34 22

HAQ-DI Response (> 0.3) Week 31 18 0.43 0.79 -0.159

52, N'n (%) 20.69 16.88 [0.12; 1.52] [0.55;1.14]  [-0.403; 0.086]
(60.85) (76.73) 0.190 0.208 0.204

Enthesitis: Yes (N) 32 40

HAQ-DI Response (> 0.3) Week 31 28 1.30 1.10 0.054

52, N'n (%) 19.93 22.75 [0.47; 3.58] [0.74;1.62] [-0.179; 0.287]
(62.28) (56.88) 0.616 0.647 0.650

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.7 HAQ-DI Response (> 0.3) / HAQ-DI Response (> 0.35) by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (= 0.3) Week ~ p=0.896

52

Non-carrier (N) 29 25

HAQ-DI Response (> 0.3) Week 27 19 0.66 0.90 -0.073

52, N'n (%) 19.92 19.00 [0.18; 2.42] [0.65;1.26] [-0.312; 0.165]
(68.69) (76.00) 0.533 0.549 0.548

Carrier (N) 22 19

HAQ-DI Response (> 0.3) Week 20 16 0.75 0.88 -0.068

52, N'n (%) 10.70 10.54 [0.19; 2.90] [0.48;1.62] [-0.385; 0.248]
(48.64) (55.47) 0.676 0.677 0.672

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.8 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lead Candidate Variant
rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.947

52

Non-carrier (N) 28 19

HAQ-DI Response (> 0.3) Week 27 13 0.79 0.91 -0.065

52, N'n (%) 17.77 13.30 [0.20; 3.10] [0.60;1.38] [-0.345; 0.215]
(63.46) (70.00) 0.730 0.649 0.647

Carrier (N) 22 19

HAQ-DI Response (> 0.3) Week 19 17 0.74 0.91 -0.060

52, N'n (%) 12.85 12.24 [0.19; 2.87] [0.55;1.49] [-0.363;0.243]
(58.41) (64.42) 0.658 0.698 0.697

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.9 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lead Candidate Variant
rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week  p=0.306

52

Non-carrier (N) 19 21

HAQ-DI Response (> 0.3) Week 19 15 1.18 1.06 0.034

52, N'n (%) 12.00 12.54 [0.29; 4.79] [0.64;1.76] [-0.275; 0.344]
(63.16) (59.71) 0.812 0.823 0.827

Carrier (N) 30 23

HAQ-DI Response (> 0.3) Week 27 20 0.45 0.75 -0.183

52, N'n (%) 16.69 17.00 [0.13; 1.54] [0.50;1.13] [-0.438;0.072]
(55.63) (73.91) 0.202 0.170 0.160

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.10 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lead Candidate Variant
rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.207

52

Non-carrier (N) 25 32

HAQ-DI Response (> 0.3) Week 23 26 1.02 1.06 0.036

52, N'n (%) 15.93 19.24 [0.32; 3.28] [0.70; 1.60] [-0.219; 0.291]
(63.72) (60.13) 0.970 0.782 0.783

Carrier (N) 26 12

HAQ-DI Response (> 0.3) Week 24 9 0.21 0.66 -0.293

52, N'n (%) 14.69 10.30 [0.03; 1.81] [0.43;1.01] [-0.584; -0.003]
(56.50) (85.83) 0.157 0.057 0.048

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.11 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lead Candidate Variant
rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.242

52

Non-carrier (N) 38 33

HAQ-DI Response (> 0.3) Week 34 24 0.77 0.87 -0.084

52, N'n (%) 21.62 21.54 [0.27; 2.21] [0.60;1.28] [-0.316; 0.148]
(56.89) (65.27) 0.633 0.481 0.479

Carrier (N) 12 9

HAQ-DI Response (> 0.3) Week 12 9 0.15 0.75 -0.222

52, N'n (%) 8.00 8.00 [0.01; 1.89] [0.47;1.19] [-0.559; 0.114]
(66.67) (88.89) 0.143 0.222 0.196

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) HAQ-DI Response (>= 0.3), all imputations were equal in at least one subgroup. In this case results were not combined
but taken from the first imputation.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.12 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lead Candidate Variant
rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.303

52

Non-carrier (N) 36 34

HAQ-DI Response (> 0.3) Week 33 25 0.88 1.00 -0.003

52, N'n (%) 22.70 21.54 [0.31; 2.50] [0.69; 1.44] [-0.234; 0.228]
(63.06) (63.35) 0.809 0.981 0.980

Carrier (N) 13 10

HAQ-DI Response (> 0.3) Week 12 10 0.27 0.57 -0.345

52, N'n (%) 5.92 8.00 [0.04; 2.00] [0.29;1.12] [-0.714; 0.025]
(45.54) (80.00) 0.198 0.103 0.067

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.13 HAQ-DI Response (> 0.3) / HAQ-DI Response (> 0.35) by Lead Candidate Variant

rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value
Interaction test
HAQ-DI Response (> 0.3) Week ~ p=0.180
52
Non-carrier (N) 42 36
HAQ-DI Response (> 0.3) Week 38 29 0.65 0.86 -0.099
52, N'n (%) 25.62 25.54 [0.23; 1.85] [0.62;1.19] [-0.314;0.115]
(61.00) (70.94) 0.416 0.367 0.363
Carrier (N) 9 5
HAQ-DI Response (> 0.3) Week 9 3 4.35 2.78 0.356
52, N'n (%) 5.00 1.00 [0.33; 57.77] [0.44;17.63] [-0.122; 0.833]
(55.56) (20.00) 0.265 0.279 0.145

N-N'is the number of values with MI.

CI: Confidence Interval
MI: Multiple Imputation
N.E.: Not estimable
OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

All results are combined over MI:
n and % are averages of all imputations.

N': Number of patients with available response value

n (%): Number and percentage of patients with event

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) HAQ-DI Response (>= 0.3), all imputations were equal in at least one subgroup. In this case results were not combined
but taken from the first imputation.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.14 HAQ-DI Response (= 0.3) / HAQ-DI Response (= 0.35) by Lead Candidate Allele
Score (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week  p=0.361

52

Low score (N) 11 22

HAQ-DI Response (> 0.3) Week 10 15 1.18 111 0.060

52, N'n (%) 6.93 12.54 [0.24;5.82] [0.61;2.01] [-0.301;0.421]
(63.00) (57.00) 0.835 0.740 0.744

High score (N) 40 22

HAQ-DI Response (> 0.3) Week 37 20 0.46 0.77 -0.180

52, N'n (%) 23.69 17.00 [0.13; 1.59] [0.54;1.08] [-0.414;0.053]
(59.23) (77.27) 0.222 0.131 0.130

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.15 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Linkage Variant
rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.675

52

Non-carrier (N) 31 23

HAQ-DI Response (> 0.3) Week 30 16 0.60 0.81 -0.135

52, N'n (%) 17.77 16.30 [0.17; 2.10] [0.54;1.22] [-0.396; 0.125]
(57.32) (70.87) 0.420 0.311 0.308

Carrier (N) 20 21

HAQ-DI Response (> 0.3) Week 17 19 0.89 1.02 0.012

52, N'n (%) 12.85 13.24 [0.23; 3.43] [0.64;1.63] [-0.288;0.312]
(64.25) (63.05) 0.860 0.938 0.937

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.16 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Linkage Variant
rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.519

52

Non-carrier (N) 19 20

HAQ-DI Response (> 0.3) Week 19 14 1.04 1.01 0.005

52, N'n (%) 12.00 12.54 [0.25; 4.36] [0.61;1.66] [-0.307;0.316]
(63.16) (62.70) 0.958 0.972 0.977

Carrier (N) 32 24

HAQ-DI Response (> 0.3) Week 28 21 0.56 0.82 -0.126

52, N'n (%) 18.62 17.00 [0.17; 1.85] [0.55;1.22] [-0.379;0.126]
(58.19) (70.83) 0.344 0.329 0.326

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.17 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Linkage Variant
rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.207

52

Non-carrier (N) 25 32

HAQ-DI Response (> 0.3) Week 23 26 1.02 1.06 0.036

52, N'n (%) 15.93 19.24 [0.32; 3.28] [0.70; 1.60] [-0.219; 0.291]
(63.72) (60.13) 0.970 0.782 0.783

Carrier (N) 26 12

HAQ-DI Response (> 0.3) Week 24 9 0.21 0.66 -0.293

52, N'n (%) 14.69 10.30 [0.03; 1.81] [0.43;1.01] [-0.584; -0.003]
(56.50) (85.83) 0.157 0.057 0.048

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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7.18 HAQ-DI Response (= 0.3) / HAQ-DI Response (> 0.35) by Linkage Variant
rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

HAQ-DI Response (> 0.3) Week ~ p=0.447

52

Non-carrier (N) 39 35

HAQ-DI Response (> 0.3) Week 35 26 0.84 0.90 -0.064

52, N'n (%) 22.62 22.54 [0.30; 2.32] [0.62;1.31] [-0.291;0.163]
(58.00) (64.40) 0.733 0.582 0.580

Carrier (N) 11 9

HAQ-DI Response (> 0.3) Week 11 9 0.34 0.82 -0.141

52, N'n (%) 7.00 7.00 [0.04; 2.80] [0.46;1.44]  [-0.535; 0.252]
(63.64) (77.78) 0.313 0.488 0.481

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) HAQ-DI Response (>= 0.3), all imputations were equal in at least one subgroup. In this case results were not combined
but taken from the first imputation.

Note: HAQ-DI Response (> 0.3) is identical to HAQ-DI Response (> 0.35) as HAQ-DI can take only a limited number of values.
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8.0 LDI Leeds Dactylitis Index - Return Rates (FAS)
Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)
Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 65 (98.5) 61 (98.4) 126 (98.4)
Week 4 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 65 (98.5) 55 (88.7) 120 (93.8)
Week 24 Returns 65 (98.5) 53 (85.5) 118 (92.2)
Week 32 Returns 61 (92.4) 53 (85.5) 114 (89.1)
Week 40 Returns 64 (97.0) 49 (79.0) 113 (88.3)
Week 52 Returns 63 (95.5) 49 (79.0) 112 (87.5)
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8.1 LDI Leeds Dactylitis Index - Change from Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 18.94 (59.07) 19.45 (64.90)
Week 52 Mean (SD) 0.33(2.61)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -19.96 (2.82) -19.09 (3.14) -0.87[-9.16;7.42] 0.837

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: compound symmetry (cs)
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8.2 LDI Leeds Dactylitis Index - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.806
Male, N 42 33
N' 42 32
Baseline Mean (SD) 20.58 (64.59) 7.44 (15.61)
Week 52 Mean (SD) 0.52(3.28)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -19.93 (3.57) -19.50 (4.34) -0.43 [-11.45; 10.60] 0.940
Female, N 24 29
N' 24 29
Baseline Mean (SD) 16.07 (49.11) 33.11(92.38)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -20.02 (4.72) -18.63 (4.64) -1.39 [-14.37; 11.60] 0.834
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.3 LDI Leeds Dactylitis Index - Change from Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.475
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 1.27 (5.09)  1.54 (5.55)
Week 52 Mean (SD) 1.30(5.18)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -18.83 (5.71) -18.46 (7.27) -0.37 [-18.42; 17.69] 0.968
PASDAS >5.4, N 50 49
N' 50 48
Baseline Mean (SD) 24.59 (66.98) 24.20 (72.35)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -20.34 (3.28) -19.43 (3.52) -0.91 [-10.35; 8.52] 0.849
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.4 LDI Leeds Dactylitis Index - Change from Baseline by Moderate/Severe PSO D
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.517
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 7.05(18.11) 21.02 (65.67)
Week 52 Mean (SD) 0.80 (4.07)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -19.92 (4.42) -17.91 (4.55) -2.01[-14.49; 10.46] 0.751
Moderate/Severe Psoriasis (Def D): Yes, 38 30
N
N' 38 29
Baseline Mean (SD) 27.69 (75.53) 17.77 (65.14)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -20.03 (3.72) -19.92 (4.38) -0.11[-11.40;11.18] 0.985
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.5 LDI Leeds Dactylitis Index - Change from Baseline by Lymphocyte Count at BL
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.641
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 26.42 (73.59) 17.32 (65.91)
Week 52 Mean (SD) 0.55(3.36)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -19.91 (3.65) -19.26 (4.75) -0.66 [-12.42; 11.11] 0.913
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 7.43(19.95) 21.31 (64.96)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -20.05 (4.52) -19.38 (4.22) -0.67 [-12.83; 11.49] 0.914
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.6 LDI Leeds Dactylitis Index - Change from Baseline by Enthesitis at BL According to
LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.530
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 7.70 (19.10) 27.91(82.14)
Week 52 Mean (SD) 0.65(3.66)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -19.85 (4.00) -19.20 (5.15) -0.65[-13.48; 12.17] 0.920
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 30.87 (81.51) 14.79 (53.78)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -20.04 (4.08) -18.95 (4.02) -1.09[-12.33; 10.14] 0.848
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.7 LDI Leeds Dactylitis Index - Change from Baseline by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.497
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 5.96 (18.84) 23.95(73.13)
Week 52 Mean (SD) 0.74 (3.92)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.49 (2.25) -13.03(2.54) 0.54 [-6.16; 7.25] 0.873
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 15.75 (42.85) 5.41 (13.55)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.27 (2.64) -13.08 (2.95) -0.20[-7.98; 7.58] 0.960

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: compound symmetry (cs)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.8 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant
rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.672
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 8.05(19.08) 18.46 (75.12)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.94 (2.36) -13.64 (3.23) -0.30[-8.18; 7.58] 0.941
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 13.37 (43.32) 16.02 (41.81)
Week 52 Mean (SD) 1.04 (4.64)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.64 (2.72) -13.66 (2.88) 1.02[-6.75; 8.79] 0.797
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.9 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant
rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.176
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 18.65 (47.97) 2.98 (9.81)
Week 52 Mean (SD) 1.09 (4.76)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.33 (2.76) -13.23(2.96) 0.90[-7.07; 8.86] 0.825
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 5.50 (14.44) 27.78 (75.89)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.54 (2.27) -13.36 (2.59) -0.19[-7.01; 6.63] 0.957
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.10 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant
rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.849
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 7.63 (18.61) 4.03 (11.56)
Week 52 Mean (SD) 0.90 (4.32)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.24 (2.48) -13.04 (2.25) 0.80[-5.77; 7.36] 0.812
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 12.65 (40.52) 47.72
(102.05)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.40 (2.39) -13.22 (3.96) -0.18[-9.28; 8.93] 0.970
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.11 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant
rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.543
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 8.05 (19.75) 19.26 (64.21)
Week 52 Mean (SD) 0.59 (3.50)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.02 (2.03) -13.30(2.31) 0.28[-5.79; 6.35] 0.928
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 16.18 (56.06) 7.33 (15.44)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.31 (3.50) -13.36 (4.02) 0.05[-10.41; 10.50] 0.993
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.12 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant

rs8007401 (FAS)

Treatment Groups

Comparison

SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.390
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 13.54 (36.79) 10.41 (32.55)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.62 (2.07) -13.29 (2.24) -0.33[-6.32;5.66] 0.915
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 2.46 (8.86) 34.74
(103.19)

Week 52 Mean (SD) 1.59 (5.75)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -11.90 (3.34) -13.19(3.85) 1.29[-8.81;11.39] 0.802

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: compound symmetry (cs)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.13 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Variant
rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.891
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 8.59 (32.44) 15.34 (61.43)
Week 52 Mean (SD) 0.53(3.32)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.32 (1.93) -12.57 (2.19) 0.26 [-5.49; 6.00] 0.930
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 17.63 (27.27) 13.19 (20.41)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.55 (4.04) -12.62 (5.41) 0.07[-13.17; 13.32] 0.991
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.14 LDI Leeds Dactylitis Index - Change from Baseline by Lead Candidate Allele Score
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.029
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 8.39 (22.21) 2.86(9.62)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.69 (3.65) -13.00(2.87) -0.70[-9.79; 8.40] 0.880
High score, N 40 22
N' 40 22
Baseline Mean (SD) 10.68 (33.86) 29.03 (77.42)
Week 52 Mean (SD) 0.55(3.36)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.69 (1.88) -13.05(2.52) 0.37[-5.82; 6.56] 0.907
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.15 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs10891185
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.943
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 13.54 (38.15) 17.27 (68.54)
Week 52 Mean (SD) 0.69 (3.79)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.66 (2.18) -13.06 (2.79) 0.40 [-6.56; 7.36] 0.910
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 4.99 (16.43) 14.49 (39.96)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.16 (2.81) -13.14 (2.67) -0.02[-7.63; 7.59] 0.996
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.16 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs12065362

(FAS)

Treatment Groups Comparison

SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.176
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 18.65 (47.97) 3.13(10.04)
Week 52 Mean (SD) 1.09 (4.76)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.07 (2.73) -12.94 (3.03) 0.88[-7.14; 8.89] 0.830
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 5.16 (14.03) 26.62 (74.43)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)

Week 52 Adjusted Mean Change (SE)

-13.27 (2.20) -13.10 (2.50) -0.17 [-6.77; 6.43] 0.960

N': Number of patients in the analysis
CI: Confidence interval

N.E.: Not estimable
SD: Standard deviation
SE: Standard error

X subgroup X visit
Covariance structure: compound symmetry (cs)

MMRM: Mixed effects repeated measures model

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.17 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs11721988
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.849
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 7.63 (18.61) 4.03 (11.56)
Week 52 Mean (SD) 0.90 (4.32)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.24 (2.48) -13.04 (2.25) 0.80[-5.77; 7.36] 0.812
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 12.65 (40.52) 47.72
(102.05)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.40 (2.39) -13.22 (3.96) -0.18[-9.28; 8.93] 0.970
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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8.18 LDI Leeds Dactylitis Index - Change from Baseline by Linkage Variant rs7787032
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.480
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 8.34 (19.57) 18.16 (62.45)
Week 52 Mean (SD) 0.58 (3.46)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -12.97 (1.99) -13.23(2.21) 0.25[-5.60; 6.11] 0.932
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 17.65 (58.55) 7.33(15.44)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -13.24 (3.62) -13.29(3.99) 0.05[-10.52; 10.62] 0.993
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.0 LDI Dactylitis Count - Return Rates (FAS)
Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)
Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 65 (98.5) 61 (98.4) 126 (98.4)
Week 4 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 65 (98.5) 55 (88.7) 120 (93.8)
Week 24 Returns 65 (98.5) 53 (85.5) 118 (92.2)
Week 32 Returns 61 (92.4) 53 (85.5) 114 (89.1)
Week 40 Returns 64 (97.0) 49 (79.0) 113 (88.3)
Week 52 Returns 63 (95.5) 49 (79.0) 112 (87.5)
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9.1 LDI Dactylitis Count - Change from Baseline (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61

Baseline Mean (SD)

1.20(2.45)  1.21(2.66)

Week 52 Mean (SD)

0.05(0.28)  0.04 (0.29)

Week 52 Adjusted Mean Change (SE)

-1.21(0.03)  -1.20 (0.04)

-0.01 [-0.11; 0.09] 0.828

ClI: Confidence interval

N.E.: Not estimable
SD: Standard deviation
SE: Standard error

N': Number of patients in the analysis

MMRM: Mixed effects repeated measures model

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: unstructured (un)

Final/22-Aug-2020

Page 178 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

9.2 LDI Dactylitis Count - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.225
Male, N 42 33
N' 42 32
Baseline Mean (SD) 1.17(2.38) 1.24(2.33)
Week 52 Mean (SD) 0.08 (0.35)  0.08 (0.39)
Week 52 Adjusted Mean Change (SE) -1.19 (0.04) -1.18 (0.05)  -0.01 [-0.15; 0.12] 0.871
Female, N 24 29
N' 24 29
Baseline Mean (SD) 1.25(2.63) 1.17(3.04)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.24 (0.06) -1.22 (0.06)  -0.02 [-0.18; 0.14] 0.779
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.3 LDI Dactylitis Count - Change from Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.992
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 0.25(0.77)  0.46 (1.13)
Week 52 Mean (SD) 0.06 (0.25)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.17 (0.07) -1.15(0.09) -0.03[-0.25;0.19] 0.798
PASDAS > 54, N 50 49
N' 50 48
Baseline Mean (SD) 1.50(2.72) 1.41(2.91)
Week 52 Mean (SD) 0.04 (0.29)  0.05 (0.32)
Week 52 Adjusted Mean Change (SE) -1.22 (0.04) -1.21 (0.04)  -0.01[-0.12; 0.11] 0.886
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 180 of 1387



Novartis

AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

9.4 LDI Dactylitis Count - Change from Baseline by Moderate/Severe PSO D (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.098
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 0.61(1.23) 1.31(2.80)
Week 52 Mean (SD) 0.04 (0.20)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.21(0.05) -1.23(0.05) 0.02[-0.13; 0.17] 0.799
lIillloderate/Severe Psoriasis (Def D): Yes, 38 30
N' 38 29
Baseline Mean (SD) 1.63(3.00) 1.10(2.55)
Week 52 Mean (SD) 0.05(0.33)  0.08 (0.39)
Week 52 Adjusted Mean Change (SE) -1.21 (0.05) -1.17 (0.05) -0.04 [-0.18; 0.10] 0.564

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.5 LDI Dactylitis Count - Change from Baseline by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.281
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 1.43(2.70) 1.00(2.28)
Week 52 Mean (SD) 0.08 (0.36)  0.10(0.44)
Week 52 Adjusted Mean Change (SE) -1.19 (0.04) -1.13(0.06) -0.06 [-0.20; 0.08] 0.432
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 0.85(2.01) 1.39(2.98)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.25 (0.05) -1.26 (0.05)  0.01[-0.14; 0.16] 0.872
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.6 LDI Dactylitis Count - Change from Baseline by Enthesitis at BL According to LEI
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.488
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 0.68 (1.59) 1.32(2.71)
Week 52 Mean (SD) 0.09 (0.39)  0.11(0.46)
Week 52 Adjusted Mean Change (SE) -1.16 (0.05) -1.13(0.06) -0.02[-0.18;0.13] 0.751
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 1.75(3.05) 1.15(2.67)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.26 (0.05) -1.24(0.05) -0.02[-0.16;0.11] 0.740
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.7 LDI Dactylitis Count - Change from Baseline by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.221
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 0.72(1.98) 1.48(3.07)
Week 52 Mean (SD) 0.04 (0.19)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.05 (0.15) -1.08 (0.16)  0.03 [-0.40; 0.47] 0.884
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 1.32(2.46) 0.74 (1.66)
Week 52 Mean (SD) 0.10 (0.45)  0.13 (0.50)
Week 52 Adjusted Mean Change (SE) -1.01 (0.17) -0.97 (0.19)  -0.04 [-0.55; 0.47] 0.870
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.8 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant
rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.162
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 0.89(1.87) 1.16(3.22)
Week 52 Mean (SD) 0.07 (0.38)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.07 (0.15) -1.08(0.21)  0.01[-0.49;0.52] 0.961
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 1.14 (2.62) 1.32(2.11)
Week 52 Mean (SD) 0.05(0.22) 0.11(0.47)
Week 52 Adjusted Mean Change (SE) -1.09 (0.18) -1.04(0.19) -0.05[-0.55; 0.46] 0.851
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.9 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant
rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.791
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 1.42 (2.61) 0.48(1.40)
Week 52 Mean (SD) 0.16 (0.50)  0.13 (0.50)
Week 52 Adjusted Mean Change (SE) -0.97 (0.18) -0.98(0.19)  0.00[-0.52; 0.52] 0.993
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 0.77 (1.96) 1.78(3.19)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.11(0.15) -1.13(0.17)  0.02[-0.42; 0.46] 0.930
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.10 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant
rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.813
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 0.96 (2.15)  0.78 (1.95)
Week 52 Mean (SD) 0.04 (0.21)  0.07 (0.38)
Week 52 Adjusted Mean Change (SE) -1.04 (0.16) -1.00 (0.15) -0.04[-0.47;0.39] 0.854
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 1.00 (2.28) 2.17 (3.66)
Week 52 Mean (SD) 0.08 (0.40)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.03(0.16) -1.14(0.25) 0.11[-0.47;0.69] 0.702
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.11 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant
rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.981
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 0.95(2.05) 1.30(2.86)
Week 52 Mean (SD) 0.03(0.17)  0.07 (0.38)
Week 52 Adjusted Mean Change (SE) -1.06 (0.13) -0.99 (0.15) -0.07 [-0.45; 0.31] 0.715
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 0.67 (2.31) 0.89(1.45)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.01(0.22) -1.05(0.26) 0.03[-0.63;0.70] 0.919
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.12 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant
rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.680
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 1.00 (2.10) 1.03(2.10)
Week 52 Mean (SD) 0.06 (0.35)  0.07 (0.38)
Week 52 Adjusted Mean Change (SE) -1.00 (0.05) -0.99 (0.05) -0.01[-0.15;0.14] 0.922
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 0.62 (2.22)  1.60(3.86)
Week 52 Mean (SD) 0.08 (0.28)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -0.97 (0.08) -1.06 (0.10)  0.09[-0.17; 0.34] 0.499
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.13 LDI Dactylitis Count - Change from Baseline by Lead Candidate Variant
rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.796
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 0.95(2.31) 0.94 (2.60)
Week 52 Mean (SD) 0.08 (0.35)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -0.97 (0.11) -1.02(0.13)  0.05[-0.29; 0.38] 0.783
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 1.11(1.69) 1.80(2.05)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.02 (0.24) -1.04(0.32)  0.02[-0.75; 0.80] 0.951
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.14 LDI Dactylitis Count - Change from Baseline by Lead Candidate Allele Score
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.503
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 1.45(2.54) 0.73(2.10)
Week 52 Mean (SD) 0.20 (0.63)  0.13 (0.50)
Week 52 Adjusted Mean Change (SE) -0.93(0.24) -0.96(0.19) 0.03[-0.58;0.63] 0.932
High score, N 40 22
N' 40 22
Baseline Mean (SD) 0.85(2.11) 1.59(2.94)
Week 52 Mean (SD) 0.03(0.16)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.06 (0.13) -1.09 (0.17)  0.03[-0.38; 0.44] 0.894
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.15 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs10891185
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.252
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 1.06 (2.21) 1.13(3.00)
Week 52 Mean (SD) 0.10 (0.40)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.01 (0.14) -1.04(0.18) 0.03[-0.42;0.48] 0.886
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 0.85(2.23) 1.19(2.04)
Week 52 Mean (SD) 0.00 (0.00) 0.10(0.45)
Week 52 Adjusted Mean Change (SE) -1.07 (0.18) -1.01(0.17) -0.07 [-0.56; 0.42] 0.785
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.16 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs12065362
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.745
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 1.42 (2.61) 0.50(1.43)
Week 52 Mean (SD) 0.16 (0.50)  0.13(0.52)
Week 52 Adjusted Mean Change (SE) -0.95(0.18) -0.95(0.20) -0.00[-0.53;0.52] 0.989
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 0.72(1.90) 1.71(3.14)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.08 (0.14) -1.10(0.16)  0.02[-0.41; 0.45] 0.917
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.17 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs11721988
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.813
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 0.96 (2.15)  0.78 (1.95)
Week 52 Mean (SD) 0.04 (0.21)  0.07 (0.38)
Week 52 Adjusted Mean Change (SE) -1.04 (0.16) -1.00 (0.15) -0.04[-0.47;0.39] 0.854
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 1.00 (2.28) 2.17 (3.66)
Week 52 Mean (SD) 0.08 (0.40)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.03(0.16) -1.14(0.25) 0.11[-0.47;0.69] 0.702
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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9.18 LDI Dactylitis Count - Change from Baseline by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.794
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 1.08 (2.18) 1.23(2.79)
Week 52 Mean (SD) 0.08 (0.37)  0.07 (0.37)
Week 52 Adjusted Mean Change (SE) -1.05 (0.13)  -1.04 (0.14)  -0.01 [-0.39; 0.37] 0.957
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 0.73(2.41) 0.89(1.45)
Week 52 Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Adjusted Mean Change (SE) -1.05 (0.24) -1.09 (0.26)  0.03[-0.66; 0.72] 0.924
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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10.1 LDI Presence of Dactylitis (FAS)
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value
LDI Presence of Dactylitis Week 63 49 0.68 0.84 -0.010
52, N'n (%) 2.08 (3.15) 2.57 (4.15) [0.07; 6.64] [0.10; 7.23]  [-0.086; 0.066]
0.743 0.876 0.798

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

OR from logistic regression model with predictors treatment and weight.
RR and RD calculated directly without adjustment.

All results are combined over MI:
n and % are averages of all imputations.

transformation. All Cls and p-values are Wald-type.

Estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale with subsequent back-

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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10.2 LDI Presence of Dactylitis by Gender (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.3 LDI Presence of Dactylitis by Disease Severity (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.4 LDI Presence of Dactylitis by Moderate/Severe PSO D (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.5 LDI Presence of Dactylitis by Lymphocyte Count at BL (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.6 LDI Presence of Dactylitis by Enthesitis at BL According to LEI (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.7 LDI Presence of Dactylitis by HLA-DQA1*05 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.8 LDI Presence of Dactylitis by Lead Candidate Variant rs10555659 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.9 LDI Presence of Dactylitis by Lead Candidate Variant rs111937633 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.10 LDI Presence of Dactylitis by Lead Candidate Variant rs11726476 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.11 LDI Presence of Dactylitis by Lead Candidate Variant rs10609046 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.12 LDI Presence of Dactylitis by Lead Candidate Variant rs8007401 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.13 LDI Presence of Dactylitis by Lead Candidate Variant rs7349145 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.14 LDI Presence of Dactylitis by Lead Candidate Allele Score (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.15 LDI Presence of Dactylitis by Linkage Variant rs10891185 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.16 LDI Presence of Dactylitis by Linkage Variant rs12065362 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.17 LDI Presence of Dactylitis by Linkage Variant rs11721988 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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10.18 LDI Presence of Dactylitis by Linkage Variant rs7787032 (FAS)

Table is not displayed as no parameter fulfills the condition for subgroup analysis.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.
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11.0 LEI Leeds Enthesitis Index - Return Rates (FAS)
Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)
Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 65 (98.5) 61 (98.4) 126 (98.4)
Week 4 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 65 (98.5) 55 (88.7) 120 (93.8)
Week 24 Returns 65 (98.5) 53 (85.5) 118 (92.2)
Week 32 Returns 61 (92.4) 53 (85.5) 114 (89.1)
Week 40 Returns 64 (97.0) 49 (79.0) 113 (88.3)
Week 52 Returns 63 (95.5) 49 (79.0) 112 (87.5)
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11.1 LEI Leeds Enthesitis Index - Change from Baseline (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 1.29(1.61) 1.84(1.87)
Week 52 Mean (SD) 0.57 (1.13)  0.31(0.68)
Week 52 Adjusted Mean Change (SE) -0.91(0.11) -1.18(0.13)  0.26 [-0.08; 0.61] 0.126

ClI: Confidence interval

N.E.: Not estimable
SD: Standard deviation
SE: Standard error

N': Number of patients in the analysis

MMRM: Mixed effects repeated measures model

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: unstructured (un)
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11.2 LEI Leeds Enthesitis Index - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.960
Male, N 42 33
N' 42 32
Baseline Mean (SD) 1.05(1.51) 1.67(1.63)
Week 52 Mean (SD) 0.43(0.87) 0.35(0.63)
Week 52 Adjusted Mean Change (SE) -1.04 (0.14) -1.16 (0.17)  0.12[-0.33; 0.57] 0.591
Female, N 24 29
N' 24 29
Baseline Mean (SD) 1.71(1.71) 2.03(2.11)
Week 52 Mean (SD) 0.83 (1.47)  0.26 (0.75)
Week 52 Adjusted Mean Change (SE) -0.70 (0.19) -1.19 (0.18)  0.49[-0.03; 1.01] 0.063
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.3 LEI Leeds Enthesitis Index - Change from Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.951
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 0.31(0.79)  0.77 (0.93)
Week 52 Mean (SD) 0.06 (0.25)  0.11(0.33)
Week 52 Adjusted Mean Change (SE) -1.28(0.23) -1.19(0.29) -0.09[-0.82;0.63] 0.797
PASDAS >5.4, N 50 49
N' 50 48
Baseline Mean (SD) 1.60(1.68) 2.12(1.95)
Week 52 Mean (SD) 0.74 (1.26)  0.35(0.74)
Week 52 Adjusted Mean Change (SE) -0.80 (0.13) -1.17 (0.14)  0.37[-0.01; 0.75] 0.054
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.4 LEI Leeds Enthesitis Index - Change from Baseline by Moderate/Severe PSO D
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.135
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 1.11(1.52) 2.00(2.02)
Week 52 Mean (SD) 0.38 (0.75)  0.35(0.78)
Week 52 Adjusted Mean Change (SE) -1.06 (0.18) -1.09 (0.18)  0.04 [-0.47; 0.54] 0.882
Moderate/Severe Psoriasis (Def D): Yes, 38 30
N
N' 38 29
Baseline Mean (SD) 142 (1.67) 1.67(1.71)
Week 52 Mean (SD) 0.70 (1.33)  0.27 (0.60)
Week 52 Adjusted Mean Change (SE) -0.81(0.15) -1.27(0.18) 0.45[-0.01;0.91] 0.053
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.5 LEI Leeds Enthesitis Index - Change from Baseline by Lymphocyte Count at BL
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.106
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 1.38(1.55) 1.24(1.41)
Week 52 Mean (SD) 0.37(0.67)  0.19 (0.51)
Week 52 Adjusted Mean Change (SE) -1.13(0.14) -1.04(0.19) -0.09 [-0.55; 0.37] 0.698
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 1.15(1.71) 2.36 (2.07)
Week 52 Mean (SD) 0.88 (1.56)  0.39(0.79)
Week 52 Adjusted Mean Change (SE) -0.58 (0.18) -1.32(0.17) 0.74 [0.25; 1.24] 0.004
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.6 LEI Leeds Enthesitis Index - Change from Baseline by Enthesitis at BL According
to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.929
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 0.00 (0.00)  0.00 (0.00)
Week 52 Mean (SD) 0.31(0.86)  0.21(0.54)
Week 52 Adjusted Mean Change (SE) -0.84 (0.20) -0.94(0.24) 0.10[-0.41;0.61] 0.700
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 2.66 (1.29) 2.85(1.58)
Week 52 Mean (SD) 0.84(1.32) 0.37(0.76)
Week 52 Adjusted Mean Change (SE) -0.96 (0.19) -1.34(0.19) 0.38[-0.08;0.83] 0.101
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.7 LEI Leeds Enthesitis Index - Change from Baseline by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.537
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 1.41(1.76) 2.04 (2.03)
Week 52 Mean (SD) 0.86 (1.48)  0.18 (0.50)
Week 52 Adjusted Mean Change (SE) -0.61(0.18) -1.36 (0.20)  0.74[0.21; 1.27] 0.007
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 0.82(1.14) 1.47(1.71)
Week 52 Mean (SD) 0.35(0.67)  0.50 (0.89)
Week 52 Adjusted Mean Change (SE) -0.93(0.21) -0.90 (0.23)  -0.03 [-0.65; 0.60] 0.935
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.8 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant
rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.814
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 1.21(1.66) 1.84(1.86)
Week 52 Mean (SD) 0.63(1.21)  0.14 (0.36)
Week 52 Adjusted Mean Change (SE) -0.79 (0.19) -1.30(0.25) 0.51[-0.12; 1.14] 0.113
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 1.09 (1.44)  1.95(2.09)
Week 52 Mean (SD) 0.70 (1.30)  0.56 (0.92)
Week 52 Adjusted Mean Change (SE) -0.70 (0.22) -1.03(0.23)  0.33[-0.31;0.97] 0.308
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.9 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant
rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.902
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 1.42(1.89) 1.62(2.01)
Week 52 Mean (SD) 0.74 (1.37)  0.31(0.70)
Week 52 Adjusted Mean Change (SE) -0.75(0.22) -1.09 (0.23)  0.34[-0.30; 0.98] 0.296
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 0.97 (1.27) 1.96 (1.82)
Week 52 Mean (SD) 0.61(1.17) 0.32(0.72)
Week 52 Adjusted Mean Change (SE) -0.74 (0.18) -1.22(0.21)  0.48[-0.08; 1.04] 0.091
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.10 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant
rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.209
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 1.28(1.72)  1.94(1.95)
Week 52 Mean (SD) 0.70 (1.29)  0.39 (0.79)
Week 52 Adjusted Mean Change (SE) -0.69 (0.20) -1.13(0.18)  0.44[-0.09; 0.97] 0.106
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 1.04 (1.37) 1.42(1.78)
Week 52 Mean (SD) 0.60(1.19) 0.10(0.32)
Week 52 Adjusted Mean Change (SE) -0.80 (0.19) -1.26(0.30) 0.46 [-0.24; 1.16] 0.197
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 224 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

