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LIST OF ABBREVIATIONS 

AE adverse event 
ALT alanine aminotransferase 
ANCOVA analysis of covariance 
AST aspartate aminotransferase 
ATC anatomical therapeutic chemical 
AUC area under the curve 
BLOQ below lower limit of quantification 
BMI body mass index 
CI confidence interval 
CL clearance 
CMH Cochran-Mantel-Haenszel 
CRF case report form 
CRO contract research organization 
CRP c-reactive protein 
CSP clinical study protocol 
CSR clinical study report 
CTCAE Common Terminology Criteria for Adverse Events 
Ctrough trough concentration 
CTx serum C terminal telopeptide type I collagen 
CV coefficient of variation 

  
ECG electrocardiogram 
ED early discontinuation 
ES endoscopy subscore 
FAS full analysis set 
FU follow-up 
H high, above the upper limit of the normal range 
HDL high-density lipoprotein 
High high specificity test 

  
HR heart rate 
hsCRP high sensitivity C-reactive protein 
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ICF informed consent form 
ICH International Council for Harmonization of Technical Requirements for 

Pharmaceuticals for Human Use 
IP investigational product 
IXRS interactive voice/web response system 
L low, below the lower limit of the normal range 
LDL low-density lipoprotein 
LLN lower limit of the normal range 
LLOQ lower limit of quantification 
LRV lower reference value 
LS least squares 
LSM least square mean 
MCII minimum clinically important improvement 
MedDRA medical dictionary for regulatory activities 

  
MMRM mixed models for repeated measures 
n number of valid observations 
N normal, with the limits of the normal range 
NCI CTCAE National Cancer Institute Common Terminology Criteria for Adverse 

Events 
NRI non-responder imputation 
OC observed cases 
PASS patient acceptable symptom state  

  
PGA physician’s global assessment score 
PK pharmacokinetic(s) 

  
PR pulse rate 
q.d. once daily 
QTc corrected QT interval 
QTcF QT interval corrected for the heart rate using Fridericia’s formula 
RA rheumatoid arthritis 
RB rectal bleeding 
Reg regular test 

  
RR respiratory rate 
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SAE serious adverse event 
SAP statistical analysis plan 
SD standard deviation 
SDTM study data tabulation model 
SE standard error 
SF stool frequency 
SI 
SMC 

standard international 
Safety Monitoring Committee 

TEAE treatment-emergent adverse event 
TLF tables, listings and figures 
TV target value 
UC ulcerative colitis 

  
ULN upper limit of the normal range 
ULOQ upper limit of quantification 

  
WHO World Health Organization 
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Table 1 Schedule of Assessments 

 

EVENT SCREENING  
PERIOD TREATMENT PERIOD 1, 2 FOLLOW-UP 

PERIOD3 
Study Visit S1 S24 1 2 3 4 5 ED3 Follow-up Visit 

Study Day (D) ± Days  -35 to 0 1 8 ± 2 15 ± 2 29 ± 2 43 ± 2  14± 3 after last 
IP dosing 

On-site visit          

Telephone call          

Informed consent (Section 8.3 of CSP)          

Inclusion/exclusion criteria (Sections 6.1 and 6.2 of CSP)          

Demographics (Section 8.3 of CSP)          

Medical and smoking history including UC history 
(Section 8.3 of CSP)           

Physical examination (Section 8.5.3 of CSP)          

Body weight and height5 (Section 8.5.3 of CSP)          

Vital signs (Section 8.5.4 of CSP)          

12-Lead triplicate ECG (Section 8.5.5 of CSP)          

                                                 
1 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. 
4 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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EVENT SCREENING  
PERIOD TREATMENT PERIOD 1, 2 FOLLOW-UP 

PERIOD3 
Study Visit S1 S24 1 2 3 4 5 ED3 Follow-up Visit 

Study Day (D) ± Days  -35 to 0 1 8 ± 2 15 ± 2 29 ± 2 43 ± 2  14± 3 after last 
IP dosing 

QuantiFERON TB Gold test (Section 8.5.2 of CSP)          

SARS-CoV-2 RT-PCR test6    As needed 

SARS-CoV-2 serology test    As needed 

Randomization (Section 6.5.1 of CSP)          

