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Final results from the phase 3 REGENERATE trial evaluating the effects of obeticholic acid in
patients with pre-cirrhotic fibrosis due to metabolic dysfunction—associated steatohepatitis
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Introduction Results Conclusions

e Fibrosis is the strongest predictor of clinical outcomes in metabolic Baseline characteristics Figure 2. Histology endpoints in patients with MASH treated with Table 3. Exposure to IP and TEAEs in the safety population (N=2477)

dysfunction—associated steatohepatitis (MASH), such as cirrhosis'2 :
. Oybeticholic acid (OCA) is a first-in-class( farnesz)id X receptor agonist that has e Baseline demographics and clinical characteristics were balanced across treatment groups placebo, OCA 10 mg, or OCA 25 mg at end of study (ITT population)

Placebo OCA 10 mg OCA 25 mg At end of study, REGENERATE demonstrated a

. . . . .S . (Tab|e 1) - - - e . i i
ts)ﬁjzri]ezr;own to reverse or reduce fibrosis progression in preclinical and clinical 'MPQ%\QEMSWO%EEL%E%S&%ﬂASS,T,f‘GE Wg"RPSRE?\,Yﬁg"%",lTM%E'%Féo,\‘;’f’Sﬁngggfu\Q’l'oTH \'}'V?TH (n=825) (n=825) (n=827) benefit in clinical outcomes, and histologic
. . - .y . Median patient exposure years 4.6 4.5 4.1 : : ' ' :
e The phase 3 REGENERATE study (NCT02548351) was designed to evaluate Table 1. Baseline demographics and clinical characteristics of patients NO WORSENING OF FIBROSIS STAGE el oot oxoostre voare Y > Y pliglieisiiein to cirrhosis was reduced in patients
the impact of OCA on progression to clinical outcomes over a minimum of in the REGENERATE study A9.0% P P y : : : receiving OCA 25 mg
4 years of follow-up in patients with MASH 30 09.4% 307 P<0.001 Deaths, n (%) 9(1.1) 8 (1.0) 11(1.3) Th dat £rm th tifibrotic benefit of
o A consensus re-analysis of the 18-month interim results demonstrated that Placebo OCA 10 mg OCA 25 mg P<0.001 TEAEs, n (%) 781 (94.7) 798 (96.7) 813 (98.3) OCeAse ba a C(()jn I eha'?8l | rg IC DENe IO(())A
: - : - | N6.7% -
the proportion of patients treated with OCA 25 mg who achieved the (n=825) (n=825) (n=827) 0 Serious TEAES, n (%) 216 (26.2) 245 (29.7) 248 (30.0) observed at mont | and support
primary endpoint of 21 stage histologic improvement in fibrosis with no Age, mean * SD, y 54 4+11.2 55 3+10.8 55 3+11.7 25 A7.1% 251 P<0.001 : related effects on fibrosis
: P : : ’ —— — — " TEAESs leading to treatment
worsening of MASH was significantly higher than that of patients treated F | o, 478 (57.9 475 (57.6 494 (597 ) : : 111 (13.5) 118 (14.3) 206 (24.9)
. o . . emale, n (%) (57.9) (57.6) (59.7) P<0.001 discontinuation, n (%) )
with placebo (22.4% vs 9.6%, P<0.0001) Race, n (%)? 152 (20.8%) ’ _ The safety results add to the largest safety %0
o REGENERATE was prematurely terminated in September 2023 after OCA American Indian or Alaska Native 6 (0.7) 5 (0.6) 8 (1.0) — 0. 142 (19.5%) ~ 20 135 (18.5%) Most frequent TEAE: pruritus, n (%) 207 (25.1) 289 (35.0) 467 (56.9) database in MASH. with a median OCA L1
did not receive marketing approval following the consensus re-analysis i = X Y 0) ' ,
Heeting Epp J y S | 29 (3.9) SNl 43 (5.2) P 125 (17.1%) P Most frequent TEAE leading to IP 8 (1.0) 16 (1.9) 113 (13.7) exposure of ~52 months. There were no new as
e Here, we present the final end-of-study results from REGENERATE Black or African American 12 (1.5) 14 (1.7) 20 (2.4) = = discontinuation: pruritus, n (%) : th >0 £ addit | D <
Native Hawaiian or Other Pacific 2(0.2 4 (05 4 (05 § "é Abbreviations: IP, investigational product; OCA, obeticholic acid; TEAE, treatment-emergent adverse event. Sa ety concerns Wlt = years of a |t|0na Z C\I
islander 0-2) 05) 05) 5 15 5 15 exposure Ole
White 685 (83.0) 679 (82.3) 674 (81.5) é é 6 (11.8%) Q QN
Other 7 (0.8) 4 (0.5) 3(0.4) S S Figure 4. Mean serum levels of ALT (A), AST (B), and GGT (C) in >0
