E

Galapagos

STATISTICAL ANALYSIS PLAN

Project Number: GLPG3970
Study Number: GLPG3970-CL-210
Study Title: A randomized, double-blind, placebo-controlled, multicenter study to

evaluate the safety, tolerability, efficacy, and pharmacokinetics of
GLPG3970, administered orally for 6 weeks in adult subjects with
moderately to severely active ulcerative colitis

Development Phase: 2

Status: Final

Version: 3.0 Date: 16-Jun-2021
EudraCT: 2020-000659-11 IND: Not applicable
Sponsor: Galapagos NV, Generaal De

Wittelaan L11 A3, 2800
Mechelen, Belgium

Biostatistician:

Medical Leader: _

Confidentiality Statement

The information contained in this document is privileged and confidential. It is the property of Galapagos NV and
may not be used, disclosed, reproduced or otherwise disseminated within your organization or communicated to any
third parties without the express written authorization of Galapagos NV.



TABLE OF CONTENTS

VERSION HISTORY ...cuutiiiiiiiiiiiiiiiiiiiiiiiiiiniiiieisiissssieeeesissssssssesesissssssssmesesisssssssssasessssssssssssasssssssssssssssasessssssssns 6
LIST OF ABBREVIATIONS......ccctiiiiiiiiniiiiiiiiiiiniiieisiiiissnniiessississssmsesesissssssssesesisssssssssesssssssssssssssssssssssssssssasssssns 7
1. INTRODUCTION.....ciitiittttittiiiiinnitieiiiiinntiessssisssassssesssssssssssssesssssssssssssssssssssssssnssnsssssssssssnsanssssssssssnnnsnns 10
2. STUDY DESIGN AND OBIJECTIVES.......coittirrrnrnniiiiiinninnniieiiiiisnnnnneessiismmmsssseesisssmmmsssssssssssmmsssssssssssssasssnns 10

2.1 STUDY OBJECTIVES 1utveetteeueeessueesesesseeessssessssessssessssesssessssesssssssssnsssessssansssessssensssassessnsessssessssesessessssesansessnses
2.1.1. PrIMQAIY ODJECHIVE ...ttt e et e e e e ettt e e e e e e ettt e e e e e eaaasssaaaaeseesasssasaaaeeeasansees
2.1.2. Secondary Objectives
2.1.3. OUNCI ODJECHIVES ...ttt ettt et e e e ettt e e e e e e et aaaeessaassseaaaeeeesasssasaaaeseasnsses

2.2, STUDY ENDPOINTS 1.uttteutteetteetteeteeetteesteeesteessteeesueessseeesaessseeesssesnseeessesnseeenssesnseeenseesnseesssesnseeeseesnsessnseesnses
2.2.1. PrimMaAry ENGPOINT..........oveeieeeeeeeeeeee ettt e ettt e e e e ettt e e e e e ea et e e e e e esaassseaaaasassssssesaaaessansnsees
2.2.2. Secondary Endpoints
DB B O o 1= g = ¢ Lo | o Lo ][ L TP UEUPt

2.3. STUDY DESIGN ..vvtteuuteeeeuteeeestteeeseuueesestaeesassseeesassseeesssseeeassseeesassseeessseeessssseessssesesnssseessnseessanssseesnnsseessnsseeen

2.4. CLINICAL STUDY PROTOCOL (CSP) AND CSP AMENDMENTS eeeeuuvvteenurreeesureesasssneessusesesnsseesessseeesssssesssnseeessssseesanns 12

2.5. SCHEDULED OF ASSESSMENTS ..uuvvvteeuurteeesuuueesassseeesasssesessseesssssseesssssesssnsssesssssseesssssssssnssssessnssessansssesssssseessnsseeeen 12

2.6. SAMPLE SIZE JUSTIFICATION «...ttttteeeeeeiitttee e e e e e ettt e e e e e e aasbe s e e e eesesanses e e e eeeesaanneneeeeeeesannnbeeeeeeeseannranneeeesannnnnes 17

2.7. RANDOMIZATION AND BLINDING ....ettittteetaeiiittteeeeeseiit ettt e e e s et eeeeeeeseaannbeeeeeeesesaanbeeeeeeesesnnneneeeeeeesannnnnneeeeeenan 18
2.7.1. Randomization....................

2.7.2. Blinding and Unblinding

3. STUDY ESTIMANDS .....cueriiiiiiiiiinnnreetiississsssnssesssssssssssnssesssssssssssnsssssssssssssssssssssssssssssnsssssssssssssnnsasssssssssssnnsass 19
4, GENERAL METHODOLOGY ....cccituiiieeiimuiianiirmsiesisrssisssissssssssisssssssstsssssssstsssssssssssssssssssssssassssssssasssssssssnsssassss 20
4.1. AAINALYSIS SETS 1veeuveerureeareesureesseesssesaseesseeassaessseeasseessseeasseesssesasseesaseessseesssesssseessessseessesssesssessssessnsessnsessns

4.1.1.  All Screened Analysis Set
4.1.2.  All Randomized Analysis Set...................

4.1.3.  Safety Analysis Set
o N V|| Y 1o 1 3 Y =1 PP PUUPt
4.1.5.  Pharmacokinetic Analysis Set

4.2. RANDOMIZED VERSUS ACTUAL TREATIMENT GROUP ....cecuvvietieereeesteeeteeesseeessesesssessesessseessssessseesssesssseesssessssesssses 21
4.3. ANALYSIS PERIODS AND ANALYSIS TIME POINTS ..veeiitteeieesiteesteesiteesueesteesseessteessseessseesssessssessssessnsesssesssessssessns
3 B Y (=] [0 1 1YL= D o | VPSRRIt
B Vi o |V Kl o= 4 [ Yo KPP UUUPt
4.3.3. ANGIYSIS WINOOWS ..ottt ettt s e st e st e st e s neesateesaneens
4.3.4.  Definition Of BASEIINE .........ccccueeeieeeiiieeeet ettt e e sttt e et e st et e e s
4.3.5.  Selection and Use of Analysis Visits........
4.3.6. Handling of Missing Data.......................
4.3.6.1. Handling of Missing Date-Time Data
4.3.6.2. Handling of Missing Result Data..........
4.3.6.3. Censoring Of TIME 10 EVENT DAt ...ciccuiiiiiiieiiiiie ettt ettt ettt ta e et e e s tb e e e sbaeeessbaaeeaseeesnsaeaeannneas
4.3.7.  Handling of Values Below or Above a Threshold
S T 1o [ Lo || T o Mo OV 1 =1 SR
0/ B Y g0 [ 1] {[ole 1 (o) ¢ I e Loy £o ) (ISP UUUPRt
4.4, PRESENTATION OF RESULTS. 10 euvtetutttetteeteeeseeetesesueesstessseessseeesseesssesesssessssssssssssesenssssnsssesssesssseessseessseesssessssees
4.4.1.  Presentation Of TrEAtMENT GIOUDS............uuveeeeeeeeeeiieeeee e eeeeieeee e e e e e sttt e e e e eessessssesaaeesassssssesaaaeesasissses
4.4.2.  Calculation of Descriptive Statistics
W/ B 0o [olV ] [0 4 fo T e ) = o3 ¢ 1 e o =X SR



5. INTERIM ANALYSES AND INTERNAL DATA SAFETY MONITORING COMMITTEE..........coocciimmiannnnssinnssnsnnnnnes 33
6.  STATISTICAL ANALYSES .....ccciiisiissssnsisnssass s sssasss s s s s s s ass s s sasarmas s e s ssa s s mna s s na s s sa snasan s s s s e masansannnns 39

6.1. SUBJECT INFORMATION ... eetteee et ettt ee e e emeee e e ee e e et e e eeee2aamn e nsmee e e ex smssmseeeeam 2eemnnnsseneeaaensnnseaeeeeaannnsmseeees 3
6.1.1. Demographic and Baseling Disease CRArQCTEIISTICS ....cvvveeeeeiieeeeeeeeeeeeseesstteeiseeereseessesssessseasssaasssnanas 33
6.1.2.  Allocation and RANAOMUZATION ............oeeeeeeeeeeeeeeeeeeeeeeeeee e e e e e e e e e e eeea s e memeaenen 34
6.1.3.  DiSPOSITION INFOMMGEION ... .ccvveeeeeeeeeeeee et ettt e e e e e et e e e emn e s e e st e nns e e e seaeesmsssnsnasenessaansnann 35
6.1.4.  Protocol Deviations @id ElIGIDIlITY ..............ooeeeeeeeeeeeeeeseee et e e st ann e e eae e e sae e s e nestsaanananan 35
6.1.5. Medical History and CONCOMITANT DISEASES ......cveeeereeseeeeeestieeeeaeeeeeeesseesstaansseeessssnsessseessenssssassssanan 36
6.1.6.  UICErative COITtIS HISTOTY ....ccuieeeeeeeeeeeeseeesteeee e eea e e e e eaeees e e st e e e aeemn e s ssees st e nns s easnasesmsesansnasensssaannssanan 36
6.1.7.  Prior and Concomit@nt MEQICATIONS. ............ooooneeeeeeeeeeeeeeee e eee e ee e eee s eee e s memeaennn 36

6.1.7.1. (0o o T3 Y=oy 2 T=T T =T B =T 1 OSSO SERSTRRSPRNRS- | -1
6.1.7.2. Classification Of MediCatiONS . ....c..ii ettt et e ette e e ee e e es e e s et ees ssmne ensne s esnsaesssneeeee 3O
6.1.7.3. Calculation of REIATIVE DAYS ....uueeeiec e e e e cetee e e e cetrne e e e erasesmasaeaeeeasaesaneeeanssssseaeesessrnssnsnseasssrsnnnsesneerans D £
6.1.7.4. Presentation Of RESUITS ... et ee s s eeeann e eaeeen s rmanaa e e e sesemassaaeeean ennsenneseasnnsnnenneeen 3 T
Lo o Vo= 1] == SN 37
6.1.9.  Exposure to Study Drug and COMPIIANCE .........cecveeeeeeeeeeeecees et cee e sees st e st s sna e s s essses e sreensaernansean 37
6.1.9.1. DEFVATION RUIES .oeeiiiiiieiiecee ettt e ee et me e ee s e aaae e eeeeena eamneaee e e sannnseaneeen s rmsnssnesaesannnsseseeransnnseneesenennsnsenneees D T
6.1.9.2. Presentation Of RESUIES ... et e s e e e e e e e en s rman st e e e ee s enatsaaeeeen ennneneeseaennrnenneees 3D

6.2. EFFICACY AANALYSES . ... e eceee et ettt e e e e ettt eaeaa e e e aas e e e ee e s e eeeeeeeaennn samseeeaeeamnsmnsassnnea s eannnseneeassamsnnnnseaeeenennnns 3O
6.2.1.  LeVel Of SIGRUEFICANCE ... et ettt e et e e e e e e e n e a e eeeeeen e erneeneon 39
6.2.2.  Primary EffiCacy POAIrGIMETEN.........coooeeeeeeeeee ettt et e e e e nenaeen e eaeen e erneneon 39

6.2.2.1. DErVATION RUIES .oeeiii e ettt e ee et me e e e s e aene e e e eesreaee e e ssnnneeaaeeensrmsnasaesaesannssseseesansnnseneesenennsnsenseses 3O

6.2.2.2. Analyses Methods OSSP SPSURRRORe :

6.2.2.3. Signal Detection Methodology RS- & |




6.3. SAFETY ANALYSES ...etteeeeeeeeaistteeeeeessametee et eeesesasbeseeeeesesaasreseeeeeee s s se e e e e eeeesaasnsneneeeeesansnneneeeseaansnnreneeeeesesnnnnes 53