Blood collection          

• Safety (hematology, coagulation, chemistry) 
(Section8.5.2 of CSP)   7  7  7 7  

• Serology (HBV, HCV, HIV) (Section 8.5.2 of 
CSP)          

• Pregnancy test serum (all WOCBP females) 
(Section 8.5.2 of CSP)           

• FSH test (WOnonCBP, non-surgical 
postmenopausal women) (Section 8.5.2 of CSP)          

• PK (Section 8.6 of CSP)   8  9 9 10   

                                                 
6 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]. 
9 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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EVENT SCREENING  
PERIOD TREATMENT PERIOD 1, 2 FOLLOW-UP 

PERIOD3 
Study Visit S1 S24 1 2 3 4 5 ED3 Follow-up Visit 

Study Day (D) ± Days  -35 to 0 1 8 ± 2 15 ± 2 29 ± 2 43 ± 2  14± 3 after last 
IP dosing 

Urine collection           

• Safety12 (Section 8.5.2 of CSP)          

Stool sample collection13           

• Microbiology           

• Microbiome (sampling before IP administration) 
(Section 8.7.3.2 of CSP)          

                                                 
11  
12 On 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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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 
Treatment 
Difference In 
MCS Change 
From Baseline 
At Week 6 

Signal Score Probability 
Of Outcome 

PLC: placebo; GLPG: GLPG3970 

-3.0 Signal detected 0.673 

No conclusion 0.220 

No signal detected 0.107 

-1.3 Signal detected 0.205 

No conclusion 0.289 

No signal detected 0.506 
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2.7. Randomization and Blinding 

2.7.1. 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.  
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3. STUDY ESTIMANDS 

Estimand for the primary study objective: 

Attribute Details 

Treatments GLPG3970 (400 mg q.d.) vs. Placebo 

Population • Population target defined through the 
inclusion/exclusion criteria (see CSP).  

• 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 
those 

• Early treatment discontinuation (for 
any reason) is handled using the  
hypothetical strategy 

• 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) 
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Estimand for the secondary study objective: 

Attribute Details 

Treatments GLPG3970 (400 mg q.d.) vs. Placebo 

Population • Population target defined through the inclusion/exclusion 
criteria (see CSP).  

• 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. 

4.1.1. 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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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 
00:00 added as time part 

Date (time) of first study drug 
administration - 1 minute 

Treatment Date (time) of first study drug 
administration.  

Study termination date (i.e. 
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. 
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Table 3: Analysis visit window for non-PK data 

 

Visit date and time Relative day 
(ADY) 

Assessment visit (VISIT) Time window 
(in ADY)* 

Target day Analysis visit 
(AVISIT) 

On or before first study 
drug administration 

≤1 Last assessment at any point in time before 
first study drug administration 

≤1 1 Baseline 

After first study drug 
administration  

>1 Any scheduled (non follow-up), 
unscheduled, or early discontinuation visit 

2 to 12 8 Week 1 

13 to 22 15 Week 2 

23 to 36 29 Week 4 

37 to 49* 43 Week 6 

Follow-up CRF collected 
follow-up visit 

 Follow-up 

*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 and  where assessments performed more than 7 days after 
last dose will be excluded and the Week 6 analysis window will be 37 to 52 days.  
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Table 4: Analysis visit window for the daily diary data 

Visit date and time Relative day 
(ADY) 

Assessment visit (VISIT) Time window (in ADY or 
relative to last dose of IP for 
the follow-up)* 

Analysis visit 
(AVISIT) 

Before first study drug 
administration 

<1 All days before the first 
IP administration. 

