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1. INTRODUCTION 

As of 2020, Gilead discloses clinical study results of newly authorized products in 
Switzerland by Swissmedic according to the requirements laid out in Art. 71-73 TPO 
(Ordinance on Therapeutic Products).  

Below you will find the information for clinical studies relevant for the marketing authorization 
for Lyvdelzi® (Seladelpar) in Switzerland.
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2. OVERVIEW ON CLINICAL STUDIES 

Study number Study title: Indication: EudraCT-Number:  

CB8025-32048 

RESPONSE: A Placebo-controlled, 
Randomized, Phase 3 Study to 
Evaluate the Efficacy and Safety of 
Seladelpar in Patients with Primary 
Biliary Cholangitis (PBC) and an 
Inadequate Response to or an 
Intolerance to Ursodeoxycholic Acid 
(UDCA) 

Primary Biliary Cholangitis (PBC) 2020-004348-27 
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3. STUDY SYNOPSIS CB8025-32048 (RESPONSE) 

 

Name of Sponsor/Company: Individual Study Table Refen-iug to (For National 
CymaBay Therapeutics. Inc. Pait of the Dossier Volume: Authority Use On(v) 
Name of Finished Prnduct: Page: 
Seladelpar 
Name of Active Ingredient: 
Seladelpar. 2-[ 4-[[ (2R)-2-etholl.')'-3-[ 4-
(t:rifluoromethyl)phenoxy ]propyl]th.io ]-2-
methylphenoxy]acetic acid, lysine di.hydrate 

Title of Study: 
RESPO SE: A Placebo-controlled. Randomized, Phase 3 Study to Evaluate the Efficacy and Safety of Seladelpar 
in Patients with Prima1y Biliaiy Cholangitis (PBC) and an Inadequate Response to or au Intolerance to 
Ursodeoxycholic Acid (UDCA) 

Investigators: A total of 178 Principal Investigators conducted this study for this clinical study report (CSR). 

Study centel'S: A total of 164 unique sites in the Asia Pacific , Europe, Latin America . and No1th America were 
activated for this study: 90 of these activated sites enrolled subjects. 

Publications (1·efHence): None 

Studied pel'iod: 
21 April 2021 (first subject randomized) - 11 August 2023 (last subject last visit [LSL VJ) 

Phase of development: Phase 3 

Objectives: 
The 12rimai:y objectives were as follows : 

• To evaluate the treatment effect of seladelpar on composite biochemical in1provement in cholestasis markers 
based on alkaline phosphatase (ALP) and total bilimbin at 12 months of treatment compared with placebo 

• To evaluate the safety of seladelpar over 12 months of treatment compai·ed with placebo 
The secondai:y objectives were as follows: 

Key secondary objectives: 

• To evaluate the effect ofseladelpar on the nonnalization of ALP values at 12 months of treatment compared 
with placebo 

• To evaluate the effect of seladelpar on pruritus at 6 months of treatment compared with placebo in subjects 
with baseline moderate to severe pruritus 

Other secondWJ' objectives: 

• To evaluate the effect of seladelpar on other measures of cholestasis. metabolic markers. and PBC prognostic 
criteria 

• To evaluate the effect of seladelpar on quality of life (QoL) 

• To evaluate the effect of seladelpar on PBC-associated clinical outcomes 

The ex12lorato1y objectives were as follows: 

• To evaluate the effect of seladelpar on liver histology. additional measures of QoL. biomarkers of cholestasis 
and inflammation. lipids and auto-antibody profiles . bile acid synthesis. liver fibrosis and liver injwy 

• To evaluate the plasma concentrations of seladelpar and metabolites 

Methodology: 

This was a phase 3, intemational. multicenter study using a randomized, double-blind. placebo controlled, parallel-
ann design where study drug (seladelpar or placebo) was administered daily for up to 12 months as an oral capsule 
11 subjects with PBC who had an inadequate response to or an intolerance to UDCA. The primaiy endpoints were 
he propo1tio11 of subjects who were considered responders at 12 mouths based on the c.omposite biochemical 
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ndpoint of ALP < l.67x upper limit of nonnal (ULN), 2':15% decrease in ALP and total bilimbin :<; l.0x ULN and 
he safety of seladelpar over 12 months of treatment relative to placebo. The key secondmy endpoints comprised the 
ropo11ion of subjects with nonnalization of ALP (ALP :<; I .Ox ULN) at 12 months and change from baseline in 
eekly averaged Pruritus numerical rating scale (NRS) score in subjects with baseline RS 2': 4 at 6 montlis. 

pproximately 180 eligible subjects were planned to be randomized in a 2: 1 ratio (seladelpar: placebo) across 
pproximately 180 sites worldwide to the following anns: 

• Selaclelpar ann: Oral seladelpar 10 mg capsule once daily (qcl) 

• Placebo arm: Oral selaclelpar-matched placebo qd 

o be enrolled in this study, subjects were required to have received UDCA for 12 months(> 3 months of stable 
ose prior to Screening) or have intolerance to UDCA (last dose ofUDCA > 3 montlis prior to Screening). Dming 
he study. study drug was administered as an add-on to UDCA therapy for subjects who tolerated UDCA; for 
1bjects with UDCA intolerance, sh1dy drug was administered as a monotherapy. 

nrolled subjects had to have confumed PBC as defined by having any 2 of the following 3 diagnostic criteria : (I ) 
1isto1y of ALP above I .Ox UL for at least 6 months: (2) positive antimitochondrial antibody (AMA) titer (> 1 :40 
n innnunofluorescence or M2 positive by enzyme-linked immunosorbent assay [ELISA]) or positive PBC-specific 
ntinuclear antibodies (ANAs) titer; and (3) documented liver biopsy results consistent with PBC. 

n Day 1. subjects were rm1domized to the seladelpar or placebo arm in a 2: 1 ratio. Subjects were also stratified at 
·andomization according to ALP level (< 350 U/L vs 2': 350 U/L) and the presence of clinically imp011ant Pruritus 

RS (< 4 vs 2': 4) to ensure even distribution across treatment aims. 

he total duration of participation in the sh1dy for each subject was up to approximately 14 montlis and consisted of 
he following study periods: 

• Screening Period (up to 3 weeks): 

Subject eligibility was confomed during this period. 

• Run-in Period (up to 2 weeks) : 
This period sta11ed 2 weeks prior to the planned Day 1 Visit. At this visit. subjects sta11ed their pruritus 
evaluation (using an electronic dia1y [ e-dimy]) along with other study procedures as specified in Table 3. 

• Treatment Period (maximum duration up to 12 months) 
On Day I. subjects entered the Treatment Period. Subjects received double-blinded treatment for up to 
12 months . After initiation of study drug. subjects had a visit at Month I. Month 3 and then eve1y 3 months 
through Month 12 . Visits could occur in the clinic or remote with the assistance of a home health service or 
using virtual technologies. After completion of the Treatment Period, subjects were invited to enroll into an 
open-label, long-tenn sh1dy (CB802 5-31731-RE) wherein each subject in the seladelpar mm continued 
treatment with seladelpar and subjects in the placebo mm initiated seladelpar treatment. 

• Safety Follow-up Period (2 weeks [14 days +3] after the last dose of study drug) 
Subjects who did not pa11icipate in the long-tenn study (CB8025-3173 1-RE) had a Follow-up visit performed 
2 weeks (14 days +3) after the last dose of study drug. 

n order to establish the histological stah1s of their liver before and after treatment, all subjects were encomaged to 
iave a liver biopsy during the Screening Period (unless a historical biopsy meeting quality standards was available) 
nd after 12 months of treatment. or at Early Tennination (ET). if the subjects withdrew from the study early. 
rovided that they had received at least 6 months of treatment. A follow-up liver biopsy was perfo1111ed only in 
ubjects with a baseline liver biopsy. A pathology review conuuirtee (PRC) was formed to evaluate the biopsies in 
ccordance with a histopathology plm1 defined separately from the study protocol. 
ransient liver elastography via FibroScan® was perf01mecl to assess liver stiffness at baseline and during the 
reatment Period or at ET at selected sites. 
ubjects were asked to use an e-dia1y to evaluate pruritus and QoL during the study pm1icipation. An e-diaiy was 
ispe11Sed at the Run-in Visit and included the following questionnaires: Pruritus NRS. 5-D Itch. Patient Global 
mpression of Severity (PGI-S). Patient Global Impression of Change (PGI-C) and PBC-40 QoL. Subjects 
erfo1med an evaluation of their pruritus on a daily basis. via Pruritus RS. starting from the Rtm-in Visit through 
he first 6 months of treatment. After 6 months. prurih1s was evaluated on a monthly basis until End of Treatment 

OT)/Month 12 using Pruritus NRS for 7 consecutive clays each month. TI1e 5-D Itch scale was evaluated 
iweekl from the Run-in Visit u through the first 6 months of treatment and monthl after that. TI1e PGI-S and 
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BC-40 QoL were assessed at the Run-in Visit. randomization. Month l. Month 3 and then eve1y 3 months through 
onth 12/ET. PGI-C was assessed at Month 1. Month 3. and eve1y 3 months through Month 12/ET. 
uring the study. subjects were regulai·ly evaluated for progression of their disease by collecting information about 
BC clinical outcomes. A critical event review committee (CERC) was established to analyze and adjudicate PBC 
linical outcome events that occtmed during the study; the CERC also adjudicated events consistent with potential 
rug-induced liver injmy (DILI). Subjects who met any predefined PBC clinical outcome criteria were terminated 
rom the study and instructed to complete an ET Visit. 

ubjects who discontinued study drng treatment for any reason other than a defined PBC clinical outcome were 
skecl to stay in the study without study dmg intake . Subjects who discontinued study drug treatment and did not 
tay in the study completed an ET Visit. For subjects who declined to stay in the study without study drug intake or 
·ho did not paiticipate in the long-term study (CB8025-3 l 731-RE). a phone call was performed to info1111 on PBC 
utcomes on an annual basis until the end of the study (ie. last subject last visit). 

afety monitoring in the study included adverse events (AEs), serious adverse events (SAEs). treatment-emergent 
s (TEAEs), laborat01y tests, vital signs. 12-lead electrocardiograms (ECGs), physical exam..ination and 

bclom..inal ultrasound, with individual stopping criteria . Additional sa fety monitoring criteria were implemented to 
11onitor subjects for liver. renal, muscle, and pancreatic safety, and to define interruption and stopping criteria. 

ctions taken included continuation of study diug. dose interruption. dose reduction, discontinuation of study di1.1g 
• n addition to standard of care or investigation of the case prior to action with study diug based on the protocol­
pecified monitoring criteria . Study drug could be down-titrated to a lower dose if deemed necessaiy by the 
vestigator for safety or tolerability reasons in a blinded fa shion. Subjects receiving seladelpar at 10 mg could be 

own-titrated to S mg. and subjects receiving placebo could be clown-titrated to placebo. A data safety monitoring 
oarcl (DSMB) was convened to review study data on a regular basis clming study conduct to ensure subjects' 
·elfare and preserve study integrity. The DSMB also reviewed all SAEs. liver-related safety events. and elevations 

·n ALT. AST. semm creatinine. CK, amylase and lipase that met safety monitoring criteria. 
ubjects were invited to pai·ticipate in a phaimacokinetic (PK) sample collection. Subjects who consented to 

Jaiticipate in this PK sample collection provided 1 predose (-30 minutes prior to dosing) and 2 postdose samples at 
1 hour± 30 minutes and at 3 hours ± 30 minutes at Month 3 and at Month 12. 

umber of Subjects (Planned and Analyzed) : Approximately 180 subjects were planned for evaluation in this 
study. A total of 193 subjects were enrolled into the study. 

iagnosis and Main Eligibility Criteria 

ubjects were required to meet all of the following criteria to be eligible for study participation: 

1. Must have given written in.fanned consent (signed and dated) and any authorizations required by local 
law 

2. Must be 18-75 years old (inclusive) 

3. Male or female with a diagnosis of PBC based on any two of the following criteria: 

a. History of ALP > I .Ox ULN for at least 6 months 

b. Positive AMA titer (> 1 :40 on immunofluorescence or M2 positive by ELISA) or positive PBC 
specific ANAs titer 

c. Documented liver biopsy results consistent with PBC 

4. UDCA use for the past 12 months (stable dose for > 3 months prior to Screening) or intolerant to 
UDCA (last dose of UDCA > 3 months prior to Screening) 

5. Laborat01y parameters measured by the Central Laborat01y at Screening: 

a. ALP c:: 1.67x UL 

b. Aspartate aminotransferase (AST) :S 3x UL 

c. Alanine aminotransferase (ALT) :S 3x UL 

cl. Total bilirubin :s 2x UL 

e. Estimated glomemlar filtration rate (eGFR) > 45 mL/min/ 1.731112 (calculated by the Modification 
of Diet in Renal Disease study equation) 
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f. International nonnalized ratio (INR) < 1.1 x UL 

For subjects on anticoagulation therapy. INR must have been maintained in the range required for 
prophylaxis for their specific disease 

g. Platelet count 2>:: I00x l 03/pL 

OTE: Prothrombin time (PT). INR. and platelets could have been perfo1med locally at the Screening 
Visit. if deemed necessa1y by the Investigator after consultation with the Medical Monitor. in cases 
where centrally read samples were deemed invalid 

6. Females of reproductive potential were required to use at least I banier contraceptive and a second 
effective bi1ih control method during the study and for at least 90 clays after the last study drug close. 
Male subjects who were sexually active with female partners of reproductive potential were required 
to use ban-ier contrnception. and their female partners were required to use a second effective bi11h 
control method during the study and for at lea st 90 days after the last dose. 