6.3.1.  ACVEISE EVENLS ...ttt ettt ettt e e ettt e st e e ettt e et e e et te e e a e e eeane 53
6.3.1.1. Definition of Treatment-Emergent AdVErse EVENTS .......c.eeecciiiiiiiiieiiiieecsieeeeieee et e e ssitee s ave e e sveeesssree e e 53
6.3.1.2. [OfoTe TaT= o]l 2=T o Yo T =Te B K=Y o' o TSP PSROTPPP 53
6.3.1.3. Allocation of Adverse Events to ANalysis PEriods ........oouiiiiiiiiiiiiie it 53
6.3.1.4. TreatMENT REIATEANESS . .veeiiieiieiie ettt et s e et e sa e et eseeeebeesabeesseeenteesaseenneesseeenseenn 54
6.3.1.5. J oY B 0 T Y =1 (=Tl 4o o PSSP SURRURPRTPNE 54
6.3.1.6. Calculation of Relative Days and DUFAtioN ........ceoiiiiiiiiiieiiiiie ettt siae e st ee s sibe e s ssaeessnsneas 54
6.3.1.7. EVENTS OF SPECIAI INTEIEST ..ottt ettt e e st e s sabe e e stbaeeetbeeesabeaesssaesannne 55
6.3.1.8. Presentation Of RESUILS .....iiiuiiiiiiieeieesee sttt ettt e st e e sb e e beesaeeenteesaseenseeenteesaneenseennees 55
6.3.1.9. EudraCT AdVerse EVENTS REPOITING ..ccveirieiiierieeiee st esite et ste et e st et e steesaeeebeeseaeenteesaseeseesnseenaneeneesnnes 55

6.3.2. Laboratory Safety.....
6.3.2.1. Available Data
6.3.2.2. DEIIVALION RUIES ...eiiiiiie ettt ettt e e et e e e sttt e e eabe e e s bbeeeesbbeesaabeeeansbeaeanbbeesnabeaesnstnesannne 56
6.3.2.3. Definition Of TOXICITY Grat@s ....cieccuiieieiiii et cte ettt e e et e e et e e e stbe e e eta e e e eabeeesaseeeesseeesareaesnsseaeannns 56
6.3.2.4. Definition of Non-Graded ABNOIrMAlItIES .......cveiirieeiiiiiie ettt e e e snees 56
6.3.2.5. Urinalysis Tests With Categorical RESUILS .......coiiiii ittt sbe e e e iaee s 57
6.3.2.6. Treatment-EMeErgent PrinCiPIe ..o i ettt ettt e s sbe e e e bbe e e ssba e e s sabaeessteeennnne 57
6.3.2.7. VoY g el 6 1l a1 ol o] LIPS TPPR 57
6.3.2.8. = o F ) o) o) d 011 1Y AR PTRPPPPUPRNE 58
6.3.2.9. Presentation Of RESUILS ...c..iiuiiiiieie ettt ettt et sa e et e st e e aeeenseesseeenteesnseenneeenseennneenseennns 58

6.3.3.  ElECIrOCAITIOGITUM ...ttt ettt ettt e et e et e et e et esteeeseeeans
6.3.3.1. Available Data.......
6.3.3.2. Derivation Rules
6.3.3.3. P o 0o T34 =YL TSRS
6.3.3.4. Presentation Of RESUILS ......iiieiiiieie ettt ettt e et e st te et e s ste e s s e enseesseeenteesnseenneeenseesnneenseennnes 60

6.3.4.  VIEQI SIGNS ettt ettt et et et et e et e e tteenateee 61
6.3.4.1. J N 11 Y o] Sl D - PO PRSP PRRPRPOPPPRNt 61
6.3.4.2. DYV Lo o 2 (U] =T 61
6.3.4.3. P o 0o T34 =YL TSRS 61
6.3.4.4. Treatment-EMeErgent PrinCiPIE ... i ettt e e e e e e et e e e e eaa e e e eaaeeeeeabaeesneeaeennns 61
6.3.4.5. WOrst-Case ADNOIMAIILY ..oo.veeriiiiiiiiieeee sttt st st et e st e bt e st e e sasesneesnseebeenaneeane 61
6.3.4.6.

(ORI T o} ViY (ole [l =3 Co 1] 14 Lo 11 (o) KSR

6.3.6.  SARS-COV-2 INFECLION .....cccccereeeeeeeeeeeet e eee e eee e e e e e e e et e e e ettt e e e asataesassaaaeasssaaensssaasssssaasanssesannnes

6.3.7.  SUBDGIOUD ANGIYSES ...t ee e ettt e ettt e et e e e sttt e e asstaeessaaaeassssaensssaassassaasanssenannnes
6.4. PHARMACOKINETIC ANALYSIS ...t euttteuttesuteeeteesuteesseessteesseesaseesseesabeesssesabeeeseesaseeesseessteessseensseesaseessseenssesnneees

6.4.1. Available Data..............

6.4.2.  Presentation of Results

6.6. CHANGES TO THE PLANNED ANALYSES, NOT COVERED BY PROTOCOL AMENDMENTS «..ceveeeeeeeeereeeeeeeseneeeeeeeeeeeeeeeanns 65



7. REFERENCES ...ttt s s s s s s s s s s s b s 66

APPENDICES ....iiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiissssssssssssssss s s s s s sssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssens 68
APPENDIX |: LABORATORY: TOXICITY GRADING .....oviiiiiiiiiiiiiii ittt 68
APPENDIX II: VITAL SIGNS AND ELECTROCARDIOGRAM GRADING ..ceettiuuuirereeeeeaainnrineeeeesesasneneeeeesesannnreeeeesssasnnnnenneeessensnnnes 75
APPENDIX 11 IMAYO SCORING SYSTEM ....uuviiiiiiiiiiiiitiietes ittt st es s e sibass e e e e s e ssbaas s e e e s s sesbaaaseses st e asbaaseeeesessasbansseeesesas 77




VERSION HISTORY

SAP Amendment # Date Description of changes

SAP Version V1.0 13-Nov-2020

SAP Version V 1.1 27-Jan-2021 Section 6.1.1: Updated
derivation of Duration of UC
(years)

SAP version 2.0 14-jun-2021 Several updates including
analysis and derivation of the
primary endpoint.

SAP version 3.0 16-jun-2021 Update typo to sensitivity

analysis 1 for primary
endpoint and a clarification to
the SAS code in the appendix.




LIST OF ABBREVIATIONS

AE
ALT
ANCOVA
AST
ATC
AUC
BLOQ
BMI

CI

CL
CMH
CRF
CRO
CRP
CSp
CSR
CTCAE
Clrough
CTx
CvV

ECG

adverse event

alanine aminotransferase

analysis of covariance

aspartate aminotransferase

anatomical therapeutic chemical

area under the curve

below lower limit of quantification

body mass index

confidence interval

clearance

Cochran-Mantel-Haenszel

case report form

contract research organization

c-reactive protein

clinical study protocol

clinical study report

Common Terminology Criteria for Adverse Events
trough concentration

serum C terminal telopeptide type I collagen
coefficient of variation
I

electrocardiogram

early discontinuation

endoscopy subscore

full analysis set

follow-up

high, above the upper limit of the normal range
high-density lipoprotein

high specificity test
I
heart rate

high sensitivity C-reactive protein

-7-



ICF
ICH

IP
IXRS

LDL
LLN
LLOQ
LRV

LS

LSM
MCII
MedDRA
ot
n

N
NCICTCAE

NRI
ocC
PASS
PK
.
q.d.
QTc
QTcF
RA
RB
Reg

RR

informed consent form

International Council for Harmonization of Technical Requirements for
Pharmaceuticals for Human Use

investigational product

interactive voice/web response system

low, below the lower limit of the normal range
low-density lipoprotein

lower limit of the normal range

lower limit of quantification

lower reference value

least squares

least square mean

minimum clinically important improvement
medical dictionary for regulatory activities
I

mixed models for repeated measures
number of valid observations

normal, with the limits of the normal range

National Cancer Institute Common Terminology Criteria for Adverse
Events

non-responder imputation

observed cases

patient acceptable symptom state
I

physician’s global assessment score
pharmacokinetic(s)
I

pulse rate

once daily

corrected QT interval

QT interval corrected for the heart rate using Fridericia’s formula
rheumatoid arthritis

rectal bleeding

regular test

respiratory rate



SAE
SAP
SD
SDTM
SE

SF

SI
SMC

TEAE
TLF
TV
ucC

ULN
ULOQ

WHO

serious adverse event
statistical analysis plan
standard deviation

study data tabulation model
standard error

stool frequency

standard international
Safety Monitoring Committee

treatment-emergent adverse event

tables, listings and figures

target value

ulcerative colitis
I
upper limit of the normal range

upper limit of quantification

World Health Organization



Galapagos CONFIDENTIAL 14189
GLPG3970-CL-210

1. INTRODUCTION

This statistical analysis plan (SAP) describes the final statistical analysis of study GLPG3970-
CL-210. The results of the analysis will be described in the clinical study report (CSR).

Technical details on derivations and mock tables, listings and figures (TLFs) will be presented in
a separate document.

The statistical analysis will process and present the results following the International Council for
Harmonization (ICH) standards, particularly the ICH-E3, ICH-E6, ICH-E9, ICH-R9 (R1) and
ICH-E14 guidelines.

2. STUDY DESIGN AND OBJECTIVES
2.1. Study Objectives
211. Primary Objective

—  To evaluate the effect of GLPG3970 compared to placebo on the signs and symptoms of
ulcerative colitis (UC) in subjects with moderately to severely active UC.

21.2. Secondary Objectives

— To evaluate the safety and tolerability of GLPG3970 compared to placebo 1n subjects with
moderately to severely active UC.

—  To characterize the pharmacokinetic (PK) of GLPG3970 1n subjects with moderately to
severely active UC.

2.1.3. Other Objectives

2.2, Study Endpoints

2.2.1. Primary Endpoint

— Change from baseline in total Mayo Clinical Score (MCS) at Week 6.
222, Secondary Endpoints

— Number, incidence, and severity of treatment-emergent adverse events (TEAEs).
—  Observed GLPG3970 plasma trough concentrations (Cirough).
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2.23. Other Endpoints

3. Study Design

This is a Phase 2, randomized, double-blind, placebo-controlled, multi-center parallel-group
study to evaluating GLPG3970 1n adult subjects with moderately to severely active UC. In this
study, subjects will receive 1 dose level of GLPG3970 (400 mg once daily [q.d.]).

The study 1s planned to randomize 30 subjects in a 2:1 ratio (20 subjects planned to receive
GLPG3970 and 10 subjects planned to receive placebo).

The study will consist of 3 study periods:
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—  Screening period: up to 5 weeks with 2 study visits, with a maximum of 2 weeks from
screening visit 2 until randomization.

— Double-blind treatment period: 6 weeks with 4 study site visits (Days 1, 15, 29, and 43 or
early discontinuation [ED]) and 1 telephone call (Day 8).

— Follow-up period: 2 weeks with 1 study wvisit.

The subjects will be in the study for a duration of a maximum of 13 weeks [screening to follow-
up (FU)] and will receive oral GLPG3970 or placebo, as a reconstituted oral solution, once daily
(q.d.) for 6 weeks.

Refer to the Schedule of Assessments (Section 2.5) for further details.
A schematic diagram of clinical study design, procedures and stages is provided m Figure 1.

