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Tabelle 4-1 (Anhang): Ergebnisse fiir UE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimitte] (SELECTION,
Induktionsphase: .{Sohorte A)

Filgotini
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS- US-418-3898
Table 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, High-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Analysis Set

System Organ O ass

Hi gh-Level Term Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunmber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.09% 122 ( 44.09% 57 ( 41.6%
Bl ood and | ynphatic system disorders 13 ( 5.3% 16 ( 5.8% 10 ( 7.3%
Anaemi a deficiencies 1 ( 0.4% 2( 0.7% 1( 0.7%
Iron deficiency anaenia 1( 0.49% 2( 0.79 1( 0.79
Anaeni as NEC 8 ( 3.3% 11 ( 4.0% 5 ( 3.6%
Anaeni a 6 ( 2.4% 11 ( 4.0% 5 ( 3.6%

Hypochroni ¢ anaeni a 1( 0.49% 0 0

M crocytic anaenm a 1 ( 0.4% 0 0
Leukopeni as NEC 4 ( 1.6% 2( 0.7% 4 ( 2.99%
Lynphopeni a 2 ( 0.8% 1( 0.4% 3( 2.2%
Leukopeni a 3( 1.2% 1( 0.49% 1( 0.79

Monocyt openi a 1( 0.49% 0 0

Mar row depression and hypopl astic anaeni as 0 1( 0.49% 0

Pancyt openi a 0 1( 0.4% 0

Neut r openi as 3( 1.2% 1( 0.49% 0

Neut r openi a 3( 1.29% 1( 0.4% 0

TEAE = treatnment-energent adverse event. NEC = Not El sewhere C assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred terns were presented by
descendi ng order of the total frequencies. Miltiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Bl ood and | ynphatic system di sorders (cont)

Thr onbocyt openi as 0 0 1( 0.79

Thr onbocyt openi a 0 0 1( 0.7%
Thr onbocyt oses 1( 0.49% 0 0
Thronbocyt osi s 1( 0.49% 0 0
Cardi ac di sorders 5( 2.09% 1( 0.4% 0
Cardi ac signs and synptons NEC 1 ( 0.4% 1( 0.4% 0
Cyanosi s 1( 0.49 0 0
Pal pi tations 0 1( 0.4% 0
Myocardi al disorders NEC 1 ( 0.4% 0 0
Car di onegal y 1( 0.49 0 0
Noni nfectious pericarditis 1( 0.49% 0 0
Pericarditis 1( 0.49 0 0
Rate and rhyt hm di sorders NEC 1( 0.49% 0 0
Tachycardi a 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 2 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Cardi ac disorders (cont)

Supraventricul ar arrhythnias 1( 0.49% 0 0
Sinus arrhythnia 1 ( 0.4% 0 0
Congenital, fanmilial and genetic disorders 0 1( 0.49% 0
Haenogl obi nopat hi es congeni t al 0 1( 0.49% 0
Thal assaeni a 0 1( 0.4% 0

Ear and | abyrinth disorders 1( 0.49% 0 3( 2.2%
Ear di sorders NEC 1( 0.4% 0 0
Ear pain 1( 0.49% 0 0

Hearing | osses 0 0 1( 0.79

Hypoacusi s 0 0 1( 0.7%

I nner ear signs and synptons 0 0 3( 2.2%

Vertigo 0 0 2 ( 1.59%

Tinni tus 0 0 1( 0.79

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 3 of 28

CONFIDENTIAL Page 1164 10 August 2020

Filgotinib (Jyseleca®) Seite 6 von 187



Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%
Endocri ne disorders 2 ( 0.8% 0 1( 0.7%
Adrenal cortical hyperfunctions 1 ( 0.4% 0 1( 0.7%
Cushi ngoi d 1( 0.4% 0 1( 0.7%
Thyroi d hyperfunction disorders 1( 0.49% 0 0
Basedow s di sease 1( 0.49 0 0
Eye disorders 3( 1.29 1( 0.4% 0
Conj unctival structural change, deposit and degeneration 1( 0.49 0 0
Conj unctival disorder 1( 0.4% 0 0
Ccul ar di sorders NEC 1 ( 0.4% 0 0
Eyelid pain 1( 0.49 0 0
Retinal bl eeding and vascul ar disorders (excl retinopathy) 1( 0.49% 1( 0.4% 0
Papi | | ophl ebitis 1( 0.49 0 0
Retinal vascul ar disorder 0 1( 0.4% 0
Gastrointestinal disorders 37 ( 15.1% 35 ( 12.6% 24 ( 17.5%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 4 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Gastrointestinal disorders (cont)

Beni gn neopl asms gastrointestinal (excl oral cavity) 0 3( 1.19% 2 ( 1.59%
Large intestine polyp 0 3( 1.1% 2 ( 1.5%
Rectal polyp 0 1( 0.4% 0

Colitis (excl infective) 6 ( 2.49% 6 ( 2.29% 8 ( 5.8%
Colitis ulcerative 6 ( 2.49 6 ( 2.29% 7( 5.19%
Pseudopol yposi s 0 0 1( 0.7%

Dental pain and sensation disorders 1 ( 0.4% 0 0
Toot hache 1( 0.49 0 0

Di arrhoea (excl infective) 2 ( 0.89 0 2 ( 1.59%
Di arrhoea 2 ( 0.8% 0 2 ( 1.5%

Dyspeptic signs and synptons 3( 1.2% 3( 1.1%9 0
Dyspepsi a 3( 1.29% 3( 1.19% 0

Fl atul ence, bloating and distension 1( 0.49% 2( 0.79% 0
Fl atul ence 1( 0.49% 2 ( 0.7% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 5 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Gastrointestinal disorders (cont)

Gastritis (excl infective) 0 0 4 ( 2.9%
Gastritis 0 0 4 ( 2.9%
Gastrointestinal and abdomi nal pains (excl oral and throat) 4 ( 1.6% 5( 1.8% 4 ( 2.9%
Abdoni nal pain 3( 1.29% 3( 1.19% 3( 2.2%
Abdoni nal pai n upper 0 2 ( 0.79% 1( 0.79
Abdonmi nal pain | ower 1( 0.4% 0 0
Gastrointestinal atonic and hyponotility disorders NEC 1( 0.49% 3( 1.19% 1( 0.7%
Consti pation 1( 0.49 2 ( 0.79% 1( 0.79
Gastrooesophageal reflux disease 0 1( 0.4% 0
Castrointestinal disorders NEC 1 ( 0.4% 0 0
Gastrointestinal disorder 1( 0.49 0 0
Gastrointestinal nucosal dystrophies and secretion disorders 1( 0.49% 0 0
Col on dyspl asi a 1( 0.49 0 0
Gastrointestinal signs and synptons NEC 1( 0.49% 0 0
Breat h odour 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 6 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Gastrointestinal disorders (cont)

Gastrointestinal spastic and hypernotility disorders 0 2( 0.79% 0
Frequent bowel npvenents 0 2( 0.7%9 0
Haenorrhoi ds and gastrointestinal varices (excl oesophageal) 3( 1.29% 2 ( 0.7% 1( 0.79
Haenor r hoi ds 3( 1.29% 1( 0.4% 0
Haenor r hoi dal haenor r hage 0 0 1( 0.79
Haenor r hoi ds t hronbosed 0 1( 0.4% 0
Intestinal haenorrhages 1 ( 0.4% 3( 1.1% 0
Rectal haenorrhage 1( 0.49 1( 0.4% 0
Large intestinal haenorrhage 0 1( 0.4% 0
Lower gastrointestinal haenorrhage 0 1( 0.4% 0
Intestinal ulcers and perforation NEC 1( 0.49 0 0
Il eal ulcer 1( 0.4% 0
Large intestinal stenosis and obstruction 1( 0.49 0 1( 0.79
Large intestinal stenosis 1( 0.49% 0 1( 0.7%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 7 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Gastrointestinal disorders (cont)

Nausea and vonmi ting synptons 12 ( 4.9% 6 ( 2.29% 5( 3.69%
Nausea 8 ( 3.3% 3 ( 1.1% 1( 0.7%
Vonmi ti ng 4 ( 1.6% 3 ( 1.1% 4 ( 2.9%

Non-site specific gastrointestinal haenorrhages 1( 0.49% 1( 0.4% 0
Gastrointestinal haenorrhage 1( 0.49 0 0
Haemat ochezi a 0 1( 0.4% 0

Oral dryness and saliva altered 1 ( 0.4% 1( 0.4% 0
Dry nouth 1( 0.4% 1( 0.4% 0

Stomatitis and ul ceration 2 ( 0.89 4 ( 1.49% 1( 0.79
Stomatitis 2 ( 0.8% 3 ( 1.1% 0
Apht hous ul cer 0 0 1( 0.79
Mout h ul ceration 0 1( 0.4% 0

General disorders and adninistration site conditions 9( 3.7% 6 ( 2.29% 9 ( 6.6%9

Ast heni ¢ condi tions 3( 1.29% 2 ( 0.7% 3( 2.29
Ast heni a 2 ( 0.8% 1( 0.4% 3( 2.2%
Fati gue 1( 0.49 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 8 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

General disorders and administration site conditions (cont)

Conplications associated with device NEC 1( 0.49% 0 0
Conpl i cation associated with device 1 ( 0.4% 0 0
Febril e disorders 5( 2.09 1( 0.49% 1( 0.79
Pyrexi a 5 ( 2.0% 1( 0.4% 1( 0.7%
Ceneral signs and synptons NEC 1( 0.4% 1( 0.4% 0
Influenza like illness 1( 0.49 0 0
Peripheral swelling 0 1( 0.4% 0
Cedema NEC 0 0 4 ( 2.9%
Cedema peri pheral 0 0 3( 2.29
Cedema 0 0 1( 0.7%
Pain and di sconfort NEC 0 2( 0.7%9 2 ( 1.5%
Pai n 0 0 2 ( 1.5%
Chest disconfort 0 1( 0.4% 0
Chest pain 0 1( 0.4% 0
Hepatobiliary disorders 1( 0.49% 2( 0.7% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 9 of 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Hepat obi l i ary disorders (cont)

Chol estasi s and jaundi ce 0 1( 0.4% 0

Hyper bi |'i rubi naeni a 0 1( 0.4% 0

Hepatic enzynmes and function abnormalities 1( 0.49% 0 0

Hepatic function abnormal 1( 0.49% 0 0

Hepat obi | i ary signs and synptons 0 1( 0.4% 0

Hepat onegal y 0 1( 0.4% 0

I mune system di sorders 0 2 ( 0.79% 0

Al'l ergic conditions NEC 0 1( 0.4% 0

Type | hypersensitivity 0 1( 0.4% 0

Al lergies to foods, food additives, drugs and other chem cals 0 1( 0.4% 0

Drug hypersensitivity 0 1( 0.4% 0
Infections and infestations 27 ( 11.0% 27 (1 9.7% 8 ( 5.8%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 10 of 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Infections and infestations (cont)

Abdomi nal and gastrointestinal infections 0 4 ( 1.49% 1( 0.79
Gastroenteritis 0 2( 0.7%9 0
Appendicitis 0 1( 0.4% 0
Diverticulitis 0 1( 0.49% 0
Dysentery 0 0 1( 0.7%

Bacterial infections NEC 0 1( 0.4% 1( 0.7%
Cellulitis 0 1( 0.4% 1( 0.7%

Bone and joint infections 0 0 1( 0.79
Gsteonyelitis 0 0 1( 0.7%

Candi da i nfections 1 ( 0.4% 0 0
Cesophageal candidiasis 1( 0.49 0 0

Ear infections 0 2 ( 0.79% 1( 0.7%9
Qitis externa 0 1( 0.4% 1( 0.79
Qitis nmedia chronic 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 11 of 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Infections and infestations (cont)

Eye and eyelid infections 2 ( 0.89% 0 0
Conj unctivitis 1 ( 0.4% 0 0
Hor deol um 1( 0.49% 0 0
Flaviviral infections 1( 0.49% 0 0
Dengue fever 1( 0.49 0 0
Fungal infections NEC 1( 0.49 0 0
Onychonycosi s 1 ( 0.4% 0 0
Herpes viral infections 3( 1.2% 0 0
Her pes zoster 2 ( 0.89 0 0
Oral herpes 1 ( 0.4% 0 0
Influenza viral infections 0 0 1( 0.7%
I nfluenza 0 0 1( 0.7%9
Lower respiratory tract and lung infections 5( 2.09 1( 0.4% 0
Bronchitis 3( 1.29% 1( 0.49% 0
Lower respiratory tract infection 1( 0.4% 0 0
Pneunoni a 1( 0.49 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 12 of 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

Filgotinib

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

Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ C ass,

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A

Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%
Infections and infestations (cont)
Nemat ode i nfections 0 1( 0.4% 0
Ent er obi asi s 0 1( 0.4% 0
Skin structures and soft tissue infections 0 1( 0.49% 1( 0.79
Folliculitis 0 1( 0.4% 0
Rash pustul ar 0 0 1( 0.79
Tinea infections 1( 0.49 0 1( 0.79
Ti nea versi col our ( 0.49% 1( 0.7%
Upper respiratory tract infections 13 ( 5.3% 13 ( 4.7% 3( 2.2%
Nasopharyngi tis 7( 2.99 9 ( 3.29% 2 ( 1.59%
Pharyngitis 2 ( 0.8% 2( 0.7%9 0
Upper respiratory tract infection 2 ( 0.89 2( 0.79% 0
Rhinitis 1( 0.4% 0 1( 0.7%
Acute sinusitis 1( 0.49% 0 0
Sinusitis 0 0 1( 0.79
Urinary tract infections 2 ( 0.89 2 ( 0.7% 1( 0.79
Urinary tract infection 2 ( 0.89% 0 1( 0.7%
Cystitis 0 2 ( 0.7% 0

TEAE = treatnent-energent adverse event.
TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier,

System organ classes and high | evel
descendi ng order of the total
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Sour ce:

CONFIDENTIAL

.../final/versionl/prog/t-teae.sas v9.4 CQutput file:

NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22. 1.
or led to premature discontinuation of |nduction study drug.

terms (within each systemorgan class) were presented al phabetically, and preferred terns were presented by
frequencies. Multiple AEs were counted only once per subject for each SOC, HLT, and PT.

t-teae-a. pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Infections and infestations (cont)

Viral infections NEC 4 ( 1.6% 3( 1.19% 1( 0.79
Respiratory tract infection viral 2 ( 0.8% 2( 0.7%9 0
Viral infection 0 1( 0.4% 1( 0.7%
Viral upper respiratory tract infection 2 ( 0.89 0 0
I'njury, poisoning and procedural conplications 4 ( 1.6% 4 ( 1.49% 4 ( 2.9%
Bone and joint injuries NEC 1( 0.49 0 1( 0.79
Meni scus injury 0 0 1( 0.7%
Synovi al rupture 1( 0.49 0 0
Eye injuries NEC 0 1( 0.4% 0
Eye injury 0 1( 0.4% 0
CGastrointestinal and hepatobiliary procedural conplications 0 0 1( 0.7%
Procedural intestinal perforation 0 0 1( 0.7%9
Linmb fractures and dislocations 1( 0.49% 0 0
Foot fracture 1( 0.49% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 14 of 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

I njury, poisoning and procedural conplications (cont)

Muscl e, tendon and |iganent injuries 0 1( 0.4% 1( 0.79
Li gament sprain 0 1( 0.4% 0

Miscl e strain 0 0 1( 0.7%

Non-site specific injuries NEC 0 1( 0.4% 1( 0.7%

Animal bite 0 0 1( 0.7%
Road traffic accident 0 1( 0.4% 0
Non-site specific procedural conplications 1 ( 0.4% 0 0
Procedural pain 1( 0.49 0 0
Skin injuries NEC 1( 0.49% 1( 0.4% 0
Cont usi on 1 ( 0.4% 1( 0.4% 0

I nvestigations 7( 2.9% 16 ( 5.8% 9 ( 6.6%

Chol esterol anal yses 0 1( 0.4% 1( 0.79
Bl ood chol esterol increased 0 1( 0.4% 0

Hi gh density |ipoprotein increased 0 0 1( 0.79

Low density |ipoprotein increased 0 0 1( 0.7%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 15 of 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

I nvestigations (cont)

Liver function anal yses 1( 0.49% 2( 0.79% 0
Al ani ne anmi notransferase increased 1 ( 0.4% 2( 0.7%9 0
Aspartate ami notransferase increased 1( 0.49% 2( 0.79% 0

Mneral and electrolyte anal yses 2 ( 0.89% 2 ( 0.79% 0
Bl ood phosphorus decreased 0 ( 0.79% 0
Bl ood pot assi um decr eased 2 ( 0.8% 0 0

Physi cal examination procedures and organ system status 1 ( 0.4% 1( 0.4% 3( 2.29
Wei ght decreased 1( 0.49 0 1( 0.79
Wi ght i ncreased 0 0 2 ( 1.59%
Lynph node pal pabl e 0 1( 0.4% 0

Pl atel et anal yses 0 2( 0.79% 0
Pl atel et count increased 0 2( 0.7%9 0

Red bl ood cel |l anal yses 0 2 ( 0.7% 1( 0.79
Haenogl obi n abnor mal 0 0 1( 0.7%
Haenogl obi n decreased 0 1( 0.49% 0
Red bl ood cell count decreased 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 16 of 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib

Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.

Study GS-US-418-3898

Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ C ass, Termand Preferred Term
I nduction Study: Cohort A

Saf ety Anal ysis Set

Hi gh- Level

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%
I nvestigations (cont)
Renal function anal yses 0 1( 0.4% 0
Bl ood creatine increased 0 1( 0.4% 0
Skel etal and cardi ac nuscle anal yses 1( 0.49% 2 ( 0.7% 0
Bl ood creatine phosphoki nase increased 1( 0.49% 2 ( 0.79% 0
Vascul ar tests NEC (incl blood pressure) 0 0 1( 0.7%
Bl ood pressure increased 0 0 1( 0.79
Virus identification and serol ogy 0 1( 0.4% 0
Hepatitis B DNA assay positive 0 1( 0.4% 0
Wite blood cell analyses 3( 1.2% 4 (1 1.49 4 (1 2.99%
Neutrophi | count decreased 0 1( 0.4% 4 2.99%
White blood cell count decreased 1( 0.4% 2( 0.7%9 1 0.7%
Lynphocyte count increased 2 ( 0.89% 1( 0.4% 0
Neut rophi | count increased 0 2 ( 0.7% 0
Wi te bl ood cell count increased 0 2( 0.79% 0
Eosi nophi | count increased 0 1( 0.49% 0
Lynphocyt e count decreased 0 1( 0.4% 0

TEAE = treatnent-energent adverse event.

NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22. 1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days

after the Induction |ast dose date whichever
System organ classes and high | evel
descendi ng order of the total

Sour ce:

Listing 16.2.7.1

Data Extracted: 05MAY2020

Sour ce:

.../final/versionl/prog/t-teae.sas v9.4 CQutput file:

CONFIDENTIAL

terms (within each systemorgan class) were presented al phabetically,
frequenci es.

is earlier, or led to premature discontinuation of |nduction study drug.

Mil tiple AEs were counted only once per subject for each SOC, HLT, and PT.

t-teae-a. pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%
Met abol i smand nutrition disorders 5( 2.09% 3( 1.1% 3( 2.29

Di abetes nellitus (incl subtypes) 1 ( 0.4% 1( 0.4% 0

Di abetes mel litus 1( 0.49% 1( 0.4% 0

El evated chol esterol 1( 0.49% 0 0

Hyper chol est erol aeni a 1( 0.49 0 0

El evated triglycerides 0 1( 0.4% 0

Hypertriglyceri daem a 0 1( 0.4% 0
General nutritional disorders NEC 0 0 1( 0.7%
Mal nutrition 0 0 1( 0.79
Hyper gl ycaeni ¢ condi ti ons NEC 0 0 2 ( 1.59%
Hyper gl ycaeni a 0 0 2 ( 1.5%

Iron deficiencies 1( 0.49 1( 0.4% 0

Iron deficiency 1( 0.49% 1( 0.4% 0

Pot assi um i nbal ance 2 ( 0.8% 0 0

Hypokal aeni a 2 ( 0.89 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 18 of 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Met abol i smand nutrition disorders (cont)

Protein netabolismdisorders NEC 0 0 1( 0.79
Hypoal bumi naeni a 0 0 1( 0.7%
Muscul oskel etal and connective tissue disorders 7( 2.99 14 ( 5.1% 4 ( 2.9%
Bone di sorders NEC 1( 0.49 0 0
Periostitis 1( 0.4% 0 0
Joint related signs and synptons 0 5( 1.89 2 ( 1.5%
Arthral gi a 0 4 ( 1.49% 2 ( 1.59%
Joint swelling 0 1( 0.4% 0
Miscl e infections and inflammations 0 1( 0.4% 0
Mositis 0 1( 0.4% 0
Muscl e pains 1( 0.49% 1( 0.4% 1( 0.7%9
MWal gi a 1( 0.4% 1( 0.4% 1( 0.7%
Muscl e rel ated signs and synptons NEC 0 2 ( 0.7% 0
Miscl e spasns 0 1( 0.4% 0
Muscl e twitching 0 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 19 of 28
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Muscul oskel etal and connective tissue disorders (cont)

Muscul oskel etal and connective tissue pain and disconfort 4 ( 1.6% 4 ( 1.49% 2 ( 1.59%
Back pain 3( 1.29% 1( 0.4% 1( 0.7%
Muscul oskel etal pain 0 2( 0.79% 0
Muscul oskel etal chest pain 1( 0.49% 0 0
Neck pain 0 1( 0.4% 0
Pain in extremty 0 0 1( 0.79

Ost eoart hropat hi es 0 1( 0.4% 0
Csteoarthritis 0 1( 0.4% 0

Tendon di sorders 1( 0.4% 0 0
Tendoni tis 1( 0.49% 0 0

Neopl asns beni gn, malignant and unspecified (incl cysts and pol yps) 1( 0.49 2( 0.79% 1( 0.79

Col orectal neoplasns nalignant 0 1( 0.4% 0
Col on cancer 0 1( 0.4% 0

Skin neopl asms beni gn 1( 0.49% 1( 0.49% 0
Skin papilloma 1( 0.49% 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 20 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Neopl asms beni gn, malignant and unspecified (incl cysts and polyps) (cont)

Skin neopl asms malignant and unspecified (excl nel anoma) 0 0 1( 0.79
Basal cell carcinoma 0 0 1( 0.7%
Nervous system di sorders 19 ( 7.8% 18 ( 6.5% 9 ( 6.6%9
Cortical dysfunction NEC 0 2 ( 0.79% 0
Aphasi a 0 2 ( 0.7% 0
Di sturbances in consciousness NEC 1( 0.4% 0 0
Somol ence 1( 0.49 0 0
Headaches NEC 11 ( 4.5% 13 ( 4.7% 6 ( 4.4%
Headache 11 ( 4.5% 12 ( 4.3% 6 ( 4.4%
Si nus headache 0 1( 0.4% 0
Lunbar spinal cord and nerve root disorders 1( 0.49% 0 0
Sci ati ca 1( 0.49 0 0
Menory | oss (excl denentia) 1( 0.49% 0 0
Ammesi a 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 21 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Nervous system di sorders (cont)