11.11 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant
rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.320
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 1.11(1.39) 1.94(1.87)
Week 52 Mean (SD) 0.63(1.17)  0.26 (0.59)
Week 52 Adjusted Mean Change (SE) -0.78 (0.16) -1.21(0.18)  0.43[-0.06; 0.91] 0.086
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 142 (2.02) 1.11(1.76)
Week 52 Mean (SD) 0.67 (1.50)  0.22(0.44)
Week 52 Adjusted Mean Change (SE) -0.69 (0.28) -1.16(0.32)  0.47[-0.38; 1.31] 0.276
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.12 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant
rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.550
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 1.19(1.58) 1.53(1.73)
Week 52 Mean (SD) 0.73(1.28)  0.25(0.59)
Week 52 Adjusted Mean Change (SE) -0.66 (0.17) -1.18(0.18) 0.52 [0.03; 1.00] 0.037
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 1.08 (1.55) 2.70(2.26)
Week 52 Mean (SD) 0.54 (1.20)  0.50(0.97)
Week 52 Adjusted Mean Change (SE) -0.89 (0.27) -1.14(0.32)  0.25[-0.59; 1.09] 0.554
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.13 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Variant
rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.289
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 1.26 (1.62) 1.81(2.05)
Week 52 Mean (SD) 0.72(1.32)  0.30(0.70)
Week 52 Adjusted Mean Change (SE) -0.71 (0.15) -1.18(0.17) 0.48 [0.02; 0.93] 0.040
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 0.67 (1.00)  2.00(0.71)
Week 52 Mean (SD) 0.33(0.71)  0.20(0.45)
Week 52 Adjusted Mean Change (SE) -0.90 (0.32) -1.38(0.43) 0.48[-0.59; 1.55] 0.376
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.14 LEI Leeds Enthesitis Index - Change from Baseline by Lead Candidate Allele
Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.996
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 1.27(1.79) 1.68(1.78)
Week 52 Mean (SD) 0.80 (1.14)  0.31(0.70)
Week 52 Adjusted Mean Change (SE) -0.58 (0.30) -1.14(0.23) 0.56[-0.19; 1.31] 0.142
High score, N 40 22
N' 40 22
Baseline Mean (SD) 1.13(1.49) 1.91(2.04)
Week 52 Mean (SD) 0.61(1.26) 0.32(0.72)
Week 52 Adjusted Mean Change (SE) -0.79 (0.16) -1.20(0.21) 0.41[-0.10;0.93] 0.115
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.15 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant
rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.550
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 1.19(1.60) 1.70(1.79)
Week 52 Mean (SD) 0.60 (1.16)  0.11(0.32)
Week 52 Adjusted Mean Change (SE) -0.83(0.17) -1.28(0.22) 0.46 [-0.10; 1.01] 0.106
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 1.10(1.48) 1.90(2.05)
Week 52 Mean (SD) 0.72(1.36)  0.50 (0.89)
Week 52 Adjusted Mean Change (SE) -0.61(0.22) -1.07(0.21) 0.46[-0.16; 1.08] 0.141
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.16 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant
rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.874
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 1.42(1.89) 1.60 (2.06)
Week 52 Mean (SD) 0.74 (1.37)  0.33(0.72)
Week 52 Adjusted Mean Change (SE) -0.75(0.22) -1.06 (0.24)  0.31[-0.34;0.95] 0.347
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 1.00(1.30) 1.96(1.78)
Week 52 Mean (SD) 0.59 (1.15)  0.30(0.70)
Week 52 Adjusted Mean Change (SE) -0.73(0.18) -1.24(0.20)  0.51[-0.03; 1.05] 0.066
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.17 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant
rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.209
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 1.28(1.72)  1.94(1.95)
Week 52 Mean (SD) 0.70 (1.29)  0.39 (0.79)
Week 52 Adjusted Mean Change (SE) -0.69 (0.20) -1.13(0.18)  0.44[-0.09; 0.97] 0.106
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 1.04 (1.37) 1.42(1.78)
Week 52 Mean (SD) 0.60(1.19) 0.10(0.32)
Week 52 Adjusted Mean Change (SE) -0.80 (0.19) -1.26(0.30) 0.46 [-0.24; 1.16] 0.197
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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11.18 LEI Leeds Enthesitis Index - Change from Baseline by Linkage Variant rs7787032
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.098
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 1.08(1.38) 1.83(1.87)
Week 52 Mean (SD) 0.64 (1.15)  0.28 (0.59)
Week 52 Adjusted Mean Change (SE) -0.74 (0.15) -1.12(0.16)  0.38[-0.05; 0.81] 0.086
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 1.00(1.48) 1.67(2.12)
Week 52 Mean (SD) 0.27 (0.65)  0.44 (1.01)
Week 52 Adjusted Mean Change (SE) -0.98 (0.27) -0.98(0.29) 0.01[-0.78;0.80] 0.984
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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12.1 LEI Presence of Enthesitis (FAS)
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value
LEI Presence of Enthesitis Week 63 49 0.99 1.01 0.002
52, N'n (%) 18.23 17.03 [0.43; 2.31] [0.55;1.84] [-0.163;0.166]
(27.62) (27.47) 0.987 0.977 0.985

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

RR and RD calculated directly without adjustment.

All results are combined over MI:
n and % are averages of all imputations.

transformation. All Cls and p-values are Wald-type.

OR from logistic regression model with predictors treatment and weight.

Estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale with subsequent back-

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.2 LEI Presence of Enthesitis by Gender (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.399

52

Male (N) 42 33

LEI Presence of Enthesitis Week 40 26 0.74 0.85 -0.048

52, N'n (%) 10.99 10.23 [0.25; 2.23] [0.39;1.82] [-0.267;0.171]
(26.17) (31.00) 0.596 0.674 0.665

Female (N) 24 29

LEI Presence of Enthesitis Week 23 23 1.57 1.30 0.067

52, N'n (%) 7.24 6.80 [0.41;5.99] [0.50;3.40] [-0.185;0.319]
(30.17) (23.45) 0.512 0.594 0.602

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.3 LEI Presence of Enthesitis by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.258

52

PASDAS < 5.4 (N) 16 13

LEI Presence of Enthesitis Week 16 9 0.24 0.33 -0.144

52, N'n (%) 1.00 (6.25) 2.68 [0.02; 3.73] [0.03;3.46] [-0.430;0.142]

(20.62) 0.307 0.352 0.325

PASDAS > 5.4 (N) 50 49

LEI Presence of Enthesitis Week 47 40 1.27 1.18 0.052

52, N'n (%) 17.23 14.35 [0.51; 3.18] [0.64;2.18] [-0.140; 0.244]
(34.46) (29.29) 0.610 0.596 0.597

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.4 LEI Presence of Enthesitis by Moderate/Severe PSO D (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.271

52

Moderate/Severe Psoriasis (Def 28 32

D): No (N)

LEI Presence of Enthesitis Week 26 23 0.61 0.69 -0.106

52, N'n (%) 6.48 10.81 [0.17;2.12] [0.28;1.66] [-0.348;0.135]
(23.14) (33.78) 0.435 0.405 0.388

Moderate/Severe Psoriasis (Def 38 30

D): Yes (N)

LEI Presence of Enthesitis Week 37 26 1.61 151 0.102

52, N'n (%) 11.75 6.22 [0.48; 5.37] [0.61;3.72] [-0.114; 0.318]
(30.92) (20.73) 0.443 0.375 0.356

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.5 LEI Presence of Enthesitis by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.973

52

< Median (N) 40 29

LEI Presence of Enthesitis Week 38 21 0.99 1.06 0.012

52, N'n (%) 10.99 7.62 [0.29; 3.35] [0.44;2.53] [-0.217;0.241]
(27.48) (26.28) 0.990 0.898 0.918

> Median (N) 26 33

LEI Presence of Enthesitis Week 25 28 1.02 0.98 -0.007

52, N'n (%) 7.24 9.41 [0.31; 3.41] [0.42;2.30] [-0.246; 0.232]
(27.85) (28.52) 0.972 0.961 0.956

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.6 LEI Presence of Enthesitis by Enthesitis at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.654

52

Enthesitis: No (N) 34 22

LEI Presence of Enthesitis Week 32 19 0.89 0.91 -0.018

52, N'n (%) 5.48 3.95 [0.18; 4.34] [0.25;3.28] [-0.236; 0.199]
(16.12) (17.95) 0.885 0.889 0.868

Enthesitis: Yes (N) 32 40

LEI Presence of Enthesitis Week 31 30 1.37 1.22 0.071

52, N'n (%) 12.75 13.08 [0.48; 3.95] [0.64;2.35] [-0.162;0.305]
(39.84) (32.70) 0.557 0.545 0.549

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.7 LEI Presence of Enthesitis by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.269

52

Non-carrier (N) 29 25

LEI Presence of Enthesitis Week 28 22 2.21 1.79 0.137

52, N'n (%) 9.24 4,53 [0.53;9.19] [0.61;5.24] [-0.100; 0.375]
(31.86) (18.12) 0.274 0.291 0.257

Carrier (N) 22 19

LEI Presence of Enthesitis Week 20 16 0.71 0.82 -0.061

52, N'n (%) 5.99 6.34 [0.17; 3.01] [0.30;2.19] [-0.357;0.235]
(27.23) (33.37) 0.638 0.688 0.684

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.8 LEI Presence of Enthesitis by Lead Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.759

52

Non-carrier (N) 28 19

LEI Presence of Enthesitis Week 27 14 1.28 1.25 0.054

52, N'n (%) 8.24 4.56 [0.28; 5.86] [0.41;3.80] [-0.222;0.330]
(29.43) (24.00) 0.751 0.688 0.700

Carrier (N) 22 19

LEI Presence of Enthesitis Week 20 18 0.93 0.95 -0.014

52, N'n (%) 6.99 6.31 [0.23; 3.77] [0.38;2.40] [-0.312;0.283]
(31.77) (33.21) 0.915 0.922 0.925

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.9 LEI Presence of Enthesitis by Lead Candidate Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.991

52

Non-carrier (N) 19 21

LEI Presence of Enthesitis Week 19 16 1.26 1.20 0.048

52, N'n (%) 6.00 5.63 [0.28; 5.75] [0.42;3.40] [-0.248;0.344]
(31.58) (26.81) 0.761 0.736 0.752

Carrier (N) 30 23

LEI Presence of Enthesitis Week 28 22 1.25 1.24 0.055

52, N'n (%) 8.48 5.24 [0.33; 4.70] [0.47;3.27] [-0.186; 0.296]
(28.27) (22.78) 0.741 0.661 0.656

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.10 LEI Presence of Enthesitis by Lead Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.832

52

Non-carrier (N) 25 32

LEI Presence of Enthesitis Week 23 28 1.35 1.16 0.043

52, N'n (%) 7.99 8.84 [0.38; 4.80] [0.49;2.73] [-0.210; 0.296]
(31.96) (27.63) 0.638 0.734 0.737

Carrier (N) 26 12

LEI Presence of Enthesitis Week 25 10 1.75 1.72 0.109

52, N'n (%) 7.24 2.03 [0.24; 12.69] [0.35;8.45] [-0.180; 0.399]
(27.85) (16.92) 0.580 0.507 0.459

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

Final/22-Aug-2020 Page 242 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

12.11 LEI Presence of Enthesitis by Lead Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.869

52

Non-carrier (N) 38 33

LEI Presence of Enthesitis Week 35 27 1.21 1.25 0.057

52, N'n (%) 11.23 7.87 [0.37; 3.99] [0.53;2.93] [-0.163;0.277]
(29.55) (23.85) 0.748 0.610 0.611

Carrier (N) 12 9

LEI Presence of Enthesitis Week 12 9 1.49 1.13 0.028

52, N'n (%) 3.00 2.00 [0.18; 12.27] [0.23;5.39] [-0.338; 0.394]
(25.00) (22.22) 0.710 0.883 0.882

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) LEI Presence of Enthesitis, all imputations were equal in at least one subgroup. In this case results were not combined but
taken from the first imputation.
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12.12 LEI Presence of Enthesitis by Lead Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.209

52

Non-carrier (N) 36 34

LEI Presence of Enthesitis Week 33 28 1.94 1.48 0.108

52, N'n (%) 12.23 7.87 [0.59; 6.33] [0.64;3.40] [-0.116; 0.332]
(33.97) (23.15) 0.272 0.356 0.343

Carrier (N) 13 10

LEI Presence of Enthesitis Week 13 10 0.41 0.77 -0.069

52, N'n (%) 3.00 3.00 [0.05; 3.24] [0.20;3.03] [-0.434;0.296]
(23.08) (30.00) 0.401 0.708 0.710

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) LEI Presence of Enthesitis, all imputations were equal in at least one subgroup. In this case results were not combined but
taken from the first imputation.
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12.13 LEI Presence of Enthesitis by Lead Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.959

52

Non-carrier (N) 42 36

LEI Presence of Enthesitis Week 39 30 1.35 1.29 0.069

52, N'n (%) 13.23 8.87 [0.45; 4.09] [0.59;2.81] [-0.143;0.280]
(31.50) (24.64) 0.591 0.528 0.525

Carrier (N) 9 5

LEI Presence of Enthesitis Week 9 5 1.25 1.11 0.022

52, N'n (%) 2.00 1.00 [0.08; 18.81] [0.13;9.42] [-0.421;0.466]
(22.22) (20.00) 0.870 0.923 0.922

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) LEI Presence of Enthesitis, all imputations were equal in at least one subgroup. In this case results were not combined but
taken from the first imputation.
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12.14 LEI Presence of Enthesitis by Lead Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.461

52

Low score (N) 11 22

LEI Presence of Enthesitis Week 10 16 2.36 1.64 0.165

52, N'n (%) 4.75 5.87 [0.43; 12.90] [0.56;4.81] [-0.203; 0.533]
(43.18) (26.68) 0.323 0.367 0.379

High score (N) 40 22

LEI Presence of Enthesitis Week 38 22 1.06 1.15 0.035

52, N'n (%) 10.48 5.00 [0.30; 3.77] [0.45;2.94] [-0.189; 0.258]
(26.20) (22.73) 0.930 0.768 0.761

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.15 LEI Presence of Enthesitis by Linkage Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.739

52

Non-carrier (N) 31 23

LEI Presence of Enthesitis Week 30 18 1.59 1.54 0.100

52, N'n (%) 9.24 4.56 [0.37; 6.87] [0.51;4.65] [-0.145; 0.345]
(29.81) (19.83) 0.538 0.445 0.425

Carrier (N) 20 21

LEI Presence of Enthesitis Week 18 20 1.12 0.99 -0.001

52, N'n (%) 5.99 6.31 [0.27; 4.66] [0.37;2.64] [-0.292;0.290]
(29.95) (30.05) 0.876 0.989 0.995

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.16 LEI Presence of Enthesitis by Linkage Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.848

52

Non-carrier (N) 19 20

LEI Presence of Enthesitis Week 19 15 1.17 1.14 0.034

52, N'n (%) 6.00 5.63 [0.26; 5.32] [0.40;3.22] [-0.268; 0.337]
(31.58) (28.15) 0.842 0.805 0.824

Carrier (N) 32 24

LEI Presence of Enthesitis Week 29 23 1.42 1.32 0.070

52, N'n (%) 9.23 5.24 [0.38; 5.22] [0.50;3.46] [-0.165; 0.305]
(28.84) (21.83) 0.600 0.571 0.559

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.17 LEI Presence of Enthesitis by Linkage Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.832

52

Non-carrier (N) 25 32

LEI Presence of Enthesitis Week 23 28 1.35 1.16 0.043

52, N'n (%) 7.99 8.84 [0.38; 4.80] [0.49;2.73] [-0.210; 0.296]
(31.96) (27.63) 0.638 0.734 0.737

Carrier (N) 26 12

LEI Presence of Enthesitis Week 25 10 1.75 1.72 0.109

52, N'n (%) 7.24 2.03 [0.24; 12.69] [0.35;8.45] [-0.180; 0.399]
(27.85) (16.92) 0.580 0.507 0.459

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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12.18 LEI Presence of Enthesitis by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

LEI Presence of Enthesitis Week ~ p=0.876

52

Non-carrier (N) 39 35

LEI Presence of Enthesitis Week 36 29 1.22 1.24 0.060

52, N'n (%) 12.23 8.87 [0.39; 3.82] [0.56;2.75] [-0.158;0.278]
(31.36) (25.34) 0.729 0.588 0.589

Carrier (N) 11 9

LEI Presence of Enthesitis Week 11 9 1.00 0.82 -0.040

52, N'n (%) 2.00 2.00 [0.10; 9.60] [0.14;4.71] [-0.395; 0.314]
(18.18) (22.22) 0.999 0.822 0.823

N': Number of patients with available response value
N-N'"is the number of values with M.

n (%): Number and percentage of patients with event
CI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) LEI Presence of Enthesitis, all imputations were equal in at least one subgroup. In this case results were not combined but
taken from the first imputation.
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13.0 PASI Score - Return Rates (FAS)
Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)
Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 4 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 57 (91.9) 121 (94.5)
Week 16 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 24 Returns 64 (97.0) 53 (85.5) 117 (91.4)
Week 32 Returns 61 (92.4) 53 (85.5) 114 (89.1)
Week 40 Returns 64 (97.0) 49 (79.0) 113 (88.3)
Week 52 Returns 63 (95.5) 49 (79.0) 112 (87.5)
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13.1 PASI Score - Change from Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 14.57 (8.14) 14.64 (9.39)
Week 52 Mean (SD) 1.46 (2.78)  2.92 (4.69)
Week 52 Adjusted Mean Change (SE) -12.92 (0.47) -11.04 (0.52) -1.88[-3.27;-0.49] 0.008

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: unstructured (un)
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13.2 PASI Score - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.789
Male, N 42 33
N' 42 32
Baseline Mean (SD) 15.57 (6.98) 16.06 (9.13)
Week 52 Mean (SD) 1.41(2.34) 2.73(3.65)
Week 52 Adjusted Mean Change (SE) -13.13(0.59) -11.67 (0.71) -1.47 [-3.30; 0.37] 0.116
Female, N 24 29
N' 24 29
Baseline Mean (SD) 12.81 (9.76) 13.02 (9.58)
Week 52 Mean (SD) 1.54 (3.48)  3.13(5.72)
Week 52 Adjusted Mean Change (SE) -12.56 (0.78) -10.28 (0.76) -2.28 [-4.43; -0.13] 0.038
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.3 PASI Score - Change from Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.599
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 12.05 (4.46) 10.91 (5.66)
Week 52 Mean (SD) 1.06 (1.42) 3.00(3.33)
Week 52 Adjusted Mean Change (SE) -13.27 (0.95) -10.63 (1.19) -2.64 [-5.64; 0.35] 0.083
PASDAS >5.4, N 50 49
N' 50 48
Baseline Mean (SD) 15.37 (8.89) 15.62 (9.97)
Week 52 Mean (SD) 1.60 (3.11)  2.90 (4.98)
Week 52 Adjusted Mean Change (SE) -12.82 (0.54) -11.12(0.58) -1.70 [-3.27;-0.12] 0.035
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.4 PASI Score - Change from Baseline by Moderate/Severe PSO D (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.986
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 8.54 (2.87) 8.36(2.32)
Week 52 Mean (SD) 0.66(1.01) 1.97 (2.71)
Week 52 Adjusted Mean Change (SE) -13.32 (0.80) -11.32(0.81) -1.99 [-4.04; 0.05] 0.056
Moderate/Severe Psoriasis (Def D): Yes, 38 30
N
N' 38 29
Baseline Mean (SD) 19.00 (7.91) 21.33(9.48)
Week 52 Mean (SD) 2.03(3.44) 3.76 (5.85)
Week 52 Adjusted Mean Change (SE) -12.62 (0.66) -10.83 (0.80) -1.79[-3.69;0.11] 0.064

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.5 PASI Score - Change from Baseline by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.500
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 15.92 (8.94) 13.38(7.57)
Week 52 Mean (SD) 1.48(2.38) 1.83(2.19)
Week 52 Adjusted Mean Change (SE) -13.00 (0.60) -11.53(0.77) -1.48 [-3.42; 0.46] 0.134
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 12.48 (6.33) 15.74 (10.75)
Week 52 Mean (SD) 1.44 (3.36) 3.74 (5.83)
Week 52 Adjusted Mean Change (SE) -12.83(0.74) -10.70 (0.70) -2.13 [-4.16; -0.10] 0.040

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.6 PASI Score - Change from Baseline by Enthesitis at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.550
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 12.54 (5.55) 13.90 (8.56)
Week 52 Mean (SD) 0.80(1.20) 3.36(5.94)
Week 52 Adjusted Mean Change (SE) -13.60 (0.66) -11.02 (0.84) -2.58 [-4.70; -0.46] 0.017
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 16.72 (9.84) 15.04 (9.91)
Week 52 Mean (SD) 2.15(3.68)  2.64 (3.79)
Week 52 Adjusted Mean Change (SE) -12.22 (0.68) -11.08 (0.66) -1.14 [-3.00; 0.73] 0.230
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.7 PASI Score - Change from Baseline by HLA-DQA1*05 (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.939
Non-carrier, N 29 25
N’ 29 25
Baseline Mean (SD) 13.69 (6.12) 14.06 (9.85)
Week 52 Mean (SD) 1.44 (3.21) 2.75(5.87)
Week 52 Adjusted Mean Change (SE) -12.95 (0.77) -11.71(0.86) -1.24[-3.54; 1.05] 0.286
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 14.79 (9.23) 15.20 (9.44)
Week 52 Mean (SD) 1.20 (2.17)  3.23(3.88)
Week 52 Adjusted Mean Change (SE) -12.86 (0.90) -10.41(1.01) -2.45[-5.14; 0.23] 0.073

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.8 PASI Score - Change from Baseline by Lead Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.803
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 15.19 (5.75) 13.76 (8.45)
Week 52 Mean (SD) 1.40 (3.31) 2.91(7.08)
Week 52 Adjusted Mean Change (SE) -12.53 (0.80) -10.35(1.04) -2.18 [-4.77; 0.42] 0.099
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 11.40 (5.89) 13.72(7.52)
Week 52 Mean (SD) 1.29 (2.10)  3.77 (3.85)
Week 52 Adjusted Mean Change (SE) -11.56 (0.91) -9.69 (0.97) -1.87 [-4.50; 0.76] 0.160
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.9 PASI Score - Change from Baseline by Lead Candidate Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.663
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 12.87 (6.14) 16.89 (9.01)
Week 52 Mean (SD) 1.44 (3.51) 3.20(6.56)
Week 52 Adjusted Mean Change (SE) -12.98 (0.92) -10.68 (0.96) -2.30 [-4.97; 0.37] 0.091
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 14.96 (8.54) 12.42(9.78)
Week 52 Mean (SD) 1.18 (2.27)  2.77(3.81)
Week 52 Adjusted Mean Change (SE) -13.30 (0.74) -11.56 (0.85) -1.74 [-3.99; 0.52] 0.129
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.10 PASI Score - Change from Baseline by Lead Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.702
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 14.13 (5.53) 15.89 (10.32)
Week 52 Mean (SD) 1.24(3.18) 2.38(2.64)
Week 52 Adjusted Mean Change (SE) -12.70 (0.82) -11.95(0.75) -0.75 [-2.96; 1.46] 0.502
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 14.20 (9.21) 11.00 (6.29)
Week 52 Mean (SD) 1.43 (2.46)  4.55(9.00)
Week 52 Adjusted Mean Change (SE) -13.11 (0.80) -9.02 (1.25)  -4.09 [-7.05; -1.14] 0.007
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.11 PASI Score - Change from Baseline by Lead Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.652
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 14.45 (8.04) 15.61 (10.55)
Week 52 Mean (SD) 1.72(3.20) 3.30(5.77)
Week 52 Adjusted Mean Change (SE) -12.46 (0.68) -10.76 (0.77) -1.70 [-3.74; 0.34] 0.102
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 12.63 (5.80) 10.90 (5.04)
Week 52 Mean (SD) 0.34(0.41)  1.70 (2.18)
Week 52 Adjusted Mean Change (SE) -13.74 (1.20) -12.44 (1.39) -1.30 [-4.93; 2.32] 0.477
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.12 PASI Score - Change from Baseline by Lead Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.184
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 14.37 (6.33) 16.03 (10.32)
Week 52 Mean (SD) 157 (3.28) 3.36 (5.68)
Week 52 Adjusted Mean Change (SE) -12.60 (0.71) -10.88 (0.77) -1.72[-3.80; 0.36] 0.104
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 13.63 (10.56) 9.53 (3.46)
Week 52 Mean (SD) 0.95(1.22) 1.79 (2.62)
Week 52 Adjusted Mean Change (SE) -13.54 (1.16) -12.27 (1.35) -1.27 [-4.80; 2.27] 0.479
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.13 PASI Score - Change from Baseline by Lead Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.295
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 14.18 (7.86) 13.58 (7.54)
Week 52 Mean (SD) 1.57 (3.05)  2.95(5.49)
Week 52 Adjusted Mean Change (SE) -12.05 (0.66) -10.40 (0.74) -1.65[-3.61;0.31] 0.098
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 14.11 (6.30) 10.46 (2.98)
Week 52 Mean (SD) 0.33(0.66)  3.60 (4.17)
Week 52 Adjusted Mean Change (SE) -13.43 (1.40) -9.82 (1.88) -3.62[-8.28; 1.04] 0.126
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.14 PASI Score - Change from Baseline by Lead Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.865
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 14.25 (6.39) 18.68 (11.34)
Week 52 Mean (SD) 2.16 (4.75)  3.08 (6.53)
Week 52 Adjusted Mean Change (SE) -11.33 (1.27) -10.97 (1.02) -0.36 [-3.60; 2.87] 0.825
High score, N 40 22
N' 40 22
Baseline Mean (SD) 14.15(7.91) 10.43 (4.86)
Week 52 Mean (SD) 1.12 (2.06)  2.85(3.86)
Week 52 Adjusted Mean Change (SE) -13.32(0.66) -11.27 (0.91) -2.05 [-4.28; 0.18] 0.071

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.15 PASI Score - Change from Baseline by Linkage Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.648
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 16.08 (7.86) 13.30(8.10)
Week 52 Mean (SD) 1.43(3.19) 2.31(6.30)
Week 52 Adjusted Mean Change (SE) -13.23(0.75) -11.61(0.92) -1.62 [-3.98; 0.74] 0.176
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 11.20 (6.10) 15.93 (11.01)
Week 52 Mean (SD) 1.19 (2.08)  3.53(3.72)
Week 52 Adjusted Mean Change (SE) -12.37(0.95) -10.77 (0.91) -1.60 [-4.23; 1.03] 0.229

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.16 PASI Score - Change from Baseline by Linkage Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.901
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 12.87 (6.14) 17.23(9.11)
Week 52 Mean (SD) 1.44 (3.51) 3.41(6.73)
Week 52 Adjusted Mean Change (SE) -12.99 (0.95) -10.38 (1.03) -2.62 [-5.43; 0.20] 0.068
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 14.94 (8.28) 12.33(9.58)
Week 52 Mean (SD) 1.28(2.29)  2.65 (3.77)
Week 52 Adjusted Mean Change (SE) -12.88 (0.75) -11.72(0.87) -1.17 [-3.45; 1.11] 0.312

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.17 PASI Score - Change from Baseline by Linkage Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.702
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 14.13 (5.53) 15.89 (10.32)
Week 52 Mean (SD) 1.24(3.18) 2.38(2.64)
Week 52 Adjusted Mean Change (SE) -12.70 (0.82) -11.95(0.75) -0.75 [-2.96; 1.46] 0.502
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 14.20 (9.21) 11.00 (6.29)
Week 52 Mean (SD) 1.43 (2.46)  4.55(9.00)
Week 52 Adjusted Mean Change (SE) -13.11 (0.80) -9.02 (1.25)  -4.09 [-7.05; -1.14] 0.007
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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13.18 PASI Score - Change from Baseline by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.830
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 14.64 (8.02) 15.69 (10.24)
Week 52 Mean (SD) 1.67 (3.17) 3.26 (5.61)
Week 52 Adjusted Mean Change (SE) -12.52 (0.68) -10.82(0.75) -1.70[-3.71;0.31] 0.096
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 11.99 (5.63) 10.14 (4.49)
Week 52 Mean (SD) 0.27 (0.35)  1.97 (2.76)
Week 52 Adjusted Mean Change (SE) -13.82 (1.27) -12.17 (1.41) -1.65 [-5.38; 2.08] 0.382
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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14.1 PASI Response PASI75 / PASI90 / PASI100 / PASI <3 (FAS)
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value
PASI75 Response Week 52, N'n 63 49 4.43 1.34 0.223
(%) 58.23 40.88 [1.62; 12.12] [1.08; 1.66] [0.072; 0.374]
(88.23) (65.94) 0.004 0.008 0.004
PASI90 Response Week 52, N'n 63 49 3.69 1.71 0.296
(%) 46.98 25.79 [1.70; 8.00] [1.21;2.42] [0.127; 0.465]
(71.18) (41.60) <.001 0.002 <.001
PASI100 Response Week 52, N' 63 49 2.24 171 0.153
n (%) 24.31 13.35 [0.99; 5.08] [0.96; 3.05] [-0.004; 0.310]
(36.83) (21.53) 0.054 0.069 0.056
PASI Absolute <3 Week 52, N'n 63 49 3.82 1.35 0.222
(%) 56.82 39.63 [1.50; 9.76] [1.08; 1.69] [0.068; 0.376]
(86.09) (63.92) 0.005 0.009 0.005

N-N'is the number of values with MI.

CI: Confidence Interval
MI: Multiple Imputation
N.E.: Not estimable
OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

All results are combined over MI:
n and % are averages of all imputations.

N': Number of patients with available response value

n (%): Number and percentage of patients with event

OR from logistic regression model with predictors treatment and weight.
RR and RD calculated directly without adjustment.

Estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale with subsequent back-
transformation. All Cls and p-values are Wald-type.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.2 PASI Response PASI7S / PASI90 / PASI100 / PASI <3 by Gender (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.816

PASI90 Response Week 52 p=0.778

PASI100 Response Week 52 p=0.171

PASI Absolute <3 Week 52 p=0.417

Male (N) 42 33

PASI75 Response Week 52, N'n 40 26 4.68 1.26 0.187

(%) 38.05 23.73 [1.13; 19.39] [0.98;1.62] [-0.002;0.375]
(90.60) (71.92) 0.034 0.072 0.052

PASI90 Response Week 52, N'n 40 26 3.26 1.57 0.257

(%) 29.95 15.04 [1.19; 8.98] [1.01; 2.43] [0.033; 0.482]
(71.31) (45.58) 0.022 0.044 0.025

PASI100 Response Week 52, N' 40 26 3.84 2.46 0.230

n (%) 16.31 5.23 [1.18; 12.49] [1.01; 6.00] [0.034; 0.426]
(38.83) (15.85) 0.025 0.048 0.022

PASI Absolute <3 Week 52, N'n 40 26 2.78 1.25 0.166

(%) 35.04 22.06 [0.87;8.93] [0.93;1.67] [-0.039;0.371]
(83.43) (66.85) 0.086 0.134 0.113

Female (N) 24 29

PASI75 Response Week 52, N'n 23 23 3.68 1.42 0.249

(%) 20.18 17.15 [0.86; 15.79] [0.98; 2.07] [0.006; 0.493]
(84.08) (59.14) 0.080 0.063 0.045

PASI90 Response Week 52, N'n 23 23 4.09 1.92 0.339

(%) 17.03 10.75 [1.22; 13.69] [1.10; 3.35] [0.081; 0.597]
(70.96) (37.07) 0.022 0.022 0.010

PASI100 Response Week 52, N' 23 23 1.17 1.19 0.053

n (%) 8.00 8.12 [0.35; 3.96] [0.53;2.70] [-0.197; 0.304]
(33.33) (28.00) 0.801 0.674 0.676

PASI Absolute <3 Week 52, N'n 23 23 6.46 1.50 0.302

(%) 21.78 17.57 [1.20; 34.81] [1.07;2.11] [0.078; 0.526]
(90.75) (60.59) 0.030 0.020 0.008
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.3 PASI Response PASI7S / PASI90 / PASI100 / PASI < 3 by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.175

PASI90 Response Week 52 p=0.680

PASI100 Response Week 52 p=0.625

PASI Absolute < 3 Week 52 p=0.619

PASDAS < 5.4 (N) 16 13

PASI75 Response Week 52, N'n 16 9 20.67 1.82 0.419

(%) 15.00 6.74 [1.60; 267.67] [1.01; 3.27] [0.103; 0.735]
(93.75) (51.85) 0.020 0.045 0.009

PASI90 Response Week 52, N'n 16 9 2.74 1.48 0.223

(%) 11.00 6.04 [0.55; 13.59] [0.74;2.97] [-0.138; 0.584]
(68.75) (46.46) 0.218 0.264 0.226

PASI100 Response Week 52, N' 16 9 3.43 2.26 0.207

n (%) 6.00 2.19 [0.51; 22.90] [0.55;9.29] [-0.111; 0.524]
(37.50) (16.85) 0.203 0.260 0.203

PASI Absolute <3 Week 52, N'n 16 9 5.99 1.52 0.296

(%) 14.00 7.53 [0.79; 45.40] [0.88;2.63] [-0.039; 0.630]
(87.50) (57.92) 0.083 0.134 0.083

PASDAS >5.4 (N) 50 49

PASI75 Response Week 52, N'n 47 40 3.07 1.24 0.168

(%) 43.23 34.14 [1.02;9.24] [0.99; 1.56] [-0.001; 0.337]
(86.46) (69.67) 0.046 0.064 0.052

PASI90 Response Week 52, N'n 47 40 4,01 1.79 0.317

(%) 35.98 19.75 [1.67;9.66] [1.20; 2.66] [0.126; 0.507]
(71.96) (40.31) 0.002 0.004 0.001

PASI100 Response Week 52, N' 47 40 2.03 1.61 0.138

n (%) 18.31 11.16 [0.81; 5.05] [0.85;3.04] [-0.041; 0.318]
(36.62) (22.78) 0.129 0.144 0.130

PASI Absolute <3 Week 52, N'n 47 40 3.37 1.31 0.201

(%) 42.82 32.10 [1.18; 9.64] [1.02; 1.67] [0.029; 0.374]
(85.64) (65.51) 0.024 0.032 0.022
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.4 PASI Response PASI75/ PASI90 / PASI100 / PASI <3 by Moderate/Severe PSO D

(FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.467

PASI90 Response Week 52 p=0.298

PASI100 Response Week 52 p=0.389

PASI Absolute <3 Week 52 p=0.296

Moderate/Severe Psoriasis (Def 28 32

D): No (N)

PASI75 Response Week 52, N'n 26 23 6.65 1.50 0.300

(%) 25.18 19.19 [1.32; 33.64] [1.06;2.13] [0.076; 0.523]
(89.93) (59.97) 0.022 0.021 0.009

PASI90 Response Week 52, N'n 26 23 5.74 2.17 0.403

(%) 20.98 11.08 [1.76; 18.75] [1.25;3.76]  [0.165; 0.641]
(74.93) (34.63) 0.004 0.006 <.001

PASI100 Response Week 52, N' 26 23 1.59 1.45 0.114

n (%) 10.31 8.13 [0.50; 5.08] [0.67;3.15] [-0.123;0.351]
(36.82) (25.41) 0.438 0.350 0.345

PASI Absolute <3 Week 52, N'n 26 23 11.85 1.40 0.271

(%) 26.78 21.94 [1.25;112.18] [1.06;1.84] [0.074;0.468]
(95.64) (68.56) 0.031 0.018 0.007

Moderate/Severe Psoriasis (Def 38 30

D): Yes (N)

PASI75 Response Week 52, N'n 37 26 3.08 1.20 0.147

(%) 33.05 21.69 [0.82; 11.51] [0.92;1.57] [-0.052; 0.346]
(86.97) (72.30) 0.095 0.168 0.149

PASI90 Response Week 52, N'n 37 26 251 1.40 0.194

(%) 26.00 14.71 [0.89; 7.03] [0.90;2.16] [-0.043;0.431]
(68.42) (49.03) 0.080 0.133 0.109

PASI100 Response Week 52, N' 37 26 3.32 2.12 0.194

n (%) 14.00 5.22 [0.99;11.12] [0.86;5.22] [-0.012;0.401]
(36.84) (17.40) 0.051 0.101 0.065

PASI Absolute <3 Week 52, N'n 37 26 3.14 1.34 0.201

(%) 30.04 17.69 [1.01;9.77] [0.94;1.91] [-0.023;0.425]
(79.05) (58.97) 0.048 0.100 0.078
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.5 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Lymphocyte Count at BL
(FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.484

PASI90 Response Week 52 p=0.788

PASI100 Response Week 52 p=0.808

PASI Absolute <3 Week 52 p=0.412

< Median (N) 40 29

PASI75 Response Week 52, N'n 38 21 291 1.17 0.129

(%) 35.05 21.67 [0.71;11.91] [0.90; 1.53] [-0.075; 0.333]
(87.63) (74.72) 0.138 0.235 0.215

PASI90 Response Week 52, N'n 38 21 3.54 1.69 0.275

(%) 26.95 11.56 [1.22;10.27] [1.01; 2.85] [0.038; 0.513]
(67.38) (39.86) 0.020 0.047 0.023

PASI100 Response Week 52, N' 38 21 211 1.56 0.119

n (%) 13.31 6.20 [0.66; 6.76] [0.67;3.61] [-0.093;0.331]
(33.28) (21.38) 0.210 0.300 0.272

PASI Absolute <3 Week 52, N'n 38 21 2.82 1.25 0.166

(%) 33.04 19.15 [0.83; 9.57] [0.91;1.72] [-0.055; 0.386]
(82.60) (66.03) 0.096 0.165 0.141

> Median (N) 26 33

PASI75 Response Week 52, N'n 25 28 6.10 1.53 0.309

(%) 23.18 19.21 [1.31; 28.34] [1.10; 2.14] [0.093; 0.526]
(89.15) (58.21) 0.021 0.013 0.005

PASI90 Response Week 52, N'n 25 28 4.40 1.79 0.339

(%) 20.03 14.23 [1.35; 14.34] [1.13; 2.84] [0.100; 0.578]
(77.04) (43.12) 0.014 0.013 0.005

PASI100 Response Week 52, N' 25 28 2.59 1.96 0.206

n (%) 11.00 7.15 [0.80; 8.36] [0.88;4.33] [-0.031; 0.444]
(42.31) (21.67) 0.112 0.099 0.088

PASI Absolute <3 Week 52, N'n 25 28 6.64 1.48 0.294

(%) 23.78 20.48 [1.28; 34.52] [1.08; 2.01] [0.085; 0.503]
(91.46) (62.06) 0.024 0.014 0.006
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.6 PASI Response PASI7S / PASI90 / PASI100 / PASI < 3 by Enthesitis at BL

According to LEI (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.927

PASI90 Response Week 52 p=0.211

PASI100 Response Week 52 p=0.039

PASI Absolute <3 Week 52 p=0.394

Enthesitis: No (N) 34 22

PASI75 Response Week 52, N'n 32 19 4.38 1.24 0.174

(%) 31.18 16.34 [0.75; 25.38] [0.93;1.65] [-0.046; 0.394]
(91.71) (74.27) 0.100 0.149 0.121

PASI90 Response Week 52, N'n 32 19 6.85 2.48 0.438

(%) 24.98 6.53 [1.98; 23.69] [1.24;4.99] [0.191; 0.685]
(73.47) (29.68) 0.002 0.011 <.001

PASI100 Response Week 52, N' 32 19 8.08 4.72 0.354

n (%) 1531  2.12(9.64) [1.57;41.69] [1.20;18.58] [0.142;0.566]
(45.03) 0.013 0.027 0.001

PASI Absolute <3 Week 52, N'n 32 19 6.05 1.43 0.271

(%) 30.78 13.96 [1.28; 28.53] [1.00; 2.04] [0.036; 0.506]
(90.53) (63.45) 0.023 0.049 0.024

Enthesitis: Yes (N) 32 40

PASI75 Response Week 52, N'n 31 30 3.96 1.38 0.232

(%) 27.05 24.54 [1.13;13.89] [1.02; 1.87] [0.026; 0.437]
(84.53) (61.35) 0.032 0.038 0.027

PASI90 Response Week 52, N'n 31 30 2.48 143 0.206

(%) 22.00 19.26 [0.90; 6.82] [0.95;2.16] [-0.023;0.435]
(68.75) (48.15) 0.079 0.089 0.077

PASI100 Response Week 52, N' 31 30 1.03 1.00 0.000

n (%) 9.00 11.23 [0.35; 2.99] [0.47;2.12] [-0.210;0.211]
(28.13) (28.08) 0.961 0.995 0.996

PASI Absolute <3 Week 52, N'n 31 30 2.61 1.27 0.172

(%) 26.04 25.67 [0.81; 8.49] [0.94;1.72] [-0.038;0.382]
(81.38) (64.18) 0.110 0.120 0.108
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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CAIN457F2366

14.7 PASI Response PASI75 / PASI90 / PASI100 / PASI <3 by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.375

PASI90 Response Week 52 p=0.900

PASI100 Response Week 52 p=0.244

PASI Absolute <3 Week 52 p=0.619

Non-carrier (N) 29 25

PASI75 Response Week 52, N'n 28 22 2.12 1.11 0.086

(%) 25.18 19.55 [0.42; 10.75] [0.86;1.44] [-0.124;0.297]
(86.83) (78.20) 0.365 0.430 0.422

PASI90 Response Week 52, N'n 28 22 3.14 1.46 0.240

(%) 22.03 12.98 [0.94; 10.52] [0.95;2.26] [-0.012;0.493]
(75.97) (51.92) 0.064 0.086 0.062

PASI100 Response Week 52, N' 28 22 1.26 1.16 0.052

n (%) 11.00 8.19 [0.39; 4.07] [0.56;2.42] [-0.205; 0.309]
(37.93) (32.76) 0.697 0.694 0.693

PASI Absolute <3 Week 52, N'n 28 22 2.79 1.15 0.119

(%) 25.78 19.25 [0.54; 14.56] [0.89;1.50] [-0.089; 0.327]
(88.90) (77.00) 0.223 0.277 0.261

Carrier (N) 22 19

PASI75 Response Week 52, N'n 20 16 6.05 1.50 0.289

(%) 19.05 10.97 [1.12; 32.75] [0.97; 2.33] [0.014; 0.563]
(86.59) (57.74) 0.037 0.069 0.039

PASI90 Response Week 52, N'n 20 16 3.53 1.73 0.287

(%) 14.95 7.46 [0.93; 13.44] [0.91;3.31] [-0.012;0.586]
(67.95) (39.26) 0.065 0.095 0.060

PASI100 Response Week 52, N' 20 16 3.99 2.59 0.259

n (%) 9.31 3.12 [0.85; 18.70] [0.82;8.17] [-0.012; 0.530]
(42.32) (16.42) 0.080 0.106 0.061

PASI Absolute <3 Week 52, N'n 20 16 491 1.56 0.293

(%) 18.04 10.01 [1.07; 22.62] [0.96; 2.53] [0.011; 0.576]
(82.00) (52.68) 0.041 0.072 0.042
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.8 PASI Response PASI7S5 / PASI90 / PASI100 / PASI < 3 by Lead Candidate Variant

rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.437

PASI90 Response Week 52 p=0.980

PASI100 Response Week 52 p=0.130

PASI Absolute <3 Week 52 p=0.984

Non-carrier (N) 28 19

PASI75 Response Week 52, N'n 27 14 7.51 1.33 0.228

(%) 26.00 13.32 [1.10; 51.28] [0.95;1.86] [-0.015;0.470]
(92.86) (70.11) 0.040 0.100 0.066

PASI90 Response Week 52, N'n 27 14 4.33 1.50 0.272

(%) 22.95 10.41 [1.06; 17.66] [0.94;2.38] [-0.002; 0.545]
(81.96) (54.79) 0.041 0.087 0.052

PASI100 Response Week 52, N' 27 14 1.16 1.05 0.019

n (%) 11.31 7.31 [0.33; 4.10] [0.50;2.22] [-0.273;0.311]
(40.39) (38.47) 0.819 0.895 0.897

PASI Absolute <3 Week 52, N'n 27 14 4.50 1.29 0.198

(%) 25.00 13.20 [0.83; 24.51] [0.91;1.82] [-0.051;0.448]
(89.29) (69.47) 0.082 0.153 0.119

Carrier (N) 22 19

PASI75 Response Week 52, N'n 20 18 2.88 1.33 0.194

(%) 17.23 11.20 [0.63; 13.20] [0.85;2.07] [-0.092; 0.480]
(78.32) (58.95) 0.174 0.209 0.184

PASI90 Response Week 52, N'n 20 18 4.22 2.24 0.328

(%) 13.03 5.03 [1.08; 16.57] [0.98; 5.13] [0.041; 0.614]
(59.23) (26.47) 0.039 0.057 0.025

PASI100 Response Week 52, N' 20 18 6.01 3.89 0.304

n (%) 9.00 2.00 [1.08; 33.45] [0.95;15.82] [0.056; 0.551]
(40.91) (10.53) 0.040 0.058 0.016

PASI Absolute <3 Week 52, N'n 20 18 4.40 1.53 0.281

(%) 17.82 10.06 [0.96; 20.18] [0.95;2.46] [-0.001; 0.562]
(81.00) (52.95) 0.057 0.079 0.051
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) PASI100 Response, all imputations were equal in at least one subgroup. In this case results were not combined but taken
from the first imputation.

Final/22-Aug-2020 Page 284 of 1387



Secukinumab/PSA
CAIN457F2366
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14.9 PASI Response PASI75/ PASI90 / PASI100 / PASI < 3 by Lead Candidate Variant
rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.872

PASI90 Response Week 52 p=0.672

PASI100 Response Week 52 p=0.845

PASI Absolute <3 Week 52 p=0.816

Non-carrier (N) 19 21

PASI75 Response Week 52, N'n 19 16 5.20 1.30 0.203

(%) 17.00 14.53 [0.70; 38.48] [0.91;1.84] [-0.053; 0.459]
(89.47) (69.19) 0.106 0.147 0.120

PASI90 Response Week 52, N'n 19 16 5.21 1.74 0.335

(%) 15.00 9.54 [1.18; 23.04] [1.02; 2.98] [0.049; 0.621]
(78.95) (45.43) 0.030 0.043 0.022

PASI100 Response Week 52, N' 19 16 243 1.73 0.177

n (%) 8.00 5.12 [0.59; 10.03] [0.68;4.38] [-0.112;0.467]
(42.11) (24.38) 0.220 0.247 0.230

PASI Absolute <3 Week 52, N'n 19 16 6.81 1.42 0.261

(%) 17.00 13.30 [0.97; 47.84] [0.97; 2.07] [0.003; 0.520]
(89.47) (63.33) 0.054 0.074 0.048

Carrier (N) 30 23

PASI75 Response Week 52, N'n 28 22 4.24 1.26 0.177

(%) 26.18 15.99 [0.87; 20.62] [0.93;1.70] [-0.047;0.402]
(87.27) (69.52) 0.074 0.144 0.121

PASI90 Response Week 52, N'n 28 22 3.45 1.55 0.259

(%) 21.98 10.90 [1.04;11.53] [0.95;2.52] [-0.002;0.519]
(73.27) (47.39) 0.044 0.079 0.052

PASI100 Response Week 52, N' 28 22 2.02 1.53 0.141

n (%) 12.31 6.19 [0.59; 6.88] [0.68;3.44] [-0.116; 0.398]
(41.03) (26.91) 0.264 0.308 0.282

PASI Absolute <3 Week 52, N'n 28 22 5.08 1.29 0.199

(%) 26.78 15.96 [0.99; 25.93] [0.95;1.74] [-0.022; 0.420]
(89.27) (69.39) 0.051 0.102 0.078

Final/22-Aug-2020

Page 285 of 1387




Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.10 PASI Response PASI75 / PASI90 / PASI100 / PASI <3 by Lead Candidate Variant

rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.792

PASI90 Response Week 52 p=0.894

PASI100 Response Week 52 p=0.985

PASI Absolute <3 Week 52 p=0.617

Non-carrier (N) 25 32

PASI75 Response Week 52, N'n 23 28 2.78 1.25 0.170

(%) 21.23 21.75 [0.61; 12.59] [0.93;1.69] [-0.052;0.391]
(84.92) (67.97) 0.184 0.146 0.134

PASI90 Response Week 52, N'n 23 28 3.59 1.62 0.292

(%) 19.03 15.01 [1.09; 11.85] [1.05; 2.51] [0.049; 0.535]
(76.12) (46.91) 0.036 0.029 0.018

PASI100 Response Week 52, N' 23 28 1.77 1.60 0.135

n (%) 9.00 7.19 [0.53; 5.96] [0.70;3.70] [-0.103; 0.374]
(36.00) (22.47) 0.353 0.268 0.266

PASI Absolute <3 Week 52, N'n 23 28 4.25 1.38 0.238

(%) 21.82 20.31 [0.92; 19.65] [1.01; 1.88] [0.021; 0.456]
(87.28) (63.47) 0.064 0.045 0.032

Carrier (N) 26 12

PASI75 Response Week 52, N'n 25 10 3.85 121 0.154

(%) 23.00 8.77 [0.56; 26.24] [0.82;1.79] [-0.138; 0.445]
(88.46) (73.08) 0.169 0.334 0.301

PASI90 Response Week 52, N'n 25 10 3.15 1.53 0.238

(%) 17.95 5.43 [0.71; 13.95] [0.76;3.09] [-0.104; 0.580]
(69.04) (45.25) 0.130 0.233 0.173

PASI100 Response Week 52, N' 25 10 1.74 1.27 0.092

n (%) 11.31 4.12 [0.39; 7.84] [0.51;3.17] [-0.244; 0.427]
(43.50) (34.33) 0.469 0.609 0.592

PASI Absolute <3 Week 52, N'n 25 10 2.34 1.14 0.100

(%) 22.00 8.95 [0.38; 14.39] [0.77;1.67] [-0.192; 0.393]
(84.62) (74.58) 0.360 0.516 0.502
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.11 PASI Response PASI75 / PASI90 / PASI100 / PASI <3 by Lead Candidate Variant

rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 N.E.

PASI90 Response Week 52 N.E.

PASI100 Response Week 52 p=0.517

PASI Absolute <3 Week 52 N.E.

Non-carrier (N) 38 33

PASI75 Response Week 52, N'n 35 27 2.82 121 0.139

(%) 31.23 22.52 [0.79; 10.05] [0.90;1.61] [-0.070; 0.349]
(82.18) (68.24) 0.109 0.208 0.192

PASI90 Response Week 52, N'n 35 27 2.09 1.35 0.163

(%) 23.98 15.44 [0.78; 5.59] [0.86;2.11] [-0.070; 0.396]
(63.11) (46.79) 0.143 0.189 0.170

PASI100 Response Week 52, N' 35 27 241 1.70 0.155

n (%) 14.31 7.31 [0.80; 7.30] [0.78;3.70] [-0.058; 0.368]
(37.66) (22.15) 0.120 0.179 0.154

PASI Absolute <3 Week 52, N'n 35 27 2.95 1.26 0.167

(%) 30.82 21.26 [0.89; 9.85] [0.93;1.71] [-0.045; 0.379]
(81.11) (64.42) 0.078 0.141 0.123

Carrier (N) 12 9

PASI75 Response Week 52, N'n 12 9 N.E. 1.29 0.222

(%) 12.00 7.00 [0.91;1.82] [-0.049; 0.494]
(100.00) (77.78) 0.158 0.109

PASI90 Response Week 52, N'n 12 9 N.E. 2.25 0.556

(%) 12.00 4.00 [1.08; 4.67] [0.231; 0.880]
(100.00) (44.44) 0.030 <.001

PASI100 Response Week 52, N' 12 9 1.17 1.25 0.083

n (%) 5.00 3.00 [0.18; 7.61] [0.40;3.91] [-0.332;0.499]
(41.67) (33.33) 0.868 0.701 0.694

PASI Absolute <3 Week 52, N'n 12 9 N.E. 1.29 0.222

(%) 12.00 7.00 [0.91;1.82] [-0.049; 0.494]
(100.00) (77.78) 0.158 0.109
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
If the interaction test is N.E.: OR from separate logistic regression models for each subgroup with predictors treatment and weight.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of

imputations.
OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) PASI75 Response, PASI90 Response, PASI100 Response, PASI Absolute <= 3, all imputations were equal in at least one
subgroup. In this case results were not combined but taken from the first imputation.
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14.12 PASI Response PASI75 / PASI90 / PASI100 / PASI <3 by Lead Candidate Variant
rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.983

PASI90 Response Week 52 p=0.954

PASI100 Response Week 52 p=0.124

PASI Absolute <3 Week 52 p=0.255

Non-carrier (N) 36 34

PASI75 Response Week 52, N'n 33 28 3.27 131 0.205

(%) 31.23 22.52 [0.89; 12.06] [0.98; 1.75] [0.002; 0.408]
(86.75) (66.24) 0.075 0.064 0.048

PASI90 Response Week 52, N'n 33 28 3.04 1.59 0.268

(%) 25.98 15.44 [1.09; 8.51] [1.03; 2.45] [0.041; 0.494]
(72.17) (45.41) 0.034 0.035 0.021

PASI100 Response Week 52, N' 33 28 2.81 2.15 0.212

n (%) 14.31 6.31 [0.90; 8.78] [0.93; 4.93] [0.001; 0.422]
(39.75) (18.56) 0.075 0.072 0.049

PASI Absolute <3 Week 52, N'n 33 28 2.45 1.27 0.174

(%) 29.82 22.26 [0.73; 8.18] [0.94;1.70] [-0.035;0.382]
(82.83) (65.47) 0.145 0.119 0.102

Carrier (N) 13 10

PASI75 Response Week 52, N'n 13 10 3.17 1.06 0.046

(%) 11.00 8.00 [0.26; 38.13] [0.72;1.56] [-0.270; 0.362]
(84.62) (80.00) 0.362 0.776 0.775

PASI90 Response Week 52, N'n 13 10 3.23 1.38 0.192

(%) 9.00 5.00 [0.52; 20.00] [0.68;2.84] [-0.206; 0.591]
(69.23) (50.00) 0.207 0.374 0.345

PASI100 Response Week 52, N' 13 10 0.54 0.62 -0.192

n (%) 4.00 5.00 [0.09; 3.16] [0.22;1.71] [-0.591; 0.206]
(30.77) (50.00) 0.492 0.353 0.345

PASI Absolute <3 Week 52, N'n 13 10 15.06 1.32 0.223

(%) 12.00 7.00 [0.82;275.90] [0.85;2.04] [-0.096; 0.542]
(92.31) (70.00) 0.068 0.213 0.170
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) PASI75 Response, PASI90 Response, PASI100 Response, PASI Absolute <= 3, all imputations were equal in at least one
subgroup. In this case results were not combined but taken from the first imputation.
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14.13 PASI Response PASI75 / PASI90 / PASI100 / PASI <3 by Lead Candidate Variant

rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 N.E.

PASI90 Response Week 52 p=0.373

PASI100 Response Week 52 p=0.668

PASI Absolute <3 Week 52 N.E.

Non-carrier (N) 42 36

PASI75 Response Week 52, N'n 39 30 3.08 1.23 0.158

(%) 35.23 24.52 [0.90; 10.61] [0.94;1.62] [-0.039; 0.355]
(83.88) (68.11) 0.074 0.133 0.116

PASI90 Response Week 52, N'n 39 30 2.95 151 0.233

(%) 28.98 16.44 [1.11;7.87] [0.99; 2.30] [0.015; 0.452]
(69.00) (45.67) 0.030 0.053 0.036

PASI100 Response Week 52, N' 39 30 1.57 1.32 0.082

n (%) 14.31 9.31 [0.56; 4.40] [0.65;2.68] [-0.124;0.288]
(34.07) (25.86) 0.390 0.444 0.435

PASI Absolute <3 Week 52, N'n 39 30 2.79 1.23 0.155

(%) 34.82 24.26 [0.86;9.00] [0.93;1.62] [-0.042;0.352]
(82.90) (67.39) 0.087 0.139 0.122

Carrier (N) 9 5

PASI75 Response Week 52, N'n 9 5 N.E. 1.67 0.400

(%) 9.00 3.00 [0.81;3.41] [-0.029; 0.829]
(100.00) (60.00) 0.162 0.068

PASI90 Response Week 52, N'n 9 5 11.16 2.22 0.489

(%) 8.00 2.00 [0.71;175.08]  [0.74; 6.66] [0.013; 0.965]
(88.89) (40.00) 0.086 0.154 0.044

PASI100 Response Week 52, N' 9 5 2.72 1.67 0.267

n (%) 6.00 2.00 [0.28; 26.57] [0.52;5.36] [-0.262; 0.795]
(66.67) (40.00) 0.390 0.392 0.323

PASI Absolute <3 Week 52, N'n 9 5 N.E. 1.67 0.400

(%) 9.00 3.00 [0.81;3.41] [-0.029; 0.829]
(100.00) (60.00) 0.162 0.068
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
If the interaction test is N.E.: OR from separate logistic regression models for each subgroup with predictors treatment and weight.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of

imputations.
OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) PASI75 Response, PASI90 Response, PASI100 Response, PASI Absolute <= 3, all imputations were equal in at least one
subgroup. In this case results were not combined but taken from the first imputation.
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14.14 PASI Response PASI7S / PASI90 / PASI100 / PASI <3 by Lead Candidate Allele

Score (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.408

PASI90 Response Week 52 p=0.221

PASI100 Response Week 52 p=0.394

PASI Absolute <3 Week 52 p=0.225

Low score (N) 11 22

PASI75 Response Week 52, N'n 10 16 1.79 1.17 0.117

(%) 9.05 15.52 [0.24; 13.23] [0.78; 1.76]  [-0.194; 0.428]
(82.27) (70.55) 0.567 0.457 0.460

PASI90 Response Week 52, N'n 10 16 1.55 1.23 0.116

(%) 7.00 11.44 [0.33; 7.23] [0.66;2.26] [-0.241;0.474]
(63.64) (52.00) 0.579 0.515 0.524

PASI100 Response Week 52, N' 10 16 3.48 2.34 0.259

n (%) 5.00 4.31 [0.67; 18.16] [0.78;6.98] [-0.082; 0.600]
(45.45) (19.59) 0.140 0.129 0.137

PASI Absolute <3 Week 52, N'n 10 16 1.36 1.13 0.083

(%) 8.04 14.26 [0.24; 7.58] [0.69;1.84] [-0.257;0.422]
(73.09) (64.82) 0.725 0.627 0.633

High score (N) 40 22

PASI75 Response Week 52, N'n 38 22 5.20 1.29 0.198

(%) 35.18 15.00 [1.16; 23.37] [0.95;1.76] [-0.022;0.418]
(87.95) (68.18) 0.031 0.106 0.078

PASI90 Response Week 52, N'n 38 22 5.20 1.83 0.340

(%) 29.98 9.00 [1.62;16.71] [1.07;3.12] [0.095; 0.586]
(74.95) (40.91) 0.006 0.026 0.007

PASI100 Response Week 52, N' 38 22 1.46 1.20 0.065

n (%) 15.31 7.00 [0.47; 4.53] [0.58;2.49] [-0.183;0.312]
(38.28) (31.82) 0.517 0.621 0.609

PASI Absolute <3 Week 52, N'n 38 22 5.68 1.31 0.213

(%) 35.78 15.00 [1.25; 25.81] [0.97;1.78] [-0.005; 0.430]
(89.45) (68.18) 0.024 0.082 0.055
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.15 PASI Response PASI7S / PASI90 / PASI100 / PASI <3 by Linkage Variant

rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.532

PASI90 Response Week 52 p=0.771

PASI100 Response Week 52 p=0.111

PASI Absolute <3 Week 52 p=0.871

Non-carrier (N) 31 23

PASI75 Response Week 52, N'n 30 18 4.82 1.20 0.150

(%) 28.00 17.32 [0.83; 28.13] [0.91;1.59] [-0.066; 0.367]
(90.32) (75.30) 0.080 0.198 0.174

PASI90 Response Week 52, N'n 30 18 3.64 1.38 0.222

(%) 24.95 13.41 [0.98; 13.48] [0.93;2.06] [-0.030;0.473]
(80.48) (58.30) 0.053 0.113 0.084

PASI100 Response Week 52, N' 30 18 1.07 0.98 -0.008

n (%) 12.31 9.31 [0.33; 3.44] [0.50;1.93] [-0.278;0.262]
(39.71) (40.48) 0.909 0.957 0.956

PASI Absolute <3 Week 52, N'n 30 18 3.06 1.17 0.123

(%) 27.00 17.20 [0.63; 14.90] [0.87;1.56] [-0.100; 0.346]
(87.10) (74.78) 0.167 0.297 0.279

Carrier (N) 20 21

PASI75 Response Week 52, N'n 18 20 2.29 1.29 0.183

(%) 16.23 13.20 [0.49; 10.77] [0.87;1.92] [-0.091; 0.457]
(81.15) (62.86) 0.292 0.210 0.191

PASI90 Response Week 52, N'n 18 20 2.77 1.80 0.267

(%) 12.03 7.03 [0.75; 10.20] [0.89;3.63] [-0.029; 0.562]
(60.15) (33.48) 0.127 0.102 0.077

PASI100 Response Week 52, N' 18 20 5.85 4.20 0.305

n (%) 8.00 2.00(9.52) [1.04; 33.05] [1.01;17.43] [0.056; 0.553]
(40.00) 0.046 0.048 0.016

PASI Absolute <3 Week 52, N'n 18 20 3.67 1.46 0.267

(%) 16.82 12.06 [0.77; 17.58] [0.96;2.23] [-0.002; 0.536]
(84.10) (57.43) 0.103 0.075 0.052
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) PASI100 Response, all imputations were equal in at least one subgroup. In this case results were not combined but taken
from the first imputation.

Final/22-Aug-2020 Page 298 of 1387



Secukinumab/PSA
CAIN457F2366

Novartis
AMNOG Dossier Sensitivity Analysis

14.16 PASI Response PASI75 / PASI90 / PASI100 / PASI < 3 by Linkage Variant
rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.602

PASI90 Response Week 52 p=0.348

PASI100 Response Week 52 p=0.444

PASI Absolute <3 Week 52 p=0.385

Non-carrier (N) 19 20

PASI75 Response Week 52, N'n 19 15 5.33 1.33 0.218

(%) 17.00 13.53 [0.75; 37.81] [0.92;1.92] [-0.045;0.481]
(89.47) (67.65) 0.094 0.134 0.104

PASI90 Response Week 52, N'n 19 15 5.75 1.85 0.362

(%) 15.00 8.54 [1.29; 25.57] [1.04; 3.30] [0.073; 0.652]
(78.95) (42.70) 0.022 0.036 0.014

PASI100 Response Week 52, N' 19 15 3.09 2.05 0.215

n (%) 8.00 4.12 [0.70; 13.64] [0.74;5.69] [-0.071; 0.501]
(42.11) (20.60) 0.136 0.169 0.140

PASI Absolute <3 Week 52, N'n 19 15 6.79 1.46 0.280

(%) 17.00 12.30 [1.03; 44.92] [0.97;2.18] [0.014; 0.545]
(89.47) (61.50) 0.047 0.066 0.039

Carrier (N) 32 24

PASI75 Response Week 52, N'n 29 23 2.83 1.20 0.143

(%) 27.23 16.99 [0.68; 11.76] [0.89;1.62] [-0.078;0.364]
(85.09) (70.79) 0.153 0.225 0.205

PASI90 Response Week 52, N'n 29 23 2.35 1.39 0.191

(%) 21.98 11.90 [0.76; 7.29] [0.87;2.22] [-0.067; 0.450]
(68.69) (49.58) 0.137 0.174 0.148

PASI100 Response Week 52, N' 29 23 1.48 1.28 0.085

n (%) 12.31 7.19 [0.46; 4.78] [0.60;2.76] [-0.168; 0.338]
(38.47) (29.96) 0.516 0.521 0.510

PASI Absolute <3 Week 52, N'n 29 23 2.45 1.19 0.131

(%) 26.82 16.96 [0.62;9.63] [0.88;1.60] [-0.093; 0.356]
(83.81) (70.67) 0.201 0.269 0.252
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.17 PASI Response PASI7S / PASI90 / PASI100 / PASI <3 by Linkage Variant

rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 p=0.792

PASI90 Response Week 52 p=0.894

PASI100 Response Week 52 p=0.985

PASI Absolute <3 Week 52 p=0.617

Non-carrier (N) 25 32

PASI75 Response Week 52, N'n 23 28 2.78 1.25 0.170

(%) 21.23 21.75 [0.61; 12.59] [0.93;1.69] [-0.052;0.391]
(84.92) (67.97) 0.184 0.146 0.134

PASI90 Response Week 52, N'n 23 28 3.59 1.62 0.292

(%) 19.03 15.01 [1.09; 11.85] [1.05; 2.51] [0.049; 0.535]
(76.12) (46.91) 0.036 0.029 0.018

PASI100 Response Week 52, N' 23 28 1.77 1.60 0.135

n (%) 9.00 7.19 [0.53; 5.96] [0.70;3.70] [-0.103; 0.374]
(36.00) (22.47) 0.353 0.268 0.266

PASI Absolute <3 Week 52, N'n 23 28 4.25 1.38 0.238

(%) 21.82 20.31 [0.92; 19.65] [1.01; 1.88] [0.021; 0.456]
(87.28) (63.47) 0.064 0.045 0.032

Carrier (N) 26 12

PASI75 Response Week 52, N'n 25 10 3.85 121 0.154

(%) 23.00 8.77 [0.56; 26.24] [0.82;1.79] [-0.138; 0.445]
(88.46) (73.08) 0.169 0.334 0.301

PASI90 Response Week 52, N'n 25 10 3.15 1.53 0.238

(%) 17.95 5.43 [0.71; 13.95] [0.76;3.09] [-0.104; 0.580]
(69.04) (45.25) 0.130 0.233 0.173

PASI100 Response Week 52, N' 25 10 1.74 1.27 0.092

n (%) 11.31 4.12 [0.39; 7.84] [0.51;3.17] [-0.244; 0.427]
(43.50) (34.33) 0.469 0.609 0.592

PASI Absolute <3 Week 52, N'n 25 10 2.34 1.14 0.100

(%) 22.00 8.95 [0.38; 14.39] [0.77;1.67] [-0.192; 0.393]
(84.62) (74.58) 0.360 0.516 0.502
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of
imputations.

OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.

RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.
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14.18 PASI Response PASI7S / PASI90 / PASI100 / PASI <3 by Linkage Variant

rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

Interaction test

PASI75 Response Week 52 N.E.

PASI90 Response Week 52 N.E.

PASI100 Response Week 52 p=0.656

PASI Absolute <3 Week 52 N.E.

Non-carrier (N) 39 35

PASI75 Response Week 52, N'n 36 29 3.08 1.23 0.154

(%) 32.23 23.52 [0.88; 10.75] [0.92;1.64] [-0.050; 0.359]
(82.64) (67.20) 0.078 0.155 0.139

PASI90 Response Week 52, N'n 36 29 2.16 1.36 0.171

(%) 24.98 16.44 [0.82; 5.66] [0.89;2.10] [-0.057;0.398]
(64.05) (46.97) 0.119 0.159 0.141

PASI100 Response Week 52, N' 36 29 2.33 1.66 0.155

n (%) 15.31 8.31 [0.80; 6.74] [0.80;3.42] [-0.057;0.367]
(39.26) (23.74) 0.119 0.173 0.151

PASI Absolute <3 Week 52, N'n 36 29 3.17 1.28 0.180

(%) 31.82 22.26 [0.97; 10.40] [0.95;1.74] [-0.027; 0.386]
(81.59) (63.60) 0.057 0.105 0.088

Carrier (N) 11 9

PASI75 Response Week 52, N'n 11 9 N.E. 1.29 0.222

(%) 11.00 7.00 [0.91;1.82] [-0.049; 0.494]
(100.00) (77.78) 0.158 0.109

PASI90 Response Week 52, N'n 11 9 N.E. 2.25 0.556

(%) 11.00 4.00 [1.08; 4.67] [0.231; 0.880]
(100.00) (44.44) 0.030 <.001

PASI100 Response Week 52, N' 11 9 142 1.36 0.121

n (%) 5.00 3.00 [0.21;9.47] [0.44;4.21] [-0.305; 0.547]
(45.45) (33.33) 0.718 0.590 0.577

PASI Absolute <3 Week 52, N'n 11 9 N.E. 1.29 0.222

(%) 11.00 7.00 [0.91;1.82] [-0.049; 0.494]
(100.00) (77.78) 0.158 0.109
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Treatment Groups Comparison
SEC ADA OR RR RD
(N=66) (N=62) [95% CI] [95% CI] [95% CI]
p-value p-value p-value

N': Number of patients with available response value
N-N'is the number of values with MI.

n (%): Number and percentage of patients with event
ClI: Confidence Interval

MI: Multiple Imputation

N.E.: Not estimable

OR: Odds Ratio

RR: Relative Risk

RD: Risk Difference

Interaction test and OR from logistic regression model with predictors treatment, weight, subgroup and treatment x subgroup.
If the interaction test is N.E.: OR from separate logistic regression models for each subgroup with predictors treatment and weight.
RR and RD calculated directly without adjustment within subgroups.

