Long-Term Efficacy and Safety of Open-Label Seladelpar Treatment in Patients With Primary Biliary Cholangitis (PBC): Poster ST-13
Interim Results for 2 Years From the ASSURE Study
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Background s s Safety Overview
_ o _ . _ RESPONSE ROLLOVER : LEGACY STUDIES RESPONSE ROLLOVER : LEGACY STUDIES , .
- Seladelpar is a first-in-class, potent, and selective PPARS agonist, or delpar, with : : EAE G y Mol S IRl ey [Pl Legacy Patients
anti-cholestatic, anti-inflammatory, and anti-pruritic activities : ' ategory, n (%) CrOSSO\(/;r': :;,z)ladelpar Contlnu(c;‘lu:I g:)ladelpar (N=179)
* In the pivotal placebo-controlled, double-blind, Phase 3 RESPONSE (NCT04620733) Placebo ‘ Seladelpar 10 mg Crossover to seladelpar 10 mg Placebo ‘ Seladelpar 10 mg Crossover to seladelpar 10 mg Subjects with =1 TEAE 42 (77.8) 73 (70.2) 149 (83.2)
study, seladelpar was safe and well tolerated, achieving significantly greater ; ; Treatment-emergent SAE 7 (13.0) 6 (5.8) 24 (13.4)
improvements in liver biochemistry parameters and pruritus compared with placebo : : Grade 23 TEAE 5(9.3) 9(8.7) 27 (15.1)
. The ASSURE (NCT033015086) study is a Phase 3 open-label study of the o : _ TTgiaEtva:‘;;ﬂ:ff tt;iaet;“:;“pif‘:‘;gf::‘tSAE 0 0 0
long-term safety and efficacy of seladelpar 10 mg in patients with PBC Composﬂg Response AST Percentage Chgnge From Baseline withdrawal of study drug 1(1.9) 2(1.9) 11 (6.1)
- Patients could enter ASSURE through 2 pathways TEAE leading to study discontinuation 1(1.9) 1(1.0) 7 (3.9)
-  Direct rollover from the RESPONSE StUdy o RESPONSE ASSURE . ) 10 A RESPONSE ASSURE 10 A TEAE with fatal outcome 0 0 1(0.6)
- Participation in a previous seladelpar PBC study (“Legacy studies”) : | | m Ne—— M o N — — - 1 fatal outcome was due to autoimmune hemolytic anemia

* Interim 2-year efficacy and safety results through January 31, 2024, are reported for 20 - - Assessed to be unrelated to seladelpar by both the investigator and the sponsor