M grai ne headaches 1( 0.49% 0 0
M grai ne 1 ( 0.4% 0 0
Mononeur opat hi es 1( 0.49% 0 0
Nerve conpression 1( 0.49% 0 0
Neur ol ogi cal signs and synptons NEC 3( 1.2% 3( 1.1% 2 ( 1.5%
Di zzi ness 2 ( 0.89 3( 1.19% 2 ( 1.59%
Head di sconfort 1 ( 0.4% 0 0
Par aest hesi as and dysaest hesi as 1( 0.49% 1( 0.4% 1( 0.7%
Par aest hesi a 0 1( 0.4% 1( 0.79
Burni ng sensation 1 ( 0.4% 0 0
Sensory abnornalities NEC 1( 0.4% 0 0
Taste di sorder 1( 0.49% 0 0
Psychiatric disorders 2 ( 0.89% 3( 1.19% 2 ( 1.59%
Anxi ety synptonms 1( 0.4% 0 0
Anxi ety 1( 0.49 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 22 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Psychiatric disorders (cont)

Di sturbances in initiating and maintaining sleep 1( 0.49% 2( 0.79% 1( 0.79
I nsomi a 1( 0.4% 1( 0.4% 1( 0.7%
Initial insomia 0 1( 0.4% 0

Mbod al terations w th depressive synptons 0 0 1( 0.7%
Depr essed npod 0 0 1( 0.79

Sl eep disorders NEC 0 1( 0.4% 0
Sl eep di sorder 0 1( 0.4% 0

Renal and urinary disorders 0 5( 1.8% 0

Bl adder and urethral synptons 0 1( 0.4% 0
Pol | aki uria 0 1( 0.4% 0

Renal lithiasis 0 1( 0.4% 0
Nephrolithiasis 0 1( 0.4% 0

Urinary abnornalities 0 1( 0.49% 0
Proteinuria 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 23 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Renal and urinary disorders (cont)

Uinary tract lithiasis (excl renal) 0 1( 0.4% 0
Ureterolithiasis 0 1( 0.4% 0
Urinary tract signs and synptons NEC 0 1( 0.49% 0
Renal colic 0 1( 0.4% 0
Reproductive system and breast disorders 3( 1.2% 5( 1.89% 0
Breast signs and synptons 1( 0.49% 2( 0.7% 0
Breast pain 0 2 ( 0.79% 0
Breast tenderness 1( 0.4% 0 0
Erection and ejacul ation conditions and di sorders 1 ( 0.4% 0 0
Erectile dysfunction 1( 0.49 0 0
Menstruation and uterine bl eeding NEC 1( 0.49% 0 0
Met ror r hagi a 1( 0.49 0 0
Ovarian and fal |l opi an tube cysts and neopl asns 0 1( 0.49% 0
Ovarian cyst ruptured 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 24 of 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Reproductive system and breast disorders (cont)

Reproductive tract disorders NEC (excl neopl asns) 0 1( 0.4% 0
Geni tal paraesthesia 0 1( 0.4% 0
Uterine disorders NEC 0 1( 0.49% 0
Adenonyosi s 0 1( 0.4% 0
Vul vovagi nal di sorders NEC 1( 0.4% 0 0
Vagi nal haenorrhage 1( 0.49 0 0
Respiratory, thoracic and nediastinal disorders 11 ( 4.5% 7( 2.59% 0
Breat hing abnornalities 1( 0.49% 1( 0.4% 0
Dyspnoea 0 1( 0.4% 0
Respiratory distress 1( 0.49 0 0
Bronchospasm and obstruction 1( 0.49% 1( 0.4% 0
Bronchospasm 1( 0.49 0 0
Wheezi ng 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 25 of 28
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Respiratory, thoracic and nedi astinal disorders (cont)

Coughi ng and associ ated synptons 6 ( 2.49% 1( 0.4% 0
Cough 5 ( 2.0% 1( 0.4% 0
Productive cough 1( 0.49% 0 0

Lower respiratory tract signs and synptons 0 1( 0.4% 0
Pleuritic pain 0 1( 0.49% 0

Nasal congestion and inflammations 0 1( 0.4% 0
Nasal congestion 0 1( 0.4% 0

Respiratory tract disorders NEC 0 1( 0.4% 0
Respiratory disorder 0 1( 0.4% 0

Upper respiratory tract signs and synptons 6 ( 2.49 3( 1.19% 0
Oropharyngeal pain 4 ( 1.69 2( 0.7%9 0
Rhi nor r hoea 1( 0.49% 1( 0.4% 0
Laryngeal disconfort 1( 0.49 0 0

Skin and subcut aneous tissue disorders 9( 3.7% 11 ( 4.0% 7 ( 5.19%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-a.pdf 28MAY2020: 14: 28 Page 26 of 28
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Skin and subcutaneous tissue disorders (cont)

Acnes 1( 0.49% 0 0
Acne 1( 0.4% 0 0
Al opeci as 1( 0.49% 2 ( 0.7% 2 ( 1.59%
Al opeci a 1( 0.49% 2 ( 0.79% 2 ( 1.59%
Apocrine and eccrine gland disorders 2 ( 0.89% 0 1( 0.7%
Hi dradenitis 1( 0.49 0 0
Hyper hi drosis 0 0 1( 0.7%
Ni ght sweats 1( 0.49 0 0
Dermal and epi dermal conditions NEC 1( 0.49% 0 0
Dry skin 1 ( 0.4% 0 0
Eryt hemas 0 2( 0.7%9 0
Eryt hena 0 2 ( 0.79% 0
Exfoliative conditions 0 1( 0.4% 0
Skin exfoliation 0 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.1: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 103 ( 42.0% 122 ( 44.09% 57 ( 41.6%

Skin and subcutaneous tissue disorders (cont)

Pruritus NEC 1( 0.4% 1( 0.4% 1( 0.7%
Pruritus 1( 0.4% 1( 0.4% 0
Rash pruritic 0 0 1( 0.7%
Purpura and rel ated conditions 0 0 1( 0.7%
Pur pur a 0 0 1( 0.79
Rashes, eruptions and exant hems NEC 2 ( 0.89 6 ( 2.29% 1( 0.79
Rash 1( 0.4% 5( 1.8% 1( 0.7%
Rash papul ar 0 1( 0.4% 0
Rash vesi cul ar 1( 0.4% 0 0
Urticarias 1 ( 0.4% 0 1( 0.7%
Uticaria 1( 0.49 0 1( 0.79
Vascul ar di sorders 3( 1.29% 2 ( 0.79% 1( 0.7%9
Vascul ar hypertensive disorders NEC 3( 1.29% 2( 0.79% 1( 0.7%
Hypert ensi on 3( 1.29% 2 ( 0.7% 1( 0.79

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Tabelle 4-2 (Anhang): Ergebnisse fiir UE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,

Induktionsph.?se: %(ohorte B)

Filgotini

Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.2: Treatnent-Enmergent Adverse Events by System Organ d ass,

I nduction Study: Cohort B
Saf ety Analysis Set

Hi gh- Level

G |l ead Sciences, Inc.
Study GS- US-418- 3898
Termand Preferred Term

System Organ C ass

Hi gh-Level Term Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Number (9% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.49%
Bl ood and | ynphatic system di sorders 22 ( 8.4% 25 ( 8.8% 20 ( 14.19%
Anaeni a deficiencies 2 ( 0.8% 2( 0.7% 3( 2.1%
Iron deficiency anaenia 2 ( 0.89% 2( 0.7% 3( 2.1%
Anaeni as NEC 13 ( 5.0% 11 ( 3.9% 11 ( 7.7%
Anaeni a 13 ( 5.0% 11 ( 3.9% 10 ( 7.0%
Anaeni a macrocytic 0 0 1( 0.7%
Anaeni as due to chronic disorders 1( 0.49% 0 0
Anaeni a of chronic disease 1( 0.49% 0 0
Leukocyt oses NEC 0 1( 0.49% 2 ( 1.4%
Leukocytosi s 0 1( 0.49% 1( 0.79%
Neutrophilia 0 0 2 ( 1.4%
Leukopeni as NEC 5( 1.9% 9 ( 3.2% 1( 0.79%
Lynphopeni a 3( 1.1% 7( 2.5% 1( 0.79
Leukopeni a 3( 1.1% 2( 0.7% 0
Lynphatic system di sorders NEC 1( 0.49 1( 0.49 1( 0.79
Lynphadenopat hy 1( 0.49% 1( 0.49% 1( 0.7%

TEAE = treatnent-energent adverse event.

NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days

after the Induction |ast dose date whichever is earlier,

System organ classes and high |evel
descendi ng order of the total
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020

frequenci es.

Ml tiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: .../final/versionl/prog/t-teae.sas v9.4 Qutput file: t-teae-b.pdf 28MAY2020: 14: 28
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Bl ood and | ynphatic system di sorders (cont)

Marrow depression and hypopl astic anaem as 1( 0.49% 0 0
Cyt openi a 1 ( 0.4% 0 0
Neut r openi as 1( 0.49% 2 ( 0.7% 2 ( 1.49%
Neut r openi a 1( 0.49% 2 ( 0.79% 2 ( 1.49%
Thr onbocyt oses 0 0 2 ( 1.49%
Thr onbocyt osi s 0 0 2 ( 1.49%
Cardi ac di sorders 4 ( 1.5% 2 ( 0.79% 3( 2.19
Cardi ac conduction disorders 1( 0.49% 0 2 ( 1.49%
Bundl e branch bl ock left 1 ( 0.4% 0 1( 0.7%
Atrioventricular block first degree 0 0 1( 0.79
Cardi ac signs and synptons NEC 1( 0.49% 2 ( 0.79% 1( 0.7%9
Pal pi tations 1( 0.49 2 ( 0.7% 1( 0.79
Mtral valvul ar disorders 1( 0.49% 0 0
Mtral valve inconpetence 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 2 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Cardi ac disorders (cont)

Supraventricul ar arrhythnias 1( 0.49% 0 0
Sinus arrhythnia 1 ( 0.4% 0 0
Ear and | abyrinth disorders 5( 1.99 0 1( 0.79
Hearing | osses 1( 0.49 0 0
Hypoacusi s 1( 0.4% 0 0
I nner ear signs and synptons 4 ( 1.59% 0 1( 0.7%
Vertigo 2 ( 0.89 0 1( 0.79
Tinni tus 2 ( 0.8% 0 0
Endocri ne disorders 0 2( 0.7%9 1( 0.7%
Adrenal cortical hyperfunctions 0 1( 0.4% 0
Cushi ngoi d 0 1( 0.4% 0
Adrenal gland disorders NEC 0 1( 0.4% 0
Adrenal disorder 0 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 3 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Endocri ne disorders (cont)

Thyroi d hypofunction disorders 0 0 1( 0.79
Hypot hyr oi di sm 0 0 1( 0.7%
Eye disorders 6 ( 2.39 4 ( 1.49% 3( 2.1%
Choroid and vitreous structural change, deposit and degeneration 0 0 1( 0.79
Vitreous detachment 0 0 1( 0.7%
Conj unctival and corneal bleeding and vascul ar disorders 1( 0.49% 0 1( 0.7%
Conj unctival haenorrhage 1( 0.49 0 0
Corneal bl eedi ng 0 0 1( 0.7%
d aucomas (excl congenital) 1 ( 0.4% 1( 0.4% 0
d aucona 0 1( 0.4% 0
Ccul ar hypertension 1( 0.4% 0 0
Lid, lash and lacrimal infections, irritations and inflammtions 0 1( 0.4% 0
Eyelid oedenma 0 1( 0.4% 0
Lid, lash and lacrimal structural disorders 0 0 1( 0.7%
Eyelid skin dryness 0 0 1( 0.79

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 4 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Eye di sorders (cont)

Qcul ar di sorders NEC 1( 0.49% 0 0
Eye pain 1 ( 0.4% 0 0
Ccul ar infections, inflammtions and associ ated mani festations 1( 0.49% 0 0
Eye discharge 1( 0.49% 0 0
Scleral structural change, deposit and degeneration 0 1( 0.4% 0
Scl eral di sorder 0 1( 0.4% 0
Vi sual disorders NEC 1( 0.49 0 0
Vision blurred 1( 0.4% 0 0
Vi sual inpairnent and blindness (excl colour blindness) 1 ( 0.4% 1( 0.4% 0
Vi sual acuity reduced 1( 0.49 1( 0.4% 0
Gastrointestinal disorders 67 ( 25.6% 57 ( 20.0% 29 ( 20.4%
Abdomi nal findings abnornal 0 1( 0.4% 0
Gastrointestinal sounds abnornal 0 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 5 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Gastrointestinal disorders (cont)

Acute and chronic pancreatitis 0 0 1( 0.79
Pancreatitis acute 0 0 1( 0.7%
Anal and rectal disorders NEC 1( 0.49% 2 ( 0.7% 0
Anal fissure 1( 0.49% 2 ( 0.79% 0
Anal and rectal pains 0 0 1( 0.7%
Proctal gi a 0 0 1( 0.79
Anal and rectal signs and synptons 0 2 ( 0.79% 0
Anorectal disconfort 0 1( 0.4% 0
Rectal tenesnus 0 1( 0.4% 0
Beni gn neopl asms gastrointestinal (excl oral cavity) 0 1( 0.4% 1( 0.79
Large intestine polyp 0 1( 0.4% 1( 0.7%
Colitis (excl infective) 21 ( 8.0% 16 ( 5.6% 12 ( 8.5%
Colitis ulcerative 21 ( 8.0% 15 ( 5.3% 11 ( 7.7%
Colitis 0 1( 0.4% 1( 0.7%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 6 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Gastrointestinal disorders (cont)

Dental and periodontal infections and inflanmations 2 ( 0.89% 0 0
Dental caries 2 ( 0.8% 0 0
Dental disorders NEC 1( 0.49% 0 0
Toot h di sorder 1( 0.49% 0 0
Dental pain and sensation disorders 3( 1.1% 0 0
Toot hache 3( 1.19 0 0
Di arrhoea (excl infective) 5( 1.99 3( 1.19% 1( 0.79
Di arrhoea 5( 1.99% 3( 1.1% 1( 0.7%
Duodenal ulcers and perforation 1 ( 0.4% 0 0
Duodenal ul cer 1( 0.49 0 0
Duodenal ul cer haenorrhage 1( 0.4% 0 0
Dyspeptic signs and synptons 4 ( 1.5% 2 ( 0.7% 0
Dyspepsi a 4 ( 1.5% 2( 0.79% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 7 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Gastrointestinal disorders (cont)

Fl atul ence, bloating and distension 10 ( 3.8% 5( 1.8% 5( 3.59
Fl at ul ence 3( 1.1% 3 ( 1.1% 5 ( 3.5%
Abdoni nal di stension 6 ( 2.39 2( 0.79% 0
Aer ophagi a 1( 0.49% 0 0

Gastritis (excl infective) 1( 0.49 2 ( 0.79% 0
Gastritis 1( 0.4% 2 ( 0.7% 0

Gastrointestinal and abdomi nal pains (excl oral and throat) 10 ( 3.8% 9 ( 3.29 10 ( 7.09%
Abdoni nal pain 9 ( 3.49 7( 2.59% 9 ( 6.39
Abdoni nal pai n upper 1( 0.49% 2( 0.7% 1( 0.7%
Abdoni nal pain | ower 0 0 1( 0.79

Gastrointestinal atonic and hyponotility disorders NEC 2 ( 0.89 7( 2.59% 2 ( 1.49%
Consti pation 2 ( 0.8% 4 ( 1.4% 1( 0.7%
Gastrooesophageal reflux disease 0 4 ( 1.49% 1( 0.7%9

Gastrointestinal disorders NEC 1( 0.49% 0 0
Appendi ceal nucocoel e 1( 0.49% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 8 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Gastrointestinal disorders (cont)

Gastrointestinal fistulae 1( 0.49% 0 0
Anal fistula 1( 0.4% 0 0
Gastrointestinal nucosal dystrophies and secretion disorders 1( 0.49% 1( 0.49% 0
Col on dyspl asi a 0 1( 0.4% 0
Hyper chl or hydri a 1( 0.49 0 0
Gastrointestinal signs and synptons NEC 1( 0.49 0 2 ( 1.49%
Abdoni nal disconfort 0 0 1( 0.7%
Anal incontinence 0 0 1( 0.79
Dysphagi a 1( 0.49% 0 0
Gastrointestinal spastic and hypernotility disorders 1 ( 0.4% 0 1( 0.7%
Frequent bowel novenents 1( 0.49 0 1( 0.79
Haenorrhoi ds and gastrointestinal varices (excl oesophageal) 2 ( 0.89% 0 3( 2.19
Haenor r hoi ds 1( 0.49 0 3( 2.1%
Haenorr hoi ds t hronmbosed 1( 0.49% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 9 of 41

CONFIDENTIAL Page 1198 10 August 2020

Filgotinib (Jyseleca®) Seite 40 von 187



Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Gastrointestinal disorders (cont)

I ntestinal haenorrhages 3( 1.19 1( 0.4% 0
Rectal haenorrhage 1 ( 0.4% 1( 0.4% 0
Anal haenorr hage 1( 0.49% 0 0
Large intestinal haenorrhage 1( 0.49% 0 0
Nausea and voniting synptons 11 ( 4.2% 17 ( 6.0% 8 ( 5.6%
Nausea ( 2.7% 16 ( 5.6% 6 ( 4.2%
Vomi ti ng 4 ( 1.5% 4 ( 1.4% 4 ( 2.8%
Regurgitation 1 ( 0.4% 0 0
Oral dryness and saliva altered 0 0 1( 0.7%
Dry nouth 0 0 1( 0.79
Stomatitis and ul ceration 2 ( 0.89 1( 0.4% 0
Mout h ul ceration 1( 0.4% 1( 0.4% 0
Stomatitis 1( 0.49% 0 0
General disorders and adninistration site conditions 23 ( 8.8% 16 ( 5.6% 18 ( 12.7%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 10 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

General disorders and administration site conditions (cont)

Ast heni c conditions 8 ( 3.19% 6 ( 2.19% 8 ( 5.6%
Ast heni a 3( 1.1% 4 ( 1.4% 6 ( 4.2%
Fati gue 5 ( 1.9% 2 ( 0.7% 2 ( 1.4%

Febrile disorders 6 ( 2.39% 3( 1.19% 8 ( 5.6%
Pyrexi a 6 ( 2.39 3( 1.19% 8 ( 5.6%

Feel i ngs and sensations NEC 0 2( 0.79% 0
Chills 0 1( 0.4% 0
Feel ing of body tenperature change 0 1( 0.4% 0

General signs and synptonms NEC 2 ( 0.89 1( 0.4% 2 ( 1.49%
I nfluenza like illness 0 1( 0.4% 1( 0.7%
Secretion discharge 1( 0.49 0 1( 0.79
Peripheral swelling 1( 0.4% 0 0

I'npl ant and catheter site reactions 0 1( 0.4% 0
Implant site pain 0 1( 0.4% 0

I nfl ammati ons 0 1( 0.4% 0
I nfl ammat i on 0 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 11 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

General disorders and administration site conditions (cont)

Infusion site reactions 0 0 1( 0.79
Infusion site erythena 0 0 1( 0.7%
Mass condi tions NEC 1( 0.49% 0 0
Cyst 1( 0.4% 0 0
Micosal findings abnormal 0 1( 0.4% 0
Pol yp 0 1( 0.4% 0
Cedena NEC 1( 0.4% 2 ( 0.7% 1( 0.7%
Cedema peri pheral 1( 0.49% 2( 0.7% 1( 0.7%
Pain and di sconfort NEC 5( 1.99% 2( 0.7%9 0
Chest pain 4 ( 1.5% 2( 0.79% 0
Pai n 1( 0.4% 0 0
Hepat obi | i ary disorders 0 2 ( 0.7% 2 ( 1.49
Bil e duct infections and inflammtions 0 0 1( 0.79
Chol angi tis sclerosing 0 0 1( 0.7%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 12 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Hepat obi l i ary disorders (cont)

Hepatic enzymes and function abnormalities 0 1( 0.4% 1( 0.79

Hepatic function abnornal 0 1( 0.4% 1( 0.7%
Hepat ocel | ul ar damage and hepatitis NEC 0 1( 0.49% 0
Hepat ocel lul ar injury 0 1( 0.4% 0
| mmune system di sorders 3( 1.1% 2 ( 0.7% 0
Al lergic conditions NEC 1 ( 0.4% 2( 0.7%9 0
Allergy to arthropod bite 1( 0.49 0 0
Hypersensitivity 0 1( 0.4% 0
Serum si ckness 0 1( 0.4% 0
Atopi c disorders 1( 0.49 0 0
Seasonal allergy 1( 0.4% 0 0
Primary i munodefici ency syndrones 1( 0.49 0 0
Sel ective | gA i munodeficiency 1( 0.49% 0 0

I nfections and infestations 65 ( 24.8% 55 ( 19.3% 31 ( 21.8%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 13 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Infections and infestations (cont)

Abdomi nal and gastrointestinal infections 3( 1.19 4 ( 1.49% 2 ( 1.49%
Gastroenteritis 3 ( 1.1% 3( 1.1% 2 ( 1.4%
Anal abscess 0 1( 0.4% 0

Bacterial infections NEC 1( 0.49% 0 1( 0.7%
Pharyngitis bacterial 0 0 1( 0.79
Sinusitis bacterial 1( 0.4% 0 0

Bone and joint infections 0 1( 0.4% 0
Joi nt abscess 0 1( 0.4% 0

Canpyl obact er infections 0 0 1( 0.79
Canpyl obacter gastroenteritis 0 0 1( 0.7%

Candi da i nfections 1( 0.4% 1( 0.4% 0
Vul vovagi nal candi di asi s 1( 0.49% 1( 0.4% 0

Clostridia infections 2 ( 0.89% 0 0
Clostridiumdifficile colitis 1( 0.49% 0 0
Costridiumdifficile infection 1( 0.49% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 14 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Infections and infestations (cont)

Dental and oral soft tissue infections 4 ( 1.5% 0 1( 0.79
Pul pitis dental 2 ( 0.8% 0 0
Toot h abscess 1( 0.49% 0 1( 0.7%
Periodontitis 1( 0.49% 0 0

Eye and eyelid infections 1( 0.49 1( 0.49% 0
Conj unctivitis 1( 0.4% 0
Hor deol um 1( 0.49 0 0

Fungal infections NEC 3( 1.19% 2 ( 0.79% 1( 0.79
Fungal infection 1( 0.49% 0 1( 0.7%
Fungal skin infection 0 2 ( 0.79% 0
Onychonycosi s 1 ( 0.4% 0 0
Oral fungal infection 1( 0.49 0 0

G ardia infections 0 1( 0.4% 0
G ardiasis 0 1( 0.4% 0

Herpes viral infections 2 ( 0.89 3( 1.19% 0
Oral herpes 1( 0.49% 2( 0.7% 0
Her pes zoster 1( 0.49 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 15 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Infections and infestations (cont)

I nfections NEC 2 ( 0.89% 1( 0.4% 0
Infected bite 1 ( 0.4% 0 0
Local i sed infection 1( 0.49% 0 0
Respiratory tract infection 0 1( 0.49% 0