Rxclusion Criteria: 

Subjects were required to not have met any of the following criteria to be eligible for study pmiicipation: 

1. Previous exposure to seladelpar (MBX-8025) 

2 . A medical condition other than PBC that. in the Investigator 's opinion. would preclude full 
pmiicipation in the study (eg. cancer) or confound its results (eg. Paget's disease. any active infection) 

3. Advanced PBC as defined by the Rotterdam criteria ( albumin below the lower limit of n01mal AND 
total bilirubin above I.Ox UL ) 

4 . Presence of clinically important hepatic decompensation. including the following : 

a. Hist01y of liver transplm1tation. current placement on liver transplantation list. or cunent Model 
for End-Stage Liver Disease (MELD) score 2':: 12. For subjects on anticoagulation medication. 
evaluation of the baseline INR. in concert with their current dose adjustments of their 
anticoagulant medication, was taken into account when calculating the MELD score. This was 
done in consultation with the Medical Monitor. 

b. Complications of portal hypertension. including known esophageal varices. histo1y ofvariceal 
bleeds or related interventions ( eg, trans jugular intrahepatic portosystemic shunt placement). 
ascites. and hepatic encephalopathy 

c. Cinhosis with complications. including histo1y or presence of spontaneous bacterial peritonitis. 
hepatocellular carcinoma or hepatorenal syndrome 

5. Other chronic liver diseases: 

a. Ctlffent features of autoimmune hepatitis as clete1minecl by the Investigator based on 
inununoserology. liver biochemistry or historic confun1ed liver histology 

b. Primmy sclerosing cholangitis detennined by the presence of diagnostic cholm1giographic 
findings 

c. History or clinical evidence of alcoholic liver disease 

cl. History or clinical evidence of alpha-1 -antitrypsin deficiency 

e. History ofbiopsy-confinnecl Nonalcoholic steatohepatitis (NASH) 

f. History or evidence of Gilbe1i 's syndrome with elevated total bilirubin 

g. Histo1y or evidence of hemochromatosis 

h. Hepatitis B. defined as the presence of hepatitis B smface antigen at Screening 

1. Hepatitis C. defined as the presence of hepatitis C virus ribonucleic acid at Screening 

J. Hist01y . evidence or high suspicion of hepatobilimy malignancy based on imaging. screening 
laborat01y values and/or clinical symptoms 

6. Known history of human immunodeficiency vims (HIV) or positive antibody test at Screening 
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7. Clinically impo1tant alcohol consumption. defined as more than 2 drink tmits per Day (equivalent to 
20 g) in women and 3 drink units per Day (equivalent to 30 g) in men. or inability to quantify alcohol 
intake reliably 

8. Histo1y of malignancy diagnosed or treated actively or within 2 years. or ongoing evaluation for 
malignancy: localized treatment of squamous or noninvasive basal cell skin cancers and ce1vical 
carcinoma in situ was allowed if appropriately treated prior to Screening 

9. Treatment with obeticholic acid (OCA) and fibrates ( eg. bezafibrate. fenofibrate. elafibranor. 
lanifibranor. pemafibrate. and saroglitizar) 6 weeks prior to Screening 

10. Treatment with colchicine. methotrexate. azathioprine, or long-tenn systemic c01ticosteroicls 
(> 2 weeks) during 2 months prior to Screening. See Section 7 of the study protocol 
(Appendix 16. 1.1) for aclcli tional medications that might be ex dueled 

11 . Treatment with antipmritic drugs (eg, cholestyrarnine. naltrexone, rifampicin, se1traline, or any 
experin1ental approach) must have been on a stable dose within 1 month prior to Screening 

12. Treatment with any other investigational therapy or device within 30 clays or within 5 half-lives, 
whichever was longer. prior to Screening 

13. For females. pregnancy or breastfeeding 

14. Any other condition(s) that would compromise the safety of the subject or compromise the quality of 
the clinical study. as judged by the Investigator 

15. Immunosuppressant therapies (eg. cydosporine. tacrolinrns . anti-Tumor ecrosis Factor alpha. or 
other immunosuppressive biologics) 

16. Other medications that affect liver or GI functions. such as absorption of medications or the Roux-en­
y gastric bypass procedure. could have been prohibited and had to be discussed with the Meclical 
Monitor on a case-by-case basis 

1 7. Active Coronavims disease 2019 (COVID-19) infection during Screening 

Test product, dose irnd mode of administrntion, and bntch number: 

Seladelpar 10 mg oral capsules were taken once daily. The study drug could be down-titrnted in a blinded manner to 
a lower dose (5 mg) if deemed necessmy by the Investigator for safety or tolerability reasons. 

Lot numbers used on study are as follows: 

Seladelpar 5 mg capsules: 20J00 1. 21B004. 21 COO 1, 21 GOO 1. 2 IJ00 1. 21 L002 

Seladelpar 10 mg capsules: 20J001. 21B004. 21C00I. 21G001. 21J001. 21L002 

burntion of trentment: 
IThe study treatment duration was planned to be 12 months per protocol. 

Reference thernpy, dose nod mode of administration, batch number: 

Placebo 10 mg oral capsules were taken once daily. Subjects receiving placebo could be clown-titrated in a blinded 
manner to a lower dose if deemed necessaiy by the Investigator for safety or tolerability reasons . 
Lot numbers are as follows : 
Placebo 5 mg capsules: 20J001. 21B004, 21C001. 21G001 , 21J001. 21L002 

Placebo 10 mg capsules: 20J001. 21B004, 21C001 , 21G001. 21J001. 21L002 

~ndpoints for evaluntion defined per protocol: 

r l'imnry Endpoints 

1. Propo1tion of subjects who were considered responders at 12 months based on the following 
composite endpoint of ALP and total bilirubin at 12 months requiring 

a. ALP < 1.67x UL 

b. ~ 15% decrease in ALP 

c. Total bilirubin :'.S I.Ox UL 
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2. Assessment of treatment-emergent AEs (TEAEs) (National Cancer Institute [ CI] Common 
Tenninology Criteria for Adverse Events [CTCAE] Version 5.0). biochemistiy and hematology 

!Key Second11ry E ndpoints 

1. Prop011ion of subjects with ALP :S I .Ox UL at 12 months (eg. normalization) 

2. Change from baseline in weekly averaged Pruritus NRS in subjects with baseline NRS c". 4 at 6 months 

!Other Second1111' E ndpoints 

1. Propo11ion of responders based on the composite endpoint of ALP and total bilirubin at 6 months 

2. Proportion of subjects with ALP :S I .Ox UL at 6 months 

3. Propo11ion of subjects with ALP < l.67x UL and ALP < l.Sx ULN at 6 and 12 months 

4. Absolute and relative changes in ALP at 3. 6, and 12 months 

5. Propo11ion of subjects with a decrease in NRS c". 2. NRS c". 3. or RS c". 4 in subjects with baseline 
NRS c". 4 at each visit 

6. Changes from baseline in Prurih1S NRS in subjects with baseline NRS c". 4 at 3 and 12 months 

7. Change from baseline in QoL measure for use in PBC-40 questionnaire (PBC-40 QoL) at each visit 
(total score and domain score) 

8. Change from baseline in United Kingdom - Primary Biliary Cin-hosis and Global PBC Study Group 
risk scores at each visit 

9. Absolute and relative changes in ALT, AST. gamma-glutamyl transferase (GGT). bilirubin (total. 
direct, and indirect). and 5 ' -nucleotidase at each visit 

10. The first occtmence of PBC clinical outcomes as defined by the following : 

a. Overall death 

b. Liver transplantation 

c. MELD score c". 15 for at least 2 consecutive visits 

d. Ascites requiring ti·eatment 

e. Hospitalization for new onset or recmTence of any of the following: 

Variceal bleeding 

Hepatic encephalopathy (as defmed by a West Haven score c". 2) 

Spontaneous bacterial peritonitis (confamed by culture from diagnostic paracentesis) 

1Explo1·11t01·y E ndpoin ts 

1. Liver histology changes based on pathology review of biopsy tissues 

2. PBC response criteria results (Barcelona. Paris I and II. Toronto I and II. Rotterdam) 

3. Changes from baseline in Prurih1s NRS based on additional tlu·esholds for improvement and baseline 
itch status 

4. Changes from baseline in PBC-40 QoL itch domain and the 5-D Itch scale. PGI-C. and PGI-S 

5. Absolute and relative changes in lipids, bile acids. sterols and biomarkers ofbile acid synthesis: 7-alpha 
Hydroxy-4-cholesten-3-one (C4) and fibroblast growth factor 19 (FGF19) 

6. Plasma concenti·ations of seladelpar and its metabolites (M l. M2. and M3) 

7. Absolute and relative chai1ges in markers of inflammation/inmmne reactivity ( eg. high sensitivity C­
reactive protein [hs-CRP], fibrinogen. haptoglobiu. tumor necrosis factor-alpha. and anti-ai1tibodies) 

8. Absolute and relative changes in markers of enhanced liver fibrosi s (ELF) as measured by liver 

stiffness using FibroScan® 

9. Absolute and relative changes in markers ofliver injmy: CK18 (M65) and miR-122 



Lyvdelzi®  
Clinical Study Results  

CONFIDENTIAL Page 11 December 2025 

 

afety: 

afety assessments comprised TEAEs and SAEs per CTCAE Version 5.0. and concomitant medications: 
iochemistry and hematology clinical laborato1y assessments: vital signs: physical examination: 12-lead ECGs: 
bdominal ultrasound and liver histology. Specific safety monitoring algorithms for liver, renal. or pancreatic injury 
nd muscle toxici orated into the stud . Pregnanc testing was also erfonned. 

tatistirnl Methods 

ample size determination and power for the primary and key secondary efficacy endpoints 

or the pmposes of sample size estimation, the placebo group response rate for the prin1ruy efficacy endpoint (the 
omposite biochemical response endpoint of ALP and total bilirubin) evaluated at 12 months was estimated as 20%. 
he seladelpar 10 mg dose group response rate was estimated as 55%. With the use of a 2-sided test of equality of 
inom.ial proportions based on Fisher' s exact test at the 0.05 level of significance. a sample size of 180 randomized 
ubjects who received study chug provided > 90% power to detect a difference between the 10 mg seladelpar rum 
nd the placebo ann. where any subject who did not provide a 12-month assessment was considered as a 
1onresponder. 

he analysis of the key seconda1y efficacy endpoint of nomialization of ALP levels was estin1ated to have a placeb 
·espouse rate and a seladelpar response rate of 2.5% and 25 .5%. respectively. A sample size of 180 rru1domized 
ubjects who received study drug provided > 90% power to detect a difference between the seladelpar and placebo 
nns. based on a 2-sided Fisher 's exact test at a 0.05 level of significance, where ru1y subject who did not provide a 

12-month assessment was considered as a nonresponder. 

he analysis of the key secondruy efficacy endpoint of change from baseline in weekly averaged Pruritus NRS at 
onth 6 sample size calculation was based on a 2-sample 2-sided !-test with a significance level of 0.05. The 

ommon standard deviation was estimated as 2. Under these assumptions. a total of 48 randomized subjects who 
·eceived study drug having a baseline NRS c:: 4 and NRS at Month 6 provided > 80% power to detect a treatment 
ifference of c:: 2 between the 10 mg seladelpar and placebo arms. 

he assumptions for these power calculations were based on results from study CB8025-31 73 5. Additionally. for 
·esponder analyses. a dropout ra te of approximately 10% was assumed. 

