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#} What was the purpose of the study?

The purpose of this study was to find out if the experimental drug, seladelpar, was safe and could help people
with a liver condition called primary biliary cholangitis (PBC), who didn't get better with the usual treatment,
ursodeoxycholic acid (UDCA). Seladelpar was compared to a placebo.

Flacebo: & placebo looks like a treatmeant but does not have amg active drpg init, Researchers Lse
o a placebo as a paint of comparisan ta idantif whethar the new treatment is effactive and safe,

This is a Phase 3 clinical study. This means that researchers looked at how seladelpar worked in a large group
of people with PBC.

What is PBC?

PBC is a liver disease that is more common in middle-aged women. In PBC, the immune system (the body’s
defense system) mistakenly attacks bile ducts. Bile ducts are tiny canals that carry bile, a fluid made in the liver to
help with digestion and absorption of some vitamins. If the bile ducts get damaged, bile cannot flow properly to
the other organs and gets stored in the liver. This causes problems in the liver and leads to a condition called PBC.

The common symptoms include pruritus (itching) and fatigue (extreme tiredness). PBC can make it hard for people
to do everyday tasks and it affects their quality of life. Over time, PBC can worsen. If left untreated, it can lead to
liver injury, liver fibrosis (scarring of the liver), liver cirrhosis (severe scarring of the liver), and sometimes liver failure.

The graphic below shows how bile ducts appear in normal people versus people with PBC
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Common tests for checking PBC are:

Blood tests that look for levels of certain liver enzymes in the blood: The levels of alkaline phosphatase (ALP), a
liver enzyme, indicate liver stress and may signal PBC. People with PBC may also show increased levels of liver
substance called bilirubin.

Antimitochondrial antibody (AMA) test: The blood test checks for specific antibodies (AMAs) in the blood. Usually,
antibodies are made by the body to fight-off infections. However, AMAs are formed when the body turns against
its own cells, tissues, or organs. Finding AMAs in the blood suggests PBC, where the immune system harms the
liver.

Imaging tests and liver biopsy: If blood tests show PBC, the researchers may do imaging tests or scans to look at
the liver and biliary system. As part of a liver biopsy, the researchers take a tiny piece of liver tissue with a needle
to see any changes in it under a microscope.
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Currently, available treatments for PBC include UDCA. It helps maintain levels of bile in the body, thus reducing
the symptoms of PBC. However, people with PBC sometimes stop responding to UDCA or are unable to
tolerate it. Therefore, there is a need for new treatments for PBC that can also help reduce itching and
improve the quality of life of people. In this study, the researchers wanted to see if seladelpar could help make
the liver better after taking it for at least 12 months (1 year) and reduce itching after taking it for 6 months.

The main guestions the researchers wanted to answer in this study were:

Far the safety of drug:
*Hawe many particpants 1sc urwarter medicol

Far the effectiveness of drug:
' Howy R 1w pa ticipa ais showed esponse afer
1yen: aftreatm=ant hased aon the levels of liver ewents darirg the stuoy F ary?

enzyrnes arc liver sabstances? «Howe mary participons had aosatary best

dznormelities darirp tha st chy, if ary?
+What zide effects did partic'pants have during he
stuy F any?
The other key parameters the researchers wanted to leam about were:

* Howw many paticipants har narmal levels of &1 F aftar Uwear of treatment?
e paticipacts tohing jpeuritas) symptoms impravs 2fter B manths of ireatirent?

71 Who took part in the study?

A total of 193 participants living with PBC in 24 countries around the world took part in the study.

Feople could take part in the study if they:
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The participants enrolled in the study were between the ages of 28 to 75 years.

The table below shows how many study participants were from each country.

Percentage of Number of Percentage of Number of

participants participants participants particjpants
United States 2% 51 Czech Repubilic 2% 2
Argentina 15% 28 Switzerland 2% 3
Mexico L 1E Australia % 2
Spain | leas than 6% 11 Canada | 1% 2
Russia 5% G Chile O Z
Italy 3%, & France T 2
Turkey 3%, = Germany % z
United Kingdom [ a%, " Greece | g 2
Poland | |ess than 4% 7 Hungary | 1% 2
South Korea leas than 4% 7 New Zealand B Z
Israel 3% 5 Romania 5 @
Belgium 2% 3 Austria lesa than 1% 1
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Race of participants who took part are shown below.