337 patients enrolled in the ongoing ASSURE study

- The Primary Analysis Population is defined as those patients who were administered g 0 I I I I I I - I I I I f o Common AEs (25% of Overall Patient Population)
the 10 mg dose of seladelpar 8 _ 5 | 1 RESPONSE Rollover Patients
. o - TEAEs by Preferred Term, n (%) Crossover Seladelpar Continuous Seladelpar _
Study Design : : . u ) e Ne104 (N=179)
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Legacy StUdieS ﬁ:ﬁmﬁ= es ﬂﬁfr 315:;;152% :152{; .n.r L mm= 108077 121174 1311171 1200169 1201164 100133 t,:I;:E':EE fjﬁ fzzﬁ 1*"225 152‘2 "53? 5:, !;21 15?: 1:21 g __:g 10 mg, n= 179 178 170 169 164 131 o5 COVID'19 5 (93) 5 (48) 38 (21 2)
Dose Ranging Phase 2 Phase 3 Long-Term Safety Study* A Pruritus 0 10 (9.6) 24 (13.4)
Opendabel, 2,5, or 10 mg e pE— . , Urinary tract infection 2(37) 7(67) 17 (9.5)
12 ;no,nt;ms 21 m’onths . . . . . Nausea 2 (3'7) 5 (4 8) 16 (8'9)
ohace 3 ENHANGE® ALP Normalization GGT Percentage Change From Baseline Diarrhea 5 (9.3) 2 (1.9) 15 (8.4)
(NCTO3602560) ... Gap 5 5 Fatigue 1(1.9) 5 (4.8) 14 (7.8)
Placebo-controlled, 5 or 10 mg ohase 3 ASSURE : : Nasopharyngitis 0 5 (4.8) 15 (8.4)
12 months . | ° :I?-elabel e o RESPONSE ASSURE o A 10 - RESPONSE ASSURE 10 5 Abdominal pain upper 1(1.9) 5 (4.8) 12 (6.7)
Phase 1b Hepatic Impairmentt P 0 i 9 . w o 0 Arthralaia 4 (7 4) 3 (2 9) 11 (6 1)
_(NcToassoreq) Ak 3 N . L ol g ' '
pen-label, <10 mg £h = :
<30 days Eg : g : 20 - . . . .
e — R S $0. - Liver-Related AEs (Overall, Occurring in >1 Patient)'
2£ . - E .
_ (NCT04620733) 25 . ; 40 - | . —1- W : 0 { {' RESPONSE Rollover Patients Legacy Patients
Pivotal placebo-controlled, 10 mg ‘E; %,53 ] ! : 50 - )
12 months . l l "o | S o . TEAEs Overall & by Preferred Term, n (%) Cr°55°‘(';r=§2)|ade|l°ar CO"“"U&U; OS:)IadeIpar (N=179)
Patient Disposition i l I I I " n (%) N (%)
0 0 .
357 Assessed for Elig|b|lity¢ Fl:::::m 1111111111 10mg, nm= 44 1?? 5?1? 53:139 a:u‘:jm 4:1:3 4:; Pl:m: i Es; Ezl Ezi F;Z :;E E;j ’:: :: ':: .: Z? 40 mg, n= :I; :13 :33 :: :52 T::: :I;3 .f; SUbjeCtS with 21 liver-related TEAE 0 4 (67) 18 (101)
| " Mosting Inclusion Criera T : "“”""‘"‘ A AST increased 0 0 6 (3.4)
—— | Change in Pruritus NRS e 3 2
Crossover Seladelpar Continuous Seladelpar Legacy ALP Percentage Change From Baseline In Patients With NRS 24 at BaselineT Ascites 0 1(1.0) 2(1.1)
55 Rolled Over From 104 Rolled Over From 180 From Seladelpar 27 Discontinued Treatment - Hepatic cyst 0 2(1.9) 1(0.6)
RESPONSE Placebo RESPONSE Seladelpar Legacy Studies 9 Adverse event . e o . ] RESPONSE ASSURE ; o Portal hypertension 0 2(1.9) 1(0.6)
'1I'IAD\cijscontinuec: Treatment Z\?Vﬁtc;\r:js;zzvcl;%snzizlte @ 0 : g Oesophageal varices 0 1(1.0) 2(1.1)
1 Discontinued Treatment 1 PB\ggﬁwfz\;?gutcome _ 1 PBC clinical outcome E 10 = Ocular icterus 0 0 2 (1 1)
1 Adverse event 1 Required prohibited . 1 geath i £ 0 é -2
. o oncompliance g -20 4 2
| ! concomitant medication ! TLostio L‘E”fw'“p § 0] : « 7.4% of subjects overall had liver-related AEs by predefined search strategy
54 Primary Analysis 104 Primary Analysis 179 Primary Analysis 2 Other ,i-m g —4 — . 4 ; 4. - Most were Grade 1 or 2
Population Population Population £ -50 - 5 : : : : . o
pHiat pHiat pHiat g_:z : . $ : - S subjects had events that led to discontinuation (events of blood bilirubin increased,
ONGOING STUDY . o | 5 .. .. hepatorenal syndrome, hyperbilirubinemia, jaundice, and oesophageal varices
BL M1 w3 ma M3 M1z M13 M15 M5 w21 mz4 3 BL M1 M3 Mé (] M1z M8 M24 ) BL M1 I;zi Mé M M1z M13 M5 M1 M1 m24 3 BL M1 M3 ME Mo M1z M18 mz4 haemorrhage)
Patients as of January 31, 2024 S A comome LT o o*R 8% ¢ = 3 events (2 SAEs) were adjudicated by the CERC as PBC clinical outcomes
Time Point 226 Weeks 212 Months 218 Months >24 Months : . ) (variceal bleed in 1 patient [186 days on study], ascites requiring treatment in
N SE G Crossover Seladelpar 52 14 2 0 o ] ' _ ALT Normalization 2 patients [309 and 473 days on study])
Patients in Continuous Seladelpar 123 116 103 28 Total Bilirubin Percentage Change From Baseline In Patients With Elevated ALT at Baseline = 3 subjects were reviewed by the CERC and none were adjudicated as positive for DILI
EachArm | Legacy 172 165 133 97 i s »  All muscle-related AEs were Grade 1 or 2
Time points for Crossover Seladelpar and Legacy groups indicate time in ASSURE. Time points for Continuous Seladelpar indicate time in both zz | RESPONSE ASSURE 20 RESPONSE it - None led to discontinuation

RESPONSE and ASSURE. 100 - . 100

* There was 1 proteinuria renal event of Grade 1
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Demographics and Characteristics at ASSURE Baseline

i

P

L=
i

60 -

% Subjects Achieving
ALT Normalization (95% CI)

RESPONSE Rollover Patients Legacy Patients g 50 30 4 : | ] ; | CO \ C LU S | 0 \ S
Category Crossover Seladelpar Continuous Seladelpar Seladelpar 10 mg %*‘“ =40 1 £ 401 I 401
(N=54) (N=104) (N=179) e ] . ‘ } S 2-year results from the ASSURE long-term extension study of seladelpar for the
0 - .