I nfluenza viral infections 3( 1.19 1( 0.49% 1( 0.79
I nfl uenza 3( 1.1% 1( 0.4% 1( 0.7%

Lower respiratory tract and lung infections 2 ( 0.89% 1( 0.4% 1( 0.7%
Bronchitis 1( 0.49 1( 0.4% 0
Lower respiratory tract infection 0 0 1( 0.7%
Pneunoni a 1( 0.49% 0 0

Sepsis, bacteraenmia, viraenia and fungaem a NEC 0 2( 0.79% 0
Sepsi s 0 2 ( 0.7% 0
Bacteraeni a 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 16 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Infections and infestations (cont)

Skin structures and soft tissue infections 0 2( 0.79% 3( 2.19
Folliculitis 0 0 2 ( 1.4%
Eczema infected 0 0 1( 0.7%
Par onychi a 0 1( 0.49% 0
Rash pustul ar 0 1( 0.4% 0

St aphyl ococcal infections 2 ( 0.8% 2 ( 0.7% 0
Furuncl e 2 ( 0.89 1( 0.4% 0
St aphyl ococcal infection 0 1( 0.4% 0

Streptococcal infections 1( 0.4% 0 0
Pharyngitis streptococcal 1( 0.49% 0 0

Tinea infections 0 1( 0.4% 0
Tinea pedis 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 17 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Infections and infestations (cont)

Upper respiratory tract infections 36 ( 13.7% 31 ( 10.9% 19 ( 13.4%
Nasopharyngi tis 20 ( 7.69%9 20 ( 7.0% 11 ( 7.79%
Upper respiratory tract infection 13 ( 5.0% 4 ( 1.49% 5( 3.59%
Pharyngitis 2 ( 0.89 3( 1.19% 1( 0.79
Rhinitis 2 ( 0.8% 3( 1.19% 1( 0.7%
Sinusitis 3( 1.19 2 ( 0.79% 1( 0.79
Acute sinusitis 0 1( 0.4% 0
Tonsillitis 1( 0.49 0 0

Urinary tract infections 5( 1.99 2 ( 0.79% 2 ( 1.49%
Urinary tract infection 3( 1.19% 2( 0.7% 2 ( 1.49%
Cystitis 2 ( 0.8% 0 0

Viral infections NEC 2 ( 0.89 3( 1.19% 4 ( 2.8%
Gastroenteritis viral 1( 0.4% 3( 1.1%9 1( 0.7%
Gastrointestinal viral infection 1( 0.49% 0 1( 0.7%9
Viral rhinitis 0 0 2 ( 1.49

I'njury, poisoning and procedural conplications 11 ( 4.2% 7( 2.59% 3( 2.19

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 18 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

I njury, poisoning and procedural conplications (cont)

Bone and joint injuries NEC 1( 0.49% 1( 0.4% 0
Joint injury 1 ( 0.4% 0
Meni scus injury 0 1( 0.4% 0
Heat injuries (excl thermal burns) 0 0 1( 0.7%
Heat illness 0 0 1( 0.79
Linmb fractures and dislocations 0 1( 0.4% 0
Fenur fracture 0 1( 0.4% 0
Muscl e, tendon and |iganent injuries 1( 0.49% 1( 0.4% 0
Li ganent sprain 0 1( 0.4% 0
Miscl e strain 1 ( 0.4% 0 0
Non-site specific injuries NEC 0 1( 0.4% 1( 0.7%
Fal | 0 1( 0.4% 1( 0.7%
Non-site specific procedural conplications 3( 1.19% 0 0
Procedural pain 3( 1.19% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 19 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

I njury, poisoning and procedural conplications (cont)

Site specific injuries NEC 2 ( 0.89% 1( 0.4% 1( 0.79
Linb injury 1( 0.4% 1( 0.4% 1( 0.7%
Head injury 1( 0.49% 0 0

Skin injuries NEC 4 ( 1.5% 3( 1.19% 0
Cont usi on 3( 1.19 2 ( 0.79% 0
Skin laceration 1( 0.49% 1( 0.4% 0
Ski n abrasion 0 1( 0.4% 0

Spinal fractures and dislocations 0 0 1( 0.79
Spi nal conpression fracture 0 0 1( 0.7%

Thoraci ¢ cage fractures and dislocations 0 0 1( 0.7%
Rib fracture 0 0 1( 0.79

I nvestigations 20 ( 7.6% 15 ( 5.3% 7( 4.99

Car bohydrate tol erance anal yses (incl diabetes) 1( 0.49% 1( 0.4% 0

Bl ood gl ucose increased 1( 0.49% 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 20 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

I nvestigations (cont)

Cardi ac auscultatory investigations 0 1( 0.4% 1( 0.79
Car di ac mur nur 0 1( 0.4% 1( 0.7%
Chol esterol anal yses 2 ( 0.89 0 0
Bl ood chol esterol increased 2 ( 0.89% 0 0
Low density |ipoprotein increased 1( 0.49 0 0
Heart rate and pul se investigations 0 0 1( 0.79
Heart rate increased 0 0 1( 0.7%
| munogl obul i n anal yses 1( 0.4% 0 0
Bl ood i munogl obulin A increased 1( 0.49% 0 0
Bl ood i mrunogl obulin M i ncreased 1 ( 0.4% 0 0
Li ver function anal yses 3( 1.1% 2( 0.7%9 1( 0.7%
Al ani ne ami notransferase increased 2 ( 0.89% 1( 0.4% 0
Aspartate ami notransferase increased 2 ( 0.89% 1( 0.4% 0
Liver function test increased 0 1( 0.4% 1( 0.7%
Bl ood bilirubin increased 0 0 1( 0.79
Transani nases increased 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 21 of 41
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

I nvestigations (cont)

Mneral and electrolyte anal yses 6 ( 2.39 3( 1.19% 2 ( 1.49%
Bl ood phosphorus decreased 6 ( 2.3% 2( 0.7%9 2 ( 1.4%
Serum ferritin decreased 0 1( 0.4% 0

Physi cal examination procedures and organ system status 0 2 ( 0.79% 2 ( 1.49%
Wi ght decreased 0 1( 0.49% 2 ( 1.49%
Wei ght increased 0 1( 0.4% 0

Pl atel et anal yses 1( 0.49% 1( 0.4% 0
Pl atel et count increased 1( 0.49 1( 0.4% 0

Protein anal yses NEC 1( 0.49% 0 0
C-reactive protein increased 1 ( 0.4% 0 0

Red bl ood cell anal yses 4 ( 1.59% 2( 0.7%9 0
Haenogl obi n decreased 3( 1.19% 1( 0.4% 0
Mean cel | vol ume increased 1( 0.49 1( 0.4% 0

Renal function anal yses 1( 0.49% 0 0
Bl ood urea increased 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 22 of 41

CONFIDENTIAL Page 1211 10 August 2020

Filgotinib (Jyseleca®) Seite 53 von 187



Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

I nvestigations (cont)

Skel etal and cardiac nuscle anal yses 3( 1.19 0 0
Bl ood creatine phosphoki nase increased 3 ( 1.1% 0 0
Ti ssue enzyne anal yses NEC 0 1( 0.49% 0
Bl ood al kal i ne phosphat ase i ncreased 0 1( 0.4% 0
Urinalysis NEC 0 1( 0.4% 0
Protein urine present 0 1( 0.4% 0
Vascul ar tests NEC (incl blood pressure) 0 1( 0.4% 1( 0.79
Bl ood pressure increased 0 1( 0.4% 1( 0.7%
Wite blood cell analyses 1 ( 0.4% 1( 0.4% 0
Basophi | count increased 1( 0.49 0 0
White blood cell count increased 0 1( 0.4% 0
Met abol i smand nutrition disorders 11 ( 4.2% 28 ( 9.8% 12 ( 8.5%
Appetite disorders 1( 0.49% 0 0
Decreased appetite 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 23 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Met abol i smand nutrition disorders (cont)

Cal ci um et abol i sm di sorders 0 0 2 ( 1.49%
Cal ci um defi ci ency 0 0 1( 0.7%
Hypocal caenm a 0 0 1( 0.7%

Di abetes nellitus (incl subtypes) 1( 0.49% 0 0
Di abetes mel litus 1( 0.49 0 0

El evat ed chol esterol 2 ( 0.89 1( 0.4% 0
Hyper chol est er ol aem a 2 ( 0.8% 1( 0.4% 0

El evated triglycerides 0 1( 0.4% 1( 0.7%
Hypertriglyceridaem a 0 1( 0.4% 1( 0.79

Fat sol uble vitanmin deficiencies and di sorders 0 0 1( 0.79
Vitanmin D deficiency 0 0 1( 0.7%

Fluid intake increased 0 1( 0.4% 0
Pol ydi psi a 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 24 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Met abol i smand nutrition disorders (cont)

Hyper gl ycaeni ¢ condi ti ons NEC 0 3( 1.19% 1( 0.79
Hyper gl ycaeni a 0 2( 0.7%9 1( 0.7%
G ucose tol erance inpaired 0 1( 0.4% 0
Iron deficiencies 1( 0.49% 4 ( 1.49% 2 ( 1.49%
Iron deficiency 1( 0.49 4 ( 1.49% 2 ( 1.49%
Li pi d metabol i sm and deposit di sorders NEC 2 ( 0.89 2( 0.79% 0
Dysl i pi daem a 2 ( 0.8% 2( 0.7%9 0
Met abol i ¢ aci doses (excl diabetic acidoses) 0 1( 0.4% 0
Met abol i ¢ aci dosi s 0 1( 0.4% 0
Phosphorus netabol i sm di sorders 5( 1.99 9 ( 3.29% 5( 3.59
Hypophosphat aemi a 5( 1.9% 9 ( 3.29 5( 3.5%
Pot assi um i nbal ance 2 ( 0.89% 2 ( 0.7% 4 ( 2.8%
Hypokal aeni a 2 ( 0.89% 2( 0.79% 4 ( 2.8%
Total fluid volume decreased 0 1( 0.4% 0
Dehydrati on 0 1( 0.49% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 25 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Met abol i smand nutrition disorders (cont)

Water soluble vitanmi n deficiencies 0 3( 1.19% 1( 0.79
Fol at e defi ci ency 0 2( 0.7%9 1( 0.7%
Vitanin B12 deficiency 0 2( 0.79% 0

Muscul oskel etal and connective tissue disorders 26 (1 9.9% 32 (11.2% 18 ( 12.7%

Art hropat hi es NEC 1( 0.4% 0 3( 2.19%
Arthritis 1( 0.4% 0 2 ( 1.4%
Sacroiliitis 0 0 1( 0.7%

Bone rel ated signs and synptons 2 ( 0.8% 2( 0.7% 1( 0.7%
Bone pain 1( 0.49% 1( 0.4% 0
Spi nal pain 1 ( 0.4% 1( 0.4% 0
Pain in jaw 0 0 1( 0.79

Intervertebral disc disorders NEC 2 ( 0.89% 1( 0.4% 0
Intervertebral disc protrusion 2 ( 0.89% 0 0
Intervertebral disc degeneration 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 26 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Muscul oskel etal and connective tissue disorders (cont)

Joint related signs and synptons 8 ( 3.19% 11 (1 3.9% 7( 4.99
Arthral gi a 8 ( 3.1% 10 ( 3.5% 7( 4.9%
Joint swelling 0 1( 0.4% 0

Met abol i ¢ bone disorders 1( 0.49% 1( 0.4% 0
Ost eopor osi s 1( 0.49 1( 0.49% 0

Muscl e pains 1( 0.49 3( 1.19% 0
MWal gi a 1( 0.4% 3( 1.1% 0

Miscl e rel ated signs and synptons NEC 2 ( 0.8% 3( 1.1% 4 ( 2.89%
Miscl e spasms 2 ( 0.89 3( 1.19% 4 ( 2.8%

Muscl e weakness conditions 2 ( 0.89 1( 0.4% 0
Muscul ar weakness 2 ( 0.8% 1( 0.4% 0

Muscul oskel etal and connective tissue conditions NEC 0 0 1( 0.79
Muscul oskel etal stiffness 0 0 1( 0.7%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 27 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Muscul oskel etal and connective tissue disorders (cont)

Muscul oskel etal and connective tissue pain and disconfort 10 ( 3.8% 14 (1 4.9% 5( 3.59
Back pain 5 ( 1.9% 6 ( 2.1% 3( 2.1%
Muscul oskel etal pain 1( 0.49% 2( 0.79% 1( 0.7%
Pain in extrenmty 1( 0.49% 2 ( 0.7% 1( 0.79
Muscul oskel etal chest pain 1( 0.49% 2 ( 0.79% 0
Muscul oskel etal disconfort 0 2 ( 0.79% 0
Fl ank pain 0 1( 0.4% 0
Limb disconfort 1( 0.49 0 0
Neck pain 1( 0.49% 0 0

Gst eoart hropat hi es 0 1( 0.4% 0
Csteoarthritis 0 1( 0.4% 0

Tendon di sorders 2 ( 0.89 0 1( 0.79
Tendoni tis 2 ( 0.8% 0 1( 0.7%

Neopl asns beni gn, malignant and unspecified (incl cysts and pol yps) 4 ( 1.5% 0 0

Breast and ni ppl e neopl asns nal i gnant 1( 0.49% 0 0

Breast cancer 1( 0.4% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 28 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Neopl asms beni gn, malignant and unspecified (incl cysts and polyps) (cont)

Skin neopl asms beni gn 1( 0.49% 0 0
Skin papillona 1 ( 0.4% 0 0
Skin neopl asms mal i gnant and unspecified (excl nel anoma) 2 ( 0.89 0 0
Basal cell carcinoma 1( 0.49% 0 0
Bowen' s di sease 1( 0.49 0 0
Nervous system di sorders 27 ( 10.3% 24 (1 8.4% 17 ( 12.0%
Central nervous system haenorrhages and cerebrovascul ar accidents 0 0 1( 0.79
Cer ebrovascul ar acci dent 0 0 1( 0.7%
Di sturbances in consciousness NEC 2 ( 0.8% 1( 0.4% 0
Syncope 2 ( 0.89 0 0
Let har gy 0 1( 0.4% 0
Headaches NEC 19 ( 7.3% 11 ( 3.9% 9 ( 6.3%
Headache 19 ( 7.3% 11 ( 3.9% 9 ( 6.3%
Lunbar spinal cord and nerve root disorders 0 0 2 ( 1.4%
Sci ati ca 0 0 2 ( 1.49%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 29 of 41
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Nervous system di sorders (cont)

Mental inpairnent (excl dementia and nmenory | oss) 0 1( 0.4% 0
Di sturbance in attention 0 1( 0.4% 0

M grai ne headaches 1( 0.49% 1( 0.49% 1( 0.79
M grai ne 1( 0.49% 0 1( 0.7%
Mgraine with aura 0 1( 0.49% 0

Mononeur opat hi es 0 1( 0.4% 0
Nerve conpression 0 1( 0.4% 0

Nervous system di sorders NEC 0 1( 0.4% 0
Nervous system di sorder 0 1( 0.4% 0

Neur ol ogi cal signs and synptoms NEC 2 ( 0.89 5( 1.8% 2 ( 1.49%
Di zzi ness 2 ( 0.8% 4 ( 1.4% 2 ( 1.4%
Presyncope 0 1( 0.4% 0

Neur onuscul ar di sorders NEC 0 1( 0.4% 1( 0.7%
Muscl e contractions involuntary 0 1( 0.49% 1( 0.79

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28 Page 30 of 41
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Final

Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ C ass,
I nduction Study: Cohort B
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sciences, Inc.
Study GS-US-418-3898

Termand Preferred Term

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Preferred Term (N=262) (N=285) (N=142)

Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%
Nervous system di sorders (cont)

Par aest hesi as and dysaest hesi as 4 ( 1.5% 3( 1.19% 1( 0.79
Par aest hesi a 3 ( 1.1% 2( 0.7%9 1( 0.7%
Hypoaest hesi a 1( 0.49% 1( 0.4% 0

Par ki nson's di sease and par ki nsoni sm 0 0 1( 0.7%
Par ki nson' s di sease 0 0 1( 0.79

Sensory abnormalities NEC 0 1( 0.4% 0
Sensory | oss 0 1( 0.4% 0

Pregnancy, puerperium and perinatal conditions 0 1( 0.4% 0

Mat ernal conplications of pregnancy NEC 0 1( 0.4% 0

Ectopi ¢ pregnancy 0 1( 0.4% 0
Psychiatric disorders 9 ( 3.49% 3( 1.19% 6 ( 4.29%

Adj ust nent di sorders 0 1( 0.4% 0

Adj ust nent di sorder with depressed nood 0 1( 0.49% 0

TEAE = treatnent-energent adverse event.

NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22. 1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days

after the Induction | ast dose date whichever is earlier,
System organ classes and high level terms (within each systemorgan class) were presented al phabetically,

descendi ng order of the total frequencies.
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae.sas v9.4 CQutput file: t-teae-b.pdf 28MAY2020: 14: 28
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Psychiatric disorders (cont)

Anxi ety synptons 1( 0.49% 0 1( 0.79
Anxi ety 1( 0.4% 0 1( 0.7%

Attention deficit and disruptive behaviour disorders 1( 0.49% 0 0
Attention deficit/hyperactivity disorder 1( 0.49% 0 0

Di sturbances in initiating and naintaining sleep 4 ( 1.5% 1( 0.4% 2 ( 1.49%
I nsomi a 3( 1.19 1( 0.4% 2 ( 1.49%
Initial insomia 1 ( 0.4% 0 0

Enotional and nood di sturbances NEC 1( 0.4% 0 0
Enoti onal di sorder 1( 0.49% 0 0

Fear synptons and phobic disorders (incl social phobia) 1( 0.49 0 0
Soci al anxiety disorder 1( 0.4% 0 0

Mbod al terations w th depressive synptons 2 ( 0.89% 0 0
Depressed nood 2 ( 0.89% 0 0

Panic attacks and disorders 1( 0.4% 0 0
Pani c attack 1( 0.49 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Psychiatric disorders (cont)

Par asomi as 0 0 1( 0.79
Ni ght mar e 0 0 1( 0.7%
Sl eep di sorders NEC 0 1( 0.49% 1( 0.79
Sl eep di sorder 0 1( 0.4% 1( 0.7%
Thi nki ng di sturbances 0 0 1( 0.7%
Thi nki ng abnor nal 0 0 1( 0.79
Renal and urinary disorders 6 ( 2.39 3( 1.19% 4 ( 2.8%
Bl adder and urethral synptons 1( 0.49% 0 0
Dysuria 1 ( 0.4% 0 0
Renal failure and inpairnent 1( 0.4% 0 1( 0.7%
Chroni c kidney di sease 0 0 1( 0.7%9
Renal failure 1( 0.49 0 0
Renal lithiasis 1( 0.49% 1( 0.49% 0
Nephrolithiasis 1( 0.49% 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Renal and urinary disorders (cont)

Urinary abnornalities 3( 1.19 1( 0.4% 2 ( 1.49%
Proteinuria 1 ( 0.4% 0 1( 0.7%
Chromaturia 0 1( 0.4% 0
d ycosuria 1( 0.49% 0 0
Haenaturia 0 0 1( 0.7%
Sterile pyuria 1( 0.49 0 0

Urinary tract signs and synptons NEC 1( 0.49 1( 0.4% 1( 0.79
Nocturia 1 ( 0.4% 0 0
Pol yuria 0 1( 0.4% 0
Renal colic 0 0 1( 0.7%

Reproductive system and breast disorders 2 ( 0.8% 4 (1 1.49 5 ( 3.5%

Breast signs and synptoms 0 0 1( 0.7%
Breast disconfort 0 0 1( 0.7%9

Erection and ejacul ation conditions and disorders 0 0 1( 0.7%
Erectile dysfunction 0 0 1( 0.79

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Reproductive system and breast disorders (cont)

Menstruation and uterine bl eeding NEC 1( 0.49% 2( 0.79% 1( 0.79
Dysnenorr hoea 0 1( 0.4% 1( 0.7%
Met rorrhagi a 1( 0.49% 1( 0.4% 0

Ovarian and fallopian tube cysts and neopl asns 0 0 1( 0.7%
Ovarian cyst 0 0 1( 0.79

Pel vic prol apse conditions 0 1( 0.4% 0
Cystocel e 0 1( 0.4% 0
Rectocel e 0 1( 0.4% 0
Uterine prol apse 0 1( 0.4% 0

Peni |l e di sorders NEC (excl erection and ejacul ation) 1 ( 0.4% 0 0
Penile erythena 1( 0.49 0 0

Prostatic neoplasns and hypertrophy 0 0 1( 0.7%9
Beni gn prostatic hyperplasia 0 0 1( 0.79

Vul vovagi nal signs and synptons 0 1( 0.49% 0
Vul vovagi nal burning sensation 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%
Respiratory, thoracic and nedi astinal disorders 17 ( 6.5% 11 ( 3.9% 7( 4.9%
Breat hi ng abnornalities 1 ( 0.4% 2( 0.7%9 2 ( 1.4%
Dyspnoea 0 2( 0.79% 2 ( 1.49%
Hyperventil ation 1( 0.49% 0 0
Bronchi al conditions NEC 0 1( 0.49% 0
Bronchi al di sorder 0 1( 0.4% 0
Coughi ng and associ ated synptons 6 ( 2.3% 3( 1.1% 4 ( 2.89%
Cough 4 ( 1.5% 2 ( 0.7% 3 ( 2.1%
Productive cough 2 ( 0.89% 1( 0.4% 0
Haenopt ysi s 0 0 1( 0.79
Nasal congestion and inflanmmations 2 ( 0.89 1( 0.4% 1( 0.79
Nasal congestion 2 ( 0.8% 1( 0.4% 1( 0.7%
Nasal disorders NEC 2 ( 0.89% 1( 0.4% 0
Epi staxi s 1( 0.49% 1( 0.4% 0
Nasal dryness 1( 0.49% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Respiratory, thoracic and nedi astinal disorders (cont)

Par anasal sinus disorders (excl infections and neopl asns) 1( 0.49% 0 0
Par anasal sinus hypersecretion 1 ( 0.4% 0 0
Pul nonary thrombotic and enbolic conditions 1( 0.49% 0 0
Pul nonary enbol i sm 1( 0.49% 0 0
Upper respiratory tract signs and synptons 7( 2.7% 4 ( 1.49 3( 2.19%
O opharyngeal pain 6 ( 2.39 2( 0.79% 3( 2.19
Rhi nor r hoea 1( 0.49% 0 1( 0.7%
Catarrh 0 1( 0.4% 0
Upper - ai rway cough syndrone 0 1( 0.4% 0
Skin and subcutaneous tissue disorders 17 ( 6.59% 14 (1 4.9% 17 ( 12.09
Acnes 0 2 ( 0.7% 2 ( 1.4%
Acne 0 2 ( 0.7% 1( 0.7%
Dernmatitis acneiform 0 0 1( 0.79
Al opeci as 4 ( 1.5% 0 2 ( 1.49%
Al opeci a 4 ( 1.5% 0 2 ( 1.49%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Skin and subcutaneous tissue disorders (cont)
Apocrine and eccrine gland disorders 3( 1.19 3( 1.19% 0

