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Seladelpar Phase 2 Low Dose Study in PBC
Potential for superior efficacy and better tolerability
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No safety signal for transaminase elevation or drug-induced itch

FDA agrees to extend dosing of 5 and 10 mg beyond 6 months

CymaBay actively planning Phase 3 to confirm superior profile

39% (5 mg) and 45% (10 mg) reductions in AP by Week 12



Seladelpar Clinical Development for PBC
Dose-ranging across two studies

High Dose Phase 2 Study
– Potent anti-cholestatic effect with no drug-induced pruritus
– 50 mg/day appeared as effective as 200 mg/day in reducing AP
– Dose-related transaminase safety signal led to study discontinuation

 Low Dose Phase 2 Study
– Explore seladelpar risk-benefit at lower doses
– Start with low doses and escalate as needed 
– 5 mg/day and 10 mg/day selected as starting doses
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Phase 2 Low Dose Study in PBC
Open label, dose ranging, stable UDCA dose* or intolerant to UDCA

Seladelpar 10 mg qd (n = 12)

Seladelpar 5 mg qd (n = 12)

Seladelpar (5, 10 or 25 mg)

Seladelpar 25 mg qd (n = 12)

Interim
Review

8 weeks

Seladelpar (5, 10 or 25 mg)

18 weeks

Seladelpar (5, 10 or 25 mg)

Main

Main Extension (Option for Dose Adjustment)

Extension (Option for Dose Adjustment)

8 weeks 18 weeks
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AP ≥ 1.67 x ULN; ALT/AST ≤ 3 x ULN; Total Bilirubin ≤ 2 x ULN

* UDCA therapy for prior 12 months



Phase 2 Low Dose Study in PBC
Baseline characteristics, interim analysis n = 24
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Parameters         (normal range) Seladelpar 5 mg Seladelpar 10 mg

n 12 12

Age 58 (9) 54 (10)

Sex F/M 12/0 11/1

UDCA inadequate/intolerant 11/1 11/1

AP                         (37 - 116 U/L) 356 (180) 260 (60)

GGT                          (7 - 38 U/L) 220 (144) 257 (158)

ALT                           (6 - 41 U/L) 39 (19) 52 (27)

Total bilirubin  (0.1 - 1.1 mg/dL) 0.65 (0.11) 0.84 (0.35)

Albumin              (3.5 - 5.5 g/dL) 3.9 (0.4) 4.1 (0.4)

Platelets     (140 – 400 x 103/µL) 211 (78) 222 (65)

LDL-C               (50 - 130 mg/dL) 139 (26) 153 (44)

Safety population, Mean (SD), Baseline: mean of screening(s) and Day 1
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Phase 2 Low Dose Study in PBC
5 mg and 10 mg doses are both active with robust decreases in AP
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Mean ± SE

Mean percent AP change from baseline to Week 12



Phase 2 Low Dose Study in PBC
No significant difference between 5 mg and 10 mg dose groups

7

5 mg n = 12 (except for Month 3, n = 11)
10 mg n = 11 
LS Mean ± SE
LS = Least Squares

Differences between 5 mg and 10 mg groups 
not statistically significant at all time points

Mean absolute AP changes from baseline to Week 12 (least squares)
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Phase 2 Low Dose Study in PBC
AP responders from baseline to Week 12
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 45% of patients on 5 mg < 1.67 x ULN despite significantly higher baseline AP
 82% of patients on 10 mg < 1.67 x ULN 
Nearly half of patients on 10 mg had normal AP at Week 12

n = 12 each for mean AP at baseline

Seladelpar Mean AP 
Baseline

Mean AP 
Change

Week 12
AP  < 1.67 x ULN AP ≤ ULN

5 mg (n = 11) 356 U/L -39% 45% 18%

10 mg (n = 11) 260 U/L -45% 82% 45%



Phase 2 Low Dose Study in PBC
Percent change in other parameters of interest at Week 12
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Parameter
Percent change from baseline*

5 mg (n = 11) 10 mg (n = 11)

GGT -28 (28) -39 (25)

Total Bilirubin -3 [-24,2] -8 [-15,7]

ALT -11 (42) -35 (20)

LDL-C -14 (11) -14 (9)

hs-CRP -14 [-43,17] -27 [-46,22]

