ASSESSMENT OF PATIENT-REPORTED OUTCOMES IN
PATIENTS WITH NASH TREATED WITH OBETICHOLIC ACID:
RESULTS FROM REGENERATE PHASE 3 CLINICAL TRIAL
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INTRODUCAO

* Obeticholic acid (OCA) was shown to improve fibrosis without worsening of steatohepatitis in the interim analysis of the REGENERATE phase 3 clinical trial*
* Our aim was to assess patient-reported outcomes (PROs) in NASH patients and the effects of treatment with OCA

MATERIAL/METODOS

* Non-cirrhotic NASH patients were enrolled in a phase 3, double-blind, randomized, placebo-controlled, multicenter study of OCA (REGENERATE; #NCT02548351)
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* The Chronic Liver Disease Questionnaire-NASH (CLDQ-NASH), Work Productivity and Activity Impairment (WPAI), EuroQol (EQ-5D), and Impact of Weight on Quality of Life-Lite (IWQL) were administered at baseline, 6, 12, and 18 months

RESULTADOS

Table 1. Clinico-demographic characteristics by REGENERATE treatment arm.
* There were 1,218 NASH patients; 43% had stage 3 fibrosis (Table 1)
Placebo OCA 10 mg OCA 25 mg P All  Patients were randomized to receive 10 mg (N=407) or 25 mg (N=404) of OCA or placebo (N=407) (Table 1)
o o i i i * Baseline PRO scores were similar between three treatment groups (all p>.05)
e Baseline EQ-5D utility score 0.814 + 0.173 was significantly lower than age- and country-matched population norm 0.855
Age, years 53.6 +11.7 54.4+11.0 54.2+11.8 0.62 54.1+11.5 (p<0.0001)
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Baseline TZD/Glitazones/Vit. E 56 (13.8%) 57 (14.0%) 54 (13.4%) 0.97 167 (13.7%) Placebo =#=O0OCA 10mg -=—=0CA 25mg Placebo ==OCA 10mg ==0CA 25mg
BMI, kg/m? 343+5.9 339+5.6 33.8+5.5 0.62 34.0+5.6 Note: The changes are shown as arithmetic means + 95% Cl.
APRI score 0.737+0.535 0.722+0.498 0.735+0.581 0.98 0.732+0.539 Figure 3. Changes in CLDQ-NASH scores from baseline to month 18 by treatment outcome.
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S 0.05 S p { * During treatment, compared to baseline, consistent PRO improvement was observed: p<0.05 (by a sign rank test) for 12
é’ é T T Cﬂ; é 2 { T Tﬁ out of 24 calculated domain and summary PRO scores by treatment month 18 in the pooled cohort (Figure 1)
g 0 L 1 | 2 o 0 T II; TH; e For 25 mg OCA, improvements in Abdominal and Worry domains of CLDQ-NASH over time were significantly greater than
GEJ 3 -0.05 GEJ = -2 l in the other treatment arms (p=0.013 and 0.043 by repeated measures ANOVA, respectively) (Figure 2); all other PRO
f«_f S NS & & & %’ S = score trends were similar between the two actively treated groups and placebo (p>0.05)
5 & & & & & 5 o < X% %’ & & * In multivariate regression analysis, OCA 25 mg was independently associated with a greater improvement in CLDQ-NASH
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(MCID=0.3) (Figure 3)
Note: The changes are shown as arithmetic means + 95% CI. (A) CLDQ-NASH (range 1-7); (B) EQ-5D (transformed to 0-100); (C) WPAI (ranges 0-1, higher scores indicate worse
impairment); (D) IWQL (transformed to 0-100).

CONCLUSOES

* The baseline quality of life for non-cirrhotic patients with NASH is below population norms, suggesting that NASH is not an asymptomatic disease
* None of PRO domains measured during REGENERATE were negatively affected by OCA, while effective treatment of NASH could improve PRO scores
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