Hyper hi drosi s 3 ( 1.1% 1( 0.4% 0
Ni ght sweats 0 2( 0.79% 0
Dermal and epi dermal conditions NEC 1( 0.49% 2 ( 0.79% 2 ( 1.49%
Skin | esion 0 0 2 ( 1.49%
Papul e 0 1( 0.4% 0
Skin burning sensation 0 1( 0.4% 0
Skin di scol ouration 1 ( 0.4% 0 0
Dermatitis and eczema 1( 0.49% 2( 0.7% 2 ( 1.49%
Eczema 1( 0.49% 0 2 ( 1.49%
Dermatitis contact 0 1( 0.4% 0
Skin irritation 0 1( 0.4% 0
Dermatitis ascribed to specific agent 0 0 1( 0.7%9
Pal mar - pl antar eryt hrodysaest hesi a syndrone 0 0 1( 0.79
Eryt hemas 1( 0.49% 0 1( 0.79
Eryt hema 1( 0.4% 0 1( 0.7%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Skin and subcutaneous tissue disorders (cont)

Hyper ker at oses 1( 0.49% 0 0
Hyper ker at osi s 1 ( 0.4% 0 0
Hypertrichoses 0 1( 0.49% 0
Hirsutism 0 1( 0.4% 0
Hypopi gnent ati on di sorders 1( 0.4% 0 0
Leukoder na 1( 0.49 0 0
Panni cul i ti des 0 1( 0.4% 0
Eryt hema nodosum 0 1( 0.4% 0
Pi | ar disorders NEC 0 0 1( 0.7%
Hair growth abnormal 0 0 1( 0.79
Pruritus NEC 0 1( 0.4% 2 ( 1.49%
Pruritus 0 1( 0.4% 2 ( 1.49
Purpura and rel ated conditions 2 ( 0.89 0 0
Ecchynosi s 1( 0.4% 0 0
Pur pur a 1( 0.49 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Skin and subcutaneous tissue disorders (cont)

Rashes, eruptions and exant hems NEC 4 ( 1.5% 3( 1.19% 3( 2.19
Rash 3( 1.1% 2 ( 0.7% 2 ( 1.4%
Rash papul ar 0 1( 0.4% 1( 0.7%
Rash eryt hemat ous 1( 0.49% 0 0

Scal y conditions 1( 0.49 0 0
Dandr uf f ( 0.49 0 0

Sebaceous gl and di sorders 1 ( 0.4% 0 0
Ast eat osi s 1( 0.49 0 0

Skin and subcut aneous conditions NEC 0 0 1( 0.79
Skin mass 0 0 1( 0.7%

Skin preneopl astic conditions NEC 0 0 1( 0.7%
Actinic keratosis 0 0 1( 0.7%9

Vascul ar di sorders 8 ( 3.19% 7( 2.59% 3( 2.19%

Non-site specific necrosis and vascul ar insufficiency NEC 0 0 1( 0.7%

Peri pheral venous disease 0 0 1( 0.79

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.2: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Hi gh-Level Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Treatnent-Energent Adverse Events 169 ( 64.5% 161 ( 56.5% 100 ( 70.4%

Vascul ar disorders (cont)

Peri pheral enbolismand thronbosis 0 1( 0.4% 0
Thronbophl ebitis superficial 0 1( 0.4% 0

Peri pheral vascul ar disorders NEC 1( 0.49% 0 0
Hot flush 1( 0.4% 0 0

Peri pheral vasoconstriction, necrosis and vascul ar insufficiency 0 1( 0.4% 0
Peripheral col dness 0 1( 0.4% 0

Phl ebitis NEC 1( 0.4% 1( 0.4% 0
Phlebitis 1( 0.4% 1( 0.4% 0

Varicose veins NEC 0 1( 0.4% 0
Varicose vein 0 1( 0.4% 0

Vascul ar hypertensive disorders NEC 6 ( 2.39% 3( 1.19% 2 ( 1.49%
Hypert ensi on 6 ( 2.39 3( 1.19% 2 ( 1.49

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1
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Tabelle 4-3 (Anhang): Ergebnisse fiir UE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,
Erhaltungsphase)

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G |l ead Sciences, Inc.
Study GS- US-418- 3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, High-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Analysis Set
I nduction I nduction I nduction
Filgotinib 200 ny Filgotinib 100 ny Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ O ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh-Level Term 200 ngy 100 ng
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunmber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.6% 108 ( 60.3% 60 ( 65.99% 57 ( 61.3%
Events
Bl ood and | ynphatic system disorders 8 ( 4.0% 4 ( 4.0% 12 ( 6.7% 2( 2.2% 3( 3.2%
Anaeni a deficiencies 0 0 2 ( 1.1% 1( 1.19% 1( 1.19%
Iron deficiency anaenia 0 0 2 ( 1.1% 1( 1.19 1( 1.19
Anaeni as NEC 4 ( 2.0% 1( 1.0% 4 ( 2.2% 1( 1.1% 0
Anaeni a 4 ( 2.0% 0 4 ( 2.2% 1( 1.1% 0
M crocytic anaenia 0 1( 1.09 0 0 0
Eosi nophi | i c di sorders 0 0 0 1( 1.19 0
Eosi nophi lia 0 0 0 1( 1.19% 0
Leukopeni as NEC 1( 0.5% 2 ( 2.0% 5 ( 2.8% 0 3 ( 3.2%
Lynphopeni a 0 1( 1.0% 3( 1.7% 0 2( 2.2%
Leukopeni a 1( 0.59% 1( 1.09 2 ( 1.1% 0 1( 1.19%

TEAE = treatnent-enmergent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred terns were presented by
descending order of the total frequencies. Miltiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 1 of 59
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Termand Preferred Term

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Bl ood and | ynphatic system disorders (cont)
Neut r openi as 4 ( 2.0% 2 ( 2.09 2 ( 1.19% 0 0
Neut r openi a 4. ( 2.0% 2 ( 2.0% 2 ( 1.1% 0 0
Cardi ac disorders 4 ( 2.0% 0 2 ( 1.19% 2( 2.29% 2 ( 2.29%
Cardi ac conduction disorders 1( 0.59% 0 0 0
Bundl e branch bl ock right 1( 0.59% 0 0 0 0
Coronary artery disorders NEC 1( 0.59% 0 2 ( 1.1% 1( 1.1% 0
Arteriosclerosis coronary artery 1( 0.5% 0 1( 0.6% 0 0
Coronary artery disease 0 0 1( 0.6% 0 0
Coronary artery stenosis 0 0 0 1( 1.1% 0
| schaenmic coronary artery disorders 0 0 0 1( 1.1% 1( 1.19%
Angi na pectoris 0 0 0 1( 1.1% 1( 1.19%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Cardi ac disorders (cont)
Left ventricular failures 1( 0.59% 0 0 0 0
Left ventricular failure 1( 0.5% 0 0 0 0
Rate and rhythm di sorders NEC 0 0 0 0 1( 1.19%
Tachycardi a 0 0 0 0 1( 1.19
Supraventricul ar arrhythni as 2 ( 1.0% 0 0 1( 1.1% 0
Arrhythm a supraventricul ar 1( 0.5% 0 0 0
Atrial fibrillation 0 0 0 1( 1.1% 0
Sinus arrhythnia 1( 0.5% 0 0 0 0
Congenital, fanmilial and genetic disorders 1( 0.59% 0 0 0 0
Skin and subcut aneous tissue disorders congenital NEC 1( 0.59% 0 0 0 0
I cht hyosi s 1( 0.5% 0 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 3 of 59
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

G | ead Sciences, Inc.
Study GS-US-418-3898

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

Mai nt enance St udy
Saf ety Anal ysis Set

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng Pl acebo

I nducti on

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Ear and |abyrinth disorders 3( 1.59% 0 3( 1.7% 0 0
Hearing di sorders NEC 0 0 1( 0.6% 0 0
Audi tory di sorder 0 0 1( 0.6% 0 0
I nner ear signs and synptons 3 ( 1.59% 0 2 ( 1.1% 0 0
Vertigo 3( 1.59% 0 1( 0.6% 0 0
Ti nni tus 0 0 1( 0.6% 0 0
Endocrine disorders 2 ( 1.0% 1( 1.0% 0 0 0
Hyper par at hyroi d di sorders 0 1( 1.0% 0 0 0
Hyper par at hyr oi di sm 0 1( 1.0% 0 0 0
Thyroi d hypofunction disorders 2 ( 1.0% 0 0 0 0
Hypot hyr oi di sm 2 ( 1.09 0 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Eye disorders 1( 0.59% 2 ( 2.09 1( 0.6% 1( 1.1% 3( 3.2%
d auconas (excl congenital) 1( 0.5% 0 1( 0.6% 0 0
d aucona 1( 0.59% 0 1( 0.6% 0 0
Lacri mati on di sorders 0 0 0 0 1( 1.19
Dry eye 0 0 0 0 1( 1.19%
Lid, lash and lacrimal infections, irritations and 0 0 0 1( 1.1% 0
i nfl anmati ons
Erythena of eyelid 0 0 0 1( 1.1% 0
Ccul ar infections, inflammations and associ at ed 0 0 0 0 1( 1.19%
mani f estati ons
Eye pruritus 0 0 0 0 1( 1.19%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Termand Preferred Term

I nduction I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 57 ( 61.3%
Events
Eye disorders (cont)
Ccul ar sensation di sorders 0 1( 1.0% 0 0
Abnornal sensation in eye 0 1( 1.0% 0 0
Retinal structural change, deposit and degeneration 0 1( 1.0% 0 0
Macul ar fibrosis 0 1( 1.0% 0 0
Retinal, choroid and vitreous infections and 0 1( 1.0% 0 0
i nfl anmat i ons
Cystoid macul ar oedenma 0 1( 1.0% 0 0
Vi sual disorders NEC 0 0 0 1( 1.19%
Vi sion blurred 0 0 0 1( 1.19%
Gastrointestinal disorders 58 ( 28.7% 33 ( 33.39 49 ( 27.49% 25 ( 26.9%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by

descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib

Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)
Acute and chronic pancreatitis 0 0 1( 0.6% 0 0
Pancreatitis acute 0 0 1( 0.6% 0 0
Anal and rectal disorders NEC 1( 0.5% 0 0 1( 1.1% 0
Anal fissure 1( 0.59% 0 0 1( 1.1% 0
Anal and rectal pains 0 1( 0.6% 0 0
Proctal gi a 0 0 1( 0.6% 0 0
Anal and rectal signs and synptons 2 ( 1.09 1( 1.0% 0 0 1( 1.1%
Anal eczena 0 0 0 0 1( 1.19%
Anal inflammation 1( 0.59% 0 0 0 0
Anal pruritus 0 1( 1.0% 0 0 0
Rectal tenesnus 1( 0.59% 0 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel
descendi ng order of the total

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020

terms (within each systemorgan class) were presented al phabetically,
Mil tiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)

Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)

Beni gn neopl asns gastrointestinal (excl oral cavity) 1( 0.59% 0 0 4 ( 4.4% 2 ( 2.29%
Large intestine polyp 1( 0.59% 0 0 4 ( 4.4% 2 ( 2.29%
Rectal polyp 0 0 0 0 1( 1.19%

Colitis (excl infective) 23 ( 11.4% 20 ( 20.2% 20 ( 11.2% 16 ( 17.6% 11 ( 11.8%
Colitis ulcerative 21 ( 10.4% 20 ( 20.2% 19 ( 10.6% 16 ( 17.6% 11 ( 11.8%
Colitis 1( 0.5% 0 1( 0.6% 0 0
Pseudopol yposi s 1( 0.5% 0 0 0 0

Dental and periodontal infections and inflanmmations 2 ( 1.09 0 1( 0.6% 0 0
Dental caries 2 ( 1.0% 0 1( 0.6% 0 0

Dental devel opnental disorders and anonalies 0 0 0 0 1( 1.19%
Supernunerary teeth 0 0 0 0 1( 1.19%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 8 of 59
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)
Dent al disorders NEC 1( 0.59% 0 0 0 1( 1.19
Dental cyst 0 0 0 0 1( 1.19%
Peri odontal di sease 1( 0.59% 0 0 0 0
Dental pain and sensation disorders 1( 0.59% 1( 1.0% 1( 0.6% 1( 1.1% 0
Toot hache 1( 0.5% 1( 1.0% 1( 0.6% 1( 1.1% 0
Dental pulp disorders 1( 0.5% 0 0 0 0
Dental pul p di sorder 1( 0.59% 0 0 0 0
Di arrhoea (excl infective) 4 ( 2.0% 1( 1.0% 3( 1.7% 2 ( 2.29% 3( 3.2%
Di arr hoea 4 ( 2.0% 1( 1.0% 2 ( 1.1% 2 ( 2.29% 3( 3.2%
Di arrhoea haenorrhagic 0 0 1( 0.6% 0 0
Dyspeptic signs and synptoms 0 0 4 ( 2.2% 1( 1.1% 0
Dyspepsi a 0 0 4 ( 2.2% 1( 1.1% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 9 of 59
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sci ences,
Study GS-US-418-3898
Termand Preferred Term

I'nc.

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)
Fl atul ence, bl oating and distension 4 ( 2.0% 2 ( 2.09 5( 2.8% 1( 1.1% 0
Abdomi nal di stension 1( 0.59% 2 ( 2.09 3( 1.7% 1( 1.1% 0
Fl at ul ence 3( 1.59% 0 2 ( 1.1% 0 0
Gastric ulcers and perforation 0 1( 1.0% 0 1( 1.1% 0
Gastric ulcer 0 1( 1.0% 0 0 0
Gastritis erosive 0 0 0 1( 1.1% 0
Gastritis (excl infective) 2 ( 1.0% 1( 1.0% 1( 0.6% 1( 1.1% 2 ( 2.29%
Gastritis 2 ( 1.0% 1( 1.0% 1( 0.6% 1( 1.1% 2 ( 2.2%
Gastrointestinal and abdomi nal pains (excl oral and 11 ( 5.4% 6 ( 6.19% 10 ( 5.6% 3( 3.3% 5 ( 5.49%
throat)
Abdomi nal pain 8 ( 4.0% 6 ( 6.19% 6 ( 3.4% 2 ( 2.29% 4 ( 4.3%
Abdomi nal pain upper 3( 1.59% 0 1( 0.6% 1( 1.1% 0
Abdomi nal pain | ower 1( 0.59% 0 2 ( 1.19% 0 0
Abdomi nal tenderness 0 0 0 0 1( 1.19%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Pl acebo

I nducti on
Filgotinib 100 ng

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)
Gastrointestinal and abdom nal pains (excl oral and
throat) (cont)
Gastrointestinal pain 0 0 1( 0.6% 0 0
Gastrointestinal atonic and hyponotility disorders 4 ( 2.0% 1( 1.0% 6 ( 3.4% 3( 3.3% 0
NEC
Consti pation 2 ( 1.0% 0 3( 1.7% 3( 3.3% 0
Castrooesophageal reflux disease 2 ( 1.09 1( 1.0% 3( 1.79% 0 0
Gastrointestinal disorders NEC 1( 0.5% 0 0 0 0
Food poi soni ng 1( 0.59% 0 0 0 0
Gastrointestinal inflammtory di sorders NEC 1( 0.59% 1( 1.0% 1( 0.6% 0 1( 1.19%
Enteritis 1( 0.5% 1( 1.0% 1( 0.6% 0 1( 1.1%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequencies. Miultiple AEs were counted only once per subject

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)
Gastrointestinal signs and synptons NEC 4 ( 2.0% 0 0 0 0
Abdom nal disconfort 3( 1.59% 0 0 0 0
Breath odour 1( 0.59% 0 0 0 0
Gastrointestinal spastic and hypernotility disorders 2 ( 1.0% 1( 1.0% 1( 0.6% 2 ( 2.29% 1( 1.19
Frequent bowel novenents 2 ( 1.0% 0 1( 0.6% 1( 1.1% 1( 1.19%
Def aecati on urgency 1( 0.59% 1( 1.0% 0 1( 1.1% 0
G ngi val haenorrhages 0 0 1( 0.6% 0 0
G ngi val bl eeding 0 0 1( 0.6% 0 0
Haenorr hoi ds and gastrointestinal varices (excl 3( 1.59% 0 1( 0.6% 0 0
oesophageal )
Haenor r hoi ds 3( 1.59% 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)
I ngui nal herni as 0 1( 1.0% 0 0 0
I ngui nal herni a 0 1( 1.0% 0 0 0
I ntestinal haenorrhages 1( 0.5% 0 0 0 3( 3.29
Rectal haenorrhage 1( 0.59% 0 0 0 3( 3.29
Nausea and voniting synptons 8 ( 4.0% 1( 1.0% 4 ( 2.2% 0 3( 3.29
Nausea 5 ( 2.5% 1( 1.0% 4 ( 2.2% 0 2 ( 2.2%
Voni ting 4 ( 2.0% 0 2 ( 1.1% 0 2 ( 2.2%
Non- nechani cal il eus 0 0 1( 0.6% 0 0
Il eus paralytic 0 0 1( 0.6% 0 0
Non-site specific gastrointestinal haenorrhages 0 0 0 1( 1.1% 0
Haemat ochezi a 0 0 0 1( 1.1% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 13 of 59
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Gastrointestinal disorders (cont)
Oral dryness and saliva altered 0 0 1( 0.6% 0 0
Dry mouth 0 0 1( 0.6% 0 0
Stomatitis and ul ceration 2 ( 1.09 1( 1.0% 1( 0.6% 0 0
Stomatitis 1( 0.5% 1( 1.0% 1( 0.6% 0 0
Mout h ul ceration 1( 0.5% 0 0 0 0
Ceneral disorders and administration site conditions 15 ( 7.4% 4 ( 4.0% 14 (1 7.89% 7 ( 7% 3( 3.29
Ast heni ¢ condi tions 4 ( 2.0% 1( 1.0% 2 ( 1.1% 2 ( 2.2% 0
Ast heni a 2 ( 1.0% 1( 1.0% 1( 0.6% 0 0
Fati gue 1( 0.5% 0 1( 0.6% 2 ( 2.2% 0
Mal ai se 1( 0.5% 0 0 0 0
Febrile disorders 6 ( 3.0% 1( 1.0% 5( 2.8% 3 ( .39% 1( 1.19%
Pyrexia 6 ( 3.0% 1( 1.0% 5 ( 2.8% 3 ( 3.3% 1( 1.1%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by

descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,

Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sciences, Inc.
Study GS-US-418-3898
Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Pl acebo

I nducti on
Filgotinib 100 ng

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
General disorders and administration site conditions
(cont)
General signs and synptonms NEC 0 1( 1.0% 1( 0.6% 1( 1.1% 0
I nfluenza like illness 0 0 1( 0.6% 1( 1.1% 0
Swel ling face 0 1( 1.0% 0 0 0
Her ni as NEC 1( 0.5% 0 0 0 0
Herni a 1( 0.5% 0 0 0 0
I nfl ammat i ons 0 0 0 0 2 ( 2.29%
Granul ona 0 0 0 0 1( 1.1%
I nfl anmati on 0 0 0 0 1( 1.19%
Mass conditions NEC 1( 0.59% 0 1( 0.6% 0 0
Cyst 0 0 1( 0.6% 0 0
Nodul e 1 ( 0.5% 0 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Sour ce:

CONFIDENTIAL
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
General disorders and administration site conditions
(cont)
Cedema NEC 3 ( 1.5% 0 2 ( 1.1% 1( 1.1% 0
Cedenma peri pheral 3( 1.59% 2 ( 1.1% 1( 1.1% 0
Face oedema 0 0 1( 0.6% 0 0
Pai n and disconfort NEC 4 ( 2.0% 1( 1.0% 4. ( 2.2% 0 0
Chest pain 2 ( 1.0% 0 2 ( 1.1% 0 0
Chest disconfort 1( 0.5% 1( 1.0% 1( 0.6% 0 0
Non- cardi ac chest pain 0 0 1( 0.6% 0 0
Pai n 1( 0.5% 0 0 0 0
Hepat obi liary di sorders 3( 1.59% 0 1( 0.6% 1( 1.1% 0
Chol ecystitis and cholelithiasis 0 0 1( 0.6% 0 0
Chol elithiasis 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Hepat obi liary disorders (cont)
Hepatic vascul ar disorders 0 0 0 1( 1.1% 0
Portal hypertension 0 0 0 1( 1.1% 0
Hepat ocel | ul ar damage and hepatitis NEC 3( 1.59% 0 0 1( 1.1% 0
Hepatic steatosis 3 ( 1.59% 0 0 0 0
Aut oi mmune hepatitis 0 0 0 1( 1.1% 0
| mune system di sorders 0 0 2 ( 1.19 1( 1.1% 0
Al'lergic conditions NEC 0 0 1( 0.6% 1( 1.1% 0
Hypersensitivity 0 0 1( 0.6% 1( 1.1% 0
Atopi c disorders 0 0 1( 0.6% 0 0
Seasonal al |l ergy 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny

Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)

Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%

Events
Infections and infestations 71 ( 35.1% 25 ( 25.39% 46 ( 25.7% 27 (1 29.7% 21 ( 22.6%
Abdoni nal and gastrointestinal infections 6 ( 3.09% 3 ( 3.09 3( 1.79% 2 ( 2.2%9 0
Gastroenteritis 1( 0.59% 3( 3.09 1( 0.6% 1( 1.1% 0
Appendicitis 1( 0.5% 0 2 ( 1.1% 0 0
Diverticulitis 2 ( 1.0% 0 0 0 0
Di arrhoea infectious 1( 0.5% 0 0 0 0
Dougl as' abscess 0 0 1( 0.6% 0 0
Enteritis infectious 0 0 0 1( 1.1% 0
Gastrointestinal infection 1( 0.59% 0 0 0 0
Bacterial infections NEC 3( 1.5% 1( 1.0% 1( 0.6% 0 1( 1.19%