<\..na lysis Sets 

• All Subjects Screened Analysis Set: All subjects who were screened for enrollment in the study regardless of 
whether they were enrolled in the study: th.is analysis set was used for summarizing reasons for screen failmes. 

• Intent-To-Treat (ITT) Analysis Set: Any subject who was randomized into the study and received at least 1 
dose of study drug. The ITT Analysis Set was the primruy analysis set used for efficacy analyses with the 
exception of secondruy endpoints evaluated for subjects with moderate to severe pruritus. Subjects were 
analyzed according to randomized treatment assignment. 

• Moderate to Severe Prnritus NRS (MSP Analysis Set: Subjects in the ITT Analysis Set who had a baseline 
RS value c:: 4. The MSP Analysis Set was the prima1y analysis set for secondruy endpoints based on NRS 

evaluations . Subjects were analyzed according to randomized treatment assignment. 

• Per-protocol (PP) Analysis Set: Any subject who was in the ITT Analysis Set and had at least 1 postbaseline 
ALP and total bilirubin evaluation without any protocol violation that was deemed to impact the efficacy 
analysis. 

• Biopsy Analysis Set: Any subject who had a baseline or Month 12/ET biopsy; this analysis set was used to 
examine the histopathology changes over time or the lack thereof. Subjects were analyzed in the group based 
on treatment received if this differed from the treatment assignment. 

• Safety Analysis Set: Any subject who received at least 1 dose of study drng. Subjects were included in the 
group based on treatment received if this differed from the treatment assignment. All safety analyses were 
completed using the Safety Analysis Set. 

• The PK analysis set included any subject who pa1iicipated in the PK sample collection. All PK analyses were 
completed using the PK analysis set. Future pooling of the concentration data from this study with data from 
other studies to facilitate development ru1el/or updating of a population PK model will be reporied separately. 
The sample collection dates / time and concentration results were listed. 

emo . ·a hie and baseline characteristics medical histories. h sical examinations and concomitant medications 
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nd procedures) were summarized. 

he primary efficacy endpoint of the propo11ion of subjects achieving the composite biochemical response 
valuated at Month 12 was analyzed using Codu-an-Mantel-Haenszel (CMH) test adjusted for both randomization 
!ratification variables (ALP level: < 350 U/L and 2: 3 50 U/L: Pruritus RS: < 4 and 2: 4) in the ITT Analysis Set. 

he key secondary efficacy endpoint of the prop011ion of subjects who achieved nonnalization of ALP levels at 
onth 12 was analyzed in the ITT Analysis Set using the same approach as described for the primaiy efficacy 

ndpoint analysis. 

hange from baseline in weekly averaged Prurih1s RS at 6 months. the other key secondruy endpoint, was 
nalyzed using a mixed-effect model for repeated measures (MMRM) for subjects in the MSPN Analysis Set. The 
1odel included terms for baseline NRS, randomization sfrah1111 (ALP level < 350 U/L vs 2: 350 U/L) . treatment 

group, week, and treatment-by-week interaction. 

ontrol of study-wide Type I e1rnr was maintained at 5% using a hierarchical fixed-sequence methodology for the 
rimaiy and key secondaiy efficacy analyses as defined in the SAP. 

elected analyses of efficacy were planned to be conducted using the PP Analysis Set as defined by the Statistical 
nalysis plan (SAP). If the PP Analysis Set differed from the ITT Analysis Set by less than 5 subjects. then PP 
nalyses were not to be perfo1med. Se11Sitivity and subgroup analyses were pe1fonned per the SAP. 

dditional analyses for other efficacy endpoints were perfonned per the SAP. 

reatment-emergent AEs. treatment-emergent SAEs. 2: Grade 3 TEAEs. TEAEs leading to discontinuation of study 
mg. TEAEs leading to sh1dy discontinuation and TEAEs leading to deaths were summarized by Medical 
ictionaiy for Regulato1y Activities (MedDRA) System Organ Class (SOC). prefeITed tenn (PT). severity and 

ausal relationship to study drng. as appropriate. Listings that included the verbatim tenn. PT. and SOC as well as 
111 details of all AEs for all subjects in the Safety Analysis Set were presented. Separate listings for subjects in the 
afety Analysis Set were prepared for 2: Grade 3 TEAEs, treatment-emergent SAEs. TEAEs leading to treatment 
iscontinuation, and TEAEs leading to sh1dy discontinuation. 

o assess AEs of interest. predefined MedDRA search strategies were implemented to identify TEAEs potentially 
-eflecting liver. muscle. renal. and pancreatic safety. corresponding to the categories for which safety monitoring 
riteria were utilized during the sh1dy. A listing of safety monitoring criteria met by subjects in the Safety Analysis 
et was also provided. Summary tables were presented for clinical laborat01y tests with numeric values by 

reatment am1 for subjects in the Safety Analysis Set. A listing of abdominal ultrasound results. vital sign data ai1d 
hysical examination results by subject was also provided. Changes from baseline for ECG QTcF and shift tables 
or biochemistiy parameters of interest were provided. All safety laborato1y parameter data were provided in subjec 
ata listings, Additional safe anal ses including sub 0 ·ou anal ses were erfo1med as described in the SAP. 
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umma1·y of Results: 

fficacy results: 

his pivotal. international. double-blind, placebo-contrnlled study included 193 subjects randomized in a 2: 1 ratio 
o receive seladelpar or placebo across 90 sites in 24 countries. A total of 128 subjects were randomized to the 
' eladelpar aim and 65 to the placebo aim. The majority of subjects enrolled (90. 7%) completed study treatment. 

emographic and baseline characteristics were overall balanced between the two treatment arms . Most subjects 
ere female (94.8%), White (88.1 %), and non-Hispanic or Latino (69 .9%). and the mean age was 56. 7 years. In 

ddition to subjects with mild disease severity. the study population included subjects with moderate disease 
' everity (eg. 25 [13 .0%] subjects with total bilimbin levels above ULN at baseline. 27 [ 14.0%] subjects with 
noderate Rotterdam stage. and 27 [14.0%] subjects with cirrhosis at baseline) . Mean ALP, total bilirubin levels, 
nd Pmritus NRS were well balanced at baseline. Most subjects (93.8%) received seladelpar or placebo in addition 
o UDCA, while 6.2% of subjects were intolerant to UDCA and received study drug as monotherapy. Mean 
reatment compliance was over 98% through Month 12 . 

he ITT Analysis Set was used for efficacy analyses with the exception of secondary endpoints evaluated in 
' ubjects with moderate to severe pruritus. defined as baseline Pruritus NRS ~ 4. 

he study met the primary efficacy endpoint of the composite biochemical response of ALP < I .67x ULN, ~ 15% 
·eduction in ALP, and total bilirubin :S 1.0 UL at Month 12. A significantly higher percentage of subjects 
·eceiving seladelpar (61.7%: 79/128) achieved the primaiy efficacy endpoint compared with placebo (20.0%: 
13/65) (p < 0.0001). At Month 12. 65.6% of subjects in the seladelpai· arm compared with 26.2% in the placebo 
nn achieved the ALP < l .67x UL component of the composite biochemical response endpoint. In addition, 
higher percentage of subjects receiving seladelpar (83.6%) experienced a decrease from baseline of~ 15% in 
LP levels, compared with subjects who received placebo (32.3%). The percentage of subjects with total 

ili.rubin :c:; I .O x UL was 81.3% and 76.9% in the seladelpar and placebo anus, respectively. Higher 
ercentages of responders in the seladelpar aim compared with placebo were observed as early as Month I , and 

hese differences were maintained with ongoing treatment tlu·oughout the course of the study. 

he study also met the key secondai·y efficacy endpoint of ALP normalization (ALP :c:; I .Ox ULN) at Month 12. 
significantly higher percentage of subjects in the seladelpar ann (25%) achieved ALP normalization compai·ed 
ith the placebo aim (0%) (p < 0.000 1). Higher percentages of responders in the seladelpar ann compared with 

lacebo were observed at Month 1 and these effects were maintained with ongoing treatment throughout the 
ourse of the study. 

he other key seconda1y endpoint of change in Pruritus RS at Month 6 in subjects with moderate to severe 
ruritus at baseline (Pmritus NRS ~ 4) was also met. Seladelpar treatment led to a statistically significant 

'mprovement in Pruritus NRS compared with placebo with an LS mean change of -3.2 vs -1.7, respectively 
=0.004 7). Greater decreases in Pruritus NRS in the seladelpar arm relative to placebo were observed as early as 
onth I and this effect was also seen from Month 6 through Month 12 . In addition, the percentage of subjects with 
decrease in Prurih.1s NRS ~ 2, NRS ~ 3. and NRS ~ 4 in the seladelpar aim was higher compared with the placebo 

nn across all sh.1dy timepoints. h1 the ITT Analysis Set, in which all subjects were evaluated regardless of 
aseline Prmitus NRS, subjects in the seladelpar anu also experienced greater decreases in Pnll'itus RS 
ompared with those receiving placebo, with reductions in the seladelpar arm vs placebo observed at all study 
imepoints. The LS mean change from baseline at Month 6 in the ITT Analysis Set was -1.3 for the seladelpar arm. 
·elative to -0.4 in placebo (p=0.0001). 

esults from multiple prespecified sensitivity analyses, including complete case and treatment policy strategy 
nalyses. and control-based multiple imputation analysis of the primaiy and the l\vo key secondaiy efficacy 
ndpoints validated the robustness of the primary analyses of the coffesponding efficacy endpoints. Results from th 
ipping Point airnlyses also showed that even in the unlikely case wherein all subjects in the placebo aim with 

n.issing data at Month 12 were categorized as responders for the primary efficacy endpoint and the key secondmy 
fficacy endpoint of ALP normalization. the seladelpar arm would still perf01m significantly better compared with 
he placebo mm. 

esults from the analysis of pre specified subgroups are as follows: 

• Consistent with the analyses in the ITT Analysis Set, analyses of prespecified subgroups revealed 
higher percentages of responders for subjects in the seladelpar anu compared with placebo for the 
composite biochemical response endpoint at Month 12 across evaluable subgroups. 
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o Analyses of the primmy efficacy biochemical response endpoint for subgroups including female 
vs male. age at Screening c:: 65 years vs < 65 years. age at PBC diagnosis < 50 years vs c:: 50 
years. orth America subj eels vs Europe vs Rest of the world, prior use of OCA/fibrates vs no 
prior use, total bilirubin < 0.6x ULN vs c:: 0.6x ULN, Pruritus NRS < 4 vs c:: 4, cinhosis vs no 
ciIThosis. and total bilirnbin :<::: 1 x UL vs > 1 x UL at baseline demonstrated a generally similar 
treatment effect with seladelpm· across subgroups. 

o A higher percentage of subjects with ALP c:: 350 U/L at baseline in the seladelpar ai-m reached the 
prima1y efficacy endpoint (22.9%). compared with the placebo group (11.1 %): however, the 
propo11ion of responders in the seladelpar arm was lower compared with that in the overall ITT 
Analysis Set and with subjects with ALP < 350 U/L at baseline. consistent with higher baseline 
ALP requiring greater reductions to achieve the ALP < l.67x ULN component of the composite 
biochemical response endpoint. 

o Despite small group sizes. a higher percentage of subjects who received seladelpar as 
monotherapy achieved the prinia1y efficacy endpoint compared with those who received placebo. 

