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Anhang 4-G: Darstellung der Kaplan-Meier-Kurven fir UE nach SOC und PT und fur
nicht statistisch signifikante Ergebnisse fur UE von besonderem Interesse Studie
QUANTUM-First

Anhang 4-G1: UE nach SOC und PT (alle Schwergrade)

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Any PT

100
90 .
+ Censor Median (CI)
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Patients still at risk:

Quizartinib (N = 265) 265 34 20 15 13 10 9 9 7 4 4 4 2 2 0 0 0

Placebo (N = 268) 268 39 19 12 10 9 9 9 8 6 3 @ 2 0 0 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: WAC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11 1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Diarrhoea
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10 Quizartinib (N = 265)  Quizartinib NE (16.4, NE)  HR (95% CI): 1.016 (0.761, 1.356)
0 ~ T 7 Placebo (N = 268) Placebo NE (9.2, NE) P-value: 0.9076
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 120 88 78 68 58 52 44 39 32 28 22 16 13 6 2 0
Placebo (N = 268) 268 112 62 48 39 32 26 24 24 19 14 12 11 8 2 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Nausea
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10 Quizartinib (N = 265)  Quizartinib NE (14.8, NE)  HR (95% Cl): 1.009 (0.746, 1.365)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9506
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 122 86 74 62 51 43 41 37 31 26 21 16 12 6 2 0

Placebo (N = 268) 268 108 63 52 45 41 33 31 28 22 18 16 14 9 3 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Vomiting
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.165 (0.804, 1.688)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4222
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 137 97 82 70 58 54 48 41 34 29 25 17 13 6 1 1
Placebo (N = 268) 268 129 77 64 55 47 39 37 34 26 20 17 16 9 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Stomatitis
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Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 1.016 (0.699, 1.476)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9318

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 137 96 83 7 61 52 46 41 36 31 25 19 16 6 1 0

Placebo (N = 268) 268 130 74 65 53 45 37 35 33 25 20 17 16 10 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Constipation
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Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 0.721 (0.503, 1.033)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0727

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 137 97 85 75 65 57 50 44 37 32 25 19 17 7 3 1

Placebo (N = 268) 268 120 70 56 49 41 35 34 33 25 20 18 17 " 4 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Abdominal pain

100 +
90
M““W. B+

80 g "'”"'-g- B s Ml st el .1 s . S . Pl 1 e i el . J 1 o e P Pl
2 704
2
S 60
8
o
o 50 "
j2]
5
R 40
@
5 30
2
o
% 2

+ Censor Median (CI)
10 1 Quizartinib (N = 265) ~ Quizartinib NE (NE, NE)  HR (95% Cl): 1.245 (0.809, 1.917)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3098
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 144 104 90 77 69 63 53 46 38 33 26 19 14 8 3 1

Placebo (N = 268) 268 136 82 70 59 51 42 39 36 27 21 18 18 " 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Dyspepsia
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Quizartinib (N = 265) ~ Quizartinib NE (NE, NE)  HR (95% CI): 1.308 (0.747, 2.291)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3460

T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 149 108 96 82 68 62 55 49 42 37 30 21 17 8 3 1

Placebo (N = 268) 268 145 88 72 63 55 46 44 39 31 25 22 19 12 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 _TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Abdominal pain upper

100 +
QOAM"HH_"H'Q—H- b =t o o b b et =t = e = —

80 |

70

60

50

40

30 +

Adverse Events Probability (%)

20
+ Censor Median (CI)
10

Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 1.079 (0.630, 1.847)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7803

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 147 107 95 80 68 60 50 45 38 32 28 21 19 9 3 1

Placebo (N = 268) 268 138 87 75 64 56 46 43 40 35 29 25 22 14 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Haemorrhoids
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10 4 ™ Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.174 (0.649, 2.125)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5950
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 149 113 99 89 78 7 61 54 46 39 31 2 18 8 3 1 0
Placebo (N = 268) 268 147 92 76 66 55 47 45 42 33 28 25 22 13 5 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified

log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
Data source: \AC220-A-
U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
Run  date: 14JUL2023 -  16:26; Program  name: DE F 3 11 1.sas; Output  name:

DE_F_3 11 1 TEAESOCPT SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Gingival bleeding
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10 1 ™ Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.112 (0.521, 2.373)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7841
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 156 115 102 91 80 73 63 56 48 42 35 26 21 11 3 1
Placebo (N = 268) 268 149 92 80 69 60 50 47 44 35 29 25 23 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Gastrooesophageal reflux disease
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10 4 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 2.675 (0.854, 8.383)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0795
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 164 120 104 92 77 68 58 52 43 36 29 21 17 8 2 1

Placebo (N = 268) 268 157 98 83 72 62 51 48 45 37 31 27 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Proctalgia
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 1.215 (0.479, 3.083)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6816
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 162 118 104 91 79 7 61 55 47 41 34 25 20 10 3 1 0
Placebo (N = 268) 268 151 92 79 68 60 50 47 44 35 29 25 22 14 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Mouth ulceration
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 0.689 (0.289, 1.644)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4002
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 161 116 103 91 78 70 60 53 47 41 34 25 21 1 3 1

Placebo (N = 268) 268 153 95 81 7 61 51 49 46 37 31 27 24 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Toothache
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.817 (0.336, 1.986)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6555
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 116 102 90 77 69 60 54 47 40 34 24 19 9 2 0

Placebo (N = 268) 268 149 92 77 66 58 49 46 43 34 28 24 21 12 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Any PT
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80 Quizartinib (N = 265) Quizartinib 1.4 (0.8, 1.7) HR (95% Cl): 1.165 (0.950, 1.428)
- ~ T 7 Placebo (N = 268) Placebo 1.6 (1.2,2.2) P-value: 0.1414

Adverse Events Probability (%)

0
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 57 30 25 21 16 13 1 10 T 6 5 3 3 0 0 0
Placebo (N = 268) 268 60 29 20 17 15 13 1 " 9 7 6 6 4 1 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Pneumonia
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10 4 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 0.863 (0.554, 1.346)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5107
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 150 109 97 82 ! 62 54 48 40 36 30 21 18 1 3 1 0

Placebo (N = 268) 268 141 86 72 62 54 45 42 40 31 26 22 18 12 5 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Upper respiratory tract infection
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Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 1.021 (0.502, 2.077)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9539

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 165 121 104 91 75 65 54 46 38 32 24 16 10 3 1 0

Placebo (N = 268) 268 155 97 80 66 55 46 42 38 31 26 22 19 12 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC.: Infections and infestations; PT: Oral herpes
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 1.392 (0.667, 2.904)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3758
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 158 118 104 92 78 70 60 54 44 39 33 25 21 1 3 1

Placebo (N = 268) 268 153 93 81 7 62 51 49 46 37 31 27 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 20 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Bacteraemia
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 2.616 (1.019, 6.712)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0384
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 120 106 93 81 73 62 55 47 40 33 24 20 10 3 1

Placebo (N = 268) 268 152 93 79 68 58 48 45 43 35 29 25 23 14 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F_3_11_1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Conjunctivitis
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10 1 Quizartinib (N = 265) ~ Quizartinib NE (NE, NE)  HR (95% Cl): 1.951 (0.833, 4.569)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1168
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 158 116 102 90 79 i 61 54 47 39 33 25 20 1 3 1

Placebo (N = 268) 268 152 95 80 70 61 52 49 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Sepsis
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 0.505 (0.269, 0.947)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0297

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 163 118 105 92 80 72 61 54 46 40 34 25 20 1 3 1

Placebo (N = 268) 268 146 89 76 68 60 50 48 45 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Folliculitis
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% ClI): 3.244 (1.063, 9.902)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0289

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 114 98 87 76 68 57 52 45 38 31 23 20 1 3 1