All results are combined over MI:

n and % are averages of all imputations.

P-value of the interaction test, estimates, Cls and p-values of OR, RR and RD are combined using Rubin’s rule, OR and RR on log-scale
with subsequent back- transformation. All Cls and p-values are Wald-type.

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for binary parameters,
subgroup analysis is displayed only if there are at least 10 events in at least one subgroup in at least 90% of imputations.

The interaction test is N.E. if the incidence of events is zero or 100% in one or more subgroup*treatment groups in more than 10% of

imputations.
OR is N.E. if the incidence of events is zero or 100% in one or both treatment groups in more than 10% of imputations.
RR and RD are N.E. if the incidence of events is zero or 100% in both treatment groups in more than 10% of imputations.

For parameter(s) PASI75 Response, PASI90 Response, PASI100 Response, PASI Absolute <= 3, all imputations were equal in at least one
subgroup. In this case results were not combined but taken from the first imputation.
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15.0 Patient’s Assessment of PSA Pain (VAS) - Return Rates (FAS)

Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 61 (98.4) 127 (99.2)
Week 4 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 64 (97.0) 56 (90.3) 120 (93.8)
Week 20 Returns 64 (97.0) 54 (87.1) 118 (92.2)
Week 24 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 28 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 32 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 36 Returns 61 (92.4) 50 (80.6) 111 (86.7)
Week 40 Returns 63 (95.5) 48 (77.4) 111 (86.7)
Week 44 Returns 63 (95.5) 47 (75.8) 110 (85.9)
Week 48 Returns 60 (90.9) 46 (74.2) 106 (82.8)
Week 52 Returns 62 (93.9) 46 (74.2) 108 (84.4)
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15.1 Patient's Assessment of PsA Pain (VAS) - Change from Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N' 66 61

Baseline Mean (SD) 57.74 (24.51) 57.13 (25.69)

Week 52 Mean (SD) 25.85 (22.82) 27.96 (23.91)

Week 2 Adjusted Mean Change (SE) -11.62 (2.47) -11.75 (2.57)

Week 4 Adjusted Mean Change (SE) -18.59 (2.49) -15.37 (2.60)

Week 8 Adjusted Mean Change (SE) -19.96 (2.62) -19.17 (2.74)

Week 12 Adjusted Mean Change (SE) -21.94 (2.71) -18.84 (2.83)

Week 16 Adjusted Mean Change (SE) -25.07 (2.72) -22.72 (2.87)

Week 20 Adjusted Mean Change (SE) -25.57 (2.89) -19.85 (3.07)

Week 24 Adjusted Mean Change (SE) -24.09 (2.73) -22.29 (2.91)

Week 28 Adjusted Mean Change (SE) -26.69 (2.49) -22.44 (2.68)

Week 32 Adjusted Mean Change (SE) -29.46 (2.68) -27.49 (2.92)

Week 36 Adjusted Mean Change (SE) -29.19 (2.51) -26.91 (2.73)

Week 40 Adjusted Mean Change (SE) -27.46 (2.64) -25.68 (2.88)

Week 44 Adjusted Mean Change (SE) -28.78 (2.76) -26.54 (3.01)

Week 48 Adjusted Mean Change (SE) -28.25 (2.83) -26.22 (3.10)

Week 52 Adjusted Mean Change (SE) -30.95 (2.76) -27.51(3.05) -3.44[-11.57;4.70] 0.405

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model

N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, treatment x visit, baseline value x visit

Covariance structure: unstructured (un)
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15.2 Patient’s Assessment of PsA Pain (VAS) - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.431

Male, N 42 33

N' 42 32

Baseline Mean (SD) 57.62 (23.50) 51.67 (22.75)

Week 52 Mean (SD) 23.97 (22.98) 21.00 (22.60)

Week 2 Adjusted Mean Change (SE) -13.35(3.12) -15.82 (3.58)

Week 4 Adjusted Mean Change (SE) -19.91 (3.13) -18.97 (3.60)

Week 8 Adjusted Mean Change (SE) -23.27 (3.26) -23.42 (3.75)

Week 12 Adjusted Mean Change (SE) -25.80 (3.32) -24.23 (3.80)

Week 16 Adjusted Mean Change (SE) -26.93 (3.39) -27.21(3.89)

Week 20 Adjusted Mean Change (SE) -28.53 (3.62) -23.77 (4.19)

Week 24 Adjusted Mean Change (SE) -26.14 (3.32) -30.37 (3.91)

Week 28 Adjusted Mean Change (SE) -29.19 (3.04) -28.63 (3.60)

Week 32 Adjusted Mean Change (SE) -31.66 (3.38) -31.84 (4.04)

Week 36 Adjusted Mean Change (SE) -29.39 (3.18) -30.37 (3.77)

Week 40 Adjusted Mean Change (SE) -28.80 (3.32) -29.80 (3.97)

Week 44 Adjusted Mean Change (SE) -31.92 (3.40) -32.48 (4.04)

Week 48 Adjusted Mean Change (SE) -28.92 (3.54) -31.44 (4.23)

Week 52 Adjusted Mean Change (SE) -32.45 (3.43) -33.61 (4.15) 1.16[-9.48;11.80] 0.829

Female, N 24 29

N' 24 29

Baseline Mean (SD) 57.96 (26.70) 63.34 (27.77)

Week 52 Mean (SD) 29.04 (22.70) 35.55 (23.44)

Week 2 Adjusted Mean Change (SE) -8.59 (4.13) -7.25(3.77)

Week 4 Adjusted Mean Change (SE) -16.27 (4.15) -11.37 (3.82)

Week 8 Adjusted Mean Change (SE) -14.15 (4.32) -14.42 (3.99)

Week 12 Adjusted Mean Change (SE) -15.13 (4.41) -12.76 (4.08)

Week 16 Adjusted Mean Change (SE) -21.71 (4.46) -17.57 (4.21)

Week 20 Adjusted Mean Change (SE) -20.37 (4.81) -15.65 (4.54)

Week 24 Adjusted Mean Change (SE) -20.57 (4.41) -13.17 (4.15)

Week 28 Adjusted Mean Change (SE) -22.30 (4.10) -15.38 (3.90)

Week 32 Adjusted Mean Change (SE) -25.56 (4.44) -22.53 (4.28)

Week 36 Adjusted Mean Change (SE) -28.71 (4.17) -23.00 (4.02)

Week 40 Adjusted Mean Change (SE) -25.05 (4.35) -21.02 (4.24)

Week 44 Adjusted Mean Change (SE) -23.20 (4.49) -19.55 (4.40)

Final/22-Aug-2020

Page 307 of 1387




Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 48 Adjusted Mean Change (SE) -26.81 (4.64) -20.24 (4.57)
Week 52 Adjusted Mean Change (SE) -28.24 (4.51) -20.51 (4.42) -7.73[-20.19; 4.73] 0.222

N': Number of patients in the analysis

Cl: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.3 Patient’s Assessment of PsA Pain (VAS) - Change from Baseline by Disease Severity

(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.474

PASDAS <5.4, N 16 13

N' 16 13

Baseline Mean (SD) 40.25 (20.23) 30.38 (26.04)

Week 52 Mean (SD) 17.38 (21.51) 26.13 (26.87)

Week 2 Adjusted Mean Change (SE) -13.57 (5.23) -15.96 (6.00)

Week 4 Adjusted Mean Change (SE) -18.70 (5.28) -15.70 (6.06)

Week 8 Adjusted Mean Change (SE) -16.28 (5.53) -21.71 (6.35)

Week 12 Adjusted Mean Change (SE) -20.17 (5.79) -18.22 (6.58)

Week 16 Adjusted Mean Change (SE) -27.66 (5.73) -18.14 (6.58)

Week 20 Adjusted Mean Change (SE) -28.10 (6.20) -17.56 (7.20)

Week 24 Adjusted Mean Change (SE) -23.81 (5.84) -21.94 (6.95)

Week 28 Adjusted Mean Change (SE) -31.60 (5.24) -23.90 (6.33)

Week 32 Adjusted Mean Change (SE) -32.57 (5.69) -25.56 (7.01)

Week 36 Adjusted Mean Change (SE) -28.75 (5.29) -25.48 (6.64)

Week 40 Adjusted Mean Change (SE) -28.81 (5.60) -19.52 (7.16)

Week 44 Adjusted Mean Change (SE) -35.17 (5.71) -18.78 (7.08)

Week 48 Adjusted Mean Change (SE) -31.86 (5.89) -12.96 (7.50)

Week 52 Adjusted Mean Change (SE) -34.76 (5.77) -23.60 (7.43) -11.16[-28.95;6.63]  0.217

PASDAS > 5.4, N 50 49

N' 50 48

Baseline Mean (SD) 63.34 (23.23) 64.22 (20.59)

Week 52 Mean (SD) 28.80 (22.75) 28.34 (23.61)

Week 2 Adjusted Mean Change (SE) -10.96 (2.90) -10.61 (2.97)

Week 4 Adjusted Mean Change (SE) -18.55 (2.93) -15.29 (3.01)

Week 8 Adjusted Mean Change (SE) -21.14 (3.07) -18.47 (3.16)

Week 12 Adjusted Mean Change (SE) -22.48 (3.19) -19.03 (3.29)

Week 16 Adjusted Mean Change (SE) -24.23 (3.19) -24.08 (3.32)

Week 20 Adjusted Mean Change (SE) -24.80 (3.38) -20.53 (3.54)

Week 24 Adjusted Mean Change (SE) -24.13 (3.21) -22.39 (3.36)

Week 28 Adjusted Mean Change (SE) -25.07 (2.91) -22.10(3.08)

Week 32 Adjusted Mean Change (SE) -28.45 (3.15) -28.06 (3.36)

Week 36 Adjusted Mean Change (SE) -29.42 (2.97) -27.27 (3.13)

Week 40 Adjusted Mean Change (SE) -26.98 (3.10) -27.13 (3.28)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -26.63 (3.18) -28.59 (3.38)
Week 48 Adjusted Mean Change (SE) -27.03 (3.28) -29.13 (3.48)
Week 52 Adjusted Mean Change (SE) -29.69 (3.23) -28.56 (3.45) -1.13[-10.36; 8.10] 0.809

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.4 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by
Moderate/Severe PSO D (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.274

lIillloderate/Severe Psoriasis (Def D): No, 28 32

N' 28 32

Baseline Mean (SD) 55.86 (24.87) 57.56 (26.08)

Week 52 Mean (SD) 28.38 (19.63) 25.77 (22.13)

Week 2 Adjusted Mean Change (SE) -12.60 (3.77) -15.97 (3.53)

Week 4 Adjusted Mean Change (SE) -19.02 (3.83) -17.97 (3.62)

Week 8 Adjusted Mean Change (SE) -17.00 (4.04) -19.04 (3.82)

Week 12 Adjusted Mean Change (SE) -19.04 (4.16) -18.92 (3.95)

Week 16 Adjusted Mean Change (SE) -21.05 (4.16) -19.68 (3.99)

Week 20 Adjusted Mean Change (SE) -22.47 (4.47) -22.38 (4.30)

Week 24 Adjusted Mean Change (SE) -22.58 (4.22) -23.63 (4.10)

Week 28 Adjusted Mean Change (SE) -25.10 (3.87) -23.20 (3.80)

Week 32 Adjusted Mean Change (SE) -26.33 (4.10) -31.18 (4.08)

Week 36 Adjusted Mean Change (SE) -27.64 (3.88) -28.83(3.87)

Week 40 Adjusted Mean Change (SE) -22.78 (4.06) -25.72 (4.08)

Week 44 Adjusted Mean Change (SE) -26.72 (4.29) -26.36 (4.31)

Week 48 Adjusted Mean Change (SE) -23.21 (4.34) -26.94 (4.39)

Week 52 Adjusted Mean Change (SE) -28.75 (4.28) -30.95 (4.36) 2.19 [-9.90; 14.29] 0.720

lIillloderate/Severe Psoriasis (Def D): Yes, 38 30

N' 38 29

Baseline Mean (SD) 59.13 (24.48) 56.67 (25.69)

Week 52 Mean (SD) 24.03 (24.99) 29.96 (25.74)

Week 2 Adjusted Mean Change (SE) -10.90 (3.24) -7.10(3.71)

Week 4 Adjusted Mean Change (SE) -18.27 (3.29) -12.50 (3.77)

Week 8 Adjusted Mean Change (SE) -22.15 (3.47) -19.22 (3.97)

Week 12 Adjusted Mean Change (SE) -24.09 (3.61) -18.71(4.12)

Week 16 Adjusted Mean Change (SE) -28.04 (3.60) -25.92 (4.14)

Week 20 Adjusted Mean Change (SE) -27.92 (3.81) -17.21 (4.41)

Week 24 Adjusted Mean Change (SE) -25.18 (3.62) -20.82 (4.21)

Week 28 Adjusted Mean Change (SE) -27.96 (3.29) -21.55 (3.86)

Week 32 Adjusted Mean Change (SE) -31.68 (3.53) -23.84 (4.17)

Week 36 Adjusted Mean Change (SE) -30.25 (3.32) -24.89 (3.88)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Week 40 Adjusted Mean Change (SE) -30.92 (3.48) -25.56 (4.09)

Week 44 Adjusted Mean Change (SE) -30.30 (3.66) -26.39 (4.31)

Week 48 Adjusted Mean Change (SE) -31.99 (3.72) -25.51 (4.38)

Week 52 Adjusted Mean Change (SE) -32.52 (3.64) -24.24 (4.32) -8.28[-19.48; 2.92] 0.146

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.5 Patient’s Assessment of PsA Pain (VAS) - Change from Baseline by Lymphocyte

Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.769

< Median, N 40 29

N' 40 29

Baseline Mean (SD) 58.05 (23.93) 56.14 (28.95)

Week 52 Mean (SD) 24.84 (22.28) 26.32 (24.37)

Week 2 Adjusted Mean Change (SE) -11.12 (3.18) -14.15(3.74)

Week 4 Adjusted Mean Change (SE) -17.64 (3.22) -16.24 (3.78)

Week 8 Adjusted Mean Change (SE) -20.14 (3.38) -21.05 (3.98)

Week 12 Adjusted Mean Change (SE) -21.29 (3.51) -21.97 (4.09)

Week 16 Adjusted Mean Change (SE) -25.07 (3.53) -25.39 (4.20)

Week 20 Adjusted Mean Change (SE) -24.88 (3.70) -24.38 (4.43)

Week 24 Adjusted Mean Change (SE) -24.55 (3.51) -27.51 (4.21)

Week 28 Adjusted Mean Change (SE) -26.36 (3.18) -23.38 (3.92)

Week 32 Adjusted Mean Change (SE) -29.00 (3.50) -25.23 (4.31)

Week 36 Adjusted Mean Change (SE) -29.25 (3.28) -26.88 (4.05)

Week 40 Adjusted Mean Change (SE) -29.52 (3.44) -23.11 (4.29)

Week 44 Adjusted Mean Change (SE) -30.47 (3.57) -25.68 (4.43)

Week 48 Adjusted Mean Change (SE) -29.22 (3.69) -26.77 (4.66)

Week 52 Adjusted Mean Change (SE) -32.43 (3.58) -28.01 (4.59) -4.42[-15.95; 7.10] 0.449

> Median, N 26 33

N' 26 32

Baseline Mean (SD) 57.27 (25.85) 58.00 (22.87)

Week 52 Mean (SD) 27.46 (24.07) 29.11 (23.97)

Week 2 Adjusted Mean Change (SE) -12.38 (3.95) -9.58 (3.56)

Week 4 Adjusted Mean Change (SE) -20.04 (3.99) -14.61 (3.63)

Week 8 Adjusted Mean Change (SE) -19.68 (4.19) -17.45(3.83)

Week 12 Adjusted Mean Change (SE) -22.89 (4.32) -15.93 (3.97)

Week 16 Adjusted Mean Change (SE) -25.07 (4.35) -20.27 (3.99)

Week 20 Adjusted Mean Change (SE) -26.63 (4.60) -15.66 (4.25)

Week 24 Adjusted Mean Change (SE) -23.39 (4.30) -17.52 (4.01)

Week 28 Adjusted Mean Change (SE) -27.26 (4.05) -21.54 (3.73)

Week 32 Adjusted Mean Change (SE) -30.06 (4.26) -29.30 (4.03)

Week 36 Adjusted Mean Change (SE) -29.03 (3.99) -26.83 (3.76)

Week 40 Adjusted Mean Change (SE) -24.49 (4.23) -27.39 (3.98)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -26.26 (4.41) -27.06 (4.16)
Week 48 Adjusted Mean Change (SE) -26.80 (4.52) -25.69 (4.25)
Week 52 Adjusted Mean Change (SE) -28.74 (4.43) -26.90 (4.16) -1.84[-13.88; 10.19] 0.763

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.6 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Enthesitis at BL

According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.545

Enthesitis: No, N 34 22

N' 34 22

Baseline Mean (SD) 52.82 (25.08) 53.59 (31.46)

Week 52 Mean (SD) 22.06 (21.30) 24.94 (26.28)

Week 2 Adjusted Mean Change (SE) -13.84 (3.42) -19.46 (4.24)

Week 4 Adjusted Mean Change (SE) -19.86 (3.49) -19.57 (4.39)

Week 8 Adjusted Mean Change (SE) -20.14 (3.66) -25.19 (4.62)

Week 12 Adjusted Mean Change (SE) -24.76 (3.76) -24.45 (4.78)

Week 16 Adjusted Mean Change (SE) -24.69 (3.78) -28.25 (4.83)

Week 20 Adjusted Mean Change (SE) -25.67 (4.08) -24.19 (5.12)

Week 24 Adjusted Mean Change (SE) -24.84 (3.84) -25.05 (4.83)

Week 28 Adjusted Mean Change (SE) -26.21 (3.50) -25.18 (4.46)

Week 32 Adjusted Mean Change (SE) -30.14 (3.78) -25.26 (4.85)

Week 36 Adjusted Mean Change (SE) -28.50 (3.55) -29.02 (4.53)

Week 40 Adjusted Mean Change (SE) -25.90 (3.72) -26.85 (4.75)

Week 44 Adjusted Mean Change (SE) -29.57 (3.90) -28.12 (5.01)

Week 48 Adjusted Mean Change (SE) -27.37 (4.00) -26.31(5.12)

Week 52 Adjusted Mean Change (SE) -32.94 (3.90) -29.68 (5.01) -3.26 [-15.77; 9.26] 0.607

Enthesitis: Yes, N 32 40

N' 32 39

Baseline Mean (SD) 62.97 (23.14) 59.08 (22.10)

Week 52 Mean (SD) 29.65 (24.00) 29.89 (22.53)

Week 2 Adjusted Mean Change (SE) -9.25 (3.54) -7.40(3.18)

Week 4 Adjusted Mean Change (SE) -17.23 (3.61) -12.98 (3.25)

Week 8 Adjusted Mean Change (SE) -19.77 (3.79) -15.81(3.41)

Week 12 Adjusted Mean Change (SE) -18.91 (3.89) -15.84 (3.49)

Week 16 Adjusted Mean Change (SE) -25.54 (3.95) -19.58 (3.57)

Week 20 Adjusted Mean Change (SE) -25.53 (4.19) -17.58 (3.88)

Week 24 Adjusted Mean Change (SE) -23.33(3.97) -20.85(3.71)

Week 28 Adjusted Mean Change (SE) -27.25 (3.62) -21.05(3.41)

Week 32 Adjusted Mean Change (SE) -28.65 (3.89) -28.96 (3.70)

Week 36 Adjusted Mean Change (SE) -29.90 (3.66) -25.86 (3.48)

Week 40 Adjusted Mean Change (SE) -29.06 (3.82) -25.23 (3.67)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -28.04 (4.01) -25.77 (3.83)
Week 48 Adjusted Mean Change (SE) -29.16 (4.09) -26.41 (3.94)
Week 52 Adjusted Mean Change (SE) -29.02 (3.98) -26.25(3.88) -2.78[-13.74;8.18] 0.617

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.7 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by HLA-DQA1*05

(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.827

Non-carrier, N 29 25

N' 29 25

Baseline Mean (SD) 63.66 (22.73) 55.76 (25.51)

Week 52 Mean (SD) 28.48 (23.12) 24.42 (20.43)

Week 2 Adjusted Mean Change (SE) -11.36 (3.75) -13.14 (4.00)

Week 4 Adjusted Mean Change (SE) -20.38 (3.75) -22.03 (4.00)

Week 8 Adjusted Mean Change (SE) -20.54 (4.11) -22.66 (4.38)

Week 12 Adjusted Mean Change (SE) -25.47 (3.99) -25.91 (4.27)

Week 16 Adjusted Mean Change (SE) -27.51 (3.95) -29.64 (4.25)

Week 20 Adjusted Mean Change (SE) -30.02 (4.35) -25.49 (4.73)

Week 24 Adjusted Mean Change (SE) -28.84 (4.17) -24.33 (4.53)

Week 28 Adjusted Mean Change (SE) -31.24 (3.62) -23.38 (3.96)

Week 32 Adjusted Mean Change (SE) -33.42 (3.75) -29.28 (4.12)

Week 36 Adjusted Mean Change (SE) -32.18 (3.61) -30.10(3.92)

Week 40 Adjusted Mean Change (SE) -30.16 (3.88) -28.14 (4.24)

Week 44 Adjusted Mean Change (SE) -31.03 (4.12) -30.64 (4.51)

Week 48 Adjusted Mean Change (SE) -30.25 (4.28) -30.43 (4.66)

Week 52 Adjusted Mean Change (SE) -29.86 (4.15) -30.73 (4.61) 0.87 [-11.46; 13.19] 0.889

Carrier, N 22 19

N' 22 19

Baseline Mean (SD) 53.55 (25.21) 53.95 (28.37)

Week 52 Mean (SD) 23.95 (23.57) 29.63 (27.33)

Week 2 Adjusted Mean Change (SE) -13.31 (4.27) -6.95 (4.59)

Week 4 Adjusted Mean Change (SE) -17.05 (4.27) -7.87 (4.67)

Week 8 Adjusted Mean Change (SE) -18.18 (4.68) -14.98 (5.13)

Week 12 Adjusted Mean Change (SE) -19.45 (4.57) -16.08 (4.99)

Week 16 Adjusted Mean Change (SE) -21.77 (4.51) -23.03 (4.97)

Week 20 Adjusted Mean Change (SE) -17.60 (5.00) -21.83(5.42)

Week 24 Adjusted Mean Change (SE) -22.24 (4.71) -22.19 (5.26)

Week 28 Adjusted Mean Change (SE) -20.32 (4.13) -25.07 (4.64)

Week 32 Adjusted Mean Change (SE) -29.17 (4.35) -24.34 (4.83)

Week 36 Adjusted Mean Change (SE) -26.71 (4.15) -24.17 (4.60)

Week 40 Adjusted Mean Change (SE) -25.53 (4.46) -26.28 (5.03)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -27.64 (4.74) -20.26 (5.32)
Week 48 Adjusted Mean Change (SE) -24.88 (4.95) -20.68 (5.59)
Week 52 Adjusted Mean Change (SE) -31.84 (4.79) -24.37 (5.34) -7.46 [-21.65; 6.72] 0.299

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

15.8 Patient’s Assessment of PSA Pain (VAS) - Change from Baseline by Lead Candidate

Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.192

Non-carrier, N 28 19

N' 28 19

Baseline Mean (SD) 58.86 (23.62) 62.84 (19.45)

Week 52 Mean (SD) 27.70 (24.28) 32.62 (23.35)

Week 2 Adjusted Mean Change (SE) -12.69 (3.80) -4.81 (4.64)

Week 4 Adjusted Mean Change (SE) -21.35(3.89) -13.49 (4.82)

Week 8 Adjusted Mean Change (SE) -21.40 (4.22) -16.12 (5.23)

Week 12 Adjusted Mean Change (SE) -25.16 (4.19) -23.59 (5.21)

Week 16 Adjusted Mean Change (SE) -28.51 (3.96) -21.48 (4.95)

Week 20 Adjusted Mean Change (SE) -26.86 (4.52) -16.79 (5.72)

Week 24 Adjusted Mean Change (SE) -26.48 (4.25) -20.00 (5.46)

Week 28 Adjusted Mean Change (SE) -29.33 (3.75) -25.80 (4.89)

Week 32 Adjusted Mean Change (SE) -32.95 (3.89) -26.09 (5.05)

Week 36 Adjusted Mean Change (SE) -30.27 (3.72) -23.65 (4.79)

Week 40 Adjusted Mean Change (SE) -28.39 (3.99) -20.34 (5.18)

Week 44 Adjusted Mean Change (SE) -32.30 (4.22) -19.19 (5.56)

Week 48 Adjusted Mean Change (SE) -29.02 (4.51) -24.21 (5.89)

Week 52 Adjusted Mean Change (SE) -30.51 (4.28) -24.27 (5.71) -6.24 [-20.43; 7.95] 0.384

Carrier, N 22 19

N' 22 19

Baseline Mean (SD) 62.23 (22.99) 49.63 (28.73)

Week 52 Mean (SD) 26.21 (22.02) 24.12 (24.09)

Week 2 Adjusted Mean Change (SE) -12.33 (4.30) -15.51 (4.68)

Week 4 Adjusted Mean Change (SE) -17.14 (4.41) -17.15 (4.79)

Week 8 Adjusted Mean Change (SE) -18.27 (4.78) -22.93 (5.19)

Week 12 Adjusted Mean Change (SE) -21.99 (4.77) -22.12 (5.18)

Week 16 Adjusted Mean Change (SE) -21.68 (4.49) -31.54 (4.94)

Week 20 Adjusted Mean Change (SE) -23.64 (5.13) -33.68 (5.59)

Week 24 Adjusted Mean Change (SE) -26.41 (4.78) -28.49 (5.27)

Week 28 Adjusted Mean Change (SE) -24.42 (4.32) -25.76 (4.74)

Week 32 Adjusted Mean Change (SE) -30.85 (4.39) -29.09 (4.88)

Week 36 Adjusted Mean Change (SE) -30.52 (4.20) -33.37 (4.59)

Week 40 Adjusted Mean Change (SE) -29.26 (4.48) -33.97 (4.97)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -27.56 (4.79) -33.23 (5.27)
Week 48 Adjusted Mean Change (SE) -27.69 (5.09) -27.78 (5.60)
Week 52 Adjusted Mean Change (SE) -32.36 (4.90) -32.43(5.34) 0.07[-14.41; 14.56] 0.992

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

15.9 Patient’s Assessment of PsA Pain (VAS) - Change from Baseline by Lead Candidate

Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.399

Non-carrier, N 19 21

N' 19 21

Baseline Mean (SD) 61.84 (25.50) 57.24 (29.29)

Week 52 Mean (SD) 31.95 (23.17) 30.13 (27.32)

Week 2 Adjusted Mean Change (SE) -12.50 (4.67) -10.38 (4.42)

Week 4 Adjusted Mean Change (SE) -18.42 (4.76) -18.66 (4.57)

Week 8 Adjusted Mean Change (SE) -12.22 (4.95) -25.53 (4.76)

Week 12 Adjusted Mean Change (SE) -19.56 (4.90) -28.54 (4.77)

Week 16 Adjusted Mean Change (SE) -21.33 (4.87) -27.40 (4.80)

Week 20 Adjusted Mean Change (SE) -21.06 (5.51) -21.79 (5.35)

Week 24 Adjusted Mean Change (SE) -23.15(5.21) -25.29 (5.13)

Week 28 Adjusted Mean Change (SE) -25.45 (4.69) -25.63 (4.61)

Week 32 Adjusted Mean Change (SE) -29.69 (4.67) -27.13 (4.69)

Week 36 Adjusted Mean Change (SE) -29.06 (4.47) -29.30 (4.48)

Week 40 Adjusted Mean Change (SE) -25.69 (4.79) -27.44 (4.83)

Week 44 Adjusted Mean Change (SE) -26.33 (5.15) -26.48 (5.23)

Week 48 Adjusted Mean Change (SE) -25.83 (5.31) -28.01 (5.40)

Week 52 Adjusted Mean Change (SE) -27.15 (5.08) -23.73(5.23) -3.42[-17.90;11.07]  0.640

Carrier, N 30 23

N' 30 23

Baseline Mean (SD)

57.37 (22.98)

52.91 (24.09)

Week 52 Mean (SD)

23.19 (23.23)

24.30 (20.79)

Week 2 Adjusted Mean Change (SE) -11.20 (3.70) -10.39 (4.24)
Week 4 Adjusted Mean Change (SE) -18.23 (3.77) -13.72 (4.32)
Week 8 Adjusted Mean Change (SE) -23.43 (3.92) -13.95 (4.49)
Week 12 Adjusted Mean Change (SE) -24.55 (3.90) -15.98 (4.45)
Week 16 Adjusted Mean Change (SE) -26.45 (3.88) -26.22 (4.46)
Week 20 Adjusted Mean Change (SE) -27.30 (4.35) -25.71 (5.00)
Week 24 Adjusted Mean Change (SE) -27.31 (4.08) -21.88 (4.75)
Week 28 Adjusted Mean Change (SE) -27.56 (3.62) -23.03 (4.25)
Week 32 Adjusted Mean Change (SE) -32.80 (3.74) -26.94 (4.33)
Week 36 Adjusted Mean Change (SE) -29.70 (3.59) -26.34 (4.11)
Week 40 Adjusted Mean Change (SE) -29.53 (3.82) -27.15(4.42)
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Novartis Secukinumab/PSA
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -31.29 (4.12) -26.10 (4.75)
Week 48 Adjusted Mean Change (SE) -28.84 (4.29) -25.18 (4.94)
Week 52 Adjusted Mean Change (SE) -32.45 (4.10) -31.38 (4.72) -1.06[-13.48; 11.35] 0.865

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

15.10 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead

Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.102

Non-carrier, N 25 32

N' 25 32

Baseline Mean (SD) 61.52 (23.78) 51.81 (26.95)

Week 52 Mean (SD) 26.30 (25.65) 31.12 (25.22)

Week 2 Adjusted Mean Change (SE) -13.38 (3.99) -8.03 (3.53)

Week 4 Adjusted Mean Change (SE) -20.79 (4.13) -15.89 (3.65)

Week 8 Adjusted Mean Change (SE) -18.33 (4.36) -16.17 (3.86)

Week 12 Adjusted Mean Change (SE) -21.62 (4.32) -18.96 (3.81)

Week 16 Adjusted Mean Change (SE) -24.00 (4.25) -23.79 (3.76)

Week 20 Adjusted Mean Change (SE) -25.80 (4.57) -18.39 (4.11)

Week 24 Adjusted Mean Change (SE) -27.98 (4.32) -18.71(3.93)

Week 28 Adjusted Mean Change (SE) -27.88 (3.80) -19.31 (3.49)

Week 32 Adjusted Mean Change (SE) -33.93 (4.04) -24.90 (3.70)

Week 36 Adjusted Mean Change (SE) -30.03 (3.92) -26.68 (3.53)

Week 40 Adjusted Mean Change (SE) -30.48 (4.16) -26.23 (3.81)

Week 44 Adjusted Mean Change (SE) -33.42 (4.46) -24.38 (4.04)

Week 48 Adjusted Mean Change (SE) -28.76 (4.63) -24.15 (4.22)

Week 52 Adjusted Mean Change (SE) -32.64 (4.43) -25.62 (4.04) -7.02 [-18.98; 4.95] 0.247

Carrier, N 26 12

N' 26 12

Baseline Mean (SD) 57.15 (24.73) 63.42 (24.21)

Week 52 Mean (SD) 26.79 (21.07) 14.33 (12.10)

Week 2 Adjusted Mean Change (SE) -11.15(3.90) -16.86 (5.75)

Week 4 Adjusted Mean Change (SE) -17.11 (4.03) -16.24 (6.11)

Week 8 Adjusted Mean Change (SE) -20.69 (4.26) -28.38 (6.47)

Week 12 Adjusted Mean Change (SE) -24.17 (4.19) -29.66 (6.40)

Week 16 Adjusted Mean Change (SE) -25.89 (4.10) -35.32 (6.37)

Week 20 Adjusted Mean Change (SE) -23.67 (4.51) -39.11 (6.79)

Week 24 Adjusted Mean Change (SE) -24.19 (4.25) -36.37 (6.44)

Week 28 Adjusted Mean Change (SE) -25.29 (3.77) -37.15(5.72)

Week 32 Adjusted Mean Change (SE) -29.39 (3.96) -32.89 (5.99)

Week 36 Adjusted Mean Change (SE) -29.35(3.82) -30.00 (5.85)

Week 40 Adjusted Mean Change (SE) -25.87 (4.10) -29.79 (6.31)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -25.95 (4.35) -31.93 (6.78)
Week 48 Adjusted Mean Change (SE) -27.00 (4.51) -33.08 (6.95)
Week 52 Adjusted Mean Change (SE) -28.76 (4.34) -35.16 (6.77) 6.40[-9.58; 22.38] 0.428

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

15.11 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead

Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.271

Non-carrier, N 38 33

N' 38 33

Baseline Mean (SD) 59.32 (24.09) 52.12 (24.81)

Week 52 Mean (SD) 27.65 (22.31) 24.04 (20.03)

Week 2 Adjusted Mean Change (SE) -11.67 (3.20) -11.09 (3.43)

Week 4 Adjusted Mean Change (SE) -19.15 (3.26) -17.76 (3.53)

Week 8 Adjusted Mean Change (SE) -20.92 (3.47) -19.10 (3.77)

Week 12 Adjusted Mean Change (SE) -22.78 (3.38) -22.20 (3.65)

Week 16 Adjusted Mean Change (SE) -24.13 (3.36) -27.03 (3.66)

Week 20 Adjusted Mean Change (SE) -25.47 (3.67) -22.12 (4.04)

Week 24 Adjusted Mean Change (SE) -27.97 (3.53) -22.98 (3.93)

Week 28 Adjusted Mean Change (SE) -25.37 (3.16) -25.32 (3.49)

Week 32 Adjusted Mean Change (SE) -31.99 (3.20) -30.99 (3.56)

Week 36 Adjusted Mean Change (SE) -30.32 (3.11) -29.05 (3.45)

Week 40 Adjusted Mean Change (SE) -27.70 (3.27) -26.45 (3.69)

Week 44 Adjusted Mean Change (SE) -29.18 (3.57) -25.29 (4.01)

Week 48 Adjusted Mean Change (SE) -26.40 (3.67) -26.49 (4.09)

Week 52 Adjusted Mean Change (SE) -29.62 (3.51) -28.80(3.99) -0.82[-11.42;9.78] 0.878

Carrier, N 12 9

N' 12 9

Baseline Mean (SD) 59.17 (26.32) 58.67 (31.47)

Week 52 Mean (SD) 25.25 (26.53) 21.89 (20.08)

Week 2 Adjusted Mean Change (SE) -9.59 (5.72) -13.27 (6.54)

Week 4 Adjusted Mean Change (SE) -13.60 (5.81) -15.94 (6.65)

Week 8 Adjusted Mean Change (SE) -11.00 (6.19) -26.21 (7.09)