<1 Baseline 

Same as or after first 
study drug administration  

≥ 1 Any scheduled (non 
follow-up), unscheduled, 
or early discontinuation 
visit 

1 to 7 Week 1 

8 to 14 Week 2 

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 
after the last dose of IP 

Week 7 

8 to 14, where day 1 = first day 
after the last dose of IP 

Week 8 

*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.  
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Table 5: Analysis Visit Window for PK data 
 
Visit date and 
time 

Relative 
day 
(ADY) 

Assessment visit 
(VISIT) 

Time 
window 
(in 
ADY)* 

Target 
day 

Analysis 
visit 
(AVISIT) 

Analysis time point (ATPT) 

Before first 
study drug 
administration 

<1 or 
pre-dose 
at 
ADY=1 

Last assessment at any 
point in time before first 
study drug administration 

<1 or 
pre-dose 
at 
ADY=1 

1 Baseline Pre-dose (within 30 minutes prior 
to dosing) 

Same as or after 
first study drug 
administration  

≥ 1 Any scheduled (non 
follow-up), unscheduled, 
or early discontinuation 
visit 

1 1 Day 1 As indicated in the database: 

0.5-1.5, 2-2.5, 3-4 hours post-dose 

13 to 22 15 Week 2 As indicated in the database: 

Pre-dose (within 30 minutes prior 
to dosing) 

23 to 36 29 Week 4 As indicated in the database: 

Pre-dose (within 30 minutes prior 
to dosing) 

37 to 49 43 Week 6 As indicated in the database: 
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Visit date and 
time 

Relative 
day 
(ADY) 

Assessment visit 
(VISIT) 

Time 
window 
(in 
ADY)* 

Target 
day 

Analysis 
visit 
(AVISIT) 

Analysis time point (ATPT) 

Pre-dose (within 30 minutes prior 
to dosing) and within [4-6 hours 
post dose]. 

Follow-up CRF 
collected 
follow-
up visit 

 Follow-up  

*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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Table 6: Analysis Visit Window for urine phosphate and urine calcium 
 

Visit date and 
time 

Relative 
day 
(ADY) 

Assessment visit 
(VISIT) 

Time 
window 
(in 
ADY)* 

Target 
day 

Analysis 
visit 
(AVISIT) 

Analysis time point (ATPT) 

Before first 
study drug 
administration 

<1 or 
pre-dose 
at 
ADY=1 

Last assessment at any 
point in time before first 
study drug administration 

<1 or 
pre-dose 
at 
ADY=1 

1 Baseline Pre-dose  

Same as or after 
first study drug 
administration  

≥ 1 Any scheduled (non 
follow-up), unscheduled, 
or early discontinuation 
visit 

1 1 Day 1 2 hours post-dose 

13 to 22 15 Week 2  

23 to 36 29 Week 4  

37 to 49 43 Week 6 As indicated in the database: 

Pre-dose and 2 hours post-dose 

Follow-up CRF 
collected 
follow-
up visit 

 Follow-up  
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4.3.4. 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: 

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

• 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 

• If 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: 









G al a p a g o s    C O N FI D E N TI A L   D o c i d : 1 3 8 2 2  
G L P G 3 9 7 0 -C L -2 1 0  

 

-3 3 - 

 

all s u bj e cts wit h ( p ost-b a s eli n e) d at a f or t h e p ar a m et er, i n t h e a n al ysis s et a n d a n al ysis 
wi n d o w/ p eri o d.  

5.  I N T E RI M A N A L Y S E S A N D I N T E R N A L D A T A S A F E T Y 
M O NI T O RI N G C O M MI T T E E  

N o f or m al i nt eri m a n al ysis i s pl a n n e d f or t hi s cli ni c al st u d y.  

A n i nt er n al S M C i n d e p e n d e nt fr o m t h e st u dy will r e vi e w u n bli n d e d s af et y d at a d uri n g t h e c o urs e 
of t h e st u d y. T his C o m mitt e e m a y i n v ol v e e xt er n al m e di c al e x p erts (s u c h a s a n e x p ert i n t h e fi el d 
of U C  a n d a n i nf e cti o us dis e as es e x p ert) t o s u p p ort d at a i nt er pr et ati o n. T h e C o m mitt e e will 
r e vi e w u n blin d e d s af et y d at a a n d ass ess a n y p ot e nti al s af et y iss u es arisi n g d uri n g t h e c o n d u ct of 
t h e cli ni c al st u d y, i n cl u di n g ( b ut n ot li mit e d t o) a n y p ot e nti al iss u es i n t h e c o nt e xt of t h e S A R S-
C o V -2 p a n d e mi c. T h e cli ni c al st u d y t e a m will r e m ai n bli n d e d t o t h e all o c ati o n of s u bj e cts t o 
tr e at m e nts d uri n g t h e c o urs e of t h e st u d y. T h e pr o c ess i s d es cri b e d i n a s e p ar at e S M C  C h art er.  