Bacterial vaginosis 2 ( 1.0% 0 0 0 0
Cellulitis 0 0 1( 0.6% 0 1( 1.1%
Antibiotic associated colitis 1( 0.59% 0 0 0 0
Sinusitis bacterial 0 1( 1.0% 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Infections and infestations (cont)
Caliciviral infections 1( 0.59% 0 0 0 0
Gastroenteritis norovirus 1( 0.5% 0 0 0 0
Candi da i nfections 1( 0.5% 0 0 0 0
Vul vovagi nal candi di asi s 1( 0.59% 0 0 0 0
Chl anydi al infections 0 0 0 1( 1.19%
Chl anydi al infection 0 0 0 0 1( 1.1%
Clostridia infections 1( 0.5% 1( 1.0% 0 1( 1.1% 0
Clostridiumdifficile infection 1( 0.59% 0 0 1( 1.1% 0
Clostridial infection 0 1( 1.0% 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Infections and infestations (cont)
Dental and oral soft tissue infections 4 ( 2.0% 0 0 0 0
angivitis 1( 0.5% 0 0 0 0
Periodontitis 1( 0.59% 0 0 0 0
Pul pitis dental 1( 0.5% 0 0 0 0
Toot h abscess 1( 0.59% 0 0 0 0
Ear infections 4 ( 2.09% 1( 1.0% 2 ( 1.1% 0 0
Ear infection 1( 0.5% 1( 1.0% 0 0 0
Qitis externa 2 ( 1.0% 0 0 0 0
Qitis nmedia 1( 0.5% 0 1( 0.6% 0 0
Qitis nedia acute 0 0 1( 0.6% 0 0
Eye and eyelid infections 1( 0.59% 2 ( 2.09 2 ( 1.1% 2 ( 2.29% 0
Hor deol um 0 1( 1.0% 2 ( 1.1% 2 ( 2.29% 0
Conj unctivitis 1( 0.5% 1( 1.0% 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 20 of 59
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Infections and infestations (cont)
Fenal e reproductive tract infections 0 0 0 2 ( 2.29% 0
Cervicitis 0 0 0 1( 1.1% 0
Vagi nal infection 0 0 0 1( 1.1% 0
Hepatitis viral infections 0 0 0 1( 1.1% 0
Acute hepatitis B 0 0 1( 1.1% 0
Herpes viral infections 3( 1.59% 1( 1.0% 1( 0.6% 1( 1.1% 1( 1.1%
Oral herpes 2 ( 1.0% 1( 1.0% 1( 0.6% 0 1( 1.19%
Her pes zoster 1( 0.5% 0 0 1( 1.1% 0
Her pes si npl ex 1( 0.59% 0 0 0 0
Nasal herpes 1( 0.59% 0 0 0 0
Opht hal mi ¢ her pes si npl ex 1( 0.59% 0 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Infections and infestations (cont)
I nfections NEC 1( 0.5% 1( 1.0% 0 3 ( 3.3% 2 ( 2.2%
Respiratory tract infection 1( 0.59% 1( 1.0% 0 2 ( 2.29% 2 ( 2.29%
Post procedural infection 0 0 0 1( 1.1% 0
Influenza viral infections 6 ( 3.0% 1( 1.0% 3( 1.7% 2 ( 2.29% 4 ( 4.3%
I nfl uenza 6 ( 3.0% 1( 1.0% 3( 1.7% 2 ( 2.2% 4 ( 4.3%
Lower respiratory tract and lung infections 3( 1.59% 3 ( 3.0 6 ( 3.49 4 ( 4.4% 3( 3.29
Bronchitis 3 ( 1.5% 2 ( 2.0% 5 ( 2.8% 3 ( 3.3% 1( 1.1%
Pneunoni a 0 0 1( 0.6% 0 2 ( 2.2%
Lower respiratory tract infection 0 1( 1.0% 0 0 0
Tracheobronchitis 0 0 0 1( 1.1% 0
Papi |l oma viral infections 1( 0.59% 1( 1.0% 0 0 0
Papi |l oma viral infection 1( 0.5% 1( 1.0% 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 22 of 59
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance

Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)

Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Infections and infestations (cont)

Skin structures and soft tissue infections 3( 1.59% 0 2 ( 1.19% 0 1( 1.19
Par onychi a 2 ( 1.09 0 1( 0.6% 0 0
Folliculitis 0 0 1( 0.6% 0 1( 1.19%
| npeti go 1( 0.5% 0 0 0 0

St aphyl ococcal infections 0 0 0 1( 1.1% 0
Vul vovagi nitis staphyl ococcal 0 0 0 1( 1.1% 0

Streptococcal infections 0 0 2 ( 1.1% 0 0
Pharyngitis streptococcal 0 0 2 ( 1.19 0 0

Tinea infections 0 1( 1.0% 0 0 1( 1.19%
Body tinea 0 1( 1.0% 0 0 0
Ti nea pedis 0 0 0 0 1( 1.19%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Sour ce:

CONFIDENTIAL
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Mil tiple AEs were counted only once per subject for each SOC, HLT, and PT.
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sci ences,
Study GS-US-418-3898
Termand Preferred Term

I'nc.

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Infections and infestations (cont)
Upper respiratory tract infections 43 ( 21.3% 11 ( 11.1% 25 ( 14.0% 10 ( 11.0% 12 ( 12.9%
Nasopharyngi ti s 22 (1 10.9% 6 ( 6.19% 12 ( 6.7% 6 ( 6.6%9 5( 5.49%
Upper respiratory tract infection 11 ( 5.4% 3( 3.09 6 ( 3.4% 3( 3.3% 3( 3.2%
Pharyngitis 6 ( 3.0% 1( 1.0% 4. ( 2.2% 1( 1.1% 4 ( 4.3%
Sinusitis 4 ( 2.0% 1( 1.0% 0 1( 1.1% 0
Tonsillitis 1( 0.5% 0 1( 0.6% 0 1( 1.1%
Laryngitis 2 ( 1.0% 0 0 0 0
Pharyngotonsillitis 0 0 2 ( 1.19 0 0
Rhinitis 1( 0.5% 1( 1.0% 0 0 0
Urinary tract infections 5( 2.5% 0 2 ( 1.1% 3( 3.3% 1( 1.19%
Urinary tract infection 4 ( 2.0% 0 2 ( 1.1% 2 ( 2.29% 0
Cystitis 1( 0.5% 0 0 1( 1.1% 0
Urethritis 0 0 0 0 1( 1.1%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sci ences,
Study GS-US-418-3898
Termand Preferred Term

I'nc.

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Infections and infestations (cont)
Viral infections NEC 8 ( 4.09% 5( 5.19% 6 ( 3.4% 6 ( 6.6% 2 ( 2.29%
Respiratory tract infection viral 4 ( 2.0% 2 ( 2.09 3( 1.7% 4 ( 4.4% 0
Viral infection 2 ( 1.0% 3( 3.09 1( 0.6% 0 1( 1.19%
Viral upper respiratory tract infection 1( 0.59% 0 0 1( 1.1% 1( 1.19%
Gastroenteritis viral 0 0 1( 0.6% 1( 1.1% 0
Bronchitis viral 1( 0.59% 0 0 0 0
Viral pharyngitis 0 0 1( 0.6% 0 0
I'njury, poisoning and procedural conplications 7( 3.5% 2 ( 2.09 12 ( 6.7% 2 ( 2.29% 4 ( 4.3%
Bone and joint injuries NEC 0 1( 1.0% 3( 1.7% 1( 1.1% 0
Meni scus injury 0 1( 1.0% 1( 0.6% 1( 1.1% 0
Cartilage injury 0 0 1( 0.6% 0 0
Joint injury 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,

Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sciences, Inc.
Study GS-US-418-3898
Termand Preferred Term

I nduction
Filgotinib 200 ny

Filgotinib 100 ng

I nducti on
Pl acebo

I nducti on

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
I'njury, poisoning and procedural conplications (cont)
Chest and respiratory tract injuries NEC 1( 0.59% 0 0 0 0
Foreign body in respiratory tract 1( 0.5% 0 0 0 0
Condi tions caused by cold 1( 0.5% 0 0 0 0
Chi | | bl ai ns 1( 0.5% 0 0 0 0
Eye injuries NEC 0 0 1( 0.6% 0 0
Forei gn body in eye 0 0 1( 0.6% 0 0
Fractures and di sl ocations NEC 0 1( 0.6% 0 0
Joi nt dislocation 0 0 1( 0.6% 0 0
Linb fractures and dislocations 0 0 3( 1.7% 0 0
Bankart |esion 0 0 1( 0.6% 0 0
Foot fracture 0 0 1( 0.6% 0 0
Hunerus fracture 0 0 1( 0.6% 0 0
Wist fracture 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Termand Preferred Term

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
I'njury, poisoning and procedural conplications (cont)
Muscl e, tendon and |iganment injuries 4 ( 2.0% 1( 1.0% 2 ( 1.19% 0 0
Li gament sprain 2 ( 1.0% 0 0 0 0
Epi condylitis 0 0 1( 0.6% 0 0
Li gament injury 0 0 1( 0.6% 0 0
Muscl e contusion 0 1( 1.0% 0 0 0
Miscl e rupture 0 0 1( 0.6% 0 0
Muscl e strain 1( 0.59% 0 0 0 0
Tendon rupture 1( 0.5% 0 0 0 0
Non-site specific injuries NEC 1( 0.5% 0 4 (1 2.29 0 1( 1.1%
Fal | 0 0 1( 0.6% 0 1( 1.1%
Arthropod bite 1( 0.59% 0 0 0 0
Arthropod sting 0 0 1( 0.6% 0 0
Road traffic accident 0 0 1( 0.6% 0 0
Traumati c haenmat ona 0 0 1( 0.6% 0 0
Wwound conpl i cation 0 0 1( 0.6% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sci ences,
Study GS-US-418-3898
Termand Preferred Term

I'nc.

I nducti on I nducti on

Filgotinib 200 ny

Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)

Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%

Events

I'njury, poisoning and procedural conplications (cont)

Site specific injuries NEC 0 0 1( 0.6% 1( 1.1% 2 ( 2.29%
Linb injury 0 0 0 0 2 ( 2.2%
Spinal colum injury 0 0 1( 0.6% 0 0
Tooth fracture 0 0 0 1( 1.1% 0

Skin injuries NEC 0 0 1( 0.6% 0 0
Cont usi on 0 0 1( 0.6% 0 0

Thoracic cage fractures and di sl ocations 0 0 1( 0.6% 0 1( 1.19%
Rib fracture 0 0 1( 0.6% 0 1( 1.1%

I nvestigations 19 ( 9.4% 5( 5.19% 11 ( 6.1% 6 ( 6.69% 8 ( 8.6%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high level terms (within each systemorgan class) were presented al phabetically,
descendi ng order of the total frequencies.
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nducti on
Filgotinib 100 ng

I nduction
Filgotinib 200 ny

I nducti on
Pl acebo

Mai nt enance Mai nt enance Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
I nvestigations (cont)
Bacteria identification and serol ogy (excl 1( 0.59% 0 1( 0.6% 0 0
nycobacteri a)
Clostridiumtest positive 1( 0.59% 0 1( 0.6% 0 0
Car bohydrate tol erance anal yses (incl diabetes) 0 0 0 1( 1.1% 0
Bl ood gl ucose increased 0 0 0 1( 1.1% 0
Chol esterol anal yses 3( 1.59% 0 1( 0.6% 0 0
Bl ood chol esterol increased 3( 1.5% 0 0 0 0
Low density |ipoprotein increased 0 0 1( 0.6% 0 0
ECG i nvesti gations 1( 0.59% 0 0 0 0
El ectrocardi ogram T wave abnor nal 1( 0.59% 0 0 0 0
Faecal anal yses NEC 0 0 1( 0.6% 0 0
Faecal cal protectin increased 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by

descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.
Source: Listing 16.2.7.1
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib

Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy

Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Pl acebo

I nducti on
Filgotinib 100 ng

Mai nt enance

Mai nt enance

Mai nt enance Mai nt enance Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
I nvestigations (cont)
Liver function anal yses 2 ( 1.09% 2 ( 2.09 2 ( 1.19% 2 ( 2.29% 1( 1.19
Al ani ne am notransferase increased 2 ( 1.09 1( 1.0% 2 ( 1.19 2 ( 2.2%9 0
Aspartate am notransferase increased 1( 0.59% 1( 1.0% 1( 0.6% 1( 1.1% 0
Liver function test increased 0 1( 1.0% 0 0 0
Transani nases i ncreased 0 0 0 0 1( 1.19
Mneral and el ectrol yte anal yses 1( 0.59% 0 1( 0.6% 1( 1.1% 1( 1.19%
Bl ood phosphorus decreased 0 0 1( 0.6% 1( 1.1% 0
Bl ood iron decreased 1( 0.59% 0 0 0 0
Serumferritin decreased 0 0 0 0 1( 1.1%
Mycobacteria identification and serol ogy 1( 0.59% 1( 1.0% 3 1.79% 0 3( 3.2%
Mycobact eri um tubercul osis conpl ex test positive 1( 0.59% 1( 1.0% 3 1.79% 0 3( 3.2%

TEAE = treatnent-energent adverse event.

premature discontinuation of Mintenance study drug.

System organ classes and high | evel
descendi ng order of the total
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Sour ce:
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
I nvestigations (cont)
Physi cal exani nation procedures and organ system 2 ( 1.09% 1( 1.0% 2 ( 1.19% 2 ( 2.29% 1( 1.19
status
Wei ght i ncreased 2 ( 1.0% 1( 1.0% 1( 0.6% 2 ( 2.29% 1( 1.19%
Body tenperature decreased 0 1( 0.6% 0 0
Pl atel et anal yses 0 0 0 0 1( 1.19%
Pl atel et count decreased 0 0 0 0 1( 1.19%
Red bl ood cell analyses 2 ( 1.0% 0 0 0 0
Haenogl obi n decreased 2 ( 1.09 0 0 0 0
Renal function anal yses 1( 0.59% 0 0 0 0
Bl ood creatinine increased 1( 0.59% 0 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Sour ce:
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance

Mai nt enance

Mai nt enance Mai nt enance Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
I nvestigations (cont)
Skel etal and cardi ac nuscl e anal yses 3( 1.59% 0 0 0 0
Bl ood creatine phosphoki nase increased 2 ( 1.09 0 0 0 0
Bl ood creatine phosphoki nase abnor mal 1( 0.59% 0 0 0 0
Ti ssue enzynme anal yses NEC 0 0 0 1( 1.1% 0
Bl ood al kal i ne phosphat ase i ncreased 0 0 0 1( 1.1% 0
Vascul ar tests NEC (incl blood pressure) 0 1 1.0% 0 0 0
Bl ood pressure systolic increased 0 1 1.0% 0 0 0
Wi te bl ood cell analyses 2 ( 1.0% 0 0 0 2 ( 2.29%
Neut rophi | count decreased 2 ( 1.0% 0 0 0 1( 1.19%
Lynphocyte count decreased 1( 0.59% 0 0 0 1( 1.19%
White blood cell count decreased 1( 0.59% 0 0 0 1( 1.19%
Lynphocyt e count increased 1( 0.5% 0 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Sour ce:
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Met abol i smand nutrition disorders 14 (1 6.9% 8 ( 8.1% 3( 1.7% 5( 5.59% 7( 7.59%
Appetite disorders 2 ( 1.0% 0 1( 0.6% 0 1( 1.19%
Decreased appetite 2 ( 1.0% 0 1( 0.6% 0 1( 1.19%
Di abetes nellitus (incl subtypes) 1( 0.59% 1( 1.0% 0 0 0
Di abetes nellitus 0 1( 1.0% 0 0 0
Type 2 diabetes nellitus 1( 0.59% 0 0 0 0
Di sorders of purine netabolism 1( 0.59% 0 0 0 0
Hyperuricaenia 1( 0.5% 0 0 0 0
El evated chol esterol 1( 0.59% 0 0 0 0
Hyper chol est erol aeni a 1( 0.59% 0 0 0 0
El evated triglycerides 0 3( 3.09 0 0 0
Hypertrigl yceridaenia 0 3( 3.09 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 33 of 59

CONFIDENTIAL Page 1312 10 August 2020

Filgotinib (Jyseleca®) Seite 105 von 187



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Met abol i smand nutrition disorders (cont)
Fat sol uble vitam n deficiencies and disorders 2 ( 1.09% 1( 1.0% 0 0 0
Vitam n D deficiency 2 ( 1.09 1( 1.0% 0 0 0
General nutritional disorders NEC 1( 0.5% 0 0 0
Ohesi ty 1( 0.59% 0 0 0 0
Hyper gl ycaeni ¢ condi ti ons NEC 1( 0.59% 1( 1.0% 1( 0.6% 0 3( 3.29
Hyper gl ycaeni a 1( 0.5% 1( 1.0% 1( 0.6% 0 1( 1.1%
d ucose tol erance inpaired 0 0 0 0 1( 1.19%
Insulin resistance 0 0 0 0 1( 1.1%
Hyper | i pi daeni as NEC 1( 0.59% 1( 1.0% 1( 0.6% 1( 1.1% 0
Hyper | i pi daeni a 1( 0.59% 1( 1.0% 1( 0.6% 1( 1.1% 0
Hypogl ycaeni ¢ condi ti ons NEC 0 0 0 1( 1.1% 0
Hypogl ycaeni a 0 0 0 1( 1.1% 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Met abol i smand nutrition disorders (cont)
Iron deficiencies 0 1( 1.0% 0 2 ( 2.29% 1( 1.19
Iron deficiency 0 1( 1.0% 0 2 ( 2.2% 1( 1.1%
Li pid netabol i sm and deposit disorders NEC 1( 0.5% 0 0 0 0
Dysl i pi daeni a 1( 0.59% 0 0 0 0
Phosphorus net abol i sm di sorders 2 ( 1.0% 0 0 0 0
Hyper phosphat aeni a 1( 0.5% 0 0 0 0
Hypophosphat aeni a 1( 0.59% 0 0 0 0
Pot assi um i mbal ance 1( 0.59% 0 0 1( 1.1% 2 ( 2.29%
Hypokal aemi a 0 0 0 1( 1.1% 2 ( 2.29%
Hyper kal aeni a 1( 0.59% 0 0 0 0
Total fluid volume decreased 0 1( 1.0% 0 0 0
Dehydrati on 0 1( 1.0% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Met abol i smand nutrition disorders (cont)
Wat er sol ubl e vitami n deficiencies 0 0 1( 0.6% 0 0
Vitam n B12 deficiency 0 0 1( 0.6% 0 0
Miscul oskel etal and connective tissue disorders 29 ( 14.4% 11 ( 11.1% 19 ( 10.69% 7( 7.7%9 13 ( 14.09
Art hropat hi es NEC 2 ( 1.0% 0 1( 0.6% 0 1( 1.1%
Arthritis 1( 0.5% 0 0 0 0
Arthritis enteropathic 0 0 0 0 1( 1.1%
Art hropat hy 0 0 0 0 1( 1.19%
Pol yarthritis 1( 0.5% 0 0 0 0
Sacroiliitis 0 0 1( 0.6% 0 0
Bone di sorders NEC 0 0 1( 0.6% 0 1( 1.19%
Ost eonecrosi s 0 0 1( 0.6% 0 0
Periostitis 0 0 0 0 1( 1.19%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 36 of 59
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sciences, Inc.
Study GS-US-418-3898

Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Muscul oskel etal and connective tissue disorders (cont)
Bone rel ated signs and synptons 1( 0.59% 1( 1.0% 0 0 0
Coccydyni a 0 1( 1.0% 0 0 0
Spinal pain 1( 0.59% 0 0 0 0
Bursal disorders 0 0 1( 0.6% 0 0
Bursitis 0 0 1( 0.6% 0 0
Joint rel ated disorders NEC 1( 0.5% 0 0 0 0
Periarthritis 1( 0.59% 0 0 0 0
Joint related signs and synptoms 10 ( 5.0% 7( 7.19% 8 ( 4.5% 3( 3.3% 4 ( 4.3%
Arthral gi a 8 ( 4.0% 7( 7.1% 6 ( 3.4% 3 ( 3.3% 4 ( 4.3%
Joint swelling 1( 0.59% 0 1( 0.6% 0 0
Joint effusion 0 0 1( 0.6% 0 0
Joint stiffness 1( 0.5% 0 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high level terms (within each systemorgan class) were presented al phabetically,
descendi ng order of the total frequencies.
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Muscul oskel etal and connective tissue disorders (cont)
Met abol i c bone di sorders 1( 0.59% 1( 1.0% 0 0 0
Ost eopeni a 0 1( 1.0% 0 0 0
Ost eopor osi s 1( 0.59% 0 0 0 0
Muscl e pains 1( 0.59% 0 1( 0.6% 2 ( 2.29% 0
Wal gi a 1( 0.5% 0 1( 0.6% 2( 2.29% 0
Muscl e rel ated signs and synptonms NEC 2 ( 1.09 1( 1.0% 1( 0.6% 0 3( 3.29
Muscl e spasns 2 ( 1.0% 1( 1.0% 1( 0.6% 0 3( 3.29
Muscl e tone abnornalities 0 0 0 0 1( 1.19%
Trisnus 0 0 0 0 1( 1.19%
Muscl e weakness condi tions 1( 0.59% 0 0 0 0
Miscul ar weakness 1( 0.5% 0 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Muscul oskel etal and connective tissue disorders (cont)
Muscul oskel etal and connective tissue infections and 1( 0.59% 0 1( 0.6% 0 0
inflammati ons NEC
Plantar fasciitis 1( 0.59% 0 1( 0.6% 0 0
Muscul oskel etal and connective tissue pain and 12 ( 5.9% 5( 5.19% 6 ( 3.4% 1( 1.1% 5( 5.4%
di sconfort
Back pain 8 ( 4.0% 4 ( 4.09% 2 ( 1.1% 1( 1.1% 1( 1.1%
Pain in extremty 2 ( 1.09 0 2 ( 1.19 0 2 ( 2.2%
Muscul oskel etal pain 2 ( 1.0% 0 0 0 1( 1.19%
Neck pain 1( 0.5% 0 2 ( 1.1% 0 0
Muscul oskel etal chest pain 0 1( 1.0% 0 0 1( 1.19%
Fl ank pain 1( 0.59% 0 0 0 0
Myopat hi es 0 0 0 0 1( 1.19%
Rhabdonyol ysi s 0 0 0 0 1( 1.1%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Muscul oskel etal and connective tissue disorders (cont)
st eoart hr opat hi es 1( 0.59% 0 0 1( 1.1% 1( 1.19
Gsteoarthritis 1( 0.59% 0 0 1( 1.1% 1( 1.19%
Rheumat oi d art hropat hi es 0 0 0 0 1( 1.19%
Rheumatoid arthritis 0 0 0 0 1( 1.19
Soft tissue disorders NEC 1( 0.59% 0 1( 0.6% 0 0
Axillary mass 0 0 1( 0.6% 0 0
Goin pain 1( 0.59% 0 0 0 0
Synovi al disorders 0 0 1( 0.6% 0 1( 1.19%
Synovi al cyst 0 0 1( 0.6% 0 1( 1.19%
Tendon di sorders 1( 0.59% 0 1( 0.6% 0 0
Tendon pain 0 1( 0.6% 0 0
Tenosynovitis 1( 0.59% 0 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Neopl asns beni gn, nalignant and unspecified (incl cysts 4 ( 2.0% 1( 1.0% 3( 1.7% 1( 1.1% 3( 3.2%
and pol yps)
Breast and ni ppl e neopl asns beni gn 1( 0.59% 0 0 0 0
Fi br oadenona of breast 1( 0.5% 0 0 0 0
Car di ovascul ar neopl asns beni gn 1( 0.5% 0 0 0 0
Haemangi oma 1( 0.59% 0 0 0 0
Col orectal neopl asns nal i gnant 0 0 1( 0.6% 0 0
Col on cancer 0 0 1( 0.6% 0 0
Lower gastrointestinal neoplasns benign 0 1( 1.0% 0 1( 1.1% 0
Col on adenona 0 1( 1.0% 0 1( 1.1% 0
Skin nmel anomas (excl ocul ar) 1( 0.5% 0 0 0 0
Mal i gnant nel anoma 1( 0.59% 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)

Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%

Events

Neopl asns beni gn, nalignant and unspecified (incl cysts
and pol yps) (cont)

Ski n neopl asns beni gn 1( 0.5% 0 1( 0.6% 0 3( 3.29%
Skin papilloma 0 0 1( 0.6% 0 2 ( 2.29%
Acrochordon 0 0 0 0 1( 1.19%
Anogenital warts 1( 0.59% 0 0 0 0