Figure 1 Schematic Diagram

Follow-up Period
2 weeks following

Screening Double-blind Treatment Period

up to 5 weeks Day 1 (Baseline) to Week 6

end of treatment

Key Selection - Kev Ou M
Criteria ) v tcome Measures
e Age 18-<65 [:: o Rateand SEVEIitY
ge 18- = Arm A (GLPG3970 400 mg QD, n=20) TEAEs
¢ UC diagnosis S < >
=3 months s L e MCS
c e « K
=] Arm B (Placebo, n=10) . _
Z < >
=

o1

24. Clinical Study Protocol (CSP) and CSP Amendments

This SAP 1s based on the protocol version 1.0, dated 02-Jul-2020.

2.95. Scheduled of Assessments

The study assessments will be undertaken at time pomts as specified in the Schedule of

Assessments (Table 1). For detailed instructions on the clinical study procedures, please see the
relevant CSP sections and CSP Section 8.1, “Timing of Assessments”.

-12-
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Table 1 Schedule of Assessments
SCREENING FOLLOW-UP
EVENT PERIOD TREATMENT PERIOD 1, 2 PERIOD3
Study Visit s1 | s 1 2 3 4 5 ED?® | Follow-up Visit
14+ 3 after last
Study Day (D) + Days -35t0 0 1 8+2 15£2 292 43£2 IP dosing
On-site visit v v v v v v v v
Telephone call v
Informed consent (Section 8.3 of CSP) v
Inclusion/exclusion criteria (Sections 6.1 and 6.2 of CSP) 4 4 4
Demographics (Section 8.3 of CSP) 4
Medical and smoking history including UC history v
(Section 8.3 of CSP)
Physical examination (Section 8.5.3 of CSP) v 4 4 v 4
Body weight and height® (Section 8.5.3 of CSP) v 4 v v 4 v 4
Vital signs (Section 8.5.4 of CSP) v v 4 4 v v v
12-Lead triplicate ECG (Section 8.5.5 of CSP) v v v v v v v

! On dosing days, all assessments are to be performed within 3 hours predose, unless otherwise specified.
2 Subjects must come for the study visits at baseline (Visit 1), Day 15 (Visit 3), and Day 43 (Visit 5) and the early discontinuation (ED) visit, if applicable in the morning in a

fasting state (no food intake for at least 8 hours).

3 Subjects who discontinue treatment early will be requested to return for an ED visit to complete all Visit 5 assessments and to return for a follow-up (FU) visit 14+3 days

after last IP administration.

* The endoscopy procedure will be done at Screening Visit 2 once the other in- and exclusion criteria have been confirmed at Screening Visit 1.

5 Height only to be measured at Screening Visit 1.
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SCREENING FOLLOW-UP
EVENT PERIOD TREATMENT PERIOD 1, 2 PERIOD3
Study Visit s1 | s 1 2 3 4 5 ED?® | Follow-up Visit
14+ 3 after last
Study Day (D) =+ Days -35t0 0 1 8§+2 15+2 29+2 43 +2 IP dosing
QuantiFERON TB Gold test (Section 8.5.2 of CSP) 4
SARS-CoV-2 RT-PCR test® v v As needed
SARS-CoV-2 serology test v As needed
Randomization (Section 6.5.1 of CSP) v
Blood collection
o Safety (hematology, coagulation, chemistry) v 7 i v 7 7 v
(Section8.5.2 of CSP)
e Serology (HBV, HCV, HIV) (Section 8.5.2 of v
CSP)
e Pregnancy test serum (all WOCBP females) v v v v v
(Section 8.5.2 of CSP)
e FSH test (WOnonCBP, non-surgical v
postmenopausal women) (Section 8.5.2 of CSP)
e PK (Section 8.6 of CSP) vE v v Vi v

® RT-PCR from a nasal swab sample at screening may be done at an earlier screening visit on a different day than the other screening assessments (after signature of the study
informed consent form) and RT-PCR from a nasal swab sample and serology testing at a visit on Day -3, and throughout the study as needed when subject presents signs and

symptoms of SARS-CoV-2 infection.

7 Fasted glucose, fasted insulin, and HOMA-IR only at baseline (Visit 1), Day 15 (Visit 3), and Day 43 (Visit 5) and the ED visit, if applicable.

8 Visit 1: predose (within 30 minutes prior to dosing), 1 sample within [0.5-1.5 hours postdose]; 1 sample within [2-2.5 hours postdose] and 1 sample within [3-4 hours

postdose].
° Visit 3 and 4: predose (within 30 minutes prior to dosing).

10 Visit 5: 1 sample predose (within 30 minutes prior to dosing) and 1 sample within [4-6 hours postdose].
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SCREENING FOLLOW-UP
EVENT PERIOD TREATMENT PERIOD 1, 2 PERIOD3
Study Visit s1 | s 1 2 3 4 5 ED?® | Follow-up Visit
14+ 3 after last
Study Day (D) + Days -35t0 0 1 8+2 15+2 | 29+2 | 43+2 IP dosing

11

Eine collection
e Safety'? (Section 8.5.2 of CSP) v v v v v v v
Stool sample collection'? v v v v v v
e Microbiology v
e Microbiome (sampling before IP administration) v v v
(Section 8.7.3.2 of CSP)

12 0On dosing days, safety urine samples will be taken predose, on the same visit day. Visit 1 and 5: predose and 2 hours postdose. Calcium and phosphate should only be

evaluated at Visits 1 and 5.

13 At Screening Visit 1, a stool sample should be collected during the visit. If not possible, the subject can collect the sample at home within 24 hours after start of Screening.
For Visits 1, 3, and 4, stool samples can be collected within 24 hours prior to the visit or during the visit. At Visit 5 (Day 43) and ED visit, if applicable, when the stool
sample must be taken before the bowel preparation for endoscopy, stool can be collected more than 24 hours before the visit. One sample can be used for different

assessments.
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Mayo Clinical Score subscores (MCS-SF, MCS-RB,
PGA) (Section 8.4.3 of CSP)

] SCREENING FOLLOW-UP

EVENT PERIOD TREATMENT PERIOD 1, 2 PERIODS
Study Visit S1 | s2¢ 2 3 4 5 ED? Follow-up Visit
Study Day (D) + Days 35100 1 8+2 | 15+2 | 29+2 | 43x2 142 3 after last

IP dosing

Subject diary evaluation {Section 8.8.1 of CSP) v v v v v v v v
Allocation and dispensing of IP supplies (Section 7.2 of v v v
CSP)

IP administration (Section 7.2 of CSP)

Once daily throughout the treatment period!®

Prior and concomitant medication (Section 6.3.2 of CSP)

Throughout the study

Adverse events (Section 8.5.1 of CSP)

Throughout the study

14 Central endoscopy reading, :
13 Screening endoscopic assessment (either surveillance colonoscopy or tlexible sigmoidoscopy) should be completed prior to Day -8.

16 On Visit 1, 3, 4, and 5, administration of IP must occur at the site.
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2.6. Sample Size Justification

A sufficient number of subjects with UC will be screened in order to have 30 subjects
randomized (20 planned subjects on GLPG3970 and 10 planned subjects on placebo).

The 30 subjects randomized in the study, are expected to be sufficient to provide preliminary
insight in the safety, tolerability and PK of GLPG3970 in UC patients. In case of drop-outs due to
SARS-CoV-2 infection, additional subjects may be randomized on top of the planned sample
size. The number of additional subjects randomized will not exceed the number of subjects
dropping out of the study in relation to SARS-CoV-2. Randomization of additional subjects will
ultimately be decided by the sponsor before any study lock or related unblinding has occurred.

For the efficacy objective, the operating characteristics of the chosen decision framework for the
most important endpoint (MCS change from baseline at Week 6) at a sample size of 30 subjects
(10 on placebo and 20 on GLPG3970) are represented in the following graph and table, and were
deemed acceptable. A common standard deviation of 3.3 was assumed in this small study. Lower
Reference Value and Target Value for the decision framework were determined based on the
published studies and the therapies in development or on the market. They were identified by the
project team as the lowest delta of possible interest and the best case scenario for efficacy
outcome respectively.

True Signal Score Probability Operating Characteristics for Decision Rules
for PLC:GLPG = 10:20 patients
Treatment Of Outcome 100
Difference In
MCS Change @,
E L
From Baseline s Decision
At Week 6 % - . SIGNAL NOT DETECTED
gl] =0 NO CONCLUSION
3.0 Signal detected 0.673 g FIGNAL DETECTED
02
No conclusion 0.220
0.00-
No signal detected | 0.107 4 5 4 .
True Mean Treatment Difference
1.3 Signal detected 0.205 PLC: placebo; GLPG: GLPG3970
No conclusion 0.289
No signal detected | 0.506
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2.7. Randomization and Blinding
2.71. Randomization

At screening, subjects will be assigned a subject identification number. When a subject is
confirmed to be eligible for the clinical study, the subject will be randomized at visit 1.
Allocation of each subject to a given treatment will be done using a centralized electronic system
(interactive voice/web response system [IXRS]). Investigational product (IP) will be randomized
in a 2:1 ratio to GLPG3970 or placebo.

2.7.2. Blinding and Unblinding

This is a randomized, double-blind clinical study. The subjects and the entire clinical study team,
including the investigators, clinical study coordinators, and sponsor personnel are blinded to
treatment assignment.

Blinded and packaged medication will be provided to the site. All IP formulations will be
identical in appearance, shape, smell and taste and will be packaged in the proper proportion to
assure desired dosages and maintenance of the blinding.

The blind can be broken by the investigator for the safety of a subject. The investigator is
encouraged to discuss considerations to break the blind with the medical leader, whenever
possible and where the situation allows. However, the responsibility to break the treatment code
in emergency situations resides solely with the investigator. The investigator is not required to
discuss unblinding beforehand if he or she feels rapid emergency unblinding is necessary, but is
required to inform the sponsor in within 24 hours after unblinded has occurred.

The blind can be broken by the investigator via IXRS by the investigator.

If the blind is broken for any reason during the course of the clinical study, the moment on which
the blind was broken and all other relevant information will be documented by the study site. The
reason for breaking the blind will be indicated and justified in the source documentation.

If an AE leads to unblinding, the AE will be given as the reason for unblinding. All subjects who
are unblinded should, where possible, complete the follow-up visit assessments 14+3 days after
unblinding. Any AEs will be followed until resolution.

The code-break information (via IXRS vendor) will be provided to the bioanalytical laboratory
responsible for PK sample analysis, the person responsible for providing unblinded data to the
internal safety monitoring committee (SMC), to the pharmacovigilance vendor for serious
adverse event (SAE) reporting purposes, and, if applicable, to the contract research organization
(CRO) performing population PK/PD analyses.

18-
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3. STUDY ESTIMANDS

Estimand for the primary study objective:

Attribute Details
Treatments GLPG3970 (400 mg q.d.) vs. Placebo
Population e Population target defined through the

inclusion/exclusion criteria (see CSP).

e Analysis Set: Full Analysis Set (FAS)
defined as all randomized subjects
who have received at least 1 dose of

IP.
Endpoint Change from baseline in total MCS at Week
6.
Population-level summary Difference (GLPG3970 minus placebo) in

least square means (LSM). For further details
see study SAP section 6.2.2.2.

Intercurrent events and strategies to handle e Early treatment discontinuation (for
those any reason) is handled using the
hypothetical strategy

e Other intercurrent events (e.g. major
protocol violations, intake of
prohibited medication, lack of
compliance) are handled using the
treatment policy strategy (i.e. they are
ignored)

-19-



Galapagos
GLPG3970-CL-210

CONFIDENTIAL Doc id: 13822

Estimand for the secondary study objective:

Attribute Details
Treatments GLPG3970 (400 mg q.d.) vs. Placebo
Population e Population target defined through the inclusion/exclusion
criteria (see CSP).
e Analysis Set: Safety Analysis Set, defined as all subjects
who were administered study drug at least once.
Endpoint Presence of TEAE

Population-level
summary

Percentage of subjects with TEAEs.