6.  S T A TI S TI C A L A N A L Y S E S  

6. 1.  S u bj e ct I nf or m ati o n  

S u bj e ct i nf or m ati o n will b e t a b ul at e d usi n g t h e S af et y A n al ysis S et, u nl ess s p e cifi e d ot h er wis e. 
N o i nf er e nti al t esti n g will b e p erf or m e d, n or will p -v al u es b e pr o vi d e d.  

S u bj e ct i nf or m ati o n will b e t a b ul at e d wit h d es cri pti v e st atisti cs p er pl a n n e d tr e at m e nt gr o u p, as 
w ell as o v er all.  

6. 1. 1.  D e m o gr a p hi c a n d B a s eli n e Di s e a s e C h ar a ct eri sti c s  

T h e f oll o wi n g p ar a m et er s will b e s u m m ari z e d:  

−  d at e of I C F si g n at ur e (list e d) ; 

−  se x ; 

−  a g e at si g ni n g t h e I C F ( y e ars) ; 

−  a g e, c at e g ori z e d ( y e ars): 1 8 ≤ a g e < 6 5; 6 5 ≤ a g e < 8 5; a g e ≥ 8 5 ; 

−  ra c e a n d et h ni cit y ; 

−  h ei g ht at b as eli n e ( c m) ; 

−  w ei g ht at b as eli n e ( k g) ; 

−  b o d y m ass i n d e x ( B MI) at b as eli n e ( k g/ m²) =  
 ( )

 ( )
   

( B MI will n ot b e r e c al c ul at e d if alr e a d y a v ail a bl e i n t h e d at a b as e); 

−  s m o ki n g st at us ( N o n -s m o k er/ E x - s m o k er/ C urr e nt s m o k er );  

−  n u m b er p a c k -y e ars;  

−  d ur ati o n of U C  ( y e ars)  

=
( 𝑑 𝑎 𝑡 𝑒  𝑜 𝑓  𝑓𝑖 𝑟 𝑠 𝑡  𝑠 𝑡 𝑢 𝑑 𝑦  𝑑 𝑟 𝑢 𝑔  𝑎 𝑑 𝑚𝑖 𝑛𝑖 𝑠 𝑡 𝑟 𝑎 𝑡𝑖 𝑜 𝑛 ) − ( 𝑑 𝑎 𝑡 𝑒  𝑜 𝑓   𝑖 𝑛𝑖 𝑡𝑖 𝑎𝑙 𝑑𝑖 𝑎 𝑔 𝑛 𝑜 𝑠𝑖 𝑠 ) + 1

3 6 5 .2 5
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If missing day: use 1st day of the month 
If missing both day and month: use 1st 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;  
−  
   

− 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. 

• extent of disease at time of most extensive disease activity per Montreal Classification; 

• previous treatment failure and corresponding treatments; 

• colonoscopy history (yes/no); 

• 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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b e c o nsi d er e d t o t h e s a m e l e v el of i nf or m ati o n pr o vi d e d b y t h es e i n c o m pl et e d at es t o c at e g ori z e 
t h e ti mi n g of t h es e r e c or ds. This m e a ns t h at a r e c or d o nl y h a vi n g m o nt h a n d y e ar will b e 
c at e g ori z e d c o m p ari n g o nl y t o t h e m o nt h a n d t h e y e ar of t h e d at e of first st u d y dr u g 
a d mi nistr ati o n.  

6. 1. 7. 3.  C al c ul ati o n of R el ati v e D a y s  

F or b ot h t h e st art a n d t h e e n d d at es of t h e c o n c o mit a nt m e di c ati o n r e c or ds, t h eir d a y r el ati v e t o 
t h e d a y of first st u d y dr u g a d mi nistr ati o n will b e c al c ul at e d as d es cri b e d i n S e cti o n 4. 3. 1 . 