Placebo (N = 268) 268 154 96 82 7 61 52 49 46 37 31 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Nasopharyngitis
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.473 (0.571, 3.800)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4203
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 165 118 104 91 76 69 59 53 45 37 31 2 16 7 2 1
Placebo (N = 268) 268 155 97 81 70 60 51 48 45 36 30 27 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Septic shock
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 1.425 (0.579, 3.508)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4384

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 164 122 108 95 82 74 63 56 49 42 35 26 21 1 3 1

Placebo (N = 268) 268 156 97 84 73 63 53 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Oral candidiasis
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.304 (0.538, 3.157)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5556
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 163 120 105 90 7 69 59 53 46 39 32 24 19 10 3 i}
Placebo (N = 268) 268 153 91 76 65 56 46 43 40 31 26 23 22 13 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Sinusitis

100‘W0%M+.H+.H.H.HHH—-—+ b — —th o s
90
80
S 70
2
S 60
Qo
o
o 50 "
j2]
5
R 40
@
5 30
2
<
20
+ Censor Median (CI)
10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 2.231 (0.773, 6.441)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1274
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 158 115 100 89 78 72 61 55 48 41 34 2 21 11 3 1 0
Placebo (N =268) 268 154 97 82 7 61 51 48 45 35 30 27 24 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Urinary tract infection
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.246 (0.494, 3.145)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6406
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 161 120 106 91 77 i 62 55 46 39 32 24 20 10 3 1

Placebo (N = 268) 268 154 95 81 70 61 51 49 46 37 30 26 24 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 29 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Cellulitis
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% ClI): 0.869 (0.367, 2.056)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7487

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 160 119 106 92 79 72 61 54 46 39 32 23 19 9 1 0

Placebo (N = 268) 268 151 96 81 7 61 52 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.
Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Staphylococcal infection
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 0.630 (0.247, 1.612)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3311
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 162 119 105 93 80 73 63 56 48 41 34 26 21 1 3 1

Placebo (N = 268) 268 154 94 80 69 60 50 48 45 36 30 26 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Staphylococcal sepsis
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.377 (0.118, 1.207)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0878
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 166 122 108 95 83 75 64 57 49 42 35 26 21 11 3 1
Placebo (N = 268) 268 151 93 80 69 59 51 48 45 37 31 27 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 66 49 41 37 32 3 25 24 19 14 8 5 5 2 1

Placebo (N = 268) 268 58 32 23 19 15 10 10 10 8 5 4 4 3 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Pyrexia
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Quizartinib (N = 265)  Quizartinib 28.2 (3.6, NE) HR (95% Cl): 1.014 (0.777, 1.322)
0 ~ T 7 Placebo (N = 268) Placebo 7.0 (5.0, NE) P-value: 0.9289

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 102 76 64 57 47 43 37 35 29 23 16 1 9 5 1 1

Placebo (N = 268) 268 92 55 44 40 34 28 27 25 21 17 15 12 8 7] 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Oedema peripheral
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Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 0.726 (0.444, 1.188)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1986

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 155 117 105 89 76 68 57 49 41 33 27 21 17 9 3 1

Placebo (N = 268) 268 137 85 70 56 50 40 38 36 29 23 21 19 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 36 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Fatigue
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10 4 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.331 (0.749, 2.365)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3275
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 154 112 97 83 73 67 56 49 41 35 28 19 16 7 3 1

Placebo (N = 268) 268 145 88 73 63 54 42 40 37 29 23 19 18 12 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Asthenia
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 0.714 (0.372, 1.372)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3109
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 155 115 102 91 78 7 60 54 46 39 32 23 18 10 3 1 0
Placebo (N = 268) 268 147 87 76 67 57 49 46 43 34 28 24 22 15 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Non-cardiac chest pain
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% ClI): 2.645 (0.949, 7.376)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0534

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 160 119 104 92 79 72 61 54 46 39 33 24 20 10 3 1

Placebo (N = 268) 268 154 96 82 72 62 52 49 46 37 31 27 24 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Catheter site pain
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 2.259 (0.839, 6.081)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0980
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 162 121 107 95 82 74 63 56 48 41 34 26 21 1 3 1

Placebo (N = 268) 268 153 97 83 72 62 52 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Pain
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10 4 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.807 (0.704, 4.635)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2133
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 160 119 104 92 79 i 62 55 48 41 34 25 21 1 3 1

Placebo (N = 268) 268 155 95 81 70 61 51 48 45 36 30 26 24 14 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Chills
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 0.521 (0.218, 1.245)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1353
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 163 120 106 93 80 72 62 56 48 41 35 26 21 11 3 1
Placebo (N = 268) 268 147 93 80 69 60 51 48 45 36 30 26 24 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Any PT
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Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 81 54 40 27 23 18 16 13 13 10 8 7 4 2 0 0 0
Placebo (N = 268) 268 70 36 29 25 22 20 20 18 12 1 9 9 5 3 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Febrile neutropenia
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10 1 Quizartinib (N = 265) Quizartinib 4.5 (2.5, NE)  HR (95% Cl): 1.005 (0.774, 1.304)
0 ~ T 7 Placebo (N = 268) Placebo 9.0 (3.1, NE) P-value: 0.9545
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 93 64 57 50 44 37 30 26 22 18 14 12 9 4 1 0
Placebo (N =268) 268 86 47 Py 34 30 25 24 22 16 14 1 1 6 3 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Neutropenia
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Quizartinib (N = 265)  Quizartinib 38.8 (22.5, NE) HR (95% Cl): 1.804 (1.130, 2.880)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0121

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 117 95 76 61 50 42 35 29 23 18 15 1" 6 2 1

Placebo (N = 268) 268 146 89 76 67 57 48 46 42 32 27 23 21 13 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Thrombocytopenia
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 0.881 (0.527, 1.470)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6288

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 117 100 82 67 59 53 46 39 32 27 20 16 7 1 1

Placebo (N = 268) 268 142 85 n 62 51 43 41 38 30 25 21 18 12 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Anaemia
100

90 +

e o e e e A e i i i e et el e At

80

70

60

50

40

30 +

Adverse Events Probability (%)

20
+ Censor Median (CI)
10

Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 1.362 (0.760, 2.442)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2979

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 117 101 84 73 63 53 46 41 35 29 22 18 9 3 1

Placebo (N = 268) 268 146 90 74 65 55 48 45 42 34 28 24 21 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 82 54 47 34 26 20 17 14 12 10 9 7 5 1 0 0

Placebo (N = 268) 268 70 46 35 28 25 20 19 19 16 13 1" 10 7 7] 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 48 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypokalaemia
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 0.954 (0.716, 1.271)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7461

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 17 84 75 65 55 47 39 33 29 26 24 17 13 4 1 0

Placebo (N = 268) 268 102 65 56 49 42 33 32 31 27 22 19 16 " 3 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Decreased appetite
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10 4 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.221 (0.784, 1.901)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3780
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 140 104 89 77 65 59 48 44 37 31 25 17 13 6 2 1

Placebo (N = 268) 268 137 81 70 61 53 44 42 39 31 25 23 20 13 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 50 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypomagnesaemia
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 0.911 (0.545, 1.524)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7213

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 155 1 99 84 74 65 57 51 42 37 30 23 18 10 3 1

Placebo (N = 268) 268 139 91 77 68 58 48 46 43 35 29 25 22 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypophosphataemia
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 1.116 (0.643, 1.937)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6660

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 154 113 100 86 75 68 57 50 41 36 29 23 18 9 3 1

Placebo (N = 268) 268 139 89 75 65 56 47 44 41 33 28 24 22 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypocalcaemia
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 0.907 (0.534, 1.543)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7172

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 151 108 96 83 73 66 56 50 43 36 30 23 19 9 2 0

Placebo (N = 268) 268 137 87 75 66 59 49 47 44 35 29 26 23 14 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypoalbuminaemia
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Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 1.046 (0.583, 1.878)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.8739