• A similar pattern favoring the seladelpar aim over placebo was observed for the key secondmy efficacy 
endpoint of ALP n01malization at Month 12 across evaluable subgroups. 

o There was an overlap in risk difference Cis between the overall ITT analysis set and individual 
subgroups m1d between subgroup pairs across evaluable subgroups. including subjects with 
cirrhosis and subjects with total bilirubin > 1 x ULN at baseline. One exception to th.is was the 
subgroup with ALP c:: 350 U/L at baseline in which no subjects achieved nonnalization of ALP 
levels in either treatment mm. 

o Despite small group sizes. a higher percentage of subjects who received seladelpar as monotherap) 
achieved nonnalization of ALP levels compared with those who received placebo. 

• A similar pattern favoring the seladelpar aim over placebo was obse1ved for the key secondmy efficacy 
endpoint of changes in Pruritus NRS at Month 6 across evaluable subgroups. although some subgroups had 
small samples sizes. 

~esults from other secondmy and explorat01y endpoints are as follows: 

• A higher percentage of subjects achieved ALP < 1.67x UL and ALP < l .5x UL in the seladelpm· ann 
compm·ed with placebo over the course of the study. At Month 12, higher percentages of subjects with 
ALP < 1.67x UL and ALP < l .5x ULN were obse1ved in the seladelpar ann (65.6% and 58.6%, 
respectively). compared with the placebo mm (26.2% and 12.3%, respectively) . Similar fn1dings were 
obtained at other study timepoints. 

• Reductions in ALP levels were observed in the seladelpar ann compared with tl1e placebo mm at each 
timepoint evaluated in the study. LS mean percent changes from baseline in ALP levels were -36.2% 
and -42.4% at Month 1 and Month 12, respectively, in the seladelpar ann compared with -4.8% and -4.3% 
in the placebo ann. respectively. 

• Seladelpar treatment induced reductions in the cholestatic marker GGT compared with placebo stm1ing at 
Month 1 and continuing through Month 12. LS mean percent changes from baseline in GGT levels at 
Month 12 were -39.1 % in the seladelpar arm compared with -11.4% in the placebo ann. respectively. 
Postbaseline total bilirubin, direct bilirubin and indirect bilirubin levels were similar between treatment 
anus. A higher percentage of subjects with baseline total bilirubin > 1 x ULN achieved total bilimbin 
normalization at Month 12 in the seladelpar mm (70.0%. CI: 49.9. 90.1) compared with that in the placebo 
arm (40%: CI: 0.0. 82.9). although the Cls were wide . 

• Seladelpm· treatment induced reductions in the liver biochemical marker ALT and in 5' -nudeotidase 
compared with placebo throughout the course of the study. Post baseline reductions in ALT levels were 
greater in the seladelpar arm compared with the placebo mm stm1ing at Month 3 and continuing through 
Month 12. LS mean percent changes from baseline in ALT levels at Month 12 were -23. 5% in the 
seladelpar arm compared with -6. 5% in the placebo ann. More than double the percentage of subjects with 
baseline ALT > l x UL achieved ALT normalization at Month 12 in the seladelpar ann (56.3%, CI: 44.8 . 
67.9) compm·ecl with tlrnt in the placebo ann (25.0%. CI: 10.9, 39.1) . Postbaseline AST levels were similar 
between treatment arms. 
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• Subjects in the seladelpar ann experienced reductions in total cholesterol. LDL-C. and triglycerides levels 
compared with those receiving placebo throughout the course of the study. At Month 12. the LS mean 
percent changes for total cholesterol, LDL-C, and triglycerides were -8.6%. -12 .7%, and -16.1 %. 
respectively, for the seladelpar arm, and -4.2%, -3.7%, and -1 .1 %, respectively. for placebo . HDL-C levels 
were similar between treatment aims tru·oughout the study with no notable changes from baseline. 

• Seladelpar induced a pattem of greater postbaseline increases in serum FGF21 levels (defmed as an 
explorato1y endpoint in the SAP) compared with placebo in the FGF21 Analysis Set. At Month 12 . LS 
mean percent changes were 76.2% and 33.5% in the seladelpar and placebo anus. respectively. Consistent 
with the established biological effects of FGF21 as a negative regulator of bile acid synthesis 
(Kouno 2022), the seladelpar arm also had greater reductions from baseline in total bile acid levels and 
other biomarkers of bile acid synthesis (C4) compa1·ecl with placebo. At Month 12 the median percent 
change from baseline in C4 was -41 .9% for the selaclelpar aim compared with 6.4% for placebo. 

• Inflammato1y/inunune reactivity mai·kers (hs-CRP. fibrinogen. haptoglobin. IgM) were decreased 
following treatment with selaclelpar compared with placebo. At Month 12. mean percent changes from 
baseline in hs-CRP levels were -1.43% in the seladelpar mm vs 13 .43% in placebo, while mean percent 
changes from baseline in lgM levels were -11.9% in the seladelpar a1111 vs -4.8% in placebo. 

• Sernm levels of the pruritogenic cytokine IL-31 (clefmed as an explorato1y endpoint in the SAP) were 
decreased from baseline in the seladelpar group, while in contrast they were increased in the placebo group 
throughout the course of the study. LS mean percent changes at Months 6 and 12 were -46.1 % and -38.5%. 
respectively. in the seladelpar anu. compared with 5.5% and 31.4%. respectively. in the placebo ann. 

• Results from the 5-D Itch scale total score. PBC-40 QoL Itch Domain. PGI-S. and PGI-C both in the 
MSPN and in the ITT Analysis Sets were consistent with those of the effect of selaclelpar on Pruritus NRS 
at Month 6, highlighting an overall improvement of pruritus in subjects treated with seladelpar compared 
with those treated with placebo across a wide range of assessments. 

• Conelation analyses comparing changes from baseline in PGI-C and PGI-S ratings with changes from 
baseline in Pruritus NRS in the ITT Analysis Set farther supported the consistent findings obtained using 
multiple PROs. Moreover, conelation analyses between different measurements of pruritus, including 
Pmritus NRS, PBC-40 QoL Itch Domain, and S-D Itch in the MSPN and the ITT Analyses Sets 
highlighted notable conelations between these assessments. 

• Subjects on the seladelpai· arm experienced greater decreases in several clo111ains of the 5-D Itch scale, 
including distribution. degree. disability. and the sleep item. both in the MSP and the ITT Analysis Sets 
compared with subjects receiving placebo. and similar i111provements were observed in the sleep 
disturbance item of the PBC-40 QoL questionnaire. 

• Selaclelpar was associated with a greater decrease in the risk of clinical outcomes compared with placebo 
as assessed via risk scores. Analysis of the GLOBE risk scores showed a greater decrease in the risk of 
clinical outcomes in the seladelpar arm compared with placebo across all study ti111epoints. Seladelpar 
treatment was also associated with trend in decreased risk of clinical outcomes as evaluated by the 5-year. 
10-yeai·. and 15-year UK-PBC risk scores when compared with placebo. 

• One subject in the selaclelpar ann and no subjects in the placebo ann were positively adjudicated as having 
experienced a PBC clinical outcome event. 

• Responder rates based on the Barcelona, Paris I, Paris II and Toronto I and Toronto II criteria were higher 
in the seladelpar arm versus the placebo mm, consistent with the improvement in response rates observed 
for the prima1y efficacy biochemical response endpoint. 

• PK samples were analyzed from 71 subjects in the seladelpar ann (comprising 55 .5% of the total 
seladelpar population in the ITT Analysis set). 

Safety results: 

ll1 study CB8025-32048, seladelpar was generally safe and well tolerated. Data suppo1ting this conclusion include 
he following: 

• Exposure to study drug was sin1ilar between the 2 aims. The mean duration of exposure was 50.S weeks in 
the seladelpm· ann and 48.3 weeks in the placebo arm, and the mean average daily close of study drug was 
9.8 mg in the seladelpm· ann m1d 9.9 111g in the placebo aim. 
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• The incidence of TEAEs was generally similar between the seladelpar and placebo anus (86.7% vs 
84.6%). The most frequently reported TEAEs by PT occuITing in ~ 5% of subjects in the seladelpar ann 
were COVID-19, Headache, Abdominal pain, Artlu·algia, Fatigue, ausea , Abdominal distension, and 
Nasopharyngitis. The most frequently reported TEAEs by PT occuning in ~ 5% of subjects in the placebo 
ann were COVlD-19, Pruritus, Upper respiratory tract infection, Nasopha1yngitis. Phmyngitis, Artlu-algia , 
Asthenia. Fatigue. Hypertension. UTI. and Ve1tigo positional. 

• Grade 3 or higher TEAEs were repo1ied for 10.9% of subjects in the seladelpar am1 and 7.7% in the 
placebo arm. There were no treatment-related Grade 3 or higher TEAEs that occurred during the study. anc 
there were no Gracie 5 TEAEs reported in the study. TI1ere was no pattern in the types of Grade 3 or higher 
TEAEs in either arm. All Grade 3 or higher events resolved. with the exception of 3 events (Hypertension 
and Invasive ductal breast carcinoma in the seladelpar a1111 and Pruritus in the placebo arm). Of the Grade 
3 or higher AEs, 2 events in the seladelpar ann and 2 events in the placebo a1111 led to treatment 
discontinuation. 

• The incidence of treatment-related TEAEs as assessed by the Investigator was 17 .2% in the seladelpar a1111 
and 12.3% in the placebo arm. The most common treatment-related TEAEs repo1iecl for ~ 2 subjects by PT 
in the seladelpar aim were Headache. DiaIThea, Abdominal distension. Dizziness. ausea , and Vomiting. 
The only treatment-related TEAE repo1ied for ~ 2 subjects by PT in the placebo ann was D1y mouth.. 

• The incidence of treatment-emergent SAEs was similar between the selaclelpar and placebo mms (7 .0% vs 
6.2%. respectively). All SAEs were individually reported with the exception ofCOVID-19, which 
occuITed in 1 subject in each ann. There were no treatment-related SAEs in either treatment mn1. 

• The incidence of TEAEs leading to study drng inte1n1ption was similar between the selaclelpar and placebo 
anns (5.5% vs 6.2%. respectively). All TEAEs leading to study dmg intermption were repo1ied in 
1 subject each. One subject in the seladelpar mm had a dose reduction following a study drng intenuption 
associated with a TEAE attributed to use of a concomitant medication per the Investigator assessment. Thi1 
was followed by an up-titration to 10 mg. 

• TI1e incidence of TEAEs leading to treatment discontinuation was similar between the selaclelpar and 
placebo am1s (3.1 % vs 4.6%, respectively) . All TEAEs leading to treatment discontinuation occuITecl in 
1 subject each. Two subjects (1.6%) in the seladelpar am1 had treatment-related TEAEs leading to 
ti·eatment discontinuation. with PTs of Disease progression and Liver function test increased. TEAEs 
leading to study discontinuation were similar to TEAEs leading to treatlnent discontinuation. 

• TEAEs of interest were those potentially reflecting liver-, muscle-, renal-, or pancreatic-related toxicity. 
identified by predefined search sti·ategy. 

o TEAEs potentially reflecting liver-related toxicity were reported for 6.3% of subjects in the 
seladelpm· aim and 9.2% of subjects in the placebo ann. The PTs included in this TEAE catego1y 
were individually reported in each aim with the exception of Hepatic cin-l1osis. which was 
repo1ied for 3 subjects (2.3%) in the seladelpar rum and 1 subject (1.5%) in the placebo ann. All 
TEAEs in this catego1y were Grade 1 or 2, with the exception of one Gracie 3 event of 
Oesophageal varices haemorrhage occurring in 1 subject of the selaclelpar arm in the setting of 
known ciIThosis at baseline. 

o TEAEs potentially reflecting muscle-related toxicity occurred in a similar percentage of subjects 
in the seladelpar and placebo am1s (6.3% vs 7.7%. respectively). The incidence ofrepo1tecl PTs 
was generally similar across ti·eatment anus. There were no events associated with notable CK 
increases related to seladelpar. 

o There were no TEAEs potentially reflecting renal-related toxicity reporied during the study. 

o TEAEs potentially reflecting pancreatic-related toxicity occuITecl in a similar percentage of 
subjects in the selaclelpar and placebo arms (1.6% vs 1.5%. respectively) . All events were 
repo1ied as Lipase increased and were Gracie 1 or 2 in severity. 