Skin neopl asms malignant and unspecified (excl 0 0 1( 0.6% 0 0

nel anonm)
Basal cell carcinoma 0 0 1( 0.6% 0 0
Nervous system di sorders 16 (1 7.9% 4 ( 4.0% 15 ( 8.4% 5( 5.59% 11 ( 11.8%

Cer ebrovascul ar venous and sinus thronbosis 0 0 0 0 1( 1.19%

Cerebral venous sinus thronbosis 0 0 0 0 1( 1.19%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Sour ce:

CONFIDENTIAL
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Nervous system di sorders (cont)
Di st urbances in consci ousness NEC 3( 1.59% 1( 1.0% 1( 0.6% 0 0
Let har gy 2 ( 1.0% 1( 1.0% 1( 0.6% 0 0
Syncope 1( 0.59% 0 0 0 0
Headaches NEC 7 ( 3.5% 0 11 ( 6.1% 5 ( 5.5% 6 ( 6.5%
Headache 7( 3.5% 0 11 ( 6.1% 5( 55% 5( 5.49%
Tensi on headache 0 0 0 0 1( 1.19%
Lunbar spinal cord and nerve root disorders 1( 0.59% 1( 1.0% 1( 0.6% 0 2 ( 2.29%
Sci atica 1( 0.5% 1( 1.0% 1( 0.6% 0 2 ( 2.2%
M grai ne headaches 1( 0.59% 1( 1.0% 0 0 0
M grai ne 1( 0.59% 1( 1.0% 0 0 0
Mononeur opat hi es 0 0 1( 0.6% 0 0
Carpal tunnel syndrome 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28

CONFIDENTIAL Page 1322

terms (within each systemorgan class) were presented al phabetically,
Mil tiple AEs were counted only once per subject for each SOC, HLT, and PT.

and preferred terms were presented by

Page 43 of 59

10 August 2020

Filgotinib (Jyseleca®)

Seite 115 von 187



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,

G | ead Sciences, Inc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term
Mai nt enance St udy

Saf ety Anal ysis Set

I nducti on
Pl acebo

I nducti on
Filgotinib 100 ng

I nduction
Filgotinib 200 ny

Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Nervous system di sorders (cont)
Neur ol ogi cal signs and synptonms NEC 2 ( 1.09% 1( 1.0% 0 0 1( 1.19
Di zzi ness 2 ( 1.0% 1( 1.0% 0 0 1( 1.1%
Par aest hesi as and dysaest hesi as 1( 0.5% 0 0 0 0
Dysaest hesi a 1( 0.59% 0 0 0
Peri pheral neuropathi es NEC 1( 0.59% 0 0 0 0
Pol yneur opat hy 1( 0.5% 0 0 0 0
Sensory abnornalities NEC 1( 0.5% 0 0 0 1( 1.1%
Dysgeusi a 1( 0.59% 0 0 0 1( 1.19%
Neur al gi a 1( 0.59% 0 0 0 0
Transi ent cerebrovascul ar events 0 0 1( 0.6% 0 0
Transi ent ischaemic attack 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file:
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Nervous system di sorders (cont)
Vagus nerve disorders 1( 0.59% 0 0 0 0
Vagus nerve di sorder 1( 0.5% 0 0 0 0
Psychiatric disorders 4 ( 2.0% 1( 1.0% 3( 1.7% 1( 1.1% 3( 3.2%
Anxi ety synptons 0 0 0 0 2 ( 2.29%
Anxi ety 0 0 0 0 2 ( 2.29%
Depressive di sorders 2 ( 1.0% 1( 1.0% 1( 0.6% 0 0
Depr essi on 2 ( 1.0% 1( 1.0% 1( 0.6% 0 0
Di sturbances in initiating and maintaining sleep 0 0 2 ( 1.1% 1( 1.1% 1( 1.19%
I nsomi a 0 0 2 ( 1.1% 1( 1.1% 1( 1.1%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Psychiatric disorders (cont)
Enoti onal and nood di sturbances NEC 1( 0.59% 0 0 0 0
Anger 1( 0.5% 0 0 0 0
Enot i onal di sorder 1( 0.59% 0 0 0 0
Sl eep di sorders NEC 1( 0.59% 0 0 0 0
Sl eep disorder 1( 0.5% 0 0 0 0
Renal and urinary disorders 3( 1.59% 1( 1.0% 4 ( 2.29 2 ( 2.29 1( 1.1%
Bl adder and urethral synptons 0 0 0 1( 1.1% 0
Mcturition urgency 0 0 0 1( 1.1% 0
Renal failure and inpairnent 0 0 1( 0.6% 0 1( 1.19%
Acut e kidney injury 0 0 0 0 1( 1.19%
Renal i npairment 0 0 1( 0.6% 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Renal and urinary disorders (cont)
Renal lithiasis 1( 0.59% 0 ( 0.6% 1( 1.1% 0
Nephrolithiasis 1( 0.59% 0 1( 0.6% 1( 1.1% 0
Urinary abnormalities 1( 0.59% 1( 1.0% 1( 0.6% 0 0
Haemat uri a 1( 0.59% 0 0 0 0
Proteinuria 0 1( 1.0% 0 0 0
Urine odour abnor mal 0 0 1( 0.6% 0 0
Uinary tract lithiasis (excl renal) 1( 0.59% 0 0 0 0
Cal cul us urinary 1( 0.5% 0 0 0
Urinary tract signs and synptons NEC 0 0 1( 0.6% 0 0
Renal colic 0 0 1( 0.6% 0 0
Reproductive system and breast disorders 6 ( 3.0% 0 4 ( 2.2% 2 ( 2.29% 1( 1.19%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Reproductive system and breast disorders (cont)
Beni gn and mal i gnant breast neopl asns 1( 0.59% 0 0 0 0
Breast cyst 1( 0.5% 0 0 0 0
Breast signs and synptons 1( 0.5% 0 0 0 0
Ni ppl e pain 1( 0.59% 0 0 0 0
Cervi x neopl asns 0 0 1( 0.6% 0 0
Cervical polyp 0 0 1( 0.6% 0 0
Erection and ejacul ation conditions and di sorders 1( 0.5% 0 0 1( 1.1% 1( 1.1%
Erectile dysfunction 1( 0.59% 0 0 1( 1.1% 1( 1.19%
Menstruation and uterine bl eeding NEC 0 0 2 ( 1.1% 0 0
Menst rual di sorder 0 0 1( 0.6% 0 0
Menstruation irregul ar 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Reproductive system and breast disorders (cont)
Menstruation with increased bl eedi ng 1( 0.59% 0 0 0
Menor r hagi a 1( 0.5% 0 0 0 0
Ovarian and fallopian tube cysts and neopl asns 0 0 0 1( 1.1% 0
Ovarian cyst 0 0 0 1( 1.1% 0
Prostate and seminal vesicles infections and 0 0 1( 0.6% 0 0
i nfl anmat i ons
Prostatitis 0 0 1( 0.6% 0 0
Prostatic signs, synptons and disorders NEC 1( 0.59% 0 0 0 0
Prost at onegal y 1( 0.59% 0 0 0 0
Ut eri ne neopl asns 0 0 0 1( 1.1% 0
Uterine polyp 0 0 0 1( 1.1% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Reproductive system and breast disorders (cont)
Vul vovagi nal di sorders NEC 1( 0.59% 0 0 1( 1.1% 0
Vagi nal di sorder 1( 0.5% 0 0 0 0
Vagi nal haenorr hage 0 0 0 1( 1.1% 0
Vul vovagi nal signs and synptons 0 0 1( 0.6% 1( 1.1% 0
Vagi nal di scharge 0 0 1( 0.6% 1( 1.1% 0
Respiratory, thoracic and nedi astinal disorders 16 ( 7.9% 5( 519 5( 2.8% 6 ( 6.6% 3( 3.29
Breat hing abnornalities 0 2 ( 1.19 0
Dyspnoea 0 0 2 ( 1.1% 0 0
Bronchospasm and obstruction 1( 0.59% 2 ( 2.09 0 0 1( 1.19%
Ast hma 1( 0.5% 0 0 0 1( 1.1%
Bronchospasm 0 1( 1.0% 0 0 0
Chroni c obstructive pul nonary di sease 0 0 0 0 1( 1.19%
Weezi ng 0 1( 1.0% 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)

Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Respiratory, thoracic and nediastinal disorders (cont)

Coughi ng and associ ated synpt ons 8 ( 4.09% 3( 3.09 0 2 ( 2.29% 1( 1.19
Cough 7 ( 3.5% 2 ( 2.0% 0 2 ( 2.2% 1( 1.1%
Productive cough 1( 0.59% 1( 1.0% 0 0 0

Laryngeal and adjacent sites disorders NEC (excl 1( 0.59% 0 0 0 0

infections and neopl asms)
Vocal cord polyp 1( 0.59% 0 0 0 0

Nasal congestion and inflammations 3( 1.5% 0 0 0 0
Rhinitis allergic 2 ( 1.09 0 0 0 0
Nasal congestion 1( 0.59% 0 0 0 0

Nasal disorders NEC 0 0 0 1( 1.1% 0
Epi staxi s 0 0 0 1( 1.1% 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 51 of 59

CONFIDENTIAL Page 1330 10 August 2020

Filgotinib (Jyseleca®) Seite 123 von 187



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Respiratory, thoracic and nediastinal disorders (cont)
Par anasal sinus disorders (excl infections and 0 0 0 1( 1.1% 0
neopl asns)
Si nus congestion 0 0 0 1( 1.1% 0
Parenchymal |ung disorders NEC 0 0 1( 0.6% 0 0
Atel ectasis 0 0 1( 0.6% 0 0
Respiratory tract disorders NEC 1( 0.5% 0 1( 0.6% 0 0
Pul nonary nass 0 0 1( 0.6% 0 0
Respiratory disorder 1( 0.5% 0 0 0 0
Upper respiratory tract signs and synptons 4 ( 2.0% 0 3( 1.7% 2 ( 2.29% 1( 1.19%
Oropharyngeal pain 3( 1.59% 0 2 ( 1.1% 1( 1.1% 1( 1.19%
Rhi norr hoea 1( 0.59% 0 0 0 0
Upper respiratory tract inflammation 0 0 0 1( 1.1% 0
Upper - ai rway cough syndrone 0 0 1( 0.6% 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by

descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

Hi gh-Level Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on
Pl acebo

Mai nt enance Mai nt enance

Mai nt enance Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Skin and subcutaneous tissue disorders 14 (1 6.9% 5( 519 10 ( 5.6% 6 ( 6.69% 7( 7.59%
Acnes 2 ( 1.0% 0 1( 0.6% 0 0
Acne 1( 0.5% 0 1( 0.6% 0 0
Dermatitis acnei form 1( 0.5% 0 0 0 0
Al opeci as 1( 0.5% 0 1( 0.6% 0 0
Al opeci a 1( 0.59% 0 1( 0.6% 0 0
Apocrine and eccrine gland disorders 1( 0.59% 0 0 0 0
Col d sweat 1( 0.5% 0 0 0 0
Dermal and epi dermal conditions NEC 0 1( 1.0% 1( 0.6% 1( 1.1% 0
Dry skin 0 1( 0.6% 1( 1.1% 0
Macul e 0 1( 1.0% 0 0 0
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
System organ classes and high | evel

descendi ng order of the total
Source: Listing 16.2.7.1

frequenci es.

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level
Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Termand Preferred Term

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Skin and subcutaneous tissue disorders (cont)
Dermatitis and eczema 3( 1.59% 2 ( 2.09 1( 0.6% 0 1( 1.19
Dermatitis contact 1( 0.5% 2 ( 2.09% 0 0 0
Eczema 1( 0.59% 0 0 0 1( 1.19%
Dermatitis 1( 0.5% 0 0 0 0
Skinirritation 0 0 1( 0.6% 0 0
Eryt hemas 1( 0.59% 0 1( 0.6% 1( 1.1% 0
Eryt hema 1( 0.5% 0 1( 0.6% 1( 1.1% 0
Exfoliative conditions 0 0 0 1( 1.1% 0
Skin exfoliation 0 0 0 1( 1.1% 0
Hyper ker at oses 1( 0.59% 0 0 0 1( 1.19%
Hyper ker at osi s 1( 0.59% 0 0 1( 1.19%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nducti on
Filgotinib 100 ng

I nduction
Filgotinib 200 ny

I nducti on
Pl acebo

Mai nt enance Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Skin and subcutaneous tissue disorders (cont)
Hyper pi gnent ati on di sorders 0 0 0 1( 1.1% 0
Sol ar lentigo 0 0 0 1( 1.1% 0
Nai | and nail bed conditions (excl infections and 0 1( 1.0% 0 0 2 ( 2.29%
i nfestations)
Onychocl asi s 0 0 0 0 2 ( 2.29%
Nai | di sorder 0 1( 1.0% 0 0 0
Papul osquanous condi ti ons 0 0 0 1( 1.1% 0
Pityriasis rosea 0 0 0 1( 1.1% 0
Phot osensi tivity and phot oder mat osi s conditions 1( 0.59% 0 0 0 0
Phot osensitivity reaction 1( 0.59% 0 0 0 0
Pruritus NEC 1( 0.5% 0 1( 0.6% 1( 1.1% 1( 1.1%
Pruritus 1( 0.5% 0 1( 0.6% 1( 1.1% 1( 1.1%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by

descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.
Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Skin and subcutaneous tissue disorders (cont)
Psoriatic conditions 0 1( 0.6% 0 1( 1.19
Psoriasis 0 1( 0.6% 0 1( 1.19%
Rashes, eruptions and exant hems NEC 2 ( 1.0% 1( 1.0% 3( 1.7% 1( 1.1% 2 ( 2.29%
Rash 1( 0.5% 1( 1.0% 2 ( 1.1% 1( 1.1% 0
Rash eryt hemat ous 0 0 0 0 1( 1.19%
Rash nacul ar 0 0 0 0 1( 1.19%
Rash nacul o- papul ar 1( 0.5% 0 0 0 0
Rash papul ar 0 0 1( 0.6% 0 0
Rosaceas 2 ( 1.0% 0 0 0 0
Rosacea 2 ( 1.0% 0 0 0 0
Skin and subcut aneous tissue ul cerations 0 0 0 0 1( 1.19%
Skin ul cer 0 0 0 0 1( 1.19%

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ C ass,
Mai nt enance St udy
Saf ety Anal ysis Set

Hi gh- Level

G | ead Sciences, Inc.
Study GS-US-418-3898
Termand Preferred Term

I nduction
Filgotinib 200 ny

I nducti on
Filgotinib 100 ng

I nducti on

Pl acebo

Mai nt enance Mai nt enance

Mai nt enance

Mai nt enance

Mai nt enance

System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Skin and subcutaneous tissue disorders (cont)
Skin cysts and pol yps 1( 0.59% 0 0 0
Dermal cyst 1( 0.5% 0 0 0
Skin preneopl astic conditions NEC 0 0 0 0 ( 1.1%
Actinic keratosis 0 0 0 0 ( 1.1%
Urticarias 1( 0.59% 0 0 0
Uticaria 1( 0.5% 0 0 0
Vascul ar di sorders 9 ( 4.59% 2 ( 2.09% 1 0.6% 4 ( 4.49% ( 5.49
Haenor r hages NEC 1( 0.59% 0 0 0
Haenmat onma 1( 0.59% 0 0 0
Non-site specific enbolismand thronbosis 0 0 0 0 ( 1.1%
Venous t hronbosi s 0 0 0 0 ( 1.1%
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically,

descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Vascul ar di sorders (cont)
Non-site specific necrosis and vascul ar insufficiency 0 0 0 0 1( 1.19
NEC
Haenorrhagi c infarction 0 0 0 0 1( 1.19%
Non-site specific vascul ar di sorders NEC 0 0 0 1( 1.1% 0
Hyper aemi a 0 0 0 1( 1.1% 0
Peri pheral enbolism and thronbosis 0 0 0 0 1( 1.1%
Deep vein thronbosis 0 0 0 0 1( 1.19%
Peripheral vascul ar disorders NEC 1( 0.59% 0 0 0 0
Hot flush 1( 0.5% 0 0 0 0
Varicose veins NEC 1( 0.59% 0 0 0 0
Varicose vein 1( 0.5% 0 0 0 0

TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28 Page 58 of 59
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898
Tabl e 15.11.2.1.2.4: Treatnent-Energent Adverse Events by System Organ O ass, Hi gh-Level Termand Preferred Term

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Hi gh- Level Term 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 135 ( 66.8% 59 ( 59.69% 108 ( 60.3% 60 ( 65.9% 57 ( 61.3%
Events
Vascul ar di sorders (cont)
Vascul ar hypertensive disorders NEC 6 ( 3.0% 2 ( 2.09 1( 0.6% 3( 3.3% 2 ( 2.29%
Hypertensi on 6 ( 3.0% 2 ( 2.09 1( 0.6% 3( 3.3% 2 ( 2.29%
Vascul ar hypot ensi ve di sorders 0 0 0 0 1( 1.1%
O thostatic hypotension 0 0 0 0 1( 1.19
TEAE = treatnent-energent adverse event. NEC = Not El sewhere O assified. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

System organ classes and high level terms (within each systemorgan class) were presented al phabetically, and preferred ternms were presented by
descendi ng order of the total frequencies. Miultiple AEs were counted only once per subject for each SOC, HLT, and PT.

Source: Listing 16.2.7.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msas v9.4 Qutput file: t-teae-m pdf 28MAY2020: 14: 28
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Tabelle 4-4 (Anhang): Ergebnisse fiir SUE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,

Induktionsphase: Kohorte A)
Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Table 15.11.4.1.1: Treatnent-Enmergent Serious Adverse Events by System Organ O ass and Preferred Term

I nduction Study: Cohort A
Saf ety Analysis Set

G |l ead Sciences,

Inc.

St udy GS- US-418-3898

System Organ C ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)

Number (% of Subjects with Any Treatnent-Energent Serious Adverse Events 3( 1.29% 13 ( 4.7% 4 ( 2.99%

Bl ood and | ynphatic system disorders 0 3( 1.1% 1( 0.79
Anaeni a 0 1( 0.49% 1( 0.7%
Iron deficiency anaenia 0 1( 0.49% 0
Pancyt openi a 0 1( 0.49 0

Cardi ac disorders 1( 0.49% 0 0
Pericarditis 1( 0.49 0 0

Gastrointestinal disorders 1( 0.49% 4 ( 1.4% 3( 2.2%
Colitis ulcerative 0 3( 1.1% 3( 2.2%
Gastroi ntestinal haenorrhage 1( 0.49% 0 0
Voni ting 0 1( 0.49% 0

| mmune system di sorders 0 1( 0.49% 0
Type | hypersensitivity 0 1( 0.49% 0

Infections and infestations 1( 0.4% 2( 0.7% 1( 0.7%
Appendicitis 0 1( 0.49% 0
Cellulitis 0 0 1( 0.7%
Dengue fever 1( 0.49% 0 0
Gastroenteritis 0 1( 0.49% 0
Osteonyel itis 0 0 1( 0.79

TEAE = treatnent-enmergent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days

after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020

Source: .../final/versionl/prog/t-teae-sub.sas v9.4 CQutput file: t-teae-sub-ser-a.pdf 28MAY2020: 14: 28 Page 1 of 2
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.4.1.1: Treatnent-Emergent Serious Adverse Events by System Organ Cass and Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set
System Organ d ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nunber (9% of Subjects with Any Treatnent-Energent Serious Adverse Events 3( 1.29% 13 ( 4.7% 4 ( 2.9%
I'njury, poisoning and procedural conplications 0 1( 0.4% 1( 0.79
Procedural intestinal perforation 0 0 1( 0.7%
Road traffic accident 0 1( 0.4% 0
Reproductive system and breast disorders 0 1( 0.4% 0
Ovarian cyst ruptured 0 1( 0.49% 0
Vascul ar di sorders 0 1( 0.49% 0
Hypert ensi on 0 1( 0.4% 0

TEAE = treatnent-energent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-sub.sas v9.4 Qutput file: t-teae-sub-ser-a.pdf 28MAY2020: 14: 28 Page 2 of 2
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Tabelle 4-5 (Anhang): Ergebnisse fiir SUE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,
Induktionsph.zllse: E(ohorte B)

Filgotini
Study GS-US-418-3898 Final Clinical Study Report Final
G |l ead Sciences, Inc.
Study GS- US-418- 3898
Tabl e 15.11.4.1.2: Treatnent-Enmergent Serious Adverse Events by System Organ O ass and Preferred Term
I nduction Study: Cohort B
Saf ety Analysis Set
System Organ C ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Number (% of Subjects with Any Treatnent-Energent Serious Adverse Events 19 ( 7.3% 15 ( 5.3% 9 ( 6.3%
Bl ood and | ynphatic system disorders 2 ( 0.8% 1( 0.49 0
Anaeni a 1( 0.4% 1( 0.49% 0
Iron deficiency anaenia 1( 0.49% 0 0
Gastrointestinal disorders 11 ( 4.2% 7( 2.59% 6 ( 4.29%
Colitis ulcerative 7( 2.7% 5( 1.8% 5( 3.5%
Abdoni nal pain 1( 0.49 0 0
Anal fissure 1( 0.49% 0 0
Appendi ceal nucocoel e 1( 0.49% 0 0
Duodenal ul cer haenorrhage 1( 0.49 0 0
Gastritis 0 1( 0.49% 0
Large intestinal haenorrhage 1( 0.49% 0 0
Nausea 0 1( 0.4% 0
Pancreatitis acute 0 0 1( 0.7%
Voni ting 0 1( 0.49% 0
General disorders and administration site conditions 0 1( 0.49% 0
Chest pain 0 1( 0.49% 0

TEAE = treatnent-enmergent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-sub.sas v9.4 OQutput file: t-teae-sub-ser-b.pdf 28MAY2020: 14: 28 Page 1 of 3
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.4.1.2: Treatnent-Emergent Serious Adverse Events by System Organ Cass and Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set
System Organ d ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (9% of Subjects with Any Treatnent-Energent Serious Adverse Events 19 (1 7.3% 15 ( 5.3% 9 ( 6.39%

Infections and infestations 2 ( 0.89% 4 ( 1.49% 2 ( 1.49%
Gastroenteritis viral 1( 0.4% 0 1( 0.7%
Sepsi s 0 2( 0.79% 0
Anal abscess 0 1( 0.4% 0
Canpyl obacter gastroenteritis 0 0 1( 0.7%
Clostridiumdifficile infection 1( 0.49% 0 0
St aphyl ococcal infection 0 1( 0.4% 0

I njury, poisoning and procedural conplications 0 1( 0.4% 0
Fenmur fracture 0 1( 0.4% 0

Muscul oskel etal and connective tissue disorders 2 ( 0.89 1( 0.4% 0
Intervertebral disc protrusion 2 ( 0.8% 0 0
MWal gi a 0 1( 0.4% 0

Neopl asns beni gn, malignant and unspecified (incl cysts and pol yps) 1( 0.49 0 0
Breast cancer 1( 0.4% 0 0

Nervous system di sorders 0 1( 0.4% 1( 0.79
Cer ebrovascul ar acci dent 0 0 1( 0.7%
Headache 0 1( 0.49% 0

TEAE = treatnent-energent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-sub.sas v9.4 Qutput file: t-teae-sub-ser-b.pdf 28MAY2020: 14: 28 Page 2 of 3
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Table 15.11.4.1.2: Treatnent-Emergent Serious Adverse Events by System Organ Cass and Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

G | ead Sci ences,

I'nc.