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 156 114 101 91 79 i 61 54 46 39 33 24 20 1 3 1

Placebo (N = 268) 268 146 93 80 69 59 51 49 46 37 31 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hyperglycaemia
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10 4 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.889 (0.407, 1.944)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7680
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 163 120 106 93 80 72 62 54 46 40 33 24 19 1 3 1

Placebo (N = 268) 268 152 95 82 7 62 51 48 45 36 30 26 24 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hyponatraemia
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 0.633 (0.283, 1.413)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2589
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 162 119 104 92 79 72 61 54 46 40 33 25 20 10 2 1

Placebo (N = 268) 268 147 96 82 7 61 51 48 45 37 31 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 56 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G

Stand: 30.01.2024
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

for

AMNOG

(HTA Germany)

Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Quizartinib (N = 265) Quizartinib 1.8 (1.3, 2.6) HR (95% Cl): 0.957 (0.763, 1.200)
Placebo (N = 268)
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 _TEAESOCPT_SAS.rtf
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Rash
100

90 +

80

70

TP T r—— _l
—f - - -] - TP ERC RO R g Vi sl -

60

50

40

30 +

Adverse Events Probability (%)

20
+ Censor Median (CI)
10

Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 1.024 (0.730, 1.437)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.8954

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 118 85 74 65 53 47 39 36 30 26 21 16 12 5 2 0

Placebo (N = 268) 268 122 65 53 47 41 34 31 30 22 16 15 13 9 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Pruritus
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 0.908 (0.574, 1.435)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6752
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 150 105 91 77 64 60 52 43 38 33 26 18 15 5 3 1
Placebo (N = 268) 268 141 88 7 58 50 43 40 38 30 25 21 19 12 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 59 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Alopecia
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.930 (0.863, 4.314)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1010
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 151 110 99 89 78 i 59 52 44 36 29 21 17 8 2 0

Placebo (N = 268) 268 151 95 83 72 62 52 49 46 37 31 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Erythema
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 1.232 (0.597, 2.545)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5717

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 157 114 97 87 74 68 56 50 44 37 31 22 18 9 2 0

Placebo (N = 268) 268 153 94 81 70 60 50 47 45 36 30 26 23 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Urticaria
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 1.587 (0.733, 3.436)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2365
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 155 113 99 88 76 69 58 51 44 37 31 2 17 9 3 1
Placebo (N=268) 268 153 9 82 71 61 51 48 45 36 30 ) 23 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Rash erythematous
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 3.053 (0.839, 11.110)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0748
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 158 117 105 (7} 83 75 64 57 49 42 35 26 21 11 3 1
Placebo (N = 268) 268 155 97 84 73 63 53 50 47 38 32 28 2 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Petechiae
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.794 (0.334, 1.892)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6023
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 160 117 104 92 80 72 62 55 48 41 34 25 20 10 3 1 0
Placebo (N = 268) 268 151 94 81 70 60 50 47 44 37 31 27 25 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Dry skin
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10 4 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.924 (0.359, 2.383)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.8704
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 161 117 103 89 77 70 61 55 47 40 33 25 20 1 3 1

Placebo (N = 268) 268 152 91 78 66 56 48 45 43 35 29 25 22 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Rash maculo-papular
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Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 0.591 (0.231, 1.513)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2748

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 164 121 107 92 81 72 61 54 47 40 34 25 20 1 3 1

Placebo (N = 268) 268 149 93 79 68 59 49 46 43 35 30 26 24 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 94 61 45 36 31 25 20 16 12 10 9 8 6 1 0 0
Placebo (N = 268) 268 98 59 43 35 28 23 21 20 14 12 9 8 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Alanine aminotransferase increased
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Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 1.488 (0.911, 2.428)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1091

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 145 104 87 78 65 57 47 42 34 31 24 18 14 6 1 0

Placebo (N = 268) 268 144 87 72 60 51 40 37 35 27 24 21 18 13 3 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Electrocardiogram QT prolonged
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% ClI): 3.590 (1.823, 7.070)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: <0.0001
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 149 105 93 82 ! 66 56 48 41 35 31 25 20 1 3 1

Placebo (N = 268) 268 153 96 82 70 61 52 49 46 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Aspartate aminotransferase increased
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Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 1.390 (0.770, 2.510)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2713

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 152 110 97 87 75 67 57 50 42 36 29 21 16 8 2 1

Placebo (N = 268) 268 148 91 76 65 55 44 41 39 31 26 23 20 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Neutrophil count decreased
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 2.428 (1.166, 5.058)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0145
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 156 112 94 77 66 58 49 44 36 31 24 17 14 7 3 1

Placebo (N = 268) 268 150 91 77 66 56 46 43 40 33 27 22 20 13 4 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Gamma-glutamyltransferase increased
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 0.962 (0.543, 1.704)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.8955
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 152 110 97 86 74 66 57 52 44 37 32 25 20 1 3 1

Placebo (N = 268) 268 146 90 76 64 55 46 43 39 31 25 23 20 13 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Platelet count decreased
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Quizartinib (N = 265) ~ Quizartinib NE (NE, NE)  HR (95% CI): 2.177 (0.940, 5.041)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0624

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 115 99 87 76 69 57 50 43 36 29 22 18 9 3 1

Placebo (N = 268) 268 151 93 79 69 59 50 47 44 36 30 26 23 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Blood bilirubin increased
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 1.150 (0.559, 2.365)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7054
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 157 115 101 89 80 72 62 55 47 40 33 25 20 11 3 1
Placebo (N = 268) 268 148 94 80 69 60 50 48 45 36 30 26 23 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Blood alkaline phosphatase increased
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.835 (0.371, 1.878)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6642
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 118 104 91 80 72 62 55 47 41 34 25 20 1 3 1

Placebo (N = 268) 268 150 95 81 70 61 50 47 43 34 28 25 22 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 75 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Weight decreased
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10 1 ™ Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.787 (0.338, 1.829)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5761
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 161 120 107 94 81 74 62 55 47 41 34 25 20 1 3 1
Placebo (N = 268) 268 150 93 80 70 60 51 48 45 36 31 27 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 115 75 62 51 44 40 32 29 24 20 14 1 7

Placebo (N = 268) 268 101 60 46 36 33 29 26 25 17 13 12 1 6

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Cough
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Quizartinib (N = 265)  Quizartinib NE (32.7, NE) HR (95% ClI): 1.040 (0.689, 1.570)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.8500

T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 151 107 94 77 65 55 43 39 34 27 20 15 1" 4 1 0

Placebo (N = 268) 268 137 82 65 53 47 40 36 35 27 23 20 18 10 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Epistaxis
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10 4 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 1.450 (0.892, 2.359)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1321
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 143 102 89 79 72 67 57 52 44 37 32 25 21 1 3 1

Placebo (N = 268) 268 140 90 76 66 58 49 46 43 34 28 25 23 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Oropharyngeal pain
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Patients still at risk:
Quizartinib (N = 265) 265 160 1 96 84 70 63 53 46 40 35 27 21 16 7 2 0

Placebo (N = 268) 268 146 87 74 65 56 47 44 41 34 28 25 23 14 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Dyspnoea
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.633 (0.316, 1.267)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1930
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 160 119 104 92 79 73 63 56 48 41 35 26 21 11 3 1
Placebo (N = 268) 268 150 92 75 64 55 47 44 42 32 26 23 20 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Pleural effusion
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10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 0.975 (0.410, 2.322)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9550
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 160 117 103 91 79 i 60 53 46 40 33 24 20 10 3 1

Placebo (N = 268) 268 154 96 82 70 61 51 48 45 36 30 26 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Rhinorrhoea
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.436 (0.543, 3.799)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4633
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 161 119 104 91 78 70 59 52 45 39 32 24 20 10 3 1
Placebo (N = 268) 268 152 93 81 70 60 50 47 44 35 30 26 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Nervous system disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 105 72 61 52 45 42 37 32 28 23 18 12 9 4 3 1