Intercurrent events and
strategies to handle
these

Early treatment discontinuation (for any reason): handled
using the while-on-treatment strategy.

Other intercurrent events (e.g. major protocol deviations,
intake of prohibited/rescue medication, lock of compliance):
handled using the treatment policy strategy (i.e. adverse
events are counted regardless the occurrence of these other
events).

4, GENERAL METHODOLOGY

4.1. Analysis Sets

The analysis set will always be indicated in a subtitle in the table, listing or figure.

41.1. All Screened Analysis Set

All subjects who signed and dated an informed consent form (ICF).

4.1.2. All Randomized Analysis Set

All screened subjects who were randomized into the clinical study.

4.1.3. Safety Analysis Set

All subjects who used at least 1 dose of IP.
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4.1.4. Full Analysis Set
All randomized subjects who have received at least 1 dose of IP.
4.1.5. Pharmacokinetic Analysis Set

Subset of the Safety Analysis Set for which plasma concentration data are available to facilitate
development of the population PK model as described in the pharmacometric analysis plan and
excluding CSP deviations which have an impact on the PK analysis.

For population PK modeling, besides the plasma concentration, the corresponding PK sampling
time and the time of last drug intake prior to taking the sample should be available. The results
from the population PK analysis will be presented in a separate document.

4.2, Randomized Versus Actual Treatment Group

For subject information and efficacy parameters, the treatment group as assigned by the
randomization will be used in the analysis (i.e. as-randomized analysis).

The actual treatment groups will be used for the analysis of safety, PK and PD parameters. The
“actual” rather than “randomized” treatment will be used only in case the “wrong” drug had been

taken during the entire study duration.

Differences between the randomized and actual treatment group will be listed in the
disposition/randomization section of the analysis.

4.3. Analysis Periods and Analysis Time Points

4.3.1. Relative Day

The timing of an assessment or an event relative to a reference date will be calculated as follows:
When the concerned date is before the reference date:

Relative day (davs) = concerned date-reference date
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When the concerned date is the equal to or later than the reference date:

Relative day (days) = concerned date-reference date +1 day

where:

—  The concerned date could be the measurement date of the assessment, or the start or end date

of the event.

—  The reference date default is the date of the first dose of study drug administration, unless

specified otherwise.

—  Date implies a complete date having day, month and year available. Unless otherwise
specified, the relative day will remain missing when it cannot be calculated due to absence or
incompleteness of the concerned and/or reference dates.

The general terms of this formula also apply when similar relative timings are required in other
time units, for example in minutes.

4.3.2.

Analysis Periods

For treated subjects, adverse events (AEs) and assessments will be allocated to analysis periods

according to Table 2.

Table 2 Analysis Periods
Analysis Period Start Analysis Period End Analysis Period
Screening Date of signing the ICF, with | Date (time) of first study drug
00:00 added as time part administration - 1 minute
Treatment Date (time) of first study drug | Study termination date (i.e.
administration. date of last contact), with
23:59 added as time part

The last analysis period will always end on the date of last contact.

For every subject, all assessments performed and all events occurring during the study are
expected to have a (start) date (/time) between the date of informed consent (IC) signature and
the last contact date. Obvious exemptions are historical records like medical history or
concomitant therapies having started before the study.

Assessments and events will be allocated to one of these analysis periods by incidence, meaning
placing the record (start) date and time between the matching start and end dates and times of the
subject’s own analysis periods, assuming completeness of all dates and times, or further
determined by the presence of timing indicators such as tick boxes flagging AEs starting
before/after first study drug administration, or by worst-case considerations for AEs if needed.
For the parameters for which the time of assessment was not planned to be collected, their
assessment on the day of first IP administration will be considered as baseline and will be
reported under the ‘Screening’ analysis period with the exception of AEs.
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4.3.3. Analysis Windows

For the efficacy, PK, -and safety assessments, all data (including data obtained at unscheduled
visits) will be placed into time windows based on the relative day (ADY) of the assessment
(relative to the first dose of IP), according to the following allocation tables:

For endpoints with multiple components, analysis windows will be derived separately for each
component/parameter.

-23-



Galapagos CONFIDENTIAL Doc id: 13822
GLPG3970-CL-210
Table 3: Analysis visit window for non-PK data
Visit date and time Relative day Assessment visit (VISIT) Time window Target day | Analysis visit
(ADY) (in ADY)* (AVISIT)
On or before first study <l Last assessment at any point in time before | <1 1 Baseline
drug administration first study drug administration
After first study drug >1 Any scheduled (non follow-up), 2to 12 8 Week 1
administration unscheduled, or early discontinuation visit
13 to 22 15 Week 2
23 to 36 29 Week 4
37 to 49* 43 Week 6
Follow-up CRF collected Follow-up

follow-up visit

*For Week 1, Week 2, Week 3, Week 4, Week 5 and Week 6, time windows will be applied excluding assessments performed more

than 2 days after the last dose of IP. Except for Endoscopy an

last dose will be excluded and the Week 6 analysis window will be 37 to 52 days.

where assessments performed more than 7 days after
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Visit date and time Relative day | Assessment visit (VISIT) | Time window (in ADY or Analysis visit
(ADY) relative to last dose of IP for | (AVISIT)
the follow-up)*
Before first study drug <l All days before the first <1 Baseline
administration IP administration.
Same as or after first > 1 Any scheduled (non 1to7 Week 1
study drug administration follow-up), unscheduled,
or early discontinuation 8to 14 Week 2
visit
15 to 21 Week 3
22 to 28 Week 4
29 to 35 Week 5
36 to 42 Week 6
Follow-up 1 to 7, where day 1 = first day | Week 7
after the last dose of IP
8 to 14, where day 1 = first day | Week 8
after the last dose of IP

*For Week 1, Week 2, Week 3, Week 4, Week 5 and Week 6, time windows will be applied excluding assessments performed more
than 2 days after the last dose of IP.



Galapagos CONFIDENTIAL Doc id: 13822
GLPG3970-CL-210

Table 5: Analysis Visit Window for PK data

Visit date and | Relative | Assessment visit Time Target | Analysis Analysis time point (ATPT)
time day (VISIT) window | day visit
(ADY) (in (AVISIT)
ADY)*
Before first <l or Last assessment at any <l or 1 Baseline Pre-dqse (within 30 minutes prior
study drug pre-dose | point in time before first | pre-dose to dosing)
administration | at study drug administration | at
ADY=1 ADY=1
Same as or after | > 1 Any scheduled (non 1 1 Day 1 As indicated in the database:
first study drug follow-up), unscheduled,
administration or early discontinuation 0.5-1.5, 2-2.5, 3-4 hours post-dose
visit
13t022 |15 Week 2 As indicated in the database:
Pre-dose (within 30 minutes prior
to dosing)
23to36 |29 Week 4 As indicated in the database:
Pre-dose (within 30 minutes prior
to dosing)
37t049 |43 Week 6 As indicated in the database:
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Visit date and | Relative | Assessment visit Time Target | Analysis Analysis time point (ATPT)
time day (VISIT) window | day visit
(ADY) (in (AVISIT)
ADY)*
Pre-dose (within 30 minutes prior
to dosing) and within [4-6 hours
post dose].
Follow-up CRF Follow-up
collected
follow-
up visit

*For Week 1, Week 2, Week 3, Week 4, Week 5 and Week 6, time windows have to be applied excluding assessments performed
more than 2 days after the last dose of IP.
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Visit date and | Relative | Assessment visit Time Target | Analysis Analysis time point (ATPT)
time day (VISIT) window | day visit
(ADY) (in (AVISIT)
ADY)*
Before first <l or Last assessment at any <l or 1 Baseline Pre-dose
study drug pre-dose | point in time before first | pre-dose
administration | at study drug administration | at
ADY=1 ADY=1
Same as or after | > 1 Any scheduled (non 1 1 Day 1 2 hours post-dose
first study drug follow-up), unscheduled,
administration or early discontinuation 13t022 |15 Week 2
visit
23t036 |29 Week 4
37t049 |43 Week 6 As indicated in the database:
Pre-dose and 2 hours post-dose
Follow-up CRF Follow-up
collected
follow-
up visit
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4.34. Definition of Baseline

Baseline is defined as the last available assessment prior to the first intake of IP. For the
parameters for which the time of assessment was planned to be collected, if for their assessment
on the day of first intake the time is missing, their assessment at time point “PRE-DOSE” (when
applicable) will be considered as baseline, otherwise, previous days last available assessment will
be selected. For the parameters for which the time of assessment was not planned to be collected,
their assessment on the day of first intake of IP will be considered as baseline. If multiple values
qualify as last available assessment, the mean of these values will be used in the analysis.

For electrocardiogram (ECG) data assessed in triplicate, baseline is defined as the average (stored
without rounding) of the combination of the most complete replicated ECG parameter before first
intake of IP and at the same time the closest to it, selecting in the following order:

First consider Day 1, pre-dose:

- Select the average of the last available triplicate ECG parameter on that day;

- If there is no triplicate, select the average of the last available duplicate ECG parameter;

- In the absence of triplicates and duplicates the last available single ECG parameter will
become baseline.

If baseline is not yet determined, consider the previous day and repeat the above selection
(average of last triplicate, average of last duplicate, last single ECG on that day). Repeat the
whole process successively for each previous day(s) as needed until baseline is determined.

For diary-based efficacy parameters, baseline is defined as the average of the values before the
first IP administration. The baseline value will be derived only when there are at least 3 days with
data. Otherwise, the baseline value for that parameter will be treated as missing. The definition
will exclude the day prior/of/after the colonoscopy.

4.3.5. Selection and Use of Analysis Visits

Before first administration of IP, only Baseline will be used for the entire statistical analysis. Pre-
baseline assessments will only be listed. After first administration of IP, if multiple valid, non-
missing assessments exist in an analysis window, records will be chosen based on the following
rules if a single value is needed:

e The record closest to the nominal day for that visit will be selected, or

e If'there are 2 records that are equidistant from the nominal day, or more than 1 record (with
time known) on the selected day, the latest record will be taken

e [f chronological order cannot be determined (e.g., more than 1 record on the same day with
time missing), the average of the records will be computed and reported in the analysis

For the- endpoints including MCS, _, the following steps
will be used to derive each composite endpoint, unless otherwise specified:
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e Step 1: Put- component value into an analysis visit window.
e Step 2: Within each visit window, select the data points for analysis.

e Step 3: Combine these selected data points within each analysis visit window across the
components.

4.3.6. Handling of Missing Data
4.3.6.1. Handling of Missing Date-Time Data

No imputations will be done in case of missing date (time) fields, nor for the missing parts of
partially known date (time) fields.

Assessments with missing date (time) will be omitted from the analysis.

Event-type data (e.g. AEs, concomitant medications) with missing date (time) will be allocated to
analysis periods using a worst-case approach as explained in the respective sections.

4.3.6.2. Handling of Missing Result Data

No imputation will be done of missing result data unless otherwise specified. That is, an observed
case (OC) analysis will be performed. Endpoints analyzed via MMRM handle missing data via
the maximume-likelihood function.

For MC a multiple imputation procedure will be used as described in section
6.2.2.2. h

For analyses of binary endpoints in the secondary efficacy endpoints, the non-responder
imputation (NRI) method will be used for missing value imputation in addition to the observed
case (OC) analysis.

4.3.6.3. Censoring of Time to Event Data
Not applicable.
43.7. Handling of Values Below or Above a Threshold

Results of continuous parameters, as well as normal limits of these reported as below (or above)
the detection limit will be imputed by the value one precision unit smaller (or larger) than the
detection limit itself. In listings, the original value will be presented.