• TEAEs associated with safety monitoring criteria for liver. muscle, renal, and pancreatic safety were 
evaluated. 

o A total of 4 subjects had TEAEs associated with liver safety monitoring criteria (selaclelpar 2.3% 
fn=31: placebo 1.5% f n=l l) . All events were Grade 1 or 2. One of these events resulted in a drug 
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interrnption. and the other 3 events led to withdrawal of study dmg. None of these events were 
atll"ibuted to DILI related to seladelpar. 

o There were no subjects who met muscle. renal, or pancreatic safety monitoring criteria . 

• Prnritus TEAEs occtmed more frequently in the placebo aim relative to the seladelpar mm (15 .4% vs 
5.5%. respectively) . 

• Cardiovascular TEAEs were identified by a predefined search strategy and repo11ed for 10.2% of subjects 
in the seladelpar arm and 7. 7% of subjects in the placebo mm. The majority of cardiovascular TEAEs were 
Grade I or 2 with one Grade 3 TEAE of Coronmy ai1e1y disease repo11ed in the seladelpar mm. which was 
assessed as unrelated to study drug by the Investigator. One event in this catego1y was assessed as 
ti·eatment-related by the Investigator. which was a Grade 1 TEAE of CK increased repo1ied in the placebo 
arm. 

• Mean values and percent changes in hematology parameters from baseline were generally similar between 
the seladelpar and placebo aims. Shifts of ~ 2 grades from baseline in hematology parameters were 
repo11ed for 14.1 % of subjects in the seladelpar am1 and 12.3% of subjects in the placebo am1. The most 
frequently reported abnonnal hematology parameter in this catego1y was decreased neuti·ophil cotmt in 
both arms (seladelpar 8.6%; placebo 10.8%). 

• In general. greater postbaseline reductions in liver biochemist1y parameters were observed for ALP, GGT. 
ALT. and 5'-nucleotidase in the seladelpar ann compared with the placebo mm. Shifts of ~ 2 grades from 
baseline in liver biochemistiy parameters were observed in a similar percentage of subjects in the 
seladelpar and placebo anns (7.0% vs 6.2%. respectively). The most frequently observed abnoimal 
biochemistiy laborato1y parameter in this catego1y was increased blood bilirnbin. which occmTed at a 
similar frequency among subjects in both am1s (seladelpar 4. 7% vs placebo 4.6%) . 

• There were no meaningful differences in other biochemistiy parameters between treati11ent anns. 
Specifically. mean CK values. creatinine. eGFR. cystatin C. lipase. and amylase remained within the 
n01mal range. and there were no significant changes in mean values in either ti·eatment ann. 

• A total of 8.6% of subjects (n = 11) in the seladelpar arm and 12.3% of subjects (n = 8) in the placebo aim 
had postbaseline laborato1y values falling into the left upper. right upper. and right lower quadrants of the 
eDISH plots. Three subjects were identified as meeting potential Hy 's Law criteria (defined as total 
bilirubin value ~ 2.0x ULN occurring on or within 30 days after a postbaseline elevation of ALT or AST le 

~ 3x UL . regardless of ALP value): 2 in the placebo anu and 1 in the seladelpar arm. one of these cases 
were consistent with DILI related to study drug. 

• Laborat01y safety parameters of interest were evaluated. 

o A total of 21 subjects met the liver biochemishy laborat01y abnormality criteria, with 8.6% of 
subjects (n= l 1) in the seladelpar anu and 15 .4% of subjects (n= l0) in the placebo ann meeting 
criteria in at least one catego1y. None of these laborat01y abnonnalities were associated with DILI 
related to study drug. Among subjects with ALT and AST above the upper limit of nonual at 
baseline. increases to > 2x baseline values of AST or ALT were observed in 4 (6.2%) of placebo 
subjects and 3 (2.3%) of seladelpar subjects. 

o A higher percentage of subjects in the seladelpar aim experienced a decrease in eGFR of~ 25% 
than in the placebo m1.n (12 subjects [9 .4%] vs I subject [1.5%]) . In the seladelpar anu. most of 
these subjects (9/12 [75%]) had resolution at the next study visit without change in study drug 
dose. There was no observed pattern for timing of onset. Overall, changes were mild: no subject 
had a shift > 1 CTCAE grade. There were no TEAEs reported in association with these changes. 
Confounding comorbidities or medications were common. Because the eGFR calculation used a 
creatinine-based equation, a post-hoc analysis was conducted in which a cystatin C-based 
equation was used to calculate eGFR. Using this alternate calculation method, 9/12 subjects 
treated with seladelpar did not appear to have a decline in renal function . The 3 subjects with 
decline in eGFR using the cystatin C-based equation were assessed by the Sponsor as having a 
probable underlying renal etiology for the eGFR decrease in the setting of confounding factors 
(comorbid conditions. medications including angiotensin-convei1ing enzyme inhibitors. 
angiotensin rec.eptor blockers. diuretics. and/or non-steroidal anti-inflammatory dmgs. or other 
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clinical events during the study) . In two of these subjects. eGFR returned to baseline with ongoing 
treatment. 

o A total of 3 subjects (seladelpar 2 [ 1.6%]; placebo 1 [ 1.5%]) met at least one criterion for muscle 
laborato1y safety parameters of interest. CK elevations led to dose inte111.1ptions in 1 seladelpar 
subject and the CK elevations were assessed by the Investigator as not related to study drug. 

o A total of 16 subjects (12 .5%) in the seladelpar ann and 11 subjects (1 6.9%) in the placebo aim 
met at least one criterion for pancreatic laborat01y abnom1ality parameters of interest. Three 
TEAEs of Lipase increased were reported (2 in the seladelpar arm and 1 in the placebo am1) in 
subjects who had elevations in lipase at baseline, and all resolved on study. TI1ere were no TEAEs 
associated with amylase increases. 

• The incidence of TEAEs in the seladelpar anu was generally similar compared with placebo in subjects 
with cinhosis at baseline. in subjects intolerai1t to UDCA, and in subjects with prior OCA and/or fibrate 
use. TI1e safety profile of seladelpar in these subgroups was also generally consistent with that of the 
overall study population. A higher percentage of subjects with elevated total bilimbin at baseline had a 
TEAE. SAE. or c:: Grade 3 TEAE compared with subjects with nonnal baseline total bilimbin in both the 
seladelpar and placebo anns. but subject incidence of these events was balanced between treatment anus. 
and the PTs of these events were generally reflective of more advanced disease in this population. 

• There were no clinically meaningful changes in vital signs pai·ameters in either treatment aim. There were 
more subjects with postbaseline systolic blood pressures > 160 mmHg in the seladelpar ann than in the 
placebo atm (7 .0% vs 1.5%). All these subjects but 2 (one in each treatment ann) had elevated systolic 
blood pressmes prior to dosing. 

• There were no concerning observations of increased QTcF postbaseline in either treatment mm. 

Conclusions: 

Seladelpar was effective for the treatment of PBC as demonstrated by a significantly higher percentage of subjects 
achieving the composite biochemical response endpoint with seladelpar vs placebo. reflecting improvement in 
holestatic markers associated witl1 clinical outcomes. Seladelpar also led to a statistically significant improvement 

on the rate of ALP normalization. an increasingly recognized treatment goal for PBC. compared with placebo. In 
addition. a greater decrease in pruritus at Month 6. measured with the Pmritus NRS. was observed following 
reatment with seladelpar vs placebo in subjects with moderate to severe pruritus at baseline: th.is effect was 
observed as early as Month 1 ai1d was also evident from Month 6 through Month 12. Consistency of seladelpar 
ffect on key biochemical and pruritus endpoints was observed across a range of prespecified subgroups. 
mprovement in pmritus with seladelpar was observed in the overall ITT Analysis Set, regardless of baseline 

Prurin,s RS. Results from the 5-D Itch scale total score, PBC-40 QoL Itch Domain, PGI-S, and PGI-C 
01rnborated the findings obtained from the Pmrih!S NRS. illustrating an overall clinically meaningful improvement 

of pmrih1s in subjects treated with seladelpar across a wide range of assessments. Seladelpar also improved ALT. a 
n arker of liver injmy. and led to greater reductions in cholesterol. bile acids. and inflammatoty markers relative to 
Jlacebo. Mechanistic biomarker changes related to cholestasis (FGF2 1 for bile acids levels) and prurin,s (IL-31 ) 
were obse1v ed at most study tin1epoints and paralleled the pattern of in1provements noted for the coITesponding 
prespecified study endpoints. 

Seladelpar was overall safe and well tolerated as demonstrated by the safety data from this study. including a 
omprehensive evaluation of TEAEs and laborat01y parameters. In subgroups of subjects with ciIThosis, subjects 

with elevated total bilirubin at baseline, and subjects receiving seladelpar as mono therapy, the safety profile of 
seladelpar appeared similar to placebo. although subgroup sample sizes were small . 

Overall. many patients with PBC do not respond adequately or tolerate cunently available therapies. and often 
"Xperience continued ALP elevation and disease progression despite treatment witl1 UDCA. Pmritus remains a 
11ajor debilitating symptom for many PBC patients. and cunent treatments do not improve. or may even worsen. 
his symptom. Seladelpar has the potential to offer a safe and effective therapy for the management of cholestasis 
and symptoms of patients with PBC. 

Date of the npo1·t: 30 NoYember 2023 
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3.1. Publication 

Hirschfield GM, Bowlus CL, Mayo MJ, Kremer AE, Vierling JM, Kowdley KV, et al. A Phase 3 
Trial of Seladelpar in Primary Biliary Cholangitis. N Engl J Med 2024a;390 (9):783-94. 
 
3.2. Protocol Amendments and Description 
 

3.2.1. Amendment 1.0 (Version 2.0)  

Amendment 1, dated 01 December 2020, had the following key changes: 

• Removed the statement that UDCA was not considered a study drug for the AE 
reporting purposes from Section 9.1. The change was made based on a 
recommendation from the US FDA to avoid potential misunderstandings regarding 
reporting of safety events. 

• Clarified which women must use contraception per Clinical Studies Facilitation Arm 
Recommendations related to contraception and pregnancy testing in clinical studies 
(Version 1.1, 21 September 2020). 

• •Added the following additional individual subject stopping criteria in Section 10.1.5: 
o Grade 3 events and above not already described by the safety monitoring 

criteria and related to study drug: any subject who experienced a CTCAE ≥ 
Grade 3 event that was considered possibly or probably related to study drug, 
was to be discontinued from study drug. 

o Grade 4 events not already described by the safety monitoring criteria and not 
related to study drug: Any subject was to be considered for discontinuation 
from study drug. The Investigator, in consultation with the Sponsor’s Medical 
Monitor, could consider the specific medical nature of the event, the causality 
assessment, and the possible outcome of the event. Study drug could be 
continued after an imminent resolution or improvement in the event, if the 
subject was considered suitable for the clinical study, and if considered both 
safe and in their best interest to continue or restart study drug. 

• Added additional overall study stopping criteria in Section 12; these were to be 
assessed by the DSMB (Section 14): 

o Three subjects develop the same Grade 3 CTCAE attributed to study drug 
o Two subjects develop any Grade 4 CTCAE attributed to study drug 
o One subject develops a Grade 5 CTCAE 

• Clarified the threshold of abnormal eosinophilia (absolute count > 1× ULN) in Table 2 
(DILI Criteria for Participants with Normal Baseline ALT and AST) and Table 3 (DILI 
Criteria for Participants with Abnormal Baseline ALT and AST). 