Study GS-US-418-3898

System Organ d ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nunber (9% of Subjects with Any Treatnent-Energent Serious Adverse Events 19 (1 7.3% 15 ( 5.3% 9 ( 6.39%
Pregnancy, puerperium and perinatal conditions 0 1( 0.4% 0
Ect opi ¢ pregnancy 0 1( 0.4% 0
Renal and urinary disorders 1 ( 0.4% 0 1( 0.7%
Nephrolithiasis 1( 0.49% 0
Renal colic 0 0 1( 0.79
Respiratory, thoracic and nediastinal disorders 1( 0.49 0 1( 0.79
Haernoptysi s 0 0 1( 0.7%
Pul nonary enbol i sm 1( 0.49 0 0

TEAE = treatnent-energent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days

after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.
Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-sub.sas v9.4 Qutput file: t-teae-sub-ser-b.pdf 28MAY2020: 14: 28
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Tabelle 4-6 (Anhang): Ergebnisse fiir SUE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,
Erhaltungsphase)

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G |l ead Sciences, Inc.
Study GS- US-418- 3898
Tabl e 15.11.4.1.4: Treatnent-Enmergent Serious Adverse Events by System Organ O ass and Preferred Term
Mai nt enance St udy
Saf ety Analysis Set
I nduction I nduction I nduction
Filgotinib 200 ny Filgotinib 100 ny Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

System Organ O ass 200 ngy 100 ng

Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunmber (9% of Subjects with Any Treatnent-Energent Serious 9 ( 4.5% 0 8 ( 4.5% 7( 7.7% 4 ( 4.3%

Adverse Events

Bl ood and | ynphatic system disorders 0 0 0 1( 1.19 0

Iron deficiency anaenia 0 0 0 1( 1.19% 0
Cardi ac disorders 1( 0.59 0 0 1( 1.19 0

Coronary artery stenosis 0 0 0 ( 1.1%

Left ventricular failure 1( 0.59% 0 0 0 0
Gastrointestinal disorders 0 0 2 ( 1.19% 1( 1.19% 1( 1.19%

Colitis ulcerative 0 0 1( 0.6% 1( 1.19% 0

Abdoni nal pain 0 0 1( 0.6% 0 0

Dental cyst 0 0 0 0 1( 1.19%

Pancreatitis acute 0 0 1( 0.6% 0 0

Supernunerary teeth 0 0 0 0 1( 1.19

TEAE = treatnent-enmergent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 CQutput file: t-teae-msub-ser-m pdf 28MAY2020: 14: 29 Page 1 of 4

CONFIDENTIAL Page 2249 10 August 2020

Filgotinib (Jyseleca®) Seite 139 von 187



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Table 15.11.4.1.4: Treatnent-Emergent Serious Adverse Events by System Organ C ass and Preferred Term

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

System Organ O ass 200 ny 100 ny

Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunmber (9% of Subjects with Any Treatnent-Energent Serious 9 ( 4.59% 0 8 ( 4.5% 7( 7.79% 4 ( 4.3%

Adverse Events

General disorders and administration site conditions 2 ( 1.0% 0 2 ( 1.1% 0 0

Pyrexia 1( 0.59% 0 1( 0.6% 0 0

Chest pain 1( 0.5% 0 0 0 0

Non- cardi ac chest pain 0 0 1( 0.6% 0 0
Hepat obi liary di sorders 0 0 1( 0.6% 1( 1.1% 0

Aut oi mrune hepatitis 0 0 1( 1.1% 0

Chol el i thiasis 0 0 1( 0.6% 0 0
Infections and infestations 2 ( 1.0% 0 3( 1.7% 2 ( 2.29% 1( 1.19%

Appendicitis 1( 0.5% 0 2 ( 1.1% 0 0

Acute hepatitis B 0 0 0 1( 1.1% 0

Cellulitis 0 0 1( 0.6% 0 0

Diverticulitis 1( 0.59% 0 0 0 0

Gastroenteritis viral 0 0 0 1( 1.1% 0

Par onychi a 0 0 1( 0.6% 0 0

Pneunoni a 0 0 0 0 1( 1.19%

TEAE = treatnent-energent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.
Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 Qutput file: t-teae-msub-ser-m pdf 28MAY2020: 14: 29
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.4.1.4: Treatnent-Emergent Serious Adverse Events by System Organ C ass and Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo

System Organ O ass 200 ny 100 ny

Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunmber (9% of Subjects with Any Treatnent-Energent Serious 9 ( 4.59% 0 8 ( 4.5% 7( 7.79% 4 ( 4.3%

Adverse Events

I'njury, poisoning and procedural conplications 1( 0.59% 0 0 1( 1.1% 0

Meni scus injury 0 0 0 1( 1.1% 0

Tendon rupture 1( 0.5% 0 0 0 0
Neopl asms beni gn, malignant and unspecified (incl cysts 1( 0.5% 0 1( 0.6% 0 0

and pol yps)

Col on cancer 0 0 1( 0.6% 0 0

Mal i gnant nel anoma 1( 0.59% 0 0 0 0
Nervous system di sorders 0 0 1( 0.6% 0 0

Transient ischaem c attack 0 0 1( 0.6% 0 0
Renal and urinary disorders 1( 0.59% 0 0 0 1( 1.19%

Acute kidney injury 0 0 0 0 1( 1.19%

Cal cul us urinary 1( 0.59% 0 0 0 0

TEAE = treatnent-energent adverse event. Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.3

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 Qutput file: t-teae-msub-ser-m pdf 28MAY2020: 14: 29 Page 3 of 4
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Table 15.11.4.1.4: Treatnent-Emergent Serious Adverse Events by System Organ C ass and Preferred Term

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sciences, Inc.
Study GS-US-418-3898

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
System Organ O ass 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunmber (9% of Subjects with Any Treatnent-Energent Serious 9 ( 4.59% 0 8 ( 4.5% 7( 7.79% 4 ( 4.3%
Adverse Events
Respiratory, thoracic and nediastinal disorders 1( 0.59% 0 1( 0.6% 0 0
Ast hma 1( 0.5% 0 0 0 0
Atel ectasis 0 0 1( 0.6% 0 0
Dyspnoea 0 0 1( 0.6% 0 0
Pul nonary nass 0 0 1( 0.6% 0 0
Vascul ar di sorders 0 0 0 0 2 ( 2.29%
Deep vein thronbosis 0 0 0 0 1( 1.19%
Haenorrhagic infarction 0 0 0 0 1( 1.1%
TEAE = treatnent-energent adverse event. Adverse events were coded according to MedDRA Version 22.1.
TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.
Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term
System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.
Source: Listing 16.2.7.3
Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 Qutput file: t-teae-msub-ser-m pdf 28MAY2020: 14: 29 Page 4 of 4
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Tabelle 4-7 (Anhang): Ergebnisse fiir schwere UE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,

Induktionsphase: Kohorte A)
Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Table 15.11.2.2.1.1.1: Gade 3 or Higher Treatnent-Enmergent Adverse Events by System Organ d ass,

nduction Study: Cohort A
Saf ety Analysis Set

G |l ead Sciences, Inc.
Study GS- US-418- 3898
Preferred Term and Severity

System Organ C ass

Preferred Term Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Severity (N=245) (N=277) (N=137)
Number (% of Subjects with Any Grade 3 or Higher Treatnent-Enmergent Adverse 5( 2.0% 22 (1 7.99% 11 ( 8.0%
Events
Gade 3 5 ( 2.0% 19 ( 6.9% 11 8.0%
G ade 4 0 3 ( 1.1% 0
Gade 5 0 0 0
Bl ood and | ynphatic system disorders 2 ( 0.8% 3( 1.1% 3 2.2%
Grade 3 2 ( 0.8% 2 ( 0.7% 3 2.2
G ade 4 0 1( 0.4% 0
Anaeni a 2 ( 0.89% 1( 0.4% 1 0.7%
Gade 3 2 ( 0.8% 1( 0.4% 1 0.7%
Lynphopeni a 0 0 2 1.5%
Grade 3 0 0 2 1.59%
Neut r openi a 0 1( 0.49% 0
Gade 3 0 1( 0.4% 0
Pancyt openi a 0 1( 0.49% 0
G ade 4 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22. 1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days

after the Induction | ast dose date whichever is earlier,
Severity grades were defined by the CTCAE Version 4.03. 1 = M|

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file:

CONFIDENTIAL

or led to premature discontinuation of Induction study drug.

d; 2 = Mbderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

t-teae-g-g34-a. pdf 28MAY2020: 14: 28
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Severity (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events
Cardi ac di sorders 1( 0.49% 0 0
Grade 3 1( 0.4% 0 0
Pericarditis 1( 0.49% 0 0
Gade 3 1( 0.4% 0 0
Congenital, famlial and genetic disorders 0 1( 0.4% 0
G ade 3 0 1( 0.4% 0
Thal assaeni a 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Gastrointestinal disorders 3( 1.2% 6 ( 2.29 4 (1 2.99%
G ade 3 3 ( 1.29% 5 ( 1.8% 4 ( 2.9%
G ade 4 0 1( 0.4% 0
Colitis ulcerative 1( 0.49 4 ( 1.49% 4 ( 2.9%
Gade 3 1( 0.4% 3 ( 1.1% 4 ( 2.9%
Grade 4 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 2 of 9
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=245) (N=277) (N=137)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events

Gastrointestinal disorders (cont)

Abdomi nal pain 0 1( 0.4% 0
Gade 3 0 1( 0.4% 0
Col on dyspl asi a 1( 0.49% 0 0
Grade 3 1( 0.4% 0 0
Gastrointestinal haenorrhage 1( 0.49 0 0
G ade 3 1( 0.4% 0 0
Large intestine polyp 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Rectal polyp 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Vomi ting 0 1( 0.4% 0
Gade 3 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 3 of 9

CONFIDENTIAL Page 1571 10 August 2020

Filgotinib (Jyseleca®) Seite 147 von 187



Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Severity (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events
General disorders and administration site conditions 0 0 1( 0.79
Grade 3 0 0 1( 0.7%
Pyrexi a 0 0 1( 0.79
Gade 3 0 0 1( 0.7%
Hepat obi l i ary di sorders 0 1( 0.4% 0
G ade 3 0 1( 0.4% 0
Hyper bi | i r ubi naeni a 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
| mmune system di sorders 0 1( 0.4% 0
G ade 3 0 1( 0.4% 0
Type | hypersensitivity 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 4 of 9
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Severity (N=245) (N=277) (N=137)
Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events
Infections and infestations 0 2( 0.79% 1( 0.79
Grade 3 0 1( 0.4% 1( 0.7%
G ade 4 0 1( 0.4% 0
Appendicitis 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Cellulitis 0 0 1( 0.7%
G ade 3 0 0 1( 0.7%
Gastroenteritis 0 1( 0.4% 0
Grade 4 0 1( 0.4% 0
Csteonyelitis 0 0 1( 0.79
Grade 3 0 0 1( 0.7%
I'njury, poisoning and procedural conplications 0 1( 0.4% 1( 0.79
G ade 3 0 1( 0.4% 1( 0.7%

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 5 of 9
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=245) (N=277) (N=137)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events

I'njury, poisoning and procedural conplications (cont)

Procedural intestinal perforation 0 0 1( 0.7%

Gade 3 0 0 1( 0.7%
Road traffic accident 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0

I nvestigations 0 3( 1.19% 4 ( 2.9%

G ade 3 0 3( 1.1% 4. ( 2.9%
Bl ood phosphorus decreased 0 2( 0.7% 0
Grade 3 0 2 ( 0.7% 0

Neut rophi | count decreased 0 0 2 ( 1.59%

Grade 3 0 0 2 ( 1.5%

Bl ood pressure increased 0 0 1( 0.79

Gade 3 0 0 1( 0.7%

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 6 of 9
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=245) (N=277) (N=137)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events

I nvestigations (cont)

Haenogl obi n abnor mal 0 0 1( 0.7%

Gade 3 0 0 1( 0.7%
Haenogl obi n decreased 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0

Met abol i smand nutrition disorders 0 1( 0.4% 1( 0.79

G ade 3 0 1( 0.4% 1( 0.7%

Hyper gl ycaeni a 0 0 1( 0.7%

Grade 3 0 0 1( 0.7%
Hypertrigl yceridaenia 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Renal and urinary disorders 0 1( 0.4% 0
G ade 3 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 7 of 9
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=245) (N=277) (N=137)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events

Renal and urinary disorders (cont)

Proteinuria 0 1( 0.4% 0
Gade 3 0 1( 0.4% 0
Reproductive system and breast disorders 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Ovarian cyst ruptured 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Skin and subcut aneous tissue disorders 0 0 1( 0.7%
G ade 3 0 0 1( 0.7%
Pur pur a 0 0 1( 0.79
Grade 3 0 0 1( 0.7%
Vascul ar di sorders 0 1( 0.4% 0
G ade 3 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 8 of 9
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.1: Gade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=245) (N=277) (N=137)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 5( 2.09 22 ( 7.9% 11 ( 8.0%
Events

Vascul ar disorders (cont)
Hypert ensi on 0 1 (
Gade 3 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-a.pdf 28VAY2020: 14: 28 Page 9 of 9
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Tabelle 4-8 (Anhang): Ergebnisse fiir schwere UE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,

Induktionsphase: Kohorte B)
Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Table 15.11.2.2.1.1.2: Grade 3 or Higher Treatnent-Enmergent Adverse Events by System Organ d ass,

nduction Study: Cohort B
Saf ety Analysis Set

G |l ead Sciences, Inc.
Study GS- US-418- 3898

Preferred Term and Severity

System Organ C ass

Preferred Term Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Severity (N=262) (N=285) (N=142)
Number (% of Subjects with Any Grade 3 or Higher Treatnent-Enmergent Adverse 30 ( 11.5% 26 (1 9.19% 20 ( 14.19%
Events
Grade 3 29 ( 11.1% 22 ( 7.7% 19 ( 13.4%
G ade 4 1( 0.4% 4 ( 1.4% 1( 0.7%
Gade 5 0 0 0
Bl ood and | ynphatic system disorders 4 ( 1.5% 2( 0.7% 4 ( 2.8%
Grade 3 4 ( 1.5% 2 ( 0.7% 4 ( 2.8%
Anaeni a 1( 0.4% 1( 0.4% 2 ( 1.4%
Grade 3 1( 0.4% 1( 0.4% 2 ( 1.4%
Iron deficiency anaenia 2 ( 0.8% 0 1( 0.79
Grade 3 2 ( 0.8% 0 1( 0.7%
Lynphopeni a 1( 0.49 0 1( 0.79
Grade 3 1( 0.4% 0 1( 0.7%
Neut r openi a 0 1( 0.49 0
Gade 3 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22. 1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days

after the Induction | ast dose date whichever is earlier,
Severity grades were defined by the CTCAE Version 4.03. 1 = M|

or led to premature discontinuation of Induction study drug.

d; 2 = Mderate; 3 = Severe;

counted only once per subject for the highest severity grade for each SOC and PT.

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file:

CONFIDENTIAL

4 = Life-Threatening; 5 = Death. Miltiple AEs were
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Severity (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events
Gastrointestinal disorders 12 ( 4.6% 8 ( 2.89% 8 ( 5.6%9
Grade 3 12 ( 4.6% 8 ( 2.8% 8 ( 5.6%
Colitis ulcerative 8 ( 3.19% 7( 2.59% 6 ( 4.29%
Gade 3 8 ( 3.1% 7 ( 2.5% 6 ( 4.2%
Abdomi nal pain 1( 0.4% 0 0
Grade 3 1( 0.4% 0 0
Anal fissure 1( 0.49 0 0
G ade 3 1( 0.4% 0 0
Appendi ceal mucocoel e 1 ( 0.4% 0 0
Gade 3 1( 0.4% 0 0
Colitis 0 0 1( 0.7%
Grade 3 0 0 1( 0.7%
Duodenal ul cer 1( 0.49% 0 0
G ade 3 1( 0.4% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-b.pdf 28VMAY2020: 14: 28 Page 2 of 10
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=262) (N=285) (N=142)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events

Gastrointestinal disorders (cont)

Duodenal ul cer haenorrhage 1 ( 0.4% 0 0
Gade 3 1( 0.4% 0 0
Large intestinal haenorrhage 1( 0.49% 0 0
Grade 3 1( 0.4% 0 0
Nausea 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Pancreatitis acute 0 0 1( 0.7%
Grade 3 0 0 1( 0.7%
Voni ting 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Infections and infestations 2 ( 0.89% 4 ( 1.49% 2 ( 1.49
G ade 3 2 ( 0.8% 1( 0.4% 2 ( 1.4%
G ade 4 0 3 ( 1.1% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-b.pdf 28VMAY2020: 14: 28 Page 3 of 10
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=262) (N=285) (N=142)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events

Infections and infestations (cont)

Gastroenteritis viral 1 ( 0.4% 0 1( 0.7%
Gade 3 1( 0.4% 0 1( 0.7%
Sepsi s 0 2 ( 0.79% 0
Grade 4 0 2 ( 0.7% 0
Anal abscess 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Canpyl obacter gastroenteritis 0 0 1( 0.7%
Grade 3 0 0 1( 0.7%
Clostridiumdifficile infection 1( 0.49 0 0
Grade 3 1( 0.4% 0 0
St aphyl ococcal infection 0 1( 0.4% 0
G ade 4 0 1( 0.4% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-b.pdf 28VMAY2020: 14: 28 Page 4 of 10
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Severity (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events
I'njury, poisoning and procedural conplications 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Femur fracture 0 1( 0.49% 0
Gade 3 0 1( 0.4% 0
I nvestigations 8 ( 3.1% 3( 1.1% 0
G ade 3 7( 2.7% 3 ( 1.1% 0
G ade 4 1( 0.4% 0 0
Bl ood phosphorus decreased 3( 1.1% 2( 0.7% 0
Grade 3 3 ( 1.1% 2 ( 0.7% 0
Haenogl obi n decreased 2 ( 0.89 0 0
Grade 3 2 ( 0.8% 0 0
Bl ood creatine phosphoki nase increased 1( 0.49 0 0
G ade 4 1( 0.4% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=262) (N=285) (N=142)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events

I nvestigations (cont)

Bl ood gl ucose increased 0 1( 0.4% 0

Gade 3 0 1( 0.4% 0

Pl atel et count increased 1( 0.49% 0 0

Grade 3 1( 0.4% 0 0

Transani nases i ncreased 1( 0.49 0 0

G ade 3 1( 0.4% 0 0
Met abol i smand nutrition disorders 4 ( 1.59% 6 ( 2.1% 5 ( 3.5%
G ade 3 4 ( 1.5% 6 ( 2.1% 5 ( 3.5%
Hypophosphat aeni a 3( 1.19 6 ( 2.19% 4 ( 2.8%
Grade 3 3( 1.1% 6 ( 2.1% 4 ( 2.8%

Di abetes nellitus 1( 0.49 0 0

Gade 3 1( 0.4% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-b.pdf 28VMAY2020: 14: 28 Page 6 of 10
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=262) (N=285) (N=142)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events

Met abol i smand nutrition disorders (cont)

Hyper gl ycaeni a 0 0 1( 0.7%
Gade 3 0 0 1( 0.7%
Muscul oskel etal and connective tissue disorders 2 ( 0.89% 1( 0.4% 0
Grade 3 2 ( 0.8% 1( 0.4% 0
Intervertebral disc protrusion 2 ( 0.89 0 0
G ade 3 2 ( 0.8% 0 0
Back pain 1( 0.49% 0 0
Grade 3 1( 0.4% 0 0
MWal gi a 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Nervous system di sorders 0 1( 0.4% 1( 0.79
G ade 3 0 1( 0.4% 0
G ade 4 0 0 1( 0.7%

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-b.pdf 28VMAY2020: 14: 28 Page 7 of 10
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=262) (N=285) (N=142)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events

Nervous system di sorders (cont)

Cer ebrovascul ar acci dent 0 0 1( 0.7%

G ade 4 0 0 1( 0.7%
Headache 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Pregnancy, puerperium and perinatal conditions 0 1( 0.4% 0
G ade 4 0 1( 0.4% 0
Ect opi ¢ pregnancy 0 1( 0.4% 0
Grade 4 0 1( 0.4% 0
Psychiatric disorders 1( 0.49 0 0
Grade 3 1( 0.4% 0 0
I nsomi a 1( 0.49 0 0
Gade 3 1( 0.4% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-b.pdf 28VMAY2020: 14: 28 Page 8 of 10

CONFIDENTIAL Page 1585 10 August 2020

Filgotinib (Jyseleca®) Seite 161 von 187



Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Severity (N=262) (N=285) (N=142)
Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events
Renal and urinary disorders 0 0 1( 0.79
Grade 3 0 0 1( 0.7%
Renal colic 0 0 1( 0.79
Gade 3 0 0 1( 0.7%
Reproductive system and breast disorders 0 1( 0.4% 0
G ade 3 0 1( 0.4% 0
Rect ocel e 0 1( 0.4% 0
Grade 3 0 1( 0.4% 0
Respiratory, thoracic and nedi astinal disorders 1 ( 0.4% 0 1( 0.7%
G ade 3 1( 0.4% 0 1( 0.7%
Haenopt ysi s 0 0 1( 0.7%9
Grade 3 0 0 1( 0.7%
Pul nonary enbol i sm 1( 0.49% 0 0
G ade 3 1( 0.4% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
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Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.2: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass

Preferred Term Filgotinib 200 ny Filgotinib 100 ng Pl acebo

Severity (N=262) (N=285) (N=142)

Nunber (% of Subjects with Any Grade 3 or Higher Treatnent-Energent Adverse 30 ( 11.5% 26 ( 9.1% 20 ( 14.1%
Events

Vascul ar di sorders 1( 0.49% 0 0
Grade 3 1( 0.4% 0 0
Hypert ensi on 1( 0.49% 0 0

Gade 3 1( 0.4% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the M ntenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g.sas v9.4 Qutput file: t-teae-g-g34-b.pdf 28VMAY2020: 14: 28 Page 10 of 10
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Tabelle 4-9 (Anhang): Ergebnisse fiir schwere UE nach SOC und PT aus RCT mit dem zu bewertenden Arzneimittel (SELECTION,

Erhaltungsphase)
Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G |l ead Sciences, Inc.
Study GS- US-418- 3898
Table 15.11.2.2.1.1.4: Grade 3 or Higher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Analysis Set
I nduction I nduction I nduction
Filgotinib 200 ny Filgotinib 100 ny Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ O ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ngy 100 ng
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.1% 11 ( 6.1% 10 ( 11.0% 9( 9.7%
Treat ment - Ener gent Adverse Events
Gade 3 14 ( 6.9% 7( 7.1% 10 ( 5.6% 7( 7.7% 7 ( 7.5%
G ade 4 0 0 1( 0.6% 3 ( 3.3% 2 ( 2.2%
Grade 5 2 ( 1.0% 0 0 0 0
Bl ood and | ynphatic system disorders 0 2 ( 2.0% 2 ( 1.1% 1( 1.19% 0
Grade 3 0 2 ( 2.0% 2 ( 1.1% 1( 1.1% 0
Anaeni a 0 0 1( 0.6% 0 0
Grade 3 0 0 1( 0.6% 0 0
Iron deficiency anaenia 0 0 0 1( 1.19% 0
Grade 3 0 0 0 1( 1.1% 0
Lynphopeni a 0 1( 1.0% 0 0 0
Grade 3 0 1( 1.0% 0 0 0