Example: if the database contains the value “<0.04”, then for the descriptive statistics the value
“0.03” will be used. The value “>1000" will be imputed by “1001”.

For PK data, values below the limit of quantification will be imputed by 0 for the calculation of
descriptive statistics presentation; except for the geometric mean and the geometric CV%, where
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1t will be imputed as lower limit of quantification (LLOQ)/2. These values will be listed as
“below lower limit of quantification (BLOQ)”.

4.3.8. Handling of Outliers

There will be no exclusion of outliers, all measured values will be included in the analyses.

4.3.9. Stratification Factors

Not applicable.
4.4. Presentation of Results
44.1. Presentation of Treatment Groups

Results will be presented by treatment group:

e GLPG3970 400 mg q.d.
e Placebo

In the Subject Information, a grand total “All Subjects” will be added to summarize all subjects
over all treatment groups 1n tables.

44.2. Calculation of Descriptive Statistics

For continuous parameters, descriptive statistics will be presented when N > 2. When N = 1, the
observation will not be shown in tables nor in figures of summary statistics but will only be
listed.
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Descriptive statistics will include:

the number of non-missing data points (n);

the arithmetic mean:

the standard error (SE) and standard deviation (SD);

—  the median, minimum and maximum;

—  90% confidence interval (CI) of the mean (if indicated in the relevant section).

For PK data, descriptive statistics will include:

the number of non-missing observations (n);
the number of data points above the LLOQ);
the arithmetic mean:

SE and SD:

— the median, minimum and maximum;

— the coefficient of variation (CV%);

— the geometric mean and geometric CV%.

If less than 50% of the subjects have quantifiable values, only the number of subjects with data,
number of data points above the LLOQ, the arithmetic mean, median, minimum, and maximum
will be presented with the original calculated value. The other descriptive statistics will be listed
as “NC” (not calculated).

If the calculated descriptive statistic 1s BLOQ, then it will be presented as “BLOQ”.

Individual values and descriptive statistics of concentrations and PK parameters will be presented
with 3 significant digits.

443. Calculation of Percentages
Frequencies and percentages will be generated for categorical parameters.

For event-type data (e.g. AEs), the denominator will be all subjects in the analysis set and
analysis period. For other data (e.g. worst-case analysis of assessments), the denominator will be
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all subjects with (post-baseline) data for the parameter, in the analysis set and analysis
window/period.

3. INTERIM ANALYSES AND INTERNAL DATA SAFETY
MONITORING COMMITTEE

No formal interim analysis 1s planned for this chinical study.

An mnternal SMC independent from the study will review unblinded safety data during the course
of the study. This Commuttee may involve external medical experts (such as an expert in the field
of UC and an infectious diseases expert) to support data interpretation. The Commuttee will
review unblinded safety data and assess any potential safety 1ssues anising during the conduct of
the clinical study, including (but not linited to) any potential 1ssues m the context of the SARS-
CoV-2 pandemic. The climical study team will remain blinded to the allocation of subjects to
treatments during the course of the study. The process 1s described in a separate SMC Charter.

6. STATISTICAL ANALYSES

6.1. Subject Information

Subject information will be tabulated using the Safety Analysis Set, unless specified otherwise.
No inferential testing will be performed, nor will p-values be provided.

Subject information will be tabulated with descriptive statistics per planned treatment group, as
well as overall.

6.1.1. Demographic and Baseline Disease Characteristics

The following parameters will be summanzed:

—  date of ICF signature (hsted);
—  sex:
— age at sigming the ICF (years);
— age, categorized (years): 18 < age < 65; 65 < age < 85; age =85;
— race and ethmicity;
—  height at baseline (cm);
—  weight at baseline (kg);
—  body mass index (BMI) at baseline (kg/m?) = %
(BMI will not be recalculated 1if already available in the database);

— smoking status (Non-smoker/Ex- smoker/Current smoker );
— number pack-years;
—  duration of UC (years)

(date of first study drug administration) — (date of initial diagnosis) + 1

365.25
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If missing day: use 1* day of the month
If missing both day and month: use 1% of January;

—  duration of UC, categorized: <6 months; 6 months < duration<1 year; 1 < duration<3
years; 3 < duration<5 years; 5< duration<10 years; duration>10 years;

— MCS at baseline;

i -

— MCS-SF at baseline
— MCS-RB at baseline;

— MCS-ES at baseline;
— PGA at baseline;

Demographic and baseline disease characteristics will be listed.

6.1.2. Allocation and Randomization

The number of subjects (and percent) per treatment group and overall will be tabulated per
country and site.

The following listings will be provided:

— Listing per subject of the study drug kit numbers, study drug batch numbers
dispensed/returned.
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— Randomization schemes and codes, with the treatment assigned to each subject. This listing
includes a flag in case of discrepancies or errors between the assigned and the actual
treatment taken, and should also include flags declaring any (potential) unblinding.

6.1.3. Disposition Information
The following tabulations will be provided, by treatment group and overall:

—  The number of subjects screened, not-randomized (including reasons), randomized (treated
and not treated), and treated with GLPG3970 and Placebo.

—  Number (percent) of subjects randomized per country and site.

—  The number (percent) of subjects in each analysis set as defined in Section 4.1.

—  The number (percent) of subjects per analysis window as defined in Section 4.3.3.

—  The number (percent) of subjects who completed/discontinued the study drug administration
schedule and the reasons for discontinuation.

—  The number (percent) of subjects who completed/discontinued the study and the reasons for
discontinuation.

Additionally, the following information will be provided in listings:

—  Subject identification and randomization (country, site number, investigator, subject
number).

— Randomization number and date, planned and actual randomization group, with flags for any
discrepancies.

—  Subjects excluded from the safety and full analysis sets, including reasons.

6.1.4. Protocol Deviations and Eligibility

Major protocol deviations are determined and recorded while the study is ongoing, and the list is
finalized prior to database lock (and unblinding). For more details, please refer to the Protocol
Deviations Plan.

The number (percent) of subjects with major protocol deviations will be tabulated, overall and
per class of deviation, by treatment group and overall.

All available information concerning major protocol deviations, including COVID-19 related
verbatim, violations on eligibility criteria and subjects not treated will be listed. Protocol
deviations leading to the exclusion of subjects from any analysis set, as applicable, will be
flagged.

COVID-19 related protocol deviations will be listed together with the rest of major protocol
violations. The fact that they are COVID-19 related will be present in that listing.
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6.1.5. Medical History and Concomitant Diseases

Frequency tabulations, per treatment group and overall, per system organ class and preferred term
will be provided for the medical history findings (i.e., conditions no longer present at the start of
the study) as well as for the concomitant diseases (i.e. conditions present at the start of the study)
using Medical Dictionary for Regulatory Activities (MedDRA) coding dictionary.

All medical history findings and concurrent diseases will be listed separately.
6.1.6. Ulcerative Colitis History

Frequency tabulations, per treatment group and overall, per system organ class and preferred term
will be provided for the UC disease history.

In addition, frequency tabulations, per treatment group and overall, will be provided for the
following parameters.

e cxtent of disease at time of most extensive disease activity per Montreal Classification;
e previous treatment failure and corresponding treatments;
e colonoscopy history (yes/no);
e stool history (number of stools per day under normal (healthy/remission) conditions)
All UC history will be listed.
6.1.7. Prior and Concomitant Medications
6.1.7.1. Coding of Reported Terms

All prior and concomitant medication terms will be coded in the database using the World Health
Organization (WHO) drug coding dictionary version.

6.1.7.2. Classification of Medications

All prior and concomitant medication records will be categorized as follows, considering their
date and flags indicating the relative timing versus study (drug) start or end (before, after,
ongoing):

—  Prior only: when the record ended before the first study drug administration date.

—  Concomitant only: when the record started on or after the first study drug administration
date.

—  Prior and concomitant: when the record started before the date of first study drug
administration, and ended on or after this point, or continued.

When the start or end date of the prior and concomitant medication records are incomplete (and
no flags indicating relative timing are available), the date of first study drug administration will
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be considered to the same level of information provided by these incomplete dates to categorize
the timing of these records. This means that a record only having month and year will be
categorized comparing only to the month and the year of the date of first study drug
adnumstration.

6.1.7.3. Calculation of Relative Days

For both the start and the end dates of the conconutant medication records, their day relative to
the day of first study drug administration will be calculated as described in Section 4.3.1.

6.1.7.4. Presentation of Results

A frequency tabulation per planned treatment group and overall of the Anatomical Therapeutic
Chemical (ATC) classification classes level 4 by therapeutic subgroup (ATC level 2) and generic
term of the prior medication (defined as “prior only” and ‘prior and conconutant™) will be
provided as well as of the concomitant medication (defined as ‘concomitant only” and “prior and
concomitant™).

A listings of prior and concomitant medications will be provided. Also, prior and concomitant
corticosterioid listing will be provided separately (the list of the ATC codes to be selected in this
listing will be provided by the Galapagos medical services).

6.1.8. Procedures

Procedures results will only be listed.

6.1.9. Exposure to Study Drug and Compliance
6.1.9.1. Derivation Rules

Derived Parameters: Extent of Exposure to Study Drug

—  Total treatment duration (days) = last study drug adnunistration date — first study drug
administration date + 1 day.

—  Total treatment duration, excluding days off study drug: Sum of the number of days with
any study drug admimstration.

—  Total treatment duration, full compliance (days): Number of days where the complete
volume of IP has been admumistered.

Derived Parameters: Compliance
—  Overall compliance (%) = 100 x

number of doses actually taken

number of doses that should have been taken

total treatment duration.excluding days of f drug

—  Percent days with any intake (%) = 100 X

total treatment duration

total treatment duration,fully compliant
total treatment duration

—  Percent days full compliance (%) = 100 x
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6.1.9.2. Presentation of Results

Summary statistics per planned treatment group and overall will be provided for each compliance
and extent of exposure parameter for study drug administration. Frequency tables will be
provided for the compliance parameters, using the following categories: <80%; 80% < x < 100%;
100%; 100% < x < 120%; > 120%.

All original study drug administration records will be listed per subject. The listing will include all
deviations from study drug schedules such as missed or reduced doses and GLPG3970/placebo
switches and will also include food intake status at the time of study drug administration.

Study drug exposure and compliance data will be listed.
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6.2. Efficacy Analyses

Efficacy analyses will be performed on the FAS.

Tabulations will be shown per planned treatment group.

6.2.1. Level of Significance

Statistical tests for efficacy analysis will be done at a 2-sided significance level of 10%.
6.2.2. Primary Efficacy Parameter

The primary endpoint for this study is the change from baseline in total MCS at Week 6. The
total MCS score will be calculated only at baseline and week 6.

The MCS ranges from 0 to 12. A lower score means a better subject condition. It consists of 4
subscores. Each sub-score ranges from 0 to 3. The four components of the MCS are (see
Appendix III):

e MCS-SF subscore
e MCS-RB subscore
e MCS-ES subscore
e PGA

For calculation of the MCS subscores performed by the investigator, MCS-RB and MCS-SF,
subjects will be instructed to record symptoms of RB and SF daily in a diary.

The information on the UC symptomatology of the last 3 consecutive available days in the diary
collected from the last week, will be used to score the MCS-RB and MCS-SF subscores,
excluding the day before the endoscopy (with bowel preparation), the day of the endoscopy and
the day after the endoscopy.

The PGA will be scored by the investigator or trained sub-investigator at visits specified in the
Schedule of Activities.

6.2.2.1. Derivation Rules
The MCS will be calculated based on the following formula:
MCS = MCS-SF + MCS-RB + MCS-ES + PGA

If one of the component is missing at a specific analysis window, total score will not be
calculated for that analysis visit and will be set to missing.
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6.2.2.2. Analyses Methods

The MCS data will be analyzed descriptively as actual (observed) values and changes from
baseline.