• Added an appendix of normal ranges for safety laboratory parameters (Appendix J) 
 
3.2.2. Amendment 2 (Version 3.0)  

Amendment 2, dated 30 June 2021, had the following key changes: 

• Removed the requirement of having at least 24 subjects to participate in PK sample 
collection for the evaluation of seladelpar and its metabolites plasma concentration 
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based on recommendations from the FDA. The intention was to allow all subjects to 
be invited to participate in PK sample collection to support the planned exposure-
response analysis. The PK sample collection schedule was revised from Months 1 
and 3 to Months 3 and 12, and the number of PK blood samples to be collected was 
revised from 2 to 3. 

• Added the following 2 exclusion criteria, and updated the list of prohibited 
medications. 

o Immunosuppressant therapies (eg, cyclosporine, tacrolimus, anti-TNF, or 
other immunosuppressive biologics). 

o Other medications affecting liver or GI functions, such as absorption of 
medication or the Roux-en-Y gastric bypass procedure could be prohibited 
and should be discussed with the Medical Monitor on a case-by-case basis. 

• Added text in Section 8.2.8 to allow use of liver biopsy tissues collected within 6 
months prior to Screening to ease the burden from subjects. 

• Outcomes related to AEs and definitions for action taken with study medication were 
revised to align with the Clinical Data Interchange Standards Consortium definitions. 

 
3.2.3. Amendment 3 (Version 4.0)  

Amendment 3, dated 09 February 2022, had the following key changes: 

• The eGFR Inclusion Criterion 5e was revised to > 45 mL/min/1.73m2 from 
> 60 mL/min/1.73m2 after review by the FDA of results from the seladelpar renal 
impairment study. 

• Added a note in Inclusion Criterion 5 that prothrombin time, INR, and platelets could 
be performed locally at the Screening Visit, if deemed necessary by the Investigator 
after consultation with the Medical Monitor in cases in which centrally read samples 
were deemed invalid. 

• Changed the washout period for use of prior OCA and fibrate from 3 months to 6 
weeks in Exclusion Criterion 9 to more accurately reflect the washout period that 
spanned 5 half-lives per each drug’s half-life. 

• Added Exclusion Criterion 17: Active COVID-19 infection during screening. 

• The Safety Follow-up Window for subjects who were not enrolled in the long-term 
study (CB8025-31731-RE) was reduced from 1 month (±7 days) to 14 (+3) days after 
last study drug dose based on the long-term safety of seladelpar in subjects with 
PBC and the half-life of seladelpar. 

• The Screening and Run-in Period windows were revised to align with sites’ average 
time to schedule screening assessments and to provide clarity. 

• Clarified the text regarding which procedures subjects should follow after 
discontinuation of study treatment on study and added a new section of annual 
follow-up for PBC outcomes assessment. 

• Added that ascites and encephalopathy information should be collected during the 
physical examination at specified timepoints to allow for CP score calculation. 

• Updated the guideline for management of pancreatitis in Table 6 (Pancreatic Safety 
Criteria for Study Drug Interruption or Stopping Rules) based on recommendations 
from the US FDA. 
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3.2.4. Country-Specific Amendments  

There was no country-specific protocol amendment to the original protocol. Amendments 
1.0-3.0 each had a country-specific protocol amendment for Germany as follows: 

• Amendment 1.1 (Version 2.1), dated 24 June 2021 

• Amendment 2.1 (Version 3.1), dated 03 August 2021 

• Amendment 3.1 (Version 4.1), dated 14 February 2022 
All the country-specific amendments for Germany (provided in Appendix 16.1.1) 
conformed to their corresponding global amendments with the following added change: 

 Subjects who except for study participation would otherwise be eligible to 
receive OCA were excluded based on recommendations from the Ethics 
Committee for the Friedrich Alexander University of Erlangen-Nuremberg. 
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3.3. List of Principal Investigators 

Site # Address 
Principal Investigator (PI) 

[Former PI if any] 

101 
Henry Ford Health System 
39450 West 12 Mile Road 

Novi, MI 48377 
Stuart Gordon 

104 

University of California, Davis 
Medical Center 2000 Stockton 

Boulevard Suite 100B 
Ticon 1 Building 

Sacramento, CA 95817 

Christopher Bowlus 

105 

Schiff Center for Liver Diseases / 
University of Miami 

1500 NW 12th Ave Suite 1101-
JMT-E 

Miami, FL 33136 

Cynthia Levy 

108 

Baylor College of Medicine -
Advanced Liver Therapies 6655 

Travis Street 
Suite 320 

Houston, TX 77030 

John M Vierling 

110 

University of Colorado Denver 
and Hospital Clinical & 

Translational Research Centers 
(CTRC) 12401 E 17th Ave 

Aurora, CO 80045 

Lisa M Forman 

111 

Bon Secours Richmond 
Community Hospital, LLC. 

d/b/a Bon Secours Liver Institute 
of Richmond 5855 Bremo Road 
Medical Office Building North, 

Suite 509 
Richmond, VA 23226 

Mitchell L. Shiffman 

112 

Liver Institute Northwest 3216 NE 
45th Place 

Ste 212 
Seattle, WA 98105 

Kris V. Kowdley 
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113 

Icahn School of Medicine at 
Mount Sinai 

One Gustave L. Levy Place 
New York, NY 10029 

Joseph Odin 

115 

Saint Louis University 
Gastroenterology & Hepatology 

Clinical Research Unit 3545 
Lafayette Avenue 2nd Floor 
Saint Louis, MO 63104 US 

Hany Elbeshbeshy 

117 

Texas Digestive Disease 
Consultants dba GI Alliance 

1307 8th Ave. Suite 207 Forth 
Worth, TX 76104 

 
Former Address: 

900 W. Magnolia Ave. Ste 100 
Forth Worth, TX 76104 

Apurva Modi 

119 
Digestive Healthcare of Georgia 

95 Collier Rd NW Ste 4085 
Atlanta, Georgia 30309 

Michael R Galambos 

120 

University of Texas Southwestern 
Medical Center 

d.b.a James W. Aston Ambulatory 
Clinic 5303 Harry Hines Blvd 

U7.300 
Dallas, TX 75390 

Marlyn J. Mayo 

122 

NYU Langone Health / NYU 
Grossman School of Medicine 

550 First Avenue New York, NY 
10016 

Ira Jacobson 
 

Carmen Stanca (Former PI) 

124 

Southern Therapy and Advanced 
Research (STAR), LLC 

971 Lakeland Dr 
Ste 1159 

Jackson, MS 39216 

Brian B Borg 
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126 
Pinnacle Clinical Research, PLLC 

5109 Medical Drive, Suite 200 
San Antonio, TX 78229 

Stephen Harrison 

130 
Mercy Medical Center 301 St. 

Paul Place POB # 718 
Baltimore, MD 21202 

Paul Thuluvath 

132 

American Research Corporation 
at the Texas Liver Institute 

607 Camden St 
San Antonio, TX 78215 

Eric J Lawitz 

135 Stanford Healthcare 300 Pasteur 
Drive Palo Alto, CA 94305 Aparna Goel 

137 

The Institute for Liver Health 
DBA Arizona Liver Health 

2201 W. Fairview Street, Suite 9 
Chandler, AZ 85224 

Naim Alkhouri 

140 

The Liver Institute at Methodist 
Dallas Medical Center 

1411 North Beckley Avenue 
Pavilion III Suite 268 

Dallas, TX 75203 

Mangesh Pagadala 

141 
Florida Research Institute 10910 

Technology Terrace, 
Lakewood Ranch, FL 34211 

Arun Khazanchi 

142 
Yale School of Medicine 

Digestive Diseases 
333 Cedar St 

Marina G Silveira 
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LMP 1080 
New Haven, CT 06520 

143 
Gastro One 

1310 Wolf Park Drive 
Germantown, TN 38138 

Ziad Younes 

145 

University of Rochester Medical 
Center 

601 Elmwood Avenue 
Rochester, NY 14642 

Jonathan Huang 

146 
GIA Clinical Trials, LLC 1311 

Dowell Springs Boulevard, 
Knoxville, TN 37909 

Jason Huffman 

148 

California Pacific Medical Center 
– Sutter Pacific Medical 

Foundation 
1100 Van Ness Ave 3rd Floor 

San Francisco, CA 94109 

Kidist Yimam 

150 

Beth Israel Deaconess Medical 
Center 

110 Francis St Ste 4A 
Boston, MA 02215 

Alan Bonder 

151 

University of Minnesota Health 
Clinical Research Unit, 

Phillips-Wangensteen Building, 
Floor 1; MMC 126, 

516 Delaware St SE, Minneapolis, 
MN 55455 

John Lake 

152 

Vanderbilt Hepatology and Liver 
Transplant Village at Vanderbilt 

1500 21st Ave 
Suite 3400 

Nashville, TN 37212 

Alexandra Shingina 

153 
Massachusetts General Hospital 

55 Fruit St 
Boston, MA 02114 

Daniel Pratt 

154 

MNGI Digestive Health, P.A., 
3001 Broadway St NE 

Minneapolis, MN 55413 
Former Address: 1973 Sloan 

Place 
Maplewood, MN 55117 

Kevin Rank 
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156 
Tulane Medical Center 1415 

Tulane Avenue New Orleans, LA 
70112 

Fredric Regenstein 
 

Martin William Moehlen (Former 
PI) 

157 

University of Chicago Medical 
Center 

5758 South Maryland Ave, 
DCAM 6B, 

Chicago, IL 60637 

Kapuluru Gautham Reddy 

159 

Penn State Health Milton 
S. Hershey Medical Center 

500 University Drive 
Hershey, PA 17033 

Karen L Krok 

162 

University Hospitals Cleveland 
Medical Center 11100 Euclid 

Avenue, 
Cleveland, OH 44106 

Anthony Post 

163 

Kaiser Permanente Los Angeles 
Medical Center Hepatology/Liver 

Transplant Department 1526 
North Edgemont Street, 7th Floor, 

Los Angeles, CA 90027 

Amandeep Sahota 

166 

UPMC Center of Liver Diseases 
3471 Fifth Avenue Kaufmann 

Building Suite 201 
Pittsburgh, PA 15213 

Mordechai Rabinovitz 

169 
Duke University Medical Center 

40 Duke Medicine Circle 
Durham, NC 27710 

Andrew Muir 

170 
Arkansas Diagnostic Center 

8908 Kanis Rd 
Little Rock, AR 72205 

Alonzo D Williams Sr. 