Placebo (N = 268) 268 102 57 45 38 35 29 26 24 18 13 12 12 8 7] 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Nervous system disorders; PT: Headache
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.399 (0.977, 2.003)
0 ~ T 7 Placebo (N = 268) Placebo NE (40.8, NE) P-value: 0.0634
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 120 85 72 61 53 48 42 37 32 26 21 15 10 5 3 1
Placebo (N = 268) 268 122 72 61 53 46 36 33 31 24 19 16 16 8 2 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Nervous system disorders; PT: Dizziness
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10 4 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.973 (0.489, 1.935)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9397
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 157 115 101 89 77 69 58 51 43 37 31 22 18 8 3 1

Placebo (N = 268) 268 149 89 74 61 54 43 40 37 29 23 21 20 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 122 87 72 60 45 39 34 27 23 20 13 7 6 2 2 0

Placebo (N = 268) 268 109 53 40 33 31 26 25 22 16 10 8 7 4 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Arthralgia
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T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
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Patients still at risk:
Quizartinib (N = 265) 265 158 113 95 81 70 64 52 47 40 34 28 20 16 8 3 1

Placebo (N = 268) 268 145 86 73 61 53 45 43 40 31 24 20 18 13 6 1

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Back pain
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.656 (0.363, 1.186)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1614
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 153 113 101 87 73 64 55 49 43 36 29 21 17 10 3 1

Placebo (N = 268) 268 146 86 72 62 52 43 42 39 30 26 23 19 " 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 89 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Pain in extremity
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% ClI): 0.739 (0.385, 1.420)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3639
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Patients still at risk:
Quizartinib (N = 265) 265 162 119 103 90 75 67 59 51 45 38 31 22 18 9 3 1

Placebo (N = 268) 268 151 94 80 68 60 51 48 45 35 27 24 20 13 3 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Myalgia
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10 1 Quizartinib (N = 265)  Quizartinib NE (43.0, NE)  HR (95% CI): 0.874 (0.430, 1.777)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7097

T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 156 116 102 89 76 67 59 50 42 36 29 21 16 8 3 1

Placebo (N = 268) 268 152 90 76 67 57 46 44 40 33 27 24 21 13 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Muscle spasms
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Quizartinib (N = 265) ~Quizartinib NE (NE, NE)  HR (95% CI): 1.013 (0.391, 2.630)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9781
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 166 123 108 95 80 72 60 52 44 37 30 22 17 9 3 1

Placebo (N = 268) 268 153 95 80 68 60 49 46 43 34 28 24 21 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Neck pain
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Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 164 121 107 93 80 72 62 56 48 41 34 25 20 10 3 1

Placebo (N = 268) 268 154 94 80 70 60 50 47 44 35 28 24 22 14 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Vascular disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 129 92 77 66 57 49 41 35 32 26 21 18 14 6 2 0
Placebo (N = 268) 268 122 69 57 48 44 37 36 33 27 22 19 16 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Vascular disorders; PT: Hypertension
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.827 (0.498, 1.373)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4599
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 153 1 96 83 72 66 57 50 43 36 30 22 18 9 2 0

Placebo (N = 268) 268 140 81 69 59 54 45 44 41 34 27 23 21 14 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Vascular disorders; PT: Hypotension
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Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 158 115 101 89 77 69 60 54 46 39 31 23 18 8 3 1

Placebo (N = 268) 268 148 92 79 69 59 49 46 43 36 30 26 23 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Vascular disorders; PT: Phlebitis
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10 H Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% ClI): 0.290 (0.080, 1.059)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0463
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 164 122 108 95 82 73 62 55 49 42 35 26 21 11 3 1
Placebo (N = 268) 268 150 92 79 69 59 50 48 45 36 31 28 2 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Injury, poisoning and procedural complications; PT: Any PT
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 0.882 (0.619, 1.258)
0 ~ T T Placebo (N = 268) Placebo NE (25.3, NE) P-value: 0.4901
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 132 93 79 69 59 52 44 40 34 30 24 16 12 4 2 0
Placebo (N = 268) 268 121 69 57 48 41 36 35 30 24 20 18 18 " 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Injury, poisoning and procedural complications; PT: Transfusion reaction
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.574 (0.273, 1.208)
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Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 158 118 104 91 79 i 61 56 48 42 35 26 21 1 3 1

Placebo (N = 268) 268 147 93 80 69 60 51 48 45 37 31 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Injury, poisoning and procedural complications; PT: Allergic transfusion reaction
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10 1 Quizartinib (N = 265) ~ Quizartinib NE (NE, NE)  HR (95% CI): 0.563 (0.224, 1.419)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2174
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 162 120 107 95 83 75 64 57 49 42 35 26 21 11 3 1
Placebo (N = 268) 268 150 90 79 69 59 50 47 44 35 30 26 23 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Psychiatric disorders; PT: Any PT
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.161 (0.789, 1.709)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4501
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 134 99 85 7 60 55 47 41 34 30 24 16 13 5 2 0

Placebo (N = 268) 268 131 75 61 50 45 36 33 30 26 22 18 17 " 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 101 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Psychiatric disorders; PT: Insomnia
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10 4 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.263 (0.774, 2.063)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3495
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 145 109 94 80 67 62 51 45 36 32 26 18 14 5 2 0

Placebo (N = 268) 268 141 81 67 57 51 42 39 36 31 26 22 19 12 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Psychiatric disorders; PT: Anxiety
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% ClI): 1.265 (0.588, 2.720)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5599
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 155 115 100 88 76 68 58 51 44 37 31 23 19 10 2 0

Placebo (N = 268) 268 149 93 79 68 59 49 46 43 36 30 26 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Renal and urinary disorders; PT: Any PT
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 1.146 (0.752, 1.747)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5254
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 150 106 92 78 66 56 48 40 34 31 25 17 14 7 3 1

Placebo (N = 268) 268 138 84 70 58 51 44 40 38 28 24 21 20 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Renal and urinary disorders; PT: Acute kidney injury
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10 1 Quizartinib (N = 265) ~ Quizartinib NE (NE, NE)  HR (95% CI): 1.732 (0.722, 4.154)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2124
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 161 117 102 90 77 69 59 53 45 39 33 25 20 10 3 1
Placebo (N = 268) 268 151 93 79 68 60 51 48 44 35 30 27 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 141 101 85 72 62 55 50 45 38 30 24 16 12 5 2 1

Placebo (N = 268) 268 138 75 61 50 42 39 36 33 27 22 18 16 10 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 156 1 95 82 70 63 55 50 43 35 28 19 15 6 2 1

Placebo (N = 268) 268 151 92 77 66 56 49 47 44 36 30 26 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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for AMNOG (HTA Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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10 1 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 0.755 (0.489, 1.165)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1994
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 150 109 94 82 73 65 57 50 43 36 30 23 18 10 2 0
Placebo (N = 268) 268 138 81 7 58 53 46 44 42 33 26 25 23 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:26; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 11 1 TEAESOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 108 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Quizartinib (N = 265) ~ Quizartinib NE (NE, NE)  HR (95% CI): 1.659 (0.638, 4.315)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.2947
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 118 103 90 78 70 60 53 47 40 33 24 19 10 2 0

Placebo (N = 268) 268 153 94 79 67 59 49 46 43 34 28 25 23 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 0.890 (0.361, 2.194)
0 ~ T T Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.8003
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Patients still at risk:
Quizartinib (N = 265) 265 163 122 108 95 83 75 64 57 49 42 35 26 21 1 3 1