An ANCOVA will be used on the MCS change from baseline to compare treatment groups, with
treatment as a fixed effect and the baseline MCS as a continuous covariate. Missing data will be
immputed using Rubin's multiple imputation (Rubin, 1987). A multivariate normal model will be
used as the imputation model. The Markov chain Monte Carlo (MCMC) method will be used to
sample from the posterior distribution of the model parameters. The following variables will be
used to impute missing data at week 6: MCS baseline value and- at baseline, week 2. 4 and
week 6. The imputation model will be separately fitted for each treatment arm. In case the
covariance matrix is singular, the imputation method will be changed as follows. The following
variables will be used to impute missing data at week 6: MCS baseline value ant- at
baseline, week 2, 4 and week 6 and treatment arm. The imputation model will no longer be fitted
separate for each treatment arm. If the imputation is still problematic after that, then treatment
will not be used as a variable for imputation and imputation will not be done separately per
treatment arm.

For each imputed dataset, the above ANCOVA model will be used to derive the least squares
estimate and standard error of the treatment difference in mean change, and the LS means and
standard error for the mean change within each treatment group. Then, these results will be
combined using Rubin’s rules (Rubin, 1987) to obtain the global least squares estimate and
standard error of the treatment difference in mean change, its associated two-sided 90%
confidence intervals and p-values for treatment group comparison. The global LS means and
standard error and their associate two-sided 90% CIs for the mean change within each treatment
group will be also obtained. Further details are provided in Appendix VIII with the SAS code.

The number of patients in the analysis population and number of patients in the analysis will be
provided by treatment group.

Listings will be provided for MCS.
Sensitivity Analysis 1

As a sensitivity, the above analysis will be performed only allowing data points taken no more
than 2 days after day of last dose.

Sensitivity Analysis 2

As sensitivity analysis the observed case analysis will be performed by using the same ANCOVA
on the MCS change from baseline, with treatment as a fixed effect and the baseline MCS as a
continuous covariate. The model will be used to derive least squares estimates of the treatment
differences in mean change and two-sided 90% confidence intervals. Also, t-statistics
corresponding to the type III sums of squares for the differences in the least squares means will
be used to obtain p-values for treatment group comparisons. The LS means and associated two-
sided 90% CIs for the mean change within each treatment group will be calculated. The p-values
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for the effects will also be presented. The number of patients in the analysis population and
number of patients in the analysis will be provided by treatment group.

6.2.2.3. Signal Detection Methodology

The signal detection methodology described by Frewer et al. (Frewer, Mitchell, Watkins, &
Matcham, Decision-making in early clinical drug development., 2016) will be used to provide
further insight into the treatment effect of GLPG3970 over placebo, and will support scenario
analyses. The posterior distribution of this treatment effect will be estimated, and from this
distribution probabilities of reaching at least a certain effect (delta) will be derived, e.g. a range of
plausible effect size values going from as high as P (delta < -3.0) to as low as P (delta <-1.3).

The chosen framework parameters are as follows:
- Target value (TV) = -3.0 and lower reference value (LRV)=-1.3
- False stop risk = 10% and false go risk =20%

- Framework rules:
e Signal detected if P10 < TV and P80 <LRV
e No signal detected if P10 =TV
e No conclusion if P10 < TV

More details about this analysis will be provided in a separate document. This output will be
generated for decision making purposes and will not be part of the CSR.
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6.3. Safety Analyses
Safety analyses will be performed on the Safety Analysis Set.

Safety parameters will be analyzed descriptively (see Section 4.4.2 and Section 4.4.3) by
treatment group and overall. No formal testing will be performed to compare the treatment
groups.

6.3.1. Adverse Events

All AEs and changes in attributes (worsening and improvement) of AEs are reported in the
database. An identification number serves to link the records considered by the investigator as
describing the evolution of one and the same event.

6.3.1.1. Definition of Treatment-Emergent Adverse Events

The analysis of AEs will be based on treatment-emergent events (TEAE).
TEAESs are defined as

— Any AE with an onset date on or after the IP start date and no later than 14 days after last
dose of IP, or any worsening of any AE on or after the IP start date.

— Improvement or no change of any ongoing AEs on or after the IP start date are not
considered treatment-emergent. If an AE is ongoing at the time of first IP intake, if there is
no change or an improvement in its toxicity grade or its seriousness status (reported in the
‘Change in Adverse event details Entry’ CRF page), this AE will not be considered as
treatment-emergent.

6.3.1.2. Coding of Reported Terms

All AE terms will be coded in the database using the latest version of MedDRA coding
dictionary. AEs will be graded using the National Cancer Institute Common Terminology
Criteria for Adverse Events (NCI CTCAE).

All tables will show the AE preferred terms grouped into system organ class. Subject listings will
also show the reported terms (verbatim). Any other coding levels will only be shown in a listing
summarizing coding unless explicitly mentioned otherwise.

6.3.1.3. Allocation of Adverse Events to Analysis Periods
All AEs will be placed into analysis periods considering their start date.
The general rule for allocation of AEs to analysis periods follows:
Analysis period start date < AE start date < analysis period end date

If the start date of an AE is missing or incomplete to a level preventing a clear allocation of the
AE to one single analysis period and no flag indicating timing relative to study medication is
available, a worst-case consideration (see below) will be done aiming to allocate the AE to one
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single analysis period, if possible. When a worst-case consideration is needed, the end date of the
AE, if and as available, should also be considered; if such AEs clearly end on a given point, this
will exclude the possibility to allocate the AE to an analysis period after that point.

— An AE which according to the available information of its start date could belong to the
screening as well as to the treatment analysis period will only be placed in the treatment
period.

— An AE with a missing start date will be allocated to the treatment period unless the “Prior to
First GLPG3970/Placebo Treatment= “Yes”.

6.3.1.4. Treatment Relatedness

Following the guideline ICH-E3 Structure and Content of Clinical Study Reports (Step 4
Version), the originally reported relatedness to study drug of an AE will be dichotomized as
follows:

—  Not study drug related: all non-missing weaker levels of relatedness than ‘possibly drug
related’.

—  Study drug related: ‘possibly drug related’ and all stronger levels of relatedness (this class
also includes any missing drug relatedness, as a worst-case consideration).

Only this dichotomized relatedness will be used in tables and can apply to different study drugs
when relatedness has been collected separately per study drug; relatedness as originally reported
will only be listed.

6.3.1.5. Worst-Case Selections

When cross-tabulating AE preferred terms versus an AE attribute (like intensity), only the worst-
case within each same preferred term, same subject and same analysis period will be considered,
1.e. when the same subject has more than once the same AE preferred term reported in the same
treatment group, the subject will be counted only once and will be shown under the worst
outcome (like the worst intensity for that AE in the concerned treatment period).

The severity grade of events for which the investigator did not record severity will be categorized
as “missing” for tabular summaries and data listings. The missing category will be presented last
in summary presentation.

6.3.1.6. Calculation of Relative Days and Duration

For each newly reported event, and reported worsening or improvement of an existing event, the
start day in the study (the day of the AE start date relative to the date of first study drug
administration), the start day in the analysis period, and the duration (in days) will be calculated.
In addition, the relative day and duration will be derived for the entire event; that is, the full
evolution of the event, including the initial reporting and all subsequent worsening and/or
improvement.
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Relative days and durations will only be listed.

See Section 4.3.1 for the calculation of relative days.
6.3.1.7. Events of Special Interest

Not applicable.

6.3.1.8. Presentation of Results

The analysis will focus on AEs reported during the treatment period. AEs reported during the
screening period will only be listed.

All AEs tables will show the number of subjects with TEAEs.
AEs which are not treatment-emergent will only be listed.
A summary table will be provided, showing the number (percent) of subjects with at least one:

— TEAE,

— IP-related TEAE,

—  Serious TEAE,

— TEAE leading to death,

— TEAESs by worst intensity (CTCAE toxicity grade),
— TEAE leading to study drug discontinuation.

The AE terms will be presented sorted in descending order of frequency, prioritizing the
GLPG3970 treatment group and then for placebo, first by system organ class, then by preferred
term, and then alphabetically.

Frequency tabulations, by system organ class and preferred term, of the number (percent) of
subjects with a TEAE will be presented. Similar tables will be provided by worst intensity, and
for [P-related TEAESs, grade 3-4-5 TEAE:s, serious TEAEs and TEAEs leading to study drug
discontinuation of IP.

All AE data will also be listed, including separate lists for SAEs, AEs leading to death, and AEs
leading to study drug discontinuation. Listings will clearly indicate AEs to be treatment-emergent
or not.

In addition, AEs related to SARS-Cov-2 will be listed separately.
6.3.1.9. EudraCT Adverse Events Reporting
For the purpose of EudraCT reporting, the following tabulations will be created:

Frequency tabulations, by system organ class and preferred term, of the number (percent) of
subjects with non-serious TEAE will be presented. A similar table will be provided for all serious
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TEAEs, as well as a table for non-serious TEAESs reported in at least 2 subjects in any treatment
group.

6.3.2. Laboratory Safety
6.3.2.1.  Available Data
Laboratory tests scheduled are described in the CSP section 8.5.2.

The statistical analyses will only present results in Standard International (SI) standardized units.
Other units will not be presented.

Only data provided by the central laboratory will be used in tables and figures. Results from local
labs will be listed only.

6.3.2.2. Derivation Rules

Derived Laboratory Tests

Not applicable.
Fasted and Non-Fasted Results
Laboratory tests that are sensitive to the fasting status: glucose, triglycerides.

For these laboratory tests, only results from blood samples drawn in a fasted state will be
included in the analysis. Results from blood samples taken in a non-fasted (not fasting and fasting
not declared) state will be listed only and no toxicities or abnormalities will be calculated.
Laboratory results for which the fasting status is missing will be considered as taken non-fasted.

6.3.2.3. Definition of Toxicity Grades
Toxicity grades will only be derived for laboratory tests for which toxicity grades are available.
Toxicity grades will be determined as implemented in the attached table (Appendix I).

For elevations (H1 to H4), values under the threshold of H1 are reported as 'Grade 0'. For
elevations (L1 to L4), values above the threshold of L1 are reported as 'Grade 0.

6.3.2.4. Definition of Non-Graded Abnormalities

For all laboratory tests provided by the laboratory, the position of the actual analysis values
versus their normal ranges will be determined directly by using the position indicator provided in
the database as provided by the lab, expressing the classes for these analysis values as low (L),
normal (N) or high (H). L, N and H are further referred to as non-graded abnormalities.
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6.3.2.5. Urinalysis Tests with Categorical Results

Results of urinalysis with qualitative results will be tabulated by time point. No toxicity grading
or non-graded abnormalities will be derived for these tests.

6.3.2.6. Treatment-Emergent Principle
Toxicity Grades

A post-baseline toxicity grade 1, 2, 3 or 4 is defined as treatment-emergent when higher than the
toxicity grade of the baseline result or when there is a change in direction (from H to L or from L
to H). If the baseline result is missing, a post-baseline toxicity grade 1, 2, 3 or 4 will be
considered as treatment-emergent.

Non-graded Abnormalities

A post-baseline non-graded abnormality class L or H is defined as treatment-emergent when it
differs from the abnormality class of the baseline result. If the baseline result is missing, a post-
baseline abnormality L or H will be considered as treatment-emergent.

6.3.2.7. Worst-Case Principle
Toxicity Grading

The worst-case post-baseline toxicity grade 0, 1, 2, 3 or 4 will be determined per subject, per
laboratory test (and direction, increases and decreases) and for each analysis period, using all
non-missing post-baseline records (including unscheduled and FU visits).