Week 12 Adjusted Mean Change (SE) -18.56 (6.00) -28.53 (7.01)

Week 16 Adjusted Mean Change (SE) -23.45 (5.94) -33.57 (6.95)

Week 20 Adjusted Mean Change (SE) -18.11 (6.62) -37.76 (7.48)

Week 24 Adjusted Mean Change (SE) -16.42 (6.26) -30.64 (7.17)

Week 28 Adjusted Mean Change (SE) -25.92 (5.67) -26.42 (6.69)

Week 32 Adjusted Mean Change (SE) -27.13 (5.65) -21.92 (6.46)

Week 36 Adjusted Mean Change (SE) -25.74 (5.48) -29.57 (6.27)

Week 40 Adjusted Mean Change (SE) -25.55 (5.80) -36.32 (6.63)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -27.02 (6.31) -35.38 (7.23)
Week 48 Adjusted Mean Change (SE) -28.13 (6.41) -35.07 (7.44)
Week 52 Adjusted Mean Change (SE) -29.25 (6.13) -34.52 (7.02) 5.27[-13.23; 23.76] 0.573

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

15.12 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead

Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.892

Non-carrier, N 36 34

N' 36 34

Baseline Mean (SD) 60.31 (24.21) 53.68 (28.86)

Week 52 Mean (SD) 28.39 (24.90) 25.80 (23.44)

Week 2 Adjusted Mean Change (SE) -11.61 (3.38) -11.22(3.48)

Week 4 Adjusted Mean Change (SE) -19.76 (3.38) -17.17 (3.50)

Week 8 Adjusted Mean Change (SE) -19.67 (3.69) -21.88 (3.83)

Week 12 Adjusted Mean Change (SE) -26.81 (3.50) -22.90 (3.66)

Week 16 Adjusted Mean Change (SE) -27.23 (3.48) -30.03 (3.66)

Week 20 Adjusted Mean Change (SE) -24.81 (4.00) -24.96 (4.18)

Week 24 Adjusted Mean Change (SE) -25.88 (3.75) -23.94 (3.99)

Week 28 Adjusted Mean Change (SE) -25.90 (3.36) -24.49 (3.57)

Week 32 Adjusted Mean Change (SE) -31.96 (3.39) -27.44 (3.61)

Week 36 Adjusted Mean Change (SE) -29.82 (3.20) -29.07 (3.41)

Week 40 Adjusted Mean Change (SE) -29.41 (3.42) -26.61 (3.67)

Week 44 Adjusted Mean Change (SE) -29.41 (3.67) -27.72(3.92)

Week 48 Adjusted Mean Change (SE) -26.97 (3.88) -26.44 (4.14)

Week 52 Adjusted Mean Change (SE) -29.58 (3.73) -28.29 (4.04) -1.29 [-12.25; 9.67] 0.815

Carrier, N 13 10

N' 13 10

Baseline Mean (SD) 53.46 (24.64) 59.40 (16.29)

Week 52 Mean (SD) 23.25(19.17) 29.30 (25.14)

Week 2 Adjusted Mean Change (SE) -10.51 (5.61) -6.54 (6.43)

Week 4 Adjusted Mean Change (SE) -11.92 (5.60) -11.09 (6.42)

Week 8 Adjusted Mean Change (SE) -18.07 (6.13) -9.82 (7.01)

Week 12 Adjusted Mean Change (SE) -9.75 (5.81) -16.37 (6.66)

Week 16 Adjusted Mean Change (SE) -16.12 (5.72) -15.63 (6.55)

Week 20 Adjusted Mean Change (SE) -21.38 (6.67) -19.71 (7.65)

Week 24 Adjusted Mean Change (SE) -23.15(6.19) -20.43 (7.09)

Week 28 Adjusted Mean Change (SE) -27.69 (5.57) -21.58 (6.53)

Week 32 Adjusted Mean Change (SE) -27.68 (5.59) -25.14 (6.61)

Week 36 Adjusted Mean Change (SE) -24.87 (5.35) -21.69 (6.04)

Week 40 Adjusted Mean Change (SE) -22.65 (5.63) -27.02 (6.46)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -29.15 (6.02) -20.82 (6.95)
Week 48 Adjusted Mean Change (SE) -26.85 (6.37) -25.30(7.42)
Week 52 Adjusted Mean Change (SE) -29.27 (6.14) -25.66 (6.96) -3.61[-22.12; 14.90] 0.699

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

15.13 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead

Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.765
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 57.83 (25.63) 56.86 (26.83)
Week 52 Mean (SD) 25.32 (22.97) 27.79 (25.05)
Week 2 Adjusted Mean Change (SE) -14.48 (3.06) -9.54 (3.30)
Week 4 Adjusted Mean Change (SE) -20.43 (3.09) -15.32 (3.37)
Week 8 Adjusted Mean Change (SE) -20.98 (3.36) -19.76 (3.66)
Week 12 Adjusted Mean Change (SE) -23.93 (3.27) -23.05 (3.57)
Week 16 Adjusted Mean Change (SE) -25.80 (3.12) -25.76 (3.43)
Week 20 Adjusted Mean Change (SE) -25.18 (3.70) -22.91 (4.06)
Week 24 Adjusted Mean Change (SE) -25.82 (3.38) -22.06 (3.76)
Week 28 Adjusted Mean Change (SE) -27.95 (3.00) -24.82 (3.37)
Week 32 Adjusted Mean Change (SE) -32.17 (3.09) -24.40 (3.47)
Week 36 Adjusted Mean Change (SE) -30.05 (3.01) -25.90 (3.35)
Week 40 Adjusted Mean Change (SE) -28.78 (3.21) -26.00 (3.60)
Week 44 Adjusted Mean Change (SE) -30.00 (3.48) -24.68 (3.90)
Week 48 Adjusted Mean Change (SE) -29.74 (3.57) -24.93 (4.03)
Week 52 Adjusted Mean Change (SE) -31.34 (3.48) -27.02(3.91) -4.32[-14.72;6.08] 0.411
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 66.11 (14.39) 36.40 (21.24)
Week 52 Mean (SD) 31.78 (24.67) 26.33 (12.50)
Week 2 Adjusted Mean Change (SE) -1.06 (6.65) -9.91 (9.01)
Week 4 Adjusted Mean Change (SE) -11.73 (6.73) -14.58 (9.12)
Week 8 Adjusted Mean Change (SE) -12.20 (7.32) -6.38 (9.91)
Week 12 Adjusted Mean Change (SE) -18.62 (7.09) -8.70 (9.61)
Week 16 Adjusted Mean Change (SE) -20.62 (6.75) -13.69 (9.14)
Week 20 Adjusted Mean Change (SE) -22.28 (8.00) -19.05
(10.83)
Week 24 Adjusted Mean Change (SE) -25.38 (7.32) -25.52 (9.91)
Week 28 Adjusted Mean Change (SE) -20.18 (6.44) -17.78 (8.72)
Week 32 Adjusted Mean Change (SE) -26.89 (6.66) -28.62 (9.02)
Week 36 Adjusted Mean Change (SE) -27.46 (6.48) -29.55 (8.78)

Final/22-Aug-2020

Page 329 of 1387




Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 40 Adjusted Mean Change (SE) -24.55 (6.94) -25.90 (9.58)
Week 44 Adjusted Mean Change (SE) -26.78 (7.50) -25.99
(10.39)
Week 48 Adjusted Mean Change (SE) -18.23 (7.76) -27.55
(10.39)
Week 52 Adjusted Mean Change (SE) -26.26 (7.43) -21.23 -5.03 [-31.26; 21.20] 0.704
(10.74)

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.14 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Lead

Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.572

Low score, N 11 22

N' 11 22

Baseline Mean (SD) 61.00 (28.39) 57.64 (27.96)

Week 52 Mean (SD) 33.20 (26.22) 32.47 (24.76)

Week 2 Adjusted Mean Change (SE) -21.23 (5.94) -7.56 (4.20)

Week 4 Adjusted Mean Change (SE) -25.73 (6.16) -16.63 (4.42)

Week 8 Adjusted Mean Change (SE) -20.56 (6.66) -20.17 (4.78)

Week 12 Adjusted Mean Change (SE) -26.62 (6.49) -24.29 (4.68)

Week 16 Adjusted Mean Change (SE) -26.19 (6.49) -25.95 (4.69)

Week 20 Adjusted Mean Change (SE) -21.25(7.02) -17.16 (5.14)

Week 24 Adjusted Mean Change (SE) -27.76 (6.73) -18.19 (4.99)

Week 28 Adjusted Mean Change (SE) -24.89 (5.93) -23.36 (4.50)

Week 32 Adjusted Mean Change (SE) -30.89 (6.08) -27.63 (4.64)

Week 36 Adjusted Mean Change (SE) -27.48 (5.87) -26.36 (4.41)

Week 40 Adjusted Mean Change (SE) -27.08 (6.18) -21.93 (4.73)

Week 44 Adjusted Mean Change (SE) -25.43 (6.72) -22.29 (5.11)

Week 48 Adjusted Mean Change (SE) -24.32 (7.05) -23.72 (5.31)

Week 52 Adjusted Mean Change (SE) -25.79 (6.66) -23.72 (5.13) -2.07 [-18.77;14.63]  0.806

High score, N 40 22

N' 40 22

Baseline Mean (SD) 58.83 (23.20) 52.32 (25.26)

Week 52 Mean (SD) 24.76 (22.33) 22.55 (22.39)

Week 2 Adjusted Mean Change (SE) -9.71 (3.11) -13.37 (4.22)

Week 4 Adjusted Mean Change (SE) -17.04 (3.23) -15.63 (4.38)

Week 8 Adjusted Mean Change (SE) -19.21 (3.49) -18.77 (4.73)

Week 12 Adjusted Mean Change (SE) -21.87 (3.41) -19.29 (4.64)

Week 16 Adjusted Mean Change (SE) -24.68 (3.36) -27.82 (4.57)

Week 20 Adjusted Mean Change (SE) -25.73 (3.71) -30.48 (5.02)

Week 24 Adjusted Mean Change (SE) -25.55 (3.46) -28.13 (4.69)

Week 28 Adjusted Mean Change (SE) -26.96 (3.17) -24.80 (4.33)

Week 32 Adjusted Mean Change (SE) -31.79 (3.22) -26.94 (4.35)

Week 36 Adjusted Mean Change (SE) -30.40 (3.08) -29.04 (4.13)

Week 40 Adjusted Mean Change (SE) -28.40 (3.26) -31.92 (4.41)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -30.64 (3.51) -29.94 (4.74)
Week 48 Adjusted Mean Change (SE) -28.84 (3.64) -29.07 (4.94)
Week 52 Adjusted Mean Change (SE) -31.95 (3.48) -32.09 (4.70) 0.13[-11.50; 11.77] 0.982

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.15 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage

Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.385

Non-carrier, N 31 23

N' 31 23

Baseline Mean (SD) 55.87 (24.85) 60.22 (21.27)

Week 52 Mean (SD) 27.77 (24.54) 30.38 (23.89)

Week 2 Adjusted Mean Change (SE) -12.72 (3.57) -6.08 (4.14)

Week 4 Adjusted Mean Change (SE) -19.29 (3.68) -13.35 (4.34)

Week 8 Adjusted Mean Change (SE) -18.67 (3.95) -16.85 (4.66)

Week 12 Adjusted Mean Change (SE) -22.47 (3.88) -23.37 (4.59)

Week 16 Adjusted Mean Change (SE) -25.92 (3.76) -20.97 (4.45)

Week 20 Adjusted Mean Change (SE) -24.96 (4.17) -16.51 (5.00)

Week 24 Adjusted Mean Change (SE) -24.68 (4.01) -21.80 (4.86)

Week 28 Adjusted Mean Change (SE) -28.00 (3.57) -24.86 (4.40)

Week 32 Adjusted Mean Change (SE) -31.25 (3.62) -23.94 (4.42)

Week 36 Adjusted Mean Change (SE) -29.02 (3.46) -22.94 (4.20)

Week 40 Adjusted Mean Change (SE) -26.66 (3.70) -22.68 (4.53)

Week 44 Adjusted Mean Change (SE) -29.52 (3.95) -20.43 (4.88)

Week 48 Adjusted Mean Change (SE) -27.68 (4.16) -25.94 (5.12)

Week 52 Adjusted Mean Change (SE) -29.16 (3.96) -25.20 (4.97) -3.95 [-16.60; 8.70] 0.537

Carrier, N 20 21

N' 20 21

Baseline Mean (SD) 64.60 (22.52) 49.24 (30.70)

Week 52 Mean (SD) 24.41 (21.07) 23.79 (23.60)

Week 2 Adjusted Mean Change (SE) -11.26 (4.49) -15.35 (4.37)

Week 4 Adjusted Mean Change (SE) -18.23 (4.63) -19.14 (4.52)

Week 8 Adjusted Mean Change (SE) -20.74 (4.97) -22.26 (4.84)

Week 12 Adjusted Mean Change (SE) -23.65 (4.92) -20.00 (4.79)

Week 16 Adjusted Mean Change (SE) -23.37 (4.73) -33.47 (4.67)

Week 20 Adjusted Mean Change (SE) -24.20 (5.27) -32.22 (5.12)

Week 24 Adjusted Mean Change (SE) -27.86 (5.01) -25.30 (4.94)

Week 28 Adjusted Mean Change (SE) -23.77 (4.61) -23.22 (4.49)

Week 32 Adjusted Mean Change (SE) -31.73 (4.55) -30.59 (4.51)

Week 36 Adjusted Mean Change (SE) -30.78 (4.34) -32.72 (4.25)

Week 40 Adjusted Mean Change (SE) -30.19 (4.62) -32.24 (4.59)

Final/22-Aug-2020

Page 333 of 1387




Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -29.31 (4.99) -32.51 (4.90)
Week 48 Adjusted Mean Change (SE) -28.02 (5.22) -27.59 (5.13)
Week 52 Adjusted Mean Change (SE) -32.89 (5.05) -31.35(4.91) -1.54[-15.66; 12.58] 0.829

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.16 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage

Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.327

Non-carrier, N 19 20

N' 19 20

Baseline Mean (SD) 61.84 (25.50) 56.65 (29.92)

Week 52 Mean (SD) 31.95 (23.17) 30.43 (28.33)

Week 2 Adjusted Mean Change (SE) -12.58 (4.65) -11.98 (4.51)

Week 4 Adjusted Mean Change (SE) -18.51 (4.71) -20.09 (4.64)

Week 8 Adjusted Mean Change (SE) -12.26 (4.90) -26.21 (4.84)

Week 12 Adjusted Mean Change (SE) -19.68 (4.82) -29.96 (4.81)

Week 16 Adjusted Mean Change (SE) -21.48 (4.83) -29.82 (4.89)

Week 20 Adjusted Mean Change (SE) -21.24 (5.48) -23.73 (5.46)

Week 24 Adjusted Mean Change (SE) -23.20 (5.14) -26.47 (5.21)

Week 28 Adjusted Mean Change (SE) -25.46 (4.63) -26.77 (4.68)

Week 32 Adjusted Mean Change (SE) -29.76 (4.60) -25.37 (4.76)

Week 36 Adjusted Mean Change (SE) -29.14 (4.43) -28.69 (4.56)

Week 40 Adjusted Mean Change (SE) -25.70 (4.74) -27.38 (4.93)

Week 44 Adjusted Mean Change (SE) -26.37 (5.11) -26.44 (5.31)

Week 48 Adjusted Mean Change (SE) -25.85 (5.26) -26.14 (5.51)

Week 52 Adjusted Mean Change (SE) -27.21(5.02) -22.90 (5.32) -4.30 [-18.84;10.23]  0.558

Carrier, N 32 24

N' 32 24

Baseline Mean (SD) 57.78 (23.55) 53.58 (23.79)

Week 52 Mean (SD) 22.89 (22.85) 24.38 (20.27)

Week 2 Adjusted Mean Change (SE) -12.00 (3.56) -9.18 (4.13)

Week 4 Adjusted Mean Change (SE) -19.16 (3.61) -12.86 (4.18)

Week 8 Adjusted Mean Change (SE) -23.79 (3.76) -14.01 (4.35)

Week 12 Adjusted Mean Change (SE) -24.83 (3.71) -15.47 (4.28)

Week 16 Adjusted Mean Change (SE) -27.06 (3.74) -24.42 (4.32)

Week 20 Adjusted Mean Change (SE) -26.86 (4.18) -24.02 (4.86)

Week 24 Adjusted Mean Change (SE) -27.56 (3.90) -21.15 (4.58)

Week 28 Adjusted Mean Change (SE) -27.29 (3.46) -22.34 (4.10)

Week 32 Adjusted Mean Change (SE) -32.51 (3.57) -28.26 (4.17)

Week 36 Adjusted Mean Change (SE) -29.92 (3.45) -26.96 (3.97)

Week 40 Adjusted Mean Change (SE) -29.57 (3.67) -27.20 (4.28)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -31.44 (3.97) -26.17 (4.62)
Week 48 Adjusted Mean Change (SE) -28.92 (4.13) -26.82 (4.78)
Week 52 Adjusted Mean Change (SE) -32.94 (3.94) -31.71 (4.55) -1.23[-13.19; 10.73] 0.838

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.17 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage

Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.102

Non-carrier, N 25 32

N' 25 32

Baseline Mean (SD) 61.52 (23.78) 51.81 (26.95)

Week 52 Mean (SD) 26.30 (25.65) 31.12 (25.22)

Week 2 Adjusted Mean Change (SE) -13.38 (3.99) -8.03 (3.53)

Week 4 Adjusted Mean Change (SE) -20.79 (4.13) -15.89 (3.65)

Week 8 Adjusted Mean Change (SE) -18.33 (4.36) -16.17 (3.86)

Week 12 Adjusted Mean Change (SE) -21.62 (4.32) -18.96 (3.81)

Week 16 Adjusted Mean Change (SE) -24.00 (4.25) -23.79 (3.76)

Week 20 Adjusted Mean Change (SE) -25.80 (4.57) -18.39 (4.11)

Week 24 Adjusted Mean Change (SE) -27.98 (4.32) -18.71(3.93)

Week 28 Adjusted Mean Change (SE) -27.88 (3.80) -19.31 (3.49)

Week 32 Adjusted Mean Change (SE) -33.93 (4.04) -24.90 (3.70)

Week 36 Adjusted Mean Change (SE) -30.03 (3.92) -26.68 (3.53)

Week 40 Adjusted Mean Change (SE) -30.48 (4.16) -26.23 (3.81)

Week 44 Adjusted Mean Change (SE) -33.42 (4.46) -24.38 (4.04)

Week 48 Adjusted Mean Change (SE) -28.76 (4.63) -24.15 (4.22)

Week 52 Adjusted Mean Change (SE) -32.64 (4.43) -25.62 (4.04) -7.02 [-18.98; 4.95] 0.247

Carrier, N 26 12

N' 26 12

Baseline Mean (SD) 57.15 (24.73) 63.42 (24.21)

Week 52 Mean (SD) 26.79 (21.07) 14.33 (12.10)

Week 2 Adjusted Mean Change (SE) -11.15(3.90) -16.86 (5.75)

Week 4 Adjusted Mean Change (SE) -17.11 (4.03) -16.24 (6.11)

Week 8 Adjusted Mean Change (SE) -20.69 (4.26) -28.38 (6.47)

Week 12 Adjusted Mean Change (SE) -24.17 (4.19) -29.66 (6.40)

Week 16 Adjusted Mean Change (SE) -25.89 (4.10) -35.32 (6.37)

Week 20 Adjusted Mean Change (SE) -23.67 (4.51) -39.11 (6.79)

Week 24 Adjusted Mean Change (SE) -24.19 (4.25) -36.37 (6.44)

Week 28 Adjusted Mean Change (SE) -25.29 (3.77) -37.15(5.72)

Week 32 Adjusted Mean Change (SE) -29.39 (3.96) -32.89 (5.99)

Week 36 Adjusted Mean Change (SE) -29.35(3.82) -30.00 (5.85)

Week 40 Adjusted Mean Change (SE) -25.87 (4.10) -29.79 (6.31)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -25.95 (4.35) -31.93 (6.78)
Week 48 Adjusted Mean Change (SE) -27.00 (4.51) -33.08 (6.95)
Week 52 Adjusted Mean Change (SE) -28.76 (4.34) -35.16 (6.77) 6.40[-9.58; 22.38] 0.428

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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15.18 Patient's Assessment of PsA Pain (VAS) - Change from Baseline by Linkage

Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.350

Non-carrier, N 39 35

N' 39 35

Baseline Mean (SD) 59.33 (23.77) 52.60 (25.72)

Week 52 Mean (SD) 27.00 (22.31) 27.81 (23.58)

Week 2 Adjusted Mean Change (SE) -12.62 (3.26) -9.57 (3.43)

Week 4 Adjusted Mean Change (SE) -20.16 (3.29) -16.83 (3.50)

Week 8 Adjusted Mean Change (SE) -21.64 (3.53) -18.61 (3.76)

Week 12 Adjusted Mean Change (SE) -23.77 (3.50) -20.95 (3.73)

Week 16 Adjusted Mean Change (SE) -24.99 (3.44) -25.68 (3.68)

Week 20 Adjusted Mean Change (SE) -26.33 (3.79) -21.14 (4.09)

Week 24 Adjusted Mean Change (SE) -28.58 (3.51) -20.64 (3.82)

Week 28 Adjusted Mean Change (SE) -26.18 (3.25) -23.67 (3.54)

Week 32 Adjusted Mean Change (SE) -32.49 (3.28) -28.89 (3.58)

Week 36 Adjusted Mean Change (SE) -30.59 (3.15) -27.97 (3.42)

Week 40 Adjusted Mean Change (SE) -28.47 (3.35) -24.85 (3.69)

Week 44 Adjusted Mean Change (SE) -29.76 (3.60) -23.88 (3.96)

Week 48 Adjusted Mean Change (SE) -27.14 (3.75) -24.66 (4.09)

Week 52 Adjusted Mean Change (SE) -30.44 (3.61) -25.65 (4.00) -4.80 [-15.53; 5.93] 0.377

Carrier, N 11 9

N' 11 9

Baseline Mean (SD) 55.64 (24.45) 64.22 (28.89)

Week 52 Mean (SD) 23.82 (27.33) 23.89 (24.89)

Week 2 Adjusted Mean Change (SE) -9.69 (6.15) -12.34 (6.77)

Week 4 Adjusted Mean Change (SE) -11.86 (6.21) -11.75 (6.85)

Week 8 Adjusted Mean Change (SE) -11.42 (6.66) -20.70 (7.35)

Week 12 Adjusted Mean Change (SE) -17.92 (6.57) -23.08 (7.25)

Week 16 Adjusted Mean Change (SE) -22.21 (6.43) -29.32 (7.22)

Week 20 Adjusted Mean Change (SE) -18.35(7.21) -32.34 (7.86)

Week 24 Adjusted Mean Change (SE) -17.44 (6.58) -31.97 (7.26)

Week 28 Adjusted Mean Change (SE) -26.18 (6.16) -23.54 (6.98)

Week 32 Adjusted Mean Change (SE) -26.39 (6.13) -19.20 (6.87)

Week 36 Adjusted Mean Change (SE) -26.10 (5.87) -25.37 (6.47)

Week 40 Adjusted Mean Change (SE) -25.83 (6.28) -33.51 (6.92)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -27.33 (6.72) -32.96 (7.49)
Week 48 Adjusted Mean Change (SE) -28.46 (6.94) -31.56 (7.86)
Week 52 Adjusted Mean Change (SE) -29.89 (6.67) -34.48 (7.36) 4.59 [-15.15; 24.32] 0.645

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.0 Patient’s Global Assessment of PsA Disease Activity (VAS) - Return Rates (FAS)

Treatment Groups

SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%)

Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 61 (98.4) 127 (99.2)
Week 4 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 64 (97.0) 56 (90.3) 120 (93.8)
Week 20 Returns 64 (97.0) 54 (87.1) 118 (92.2)
Week 24 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 28 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 32 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 36 Returns 61 (92.4) 50 (80.6) 111 (86.7)
Week 40 Returns 63 (95.5) 48 (77.4) 111 (86.7)
Week 44 Returns 63 (95.5) 47 (75.8) 110 (85.9)
Week 48 Returns 60 (90.9) 46 (74.2) 106 (82.8)
Week 52 Returns 62 (93.9) 46 (74.2) 108 (84.4)
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16.1 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline
(FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N’ 66 61

Baseline Mean (SD) 64.23 (21.70) 64.11 (20.74)

Week 52 Mean (SD) 28.37 (22.21) 28.78 (25.06)

Week 2 Adjusted Mean Change (SE) -17.60 (2.33) -16.03 (2.43)

Week 4 Adjusted Mean Change (SE) -22.46 (2.50) -20.11 (2.61)

Week 8 Adjusted Mean Change (SE) -27.05 (2.54) -24.82 (2.65)

Week 12 Adjusted Mean Change (SE) -27.13 (2.68) -24.68 (2.80)

Week 16 Adjusted Mean Change (SE) -30.54 (2.53) -25.99 (2.67)

Week 20 Adjusted Mean Change (SE) -30.74 (2.69) -26.32 (2.86)

Week 24 Adjusted Mean Change (SE) -28.65 (2.70) -25.79 (2.87)

Week 28 Adjusted Mean Change (SE) -31.51 (2.59) -29.49 (2.80)

Week 32 Adjusted Mean Change (SE) -33.70 (2.65) -27.53 (2.85)

Week 36 Adjusted Mean Change (SE) -35.14 (2.63) -31.12 (2.86)

Week 40 Adjusted Mean Change (SE) -34.05 (2.65) -30.51 (2.89)

Week 44 Adjusted Mean Change (SE) -34.55 (2.87) -33.42 (3.16)

Week 48 Adjusted Mean Change (SE) -34.48 (2.75) -34.80 (3.02)

Week 52 Adjusted Mean Change (SE) -35.51 (2.95) -31.92(3.25) -3.59[-12.28;5.11] 0.416

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model

N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, treatment x visit, baseline value x visit

Covariance structure: unstructured (un)
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16.2 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.126

Male, N 42 33

N' 42 32

Baseline Mean (SD) 63.02 (20.27) 60.67 (21.97)

Week 52 Mean (SD) 27.26 (21.59) 19.88 (20.97)

Week 2 Adjusted Mean Change (SE) -17.50 (2.94) -20.00 (3.37)

Week 4 Adjusted Mean Change (SE) -23.43 (3.13) -24.90 (3.59)

Week 8 Adjusted Mean Change (SE) -28.12 (3.17) -29.58 (3.63)

Week 12 Adjusted Mean Change (SE) -28.66 (3.33) -30.33 (3.80)

Week 16 Adjusted Mean Change (SE) -32.97 (3.12) -31.93 (3.57)

Week 20 Adjusted Mean Change (SE) -32.76 (3.37) -30.17 (3.89)

Week 24 Adjusted Mean Change (SE) -30.17 (3.30) -33.32 (3.84)

Week 28 Adjusted Mean Change (SE) -32.49 (3.16) -36.95 (3.74)

Week 32 Adjusted Mean Change (SE) -33.39 (3.24) -35.58 (3.80)

Week 36 Adjusted Mean Change (SE) -35.25(3.31) -35.72(3.91)

Week 40 Adjusted Mean Change (SE) -35.54 (3.24) -37.88 (3.86)

Week 44 Adjusted Mean Change (SE) -36.06 (3.56) -39.61 (4.24)

Week 48 Adjusted Mean Change (SE) -36.23 (3.43) -39.88 (4.08)

Week 52 Adjusted Mean Change (SE) -35.92 (3.65) -39.34 (4.41) 3.41[-7.89; 14.72] 0.551

Female, N 24 29

N' 24 29

Baseline Mean (SD) 66.33 (24.31) 68.03 (18.85)

Week 52 Mean (SD) 30.26 (23.58) 38.50 (25.96)

Week 2 Adjusted Mean Change (SE) -17.80 (3.90) -11.62 (3.54)

Week 4 Adjusted Mean Change (SE) -20.77 (4.15) -14.75 (3.81)

Week 8 Adjusted Mean Change (SE) -25.20 (4.20) -19.49 (3.86)

Week 12 Adjusted Mean Change (SE) -24.50 (4.43) -18.35 (4.07)

Week 16 Adjusted Mean Change (SE) -26.33 (4.11) -19.13 (3.85)

Week 20 Adjusted Mean Change (SE) -27.25 (4.48) -22.32 (4.22)

Week 24 Adjusted Mean Change (SE) -25.95 (4.38) -17.33 (4.09)

Week 28 Adjusted Mean Change (SE) -29.68 (4.25) -21.16 (4.03)

Week 32 Adjusted Mean Change (SE) -34.16 (4.28) -18.68 (4.05)

Week 36 Adjusted Mean Change (SE) -34.82 (4.34) -26.04 (4.19)

Week 40 Adjusted Mean Change (SE) -31.49 (4.26) -22.41 (4.14)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -31.95 (4.70) -26.63 (4.62)
Week 48 Adjusted Mean Change (SE) -31.46 (4.50) -29.41 (4.42)
Week 52 Adjusted Mean Change (SE) -34.76 (4.80) -23.77 (4.69) -10.98 [-24.23; 2.26] 0.103

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.3 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.689

PASDAS <5.4, N 16 13

N' 16 13

Baseline Mean (SD) 45.38 (17.21) 42.38 (26.01)

Week 52 Mean (SD) 18.88 (17.02) 30.75 (31.79)

Week 2 Adjusted Mean Change (SE) -22.35 (5.00) -26.06 (5.58)

Week 4 Adjusted Mean Change (SE) -27.92 (5.31) -33.30(5.92)

Week 8 Adjusted Mean Change (SE) -29.19 (5.40) -38.27 (6.02)

Week 12 Adjusted Mean Change (SE) -28.57 (5.89) -26.18 (6.50)

Week 16 Adjusted Mean Change (SE) -36.34 (5.45) -32.29 (6.08)

Week 20 Adjusted Mean Change (SE) -35.97 (5.92) -28.02 (6.66)

Week 24 Adjusted Mean Change (SE) -29.63 (5.94) -27.00 (6.75)

Week 28 Adjusted Mean Change (SE) -39.73 (5.58) -31.86 (6.57)

Week 32 Adjusted Mean Change (SE) -37.84 (5.78) -30.53 (6.74)

Week 36 Adjusted Mean Change (SE) -37.74 (5.70) -30.26 (6.92)

Week 40 Adjusted Mean Change (SE) -41.01 (5.72) -32.17 (7.03)

Week 44 Adjusted Mean Change (SE) -43.28 (6.16) -30.25 (7.47)

Week 48 Adjusted Mean Change (SE) -44.71 (5.89) -33.10(7.23)

Week 52 Adjusted Mean Change (SE) -44.18 (6.30) -28.43 (7.77) -15.75[-34.42;2.93]  0.098

PASDAS > 5.4, N 50 49

N' 50 48

Baseline Mean (SD) 70.26 (19.51) 69.88 (14.69)

Week 52 Mean (SD) 31.67 (22.99) 28.37 (23.90)

Week 2 Adjusted Mean Change (SE) -16.07 (2.71) -13.30 (2.77)

Week 4 Adjusted Mean Change (SE) -20.69 (2.88) -16.50 (2.95)

Week 8 Adjusted Mean Change (SE) -26.35(2.93) -21.14 (3.00)

Week 12 Adjusted Mean Change (SE) -26.62 (3.17) -24.33 (3.26)

Week 16 Adjusted Mean Change (SE) -28.63 (2.97) -24.25 (3.08)

Week 20 Adjusted Mean Change (SE) -29.19 (3.16) -25.84 (3.29)

Week 24 Adjusted Mean Change (SE) -28.21 (3.19) -25.42 (3.32)

Week 28 Adjusted Mean Change (SE) -28.86 (3.03) -28.81(3.19)

Week 32 Adjusted Mean Change (SE) -32.38 (3.13) -26.65 (3.28)

Week 36 Adjusted Mean Change (SE) -34.40 (3.12) -31.17 (3.27)

Week 40 Adjusted Mean Change (SE) -31.79 (3.10) -30.17 (3.27)

Final/22-Aug-2020

Page 345 of 1387




Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -31.68 (3.36) -34.05 (3.56)
Week 48 Adjusted Mean Change (SE) -31.15(3.21) -35.08 (3.39)
Week 52 Adjusted Mean Change (SE) -32.64 (3.45) -32.70(3.66) 0.06[-9.71; 9.82] 0.991

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.4 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by Moderate/Severe PSO D (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.462

lIillloderate/Severe Psoriasis (Def D): No, 28 32

N' 28 32

Baseline Mean (SD) 60.79 (21.45) 63.22 (21.88)

Week 52 Mean (SD) 28.96 (19.41) 26.95 (21.92)

Week 2 Adjusted Mean Change (SE) -18.02 (3.56) -20.84 (3.33)

Week 4 Adjusted Mean Change (SE) -20.74 (3.84) -23.78 (3.62)

Week 8 Adjusted Mean Change (SE) -25.52 (3.92) -26.91 (3.70)

Week 12 Adjusted Mean Change (SE) -25.08 (4.13) -22.97 (3.90)

Week 16 Adjusted Mean Change (SE) -25.48 (3.87) -25.25(3.70)

Week 20 Adjusted Mean Change (SE) -26.44 (4.15) -28.72 (3.99)

Week 24 Adjusted Mean Change (SE) -26.65 (4.19) -24.33 (4.04)

Week 28 Adjusted Mean Change (SE) -28.26 (4.03) -28.46 (3.95)

Week 32 Adjusted Mean Change (SE) -30.49 (4.10) -27.10 (4.00)

Week 36 Adjusted Mean Change (SE) -32.04 (4.08) -28.73 (4.07)

Week 40 Adjusted Mean Change (SE) -30.50 (4.11) -29.03 (4.11)

Week 44 Adjusted Mean Change (SE) -32.76 (4.50) -32.11 (4.54)

Week 48 Adjusted Mean Change (SE) -30.98 (4.26) -32.15 (4.30)

Week 52 Adjusted Mean Change (SE) -35.56 (4.63) -33.30 (4.68) -2.26 [-15.28;10.77]  0.732

lIillloderate/Severe Psoriasis (Def D): Yes, 38 30

N' 38 29

Baseline Mean (SD) 66.76 (21.82) 65.07 (19.78)

Week 52 Mean (SD) 27.94 (24.29) 30.46 (28.00)

Week 2 Adjusted Mean Change (SE) -17.29 (3.06) -10.72 (3.50)

Week 4 Adjusted Mean Change (SE) -23.72 (3.30) -16.07 (3.77)

Week 8 Adjusted Mean Change (SE) -28.18 (3.36) -22.47 (3.85)

Week 12 Adjusted Mean Change (SE) -28.67 (3.57) -26.56 (4.07)

Week 16 Adjusted Mean Change (SE) -34.38 (3.34) -26.78 (3.84)

Week 20 Adjusted Mean Change (SE) -33.79 (3.53) -23.82 (4.08)

Week 24 Adjusted Mean Change (SE) -30.14 (3.59) -27.32 (4.15)

Week 28 Adjusted Mean Change (SE) -33.89 (3.42) -30.54 (4.02)

Week 32 Adjusted Mean Change (SE) -36.07 (3.53) -27.86 (4.11)

Week 36 Adjusted Mean Change (SE) -37.42 (3.49) -33.29 (4.08)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Week 40 Adjusted Mean Change (SE) -36.67 (3.51) -31.76 (4.12)