Placebo (N = 268) 268 152 95 82 72 62 52 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Quizartinib (N = 265) Quizartinib NE (NE, NE) HR (95% Cl): 1.394 (0.813, 2.390)
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Patients still at risk:
Quizartinib (N = 265) 265 163 116 96 78 68 59 49 42 36 31 24 17 14 9 2 0

Placebo (N = 268) 268 151 93 75 59 50 42 39 36 29 25 22 19 " 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Immune system disorders; PT: Graft versus host disease
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Patients still at risk:
Quizartinib (N = 265) 265 166 123 105 88 76 69 61 55 47 40 33 24 19 10 3 1

Placebo (N = 268) 268 157 98 83 68 58 50 47 44 36 30 26 24 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Reproductive system and breast disorders; PT: Any PT
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Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% CI): 1.661 (0.973, 2.837)
0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0606
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Patients still at risk:
Quizartinib (N = 265) 265 147 107 91 81 70 63 54 46 39 34 28 22 18 9 3 1

Placebo (N = 268) 268 142 88 74 65 55 45 42 38 30 24 20 19 12 4 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Germany)
Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG (HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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100 ~

o | \%\‘_
] b e
80
2 704
2
S 60
8
o
o 50 "
j2]
5
R 40
@
§ 30
2
2
20
+ Censor Median (CI)
10 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 0.968 (0.581, 1.613)
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0 3 6 9 12 15 18 21 24 27 30

Time (months)

Patients still at risk:
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.1 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Ear and labyrinth disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 157 118 106 93 79 72 61 53 45 40 33 25 20 10 3 1

Placebo (N = 268) 268 151 91 79 68 59 49 46 43 36 29 25 22 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Anhang 4-G2: UE nach SOC und PT — Subgruppenanalysen (alle Schwergrade)

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Vomiting
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Patients still at risk:
Quizartinib (N = 132) 132 60 42 38 32 26 23 20 16 13 12 1 6 5 4 1 1
Placebo (N=133) 133 7 48 4 35 29 23 22 22 17 13 12 11 5 2 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

Treatment-emergent adverse events Probability (%)

SOC: Gastrointestinal disorders; PT: Vomiting
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Patients still at risk:
Quizartinib (N = 133) 133 77 55 44 38 32 3 28
Placebo (N = 135) 135 58 29 23 20 18 16 15
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 123) 123 72 53 47 36 32 30 26 24 19 18 12 8 5 1 1 0

Placebo (N = 94) 94 50 27 20 18 16 13 13 12 8 7 4 6 4 1 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG (HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Upper respiratory tract infection
Age by 2 categories: >60
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Bacteraemia
WABC at initial diagnosis: >= 40x10"9/L
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Septic shock
WABC at initial diagnosis: >= 40x10"9/L
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Oral candidiasis
Age by 2 categories: <=60
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Oral candidiasis
Age by 2 categories: >60
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Asthenia
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. CI:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Asthenia
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Febrile neutropenia
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Febrile neutropenia
FLT3ITD category at Baseline: >=3 to <=25%
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG (HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Febrile neutropenia
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Febrile neutropenia

FLT3ITD category at Baseline: >50%
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Thrombocytopenia
AML with Mutated NPM1: Yes
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Thrombocytopenia
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confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Any PT
FLT3ITD category at Baseline: >=3 to <=25%
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Any PT
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Any PT
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypocalcaemia
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confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypocalcaemia
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypocalcaemia
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Pruritus
Pooled Age Group 2: >=60 - <65
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Pruritus
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Pruritus

Geographic Region 1: North America
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Pruritus
Geographic Region 1: Europe

e M
g 90 M H
=z 80 e e e i B e i P i e el e i L
2
8
& 70
2
g 60
@
% 50
[
>
O
S 40
c
S
5 304
£
]
£ 20
“E’ + Censor Median (CI)
§ 104 Quizartinib (N = 161)  Quizartinib NE (NE, NE)  HR (95% Cl): 0.495 (0.230, 1.065)
& o) ~ = = Placebo (N=161)  Placebo NE (NE, NE) P-value: 0.0662

0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48

Time (Months)

Patients still at risk:
Quizartinib (N = 161) 161 98 69 59 51 44 42 37 33 28 24 18 12 9 2 1 0

Placebo (N = 161) 161 83 56 46 36 30 26 23 23 17 14 13 12 7 3 0 0
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confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Pruritus
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Pruritus
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Petechiae
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Petechiae
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Rash maculo-papular
AML with Mutated NPM1: Yes
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Skin and subcutaneous tissue disorders; PT: Rash maculo-papular
AML with Mutated NPM1: No
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Aspartate aminotransferase increased
Race by 2 categories: Non-white
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Aspartate aminotransferase increased
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Aspartate aminotransferase increased
Age by 2 categories: >60
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Patients still at risk:
Quizartinib (N = 101) 101 54 41 33 30 22 18 14 12 9 8 7 6 4 2 1 0
Placebo (N = 105) 105 61 43 33 28 24 21 18 16 13 10 10 8 6 3 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Blood bilirubin increased
Age by 2 categories: <=60
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Patients still at risk:
Quizartinib (N = 164) 164 101 73 67 59 56 53 47 42 37 31 25 18 15 8 2 1

Placebo (N = 163) 163 85 50 46 40 35 28 28 28 22 19 15 14 10 3 1 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Blood bilirubin increased

Age by 2 categories: >60
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Patients still at risk:
Quizartinib (N = 101) 101 56 42 34 30 24 19 15 13 10 9 8 7 5 3 1 0

Placebo (N = 105) 105 63 44 34 29 25 22 20 17 14 1 1" 9 6 3 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Dyspnoea
Race by 2 categories: White
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Patients still at risk:
Quizartinib (N = 157) 157 97 69 60 54 46 43 36 32 28 24 20 14 1" 4 2 1

Placebo (N = 161) 161 89 53 43 37 31 26 25 24 19 14 13 12 8 3 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Dyspnoea
Race by 2 categories: Non-white
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Patients still at risk:
Quizartinib (N = 108) 108 63 50 44 38 33 30 27 24 20 17 15 12 10 7 1 0
Placebo (N=107) 107 61 39 32 27 24 21 19 18 13 12 10 8 5 2 1 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Pleural effusion
Choice of Anthracycline: Daunorubicin
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£ 0 ~ T 7 Placebo (N = 94) Placebo NE (NE, NE) P-value: 0.0546
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Time (Months)

Patients still at risk:
Quizartinib (N = 123) 123 76 56 49 39 34 32 27 25 20 18 12 8 5 1 1 0

Placebo (N = 94) 94 52 30 24 20 18 14 13 13 9 8 4 6 4 1 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Pleural effusion
Choice of Anthracycline: Idarubicin
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Patients still at risk:
Quizartinib (N = 142) 142 84 61 54 52 45 39 33 28 26 22 21 16 15 9 2 1

Placebo (N = 171) 17 101 65 57 49 42 36 34 31 26 21 18 17 10 4 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 21JUL2023 — 22:11; Program name: DE_F_3_11_2.sas; Output name: DE_F 3 11 2 TEAESOCPT_SUB_SAS.rtf

Quizartinib (VANFLYTA) Seite 170 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Nervous system disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 157) 157 68 51 44 38 34 32 28 24 21 17 13 8 6 2 2 1

Placebo (N = 161) 161 60 33 26 22 21 17 15 14 1" 6 6 6 3 1 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG (HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Nervous system disorders; PT: Any PT
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. CI:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Age by 2 categories: <=60

g

z

a

3 — = it = — — = — —4

=]

o

1]

g 60

@

8 50

@

>

e

S 40

c

)

5 304

£

b

£ 204

“E’ + Censor Median (CI)

g 10 1 Quizartinib (N = 164) ~ Quizartinib NE (NE, NE)  HR (95% Cl): 1.069 (0.576, 1.985)

& 0 ~ T T Placebo (N = 163) Placebo NE (NE, NE) P-value: 0.8323

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (Months)