The worst-case toxicity grade is the highest toxicity grade corresponding to the highest laboratory
test value (by direction, increases and decreases). In case of several equal highest post-baseline
actual values, the earliest occurrence will be taken for the analyses and will be flagged in the
listings.

— Grade 0: all post-baseline toxicity grades are classified as 0

— Grade 1: all post-baseline toxicity grades are classified as <1
— Grade 2: all post-baseline toxicity grades are classified as <2
— Grade 3: all post-baseline toxicity grades are classified as <3
— Grade 4: all post-baseline toxicity grades are classified as <4

If any record is missing, then the toxicity grade is considered as ‘missing’.
Non-graded Abnormalities

The following worst-case post-baseline abnormalities L, N or H will be determined per subject,
per laboratory test and for each analysis period, using all non-missing post-baseline records
(including unscheduled and FU visits):
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— L =low: at least one post-baseline result is classified as L.
— N =normal: all post-baseline results are classified as N.
— H=high: at least one post-baseline result is classified as H.

If, for a subject, both L and H are reported, the subject will be counted twice in the table: once
with a worst-case L and once with a worst-case H.

6.3.2.8. Hepatotoxicity

Hepatotoxicity will be investigated by tabulating the aspartate aminotransferase (AST) and
alanine aminotransferase (ALT) values categorized as >3, >5, >10 and >20 times their upper
limit of normal (per analyte and over both analytes combined), ALP categorized as > 1.5 times
the upper limit and total bilirubin as > 2 times the upper limit of normal. Elevations of AT (AST
or ALT) > 3 times their upper limits accompanied by elevated total bilirubin (>1.5xXULN,
>2xULN) on the same day will also be tabulated.

To assess the potential of the drug to cause severe liver damage, possible Hy’s Law cases will be

identified. These subjects are defined as having any elevated AT (AST or ALT) of >3xULN,
ALP <2xULN, and associated with an increase in total bilirubin >2xULN on the same day.

6.3.2.9. Presentation of Results
No formal inferential statistics (p-values) will be derived.

Continuous laboratory tests!” including glucose, cholesterol, triglycerides, low-density
lipoprotein (LDL), high-density lipoprotein (HDL) and fasted glucose will be summarized by
means of descriptive statistics (including 90% CI of the mean change) by laboratory test,
treatment group and analysis window. Actual values, changes from baseline and percent change
from baseline will be tabulated separately. Continuous values for metabolic markers will be
summarized in the PD analysis section (section 6.5).

Profile line plots by subject of all actual observed values using relative day (ADY) will be
presented by treatment group. Graphs of the mean (+- SE) actual values over time and of the
mean (+- SE) change from baseline, and percent changes from baseline will be presented for all
continuous laboratory parameters, with the exception of the metabolic markers. Also, line plots
for subjects will be provided by treatment group.

The analysis of abnormalities will focus on assessments reported during the treatment period.
Results reported before baseline will only be listed.

Non-graded abnormalities and toxicities grades of the actual values will be presented as shift
tables of the worst-case abnormality/toxicity grade versus the baseline abnormality/toxicity

17 With the exception of the metabolic markers [fasted insulin, homeostatic model assessment of insulin resistance
(HOMA-IR) and HbAlc] and other markers hsCRP and fecal calprotectin .
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grade. The table will be created per laboratory test, treatment group and analysis period. The
results of non-graded abnormalities and toxicities grades will be shown separately.

A frequency table of the number (percent) of subjects with treatment-emergent worst-case
abnormalities/toxicity grade per laboratory test, treatment group and analysis period will be
presented. The results of non-graded abnormalities and toxicities grades will be shown
separately.

A frequency table of the number (percent) of subjects will be also provided for the hepatotoxicity
flags defined before. These abnormalities will be also flagged in the individual data laboratory
listing.

Listing will be provided for the laboratory test along with flag for abnormality results. In
addition, pregnancy result will be listed separately.

6.3.3. Electrocardiogram
6.3.3.1. Available Data

The following ECG parameters will be analysed: heart rate (HR), RR interval, PR interval, QRS
mterval uncorrected QT interval, QTcF (denved)

6.3.3.2. Derivation Rules
Derived Parameters

The Fridericia’s cube-root corrected QT (QTcF) will be calculated using the following formula.

Fridericia’s cube-root corrected QT (Fridericia, 1920):  QTcF (ms) = QT (ms) x ° ’R;c:i]

If RR 1s mussing, then it will be derived from HR using the formula RR(ms) = 60 * HR(bpm).
Handling of ECGs Measured in Triplicate
If ECG 1s collected 1n triplicates, the following approach will be taken.

First, any derivation of ECG parameters will be done before handling ECG triplicates. Next, the
mean of the friplicate ECG values will be calculated for each individual ECG parameter, without
rounding the result. These calculated means will constitute the analysis values; any derivation
(e_g. change from baseline, assignment of abnormalities) and statistic will be based on the mean
value of the triplicates.

The values of the original members of a triplicate will be listed.

6.3.3.3. Abnormalities
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The actual analysis values and changes from baseline of the QT and QTcF parameters will be
categorized into the abnormality classes as defined in the SAP Appendix II.

Worst-Case Abnormality

The worst-case post-baseline categorized actual analysis value and the worst-case categorized
change from baseline for QT and QTcF will be determined per subject, per parameter, and for
each analysis period, using all non-missing post-baseline records (including unscheduled and FU
visits).

The worst-case categorized actual analysis value is the category corresponding to the highest
post-baseline actual value. In case of several equal highest post-baseline actual values, the earliest
occurrence will be taken for the analyses and will be flagged in the listings.

The worst-case change from baseline is the category corresponding to the largest increase
(positive change) from baseline. In case of several equal largest increase from baseline, the
earliest occurrence will be taken for the analyses and will be flagged in the listings.

Treatment-Emergent Abnormalities

Actual value: An abnormal post-baseline abnormality is defined as treatment-emergent when the
abnormality is worse compared to the abnormality at baseline or when there is a change in
direction (from H to L or from L to H). When the baseline value is missing, post-baseline
abnormalities are considered as treatment-emergent.

An abnormal category for change from baseline is always treatment-emergent.
6.3.3.4. Presentation of Results
No formal inferential statistics (p-values) will be derived.

Continuous parameters will be summarized by means of descriptive statistics (including 90% CI
of the mean change) by parameter, treatment group and analysis window. Actual values, change
from baseline and percent changes from baseline will be tabulated separately.

Profile line plots by subject of all actual observed values using relative day (ADY) will be
presented by treatment group. Graphs of the mean (+- SE) actual values over time and of the
mean (+- SE) change from baseline and percent change from baseline will be presented. A line
plot by subject of the change from baseline will also be provided by treatment group.

The analysis of abnormalities will focus on assessments reported during the treatment period.
Results reported during the screening or post-treatment (if defined) period will only be listed.

Abnormalities of the actual values will be presented as shift tables of the worst-case abnormality
versus the baseline abnormality. The table will be created per parameter, treatment group and
analysis period.
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A frequency table of the number (percent) of subjects with treatment-emergent worst-case
abnormalities and the worst change per parameter, treatment group and analysis period will be
presented.

A frequency table per treatment group and time point of the ECG interpretations as recorded in
the case report form (CRF) will be provided.

A Listing will be provided along with abnormality.
6.3.4. Vital Signs
6.3.4.1.  Available Data

The following vital signs parameters will be analyzed: weight (kg), BMI (kg/m?), diastolic and
systolic blood pressure (mmHg), pulse rate (beats/min) and body temperature (C).

6.3.4.2. Derivation Rules

Not applicable.

6.3.4.3. Abnormalities

Vital signs data will be categorized according to the cutoffs provided in the SAP Appendix II.
6.3.4.4. Treatment-Emergent Principle

A post-baseline abnormality class L or H is defined as treatment-emergent when it differs from
the abnormality class at baseline. If the baseline result is missing, a post-baseline abnormality
L or H will be considered as treatment-emergent.

An abnormal category for change from baseline is always treatment-emergent.
6.3.4.5. Worst-Case Abnormality

The worst-case post-baseline categorized actual analysis value will be determined per subject, per
parameter, using all non-missing post-baseline records (including unscheduled and FU visits).

6.3.4.6. The worst-case categorized actual analysis value is the category
corresponding to the highest post-baseline actual value. In case of several
equal highest post-baseline actual values, the earliest occurrence will be taken
for the analyses and will be flagged in the listings. Presentation of Results

No formal inferential statistics (p-values) will be derived.

Continuous parameters will be summarized by means of descriptive statistics (including 90% CI
of the mean change) by parameter, treatment group and analysis window. Actual values, change
from baseline and percent change from baseline will be tabulated separately.
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Graphs of the mean (+- SE) actual values over time and of the mean (+- SE) change from
baseline, and percent changes from baseline will be presented.

The analysis of abnormalities will focus on assessments reported during the treatment period.
Results reported during the screening or post-treatment (if defined) period will only be listed.

Abnormalities of the actual values will be presented as shift tables of the worst-case abnormality
versus the baseline abnormality. The table will be created per parameter (and position if
applicable), treatment group and analysis period.

A frequency table of the number (percent) of subjects with treatment-emergent worst-case
abnormalities per parameter, treatment group and analysis period will be presented.

6.3.5. Physical Examinations
Physical examination results will only be listed.
6.3.6. SARS-CoV-2 Infection

Results of the SARS-CoV-2 infection test will be listed for the subjects who have at least one
positive test.

6.3.7. Subgroup Analyses

No subgroup analysis is planned for this clinical study as the study sample size is too small.
Thus, any subgroup of this would have small sample size to be relevant or even uninterpretable.
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6.4. Pharmacokinetic Analysis
6.4.1. Available Data

Blood samples for the PK assessment of GLPG3970 should be collected on the visits specified in
the Schedule of Assessments in Section 2.5. Pre-dose samples not collected within 22 to 26 hours
after the last drug intake, or that were taken after the drug administration at the site will be
excluded from descriptive statistics and flagged in the table with appropriate footnoting. The
same will be done with post-dose samples taken outside of the defined time intervals.

6.4.2. Presentation of Results

Descriptive statistics will be provided for GLPG3970, MTX and MTX-7-OH plasma levels at
each assessment time point. Observed plasma Ciough for GLPG3970 will be reported in the CSR.
Individual GLPG3970 plasma concentrations with descriptive statistics will be presented by time
point/interval. Actual blood sampling times from the last drug intake will be listed.

For calculation of descriptive statistics of GLPG3970 Cyough (= pre-dose concentration), the
following will apply:

- for pre-dose samples not collected within 21-27 hours after the last intake prior to the
visit, or collected after the intake at the visit, the corresponding concentration will be
excluded from descriptive statistics and flagged in the listing with appropriate footnoting.

- pre-dose samples collected within 3 days after a missed dose will also be excluded from
descriptive statistics.
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6.6. Changes to the Planned Analyses, Not Covered by Protocol

Amendments

e As per protocol, MMRM should have been used for primary analysis
. However, as the data is collected only at two time points (baseline and week 6)
for the primary endpoint, the MCS, an ANCOVA with a multiple imputation method to
handle missing values will be used for treatment comparison as main analysis and an

analysis on observed case will be performed as sensitivity analysis.
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APPENDIX I: LABORATORY: TOXICITY GRADING

The following tables contain a list of safety tests with associated gradings. There may be tests in this table that are not measured in
this particular study.