Week 44 Adjusted Mean Change (SE) -35.91 (3.82) -34.49 (4.51)

Week 48 Adjusted Mean Change (SE) -37.10 (3.65) -37.27 (4.29)

Week 52 Adjusted Mean Change (SE) -35.54 (3.94) -30.51 (4.67) -5.03[-17.12; 7.05] 0.411

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.5 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.880

< Median, N 40 29

N' 40 29

Baseline Mean (SD) 65.88 (21.45) 60.17 (22.68)

Week 52 Mean (SD) 27.95 (21.85) 23.42 (20.52)

Week 2 Adjusted Mean Change (SE) -20.12 (3.00) -17.42 (3.54)

Week 4 Adjusted Mean Change (SE) -23.42 (3.24) -20.55 (3.82)

Week 8 Adjusted Mean Change (SE) -27.76 (3.27) -27.57 (3.86)

Week 12 Adjusted Mean Change (SE) -26.00 (3.49) -24.60 (4.08)

Week 16 Adjusted Mean Change (SE) -31.01 (3.28) -28.82 (3.92)

Week 20 Adjusted Mean Change (SE) -31.14 (3.46) -29.14 (4.16)

Week 24 Adjusted Mean Change (SE) -30.98 (3.49) -27.31 (4.20)

Week 28 Adjusted Mean Change (SE) -31.31 (3.34) -31.35(4.12)

Week 32 Adjusted Mean Change (SE) -34.07 (3.47) -28.16 (4.22)

Week 36 Adjusted Mean Change (SE) -35.92 (3.44) -27.14 (4.26)

Week 40 Adjusted Mean Change (SE) -35.87 (3.44) -29.89 (4.32)

Week 44 Adjusted Mean Change (SE) -36.04 (3.73) -32.80 (4.70)

Week 48 Adjusted Mean Change (SE) -37.27 (3.55) -32.97 (4.50)

Week 52 Adjusted Mean Change (SE) -35.96 (3.82) -34.95(4.90) -1.02[-13.34;11.31]  0.871

> Median, N 26 33

N' 26 32

Baseline Mean (SD) 61.69 (22.25) 67.58 (18.53)

Week 52 Mean (SD) 29.04 (23.21) 32.56 (27.56)

Week 2 Adjusted Mean Change (SE) -13.72 (3.73) -14.76 (3.37)

Week 4 Adjusted Mean Change (SE) -20.97 (4.02) -19.73 (3.66)

Week 8 Adjusted Mean Change (SE) -25.96 (4.06) -22.28 (3.71)

Week 12 Adjusted Mean Change (SE) -28.77 (4.29) -24.78 (3.95)

Week 16 Adjusted Mean Change (SE) -29.81 (4.04) -23.43(3.72)

Week 20 Adjusted Mean Change (SE) -29.99 (4.30) -23.69 (4.00)

Week 24 Adjusted Mean Change (SE) -25.26 (4.29) -24.36 (4.00)

Week 28 Adjusted Mean Change (SE) -32.08 (4.21) -27.81(3.92)

Week 32 Adjusted Mean Change (SE) -33.16 (4.26) -26.86 (4.00)

Week 36 Adjusted Mean Change (SE) -33.93 (4.20) -34.10(3.97)

Week 40 Adjusted Mean Change (SE) -31.27 (4.23) -30.78 (4.00)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -32.25 (4.61) -33.69 (4.38)
Week 48 Adjusted Mean Change (SE) -30.40 (4.36) -35.86 (4.12)
Week 52 Adjusted Mean Change (SE) -34.86 (4.75) -29.61 (4.47) -5.25[-18.21;7.72] 0.425

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.6 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by Enthesitis at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.626

Enthesitis: No, N 34 22

N' 34 22

Baseline Mean (SD) 60.21 (24.42) 62.77 (24.16)

Week 52 Mean (SD) 24.58 (19.67) 25.22 (23.83)

Week 2 Adjusted Mean Change (SE) -18.15 (3.27) -20.87 (4.06)

Week 4 Adjusted Mean Change (SE) -21.96 (3.53) -22.74 (4.42)

Week 8 Adjusted Mean Change (SE) -24.51 (3.53) -30.17 (4.44)

Week 12 Adjusted Mean Change (SE) -28.89 (3.76) -28.42 (4.76)

Week 16 Adjusted Mean Change (SE) -30.75 (3.52) -32.15 (4.47)

Week 20 Adjusted Mean Change (SE) -32.66 (3.79) -29.69 (4.75)

Week 24 Adjusted Mean Change (SE) -28.74 (3.80) -27.54 (4.78)

Week 28 Adjusted Mean Change (SE) -31.56 (3.63) -32.50 (4.64)

Week 32 Adjusted Mean Change (SE) -34.09 (3.74) -30.34 (4.78)

Week 36 Adjusted Mean Change (SE) -34.52 (3.71) -34.22 (4.75)

Week 40 Adjusted Mean Change (SE) -36.46 (3.71) -30.28 (4.75)

Week 44 Adjusted Mean Change (SE) -36.82 (4.04) -32.90 (5.19)

Week 48 Adjusted Mean Change (SE) -34.89 (3.88) -34.93 (4.97)

Week 52 Adjusted Mean Change (SE) -38.86 (4.14) -37.11(5.32) -1.75[-15.06; 11.56]  0.795

Enthesitis: Yes, N 32 40

N' 32 39

Baseline Mean (SD) 68.50 (17.78) 64.85 (18.89)

Week 52 Mean (SD) 32.16 (24.20) 31.07 (25.98)

Week 2 Adjusted Mean Change (SE) -17.02 (3.38) -13.29 (3.04)

Week 4 Adjusted Mean Change (SE) -23.00 (3.64) -18.60 (3.28)

Week 8 Adjusted Mean Change (SE) -29.76 (3.64) -21.85(3.29)

Week 12 Adjusted Mean Change (SE) -25.26 (3.88) -22.64 (3.48)

Week 16 Adjusted Mean Change (SE) -30.31 (3.65) -22.58 (3.31)

Week 20 Adjusted Mean Change (SE) -28.80 (3.87) -24.56 (3.61)

Week 24 Adjusted Mean Change (SE) -28.57 (3.92) -25.00 (3.64)

Week 28 Adjusted Mean Change (SE) -31.47 (3.75) -27.98 (3.54)

Week 32 Adjusted Mean Change (SE) -33.27 (3.85) -26.10 (3.60)

Week 36 Adjusted Mean Change (SE) -35.72 (3.83) -29.28 (3.64)

Week 40 Adjusted Mean Change (SE) -31.54 (3.80) -31.12 (3.65)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -32.24 (4.13) -34.21 (3.98)
Week 48 Adjusted Mean Change (SE) -34.01 (3.96) -35.06 (3.82)
Week 52 Adjusted Mean Change (SE) -32.16 (4.22) -28.77 (4.10) -3.39[-15.01; 8.23] 0.564

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.7 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.535

Non-carrier, N 29 25

N' 29 25

Baseline Mean (SD) 68.03 (20.82) 64.24 (20.70)

Week 52 Mean (SD) 32.52 (24.36) 25.42 (19.93)

Week 2 Adjusted Mean Change (SE) -16.03 (3.27) -17.49 (3.51)

Week 4 Adjusted Mean Change (SE) -20.93 (3.92) -23.81 (4.21)

Week 8 Adjusted Mean Change (SE) -25.23 (3.91) -26.99 (4.19)

Week 12 Adjusted Mean Change (SE) -29.57 (3.90) -31.31(4.21)

Week 16 Adjusted Mean Change (SE) -29.59 (3.72) -30.33 (4.02)

Week 20 Adjusted Mean Change (SE) -32.97 (3.97) -29.07 (4.35)

Week 24 Adjusted Mean Change (SE) -29.88 (4.12) -28.66 (4.48)

Week 28 Adjusted Mean Change (SE) -32.40 (3.96) -31.83 (4.36)

Week 32 Adjusted Mean Change (SE) -35.33 (3.78) -32.81 (4.15)

Week 36 Adjusted Mean Change (SE) -35.43 (3.98) -37.14 (4.35)

Week 40 Adjusted Mean Change (SE) -33.24 (3.95) -34.39 (4.35)

Week 44 Adjusted Mean Change (SE) -34.52 (4.48) -37.95 (4.95)

Week 48 Adjusted Mean Change (SE) -31.74 (4.24) -38.13 (4.66)

Week 52 Adjusted Mean Change (SE) -32.70 (4.45) -37.14 (4.98) 4.43[-8.82;17.68] 0.508

Carrier, N 22 19

N' 22 19

Baseline Mean (SD) 61.95 (23.13) 62.79 (24.69)

Week 52 Mean (SD) 26.05 (20.92) 35.31(31.82)

Week 2 Adjusted Mean Change (SE) -17.73 (3.75) -14.93 (4.03)

Week 4 Adjusted Mean Change (SE) -22.46 (4.49) -14.85 (4.90)

Week 8 Adjusted Mean Change (SE) -25.77 (4.47) -25.83 (4.89)

Week 12 Adjusted Mean Change (SE) -23.22 (4.51) -21.67 (4.91)

Week 16 Adjusted Mean Change (SE) -26.18 (4.27) -28.66 (4.71)

Week 20 Adjusted Mean Change (SE) -28.63 (4.60) -29.18 (5.00)

Week 24 Adjusted Mean Change (SE) -26.57 (4.71) -26.91 (5.23)

Week 28 Adjusted Mean Change (SE) -27.16 (4.55) -29.93 (5.13)

Week 32 Adjusted Mean Change (SE) -33.48 (4.37) -24.18 (4.86)

Week 36 Adjusted Mean Change (SE) -34.43 (4.59) -30.50 (5.12)

Week 40 Adjusted Mean Change (SE) -36.09 (4.57) -29.68 (5.13)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -35.15(5.19) -29.48 (5.83)
Week 48 Adjusted Mean Change (SE) -36.48 (4.92) -32.35 (5.55)
Week 52 Adjusted Mean Change (SE) -37.17 (5.13) -27.20(5.72) -9.98 [-25.21; 5.26] 0.196

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

16.8 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by Lead Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.092

Non-carrier, N 28 19

N' 28 19

Baseline Mean (SD) 65.96 (22.59) 65.74 (17.47)

Week 52 Mean (SD) 31.00 (24.35) 34.92 (27.93)

Week 2 Adjusted Mean Change (SE) -19.22 (3.14) -9.95(3.81)

Week 4 Adjusted Mean Change (SE) -24.36 (3.85) -16.72 (4.74)

Week 8 Adjusted Mean Change (SE) -26.46 (3.88) -19.64 (4.79)

Week 12 Adjusted Mean Change (SE) -28.64 (3.99) -23.72 (4.96)

Week 16 Adjusted Mean Change (SE) -30.27 (3.63) -22.48 (4.52)

Week 20 Adjusted Mean Change (SE) -33.12 (4.04) -23.36 (5.14)

Week 24 Adjusted Mean Change (SE) -28.77 (4.08) -23.02 (5.19)

Week 28 Adjusted Mean Change (SE) -31.41 (3.97) -32.86 (5.17)

Week 32 Adjusted Mean Change (SE) -35.23 (3.88) -25.12 (4.98)

Week 36 Adjusted Mean Change (SE) -35.90 (4.06) -29.12 (5.27)

Week 40 Adjusted Mean Change (SE) -35.73 (3.98) -24.86 (5.18)

Week 44 Adjusted Mean Change (SE) -35.19 (4.59) -27.34 (6.07)

Week 48 Adjusted Mean Change (SE) -34.31 (4.38) -30.82 (5.70)

Week 52 Adjusted Mean Change (SE) -32.84 (4.63) -27.09 (6.14) -5.75[-21.04; 9.54] 0.456

Carrier, N 22 19

N' 22 19

Baseline Mean (SD) 63.18 (20.49) 62.21 (23.82)

Week 52 Mean (SD) 29.21 (21.42) 28.18 (25.52)

Week 2 Adjusted Mean Change (SE) -11.74 (3.54) -20.46 (3.81)

Week 4 Adjusted Mean Change (SE) -16.26 (4.34) -20.50 (4.68)

Week 8 Adjusted Mean Change (SE) -22.45 (4.37) -30.02 (4.71)

Week 12 Adjusted Mean Change (SE) -22.66 (4.54) -27.13 (4.89)

Week 16 Adjusted Mean Change (SE) -23.67 (4.10) -36.18 (4.45)

Week 20 Adjusted Mean Change (SE) -27.39 (4.57) -33.58 (4.92)

Week 24 Adjusted Mean Change (SE) -25.76 (4.59) -32.83 (4.99)

Week 28 Adjusted Mean Change (SE) -26.38 (4.53) -30.94 (4.95)

Week 32 Adjusted Mean Change (SE) -31.55 (4.37) -31.21 (4.78)

Week 36 Adjusted Mean Change (SE) -32.26 (4.58) -36.09 (4.97)

Week 40 Adjusted Mean Change (SE) -30.87 (4.46) -35.86 (4.89)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -32.54 (5.18) -40.09 (5.65)
Week 48 Adjusted Mean Change (SE) -30.97 (4.91) -38.49 (5.35)
Week 52 Adjusted Mean Change (SE) -35.85(5.29) -35.91(5.71) 0.06 [-15.41; 15.52] 0.994

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

16.9 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from Baseline

by Lead Candidate Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.265

Non-carrier, N 19 21

N' 19 21

Baseline Mean (SD) 60.47 (24.78) 66.43 (23.17)

Week 52 Mean (SD) 34.00 (22.91) 31.73(29.78)

Week 2 Adjusted Mean Change (SE) -17.80 (4.11) -17.31(3.89)

Week 4 Adjusted Mean Change (SE) -17.79 (4.91) -22.71 (4.71)

Week 8 Adjusted Mean Change (SE) -19.26 (4.77) -28.69 (4.58)

Week 12 Adjusted Mean Change (SE) -25.02 (4.89) -31.34 (4.76)

Week 16 Adjusted Mean Change (SE) -21.93 (4.55) -31.26 (4.45)

Week 20 Adjusted Mean Change (SE) -25.67 (4.90) -27.99 (4.79)

Week 24 Adjusted Mean Change (SE) -21.50 (5.08) -30.00 (4.98)

Week 28 Adjusted Mean Change (SE) -27.73 (5.05) -34.76 (5.01)

Week 32 Adjusted Mean Change (SE) -32.00 (4.76) -29.63 (4.74)

Week 36 Adjusted Mean Change (SE) -32.42 (4.93) -35.57 (4.97)

Week 40 Adjusted Mean Change (SE) -31.83 (4.95) -30.68 (4.98)

Week 44 Adjusted Mean Change (SE) -31.20 (5.59) -35.86 (5.69)

Week 48 Adjusted Mean Change (SE) -27.17 (5.21) -37.98 (5.30)

Week 52 Adjusted Mean Change (SE) -30.95 (5.58) -30.05 (5.73) -0.90 [-16.84; 15.04]  0.911

Carrier, N 30 23

N' 30 23

Baseline Mean (SD) 69.77 (18.82) 61.04 (21.55)

Week 52 Mean (SD) 27.22 (23.32) 28.60 (23.71)

Week 2 Adjusted Mean Change (SE) -16.58 (3.28) -15.95 (3.73)

Week 4 Adjusted Mean Change (SE) -23.72 (3.92) -18.14 (4.47)

Week 8 Adjusted Mean Change (SE) -28.86 (3.80) -25.02 (4.33)

Week 12 Adjusted Mean Change (SE) -29.79 (3.92) -24.30 (4.45)

Week 16 Adjusted Mean Change (SE) -32.07 (3.64) -28.63 (4.15)

Week 20 Adjusted Mean Change (SE) -35.19 (3.91) -30.66 (4.46)

Week 24 Adjusted Mean Change (SE) -32.91 (4.03) -26.77 (4.63)

Week 28 Adjusted Mean Change (SE) -32.35(3.97) -28.37 (4.61)

Week 32 Adjusted Mean Change (SE) -36.33 (3.82) -29.07 (4.39)

Week 36 Adjusted Mean Change (SE) -37.03 (3.98) -33.90 (4.54)

Week 40 Adjusted Mean Change (SE) -36.62 (3.98) -34.44 (4.56)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -37.30 (4.50) -33.87 (5.16)
Week 48 Adjusted Mean Change (SE) -37.97 (4.22) -34.41 (4.84)
Week 52 Adjusted Mean Change (SE) -37.26 (4.52) -35.61 (5.19) -1.65[-15.39; 12.08] 0.812

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

16.10 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Lead Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.263

Non-carrier, N 25 32

N' 25 32

Baseline Mean (SD) 67.48 (17.91) 63.41 (22.57)

Week 52 Mean (SD) 29.26 (25.48) 34.62 (27.86)

Week 2 Adjusted Mean Change (SE) -16.24 (3.53) -15.67 (3.11)

Week 4 Adjusted Mean Change (SE) -21.89 (4.26) -21.14 (3.76)

Week 8 Adjusted Mean Change (SE) -26.29 (4.16) -23.83 (3.66)

Week 12 Adjusted Mean Change (SE) -28.60 (4.25) -24.20 (3.74)

Week 16 Adjusted Mean Change (SE) -24.05 (3.94) -27.11 (3.47)

Week 20 Adjusted Mean Change (SE) -32.88 (4.17) -25.24 (3.73)

Week 24 Adjusted Mean Change (SE) -28.24 (4.38) -25.01 (3.93)

Week 28 Adjusted Mean Change (SE) -31.49 (4.18) -26.63 (3.82)

Week 32 Adjusted Mean Change (SE) -35.33 (4.06) -25.74 (3.66)

Week 36 Adjusted Mean Change (SE) -34.70 (4.34) -33.55 (3.89)

Week 40 Adjusted Mean Change (SE) -33.89 (4.28) -31.56 (3.88)

Week 44 Adjusted Mean Change (SE) -35.18 (4.88) -33.06 (4.42)

Week 48 Adjusted Mean Change (SE) -35.47 (4.62) -34.60 (4.18)

Week 52 Adjusted Mean Change (SE) -36.76 (4.86) -30.26 (4.43) -6.50 [-19.56; 6.57] 0.326

Carrier, N 26 12

N' 26 12

Baseline Mean (SD) 63.42 (25.24) 64.17 (22.33)

Week 52 Mean (SD) 30.25 (20.79) 16.44 (14.05)

Week 2 Adjusted Mean Change (SE) -17.26 (3.46) -18.29 (5.07)

Week 4 Adjusted Mean Change (SE) -21.31 (4.17) -16.65 (6.27)

Week 8 Adjusted Mean Change (SE) -24.67 (4.07) -34.05 (6.14)

Week 12 Adjusted Mean Change (SE) -25.24 (4.13) -35.86 (6.29)

Week 16 Adjusted Mean Change (SE) -31.62 (3.83) -36.54 (5.88)

Week 20 Adjusted Mean Change (SE) -29.18 (4.13) -40.01 (6.22)

Week 24 Adjusted Mean Change (SE) -28.57 (4.31) -36.11 (6.53)

Week 28 Adjusted Mean Change (SE) -28.70 (4.13) -43.06 (6.28)

Week 32 Adjusted Mean Change (SE) -33.74 (3.97) -38.73 (6.03)

Week 36 Adjusted Mean Change (SE) -35.23 (4.23) -36.37 (6.51)

Week 40 Adjusted Mean Change (SE) -34.83 (4.22) -34.15 (6.50)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -34.39 (4.78) -37.82 (7.46)
Week 48 Adjusted Mean Change (SE) -32.01 (4.53) -39.08 (6.98)
Week 52 Adjusted Mean Change (SE) -32.50 (4.77) -39.64 (7.44) 7.15[-10.41; 24.70] 0.421

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

16.11 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Lead Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.635

Non-carrier, N 38 33

N' 38 33

Baseline Mean (SD) 68.53 (20.99) 62.27 (21.37)

Week 52 Mean (SD) 31.88 (22.15) 28.83 (24.82)

Week 2 Adjusted Mean Change (SE) -16.54 (2.86) -16.96 (3.03)

Week 4 Adjusted Mean Change (SE) -21.40 (3.38) -24.81 (3.61)

Week 8 Adjusted Mean Change (SE) -25.97 (3.39) -27.21 (3.63)

Week 12 Adjusted Mean Change (SE) -25.30 (3.36) -29.57 (3.60)

Week 16 Adjusted Mean Change (SE) -27.65 (3.22) -28.81 (3.47)

Week 20 Adjusted Mean Change (SE) -31.68 (3.47) -28.84 (3.79)

Week 24 Adjusted Mean Change (SE) -30.68 (3.53) -29.48 (3.85)

Week 28 Adjusted Mean Change (SE) -30.68 (3.37) -33.14 (3.71)

Week 32 Adjusted Mean Change (SE) -34.08 (3.22) -32.40 (3.54)

Week 36 Adjusted Mean Change (SE) -34.59 (3.36) -37.09 (3.70)

Week 40 Adjusted Mean Change (SE) -33.80 (3.34) -33.22 (3.72)

Week 44 Adjusted Mean Change (SE) -34.71 (3.94) -33.81 (4.39)

Week 48 Adjusted Mean Change (SE) -32.57 (3.67) -36.38 (4.05)

Week 52 Adjusted Mean Change (SE) -32.68 (3.89) -32.34 (4.37) -0.35[-12.01;11.32]  0.953

Carrier, N 12 9

N' 12 9

Baseline Mean (SD) 58.00 (22.64) 62.89 (25.53)

Week 52 Mean (SD) 25.50 (25.67) 21.33(19.01)

Week 2 Adjusted Mean Change (SE) -16.56 (5.12) -19.51 (5.80)

Week 4 Adjusted Mean Change (SE) -20.03 (6.03) -9.59 (6.85)

Week 8 Adjusted Mean Change (SE) -21.98 (6.04) -30.59 (6.87)

Week 12 Adjusted Mean Change (SE) -28.97 (5.97) -28.14 (6.93)

Week 16 Adjusted Mean Change (SE) -26.93 (5.72) -39.46 (6.58)

Week 20 Adjusted Mean Change (SE) -27.06 (6.24) -35.48 (7.02)

Week 24 Adjusted Mean Change (SE) -18.76 (6.28) -29.70 (7.14)

Week 28 Adjusted Mean Change (SE) -26.39 (6.02) -33.82 (7.00)

Week 32 Adjusted Mean Change (SE) -33.54 (5.73) -28.28 (6.51)

Week 36 Adjusted Mean Change (SE) -34.21 (5.91) -36.20 (6.72)

Week 40 Adjusted Mean Change (SE) -33.52 (5.94) -39.17 (6.75)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -32.85 (6.97) -43.43 (7.94)
Week 48 Adjusted Mean Change (SE) -34.54 (6.45) -44.03 (7.41)
Week 52 Adjusted Mean Change (SE) -37.42 (6.84) -42.79 (7.79) 5.37[-15.19; 25.92] 0.605

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

16.12 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Lead Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.715

Non-carrier, N 36 34

N' 36 34

Baseline Mean (SD) 65.67 (21.21) 62.85 (24.41)

Week 52 Mean (SD) 31.61 (25.11) 27.80 (24.22)

Week 2 Adjusted Mean Change (SE) -15.00 (2.92) -16.78 (3.01)

Week 4 Adjusted Mean Change (SE) -21.77 (3.52) -21.84 (3.65)

Week 8 Adjusted Mean Change (SE) -25.95 (3.47) -28.10(3.61)

Week 12 Adjusted Mean Change (SE) -29.16 (3.50) -29.30 (3.67)

Week 16 Adjusted Mean Change (SE) -30.93 (3.29) -31.50 (3.44)

Week 20 Adjusted Mean Change (SE) -31.22 (3.59) -28.99 (3.76)

Week 24 Adjusted Mean Change (SE) -28.86 (3.72) -27.75(3.94)

Week 28 Adjusted Mean Change (SE) -29.00 (3.60) -32.42 (3.84)

Week 32 Adjusted Mean Change (SE) -34.65 (3.43) -29.92 (3.64)

Week 36 Adjusted Mean Change (SE) -35.47 (3.55) -35.89 (3.80)

Week 40 Adjusted Mean Change (SE) -34.40 (3.55) -33.37 (3.82)

Week 44 Adjusted Mean Change (SE) -34.22 (4.01) -34.46 (4.30)

Week 48 Adjusted Mean Change (SE) -32.79 (3.80) -36.63 (4.06)

Week 52 Adjusted Mean Change (SE) -33.08 (4.07) -34.17 (4.42) 1.09 [-10.85; 13.02] 0.857

Carrier, N 13 10

N' 13 10

Baseline Mean (SD) 62.00 (24.53) 66.20 (13.01)

Week 52 Mean (SD) 27.00 (16.91) 35.30 (31.10)

Week 2 Adjusted Mean Change (SE) -17.56 (4.87) -13.80 (5.58)

Week 4 Adjusted Mean Change (SE) -18.13 (5.86) -12.66 (6.71)

Week 8 Adjusted Mean Change (SE) -21.54 (5.78) -19.59 (6.62)

Week 12 Adjusted Mean Change (SE) -18.36 (5.83) -18.74 (6.68)

Week 16 Adjusted Mean Change (SE) -20.89 (5.44) -21.92 (6.24)

Week 20 Adjusted Mean Change (SE) -28.86 (6.01) -28.68 (6.90)

Week 24 Adjusted Mean Change (SE) -24.56 (6.18) -26.58 (7.07)

Week 28 Adjusted Mean Change (SE) -31.73 (5.99) -25.24 (7.01)

Week 32 Adjusted Mean Change (SE) -31.52 (5.70) -25.55 (6.64)

Week 36 Adjusted Mean Change (SE) -29.58 (5.96) -28.01 (6.71)

Week 40 Adjusted Mean Change (SE) -30.88 (5.88) -27.94 (6.74)
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Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -35.27 (6.61) -32.07 (7.61)
Week 48 Adjusted Mean Change (SE) -34.86 (6.28) -31.34 (7.27)
Week 52 Adjusted Mean Change (SE) -34.50 (6.74) -27.62 (7.64) -6.88[-27.18; 13.42] 0.502

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020

Page 364 of 1387




Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

16.13 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Lead Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.842

Non-carrier, N 42 36

N' 42 36

Baseline Mean (SD) 63.71 (23.49) 65.58 (20.56)

Week 52 Mean (SD) 29.84 (23.17) 29.48 (26.25)

Week 2 Adjusted Mean Change (SE) -18.47 (2.72) -15.49 (2.93)

Week 4 Adjusted Mean Change (SE) -24.00 (3.12) -19.29 (3.39)

Week 8 Adjusted Mean Change (SE) -27.52 (3.21) -26.39 (3.49)

Week 12 Adjusted Mean Change (SE) -28.67 (3.20) -27.00 (3.50)

Week 16 Adjusted Mean Change (SE) -29.88 (3.05) -29.82 (3.34)

Week 20 Adjusted Mean Change (SE) -31.74 (3.33) -30.09 (3.67)

Week 24 Adjusted Mean Change (SE) -29.08 (3.36) -28.61 (3.72)

Week 28 Adjusted Mean Change (SE) -31.87 (3.25) -31.86 (3.67)

Week 32 Adjusted Mean Change (SE) -35.00 (3.16) -29.82 (3.53)

Week 36 Adjusted Mean Change (SE) -35.52 (3.34) -33.45(3.73)

Week 40 Adjusted Mean Change (SE) -35.06 (3.30) -30.52 (3.70)

Week 44 Adjusted Mean Change (SE) -35.10 (3.80) -33.29 (4.28)

Week 48 Adjusted Mean Change (SE) -34.18 (3.59) -35.09 (4.04)

Week 52 Adjusted Mean Change (SE) -34.56 (3.79) -33.55(4.26) -1.01[-12.37;10.34]  0.859

Carrier, N 9 5

N' 9 5

Baseline Mean (SD) 73.33(8.14) 53.00 (28.90)

Week 52 Mean (SD) 29.44 (23.37) 38.67 (29.94)

Week 2 Adjusted Mean Change (SE) -9.72 (5.91) -19.21 (7.93)

Week 4 Adjusted Mean Change (SE) -11.65 (6.79) -21.36 (9.11)

Week 8 Adjusted Mean Change (SE) -17.08 (6.98) -22.29 (9.36)

Week 12 Adjusted Mean Change (SE) -19.27 (6.94) -14.32 (9.31)

Week 16 Adjusted Mean Change (SE) -21.02 (6.59) -25.81 (8.84)

Week 20 Adjusted Mean Change (SE) -31.16 (7.20) -17.09 (9.66)

Week 24 Adjusted Mean Change (SE) -26.14 (7.29) -24.86 (9.78)

Week 28 Adjusted Mean Change (SE) -23.82 (7.00) -26.32 (9.39)

Week 32 Adjusted Mean Change (SE) -32.31 (6.86) -20.24 (9.20)

Week 36 Adjusted Mean Change (SE) -33.69 (7.19) -31.45 (9.65)

Week 40 Adjusted Mean Change (SE) -31.88 (7.15) -34.90 (9.70)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -34.23 (8.19) -41.14
(11.19)
Week 48 Adjusted Mean Change (SE) -31.67 (7.80) -39.80
(10.38)
Week 52 Adjusted Mean Change (SE) -35.28 (8.14) -23.26 -12.01 [-40.46; 0.404
(11.66) 16.44]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup x visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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Secukinumab/PSA
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16.14 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Lead Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.950

Low score, N 11 22

N' 11 22

Baseline Mean (SD) 60.73 (25.91) 64.91 (22.75)

Week 52 Mean (SD) 40.80 (28.42) 35.00 (28.90)

Week 2 Adjusted Mean Change (SE) -18.18 (5.28) -14.06 (3.73)

Week 4 Adjusted Mean Change (SE) -22.58 (6.38) -23.68 (4.56)

Week 8 Adjusted Mean Change (SE) -25.46 (6.31) -24.15 (4.53)

Week 12 Adjusted Mean Change (SE) -23.89 (6.44) -29.66 (4.64)

Week 16 Adjusted Mean Change (SE) -28.44 (6.06) -26.05 (4.38)

Week 20 Adjusted Mean Change (SE) -27.09 (6.42) -26.12 (4.73)

Week 24 Adjusted Mean Change (SE) -30.60 (6.72) -24.65 (4.93)

Week 28 Adjusted Mean Change (SE) -27.23 (6.49) -31.86 (4.92)

Week 32 Adjusted Mean Change (SE) -31.51 (6.19) -27.29 (4.64)

Week 36 Adjusted Mean Change (SE) -29.53 (6.48) -33.78 (4.90)

Week 40 Adjusted Mean Change (SE) -30.58 (6.40) -28.81 (4.88)

Week 44 Adjusted Mean Change (SE) -27.08 (7.24) -28.87 (5.54)

Week 48 Adjusted Mean Change (SE) -24.02 (6.92) -32.82 (5.22)

Week 52 Adjusted Mean Change (SE) -23.81(7.23) -27.62(5.55) 3.81[-14.31;21.93] 0.677

High score, N 40 22

N' 40 22

Baseline Mean (SD) 66.70 (20.76) 62.32 (22.19)

Week 52 Mean (SD) 26.78 (20.70) 26.15 (23.87)

Week 2 Adjusted Mean Change (SE) -16.36 (2.77) -18.73 (3.74)

Week 4 Adjusted Mean Change (SE) -21.32 (3.35) -16.65 (4.52)

Week 8 Adjusted Mean Change (SE) -25.46 (3.31) -28.80 (4.47)

Week 12 Adjusted Mean Change (SE) -27.71 (3.39) -24.61 (4.60)

Week 16 Adjusted Mean Change (SE) -28.09 (3.15) -32.89 (4.27)

Week 20 Adjusted Mean Change (SE) -32.38 (3.40) -32.21 (4.58)

Week 24 Adjusted Mean Change (SE) -27.91 (3.48) -31.12 (4.70)

Week 28 Adjusted Mean Change (SE) -30.89 (3.44) -30.04 (4.68)

Week 32 Adjusted Mean Change (SE) -35.31 (3.26) -30.74 (4.40)

Week 36 Adjusted Mean Change (SE) -36.54 (3.40) -34.88 (4.55)

Week 40 Adjusted Mean Change (SE) -35.47 (3.37) -35.24 (4.55)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -36.90 (3.79) -39.04 (5.10)
Week 48 Adjusted Mean Change (SE) -36.24 (3.60) -38.50 (4.86)
Week 52 Adjusted Mean Change (SE) -37.59 (3.78) -37.12 (5.10) -0.47[-13.10; 12.17] 0.942

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.15 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Linkage Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.172

Non-carrier, N 31 23

N' 31 23

Baseline Mean (SD) 65.45 (23.19) 66.39 (16.67)

Week 52 Mean (SD) 31.53 (24.26) 31.69 (27.05)

Week 2 Adjusted Mean Change (SE) -20.51 (3.06) -12.08 (3.55)

Week 4 Adjusted Mean Change (SE) -24.19 (3.78) -16.54 (4.44)

Week 8 Adjusted Mean Change (SE) -26.02 (3.73) -22.45 (4.38)

Week 12 Adjusted Mean Change (SE) -28.90 (3.81) -24.56 (4.50)

Week 16 Adjusted Mean Change (SE) -29.65 (3.52) -24.40 (4.17)

Week 20 Adjusted Mean Change (SE) -32.74 (3.81) -24.42 (4.58)

Week 24 Adjusted Mean Change (SE) -28.05 (3.95) -24.59 (4.75)

Week 28 Adjusted Mean Change (SE) -31.97 (3.86) -31.68 (4.73)

Week 32 Adjusted Mean Change (SE) -35.19 (3.68) -26.75 (4.46)

Week 36 Adjusted Mean Change (SE) -36.01 (3.83) -30.97 (4.68)

Week 40 Adjusted Mean Change (SE) -35.94 (3.78) -27.36 (4.63)

Week 44 Adjusted Mean Change (SE) -34.47 (4.33) -29.70 (5.35)

Week 48 Adjusted Mean Change (SE) -34.06 (4.14) -33.13 (5.09)

Week 52 Adjusted Mean Change (SE) -32.75 (4.33) -30.10 (5.43) -2.66 [-16.46; 11.14]  0.703

Carrier, N 20 21

N' 20 21

Baseline Mean (SD) 65.35 (20.13) 60.57 (27.20)

Week 52 Mean (SD) 26.65 (20.78) 28.47 (25.95)

Week 2 Adjusted Mean Change (SE) -10.95 (3.81) -21.11(3.72)

Week 4 Adjusted Mean Change (SE) -17.56 (4.70) -23.87 (4.60)

Week 8 Adjusted Mean Change (SE) -24.60 (4.64) -30.88 (4.54)

Week 12 Adjusted Mean Change (SE) -23.66 (4.78) -30.03 (4.68)

Week 16 Adjusted Mean Change (SE) -25.74 (4.39) -35.21 (4.33)

Week 20 Adjusted Mean Change (SE) -28.81 (4.76) -34.41 (4.65)

Week 24 Adjusted Mean Change (SE) -28.89 (4.90) -31.69 (4.84)

Week 28 Adjusted Mean Change (SE) -27.10 (4.87) -30.32 (4.81)

Week 32 Adjusted Mean Change (SE) -33.30 (4.58) -31.76 (4.54)

Week 36 Adjusted Mean Change (SE) -33.34 (4.78) -37.97 (4.69)