171 

Rush University Medical Group - 
Department of Hepatology 

1725 West Harrison St, Suite 158, 
Chicago, IL 60612 

Nikunj Shah 
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172 

Covenant Metabolic Specialists, 
LLC 

6230 University Parkway 
Suite 203 

Sarasota, FL 34240 

Guy W Neff 

173 

The New York- Presbyterian 
Hospital / Weill Cornell Medical 

Center 
David H. Koch Center 1283 York 

Ave 
8th and 9th Floor 

New York, NY 10065 

Sonal Kumar 
 

(Former PI) Brett Fortune, MD 

174 

Galen Hepatology 7425 Ziegler 
Road 

Suite 143 
Chattanooga, TN 37421 

Chirag M Patel 

175 

University of California San 
Franciso, Liver Clinic 350 
Parnassus Ave, Suite 300 
San Francisco, CA 94143 

Bilal Hameed 

176 
Care Access 

469 N. Broadway 
Yonkers, NY 10701 

Peter Wayne 

178 

Covenant Metabolic Specialists, 
LLC 

9530 Marketplace Road Fort 
Myers, FL 33912 

 
Former Address: 

6842 International Center Blvd, 
Ft. Myers, FL 33912 

Guy W Neff 

179 
Care Access 

4348 Fayetteville Road 
Lumberton, NC 28358 

Kwadwo Agyei- Gyamfi 

180 
Care Access 

2541 North Queen St, Kinston, 
NC 28501 

Ikechukwu Eric Ibegbu 
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181 

California Liver Research 
Institute 

301 S Fair Oaks Ave Suite 409 
Pasadena, CA 91105 

Edward Mena 

191 

TDDA Specialty Research 4600 
Highway 7, Suite 

225 
Vaughan, Ontario L4L 4Y7 

Canada 

Susan Greenbloom 

192 

Toronto Center for Liver Disease 
Toronto General Hospital 200 

Elizabeth Street 
13 Floor 

Norman Urquhart Wing Toronto 
Toronto, Ontario M5G 2C4 

Canada 

Aliya Gulamhusein 

197 

The Ottawa General Hospital 
501 Smyth Rd Ottawa, Ontario 

K1H 8L6 
Canada 

Angela Cheung 

198 

London Health Sciences Centre-
University 

339 Windermere Road London 
Ontario 

N6A 5A5, Canada 

Karim Qumosani 

201 

Hull University Teaching 
Hospitals NHS Trust Hull Royal 

Infirmary Anlaby Road 
Hull HU3 2JZ 

United Kingdom 

Lynsey Corless 

202 

University Hospitals Birmingham 
NHS Foundation Trust Heritage 

Building 
Queen Elizabeth Hospital 2nd 

Floor, ITM 
Research & Development Queen 

Elizabeth Birmingham 
B15 2TH 

United Kingdom 

Palak Trivedi 

205 

Nottingham Digestive Diseases 
Centre and Biomedical Research 

Unit Nottingham University 
Hospitals NHS Trust Queen's 

Medical Centre Campus 
Derby Road Nottingham 

Nottinghamshire NG7 2UH 
United Kingdom 

Stephen David Ryder 
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206 

University Hospitals Plymouth 
NHS Trust Derriford Hospital 

Derriford Road Plymouth 
Devon PL6 8DH 
United Kingdom 

David Sheridan 

208 

Portsmouth Hospitals NHS Trust 
Medical Research Unit, Level F 

Queen Alexandra Hospital 
Southwick Hill Road Portsmouth 

Hampshire PO6 3LY 
United Kingdom 

Richard Aspinall 

209 

Barts Health NHS Trust, Grahame 
Hayton Unit, Ambrose King 

Centre Royal London Hospital, 
Whitechapel Road London 

E1 1FR 
United Kingdom 

Yiannis Kallis 

210 

King’s College Hospital NHS 
Foundation Trust King’s College 

Hospital Denmark Hill 
London SE5 9RS 
United Kingdom 

Michael Anthony Heneghan 

215 

Ankara Şehir Hastanesi, 
Üniversiteler Mahallesi, 1604 

Caddesi, No 9 Bilkent, Cankaya 
Ankara 
06800 
Turkey 

Meral Akdogan Kayhan 

216 

Ankara Gazi University Faculty of 
Medicine Emniyet Mahallesi 

Mevlana Blv No:29 Yenimahalle 
Ankara 06560 

Turkey 

Mehmet Ibis 

217 

Ankara University Medical 
Faculty Balkiraz Mahallesi, 

Mamak Caddesi, No:12, Mamak 
Ankara 06620, Turkey 

Ramazan Idilman 

218 

Hacettepe University Medical 
Faculty Hacettepe Mahallesi, 

Gevher Nesibe Caddesi, 
Hacettepe Universitesi Hastaneleri 

lc Hastaliklari Ek Binasi 2. Kat, 
Altindag Ankara, 06230 

Turkey 

Onur Keskin 

219 

Marmara University Pendik 
Training and Research Hospital 

Fevzi Cakmak, Muhsin 
Yazicioglu Caddesi No:10 Pendik, 

Istanbul, 34899 Turkey 

Yusuf Yilmaz 
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220 

Ege Universitesi Medical Faculty 
Kazimdirik Mahallesi Ege 

Universitesi Hastanesi Merkez 
Yerleskesi Gastroenteroloji 

Bolumu No:9 
Bornova Izmir 35100 

Turkey 

Fulya Gunsar 

221 

Bezmi Alem University Adnan 
Menderes Bulvarı, Vatan Caddesi 
Bezmi Alem Vakif Universitesi 
Hastanesi International Clinic 

Fatih 
Istanbul 34093 

Turkey 

Metin Basaranoglu 

222 

Izmir Katip Celebi University 
Ataturk Training and Research 

Hospital 
Basin Sitesi Mahallesi, Hasan 

Tahsin Caddesi, No:143, 
Karabaglar Izmir, 35150 

Turkey 

Sezgin Vatansever 

225 

Gemini Clinical Trial Unit Gemini 
One, Oxford Business Park South, 

Oxford, Oxfordshire, OX4 2LL 
United Kingdom 

Michele Pansini 

230 

Universitair Ziekenhuis 
Antwerpen 

Drie Eikenstraat 655 Edegem 
Antwerpen, 2650 Belgium 

Sven Francque 

231 

Universitaire Ziekenhuizen 
Leuven Herestraat 49 

Leuven 
Vlaams-Brabant 3000 

Belgium 

Frederik Nevens 

232 

Universitair Ziekenhuis Gent 
Corneel Heymanslaan 10 Gent 

Oost-Vlaanderen 9000 
Belgium 

Xavier Verhelst 

233 

AZ Maria Middelares Buitenring 
Sint-Denijs 30 Gent 

Oost-Vlaanderen 9000 
Belgium 

Christophe Van Steenkiste 

234 

Centre Hospitalier Universitaire 
de Liege Domaine Universitaire 

du Sart Tilman, B35 
Liege 4000 

Belgium 

Jean Delwaide 
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240 

Hôpital Saint-Antoine 184, rue du 
Faubourg Saint-Antoine 
Cedex 12 Paris 75571 

France 

Christophe Corpechot 

242 

Centre Hospitalier Universitaire 
Grenoble- Alpes 

CS10217 
Grenoble Cedex 9 

38043 
France 

Charlotte Costentin 

244 

Hôpital de La Croix Rousse 
Service 

d’Hepatogastroenterologie 103 
Grande Rue de La Croix-Rousse 

Lyon 69317 
France 

Sylvie Radenne 
Domitille Erard- POINSOT 

(Former PI) 

245 

Hôpital Saint-Eloi 80, avenue 
Augustin Fliche 

Montpellier Cedex 5 N34295 
France 

Dominique Larrey 

251 

Hvidovre Hospital Kettegaard 
AIIe 30, Gastroenheden 331M 

Hvidovre 
2650 

Denmark 

Henriette Ytting Lambert 

252 

Ambulatoriet For Medicinske 
Mave- Tarm Sygdomme 

Aalborg Hospital, Ambulatoriet 
For Medicinske Mave- Tarm 

Sygdomme, Medicinhuset, Etage 
2 Ost Molleparkvej 4 

Aalborg 
Region Northern Jutland 9000 

Denmark 

Jesper Bach Hansen 

261 

Somogy Megyei Kaposi Mór 
Oktató Kórház Tallián Gyula utca 

20-32. Kaposvár 
7400 

Hungary 

Attila Haragh 
Bela Hunyady (Former PI) 

264 

Bekes Megyei Kozponti Korhaz, 
Pandy Kalman Tagkorhaz, 
Infektologiai (Hepatologiai, 

Immunologiai) Osztaly 
Semmelweis utca 1. 

Gyula 5700 
Hungary 

Tibor Martyin 

265 Semmelweis Egyetem Krisztina Hagymasi 
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I. sz. Sebeszeti es Intervencios 
Gasztroenterologiai Klinika 
Ulloi ut 78. Budapest 1082 

Hungary 

270 

Medical Center OK!Clinic+LLC 
International Institute of Clinical 
Research Kharkivske Shose, 121 

Kyiv 
Kyiv 02091 

Ukraine 

Svitlana Skybalo 

271 

Municipal Non-profit Enterprise 
“City Clinical Hospital #13” of 

Kharkiv City Council 
Prospekt Gagarina, 137 Kharkiv 

Kharkiv 61124 
Ukraine 

Viktoriia Reznikova 

281 

Liver Disease Center, Sheba 
Medical Center Sheba MC Tel 

Hashomer Ramat Gan 
5265601 

Israel 

Ziv Ben-Ari 

285 

Liver Unit 
Hadassah Medical Center Ein 

Karem 
POB 12000 

Jerusalem 91120 
Israel 

Rifaat Safadi 

286 

Liver Disease Center Rambam 
Medical Center, 8 Haaliya 

Hashniya Street Haifa 
31096 
Israel 

Ella Veitsman 

287 

Institute for Digestive Tract & 
Liver Diseases Tel Aviv Sourasky 

Medical Center 
6 Wetizman Street Tel-Aviv 

64239 
Israel 

Oren Shibolet 
 

Ehud Zigmond (Former PI) 

288 

Liver Unit 
Carmel Medical Center 7 Michal 

Street 
Haifa 34362 

Israel 

Eli Zuckerman 

302 

Uniwersyteckie Centrum 
Kliniczne im. 

Prof. K. Gibinskiego Slaskiego 
Uniwersytetu Medycznego w 

Katowicach 

Marek Hartleb 



Lyvdelzi®  
Clinical Study Results  

CONFIDENTIAL Page 33 December 2025 

Oddizial Gastroenterologii i 
Hepatologii Medykow 14 

Katowice 
40-752 
Poland 

303 
ID Clinic Arkadiusz Pisula 

Janowska 19 Myslowice 41-400 
Poland 

Ewa Janczewska 

316 

Fakultni nemocnice Ostrava 
Interni a Kardiologicka Klinika 

Oddeleni gastroenterologie a 
hepatologie a pankreatologiee 
17.listopadu 1790/5 Ostrava 

708 52 
Czech Republic 

Adam Vasura 

320 

Radboudu Universitair Medisch 
Centrum Research unit MDL 

Geert Grooteplein Zuid 8 
Nijmegen 
6525 GA 

The Netherlands 

Johannes Drenth 

322 

UMC Utrecht Heidelberglaan 100 
Utrecht 

3584 CX 
The Netherlands 

Joep de Bruijne 

323 

Erasmus MC 
Dr. Molewaterplein 40 Rotterdam 

3015 GD 
The Netherlands 

Adriaan J. P. 
Van der Meer 

331 

Azienda Ospedaliera Universita di 
Padova Via Giustiniani 2 Padova 

Padova 35128 
Italy 

Nora Cazzagon 

332 

Fondazione IRCCS San Gerardo 
dei Tintori ASST di Monza 

Via Pergolesi 33 Monza 
MB 20900 

Italy 

Pietro Invernizzi 

334 

Azienda Ospedaliero Universitaria 
Careggi Largo Brambilla 3 

Firenze 
Firenze 50139 

Italy 

Andrea Galli 
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335 

AOU di Modena - Ospedale 
Civile di Baggiovara 

Via Pietro Giardini 1355 
Baggiovara – Modena Modena 

41126 
Italy 

Pietro Andreone 

336 

Azienda Ospedaliera Universitaria 
Policlinico Paolo Giaccone 

Via del Vespro, 129 Palermo 
Palermo 90127 

Italy 

Vincenza Calvaruso 

337 

Policlinico Universitario Campus 
Bio-Medico di Roma 

Via Alvaro del Portillo, 200 
Roma Roma 00128 

Italy 

Gentilucci Umberto Vespasiani 

338 

ASST Santi Paolo e Carlo Via 
Rudini 8 

Milano Milano 20142 
Italy 

Pier Maria Lorenzo Battezzati 

339 

Azienda Ospedaliero Universitaria 
Ospedali Riuniti di Ancona – 

Umberto I 
G. M. Lancisi G. Salesi Via 

Conca, 71 
Ancona Ancona 60126 

Italy 

Marco Marzioni 

340 

Stavropol State Medical 
University 
Ulitsa Mira, 310 Stavropol 
355017 
Russia 

Natalia Geyvandova 

342 Peoples’ Friendship University 
of Russia Centre of Liver 
Studies Ulitsa Miklukho- 
Maklaya, 10 
Moscow 117198 
Russia 

Olga Tarasova 
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343 Saint Petersburg Stat University 
Scientific Clinical and 
Educational Centre of 
Gastroenterology and 
Hepatology 
Clinic of High Medical 
Technologies n.a. N.I. Pirogov 
Universitetskaya Naberezhnaya 
7/9 Saint Petersburg 199034 
Russia 