Age, years, mean (SD) 57.9 (9.3) 58.0 (10.1) 58.8 (9.6) - : o u 0 treatment of PBC demonstrated
Female sex, n (%) 20 (92.6) 99 (85.2) 169 (94.4) wrt® B % F P owm oEm e  wm w w e o - - A A - - T T - - Durable effect on markers of cholestasis and liver injury was maintained for up to
Race or ethnicity, n (%) cm:m: :: 128 125 125 122 17 114 1:21 1‘.'?: Lcrz'l ?E 2«; ; mi:ur::'::g 2871 34T 281 T 4T ?ig ;3;'.'_25: m ﬁ?g 12:_: ; 2 years

American Indian or Alaska Native 3(5.6) 2(1.9) 6 (3.4) : L C ] ] Sustained reduction in pruritus in patients with baseline NRS 24 was observed

Asian 4(7.4) 6 (5.8) 14 (7.8) A T P Ch F B I. TOtaI BlllrUbln NOI'ma|IzatI0n Se|ade|par appears safe and well tolerated

\?\I/?,ik or African American 25(32573) - 33(1(;) n ?5(;(78)5 - L ercentage :ange rom baseiline In Patients With Elevated Total Bilirubin at Baseline Results are consistent with the pivotal Phase 3 RESPONSE study

e . . . : :

Hispanic or Latino 23 (42.6) 24 (23.1) 24 (13.4) 0. N s 0. T w— REFERENCE
BMI, kg/m?, mean (SD) 26.9 (5.1) 27.8 (6.1) 27.4 (6.0) & i . 100 - . : k : P 00 _ _ _ _
Patients with cirrhosis at baseline, n (%) | 7 (13.0) 16 (15.4) 35 (19.6) o . Hirsonfield GM, et al. I Engf J Med. 2024;350(9):763-754.

@ @ 80 80 -
Child-Pugh Class A, n (%) 7 (100) 15 (93.8) 31 (88.6) - f | | DISCLOSURES
Child-Pugh Class B, n (%) 0 1(6.3) 4 (11.4) f 0 ; * %E 60 1 | 60 1 . DBC, CH, SP, SZ, and CAM are employees of CymaBay Therapeutics, Inc.
E =

Patients with cirrhosis at baseline and £ 35 40| 40 ACKNOWLEDGEMENT

portal hypertension, n (% of cirrhotics) 1(14.3) 0 §(22.9) f 50 50 " C O G S _ _ _
MELD score 212, n (%) 0 2(1.9) 1(0.6) 2 : 60 g 2. | _ We gratefully acknowledge the study patients, investigators, site staff, and the ASSURE team.

s 70 . : 70 4 l This analysis was sponsored by CymaBay Therapeutics, Inc. (Fremont, CA, USA). Medical writing and editorial assistance

ALP? U/L, mean (SD) 288.7 (125.5) 183.1 (112.1) 274.2 (133.1) S “ e s wm wm m w N e o s e " o LA w o e were provided by John Gatiss, Katherine Murnen, and Howard Wolfson (ClinicalMind, New York, NY, USA) and were funded
Total bilirubin, mg/dL, mean (SD) 0.7 (0.3) 0.7 (0.5) 0.8 (0.4) Mo i 2 o oo o s 2 b o4 o rrenieunl SR S N ] e we ; Nomgnme 827 s s by CymaBay Therapeutics, Inc.

AE, adverse event; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BL, baseline; BMI, body mass index; DILI, drug-induced liver injury; GGT, gamma-glutamyltransferase; M, month; MELD, Model for End-Stage Liver Disease; NRS, numerical rating scale; PPAR, peroxisome proliferator-activated receptor; SAE, serious adverse event; TEAE,
treatment-emergent adverse event. *Early terminated. TPatients were eligible to enroll in ASSURE after completing the study, but they had to meet screening criteria and had variable time to entry. #1 patient of the total patient population (N=357) was eligible but did not receive seladelpar and thus was not formally enrolled. $Mean ALP values are from ASSURE entry. At RESPONSE entry, the
mean ALP (SD) for placebo patients (N=65) was 313.8 (117.7) U/L and for seladelpar patients (N=128) it was 314.6 (123.0) U/L. TAt RESPONSE entry for patients with NRS 24, mean (SD) baseline NRS was 6.1 (1.4) for seladelpar patients and 6.6 (1.4) for placebo patients; mean (SD) baseline NRS in Legacy patients with NRS 24 (at ASSURE baseline) was 6.4 (1.7). 1By predefined MedDRA
search strategy.