Patients still at risk:
Quizartinib (N = 164) 164 100 7 61 51 48 45 37 34 30 25 20 13 1" 5 2 1
Placebo (N = 163) 163 88 51 45 38 34 27 27 26 19 16 13 12 8 3 1 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Pain in extremity
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for

AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Musculoskeletal and connective tissue disorders; PT: Pain in extremity

Race by 2 categories: Non-white
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Injury, poisoning and procedural complications; PT: Any PT

100 ~

90 +

80

70

60

50

40

30 +

20 +

+ Censor

10 ~— Quizartinib (N = 87)
= ~ Placebo (N = 97)

Treatment-emergent adverse events Probability (%)

ECOG Performance Status at Baseline: O - Fully Active

Quizartinib  NE (13.1, NE)
Placebo NE (25.3, NE)

—

HR (95% CI): 1.277 (0.697, 2.341)
P-value: 0.4281

T T T

0 3 6 9 12

Patients still at risk:
Quizartinib (N =87) 87 44 26 21 18

Placebo (N = 97) 97 52 31 28 24

T T T T T T

24 27 30 33 36 39 42 45 48
Time (Months)

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 21JUL2023 — 22:11; Program name: DE_F_3_11_2.sas; Output name: DE_F 3 11 2 TEAESOCPT_SUB_SAS.rtf

Quizartinib (VANFLYTA)

Seite 189 von 285

51



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Injury, poisoning and procedural complications; PT: Any PT
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Injury, poisoning and procedural complications; PT: Any PT
ECOG Performance Status at Baseline: 2 - Ambulatory and Capable of All Selfcare
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Eye disorders; PT: Dry eye
Choice of Anthracycline: Idarubicin
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Cardiac disorders; PT: Sinus tachycardia
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set
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Germany)
Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least

for AMNOG

(HTA

one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Cardiac disorders; PT: Atrial fibrillation
Age by 2 categories: <=60
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
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Figure 3.11.2 Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in at least
one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Cardiac disorders; PT: Atrial fibrillation
Age by 2 categories: >60
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Any PT
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Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: WAC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
Run date: 14JUL2023 — 16:40; Program name: DE_F_3_11 1.sas; Output name: DE_F_3 12 1 TEAESERSOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 198 von 285



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Pneumonia
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Patients still at risk:
Quizartinib (N = 265) 265 162 117 106 90 78 69 58 52 44 39 32 23 20 1 3 1

Placebo (N = 268) 268 151 92 78 69 61 51 48 45 36 30 26 23 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Septic shock
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0 ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.5587
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
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Patients still at risk:
Quizartinib (N = 265) 265 164 122 108 95 82 74 63 56 49 42 35 26 21 1 3 1

Placebo (N = 268) 268 156 97 84 73 63 53 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Infections and infestations; PT: Sepsis
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 164 119 106 93 81 73 62 55 47 41 35 26 21 11 3 1
Placebo (N = 268) 268 151 94 80 7 62 52 50 47 38 32 28 2 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Any PT
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Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 145 104 90 80 7 64 55 50 42 36 29 23 18 9 2 0
Placebo (N = 268) 268 138 82 70 60 52 44 41 38 30 27 23 21 13 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Blood and lymphatic system disorders; PT: Febrile neutropenia
100

90 A\M&WH-F%—HH-H—H—H—%H— b junp o wm st e whf et mph e e et dm et et o el fom e - -
80
2 704
2
S 60
a
o
o 50
j2]
5
R 40
@
5 30
2
2
20
+ Censor Median (CI)
10 4 Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.316 (0.754, 2.296)
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Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 148 107 94 83 73 65 56 50 42 36 29 23 18 9 2 0

Placebo (N = 268) 268 142 86 73 62 54 46 43 40 32 29 25 23 14 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

ClI: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Gastrointestinal disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 160 117 103 88 75 69 59 51 44 36 30 22 18 9 3 1

Placebo (N = 268) 268 150 94 78 67 59 48 46 43 36 30 26 23 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:40; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 12 1 TEAESERSOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 204 von 285

51



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: General disorders and administration site conditions; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 162 117 103 90 79 i 60 54 46 39 33 25 21 1 3 1

Placebo (N = 268) 268 153 97 82 7 61 52 49 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 163 121 107 93 80 7 60 54 47 40 33 25 20 11 3 1
Placebo (N = 268) 268 154 98 83 7 62 53 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 159 118 104 93 81 73 62 55 47 40 34 25 21 1 3 1

Placebo (N = 268) 268 153 95 81 70 61 51 48 45 35 30 27 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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(HTA Germany)
Figure 3.12.1 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in

for AMNOG

at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Figure 3.12.2 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis
Set

SOC: Infections and infestations; PT: Septic shock
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.12.2 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.12.2 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis
Set

SOC: Gastrointestinal disorders; PT: Any PT
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0| ~ T 7 Placebo (N = 161) Placebo NE (NE, NE) P-value: 0.1986
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (Months)

Patients still at risk:
Quizartinib (N = 157) 157 99 69 62 54 48 43 36 32 28 24 20 14 1" 4 2 1

Placebo (N = 161) 161 88 54 44 38 32 25 25 24 20 15 14 13 7 3 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.12.2 Serious Treatment-emergent adverse events by system organ class (SOC) and preferred term (PT) observed for > 10 patients in
at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-Aug-2021 - Safety Analysis
Set

SOC: Gastrointestinal disorders; PT: Any PT
Race by 2 categories: Non-white
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& 101 Quizartinib (N = 108)  Quizartinib NE (NE, NE)  HR (95% Cl): 6.856 (1.5568, 30.177)

0| ~ T 7 Placebo (N = 107) Placebo NE (NE, NE) P-value: 0.0031
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
Time (Months)

Patients still at risk:
Quizartinib (N = 108) 108 61 48 41 34 27 26 23 19 16 12 10 8 7 5 1 0
Placebo (N =107) 107 62 40 34 29 27 23 21 19 16 15 12 10 7 2 1 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Anhang 4-G5: Schwere UE nach SOC und PT (CTCAE-Grad > 3)

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Blood and lymphatic system disorders; PT: Any PT
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: WAC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Blood and lymphatic system disorders; PT: Febrile neutropenia
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10 1 Quizartinib (N = 265) Quizartinib 4.5 (2.5, NE)  HR (95% CI): 1.020 (0.784, 1.327)
0| ~ T 7 Placebo (N = 268) Placebo NE (3.6, NE) P-value: 0.8633
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 94 65 58 51 45 38 31 27 23 19 15 12 9 4 1 0 0
Placebo (N = 268) 268 86 47 41 34 30 25 24 22 16 14 " 1 6 3 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Blood and lymphatic system disorders; PT: Neutropenia
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Quizartinib (N = 265)  Quizartinib NE (28.5, NE)  HR (95% Cl): 1.877 (1.136, 3.101)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0126
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Patients still at risk:
Quizartinib (N = 265) 265 160 117 96 76 63 53 45 39 33 26 21 15 1" 6 2 1 0

Placebo (N = 268) 268 146 89 76 67 57 48 46 43 33 27 23 21 13 4 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

for

AMNOG (HTA

Germany)

Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety

Analysis Set
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Blood and lymphatic system disorders; PT: Anaemia
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 1.018 (0.487, 2.128)
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Patients still at risk:
Quizartinib (N = 265) 265 160 118 102 90 79 70 59 52 45 37 30 23 19 9 3 1

Placebo (N = 268) 268 147 91 75 65 55 48 45 42 34 28 24 21 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Infections and infestations; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 100 65 57 50 43 36 32 28 22 20 17 12 10 6 1 0 0
Placebo (N = 268) 268 91 47 38 34 30 26 25 24 20 16 14 13 8 3 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety

for AMNOG

Analysis Set

SOC: Infections and infestations; PT: Pneumonia
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10 Quizartinib (N = 265)  Quizartinib NE (NE, NE)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE)
0 3 6 9 12 15 18 21 24
Patients still at risk:
Quizartinib (N = 265) 265 151 110 99 84 72 63 55 49
Placebo (N = 268) 268 143 86 72 63 55 46 43 40