Reduces cholestasis

Decreases transaminases

Decreases LDL-cholesterol

Reduces inflammation

* Mean (SD), except Median [inter-quartile range] for Total Bilirubin and hs-CRP



Phase 2 Low Dose Study in PBC
Safety summary

No Serious Adverse Events

No grade 2 or grade 3 increase in transaminases*

No signal for drug-induced pruritus

Other events:
– An asymptomatic myocardial infarction not related to seladelpar. Patient enrolled with 

very high LDL-C and poorly controlled diabetes, continues on treatment
– A discontinuation for pruritus. Patient entered the study with intense pruritus and 

discontinued after 5 days for increased pruritus, deemed possibly related to PBC, 
ciprofloxacin or seladelpar

* Grade 2: >3.0 - 5.0 x ULN; Grade 3: >5.0 - 20.0 x ULN10



 Seladelpar retains favorable activity at both 5 mg/day and 10 mg/day
– Anti-cholestatic
– Anti-inflammatory
– Additional metabolic benefit (LDL-C reduction)

 At these doses, seladelpar appears well-tolerated and safe
– No transaminase elevation safety signal 
– Decreases in transaminases strengthens the evidence of efficacy
– No signal for drug-induced pruritus
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Phase 2 Low Dose Study in PBC
Results support 5 mg and 10 mg doses for Phase 3



Seladelpar for PBC, Next Steps
FDA agrees to allow dosing beyond 6 months for 5 mg and 10 mg

 Planning for the Phase 3 program
– Targeting a seladelpar label superior to Ocaliva®

– Phase 3 with FDA / EMA accepted efficacy outcome measure (AP and bilirubin)

 Study modified to expand database for an NDA
– Extended dosing to 52 weeks and increased size of 5 mg and 10 mg groups
– 2 mg group initiated to evaluate a minimally effective dose 
– Higher dose group (> 10 mg) not planned
– Modifications enable timely start of Phase 3
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Phase 2 Low Dose Study in PBC
Amended, open label, dose ranging

Seladelpar 10 mg (n = 18) Seladelpar (5 mg, 10 mg)

Seladelpar 5 mg (n = 18) Seladelpar (5 mg, 10 mg)

Seladelpar 2 mg (n = 6) Seladelpar (2 mg, 5 mg, 10 mg)

Main Extension (Option for Dose Adjustment)

8 weeks 44 weeks
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Safe Harbor Statement

The statements in this presentation and accompanying oral presentation regarding the potential for 
seladelpar to treat PBC, the potential benefits to patients with PBC, and the expectations regarding 
future clinical trials are forward looking statements that are subject to risks and uncertainties. Actual 
results and the timing of events regarding the further development of seladelpar could differ materially 
from those anticipated in such forward-looking statements as a result of risks and uncertainties, which 
include, without limitation, risks related to: the success, cost and timing of any of CymaBay's product 
development activities, including clinical trials; effects observed in trials to date which may not be 
repeated in the future; any delays or inability to obtain or maintain regulatory approval of CymaBay's
product candidates in the United States or worldwide; and the ability of CymaBay to obtain sufficient 
financing to complete development, regulatory approval and commercialization of its product 
candidates in the United States and worldwide. Additional risks relating to CymaBay are contained in 
CymaBay's filings with the Securities and Exchange Commission, including without limitation its most 
recent Quarterly Report on Form 10-Q, Annual Report on Form 10-K and other documents 
subsequently filed with or furnished to the Securities and Exchange Commission. CymaBay disclaims 
any obligation to update these forward-looking statements except as required by law.

14


	Seladelpar Interim Data�Phase 2 Low Dose Study in PBC 
	Seladelpar Phase 2 Low Dose Study in PBC�Potential for superior efficacy and better tolerability
	Seladelpar Clinical Development for PBC�Dose-ranging across two studies
	Phase 2 Low Dose Study in PBC�Open label, dose ranging, stable UDCA dose* or intolerant to UDCA
	Phase 2 Low Dose Study in PBC�Baseline characteristics, interim analysis n = 24
	Phase 2 Low Dose Study in PBC�5 mg and 10 mg doses are both active with robust decreases in AP
	Phase 2 Low Dose Study in PBC�No significant difference between 5 mg and 10 mg dose groups
	Phase 2 Low Dose Study in PBC�AP responders from baseline to Week 12
	Phase 2 Low Dose Study in PBC�Percent change in other parameters of interest at Week 12
	Phase 2 Low Dose Study in PBC�Safety summary
	�
	Seladelpar for PBC, Next Steps�FDA agrees to allow dosing beyond 6 months for 5 mg and 10 mg
	Phase 2 Low Dose Study in PBC�Amended, open label, dose ranging
	Safe Harbor Statement