Percentage of participants Number of participants
. S - L Sex of participants who took part are shown below.
White | gﬁiﬁ: e
Asian | g% 19

American Indian or Alaska Native | 38 FREkpept Bredie anm by sex

Mumber %) of participants

; Male - 10 (5]
- * Female - 183 [B5%]

Black or African American || 4

Unknown or Not Reported | 4s;

Ethnicity of participants who took part are shown below.

Percentage of participants Number of participants
L L
Not Hispanic Or Latino | 06 3 136
Hispanic Or Latino | Hﬁﬁ? 56
Unknown or Not Reported 19 3

? What happened during the study?
The study was randomized and double-blind.

Randomlzed: This moans that the rescarchers uscd a computcr program to rancdomly choose the
ticatimant cach partleipant ok, Thls hclped make suie the tieatments wore cheson falny

Crouble-blind: Thizs means none af the paiticipants, doctors or ather study staff, and the sponsor
pgersonnel kinew what treatmeant each participant toak. This was dane to make sure that the study
results were nat influenced in &y way

In this study, the participants were randomized in 2 groups in 2:1ratio. This means that twice as many participants
received seladelpar as those who received a placebo, as shown below.

- Perticipants received B selade par caps. ke 1lime eveny day.

- Perti<ipants receped a slacebc capaule 1 0ne evey day. The dl2cebc capsule aoked (ke s2ace|par

The figure below shows how the study was done
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*Participants who could tolerate UDCA continued to take it during the study as part of background therapy.

After completing the treatment in this study, participants were offered to join another study (Study CB8025-
317131-RE) where everyone (including those who took placebo) could receive seladelpar. Those who decided
to not join the other study had a 2-week follow-up for safety assessment, after stopping the treatment.
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# What were the results of the study?

This is a summary of the main results from this study. The individual results of each participant might be different
and are not present in this summary.

How many participants showed response after 1 year of treatment, based on the levels of liver
enzymes and liver substances?

Researchers checked participants’ liver enzyme (ALP) and liver substance (bilirubin) levels at the start of
the study and after 1 year of treatment. Participants' test results were checked to see if there were desired
levels of decrease in ALP, more than or equal to a 15% decrease in ALP levels and if the bilirubin levels
were normal. This indicated whether the study participants with PBC were responding well to the treatment.

The graphic below shows participants with response after 1 year of treatment.
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| on seladelpar showed desired levels of decrease in ALP, more than or equal to a 15% decrease in ALP levels !
5\and normal bilirubin levels compared to placebo. :

Along with the above parameter, the researchers also wanted to find out:

i How marny pArticipAnts had normal levels of ALP after 1 year of treatiment?
A total of 32 of 128 (25%) participants in seladelpar group, achieved normal levels of ALP. However, none of
the participants in placebo group, could achieve the desired levels of ALP, after 1 year of treatment.

= Dl particlpants' Itehing (pruritus) svimptams Improve after B months of treatment?
The researchers used a pruritus numerical rating scale (NRS) to see how well the treatment helped with itching
symptom in participants with PBC. Participants used an electronic diary, to rate their symptoms daily from O to 10.
Higher scores meant worse itching. The effect of treatment on itching is presented for 49 participants who took
seladelpar and 23 participants who took placebo. These participants had NRS scores greater than or equal to 4
(moderate to severe itch) at the beginning of the study. After 6 months of treatment, the researchers compared
the scores to those recorded at the study start and found that:

* In seladelpar group, the participants showed a decrease of 3 points on average.
« In placebo group, the participants showed a decrease of 2 points on average.

;"Overall, the differences between seladelpar and placebo were significant. Higher number of participants“;
who took seladelpar showed normal levels of ALP and decrease in NRS scores, indicating better symptom
E\ management, compared to placebo. !

A detailed presentation of results related to other parameters and patient-reported outcomes can be found on
the websites listed at the end of this summary.
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How many participants had unwanted medical events during the study?

An unwante=d medical event is considered

The researchers kept track of any unwanted medical "sarious" if it:

events that the participants had during the study. « 'ERITE in death + CAUSES [A5HNG

. ) ] « 5 ife-thraatenic problems
An unwanted medical event is any unwanted sign or - is corsidersd by the - recuires Fospital
symptom that participants had during a study. stucy roctor ta Le care

m=d cally inportart - causes & kirth defect

The table below shows participants who had any unwanted medical events during the study.

Ferticipants with Unwented Medical Bvents

Seladelpar 10 mg Placebo
(out of 128 participants) (out of 65 participants)

Number of participants (%)

Participants with any unwanted medical events 111 (87%) 55 (85%)

Participants with any unwanted serious medical events 9 (7%) 4 (6%)

How many participants had laboratory test abnormalities during the study, if any?