6. 1. 7. 4.  Pr e s e nt ati o n of R e s ult s  

A fr e q u e n c y t a b ul ati o n p er pl a n n e d  tr e at m e nt gr o u p a n d o v er all of t h e A n at o mi cal T h er a p e uti c  
C h e mi c al  ( A T C) c l assifi c ati o n cl ass es l e v el 4 b y t h er a p e uti c s u b gr o u p ( A T C l e v el 2) a n d g e n eri c 
t er m of t h e pri or m e di c ati o n ( d efi n e d as ‘ pri or o nl y’ a n d ‘ pri or a n d c o n c o mit a nt’) will b e 
pr o vi d e d as w ell as of t h e c o n c o mit a nt m e di c ati o n ( d efi n e d as ‘ c o n c o mit a nt o nl y’ a n d ‘ pri or a n d 
c o n c o mit a nt’).  

A li sti n gs of pri or a n d c o n c o mit a nt m e di c ati o ns  will b e pr o vi d e d.  Als o, pri or a n d c o n c o mit a nt 

c orti c ost eri oi d li sti n g will b e pr o vi d e d s e p ar at el y  (t h e li st of t h e A T C c o d e s t o b e s el e ct e d i n t hi s 

li sti n g will b e pr o vi d e d b y t h e G al a p a g os  m e di c al s er vi c es) . 

6. 1. 8.  Pr o c e d ur e s  

Pr o c e d ur es  r es ult s will o nl y b e li st e d . 

6. 1. 9.  E x p o s ur e t o St u d y D r u g a n d C o m pli a n c e  

6. 1. 9. 1.  D eri v ati o n R ul e s  

D eri v e d P ar a m et er s: E xt e nt of E x p o s ur e t o St u d y D r u g 

−  T ot al tr e at m e nt d ur ati o n  ( d a ys) = l ast st u d y dr u g a d mi nistr ati o n d at e –  first st u d y dr u g 
a d mi nistr ati o n d at e + 1 d a y . 

−  T ot al tr e at m e nt d ur ati o n, e x cl u di n g d a ys off st u d y dr u g : S u m of t h e n u m b er of d a ys wit h 
a n y st u d y dr u g a d mi nistr ati o n.  

−  T ot a l t r e at m e nt d ur ati o n, f ull c o m pli a n c e  ( d a ys): N u m b er of d a ys w h er e t h e  c o m pl et e 
v ol u m e of I P h as b e e n a d mi nist er e d.  

 

D e ri v e d P a r a m et e rs: C o m pli a n c e  

−  O v er all c o m pli a n c e ( %) = 1 0 0   ×  
       

             
 

 

−  P er c e nt d a ys wit h a n y i nt a k e ( %) = 1 0 0   ×  
    ,      

   
 

 

−  P er c e nt d a ys f ull c o m pli a n c e ( %) = 1 0 0   ×  
    ,  
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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):  

• MCS-SF subscore 

• MCS-RB subscore 

• MCS-ES subscore 

• 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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6.3. 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).  
TEAEs 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, 
i.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, 
− TEAEs 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 IP-related TEAEs, grade 3-4-5 TEAEs, 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 TEAEs 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 (>1.5×ULN, 
>2×ULN) 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 >3×ULN, 
ALP <2×ULN, and associated with an increase in total bilirubin >2×ULN on the same day.   

6.3.2.9. Presentation of Results 

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

Continuous laboratory tests17 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 HbA1c] and other markers hsCRP and fecal calprotectin . 
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gr a d e. T h e t a bl e will  b e cr e at e d p er l a b or at or y t est, tr e at m e nt gr o u p a n d a n al ysis p eri o d. T h e 
r es ult s of n o n-gr a d e d a b n or m aliti es a n d t o xi citi es gr a d es will b e s h o w n s e p ar at el y.   

A fr e q u e n c y t a bl e of t h e n u m b er ( p er c e nt) of s u bj e cts wit h tr e at m e nt -e m er g e nt w orst -c as e 
a b n or m al iti es/t o xi cit y gr a d e p er l a b or at or y t est, tr e at m e nt gr o u p a n d a n al ysis p eri o d will b e 
pr es e nt e d. T h e r es ult s of n o n -gr a d e d a b n or m aliti e s a n d t o xi citi es gr a d es will b e s h o w n 
s e p ar at el y.  