39 42 45 48

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Infections and infestations; PT: Sepsis
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% ClI): 0.548 (0.290, 1.035)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0598
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 163 118 105 92 80 72 61 54 46 40 34 25 20 11 3 1 0
Placebo (N = 268) 268 146 91 78 70 62 52 50 47 38 32 28 25 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Infections and infestations; PT: Septic shock
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% Cl): 1.425 (0.579, 3.508)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4384
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 164 122 108 95 82 74 63 56 49 42 35 2 21 11 3 1
Placebo (N = 268) 268 156 97 84 73 63 53 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Infections and infestations; PT: Bacteraemia
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Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 1.691 (0.611, 4.681)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3094
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
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Patients still at risk:
Quizartinib (N = 265) 265 163 122 108 95 83 75 64 57 49 42 35 26 21 1 3 1 0

Placebo (N = 268) 268 152 93 79 68 58 48 45 43 35 29 25 23 14 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Metabolism and nutrition disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 131 91 79 67 58 50 42 37 31 26 21 15 12 6 2 1 0

Placebo (N = 268) 268 115 73 62 52 45 36 33 32 26 20 16 14 9 2 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety

for

Analysis Set
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypophosphataemia
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 1.144 (0.582, 2.249)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.6814
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Patients still at risk:
Quizartinib (N = 265) 265 158 117 104 91 79 ! 60 53 44 38 31 25 20 10 3 1

Placebo (N = 268) 268 146 91 77 67 58 49 46 43 35 29 25 23 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:41; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 13 1 TEAESEVSOCPT_SAS.rtf

Quizartinib (VANFLYTA) Seite 225 von 285

51



Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Metabolism and nutrition disorders; PT: Decreased appetite
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 2.261 (0.795, 6.435)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1166
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Patients still at risk:
Quizartinib (N = 265) 265 160 116 105 92 80 ! 61 55 47 40 33 24 19 1 3 1 0

Placebo (N = 268) 268 156 97 84 73 63 53 50 47 38 32 28 25 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety

for

Analysis Set
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Investigations; PT: Neutrophil count decreased
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 2.479 (1.135, 5.417)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0188
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 157 114 96 79 67 60 51 46 38 32 25 18 15 7 3 1

Placebo (N = 268) 268 150 92 79 68 58 48 45 42 34 28 24 21 13 4 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Investigations; PT: Gamma-glutamyltransferase increased
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 1.037 (0.477, 2.257)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9267

T T T Y T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 158 117 104 91 77 69 59 52 44 37 32 25 20 1 3 1

Placebo (N = 268) 268 151 94 81 69 60 50 47 43 34 28 25 22 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Investigations; PT: Platelet count decreased
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 2.008 (0.805, 5.009)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1266
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 159 116 103 90 79 72 60 54 47 40 33 24 20 10 3 1 0

Placebo (N = 268) 268 152 94 80 69 59 50 47 44 36 30 26 23 15 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Investigations; PT: Alanine aminotransferase increased
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 0.892 (0.404, 1.971)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7778
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 158 117 103 92 80 72 61 53 45 39 32 23 18 9 3 1 0

Placebo (N = 268) 268 152 93 78 67 57 47 44 41 32 28 25 22 15 5 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Investigations; PT: Blood bilirubin increased
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10 Quizartinib (N = 265) Quizartinib NE (NE, NE)  HR (95% CI): 1.675 (0.608, 4.612)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3134
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)
Patients still at risk:
Quizartinib (N = 265) 265 160 119 105 93 81 73 62 55 47 40 33 25 20 1 3 i} 0
Placebo (N = 268) 268 152 96 82 71 62 52 49 46 37 31 27 24 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Gastrointestinal disorders; PT: Any PT
100

90

80

b b e = —F A — = H b e e —H et e e — — 4

70 - ; L

60

50

40

30

Adverse Events Probability (%)

20
+ Censor Median (CI)
10

Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 1.419 (0.960, 2.096)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.0780

T T T Y T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 143 100 89 75 66 59 51 45 37 30 26 20 16 8 2 1

Placebo (N = 268) 268 136 85 69 59 52 43 41 38 33 27 24 21 14 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Gastrointestinal disorders; PT: Stomatitis
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 1.493 (0.608, 3.668)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.3810
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 161 116 102 90 77 69 60 54 46 39 33 25 20 10 2 1 0

Placebo (N = 268) 268 155 97 83 72 62 52 50 47 38 32 28 25 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:41; Program name: DE_F_3_11_1.sas; Output name: DE_F_3 13 1 TEAESEVSOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Gastrointestinal disorders; PT: Diarrhoea
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 0.967 (0.401, 2.327)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.9451

T T T Y T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 161 118 106 93 81 73 62 55 47 42 35 26 21 1 3 1

Placebo (N = 268) 268 151 95 81 70 60 50 47 44 36 30 27 24 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
Run date: 14JUL2023 — 16:41; Program name: DE_F_3_11_1.sas; Output name: DE_F 3 13 1 TEAESEVSOCPT_SAS.rtf
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Vascular disorders; PT: Any PT
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 1.256 (0.725, 2.174)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.4136

T T T Y T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 152 1 98 86 74 66 56 50 44 37 32 25 20 10 3 1

Placebo (N = 268) 268 147 88 76 65 59 48 47 44 35 29 25 22 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 160 117 104 91 79 72 62 55 48 41 34 26 21 1 3 1

Placebo (N = 268) 268 148 90 77 66 60 49 48 45 36 30 26 23 15 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: General disorders and administration site conditions; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 156 116 101 88 75 69 59 54 46 39 32 23 18 10 3 1

Placebo (N = 268) 268 149 88 75 65 57 47 45 42 33 27 24 21 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 160 118 103 90 77 70 59 54 46 39 32 23 18 10 3 1 0

Placebo (N = 268) 268 152 92 80 70 60 49 46 43 34 28 25 22 14 5 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Respiratory, thoracic and mediastinal disorders; PT: Any PT
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 0.894 (0.482, 1.658)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.7238
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Patients still at risk:
Quizartinib (N = 265) 265 161 119 105 92 79 70 59 53 46 39 33 25 20 1 3 1 0

Placebo (N = 268) 268 149 97 82 70 60 51 47 45 36 30 26 23 15 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Nervous system disorders; PT: Any PT
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 1.057 (0.508, 2.199)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.8830
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Patients still at risk:
Quizartinib (N = 265) 265 161 118 104 91 79 73 62 56 48 41 34 25 21 1 3 1

Placebo (N = 268) 268 151 95 81 70 60 51 47 44 35 29 26 24 15 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Renal and urinary disorders; PT: Any PT
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Quizartinib (N = 265)  Quizartinib NE (NE, NE)  HR (95% Cl): 3.925 (1.288, 11.962)
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Patients still at risk:
Quizartinib (N = 265) 265 160 118 104 91 79 ! 60 54 46 39 33 25 20 1 3 1 0

Placebo (N = 268) 268 155 97 83 72 63 53 50 47 38 32 28 25 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set
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Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 0.893 (0.405, 1.967)
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Patients still at risk:
Quizartinib (N = 265) 265 164 122 108 95 82 74 63 56 47 40 34 25 20 1 3 1

Placebo (N = 268) 268 154 96 83 70 60 51 49 46 37 30 27 24 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
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Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set

SOC: Immune system disorders; PT: Any PT
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Patients still at risk:
Quizartinib (N = 265) 265 165 122 105 92 79 69 60 53 45 38 31 23 19 10 3 1 0

Placebo (N = 268) 268 155 98 83 4! 61 51 48 45 37 32 28 25 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.1 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
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Patients still at risk:
Quizartinib (N = 265) 265 164 121 107 96 83 75 64 56 47 41 33 24 21 11 3 1
Placebo (N = 268) 268 152 91 79 69 60 50 47 44 36 30 26 23 14 5 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.