The researchers looked at 2 types of laboratory abnormalities: hematological (related to blood) and biochemical
(specific liver-related tests). They took blood samples of participants before and after taking the treatment. They
checked the changes in laboratory test values to see if there were any laboratory abnormalities, meaning they
were out of the laboratory reference range. They categorized abnormalities into grades: grade 1 for mild, grade
2 for moderate, grade 3 for severe, and grade 4 for potentially life-threatening.

The table below shows participants whose laboratory values shifted at least 2 grades, like going from mild to
severe or a higher grade.

Fartlcipants with Laboratory Test Abnarmalities

Seladelpar 10 mg Placebo
(out of 128 participants) (out of 65 participants)

Number of participants (%)

Participants with blood related laboratory abnormalities 18 (14%) 8 (12%)

Participants with specific liver-related laboratory tests abnormalities 9 (7%) 4 (6%)

i' Overall, no meaningful differences were noted in percentage of participants with unwanted medical events

or laboratory abnormalities between these 2 groups.
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'z, What side effects did participants have during the study?
For the purpose of this summary, “side effects” are defined as unwanted medical events reported by the
participants that the study doctors thought to be related to the study treatment.
The results from several studies are usually needed to help decide if a treatment actually causes a side effect.

The table below shows how many participants had side effects during the study.

Owerall Slde Effects

Seladelpar 10 mg Placebo Total
(out of 128 (out of 65 (out of 193
participants) participants) participants)

Number of participants (%)

How many participants had any side effects? 22 (17%) 8 (12%) 30 (16%)

How many pgrtmpants stopped taking study treatment 2 (2%) 0 2 (1%)
because of side effects?

None of the participants had any serious side effects or died due to any side effects during the study.

The table below shows the top 4 most common side effects that occurred during the study. There were other
side effects, but those occurred in fewer participants. Some participants may have had more than 1 side effect.

The most common side effect was headache. This occurred more in participants taking seladelpar compared to
the participants taking placebo.

The table below shows common side effects that occurred in participants during the study.

Mazst Common Side Efferts

Seladelpar 10 mg Placebo Total
(out of 128 (out of 65 (out of 193
participants) participants) participants)

N f ici %
Most Common Side Effects umber of participants (%)

Headache 4 (3%) 0 4 (2%)
Swollen belly or feeling full (Abdominal distension) 2 (2%) 1(2%) 3 (2%)
Frequent loose watery stools (Diarrhoea) 3 (2%) 0 3(2%)
Feeling sick to stomach (Nausea) 2 (2%) 1(2%) 3(2%)
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? How has this study helped researchers?

THe resceicner: carnod rocnd gbooal e salely ol soladaolpar wille S wdilbocl DIEASS crd sy (L woor s o peoplo
iing wildn PEBC web o dide 'L gL b el e wscal lecalimenl o DG,

T resalt: from sewvaral stud s are neaeded o help dacide which treostments work arod o-e safe Tais ammory
ghiowes anly tha reain result: from this one stody, Der soodiss may provide new informotion or ditfarent e s
Slvways talk to s coctor before making ary treotmert change:s,

CwraBoy has engoing stuclies witk seladel zar which woll e tranzitioed to S0 ead Sciences.

= Where can | learn more about this study?

Yoo can find more informaton sbout 11is study on tie s asites listed below.

wwwrnclinicaktrialssaoy whnrwnclinicaltnalsregisteney
% {%
oncs wld are on thiz wehsre, s WL TOS5 20733 oince wolare on the wehs e, Slics "He ne and S2sivh’. 12
-1 thi: srirh bt ond click “Saarch” tyne 202000 3AR-27 into T senrch oo and clirk “Saanch’

Hatlanal Clinical Trlals Mumber: NCTO4620733
EU Clinical Trials Mumber: 2020-(104348-27
For more details on the study results, click here ta watch the video

Pleass naote that information en thoese webalos may ko proscnted 1a difforcnt way
from thls samman.

Full Study Title: RESPFONSE A Placebo-contral ied, Randomired, Phass 3 Study
to Fvaluate the Ffficacy and Safety of Zeladelpar in Patients with Primary Biliary
Cholangitis [PEBCY and an Inadeqiuate Responss to or anintolera1ce 1o
Llrsindemaecbnlic faie (LIRS

Far more infoimation about clinical trialz, elick hore,

Gilead Sciences
333 Lakeside Doz, Fostor City,
CA 94404, LISA
GilcadClinical Trialstgilead.com
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