Table 1

Parameter

Hemoglobin

Hematocrit

Mean corpuscular
volume (MCV), mean

corpuscular

hemoglobin (MCH).
mean corpuscular

hemoglobin

concentration (MCHC)

Platelet count -

(assuming no platelet

cluster)

Leukocytes

% Polymorphonuclear

Leukocytes +
Band Cells

L1

<LLN

<LLN

<LLN

<LLN

<LLN

NA

L2

<10 g/dL;
<6.2 mmol/L

NA
NA

<75 x 10°/L.

<3.0x 10%L

NA

Gradings for Hematology Parameters

L3

<8 g/dL;
<4.9 mmol/L

NA
NA

<50 x 10°L

<2.0x 10%L

NA

L4

NA

NA
NA

<25x 10°/L

<1.0x 10°/L

NA
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Hi

=ULN

=ULN

=ULN

=>ULN

=>ULN

=ULN

H2

Increase in
=2 g/dL above
ULN

NA
NA

>600 x 10°/L

>20.0 x 10%L

=90%

H3

Increase in >4 g/dL above

ULN

NA
NA

>1000 x 10°/L

>100.0 x 10%1

>95%
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H4

NA

NA
NA

NA

NA

NA
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Parameter L1 1.2 L3 L4 H1 H2 H3 H4
Neutrophils <LLN <1.5x 10%L <1.0x 10°L <0.5x 10°L NA NA NA NA
Eosinophils NA NA NA NA =ULN >5.0x10° NA NA
or eosinophils
>5%
Lymphocytes <LLN <0.8 x 10%/L <0.5x 10°L <0.2x 10°L =ULN >4.0 x 10°/L >20.0 x 10%L NA
Red blood cells <LLN NA NA NA =ULN NA NA NA
Table 2 Gradings for Blood Chemistry Parameters
Parameter L1 L2 L3 L4 H1 H2 H3 H4
Alanine NA NA NA NA >ULN >3.0x ULN =>5.0x ULN >8.0 x ULN
aminotransferase
(ALT)
Aspartate NA NA NA NA =ULN >3.0x ULN =5.0x ULN >8.0x ULN
aminotransferase
(AST)
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Parameter L1 L2 L3 L4 H1 H2 H3 H4
Gamma-glutamyl | NA NA NA NA >ULN >25xULN | >50xULN | >20.0xULN
transferase (GGT)
Alkaline NA NA NA NA =ULN =>25xULN | >5.0x ULN >20.0 x ULN
Phosphatase
(total)
Lactate NA NA NA NA >ULN NA NA NA
dehydrogenase
(LDH)
Total bilirubin NA NA NA NA =ULN >1.5xULN | =>3.0xULN | >10.0xULN
Amylase NA NA NA NA >ULN >1.5x ULN >2.0xULN | >5.0xULN
Lipase NA NA NA NA =ULN >1.5x ULN >20xULN | =5.0xULN
Total protein <LLN <5.5 g/dL <5.0 g/dL. NA NA NA NA NA
C-reactive protein | NA NA NA NA =5mg/L >10mg/L >20mg/L >30mg/L
(CRP)
Activated partial | NA NA NA NA >ULN >1.5xULN | »25xULN | NA
thromboplastin
time (APTT)
Prothrombin time | NA NA NA NA >1.10 x UL | =1.25 x >1.50 x >3.00x ULN
(PT) N ULN ULN
International NA NA NA NA >1.2x >1.5x >25x NA
normalized ratio Baseline Baseline Baseline
(INR)
Creatinine NA NA NA NA >ULN >1.5 x ULN | =3.0 xULN | >6.0x ULN
Glucose <LLN <55 mg/dL: <40 mg/dL; <30 mg/dL: >ULN >125 mg/dL. | =250 mg/dL. | =500 mg/dL;
(fasting) <3.0 mmol/L. | <2.2 mmol/LL | <1.7 mmol/L ; H =27.75
>6.95 mmol/ | =13.89 mmol | mmol/L
L /L
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Parameter L1 L2 L3 L4 H1 H2 H3 H4
Glucose <LLN <55 mg/dL: <40 mg/dL; <30 mg/dL: >ULN >160 mg/dL; | =250 mg/dL: | =500 mg/dL;
(non-fasting) <3.0 mmol/L. | <2.2 mmol/LL | <1.7 mmol/L =>8.89 mmol/ | =13.89 mmol
L /L =27.75
mmol/L
HbAlc NA NA NA NA > 6.0 % >6.5% NA NA
Fasting insulin <2.6 NA NA NA =249 uU/m | NA NA NA
pU/mL or
or
172.9 pmol/L
18.1
pmol/L
Cholesterol NA NA NA NA >ULN =300 mg/dL; | =400 mg/dL. | =500 mg/dL;
=7.75 :>10.34 >12.92
mmol/L mmol/L mmol/L
Low-density NA NA NA NA NA =160 mg/dL; | =190 mg/dL; | NA
lipoprotein (LDL) >4.12 mmol/ | =4.90 mmol/
L IL
High-density NA <40 mg/dL; NA NA NA NA NA NA
lipoprotein <1 mmol/L
(HDL)
Triglycerides NA NA NA NA =>ULN >300 mg/dL; | =500 mg/dL; | >1,000 mg/d
>3.42 mmol/ | =5.7 mmol/ | L;
L IL =114
mmol/L
Calcium <LLN <8.0mg/dL; | <7.0mg/dL; | <6.0mg/dL; | >ULN >11.5 mg/dL. | >12.5 mg/dL. | >13.5 mg/dL
(corrected for <2.0mmol/L. | <1.75 <1.5 mmol/L : : :
albumin) mmol/L >2.9 mmol/LL | >3.1 mmol/L. | =3.4 mmol/L
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Parameter L1 L2 L3 L4 H1 H2 H3 H4

Tonized calcium <LLN <1.0 mmol/L. | <0.9 mmol/L. | <0.8 mmol/L. | =ULN >1.5mmol/L. | =1.6 mmol/L. | >=1.8 mmol/L

Sodium <LLN <130 mEq/L; | <125 mEq/L: | <120 mEqg/L: =ULN =150 mEq/L; | =155 mEq/L: | =160 mEq/L;

<130 <125 <120 =150 >155 =160
mmol/L mmol/L mmol/L mmol/L mmol/L mmol/L

Chloride <LLN NA NA NA =ULN NA NA NA

Potassium <LLN NA <3.0 mmol/L | <2.5 mmol/L. | >ULN >5.5mmol/L | 6.0 mmol/L. | >7.0 mmol/L

Phosphate <LLN <2.0mg/dL; | <1.4mg/dL; | <1.0mg/dL; | >ULN NA NA NA

<0.65 <0.45 <0.32
mmol/L mmol/L mmeol/L

Creatine NA NA NA NA >ULN =2.5x ULN =5 x ULN >10 x ULN

phosphokinase

(CPK)

Uric acid NA NA NA NA =ULN =10 mg/dL; =12 mg/dL; =15 mg/dL;
=0.59 =0.71 =0.89
mmol/L mmol/L mmol/L

Albumin <LLN <30 g/L <20 g/L NA NA NA NA NA

eGFR (or Cr/Cl) <LLN <60 ml/min/ | <30 ml/min/ | <15 ml/min/ | NA NA NA NA

1.73 m? 1.73 m? 1.73 m?

Blood urea NA NA NA NA =ULN =2 5 ULN =5 ULN =10 ULN

nitrogen (BUN)

25- <20 NA NA

hydroxyvitamin D | ng/mlL

or <50 > 60 ng/mL
nmol/m or>125
L NA nmol/mL NA NA NA
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Parameter L1 L2 L3 L4 H1 H2 H3 H4
PTH (0-20y) <9 NA NA NA >52pgmlL | NA NA NA
pg/mL or5.5
orl pmol/L
pmol/L
PTH (=20y) <10 NA NA NA >65pgmlL | NA NA NA
pg/mL or 6.9
orl.1 pmol/L
pmol/L
TRAPSb <LLN NA NA NA >ULN NA NA NA
PINP <LLN NA NA NA =ULN NA NA NA
CTX Typel NA NA NA NA =574 pg/mL. | NA NA NA
Collagen
(20y - 51y).
female
CTX Typel NA NA NA NA =677 pg/mL | NA NA NA
Collagen
(20y - 30y) male
CTX Typel NA NA NA NA > 685 pg/mL | NA NA NA
Collagen
(30y - 51y) male
CTX Typel NA NA NA NA = 1009 NA NA NA
Collagen pg/mL
(= 51y) female
CTX Typel NA NA NA NA =705 pg/mL | NA NA NA
Collagen
(51y - 71y) male
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Parameter L1 L2 L3 L4 H1 H2 H3 H4
CTX Typel NA NA NA NA > 855 pg/mL | NA NA NA
Collagen
(>71y) male
Table 3 Gradings for Urine Analysis Parameters
Parameter L1 L2 L3 L4 H1 H2 H3 H4
Urine NA NA NA NA >ULN =10 NA NA
erythrocytes cells/HPF
Urine protein | NA NA NA NA 1+ 2+ and 3+ urinary NA
proteinuria | proteinuria; protein
urinary =3.5g/24
protein <3.5 hrs:
g/24 hrs 4+
proteinuria
Urine glucose | NA NA NA NA =ULN NA NA NA
(presence of
glucose)

LLN: lower limit of normal, ULN: upper limit of normal, NA: not applicable.

Any laboratory parameter with treatment-emergent (1.e., worsening from baseline) abnormalities of grade 2 or above (1e, H2/L2 or
higher/lower) should be considered a ‘marked laboratory abnormality’. Marked laboratory abnormalities should be described in a
corresponding sect

ion of the CSR as per ICH E3 guidance, section 12.4.2.3.
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Gradings for Vital Signs and Electrocardiogram Parameters

Parameter

L1

L2

L3

L4

H1

H2

H3

H4

Systolic
blood

pressure
(mmHg)

<90

<60

NA

NA

NA

>140

=160

=180

Diastolic
blood

pressure
(mmHg)

<60

<45

NA

NA

NA

=90

=100

=120

Heart rate

(bpm)

<60

<50

NA

>100

=115

>130

NA

Body
temperature
S

NA

<35

NA

NA

>38

NA

NA

NA

Respiratory
rate
(breaths per

minute)

<12

NA

NA

NA

=20

NA

NA

NA

O
saturation
(%)

<90

NA

NA

NA

NA

NA

NA

Weight

=T7%
decrease
from

baseline

NA

NA

NA

=T7%
increase
from
baseline

NA

NA

NA

QTc
interval on
ECG (ms)

NA

NA

NA

NA

>450

>480

>500

NA

QTc
change
from
baseline

(ms)

NA

NA

NA

NA

NA

=30

=60

NA

PR interval
on ECG
(ms)

<110

NA

NA

NA

>200

NA

NA

NA
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Parameter L1 12 |L3 |14 HI1 H2 H3 H4
QRS <60 NA | NA | NA | >120 NA | NA | NA
complex on

ECG (ms)

Source: FRM-MED-005/006, valid on 08JUL2020.
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0 1 2 3
Stool frequency Normal 1 -2 stools above 3 -4 stools above >4 stools above
[MCS-SF] * normal normal normal
Rectal bleeding No blood seen Streaks of blood Obvious blood with | Blood alone passed
[MCS-RB] * less than half the stool most of the
time time
Flexible Normal or inactive | Mild disease Moderate disease Severe disease
sigmoidoscopy disease (Erythema, (Marked erythema, | (Spontaneous
[MCS-ES] P decreased vascular | absent vascular bleeding, ulceration)
pattern, no pattern, friability,
friability) erosions)
Physician’s global | Normal Mild disease Moderate disease Severe disease
assessment
[PGA]?

a (Lewis, et al., 2008)

b (Schroeder, Tremaine, & Ilstrup, 1987)
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