A fr e q u e n c y t a bl e of t h e n u m b er ( p er c e nt) of s u bj e cts  will b e als o pr o v i d e d f or t h e h e p at ot o xi cit y 
fl a gs d efi n e d b ef or e. T h e s e a b n or m aliti es will b e als o fl a g g e d i n t h e i n di vi d u al d at a l a b or at or y 
li sti n g. 

Listi n g will b e pr o vi d e d f or t h e l a b or at or y t est al o n g wit h fl a g f or a b n or m alit y r es ult s.  I n 
a d diti o n, pr e g n a n c y r es ult will b e list e d s e p ar at el y.  

6. 3. 3.  El e ctr o c a r di o gr a m  

6. 3. 3. 1.  A v ail a bl e D at a  

T h e f oll o wi n g E C G p ar a m et ers will b e a n al ys e d : h e art r at e  ( H R), R R i nt er v al, P R i nt er v al, Q R S 
i nt er v al, u n c orr e ct e d Q T i nt er v al, Q T c F ( d eri v e d)  

6. 3. 3. 2.  D eri v ati o n R ul e s  

D eri v e d P ar a m et er s  

T h e Fri d eri ci a’s c u b e -r o ot c orr e ct e d Q T ( Q T c F) will b e c al c ul at e d usi n g t h e f oll o wi n g f or m ul a.  

Fri d eri ci a’s c u b e -r o ot c orr e ct e d Q T ( Fri d eri ci a, 1 9 2 0): 𝑑 𝑎 𝑡 𝑒  ( 𝑜 𝑓 ) = 𝑓 𝑖  ( 𝑟 𝑠 ) ×
 ( )

 

If R R is missi n g, t h e n it will b e d eri v e d fr o m H R usi n g t h e f or m ul a R R( ms)  =  6 0  × H R( b p m) . 

H a n dli n g  of E C G s M e a s ur e d i n Tri pli c at e  

If E C G is c oll e ct e d i n tri pli c at es, t h e f oll o wi n g a p pr o a c h will b e t a k e n. 

First, a n y d eri v ati o n of E C G p ar a m et ers will b e d o n e b ef or e h a n dli n g E C G tri pli c at es. N e xt, t h e 
m e a n of t h e tri pli c at e E C G v al u es will b e c al c ul at e d f or e a c h i n di vi d u al E C G p ar a m et er, wit h o ut 
r o u n di n g t h e r es ult. T h es e c alc ul at e d m e a ns will c o nstit ut e t h e a n al ysis v al u es; a n y d eri v ati o n 
( e. g. c h a n g e fr o m b as eli n e, assi g n m e nt of a b n or m aliti es) a n d st ati sti c will b e b as e d o n t h e m e a n 
v al u e of t h e tri pli cat es . 

T h e v al u es of t h e ori gi n al m e m b ers of a tri pli c at e will b e li st e d.  

6. 3. 3. 3.  A b n or m aliti e s  
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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/m2), 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 Ctrough 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 Ctrough (= 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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APPENDIX III: Mayo Scoring System  

 0 1 2 3 
Stool frequency  
[MCS-SF] a 

Normal  1 -2 stools above 
normal  

3 -4 stools above 
normal  

>4 stools above 
normal  

Rectal bleeding  
[MCS-RB] a 

No blood seen  Streaks of blood 
less than half the 
time  

Obvious blood with 
stool most of the 
time  

Blood alone passed  

Flexible 
sigmoidoscopy  
[MCS-ES] b 

Normal or inactive 
disease  

Mild disease 
(Erythema, 
decreased vascular 
pattern, no 
friability)  

Moderate disease 
(Marked erythema, 
absent vascular 
pattern, friability, 
erosions)  

Severe disease 
(Spontaneous 
bleeding, ulceration)  

Physician’s global 

assessment  
[PGA] a 

Normal  Mild disease  Moderate disease  Severe disease  

a (Lewis, et al., 2008) 
b (Schroeder, Tremaine, & Ilstrup, 1987)  
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