Week 40 Adjusted Mean Change (SE) -31.86 (4.68) -37.58 (4.65)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -35.26 (5.40) -39.24 (5.33)
Week 48 Adjusted Mean Change (SE) -33.05 (5.14) -38.72 (5.07)
Week 52 Adjusted Mean Change (SE) -37.84 (5.47) -35.75(5.34) -2.09[-17.30; 13.12] 0.785

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup X visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.16 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Linkage Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.253

Non-carrier, N 19 20

N' 19 20

Baseline Mean (SD) 60.47 (24.78) 65.05 (22.87)

Week 52 Mean (SD) 34.00 (22.91) 32.21(30.84)

Week 2 Adjusted Mean Change (SE) -17.58 (4.05) -17.85(3.93)

Week 4 Adjusted Mean Change (SE) -17.48 (4.86) -22.55 (4.78)

Week 8 Adjusted Mean Change (SE) -18.94 (4.73) -29.41 (4.66)

Week 12 Adjusted Mean Change (SE) -24.80 (4.87) -31.58 (4.87)

Week 16 Adjusted Mean Change (SE) -21.59 (4.49) -32.56 (4.52)

Week 20 Adjusted Mean Change (SE) -25.33 (4.90) -29.54 (4.92)

Week 24 Adjusted Mean Change (SE) -21.26 (5.02) -30.82 (5.05)

Week 28 Adjusted Mean Change (SE) -27.39 (5.00) -33.59 (5.10)

Week 32 Adjusted Mean Change (SE) -31.70 (4.71) -29.86 (4.81)

Week 36 Adjusted Mean Change (SE) -32.09 (4.90) -33.83(5.08)

Week 40 Adjusted Mean Change (SE) -31.54 (4.89) -29.23 (5.06)

Week 44 Adjusted Mean Change (SE) -30.88 (5.53) -34.30 (5.77)

Week 48 Adjusted Mean Change (SE) -26.85 (5.17) -35.95 (5.40)

Week 52 Adjusted Mean Change (SE) -30.57 (5.52) -28.57 (5.84) -2.00 [-17.98;13.99]  0.804

Carrier, N 32 24

N' 32 24

Baseline Mean (SD) 68.34 (19.71) 62.42 (22.13)

Week 52 Mean (SD) 26.89 (22.95) 28.43 (23.12)

Week 2 Adjusted Mean Change (SE) -16.28 (3.12) -15.16 (3.59)

Week 4 Adjusted Mean Change (SE) -24.05 (3.75) -17.94 (4.31)

Week 8 Adjusted Mean Change (SE) -29.37 (3.65) -24.06 (4.20)

Week 12 Adjusted Mean Change (SE) -28.12 (3.77) -23.86 (4.32)

Week 16 Adjusted Mean Change (SE) -32.05 (3.49) -27.15 (4.01)

Week 20 Adjusted Mean Change (SE) -34.70 (3.77) -28.89 (4.35)

Week 24 Adjusted Mean Change (SE) -32.59 (3.84) -25.68 (4.46)

Week 28 Adjusted Mean Change (SE) -31.93 (3.79) -28.91 (4.45)

Week 32 Adjusted Mean Change (SE) -36.15 (3.65) -28.49 (4.24)

Week 36 Adjusted Mean Change (SE) -36.70 (3.84) -34.59 (4.40)

Week 40 Adjusted Mean Change (SE) -36.07 (3.80) -34.57 (4.40)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -37.00 (4.32) -34.24 (5.00)
Week 48 Adjusted Mean Change (SE) -37.95 (4.06) -35.36 (4.68)
Week 52 Adjusted Mean Change (SE) -36.99 (4.34) -35.71(5.01) -1.28[-14.48; 11.91] 0.847

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.17 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Linkage Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.263

Non-carrier, N 25 32

N' 25 32

Baseline Mean (SD) 67.48 (17.91) 63.41 (22.57)

Week 52 Mean (SD) 29.26 (25.48) 34.62 (27.86)

Week 2 Adjusted Mean Change (SE) -16.24 (3.53) -15.67 (3.11)

Week 4 Adjusted Mean Change (SE) -21.89 (4.26) -21.14 (3.76)

Week 8 Adjusted Mean Change (SE) -26.29 (4.16) -23.83 (3.66)

Week 12 Adjusted Mean Change (SE) -28.60 (4.25) -24.20 (3.74)

Week 16 Adjusted Mean Change (SE) -24.05 (3.94) -27.11 (3.47)

Week 20 Adjusted Mean Change (SE) -32.88 (4.17) -25.24 (3.73)

Week 24 Adjusted Mean Change (SE) -28.24 (4.38) -25.01 (3.93)

Week 28 Adjusted Mean Change (SE) -31.49 (4.18) -26.63 (3.82)

Week 32 Adjusted Mean Change (SE) -35.33 (4.06) -25.74 (3.66)

Week 36 Adjusted Mean Change (SE) -34.70 (4.34) -33.55 (3.89)

Week 40 Adjusted Mean Change (SE) -33.89 (4.28) -31.56 (3.88)

Week 44 Adjusted Mean Change (SE) -35.18 (4.88) -33.06 (4.42)

Week 48 Adjusted Mean Change (SE) -35.47 (4.62) -34.60 (4.18)

Week 52 Adjusted Mean Change (SE) -36.76 (4.86) -30.26 (4.43) -6.50 [-19.56; 6.57] 0.326

Carrier, N 26 12

N' 26 12

Baseline Mean (SD) 63.42 (25.24) 64.17 (22.33)

Week 52 Mean (SD) 30.25 (20.79) 16.44 (14.05)

Week 2 Adjusted Mean Change (SE) -17.26 (3.46) -18.29 (5.07)

Week 4 Adjusted Mean Change (SE) -21.31 (4.17) -16.65 (6.27)

Week 8 Adjusted Mean Change (SE) -24.67 (4.07) -34.05 (6.14)

Week 12 Adjusted Mean Change (SE) -25.24 (4.13) -35.86 (6.29)

Week 16 Adjusted Mean Change (SE) -31.62 (3.83) -36.54 (5.88)

Week 20 Adjusted Mean Change (SE) -29.18 (4.13) -40.01 (6.22)

Week 24 Adjusted Mean Change (SE) -28.57 (4.31) -36.11 (6.53)

Week 28 Adjusted Mean Change (SE) -28.70 (4.13) -43.06 (6.28)

Week 32 Adjusted Mean Change (SE) -33.74 (3.97) -38.73 (6.03)

Week 36 Adjusted Mean Change (SE) -35.23 (4.23) -36.37 (6.51)

Week 40 Adjusted Mean Change (SE) -34.83 (4.22) -34.15 (6.50)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -34.39 (4.78) -37.82 (7.46)
Week 48 Adjusted Mean Change (SE) -32.01 (4.53) -39.08 (6.98)
Week 52 Adjusted Mean Change (SE) -32.50 (4.77) -39.64 (7.44) 7.15[-10.41; 24.70] 0.421

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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16.18 Patient's Global Assessment of PsA Disease Activity (VAS) - Change from

Baseline by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

Interaction test: p=0.703

Non-carrier, N 39 35

N' 39 35

Baseline Mean (SD) 67.69 (21.36) 63.34 (21.51)

Week 52 Mean (SD) 31.23 (22.16) 31.96 (26.41)

Week 2 Adjusted Mean Change (SE) -16.70 (2.83) -15.81 (2.96)

Week 4 Adjusted Mean Change (SE) -21.97 (3.35) -22.59 (3.53)

Week 8 Adjusted Mean Change (SE) -26.41 (3.36) -25.89 (3.55)

Week 12 Adjusted Mean Change (SE) -26.10 (3.45) -27.92 (3.66)

Week 16 Adjusted Mean Change (SE) -28.28 (3.25) -27.85 (3.45)

Week 20 Adjusted Mean Change (SE) -32.04 (3.41) -26.74 (3.66)

Week 24 Adjusted Mean Change (SE) -31.32 (3.51) -27.31(3.77)

Week 28 Adjusted Mean Change (SE) -31.23 (3.50) -31.66 (3.80)

Week 32 Adjusted Mean Change (SE) -34.58 (3.36) -30.37 (3.63)

Week 36 Adjusted Mean Change (SE) -35.01 (3.49) -35.69 (3.78)

Week 40 Adjusted Mean Change (SE) -34.44 (3.49) -30.64 (3.80)

Week 44 Adjusted Mean Change (SE) -35.02 (3.96) -32.66 (4.32)

Week 48 Adjusted Mean Change (SE) -33.02 (3.78) -35.03 (4.10)

Week 52 Adjusted Mean Change (SE) -33.34(3.98) -29.97 (4.37) -3.37[-15.12; 8.38] 0.570

Carrier, N 11 9

N' 11 9

Baseline Mean (SD) 55.36 (21.73) 64.67 (26.32)

Week 52 Mean (SD) 24.18 (26.49) 24.11 (25.81)

Week 2 Adjusted Mean Change (SE) -14.35 (5.39) -17.64 (5.83)

Week 4 Adjusted Mean Change (SE) -16.54 (6.37) -9.27 (6.91)

Week 8 Adjusted Mean Change (SE) -18.85 (6.39) -27.47 (6.93)

Week 12 Adjusted Mean Change (SE) -26.18 (6.54) -23.12 (7.10)

Week 16 Adjusted Mean Change (SE) -26.13 (6.16) -35.52 (6.76)

Week 20 Adjusted Mean Change (SE) -28.50 (6.54) -37.48 (7.01)

Week 24 Adjusted Mean Change (SE) -20.46 (6.66) -29.57 (7.23)

Week 28 Adjusted Mean Change (SE) -25.77 (6.67) -27.37 (7.41)

Week 32 Adjusted Mean Change (SE) -32.83 (6.37) -23.69 (6.98)

Week 36 Adjusted Mean Change (SE) -33.61 (6.57) -28.68 (7.13)

Week 40 Adjusted Mean Change (SE) -33.46 (6.60) -36.24 (7.16)
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Week 44 Adjusted Mean Change (SE) -33.43 (7.45) -39.00 (8.18)
Week 48 Adjusted Mean Change (SE) -35.18 (7.09) -36.92 (7.86)
Week 52 Adjusted Mean Change (SE) -38.14 (7.45) -39.98 (8.10) 1.84[-20.03;23.71] 0.868

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.0 Patient’s Global Assessment of Disease Activity for PASDAS (VAS) - Return Rates

(FAS)

Treatment Groups

SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%0)

Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 61 (98.4) 127 (99.2)
Week 4 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 65 (98.5) 57 (91.9) 122 (95.3)
Week 24 Returns 65 (98.5) 53 (85.5) 118 (92.2)
Week 32 Returns 61 (92.4) 53 (85.5) 114 (89.1)
Week 40 Returns 64 (97.0) 49 (79.0) 113 (88.3)
Week 52 Returns 63 (95.5) 48 (77.4) 111 (86.7)
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17.1 Patient’s Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 68.98 (19.71) 70.37 (20.08)
Week 52 Mean (SD) 30.16 (23.69) 31.17 (25.37)
Week 2 Adjusted Mean Change (SE) -19.40 (2.27) -17.66 (2.36)
Week 4 Adjusted Mean Change (SE) -27.75 (2.58) -23.66 (2.70)
Week 8 Adjusted Mean Change (SE) -31.12 (2.56) -28.22 (2.67)
Week 12 Adjusted Mean Change (SE) -31.65 (2.68) -29.70 (2.79)
Week 16 Adjusted Mean Change (SE) -35.34 (2.58) -29.80 (2.72)
Week 24 Adjusted Mean Change (SE) -34.19 (2.55) -32.65 (2.74)
Week 32 Adjusted Mean Change (SE) -37.64 (2.51) -34.54 (2.68)
Week 40 Adjusted Mean Change (SE) -37.65 (2.70) -36.31 (2.98)
Week 52 Adjusted Mean Change (SE) -39.74 (3.02) -36.72(3.35) -3.02[-11.97;5.93] 0.505

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Covariance structure: unstructured (un)

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
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17.2 Patient’s Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.209
Male, N 42 33
N' 42 32
Baseline Mean (SD) 69.69 (16.60) 66.97 (19.49)
Week 52 Mean (SD) 29.78 (24.09) 25.62 (24.85)
Week 2 Adjusted Mean Change (SE) -21.25 (2.85) -21.35 (3.26)
Week 4 Adjusted Mean Change (SE) -31.46 (3.17) -29.83 (3.63)
Week 8 Adjusted Mean Change (SE) -32.48 (3.18) -33.80 (3.64)
Week 12 Adjusted Mean Change (SE) -34.40 (3.30) -34.33 (3.77)
Week 16 Adjusted Mean Change (SE) -38.34 (3.14) -36.75(3.58)
Week 24 Adjusted Mean Change (SE) -36.01 (3.10) -39.50 (3.63)
Week 32 Adjusted Mean Change (SE) -38.10 (3.12) -38.99 (3.64)
Week 40 Adjusted Mean Change (SE) -37.97 (3.30) -43.89 (3.93)
Week 52 Adjusted Mean Change (SE) -40.24 (3.75) -42.94 (4.49) 2.70[-8.87; 14.27] 0.645
Female, N 24 29
N' 24 29
Baseline Mean (SD) 67.75 (24.59) 74.24 (20.37)
Week 52 Mean (SD) 30.83 (23.49) 37.73(24.96)
Week 2 Adjusted Mean Change (SE) -16.21 (3.79) -13.56 (3.44)
Week 4 Adjusted Mean Change (SE) -21.32 (4.20) -16.69 (3.86)
Week 8 Adjusted Mean Change (SE) -28.81 (4.21) -21.90 (3.88)
Week 12 Adjusted Mean Change (SE) -26.87 (4.39) -24.57 (4.04)
Week 16 Adjusted Mean Change (SE) -30.19 (4.14) -21.56 (3.89)
Week 24 Adjusted Mean Change (SE) -31.01 (4.14) -24.78 (3.92)
Week 32 Adjusted Mean Change (SE) -36.95 (4.15) -29.39 (3.88)
Week 40 Adjusted Mean Change (SE) -37.09 (4.34) -27.47 (4.27)
Week 52 Adjusted Mean Change (SE) -38.89 (4.95) -29.61 (4.86) -9.28 [-23.03; 4.46] 0.184
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 380 of 1387



Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.3 Patient’s Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.969
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 53.88 (19.60) 49.23 (22.77)
Week 52 Mean (SD) 21.75(19.97) 34.44 (30.15)
Week 2 Adjusted Mean Change (SE) -27.42 (4.79) -25.01 (5.40)
Week 4 Adjusted Mean Change (SE) -34.00 (5.50) -31.25 (6.20)
Week 8 Adjusted Mean Change (SE) -30.44 (5.44) -38.08 (6.13)
Week 12 Adjusted Mean Change (SE) -36.16 (5.75) -33.58 (6.44)
Week 16 Adjusted Mean Change (SE) -40.90 (5.49) -37.34 (6.19)
Week 24 Adjusted Mean Change (SE) -39.11 (5.46) -38.85 (6.32)
Week 32 Adjusted Mean Change (SE) -45.27 (5.30) -40.81 (6.25)
Week 40 Adjusted Mean Change (SE) -43.09 (5.79) -41.24 (7.05)
Week 52 Adjusted Mean Change (SE) -46.44 (6.37) -34.01 (7.84) -12.43[-31.44;6.57] 0.198
PASDAS >5.4, N 50 49
N' 50 48
Baseline Mean (SD) 73.82 (17.31) 75.98 (15.15)
Week 52 Mean (SD) 33.02 (24.35) 30.41 (24.53)
Week 2 Adjusted Mean Change (SE) -16.92 (2.60) -15.56 (2.70)
Week 4 Adjusted Mean Change (SE) -25.83 (2.99) -21.50(3.12)
Week 8 Adjusted Mean Change (SE) -31.40 (2.96) -25.44 (3.08)
Week 12 Adjusted Mean Change (SE) -30.23 (3.11) -28.62 (3.25)
Week 16 Adjusted Mean Change (SE) -33.65 (2.99) -27.62 (3.14)
Week 24 Adjusted Mean Change (SE) -32.67 (2.95) -30.85 (3.15)
Week 32 Adjusted Mean Change (SE) -35.25 (2.89) -32.80 (3.05)
Week 40 Adjusted Mean Change (SE) -35.95 (3.14) -34.78 (3.39)
Week 52 Adjusted Mean Change (SE) -37.56 (3.50) -37.10 (3.78) -0.45[-10.48; 9.57] 0.929
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.4 Patient’s Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Moderate/Severe PSO D (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.354
lIillloderate/Severe Psoriasis (Def D): No, 28 32
N' 28 32
Baseline Mean (SD) 63.71 (19.15) 68.25 (20.75)
Week 52 Mean (SD) 30.46 (21.00) 29.43 (24.55)
Week 2 Adjusted Mean Change (SE) -17.84 (3.51) -20.82 (3.26)
Week 4 Adjusted Mean Change (SE) -26.75 (4.03) -25.33 (3.77)
Week 8 Adjusted Mean Change (SE) -28.22 (3.98) -29.55 (3.73)
Week 12 Adjusted Mean Change (SE) -27.45 (4.12) -27.83 (3.87)
Week 16 Adjusted Mean Change (SE) -28.88 (3.95) -28.44 (3.75)
Week 24 Adjusted Mean Change (SE) -30.55 (3.96) -34.10 (3.79)
Week 32 Adjusted Mean Change (SE) -35.23 (3.90) -36.05 (3.73)
Week 40 Adjusted Mean Change (SE) -36.09 (4.26) -33.43 (4.25)
Week 52 Adjusted Mean Change (SE) -39.34 (4.77) -37.62 (4.76) -1.72 [-15.03; 11.59] 0.799
lIillloderate/Severe Psoriasis (Def D): Yes, 38 30
N' 38 29
Baseline Mean (SD) 72.87 (19.45) 72.63(19.42)
Week 52 Mean (SD) 29.95 (25.69) 32.76 (26.51)
Week 2 Adjusted Mean Change (SE) -20.55 (3.00) -14.17 (3.43)
Week 4 Adjusted Mean Change (SE) -28.48 (3.44) -21.81(3.94)
Week 8 Adjusted Mean Change (SE) -33.25 (3.40) -26.74 (3.89)
Week 12 Adjusted Mean Change (SE) -34.67 (3.54) -31.74 (4.05)
Week 16 Adjusted Mean Change (SE) -40.12 (3.38) -31.23(3.88)
Week 24 Adjusted Mean Change (SE) -36.84 (3.37) -30.99 (3.97)
Week 32 Adjusted Mean Change (SE) -39.40 (3.32) -32.81(3.87)
Week 40 Adjusted Mean Change (SE) -38.83 (3.62) -38.34 (4.27)
Week 52 Adjusted Mean Change (SE) -40.14 (4.02) -35.38 (4.78) -4.76 [-17.08; 7.56] 0.446
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.5 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.995
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 72.93 (19.87) 68.21 (22.26)
Week 52 Mean (SD) 27.66 (21.76) 28.57 (22.92)
Week 2 Adjusted Mean Change (SE) -23.08 (2.90) -19.09 (3.39)
Week 4 Adjusted Mean Change (SE) -30.37 (3.33) -25.48 (3.90)
Week 8 Adjusted Mean Change (SE) -30.54 (3.30) -32.30 (3.86)
Week 12 Adjusted Mean Change (SE) -32.11 (3.48) -31.21 (4.05)
Week 16 Adjusted Mean Change (SE) -36.42 (3.33) -34.14 (3.92)
Week 24 Adjusted Mean Change (SE) -35.78 (3.26) -37.43 (3.95)
Week 32 Adjusted Mean Change (SE) -37.86 (3.27) -35.85(3.91)
Week 40 Adjusted Mean Change (SE) -40.16 (3.52) -35.19 (4.38)
Week 52 Adjusted Mean Change (SE) -42.41 (3.93) -37.56 (4.96) -4.85[-17.39; 7.69] 0.445
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 62.92 (18.20) 72.27 (18.08)
Week 52 Mean (SD) 33.96 (26.35) 33.19 (27.39)
Week 2 Adjusted Mean Change (SE) -13.68 (3.62) -16.41 (3.24)
Week 4 Adjusted Mean Change (SE) -23.68 (4.16) -22.02 (3.76)
Week 8 Adjusted Mean Change (SE) -32.04 (4.12) -24.40(3.72)
Week 12 Adjusted Mean Change (SE) -30.91 (4.32) -28.39 (3.92)
Week 16 Adjusted Mean Change (SE) -33.70 (4.14) -25.81 (3.77)
Week 24 Adjusted Mean Change (SE) -31.69 (4.09) -28.29 (3.76)
Week 32 Adjusted Mean Change (SE) -37.25 (4.05) -33.34 (3.72)
Week 40 Adjusted Mean Change (SE) -33.78 (4.36) -36.95 (4.07)
Week 52 Adjusted Mean Change (SE) -35.59 (4.90) -35.85 (4.56) 0.26 [-13.09; 13.61] 0.969
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.6 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Enthesitis at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.471
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 65.76 (20.38) 68.77 (24.34)
Week 52 Mean (SD) 28.53 (24.14) 28.89 (26.76)
Week 2 Adjusted Mean Change (SE) -19.87 (3.19) -21.79 (3.95)
Week 4 Adjusted Mean Change (SE) -28.03 (3.64) -27.71 (4.56)
Week 8 Adjusted Mean Change (SE) -29.50 (3.58) -33.05 (4.50)
Week 12 Adjusted Mean Change (SE) -33.05 (3.77) -32.15 (4.76)
Week 16 Adjusted Mean Change (SE) -35.28 (3.59) -36.82 (4.56)
Week 24 Adjusted Mean Change (SE) -34.59 (3.59) -34.58 (4.54)
Week 32 Adjusted Mean Change (SE) -39.02 (3.52) -38.50 (4.42)
Week 40 Adjusted Mean Change (SE) -38.99 (3.80) -37.75 (4.85)
Week 52 Adjusted Mean Change (SE) -41.50 (4.27) -40.20 (5.48) -1.30[-15.04; 12.44] 0.852
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 72.41 (18.69) 71.25(17.59)
Week 52 Mean (SD) 31.84 (23.48) 32.53 (24.87)
Week 2 Adjusted Mean Change (SE) -18.91 (3.28) -15.32 (2.97)
Week 4 Adjusted Mean Change (SE) -27.46 (3.74) -21.40 (3.38)
Week 8 Adjusted Mean Change (SE) -32.85 (3.68) -25.54 (3.33)
Week 12 Adjusted Mean Change (SE) -30.22 (3.87) -28.17 (3.49)
Week 16 Adjusted Mean Change (SE) -35.45 (3.70) -25.95 (3.36)
Week 24 Adjusted Mean Change (SE) -33.78 (3.68) -31.69 (3.46)
Week 32 Adjusted Mean Change (SE) -36.21 (3.60) -32.40 (3.37)
Week 40 Adjusted Mean Change (SE) -36.31 (3.87) -35.86 (3.76)
Week 52 Adjusted Mean Change (SE) -37.94 (4.35) -34.91 (4.22) -3.03[-14.99; 8.93] 0.617
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.7 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by HLA-DQAL1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.272
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 74.45 (17.10) 71.00 (18.13)
Week 52 Mean (SD) 34.39 (25.71) 25.57 (20.21)
Week 2 Adjusted Mean Change (SE) -18.07 (3.34) -20.61 (3.57)
Week 4 Adjusted Mean Change (SE) -26.74 (4.05) -29.60 (4.34)
Week 8 Adjusted Mean Change (SE) -32.00 (3.91) -32.90 (4.18)
Week 12 Adjusted Mean Change (SE) -33.76 (3.94) -36.71 (4.24)
Week 16 Adjusted Mean Change (SE) -37.01 (3.88) -34.01 (4.19)
Week 24 Adjusted Mean Change (SE) -35.54 (3.89) -35.42 (4.27)
Week 32 Adjusted Mean Change (SE) -40.15 (3.59) -37.92 (3.92)
Week 40 Adjusted Mean Change (SE) -39.20 (4.11) -40.26 (4.52)
Week 52 Adjusted Mean Change (SE) -37.72 (4.51) -43.63 (5.00) 5.91[-7.44; 19.25] 0.381
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 66.45 (23.23) 68.16 (24.19)
Week 52 Mean (SD) 27.90 (21.75) 40.94 (32.24)
Week 2 Adjusted Mean Change (SE) -21.61 (3.82) -10.90 (4.10)
Week 4 Adjusted Mean Change (SE) -25.33 (4.65) -16.05 (5.07)
Week 8 Adjusted Mean Change (SE) -29.33 (4.48) -25.23 (4.89)
Week 12 Adjusted Mean Change (SE) -29.80 (4.54) -25.97 (4.94)
Week 16 Adjusted Mean Change (SE) -30.88 (4.47) -29.62 (4.87)
Week 24 Adjusted Mean Change (SE) -33.03 (4.48) -29.94 (4.95)
Week 32 Adjusted Mean Change (SE) -37.57 (4.21) -31.44 (4.57)
Week 40 Adjusted Mean Change (SE) -39.38 (4.75) -32.08 (5.37)
Week 52 Adjusted Mean Change (SE) -41.20 (5.25) -26.95 (5.82) -14.25[-29.75;1.25]  0.071
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.8 Patient’s Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lead Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.064
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 73.21 (20.58) 67.42 (16.58)
Week 52 Mean (SD) 32.19 (24.94) 34.08 (28.26)
Week 2 Adjusted Mean Change (SE) -22.08 (3.22) -10.49 (3.90)
Week 4 Adjusted Mean Change (SE) -28.20 (4.07) -18.34 (5.02)
Week 8 Adjusted Mean Change (SE) -31.93 (3.97) -24.06 (4.91)
Week 12 Adjusted Mean Change (SE) -35.35 (4.03) -29.39 (4.98)
Week 16 Adjusted Mean Change (SE) -36.25 (3.86) -25.58 (4.81)
Week 24 Adjusted Mean Change (SE) -36.02 (3.87) -27.92 (4.92)
Week 32 Adjusted Mean Change (SE) -40.87 (3.72) -31.79 (4.72)
Week 40 Adjusted Mean Change (SE) -41.19 (4.07) -27.22 (5.28)
Week 52 Adjusted Mean Change (SE) -38.24 (4.83) -32.98 (6.35) -5.26[-21.17; 10.65] 0.513
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 66.86 (18.93) 71.84 (20.55)
Week 52 Mean (SD) 32.35(23.42) 33.11(27.91)
Week 2 Adjusted Mean Change (SE) -13.94 (3.63) -19.41 (3.90)
Week 4 Adjusted Mean Change (SE) -21.00 (4.59) -25.44 (4.92)
Week 8 Adjusted Mean Change (SE) -27.33 (4.48) -32.17 (4.81)
Week 12 Adjusted Mean Change (SE) -25.65 (4.57) -31.34 (4.90)
Week 16 Adjusted Mean Change (SE) -30.13 (4.37) -35.84 (4.69)
Week 24 Adjusted Mean Change (SE) -30.27 (4.38) -37.80 (4.77)
Week 32 Adjusted Mean Change (SE) -34.18 (4.22) -35.66 (4.53)
Week 40 Adjusted Mean Change (SE) -34.54 (4.56) -43.59 (5.01)
Week 52 Adjusted Mean Change (SE) -38.88 (5.48) -36.96 (5.89) -1.91[-17.95;14.12]  0.813
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.9 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lead Candidate Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.111
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 62.11 (23.43) 72.10 (21.60)
Week 52 Mean (SD) 35.11 (24.77) 30.07 (28.41)
Week 2 Adjusted Mean Change (SE) -17.72 (4.28) -16.70 (4.00)
Week 4 Adjusted Mean Change (SE) -21.11 (5.15) -26.63 (4.89)
Week 8 Adjusted Mean Change (SE) -23.88 (4.83) -34.36 (4.59)
Week 12 Adjusted Mean Change (SE) -27.67 (4.99) -36.40 (4.78)
Week 16 Adjusted Mean Change (SE) -27.88 (4.86) -33.85 (4.66)
Week 24 Adjusted Mean Change (SE) -25.69 (4.81) -35.44 (4.72)
Week 32 Adjusted Mean Change (SE) -33.90 (4.52) -35.76 (4.42)
Week 40 Adjusted Mean Change (SE) -35.65 (5.23) -37.31 (5.20)
Week 52 Adjusted Mean Change (SE) -33.91 (5.81) -36.10(5.91) 2.19[-14.36; 18.74] 0.793
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 76.53 (15.90) 67.65 (20.17)
Week 52 Mean (SD) 29.32 (24.27) 33.68 (26.26)
Week 2 Adjusted Mean Change (SE) -20.05 (3.39) -16.10(3.83)
Week 4 Adjusted Mean Change (SE) -28.13 (4.09) -21.29 (4.61)
Week 8 Adjusted Mean Change (SE) -35.27 (3.83) -25.30 (4.33)
Week 12 Adjusted Mean Change (SE) -34.55 (3.97) -28.35 (4.47)
Week 16 Adjusted Mean Change (SE) -38.17 (3.86) -30.50 (4.37)
Week 24 Adjusted Mean Change (SE) -39.38 (3.80) -31.13(4.33)
Week 32 Adjusted Mean Change (SE) -42.39 (3.64) -34.46 (4.08)
Week 40 Adjusted Mean Change (SE) -41.80 (4.17) -36.11 (4.76)
Week 52 Adjusted Mean Change (SE) -42.88 (4.67) -36.17 (5.27) -6.71[-20.77;7.36] 0.346
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.10 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lead Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.682
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 75.72 (19.88) 69.97 (21.98)
Week 52 Mean (SD) 31.00 (27.26) 34.64 (27.43)
Week 2 Adjusted Mean Change (SE) -17.64 (3.67) -16.84 (3.21)
Week 4 Adjusted Mean Change (SE) -27.38 (4.47) -25.13 (3.91)
Week 8 Adjusted Mean Change (SE) -31.61 (4.26) -29.49 (3.73)
Week 12 Adjusted Mean Change (SE) -31.85 (4.33) -30.36 (3.79)
Week 16 Adjusted Mean Change (SE) -32.30 (4.21) -30.58 (3.68)
Week 24 Adjusted Mean Change (SE) -36.94 (4.15) -30.33 (3.72)
Week 32 Adjusted Mean Change (SE) -40.04 (3.93) -33.71(3.48)
Week 40 Adjusted Mean Change (SE) -39.79 (4.50) -36.96 (4.07)
Week 52 Adjusted Mean Change (SE) -40.69 (5.06) -36.15 (4.54) -4.54[-18.03; 8.95] 0.505
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 66.46 (19.74) 69.25 (17.88)
Week 52 Mean (SD) 32.32(21.36) 24.67 (24.76)
Week 2 Adjusted Mean Change (SE) -21.47 (3.59) -15.32 (5.25)
Week 4 Adjusted Mean Change (SE) -24.92 (4.37) -20.10 (6.56)
Week 8 Adjusted Mean Change (SE) -30.12 (4.17) -29.99 (6.27)
Week 12 Adjusted Mean Change (SE) -32.29 (4.21) -37.18 (6.35)
Week 16 Adjusted Mean Change (SE) -36.27 (4.10) -36.92 (6.27)
Week 24 Adjusted Mean Change (SE) -31.97 (4.07) -40.45 (6.14)
Week 32 Adjusted Mean Change (SE) -38.16 (3.82) -39.23 (5.74)
Week 40 Adjusted Mean Change (SE) -38.79 (4.43) -35.79 (6.77)
Week 52 Adjusted Mean Change (SE) -37.80 (4.94) -36.80 (7.67) -1.01[-19.09;17.07]  0.912
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Novartis Secukinumab/PSA

AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 396 of 1387



Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.11 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lead Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.538
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 73.92 (17.39) 67.36 (20.45)
Week 52 Mean (SD) 33.91 (22.86) 31.69 (24.82)
Week 2 Adjusted Mean Change (SE) -18.49 (2.97) -16.42 (3.15)
Week 4 Adjusted Mean Change (SE) -26.90 (3.57) -27.29 (3.83)
Week 8 Adjusted Mean Change (SE) -31.06 (3.42) -30.24 (3.68)
Week 12 Adjusted Mean Change (SE) -30.06 (3.34) -34.40 (3.57)
Week 16 Adjusted Mean Change (SE) -33.44 (3.37) -31.54 (3.64)
Week 24 Adjusted Mean Change (SE) -35.92 (3.26) -32.78 (3.58)
Week 32 Adjusted Mean Change (SE) -38.65 (3.15) -36.97 (3.42)
Week 40 Adjusted Mean Change (SE) -38.15 (3.44) -35.81(3.82)
Week 52 Adjusted Mean Change (SE) -37.56 (3.89) -35.60 (4.35) -1.95[-13.61;9.70] 0.740
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 63.42 (26.49) 72.33(20.22)
Week 52 Mean (SD) 27.42 (27.72) 20.67 (17.21)
Week 2 Adjusted Mean Change (SE) -21.04 (5.32) -21.06 (6.01)
Week 4 Adjusted Mean Change (SE) -20.11 (6.38) -15.25 (7.25)
Week 8 Adjusted Mean Change (SE) -27.25 (6.12) -32.62 (6.95)
Week 12 Adjusted Mean Change (SE) -34.32 (5.95) -33.57 (6.85)
Week 16 Adjusted Mean Change (SE) -33.79 (6.02) -40.17 (6.91)
Week 24 Adjusted Mean Change (SE) -26.23 (5.89) -41.63 (6.72)
Week 32 Adjusted Mean Change (SE) -37.58 (5.58) -35.29 (6.31)
Week 40 Adjusted Mean Change (SE) -39.32 (6.11) -49.30 (6.94)
Week 52 Adjusted Mean Change (SE) -40.60 (6.85) -49.29 (7.79) 8.69 [-11.95; 29.34] 0.405
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.12 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lead Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.793
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 71.97 (18.48) 69.09 (22.48)
Week 52 Mean (SD) 34.00 (25.75) 32.19 (26.39)
Week 2 Adjusted Mean Change (SE) -17.71 (3.05) -16.56 (3.14)
Week 4 Adjusted Mean Change (SE) -26.48 (3.66) -26.78 (3.80)
Week 8 Adjusted Mean Change (SE) -32.22 (3.49) -31.18 (3.63)
Week 12 Adjusted Mean Change (SE) -34.66 (3.54) -33.64 (3.70)
Week 16 Adjusted Mean Change (SE) -37.92 (3.44) -34.07 (3.59)
Week 24 Adjusted Mean Change (SE) -34.88 (3.54) -33.13 (3.76)
Week 32 Adjusted Mean Change (SE) -38.39 (3.28) -34.71 (3.46)
Week 40 Adjusted Mean Change (SE) -39.07 (3.76) -37.97 (4.04)
Week 52 Adjusted Mean Change (SE) -36.94 (4.18) -35.81 (4.49) -1.13[-13.34; 11.08] 0.855
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 66.85 (25.41) 72.10 (13.97)
Week 52 Mean (SD) 28.46 (20.38) 32.30(29.42)
Week 2 Adjusted Mean Change (SE) -22.48 (5.08) -15.42 (5.83)
Week 4 Adjusted Mean Change (SE) -24.64 (6.10) -13.50 (6.98)
Week 8 Adjusted Mean Change (SE) -26.95 (5.82) -23.75 (6.66)
Week 12 Adjusted Mean Change (SE) -24.02 (5.91) -26.33 (6.76)
Week 16 Adjusted Mean Change (SE) -25.34 (5.71) -25.34 (6.54)
Week 24 Adjusted Mean Change (SE) -31.82 (5.87) -31.68 (6.72)
Week 32 Adjusted Mean Change (SE) -38.84 (5.43) -35.26 (6.22)
Week 40 Adjusted Mean Change (SE) -38.29 (6.24) -31.13(7.22)
Week 52 Adjusted Mean Change (SE) -41.65 (6.87) -36.98 (7.85) -4.67 [-25.45;16.12]  0.656
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.13 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lead Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.703
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 68.64 (21.29) 70.19 (20.50)
Week 52 Mean (SD) 31.79 (24.39) 31.86 (28.53)
Week 2 Adjusted Mean Change (SE) -21.00 (2.81) -15.40(3.03)
Week 4 Adjusted Mean Change (SE) -29.02 (3.33) -23.26 (3.62)
Week 8 Adjusted Mean Change (SE) -32.61 (3.24) -28.92 (3.52)
Week 12 Adjusted Mean Change (SE) -32.67 (3.28) -31.27 (3.57)
Week 16 Adjusted Mean Change (SE) -35.42 (3.22) -32.10(3.52)
Week 24 Adjusted Mean Change (SE) -35.07 (3.17) -32.75(3.52)
Week 32 Adjusted Mean Change (SE) -39.44 (3.02) -33.73(3.32)
Week 40 Adjusted Mean Change (SE) -39.33 (3.45) -35.08 (3.89)
Week 52 Adjusted Mean Change (SE) -38.92 (3.89) -36.81(4.36) -2.11[-13.73;9.51] 0.719
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 82.00 (7.21) 68.40(28.18)
Week 52 Mean (SD) 31.22 (24.27) 39.80 (21.46)
Week 2 Adjusted Mean Change (SE) -13.55 (6.16) -14.76 (8.13)
Week 4 Adjusted Mean Change (SE) -13.16 (7.30) -23.00 (9.63)
Week 8 Adjusted Mean Change (SE) -23.15 (7.10) -28.30 (9.37)
Week 12 Adjusted Mean Change (SE) -29.68 (7.16) -23.99 (9.45)
Week 16 Adjusted Mean Change (SE) -30.18 (7.04) -27.73 (9.28)
Week 24 Adjusted Mean Change (SE) -31.96 (6.93) -34.66 (9.14)
Week 32 Adjusted Mean Change (SE) -37.37 (6.54) -35.72 (8.63)
Week 40 Adjusted Mean Change (SE) -39.36 (7.53) -42.47 (9.93)
Week 52 Adjusted Mean Change (SE) -40.53 (8.40) -30.22 -10.31 [-38.02; 0.461
(11.08) 17.39]
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.14 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Lead Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.984
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 69.64 (19.67) 68.95 (21.04)
Week 52 Mean (SD) 41.80 (29.02) 33.67 (28.22)
Week 2 Adjusted Mean Change (SE) -19.59 (5.47) -14.90 (3.88)
Week 4 Adjusted Mean Change (SE) -31.41 (6.61) -27.25 (4.75)
Week 8 Adjusted Mean Change (SE) -28.98 (6.36) -30.01 (4.58)
Week 12 Adjusted Mean Change (SE) -34.04 (6.44) -35.49 (4.64)
Week 16 Adjusted Mean Change (SE) -33.84 (6.38) -31.06 (4.58)
Week 24 Adjusted Mean Change (SE) -36.88 (6.25) -28.23 (4.67)
Week 32 Adjusted Mean Change (SE) -33.75 (5.80) -33.84 (4.34)
Week 40 Adjusted Mean Change (SE) -34.79 (6.59) -30.93 (5.04)
Week 52 Adjusted Mean Change (SE) -28.53 (7.46) -33.74 (5.73) 5.21[-13.48;23.91] 0.581
High score, N 40 22
N' 40 22
Baseline Mean (SD) 71.38 (20.52) 70.59 (20.90)
Week 52 Mean (SD) 29.03 (22.33) 31.23(26.46)
Week 2 Adjusted Mean Change (SE) -19.60 (2.87) -17.95 (3.88)
Week 4 Adjusted Mean Change (SE) -24.65 (3.47) -20.65 (4.68)
Week 8 Adjusted Mean Change (SE) -31.35(3.33) -29.28 (4.51)
Week 12 Adjusted Mean Change (SE) -31.49 (3.39) -28.80 (4.59)
Week 16 Adjusted Mean Change (SE) -34.50 (3.31) -33.29 (4.50)
Week 24 Adjusted Mean Change (SE) -33.71 (3.29) -37.21 (4.46)
Week 32 Adjusted Mean Change (SE) -40.63 (3.08) -36.25 (4.11)
Week 40 Adjusted Mean Change (SE) -40.59 (3.47) -41.63 (4.70)
Week 52 Adjusted Mean Change (SE) -42.18 (3.90) -38.72(5.21) -3.46 [-16.38; 9.47] 0.596
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 404 of 1387



Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.15 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Linkage Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.125
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 72.58 (20.99) 70.00 (17.85)
Week 52 Mean (SD) 32.50 (24.77) 32.41(27.03)
Week 2 Adjusted Mean Change (SE) -24.01 (3.18) -13.52 (3.68)
Week 4 Adjusted Mean Change (SE) -29.04 (3.94) -19.63 (4.62)
Week 8 Adjusted Mean Change (SE) -31.56 (3.78) -26.23 (4.43)
Week 12 Adjusted Mean Change (SE) -34.60 (3.83) -30.16 (4.50)
Week 16 Adjusted Mean Change (SE) -35.72 (3.73) -28.42 (4.42)
Week 24 Adjusted Mean Change (SE) -35.17 (3.74) -29.57 (4.50)
Week 32 Adjusted Mean Change (SE) -40.58 (3.48) -33.31 (4.17)
Week 40 Adjusted Mean Change (SE) -40.97 (3.89) -29.95 (4.75)
Week 52 Adjusted Mean Change (SE) -38.64 (4.48) -35.20 (5.53) -3.44[-17.58; 10.71] 0.630
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 68.55 (19.06) 69.52 (23.97)
Week 52 Mean (SD) 30.33(23.60) 32.05 (27.35)
Week 2 Adjusted Mean Change (SE) -12.79 (3.96) -19.56 (3.85)
Week 4 Adjusted Mean Change (SE) -21.61 (4.90) -28.34 (4.77)
Week 8 Adjusted Mean Change (SE) -29.74 (4.70) -33.23 (4.57)
Week 12 Adjusted Mean Change (SE) -28.00 (4.80) -34.09 (4.67)
Week 16 Adjusted Mean Change (SE) -32.29 (4.67) -36.14 (4.54)
Week 24 Adjusted Mean Change (SE) -33.50 (4.68) -36.79 (4.60)
Week 32 Adjusted Mean Change (SE) -36.56 (4.37) -37.17 (4.24)
Week 40 Adjusted Mean Change (SE) -36.59 (4.81) -43.96 (4.79)
Week 52 Adjusted Mean Change (SE) -40.59 (5.61) -38.10 (5.46) -2.49 [-18.06;13.07]  0.751
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 406 of 1387



Novartis
AMNOG Dossier Sensitivity Analysis

Secukinumab/PSA
CAIN457F2366

17.16 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Linkage Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.082
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 62.11 (23.43) 71.20 (21.76)
Week 52 Mean (SD) 35.11 (24.77) 30.29 (29.47)
Week 2 Adjusted Mean Change (SE) -17.70 (4.25) -17.88 (4.06)
Week 4 Adjusted Mean Change (SE) -21.16 (5.12) -26.81 (4.98)
Week 8 Adjusted Mean Change (SE) -24.05 (4.77) -35.49 (4.64)
Week 12 Adjusted Mean Change (SE) -27.75 (4.91) -37.33 (4.82)
Week 16 Adjusted Mean Change (SE) -27.93 (4.78) -35.81 (4.70)
Week 24 Adjusted Mean Change (SE) -25.74 (4.74) -36.85 (4.76)
Week 32 Adjusted Mean Change (SE) -33.94 (4.47) -35.82 (4.48)
Week 40 Adjusted Mean Change (SE) -35.76 (5.17) -36.46 (5.29)
Week 52 Adjusted Mean Change (SE) -34.00 (5.76) -35.11(6.02) 1.11[-15.49;17.71] 0.895
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 76.28 (16.11) 68.58 (20.25)
Week 52 Mean (SD) 29.45 (23.84) 33.39 (25.70)
Week 2 Adjusted Mean Change (SE) -20.74 (3.26) -15.18 (3.72)
Week 4 Adjusted Mean Change (SE) -29.10 (3.93) -21.39 (4.48)
Week 8 Adjusted Mean Change (SE) -34.93 (3.66) -24.84 (4.17)
Week 12 Adjusted Mean Change (SE) -34.62 (3.79) -27.95 (4.30)
Week 16 Adjusted Mean Change (SE) -38.26 (3.68) -29.13 (4.20)
Week 24 Adjusted Mean Change (SE) -39.57 (3.62) -30.30 (4.16)
Week 32 Adjusted Mean Change (SE) -42.08 (3.48) -34.44 (3.95)
Week 40 Adjusted Mean Change (SE) -41.21 (4.00) -36.75 (4.60)
Week 52 Adjusted Mean Change (SE) -42.25 (4.50) -36.79 (5.10) -5.45 [-19.00; 8.09] 0.426
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AMNOG Dossier Sensitivity Analysis CAIN457F2366
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.17 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Linkage Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.682
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 75.72 (19.88) 69.97 (21.98)
Week 52 Mean (SD) 31.00 (27.26) 34.64 (27.43)
Week 2 Adjusted Mean Change (SE) -17.64 (3.67) -16.84 (3.21)
Week 4 Adjusted Mean Change (SE) -27.38 (4.47) -25.13 (3.91)
Week 8 Adjusted Mean Change (SE) -31.61 (4.26) -29.49 (3.73)
Week 12 Adjusted Mean Change (SE) -31.85 (4.33) -30.36 (3.79)
Week 16 Adjusted Mean Change (SE) -32.30 (4.21) -30.58 (3.68)
Week 24 Adjusted Mean Change (SE) -36.94 (4.15) -30.33 (3.72)
Week 32 Adjusted Mean Change (SE) -40.04 (3.93) -33.71(3.48)
Week 40 Adjusted Mean Change (SE) -39.79 (4.50) -36.96 (4.07)
Week 52 Adjusted Mean Change (SE) -40.69 (5.06) -36.15 (4.54) -4.54[-18.03; 8.95] 0.505
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 66.46 (19.74) 69.25 (17.88)
Week 52 Mean (SD) 32.32(21.36) 24.67 (24.76)
Week 2 Adjusted Mean Change (SE) -21.47 (3.59) -15.32 (5.25)
Week 4 Adjusted Mean Change (SE) -24.92 (4.37) -20.10 (6.56)
Week 8 Adjusted Mean Change (SE) -30.12 (4.17) -29.99 (6.27)
Week 12 Adjusted Mean Change (SE) -32.29 (4.21) -37.18 (6.35)
Week 16 Adjusted Mean Change (SE) -36.27 (4.10) -36.92 (6.27)
Week 24 Adjusted Mean Change (SE) -31.97 (4.07) -40.45 (6.14)
Week 32 Adjusted Mean Change (SE) -38.16 (3.82) -39.23 (5.74)
Week 40 Adjusted Mean Change (SE) -38.79 (4.43) -35.79 (6.77)
Week 52 Adjusted Mean Change (SE) -37.80 (4.94) -36.80 (7.67) -1.01[-19.09;17.07]  0.912
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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17.18 Patient's Global Assessment of Disease Activity for PASDAS (VAS) - Change from

Baseline by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.562
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 73.33 (17.54) 68.80 (20.78)
Week 52 Mean (SD) 33.11 (23.04) 34.46 (26.39)
Week 2 Adjusted Mean Change (SE) -19.03 (2.95) -15.25 (3.09)
Week 4 Adjusted Mean Change (SE) -27.83 (3.54) -25.86 (3.74)
Week 8 Adjusted Mean Change (SE) -31.88 (3.37) -28.88 (3.56)
Week 12 Adjusted Mean Change (SE) -31.27 (3.48) -32.49 (3.69)
Week 16 Adjusted Mean Change (SE) -34.43 (3.38) -30.38 (3.58)
Week 24 Adjusted Mean Change (SE) -36.69 (3.34) -31.93(3.61)
Week 32 Adjusted Mean Change (SE) -39.29 (3.18) -35.87 (3.40)
Week 40 Adjusted Mean Change (SE) -39.03 (3.60) -35.04 (3.92)
Week 52 Adjusted Mean Change (SE) -38.63 (4.04) -33.54 (4.42) -5.10[-17.02; 6.83] 0.398
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 61.55 (26.94) 73.56 (21.38)
Week 52 Mean (SD) 26.09 (28.67) 25.22 (28.54)
Week 2 Adjusted Mean Change (SE) -20.82 (5.63) -20.36 (6.09)
Week 4 Adjusted Mean Change (SE) -19.95 (6.75) -15.56 (7.32)
Week 8 Adjusted Mean Change (SE) -23.94 (6.41) -31.64 (6.95)
Week 12 Adjusted Mean Change (SE) -32.63 (6.60) -30.31 (7.17)
Week 16 Adjusted Mean Change (SE) -32.31 (6.43) -38.87 (7.05)
Week 24 Adjusted Mean Change (SE) -27.12 (6.41) -36.77 (6.89)
Week 32 Adjusted Mean Change (SE) -37.00 (6.00) -32.20 (6.49)
Week 40 Adjusted Mean Change (SE) -40.02 (6.81) -42.44 (7.49)
Week 52 Adjusted Mean Change (SE) -41.39 (7.59) -45.34 (8.25) 3.95 [-18.40; 26.30] 0.726
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Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:

treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit

Covariance structure: unstructured (un)

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.0 Physician's Global Assessment of PsA Disease Activity (VAS) - Return Rates (FAS)

Treatment Groups

SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%)

Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 4 Returns 66 (100.0) 59 (95.2) 125 (97.7)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 58 (93.5) 122 (95.3)
Week 16 Returns 63 (95.5) 54 (87.1) 117 (91.4)
Week 20 Returns 63 (95.5) 54 (87.1) 117 (91.4)
Week 24 Returns 64 (97.0) 54 (87.1) 118 (92.2)
Week 28 Returns 61 (92.4) 46 (74.2) 107 (83.6)
Week 32 Returns 61 (92.4) 48 (77.4) 109 (85.2)
Week 36 Returns 61 (92.4) 49 (79.0) 110 (85.9)
Week 40 Returns 63 (95.5) 47 (75.8) 110 (85.9)
Week 44 Returns 62 (93.9) 47 (75.8) 109 (85.2)
Week 48 Returns 60 (90.9) 46 (74.2) 106 (82.8)
Week 52 Returns 62 (93.9) 47 (75.8) 109 (85.2)
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18.1 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61
Baseline Mean (SD) 65.42 (14.82) 64.61 (13.46)
Week 52 Mean (SD) 16.24 (15.49) 15.87 (14.04)
Week 52 Adjusted Mean Change (SE) -48.41 (1.91) -48.46 (2.12) 0.04[-5.61; 5.70] 0.988

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: unstructured (un)
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18.2 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.571
Male, N 42 33
N' 42 32
Baseline Mean (SD) 60.93 (14.86) 63.00 (13.95)
Week 52 Mean (SD) 12.92 (11.44) 12.00 (9.95)
Week 52 Adjusted Mean Change (SE) -51.92 (2.36) -52.64 (2.83) 0.72[-6.52; 7.96] 0.844
Female, N 24 29
N' 24 29
Baseline Mean (SD) 73.29 (11.18) 66.45 (12.87)
Week 52 Mean (SD) 21.87 (19.67) 19.91 (16.58)
Week 52 Adjusted Mean Change (SE) -42.26 (3.16) -43.86 (2.98) 1.60[-6.91;10.11] 0.710
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 415 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

18.3 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.670
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 56.00 (17.37) 52.92 (12.82)
Week 52 Mean (SD) 11.63 (11.70) 18.13 (16.35)
Week 52 Adjusted Mean Change (SE) -53.59 (3.93) -46.38 (5.03) -7.21[-19.54;5.12] 0.249
PASDAS >5.4, N 50 49
N' 50 48
Baseline Mean (SD) 68.44 (12.67) 67.71(11.93)
Week 52 Mean (SD) 17.85 (16.42) 15.41 (13.71)
Week 52 Adjusted Mean Change (SE) -46.64 (2.23) -48.74 (2.36) 2.10[-4.29; 8.48] 0.517
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.4 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Moderate/Severe PSO D (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.470
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 66.79 (15.37) 60.19 (12.24)
Week 52 Mean (SD) 18.73 (14.05) 16.05 (16.04)
Week 52 Adjusted Mean Change (SE) -46.86 (2.96) -47.74 (3.08) 0.88[-7.62; 9.39] 0.838
Moderate/Severe Psoriasis (Def D): Yes, 38 30
N
N' 38 29
Baseline Mean (SD) 64.42 (14.52) 69.33 (13.28)
Week 52 Mean (SD) 14.44 (16.41) 15.72 (12.34)
Week 52 Adjusted Mean Change (SE) -49.56 (2.51) -49.31(3.01) -0.25[-8.02;7.52] 0.950
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.5 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.259
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 66.43 (15.72) 64.45 (14.95)
Week 52 Mean (SD) 14.34 (13.51) 13.05 (9.79)
Week 52 Adjusted Mean Change (SE) -51.05 (2.43) -50.91(3.19) -0.14[-8.07;7.80] 0.973
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 63.88 (13.47) 64.76 (12.24)
Week 52 Mean (SD) 19.25 (18.10) 17.79 (16.19)
Week 52 Adjusted Mean Change (SE) -44.40 (3.01) -46.63 (2.80) 2.23[-5.92;10.38] 0.589
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.6 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Enthesitis at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.893
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 63.74 (14.61) 64.32 (14.49)
Week 52 Mean (SD) 15.42 (15.26) 16.58 (15.95)
Week 52 Adjusted Mean Change (SE) -48.70 (2.71) -48.31(3.48) -0.39[-9.11; 8.33] 0.929
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 67.22 (15.05) 64.78 (13.05)
Week 52 Mean (SD) 17.06 (15.94) 15.39 (12.86)
Week 52 Adjusted Mean Change (SE) -48.07 (2.76) -48.68 (2.73) 0.61[-7.08; 8.30] 0.875
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.7 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by HLA-DQAL1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.933
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 64.97 (13.32) 64.44 (13.64)
Week 52 Mean (SD) 17.48 (18.62) 14.40 (12.64)
Week 52 Adjusted Mean Change (SE) -46.61 (3.09) -52.16 (3.45) 5.55[-3.65; 14.75] 0.233
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 69.55 (14.40) 63.95 (13.36)
Week 52 Mean (SD) 15.75 (13.58) 17.50 (18.15)
Week 52 Adjusted Mean Change (SE) -51.27 (3.63) -47.14 (4.02) -4.13[-14.95; 6.69] 0.450
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.8 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lead Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.216
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 64.46 (15.06) 60.95 (12.19)
Week 52 Mean (SD) 12.15 (11.65) 12.50 (11.06)
Week 52 Adjusted Mean Change (SE) -52.94 (3.13) -51.10(4.17) -1.84[-12.19; 8.52] 0.725
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 69.73 (12.06) 64.53 (12.96)
Week 52 Mean (SD) 23.58 (20.46) 19.06 (19.09)
Week 52 Adjusted Mean Change (SE) -40.56 (3.66) -47.77 (3.85) 7.21[-3.38;17.80] 0.180
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.9 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lead Candidate Variant rs111937633 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.432
Non-carrier, N 19 21
N' 19 21
Baseline Mean (SD) 69.68 (14.58) 67.05 (12.71)
Week 52 Mean (SD) 17.58 (13.28) 15.13 (14.23)
Week 52 Adjusted Mean Change (SE) -48.71 (3.85) -49.14 (3.95) 0.44[-10.47; 11.34] 0.937
Carrier, N 30 23
N' 30 23
Baseline Mean (SD) 65.00 (13.75) 61.65 (13.70)
Week 52 Mean (SD) 16.78 (18.69) 16.30 (16.25)
Week 52 Adjusted Mean Change (SE) -47.37 (3.10) -50.37 (3.60) 3.00[-6.42; 12.42] 0.528
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.

Final/22-Aug-2020 Page 422 of 1387



Novartis Secukinumab/PSA
AMNOG Dossier Sensitivity Analysis CAIN457F2366

18.10 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lead Candidate Variant rs11726476 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.609
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 64.76 (15.32) 65.00 (14.29)
Week 52 Mean (SD) 12.65 (12.73) 17.88 (16.44)
Week 52 Adjusted Mean Change (SE) -53.22 (3.27) -48.36 (2.98) -4.86 [-13.65; 3.93] 0.275
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 69.04 (12.20) 62.17 (10.79)
Week 52 Mean (SD) 20.67 (18.92) 10.30 (9.96)
Week 52 Adjusted Mean Change (SE) -43.99 (3.24) -54.10(4.98) 10.11[-1.79; 22.01] 0.095
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.11 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lead Candidate Variant rs10609046 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.986
Non-carrier, N 38 33
N' 38 33
Baseline Mean (SD) 67.34 (12.59) 65.21 (13.75)
Week 52 Mean (SD) 17.47 (17.34) 15.00 (13.16)
Week 52 Adjusted Mean Change (SE) -48.21 (2.66) -50.89 (2.98) 2.68[-5.27; 10.63] 0.504
Carrier, N 12 9
N' 12 9
Baseline Mean (SD) 67.17 (17.56) 60.67 (13.60)
Week 52 Mean (SD) 15.25 (15.20) 14.56 (13.67)
Week 52 Adjusted Mean Change (SE) -49.58 (4.61) -50.65 (5.32) 1.07[-12.93; 15.06] 0.880
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.12 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lead Candidate Variant rs8007401 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.623
Non-carrier, N 36 34
N' 36 34
Baseline Mean (SD) 68.06 (12.26) 65.06 (13.37)
Week 52 Mean (SD) 17.09 (17.20) 14.04 (13.80)
Week 52 Adjusted Mean Change (SE) -49.09 (2.79) -51.79 (3.00) 2.71[-5.44;10.85] 0.511
Carrier, N 13 10
N' 13 10
Baseline Mean (SD) 61.69 (17.15) 61.40 (13.64)
Week 52 Mean (SD) 17.83 (15.76) 20.30 (18.31)
Week 52 Adjusted Mean Change (SE) -43.73 (4.57) -43.39 (5.19) -0.35[-14.05; 13.36] 0.960
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.13 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lead Candidate Variant rs7349145 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.904
Non-carrier, N 42 36
N' 42 36
Baseline Mean (SD) 67.10 (14.31) 64.78 (12.88)
Week 52 Mean (SD) 17.66 (16.62) 16.87 (16.25)
Week 52 Adjusted Mean Change (SE) -47.53 (2.62) -48.34(2.92) 0.81[-7.00; 8.63] 0.836
Carrier, N 9 5
N' 9 5
Baseline Mean (SD) 66.22 (12.14) 57.80 (14.01)
Week 52 Mean (SD) 12.89 (16.48) 13.00 (7.00)
Week 52 Adjusted Mean Change (SE) -52.18 (5.52) -56.80(8.17) 4.61[-15.01;24.23] 0.642
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.14 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Lead Candidate Allele Score (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.766
Low score, N 11 22
N' 11 22
Baseline Mean (SD) 66.73 (10.85) 65.77 (14.41)
Week 52 Mean (SD) 10.60 (11.41) 14.31 (10.67)
Week 52 Adjusted Mean Change (SE) -55.81 (5.02) -50.48 (3.85) -5.33[-17.89; 7.23] 0.402
High score, N 40 22
N' 40 22
Baseline Mean (SD) 67.00 (14.68) 62.68 (12.38)
Week 52 Mean (SD) 18.41 (17.40) 16.95 (18.20)
Week 52 Adjusted Mean Change (SE) -46.47 (2.62) -49.24 (3.54) 2.78[-6.01; 11.57] 0.532
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.15 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Linkage Variant rs10891185 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.202
Non-carrier, N 31 23
N' 31 23
Baseline Mean (SD) 64.00 (15.20) 61.83 (12.22)
Week 52 Mean (SD) 12.97 (11.52) 12.53 (10.78)
Week 52 Adjusted Mean Change (SE) -53.15(2.87) -52.28 (3.63) -0.87 [-10.01; 8.28] 0.851
Carrier, N 20 21
N' 20 21
Baseline Mean (SD) 71.50 (10.19) 66.86 (14.34)
Week 52 Mean (SD) 23.41 (21.68) 18.68 (18.05)
Week 52 Adjusted Mean Change (SE) -40.71 (3.73) -48.39 (3.52) 7.68[-2.47;17.83] 0.136
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.16 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Linkage Variant rs12065362 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.498
Non-carrier, N 19 20
N' 19 20
Baseline Mean (SD) 69.68 (14.58) 67.20 (13.02)
Week 52 Mean (SD) 17.58 (13.28) 15.80 (14.46)
Week 52 Adjusted Mean Change (SE) -48.77 (3.83) -48.52 (4.04) -0.24 [-11.26; 10.77] 0.965
Carrier, N 32 24
N' 32 24
Baseline Mean (SD) 65.31 (13.36) 61.75 (13.40)
Week 52 Mean (SD) 16.18 (18.62) 15.76 (16.02)
Week 52 Adjusted Mean Change (SE) -48.34 (3.01) -50.97 (3.50) 2.63[-6.53;11.78] 0.570
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.17 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Linkage Variant rs11721988 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.609
Non-carrier, N 25 32
N' 25 32
Baseline Mean (SD) 64.76 (15.32) 65.00 (14.29)
Week 52 Mean (SD) 12.65 (12.73) 17.88 (16.44)
Week 52 Adjusted Mean Change (SE) -53.22 (3.27) -48.36 (2.98) -4.86 [-13.65; 3.93] 0.275
Carrier, N 26 12
N' 26 12
Baseline Mean (SD) 69.04 (12.20) 62.17 (10.79)
Week 52 Mean (SD) 20.67 (18.92) 10.30 (9.96)
Week 52 Adjusted Mean Change (SE) -43.99 (3.24) -54.10(4.98) 10.11[-1.79; 22.01] 0.095
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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18.18 Physician's Global Assessment of PsA Disease Activity (VAS) - Change from
Baseline by Linkage Variant rs7787032 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.856
Non-carrier, N 39 35
N' 39 35
Baseline Mean (SD) 66.87 (12.77) 65.34 (13.40)
Week 52 Mean (SD) 17.26 (17.13) 15.63 (14.40)
Week 52 Adjusted Mean Change (SE) -47.99 (2.72) -50.13(2.99) 2.14[-5.90; 10.18] 0.598
Carrier, N 11 9
N' 11 9
Baseline Mean (SD) 66.00 (17.92) 59.89 (13.06)
Week 52 Mean (SD) 14.45 (15.68) 16.22 (18.26)
Week 52 Adjusted Mean Change (SE) -49.96 (5.00) -48.51 (5.54) -1.45]-16.28; 13.38] 0.846
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup X visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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19.0 SJC28 - Return Rates (FAS)

Treatment Groups
SEC ADA Total
(N=66) (N=62) (N=128)

Number of patients with valid data n (%)
Baseline Returns 66 (100.0) 62 (100.0) 128 (100.0)
Week 2 Returns 65 (98.5) 61 (98.4) 126 (98.4)
Week 4 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 8 Returns 66 (100.0) 60 (96.8) 126 (98.4)
Week 12 Returns 64 (97.0) 59 (95.2) 123 (96.1)
Week 16 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 20 Returns 64 (97.0) 54 (87.1) 118 (92.2)
Week 24 Returns 64 (97.0) 55 (88.7) 119 (93.0)
Week 28 Returns 60 (90.9) 47 (75.8) 107 (83.6)
Week 32 Returns 62 (93.9) 49 (79.0) 111 (86.7)
Week 36 Returns 60 (90.9) 50 (80.6) 110 (85.9)
Week 40 Returns 63 (95.5) 48 (77.4) 111 (86.7)
Week 44 Returns 62 (93.9) 47 (75.8) 109 (85.2)
Week 48 Returns 60 (90.9) 46 (74.2) 106 (82.8)
Week 52 Returns 62 (93.9) 47 (75.8) 109 (85.2)
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19.1 SJC28 - Change from Baseline (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
N' 66 61

Baseline Mean (SD)

559 (3.64)  5.31 (4.20)

Week 52 Mean (SD)

0.45(1.07)  0.94 (1.80)

Week 52 Adjusted Mean Change (SE)

-4.98 (0.16)  -4.53 (0.19)

-0.45 [-0.94; 0.04] 0.073

ClI: Confidence interval

N.E.: Not estimable
SD: Standard deviation
SE: Standard error

N': Number of patients in the analysis

MMRM: Mixed effects repeated measures model

Adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, treatment x visit, baseline value x visit
Covariance structure: unstructured (un)
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19.2 SJC28 - Change from Baseline by Gender (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.945
Male, N 42 33
N' 42 32
Baseline Mean (SD) 5.69(3.87) 4.21(3.19)
Week 52 Mean (SD) 0.36 (0.84)  0.50 (1.10)
Week 52 Adjusted Mean Change (SE) -5.11 (0.21) -4.82 (0.26)  -0.29 [-0.94; 0.36] 0.372
Female, N 24 29
N' 24 29
Baseline Mean (SD) 5.42(3.26)  6.55(4.88)
Week 52 Mean (SD) 0.61(1.37)  1.39(2.25)
Week 52 Adjusted Mean Change (SE) -4.75(0.27) -4.21(0.27) -0.54[-1.29; 0.21] 0.156
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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19.3 SJC28 - Change from Baseline by Disease Severity (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.452
PASDAS <5.4, N 16 13
N' 16 13
Baseline Mean (SD) 4.38(2.90) 4.31(3.97)
Week 52 Mean (SD) 0.13(0.34) 0.38(0.74)
Week 52 Adjusted Mean Change (SE) -5.20 (0.33) -4.84(0.44) -0.36[-1.44;0.73] 0.514
PASDAS > 54, N 50 49
N' 50 48
Baseline Mean (SD) 5.98 (3.79)  5.57 (4.26)
Week 52 Mean (SD) 0.57 (1.20)  1.05 (1.93)
Week 52 Adjusted Mean Change (SE) -4.91(0.19) -4.47 (0.21) -0.44[-0.99; 0.11] 0.118
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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19.4 SJC28 - Change from Baseline by Moderate/Severe PSO D (FAS)
Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.772
Moderate/Severe Psoriasis (Def D): No, 28 32
N
N' 28 32
Baseline Mean (SD) 5.43(3.75)  6.22 (4.74)
Week 52 Mean (SD) 0.38 (0.85) 1.23(2.31)
Week 52 Adjusted Mean Change (SE) -5.00 (0.26) -4.53(0.28) -0.48 [-1.22; 0.27] 0.210
Moderate/Severe Psoriasis (Def D): Yes, 38 30
N
N' 38 29
Baseline Mean (SD) 5.71(3.60) 4.33(3.35)
Week 52 Mean (SD) 0.50 (1.21) 0.68(1.18)
Week 52 Adjusted Mean Change (SE) -4.96 (0.22) -4.56 (0.26) -0.40[-1.08; 0.27] 0.242

N': Number of patients in the analysis

CI: Confidence interval

MMRM: Mixed effects repeated measures model
N.E.: Not estimable

SD: Standard deviation

SE: Standard error

X subgroup X visit
Covariance structure: unstructured (un)

Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment

Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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19.5 SJC28 - Change from Baseline by Lymphocyte Count at BL (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.144
< Median, N 40 29
N' 40 29
Baseline Mean (SD) 5.80(3.84) 3.86(3.63)
Week 52 Mean (SD) 0.47 (0.86)  0.79 (1.81)
Week 52 Adjusted Mean Change (SE) -5.14 (0.36) -4.30(0.49) -0.83[-2.02;0.36] 0.170
> Median, N 26 33
N' 26 32
Baseline Mean (SD) 5.27 (3.35)  6.58 (4.31)
Week 52 Mean (SD) 0.42 (1.35)  1.04 (1.82)
Week 52 Adjusted Mean Change (SE) -4.98 (0.45) -4.46 (0.42) -0.52[-1.73; 0.69] 0.401
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: compound symmetry (cs)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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19.6 SJC28 - Change from Baseline by Enthesitis at BL According to LEI (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.789
Enthesitis: No, N 34 22
N' 34 22
Baseline Mean (SD) 4.65(3.50) 3.09(2.72)
Week 52 Mean (SD) 0.29 (0.64)  0.47 (1.02)
Week 52 Adjusted Mean Change (SE) -4.96 (0.23) -4.74(0.31) -0.22[-0.97;0.53] 0.560
Enthesitis: Yes, N 32 40
N' 32 39
Baseline Mean (SD) 6.59 (3.56)  6.53 (4.40)
Week 52 Mean (SD) 0.61(1.36)  1.25(2.14)
Week 52 Adjusted Mean Change (SE) -5.00 (0.24) -4.40 (0.25)  -0.60 [-1.26; 0.06] 0.075
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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19.7 SJC28 - Change from Baseline by HLA-DQA1*05 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.966
Non-carrier, N 29 25
N' 29 25
Baseline Mean (SD) 5.38(2.94) 5.52(4.57)
Week 52 Mean (SD) 0.63(1.45) 0.75(1.48)
Week 52 Adjusted Mean Change (SE) -4.64 (0.26) -4.64 (0.30) -0.01[-0.79; 0.78] 0.989
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 5.73(4.18)  5.00 (4.24)
Week 52 Mean (SD) 0.45 (0.76)  1.13 (2.00)
Week 52 Adjusted Mean Change (SE) -5.00 (0.30) -4.27 (0.34) -0.73[-1.63;0.17] 0.109
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuous parameters,
subgroup analysis is displayed only if the number of patients in the analysis is at least 10 in each subgroup.
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19.8 SJC28 - Change from Baseline by Lead Candidate Variant rs10555659 (FAS)

Treatment Groups Comparison
SEC ADA Mean Difference p-value
(N=66) (N=62) [95% CI]
Interaction test: p=0.350
Non-carrier, N 28 19
N' 28 19
Baseline Mean (SD) 6.39 (4.03) 5.74 (4.33)
Week 52 Mean (SD) 0.48 (0.85)  0.50 (0.85)
Week 52 Adjusted Mean Change (SE) -5.25 (0.27) -4.98 (0.36) -0.27 [-1.17; 0.62] 0.545
Carrier, N 22 19
N' 22 19
Baseline Mean (SD) 455(2.42) 5.68(4.84)
Week 52 Mean (SD) 0.68 (1.60)  1.47 (2.27)
Week 52 Adjusted Mean Change (SE) -4.62 (0.31) -4.27 (0.33)  -0.35[-1.27; 0.56] 0.447
N': Number of patients in the analysis
CI: Confidence interval
MMRM: Mixed effects repeated measures model
N.E.: Not estimable
SD: Standard deviation
SE: Standard error
Interaction test and adjusted mean change, mean difference and p-value from MMRM with fixed effects:
treatment, visit, weight, baseline value, subgroup, treatment x visit, baseline value x visit, subgroup x visit, treatment x subgroup, treatment
X subgroup x visit
Covariance structure: unstructured (un)
Subgroup analysis is displayed for subgrouping factors with at least 10 patients in each subgroup. In addition, for continuou