Karina Raikhelson 

344 Ulyanovsk Regional Clinical 
Hospital 
Ul. Ill-go Internatsionala, 7 
Ulyanovsk 432063 
Russia 

Andrey Peskov 

346 LLC Medical Company 
"Hepatolog" 
Legal address: Promyshlenniy 
Rayon, ul. Serdobskaya, 36A, 
lit. 
Shch 
Actual address: ul. Avrora, 
163A Samara 
Legal Address: 443063 
Actual Address: 443045 Russia 

Elena Malova 

347 State Budget Healthcare 
Institution of the City of 
Moscow “City Clinical Hospital 
n. a. S. P. Botkin" of the 
Department of Health of the 
City of Moscow 
2-y Botkinskiy proezd, d. 5 
Moscow 125284 
Russia 

Chavdar Pavlov 

348 State budget institution of 
healthcare of Moscow city 
"Moscow Clinical Scientific 
and Practical Centre n. a. A.S. 
Loginov” of Moscow City 
Healthcare Department, Central 
Research Institute of 
Gastroenterology Shosse 
Entuziastov, d. 86 Moscow 
111123 
Russia 

Elena Vinnitskaya 
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364 Hospital Universitario Germans 
Trias i Pujol Carretera De 
Canyet s/n Badalona 
Barcelona 08916 
Spain 

Rosa Maria Morillas Cunill 

365 Hospital Clinic de Barcelona 
Calle de Villarroel 170 
Barcelona 
Barcelona 08036 
Spain 

Maria Carlota Londono Hurtado 
 

(Former PI) 
Albert Pares Darnaculleta 

366 Hospital Universitario Vall 
D’Hebron Passeig De La Vall 
D’Hebron 119-129 Barcelona 
Barcelona 08035 
Spain 

Ares Villagrasa Vilella 
(Former PI) Victor Vargas Blasco 

367 Complejo Hospital Virgen de la 
Victoria 
Servicio de Aparato Digestivo 
Campus Univ Teatinos, s/n 
Malaga Málaga 29010 
Spain 

Raul Jesus Andrade Bellido 

368 Hospital Universitario La Paz 
Paseo de la Castellana, 261 
Madrid Madrid 28046 
Spain 

Pilar Castillo Grau 

370 Hospital Universitario 12 de 
Octubre 
Avenida de Cordoba, s/n 
Madrid 
Madrid 28041 
Spain 

Elena Gomez Dominguez 

371 Hospital Universitario Marques 
de Valdecilla Avenida 
Valdecilla No 25 Santander 
Cantabria 39008 
Spain 

Alvaro Diaz Gonzalez 

372 Hospital General Universitario 
Gregorio Marañón - Digestive 
Unit Calle Doctor Esquerdo 46 
Madrid 
Madrid 28007 
Spain 

Ainhoa Fernandez Yunquera 
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382 Klinikum Wels- Grieskirchen 
GmbH Grieskirchner Strasse 42 
Abteilung für Innere Medizin I 
- Gastoenterologie 
Wels 4600 
Austria 

Harald Hofer 

402 ifi-Medizin GmbH, 
Lohmühlenstr. 5 / Haus L 
Hamburg 
Hamburg 20099 
Germany 

Peter Buggisch 

406 Universitatsklinkum Erlangen 
Medizinische Klinik I, 
Gastroenterologie, 
Pneumologie und 
Endokrinologie Ulmenweg 18 
Erlangen 
Bayern 91054 
Germany 

Marcel Vetter 
Andreas Kremer (Former PI) 

411 Universitätsklinikum Frankfurt, 
Medizinische Klinik l 
Theodor - Stern - Kai 7 
Frankfurt am Main 60590 
Germany 

Kathrin Sprinzl 
Stefan Zeuzem (Former PI) 

413 Universitätsklinikum des 
Saarlandes und Medizinische 
Fakultat der Universitat des 
Saarlandes, Klinik fur Innere 
Medizin II - Gastroenterologie 
und Endokrinologie Kirrberger 
Strabe 100 Homburg 
Saarland 66421 
Germany 

Marcin Jan 
Krawczyk 

(Former PI) Matthias Reichert 

414 Universitätsklinikum Tübingen 
Medizinische Klinik Innere 
Medizin I Otfried-Müller-Str. 
10 Tubingen 
72076 
Germany 

Christoph Berg 

419 Gastroenterologisch – 
Hepatologisches Zentrum Kiel 
Preetzer Chaussee 134 Kiel 
24146 
Germany 

Holger Hinrichsen 
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421 Gastroenterologische 
Gemeinschaftspraxis Herne 
Wiescherstrasse 20 Herne 
44623 
Germany 

Manfred von der Ohe 

422 Universitatsklinikum Leipzig, 
Klinik und Poliklinik fur 
Onkologie, Gastroenterologie, 
Hepatologie, Pneumologie, 
Infektiologie - Bereich 
Hepatologie Liebigstrabe 20 
Leipzig 04103 
Germany 

Johannes Wiegand 

425 Universitatsklink Bonn, 
Medizinische Klinik 1 – 
Gebaudo 26 
Venusberg Campus 1 Bonn 
53127 
Germany 

Philipp Ludwig Lutz 

436 Universitätsspital Zürich Klinik 
für Gastroenterologie und 
Hepatologie Rämistrasse 100 
Zurich 8091 
Switzerland 

Andreas Kremer 

440 General University Hospital of 
Larissa Department of 
Medicine and Research 
Laboratory of Internal 
Medicine, National Expertise 
Center of Greece in 
Autoimmune Liver Diseases 
Mezourlo Larissa 41110 
Greece 

George Dalekos 

441 PAGNI - University General 
Hospital of Heraklion, 
Gastroenterology Department 
Voutes Heraklion Crete 71110 
Greece 

Ioannis Koutroubakis 

443 General Hospital of 
Thessaloniki Ippokratio 4th 
University Department of 
Internal Medicine, 
Konstantinoupoleos 49 
Thessaloniki 
54642 
Greece 

Emmanouil Sinakos 
 

(Former PI) Evangelos Akriviadis 
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444 General Hospital of Athens 
lPPOKRATION 2nd 
Department of Internal 
Medicine 
114 Vasilissis Sofias Athens 
11527 
Greece 

Alexandra Alexopoulou 

453 Fundeni Clinical Institute 258 
Fundeni Road Bucharest 
022328 
Romania 

Liliana-Simona Gheorghe 

502 Royal Brisbane and Women's 
Hospital Butterfield Street 
Herston Queensland 
4029 
Australia 

Barbara Leggett 

503 Royal Melbourne Hospital 
Department of 
Gastroenterology, 300 Grattan 
street, Parkville Victoria 
3050 
Australia 

Siddharth Sood 

506 Concord Repatriation General 
Hospital Hospital Road 
Concord 
NSW 2139 
Australia 

Alice Lee 

507 The Alfred Hospital 
Department of 
Gastroenterology, Alfred 
Centre, Alfred Hospital 99 
Commercial Road Melbourne 
Victoria 3004 
Australia 

Stuart Keith Roberts 

510 Christchurch Hospital 2 
Riccarton Avenue Christchurch 
Canterbury 
8011 
New Zealand 

Jeffrey Ngu 
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511 Dunedin Hospital Dunedin 
Public Hospital, 8th Floor 
Gastroenterology Research 
Department, Dunedin 
Otago 9016 
New Zealand 

Steve Johnson 

520 Pusan National University 
Hospital 
179, Gudeok-ro, Seo-gu Busan 
49241 
Republic of Korea 

Jeong Heo 

521 Seoul National University 
Bundang Hospital 
82, Gumi-ro 173 beon-gil 
Bundang-gu 
Seongnam-si Gyeonggi-do 
13620 
Republic of Korea 

Sook-Hyang Jeong 

522 Severance Hospital Yonsei 
University Health System 
50-1 Yonsei-ro, Seodaemoon-
Gu Seoul 
03722 
Republic of Korea 

Seung Up Kim 

524 Kyungpook National University 
Hospital 
130 Dongdeok-ro, Jung- gu 
Daegu 41944 
Republic of Korea 

Won Young Tak 

525 Seoul National University 
Hospital 
101 Daehak-ro, Jongno- gu 
Seoul 03080 
Republic of Korea 

Yoon Jun Kim 

526 The Catholic University of 
Korea, Seoul St. Mary's 
Hospital 
222, Banpo-daero, Seocho-gu, 
Seoul 06591 
Republic of Korea 

Pil Soo Sung 

528 Asan Medical Center 88, 
Olympic-ro 43-gil Songpa-gu 
Seoul 05505 
Republic of Korea 

Kang Mo Kim 
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529 Samsung Medical Center 81, 
Irwon Ro, Gangnam- gu 
Seoul 06351 
Republic of Korea 

Joo Kyung Park 

530 Inje University Busan Paik 
Hospital 
75 Bokji-ro Busanjin-gu Busan 
47392 
Republic of Korea 

Jun Sik Yoon 

531 Soon Chun Hyang University 
Hospital Bucheon 
170, Jomaru-ro Wonmi-gu 
Bucheon-Si Gyeonggi-do 
14584 
Republic of Korea 

Young Seok Kim 

600 Hospital Italiano de La Plata 
Calle 51 Numero 1725 La Plata 
Buenos Aires B1900AX 
Argentina 

Raul Adrover 

602 DIM Clínica Privada Belgrano 
136 Ramos Mejia Buenos Aires 
B1704ETD 
Argentina 

Eduardo Fassio 

605 Hospital Italiano de Buenos 
Aires 
Tte. Gral Juan Domingo Perón 
4190 
Ciudad Autónoma de Buenos 
Aires Buenos Aires C1199ABB 
Argentina 

Maria Alejandra Garcia Villamil 

606 CINME (Centro de 
Investigaciones Metabólicas) 
Viamonte 2278/80 Ciudad 
Autónoma de Buenos Aires 
Buenos Aires 
C1056ABJ 

María Margarita Anders 

607 Centro Medico Dra. De Salvo 
Avenida Cabildo 1548 1A, 2B, 
6A, 6B 
Ciudad Autónoma de Buenos 
Aires Buenos Aires C1426ABP 
Argentina 

Juan Antonio Sorda 
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608 STAT Research S.A. Avenida 
Callao 875 3°F Ciudad 
Autonoma de Buenos Aires 
Buenos Aires 1023 
Argentina 

Esteban Gonzalez Ballerga 

621 Centro Clinico Mediterraneo 
Calle Las Américas 1804 La 
Serena 
Coquimbo 1720506 
Chile 

Carlos Gustavo Bresky Ruiz 

622 Centro de lnvestigaciones 
Clinicas Vina del Mar 
Anabaena 336, 2do piso, Jardin 
del Mar, Renaca Vina del Mar 
Valparaiso 2540364 
Chile 

Francisco Fuster Saldias 

623 Clinical Research Chile SpA 
Beauchef 683 Valdivia 
Los Rios 5110683 
Chile 

Alex Ruiz Salas 

630 Consultorio de la Doctora 
Maria Sarai Gonzalez Huezo 
Calle Pedro Ascencio, No. 401 
PTE 
Int 408 
Col. Barrio de la Santa Cruz 
Metepec 
Estado de Mexico 52140 
Mexico 

Maria Sarai Gonzalez Huezo 

631 Consultorio Medico Calle 
Durango 
No 49 
Int 401 
Col Roma Norte Cunuhtemoc 
Mexico City Mexico City 
06700 
Mexico 

Alma Laura Ladron de Guevara 
Cetina 
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634 Hospital Universitario ”Dr. José 
EIeuterio Gonzalez” (Unidad de 
Higado). 
Av. Francisco I. Madero y 
Gonzalitos S/N, Col. 
Mitras Centro Monterrey 
Nuevo Leon 64460 
Mexico 

Linda Elsa Munoz Espinosa 

635 Campeche No.280, Int. 601 y 
602, Col. 
Hipodromo, Cuauhtemoc. 
Mexico City 
Mexico City 06100 
Mexico 

Matilde Damian Hernandez 
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