Cl: confidence interval, PT: Preferred Term,

SOC: System Organ Class.
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Anhang 4-G6: Schwere UE nach SOC und PT (CTCAE-Grad > 3) — Subgruppen-
analysen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG HTA Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Patients still at risk:

Quizartinib (N = 132) 132 46

Placebo (N = 133) 133 38

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
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confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

for AMNOG

Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. ClI:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

for

Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 141) 141 86 63 56 49 41 38 32 3 26 22 18 15 10 4 1 0
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set

SOC: Metabolism and nutrition disorders; PT: Hypophosphataemia
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Patients still at risk:
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

for AMNOG

Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Dossier zur Nutzenbewertung — Modul 4 A — Anhang 4-G Stand: 30.01.2024
Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 142) 142 85 62 56 53 46 40 34 29 25 21 20 16 15 9 2 1

Placebo (N = 171) 17m 96 61 53 45 38 33 31 28 24 19 16 15 8 3 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set

SOC: Investigations; PT: Blood bilirubin increased
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0| ~ T 7 Placebo (N = 137) Placebo NE (NE, NE) P-value: 0.0169
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48

Time (Months)

Patients still at risk:
Quizartinib (N = 139) 139 93 70 64 59 52 46 38 35 30 27 21 16 13 7 1 0

Placebo (N = 137) 137 96 62 52 43 39 34 33 31 24 20 18 15 12 5 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. CI:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

for AMNOG

Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

for AMNOG

Aug-2021 - Safety Analysis Set
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N =116) 116 60 43 35 29 23 23 20 18 15 12 1" 8 7 4 2 1

Placebo (N = 120) 120 52 33 30 28 22 17 15 14 13 1 10 10 4 1 1 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

for AMNOG

Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 124) 124 75 57 50 44 39 34 29 20 17 14 10 10 6 2 i}
Placebo (N = 120) 120 63 39 35 29 24 19 18 15 1 " 1 2 2 1 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 141) 141 89 65 58 51 43 40 34 33 27 23 20 15 10 5 1 0

Placebo (N = 148) 148 91 57 48 41 36 32 31 29 22 19 16 13 9 4 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)
observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-
Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 157) 157 102 72 64 57 50 45 37 32 27 24 19 13 1" 4 2 1

Placebo (N = 161) 161 89 52 45 39 32 26 25 24 20 15 14 13 7 3 0 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. CI:
confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:
confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses

Germany)
Figure 3.13.2 Severe Treatment-emergent adverse events (NCI CTCAE grade >3) by system organ class (SOC) and preferred term (PT)

observed for > 10 patients in at least one arm and > 1% of the patients in at least one arm - Kaplan-Meier plot - subgroup analysis - DCO 13-

for AMNOG

Aug-2021 - Safety Analysis Set
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¢ 104 Quizartinib (N = 108) Quizartinib NE (NE, NE)  HR (95% Cl): 2.232 (0.577, 8.635)

0| ~ T 7 Placebo (N = 107) Placebo NE (NE, NE) P-value: 0.2323
0 3 6 9 2 15 18 21 27 30 33 36 39 42 45 48 51
Time (Months)

Patients still at risk:
Quizartinib (N = 108) 108 62 49 43 39 33 30 27 20 17 14 1 10 7 1 0
Placebo (N = 107) 107 63 39 34 30 28 24 22 16 15 12 10 2 2 1 0

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified log-rank test. Cl:

confidence interval. PT: Preferred Term, SOC: System Organ Class.
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4-G7: UE von besonderem Interesse mit statistisch nicht signifikantem
Behandlungseffekt (alle Schwergrade)

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG HTA Germany)
Figure 3.5.1 Adverse events of special interest - QTcF prolongation > Grade 3 - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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i: 10 1 Quizartinib (N = 265)  Quizartinib NE (NE, NE) HR (95% Cl): 2.850 (0.574, 14.143)
0| ~ T 7 Placebo (N = 268) Placebo NE (NE, NE) P-value: 0.1801
0 3 6 9 2 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 164 119 106 94 81 73 62 55 47 40 33 25 20 1 3 1

Placebo (N =268) 268 157 98 84 73 63 53 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
ClI: confidence interval. Only treatment-emergent adverse events of special interest are considered.
Data source: WAC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.6.1 Adverse events of special interest - Combined Elevations of Aminotransferases and Bilirubin - Kaplan-Meier plot - DCO 13-Aug-
2021 - Safety Analysis Set
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Time (months)

Patients still at risk:
Quizartinib (N = 265) 265 161 118 104 92 80 72 61 54 46 39 32 25 20 1 3 1

Placebo (N = 268) 268 153 96 81 70 61 51 49 46 37 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
ClI: confidence interval. Only treatment-emergent adverse events of special interest are considered.

Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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Anhang 4-G8: Schwerwiegende UE von besonderem Interesse mit statistisch nicht
signifikantem Behandlungseffekt

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.7.1 Serious Adverse events of special interest - QTcF prolongation > Grade 3 - Kaplan-Meier plot - DCO 13-Aug-2021 - Safety
Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 166 123 109 96 83 75 64 57 49 42 35 26 21 1 3 1

Placebo (N =268) 268 157 98 84 73 63 53 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
ClI: confidence interval. Only treatment-emergent adverse events of special interest are considered.
Data source: WAC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG (HTA Germany)
Figure 3.8.1 Adverse events of special interest - Combined Elevations of Aminotransferases and Bilirubin - Kaplan-Meier plot - DCO 13-Aug-
2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 165 122 108 96 83 75 64 57 49 42 35 26 21 1 3 1 0

Placebo (N = 268) 268 155 97 83 72 63 53 50 47 38 32 28 25 16 6 1 0 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
ClI: confidence interval. Only treatment-emergent adverse events of special interest are considered.
Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Anhang 4-G9: Schwere UE von besonderem Interesse mit statistisch nicht signifikantem
Behandlungseffekt (CTCAE-Grad > 3)

Daiichi Sankyo | Data Intelligence — Evidence Generation | Final | AC220-A-U302 QUANTUM-First (DCO 13 Aug 2021) | Statistical analyses
for AMNOG HTA Germany)
Figure 3.9.1 Severe Adverse events of special interest (CTCAE Grade > 3) - QTcF prolongation > Grade 3 - Kaplan-Meier plot - DCO 13-
Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 164 119 106 94 81 73 62 55 47 40 33 25 20 1 3 1

Placebo (N =268) 268 157 98 84 73 63 53 50 47 38 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
ClI: confidence interval. Only treatment-emergent adverse events of special interest are considered.
Data source: WAC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_ AMNOG\ADAM\
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Figure 3.10.1 Severe Adverse events of special interest (CTCAE Grade > 3) - Combined Elevations of Aminotransferases and Bilirubin -
Kaplan-Meier plot - DCO 13-Aug-2021 - Safety Analysis Set
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Patients still at risk:
Quizartinib (N = 265) 265 163 120 106 94 81 73 62 55 47 40 33 25 20 1 3 1

Placebo (N = 268) 268 153 96 81 70 61 51 49 46 37 32 28 25 16 6 1 0

Hazard ratio (HR) is from stratified Cox proportional hazards model and two-sided p-value is based on stratified log-rank test.
ClI: confidence interval. Only treatment-emergent adverse events of special interest are considered.
Data source: \AC220-A-U302\Production\Raw\Data\_Restricted\rstrct_eg\rstrct_20211102_eg\rstrct_valos\20230516_AMNOG\ADAM\
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