Adverse events were coded according to MedDRA Version 22. 1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mdderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 CQutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 1 of 14
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Bl ood and | ynphatic system disorders (cont)
M crocytic anaenia 0 1( 1.0% 0 0 0
G ade 3 0 1( 1.0% 0 0 0
Neut r openi a 0 0 1( 0.6% 0 0
Gade 3 0 0 1( 0.6% 0 0
Cardi ac disorders 1( 0.59% 0 0 1( 1.1% 0
Grade 4 0 0 0 1( 1.1% 0
Gade 5 1( 0.5% 0 0 0 0
Arteriosclerosis coronary artery 1( 0.59% 0 0 0 0
G ade 4 1( 0.5% 0 0 0 0
Coronary artery stenosis 0 0 0 1( 1.1% 0
G ade 4 0 0 0 1( 1.1% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 2 of 14
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Cardi ac disorders (cont)
Left ventricular failure 1( 0.59% 0 0 0 0
Grade 5 1( 0.5% 0 0 0 0
Eye disorders 1( 0.5% 0 0 0 0
Grade 3 1( 0.5% 0 0 0 0
d aucona 1( 0.59% 0 0 0 0
Grade 3 1( 0.5% 0 0 0 0
Gastrointestinal disorders 2 ( 1.09 2 ( 2.09% 4 (1 2.29 3( 3.39 5 ( 5.4%
Gade 3 2 ( 1.0% 2 ( 2.0% 3( 1.7% 2 ( 2.2% 4 ( 4.3%
Grade 4 0 0 1( 0.6% 1( 1.1% 1( 1.1%

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 3 of 14
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Gastrointestinal disorders (cont)
Colitis ulcerative 2 ( 1.09% 1( 1.0% 3( 1.7% 3( 3.3% 3( 3.2%
Grade 3 2 ( 1.0% 1( 1.0% 3( 1.7% 2 ( 2.2% 3 ( 3.2%
G ade 4 0 0 0 1( 1.1% 0
Dental cyst 0 0 0 0 1( 1.19
G ade 4 0 0 0 0 1( 1.19%
I ngui nal herni a 0 1( 1.0% 0 0 0
Gade 3 0 1( 1.0% 0 0 0
Nausea 0 0 0 0 1( 1.19%
Grade 3 0 0 0 0 1( 1.1%
Pancreatitis acute 0 0 1( 0.6% 0 0
Grade 4 0 0 1( 0.6% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 4 of 14
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Gastrointestinal disorders (cont)
Supernunerary teeth 0 0 0 0 1( 1.19
G ade 4 0 0 0 0 1( 1.1%
Ceneral disorders and administration site conditions 1( 0.5% 0 1( 0.6% 0 0
Grade 3 1( 0.5% 0 1( 0.6% 0 0
Non- cardi ac chest pain 0 0 1( 0.6% 0 0
Grade 3 0 0 1( 0.6% 0 0
Pyrexia 1( 0.5% 0 0 0 0
Gade 3 1( 0.5% 0 0 0 0
Hepatobi liary disorders 0 0 1( 0.6% 1( 1.1% 0
Grade 3 0 0 1( 0.6% 1( 1.1% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 5 of 14
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Hepat obi liary disorders (cont)
Aut oi mune hepatitis 0 0 0 1( 1.1% 0
Grade 3 0 0 0 1( 1.1% 0
Chol el i thi asis 0 0 1( 0.6% 0 0
Gade 3 0 0 1( 0.6% 0 0
Infections and infestations 1( 0.59% 1( 1.0% 3( 1.7% 3( 3.3% 1( 1.19%
Grade 3 1( 0.5% 1( 1.0% 3( 1.7% 2 ( 2.2% 0
G ade 4 0 0 0 1( 1.1% 1( 1.1%
Appendicitis 0 0 2 ( 1.1% 0 0
Grade 3 0 0 2 ( 1.1% 0 0
Acute hepatitis B 0 0 0 1( 1.1% 0
G ade 4 0 0 0 1( 1.1% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 6 of 14
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Infections and infestations (cont)
Cellulitis 0 0 1( 0.6% 0 0
G ade 3 0 0 1( 0.6% 0 0
Clostridiumdifficile infection 1( 0.5% 0 0 0 0
Gade 3 1( 0.5% 0 0 0 0
Gastroenteritis 0 1( 1.0% 0 0 0
Grade 3 0 1( 1.0% 0 0 0
Gastroenteritis viral 0 0 0 1( 1.1% 0
Gade 3 0 0 0 1( 1.1% 0
Par onychi a 0 0 1( 0.6% 0 0
Grade 3 0 0 1( 0.6% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 7 of 14
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Dossier zur Nutzenbewertung — Modul 4 A

Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report

Final

Mai nt enance St udy
Saf ety Anal ysis Set

G | ead Sci ences,
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity

I'nc.

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Infections and infestations (cont)
Pneunoni a 0 0 0 0 1( 1.19
G ade 4 0 0 0 0 1( 1.1%
Respiratory tract infection viral 0 0 0 1( 1.1% 0
Gade 3 0 0 0 1( 1.1% 0
I njury, poisoning and procedural conplications 1( 0.59% 0 0 1( 1.1% 1( 1.19%
Grade 3 1( 0.5% 0 0 1( 1.1% 1( 1.1%
Linb injury 0 0 0 0 1( 1.1%
Gade 3 0 0 0 0 1( 1.1%
Meni scus injury 0 0 0 1( 1.1% 0
Grade 3 0 0 0 1( 1.1% 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to

premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MIld; 2 = Mbderate; 3 = Severe; 4 = Life-Threatening; 5 = Death.

counted only once per subject for the highest severity grade for each SOC and PT.

Ml tiple AEs were

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
I'njury, poisoning and procedural conplications (cont)
Tendon rupture 1( 0.59% 0 0 0 0
G ade 3 1( 0.5% 0 0 0 0
I nvestigations 5( 2.59% 0 2 ( 1.19% 0 0
Grade 3 5 ( 2.5% 0 2 ( 1.1% 0 0
Al ani ne ami notransferase increased 1( 0.59% 0 1( 0.6% 0 0
Grade 3 1( 0.5% 0 1( 0.6% 0 0
Aspartate am notransferase increased 1( 0.5% 0 0 0 0
Gade 3 1( 0.5% 0 0 0 0
Bl ood chol esterol increased 1( 0.59% 0 0 0 0
Grade 3 1( 0.5% 0 0 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 9 of 14
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
I nvestigations (cont)
Bl ood creatine phosphoki nase increased 1( 0.59% 0 0 0 0
G ade 3 1( 0.5% 0 0 0 0
Bl ood phosphorus decreased 0 0 1( 0.6% 0 0
Gade 3 0 0 1( 0.6% 0 0
Haenogl obi n decreased 1( 0.59% 0 0 0 0
Grade 3 1( 0.5% 0 0 0 0
Lynphocyte count decreased 1( 0.5% 0 0 0 0
Gade 3 1( 0.5% 0 0 0 0
Wi te bl ood cell count decreased 1( 0.59% 0 0 0 0
Grade 3 1( 0.5% 0 0 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 10 of 14
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Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Met abol i smand nutrition disorders 0 2 ( 2.09 0 0 0
Grade 3 0 2 ( 2.0% 0 0 0
Di abetes nellitus 0 1( 1.0% 0 0 0
G ade 3 0 1( 1.0% 0 0 0
Hypertriglyceridaem a 0 1( 1.0% 0 0 0
G ade 3 0 1( 1.0% 0 0 0
Muscul oskel etal and connective tissue disorders 1( 0.59% 0 0 0 0
Grade 3 1( 0.5% 0 0 0 0
Pain in extremty 1( 0.59% 0 0 0 0
Gade 3 1( 0.5% 0 0 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 11 of 14

CONFIDENTIAL Page 1613 10 August 2020

Filgotinib (Jyseleca®) Seite 174 von 187



Dossier zur Nutzenbewertung — Modul 4 A Stand: 01.12.2021

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Neopl asns beni gn, nalignant and unspecified (incl cysts 1( 0.59% 0 1( 0.6% 0 0
and pol yps)
G ade 3 1( 0.5% 0 1( 0.6% 0 0
Col on cancer 0 0 1( 0.6% 0 0
Gade 3 0 0 1( 0.6% 0 0
Mal i gnant nel anoma 1( 0.59% 0 0 0 0
Grade 3 1( 0.5% 0 0 0 0
Renal and urinary disorders 1( 0.5% 0 0 0 1( 1.1%
Gade 3 1( 0.5% 0 0 0 1( 1.1%
Acute kidney injury 0 0 0 0 1( 1.19%
Grade 3 0 0 0 0 1( 1.1%

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 12 of 14
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Dossier zur Nutzenbewertung — Modul 4 A

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

Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Renal and urinary disorders (cont)
Cal cul us urinary 1( 0.59% 0 0 0 0
G ade 3 1( 0.5% 0 0 0 0
Respiratory, thoracic and nedi astinal disorders 1( 0.5% 0 1( 0.6% 0 0
Grade 3 0 0 1( 0.6% 0 0
G ade 5 1( 0.5% 0 0 0 0
Ast hma 1( 0.5% 0 0 0 0
Gade 5 1( 0.5% 0 0 0 0
Atel ectasis 0 0 1( 0.6% 0 0
Grade 3 0 0 1( 0.6% 0 0
Dyspnoea 0 0 1( 0.6% 0 0
G ade 3 0 0 1( 0.6% 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 13 of 14
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final
G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.2.2.1.1.4: Grade 3 or Hi gher Treatnent-Energent Adverse Events by System Organ C ass, Preferred Term and Severity
Mai nt enance St udy
Saf ety Anal ysis Set
I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
System Organ d ass Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
Preferred Term 200 ny 100 ny
Severity (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (% of Subjects with Any Grade 3 or Higher 16 ( 7.9% 7( 7.19% 11 ( 6.1% 10 ( 11.0% 9( 9.7%9
Treat ment - Emer gent Adverse Events
Vascul ar di sorders 1( 0.59% 0 0 0 2 ( 2.29%
Grade 3 1( 0.5% 0 0 0 1( 1.1%
G ade 4 0 0 0 0 1( 1.1%
Deep vein thronbosis 0 0 0 0 1( 1.19%
Gade 3 0 0 0 0 1( 1.1%
Haenorrhagi c infarction 0 0 0 0 1( 1.19%
G ade 4 0 0 0 0 1( 1.1%
Hypert ensi on 1( 0.5% 0 0 0 0
Gade 3 1( 0.5% 0 0 0 0

Adverse events were coded according to MedDRA Version 22.1.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Mintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Severity grades were defined by the CTCAE Version 4.03. 1 = MId; 2 = Mderate; 3 = Severe; 4 = Life-Threatening; 5 = Death. Miltiple AEs were
counted only once per subject for the highest severity grade for each SOC and PT.

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.4.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-g-msas v9.4 Qutput file: t-teae-g-mg34-m pdf 28MAY2020: 14: 28 Page 14 of 14
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Tabelle 4-10 (Anhang): Ergebnisse fiir UE, die zum Therapieabbruch fiihrten nach SOC und PT aus RCT mit dem zu bewertenden

Arzneimittelp?SELBECTION, Induktionsphase: Kohorte A)
ilgotini
Study GS-US-418-3898 Final Clinical Study Report Final

G |l ead Sciences, Inc.
Study GS- US-418- 3898
Tabl e 15.11.5.1.1: Treatnent-Enmergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term
I nduction Study: Cohort A
Saf ety Analysis Set

System Organ C ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Number (% of Subjects with Any Treatnent-Energent Adverse Events Leading to 5( 2.09 6 ( 2.29% 4 ( 2.99%

Premature Discontinuation of Study Drug

Bl ood and | ynphatic system disorders 0 1( 0.49 1( 0.79
Anaeni a 0 0 1( 0.7%
Pancyt openi a 0 1( 0.49 0

Gastrointestinal disorders 3( 1.2% 2( 0.7% 2 ( 1.5%
Colitis ulcerative 1( 0.49 2( 0.7% 2 ( 1.5%
Col on dyspl asi a 1( 0.49% 0 0
Gastrointestinal haenorrhage 1( 0.49% 0 0

Infections and infestations 1( 0.4% 2( 0.7% 1( 0.7%
Appendicitis 0 1( 0.49% 0
Cellulitis 0 0 1( 0.7%
Dengue fever 1( 0.49% 0 0
Gastroenteritis 0 1( 0.49% 0
Ti nea ver si col our 1( 0.49 0 0

I'njury, poisoning and procedural conplications 0 0 1( 0.79%
Procedural intestinal perforation 0 0 1( 0.79

I nvestigations 0 1( 0.49% 0
Hepatitis B DNA assay positive 0 1( 0.49 0

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days
after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-sub.sas v9.4 OQutput file: t-teae-sub-drug-disc-a.pdf 28MAY2020: 14: 29 Page 1 of 2
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.5.1.1: Treatnent-Emergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term
I nduction Study: Cohort A
Saf ety Anal ysis Set

System Organ d ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=245) (N=277) (N=137)
Nurmber (% of Subjects with Any Treatnment-Energent Adverse Events Leading to 5( 2.09% 6 ( 2.29 4 ( 2.99%

Premature Discontinuation of Study Drug

Skin and subcut aneous tissue disorders
Rash vesi cul ar

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-sub.sas v9.4 Qutput file: t-teae-sub-drug-disc-a.pdf 28MAY2020: 14: 29 Page 2 of 2
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Tabelle 4-11 (Anhang): Ergebnisse fiir UE, die zum Therapieabbruch fiihrten nach SOC und PT aus RCT mit dem zu bewertenden

Arzneimittelp?SELBECTION, Induktionsphase: Kohorte B)
ilgotini
Study GS-US-418-3898 Final Clinical Study Report

Final

I nduction Study: Cohort B
Saf ety Analysis Set

G |l ead Sciences,
Study GS- US-418- 3898
Tabl e 15.11.5.1.2: Treatnent-Enmergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term

Inc.

System Organ C ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)

Number (% of Subjects with Any Treatnent-Energent Adverse Events Leading to 18 ( 6.9% 14 (1 4.9% 10 ( 7.09%
Premature Discontinuation of Study Drug

Bl ood and | ynphatic system disorders 1( 0.49% 0 1( 0.79
Anaeni a 1( 0.49% 0 0
Neut r openi a 0 0 1( 0.79

Gastrointestinal disorders 11 ( 4.2% 8 ( 2.8% 6 ( 4.2%
Colitis ulcerative 9 ( 3.4% 7( 2.5% 5( 3.59
Abdoni nal pain 1( 0.4% 0 1( 0.7%
Col on dyspl asi a 0 1( 0.49% 0
Large intestinal haenorrhage 1( 0.49 0 0
Pancreatitis acute 0 0 1( 0.7%

General disorders and administration site conditions 0 0 1( 0.79
Pyrexi a 0 0 1( 0.7%

Infections and infestations 2 ( 0.8% 5( 1.89% 2 ( 1.4%
Gastroenteritis viral 1( 0.4% 0 1( 0.7%
Sepsi s 0 2 ( 0.7% 0
Anal abscess 0 1( 0.49 0
Canpyl obacter gastroenteritis 0 0 1( 0.79
Clostridiumdifficile infection 1( 0.49% 0 0
G ardiasis 0 1( 0.49 0
St aphyl ococcal infection 0 1( 0.49% 0

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Maintenance first dose date or 30 days

after the Induction | ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020

Source: .../final/versionl/prog/t-teae-sub.sas v9.4 OQutput file: t-teae-sub-drug-disc-b.pdf 28MAY2020: 14: 29 Page 1 of 2
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.5.1.2: Treatnent-Emergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term
I nduction Study: Cohort B
Saf ety Anal ysis Set

System Organ d ass Filgotinib 200 ng Filgotinib 100 ng Pl acebo
Preferred Term (N=262) (N=285) (N=142)
Nurmber (% of Subjects with Any Treatnment-Energent Adverse Events Leading to 18 ( 6.9% 14 (1 4.9% 10 ( 7.09

Premature Discontinuation of Study Drug

I nvestigations 2 ( 0.8% 1( 0.4% 1( 0.7%
Haenogl obi n decreased 1( 0.49% 0 0
Li ver function test increased 0 1( 0.4% 0
Transanm nases i ncreased 1( 0.49% 0 0
Wei ght decreased 0 0 1( 0.79
White blood cell count increased 0 1( 0.4% 0
Neopl asms beni gn, malignant and unspecified (incl cysts and pol yps) 1( 0.4% 0 0
Breast cancer 1( 0.49 0 0
Nervous system di sorders 0 0 1( 0.79
Cer ebrovascul ar acci dent 0 0 1( 0.7%
Respiratory, thoracic and nedi astinal disorders 1 ( 0.4% 0 0
Pul nonary enbol i sm 1( 0.49 0 0

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Induction first dose date up to one day before the Mintenance first dose date or 30 days
after the Induction |ast dose date whichever is earlier, or led to premature discontinuation of Induction study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-sub.sas v9.4 Qutput file: t-teae-sub-drug-disc-b.pdf 28MAY2020: 14: 29 Page 2 of 2
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Tabelle 4-12 (Anhang): Ergebnisse fiir UE, die zum Therapieabbruch fiihrten nach SOC und PT aus RCT mit dem zu bewertenden

Arzneimittelp?SELBECTION, Erhaltungsphase)
ilgotini
Study GS-US-418-3898 Final Clinical Study Report Final

G |l ead Sciences, Inc.
Study GS- US-418- 3898
Tabl e 15.11.5.1.4: Treatnent-Enmergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term
Mai nt enance St udy
Saf ety Analysis Set

I nduction I nduction I nduction
Filgotinib 200 ny Filgotinib 100 ny Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
System Organ O ass 200 ngy 100 ng
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunmber (9% of Subjects with Any Treatnent-Energent Adverse 7( 3.5% 2 ( 2.0% 10 ( 5.6% 4 ( 4.4% 3( 3.2%
Events Leading to Premature Discontinuation of Study
Dr ug
Bl ood and | ynphatic system disorders 0 1( 1.09 0 0 0
M crocytic anaenia 0 1( 1.09 0 0 0
Gastrointestinal disorders 2 ( 1.09% 1( 1.0% 4 ( 2.2% 1( 1.19% 0
Colitis ulcerative 2 ( 1.0% 1( 1.09 4 ( 2.2% 1( 1.19% 0
General disorders and administration site conditions 0 0 2 ( 1.1% 0 0
Chest pain 0 0 1( 0.6% 0 0
Pyrexia 0 0 1( 0.6% 0 0
Hepat obi liary disorders 0 0 1( 0.6% 1( 1.19% 0
Aut oi mmune hepatitis 0 0 0 1( 1.19 0
Chol elithiasis 0 0 1( 0.6% 0 0

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ classes were presented al phabetically, and preferred terms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 CQutput file: t-teae-m sub-drug-disc-m pdf 28MAY2020: 14: 29 Page 1 of 4
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.5.1.4: Treatnent-Emergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
System Organ O ass 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 7 ( 3.5% 2 ( 2.09 10 ( 5.6% 4 ( 4.4% 3( 3.29
Events Leading to Prenmature Discontinuation of Study
Drug
Infections and infestations 2 ( 1.09% 0 2 ( 1.19% 2 ( 2.29% 1( 1.19
Appendicitis 1( 0.5% 0 1( 0.6% 0 0
Acute hepatitis B 0 0 0 1( 1.1% 0
Cellulitis 0 0 1( 0.6% 0 0
Diverticulitis 1( 0.59% 0 0 0 0
Gastroenteritis viral 0 0 0 1( 1.1% 0
Par onychi a 0 0 1( 0.6% 0 0
Pneunoni a 0 0 0 0 1( 1.1%
I nvestigations 2 ( 1.09 0 0 0 0
Al ani ne ami notransferase increased 1( 0.59% 0 0 0 0
Aspartate ami notransferase increased 1( 0.59% 0 0 0 0
Haenogl obi n decreased 1( 0.59% 0 0 0 0

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 Qutput file: t-teae-m sub-drug-disc-m pdf 28MAY2020: 14: 29 Page 2 of 4
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.5.1.4: Treatnent-Emergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
System Organ O ass 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 7 ( 3.5% 2 ( 2.09 10 ( 5.6% 4 ( 4.4% 3( 3.29
Events Leading to Prenmature Discontinuation of Study
Drug
Neopl asns beni gn, nalignant and unspecified (incl cysts 1( 0.59% 0 1( 0.6% 0 0
and pol yps)
Col on cancer 0 0 1( 0.6% 0 0
Mal i gnant nel anoma 1( 0.5% 0 0 0 0
Nervous system di sorders 0 0 0 0 1( 1.19%
Cerebral venous sinus thronbosis 0 0 0 0 1( 1.19%
Renal and urinary disorders 0 0 0 0 1( 1.19%
Acute kidney injury 0 0 0 0 1( 1.1%
Respiratory, thoracic and nediastinal disorders 0 0 1( 0.6% 0 0
Dyspnoea 0 0 1( 0.6% 0 0

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 Qutput file: t-teae-m sub-drug-disc-m pdf 28MAY2020: 14: 29 Page 3 of 4
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Filgotinib
Study GS-US-418-3898 Final Clinical Study Report Final

G | ead Sciences, Inc.
Study GS-US-418-3898
Table 15.11.5.1.4: Treatnent-Emergent Adverse Events Leading to Premature Discontinuation of Study Drug by System Organ Class and Preferred Term
Mai nt enance St udy
Saf ety Anal ysis Set

I nduction I nducti on I nducti on
Filgotinib 200 ny Filgotinib 100 ng Pl acebo
Mai nt enance Mai nt enance Mai nt enance Mai nt enance Mai nt enance
Filgotinib Pl acebo Filgotinib Pl acebo Pl acebo
System Organ O ass 200 ny 100 ny
Preferred Term (N=202) (N=99) (N=179) (N=91) (N=93)
Nunber (9% of Subjects with Any Treatnent-Energent Adverse 7 ( 3.5% 2 ( 2.09 10 ( 5.6% 4 ( 4.4% 3( 3.29
Events Leading to Prenmature Discontinuation of Study
Drug
Vascul ar di sorders 0 0 0 0 1( 1.19
Haenorrhagic infarction 0 0 0 0 1( 1.19%
Venous t hronbosi s 0 0 0 0 1( 1.19%

TEAE = treatnent-energent adverse event.

TEAEs are defined as any AEs that began on or after the Mintenance first dose date up to 30 days after Maintenance |ast dose date, or led to
premature discontinuation of Mintenance study drug.

Ml tiple AEs were counted only once per subject for each systemorgan class and preferred term

System organ cl asses were presented al phabetically, and preferred ternms were presented by descending order of the total frequencies.

Source: Listing 16.2.7.5.1

Data Extracted: 05MAY2020
Source: .../final/versionl/prog/t-teae-msub.sas v9.4 Qutput file: t-teae-m sub-drug-disc-m pdf 28MAY2020: 14: 29 Page 4 of 4
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