BMI, mean £ SD, kg/m?® 34.1£5.5 33.7£9.0 33.7£9.9 & 10 & 10 pagtients treated with OCA vs placebo( 0\)/er timé ) ) #)gé
ALT, mean (SD), U/L 77.1(51.7) 71.4 (46.3) 72.5 (52.5) < §E
e REGENERATE was a multicenter, randomized, double-blind, placebo- AST, mean (SD), U/L 96.2 (36.6) 53.3 (32.1) 2.8 (32.8) Ll =
controlled study TB, mean (SD) , mg/dL 0.66 (0.32) 0.66 (0.30) 0.68 (0.35) : : A References o0
o ] 1
e Patients were randomized 1:1:1 to placebo, OCA 10 mg, or OCA 25 mg LPL 2100 mg/dL, n (%) 496 (60.9) 489 (60.2) 511 (62.5) 80 V0
(Figure 1) Diabetes, n (%) 470 (57.0) 476 (57.7) 479 (57.9)
. . o
e Key inclusion criteria were adults age 218 years, with biopsy-confirmed MASH MeCdrl]c?ll_l:rl?to_ry, n (%) 161 (19.5) 129 (18.1) 160 (19.3) 70+ \ 1. Ekstedt M, et al. Hepatology 2015;61(5):1547-1554.
with fibrosis stage F2 or F3 and metabolic dysfunction-associated steatotic e ' ' ' 0 uPlaccbo mOCATOMG mOCAZSmg O aPiccbo moCATOMG mOCAZSmg = 2. Hagstréom H, et al. J Hepatol. 2017;67(6):1265-1273
liver disease activit S Hypertension 556 (67.4) 553 (67.0) 538 (65.1) g g g g 2 a0 ' ’ : : ’ : '
y score 24 : : (n=728)  (n=729) (n=730) (n=728)  (n=729) (n=730) = 60 _ _ _
. e . . ardiac disorders : . . : - : . ; : - .
e Key exclusion criteria included alanine aminotransferase or aspartate Cardiac disord 19 (14.4) 130 (15.8) 125 (15.1) 5 3- Neuschwander-Tetri BA, et al. Lancet 2015;385(9972):956-965
. . e Renal and urinary disorders 189 (22.9 211 (25.6 187 (22.6 is | -baseline bi isit or time window. < , . -
aminotransferase levels 210x upper limit of normal, total bilirubin >1.5 mg/dL, Conoomtant madioat 2 == e = e o Cosptme Hor oS e v e e B oy for descriive purposes 50- 4. Sanyal AJ, etal. J Hepatol. 2023;79(5):1110-1120.
platelet count <1 0%/m3, hemoglobin A1c >9.5%, histologic evidence of an'roml'dan me :Ca :on use, n (%) 825 316 5 (57 Abbreviations: ITT, intent to treat; MASH, metabolic dysfunction—associated steatohepatitis; OCA, obeticholic acid. R /
cirrhosis, evidence of other chronic liver disease, or significant alcohol Sltaetiics;l sequestrants 377 §45 )7) 359 §43 )5) 379 §45 23) 40-__ 0 \/\—\h _— S —
) : : : ¢ o
. '(I:'(r)mgsurrinrrp:;loncom osite endpoint was time to first occurrence of death (all GLP-1 agonists 74 (9.0) 83 (10.1) 79 (9.6) e From baseline to end of study, fibrosis improved by =1 stage in 27.0%, 37.1%, and 39.3% of Ty, 2, %0,,3 %0,5 %,% %0,5 %o,,j %9,5 %0,,3 %0,5 %0,5 %0,5%% %9,,3 %9,5 %0,,3 %0,,3 %0,5 %0,5 %0,5 %o,,j %9,,3 ACkn owled ment and Fu nd i n
causl?a)' monée| forpend-sta ef)liver disease score 215; liver transplant; Thiazolidinedione 14 (1.7) 13 (1.6) 15 (1.8) patients treated with placebo, OCA 10 mg, and OCA 25 mg, respectively (Figure 3). Fibrosis ® O <RI A - S T L R Rl T Y g g
AT ~s1ag ) ] ’ Vitamin E 86 (10.4) 71 (8.6) 81 (9.8) worsened by 21 stage in 23.5%, 19.3%, and 18.5% of patients in these treatment groups, Visit
hospitalization for variceal bleed, hepatic encephalopathy, or spontaneous Percontages 40 not add 1 100 becauss some pationts were misemg data respectivel ISI
bacterial peritOnitiS; ascites Secondary to cirrhosis and requiring medical Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; BMI, body mass index; GLP-1, glucagon-like peptide 1; LDL, low-density lipoprotein; OCA, P y Placebo (N=825) OCA 10 mg (N=825) OCA 25 mg (N=827) This StUdy was funded by Intercept Pharmaceuticals. Medical Writing support was
intervention; or progression to cirrhosis obefieholic acid; T8, tofal biliubin. Number of Patients provided by Alexander Simon from MedLogix Communications, LLC, a Citrus Health
: . : : : : : . acebo Group, Inc., company (Chicago, IL), and was funded by Intercept.
o Progression to cirrhosis was defined histologically using MASH Clinical Efflcac : e . . OCAimg 825 001 $14 807 766 T6T 4T TS 714 68 46 16 591 G54 860 433 410 302 201 179 81 20
ResearCh Network Criteria y Flgure 3' Shlft N flbrOSIS Stage from base“ne to end Of StUdy (ITT pOpUIatlon) OCAZSmg 826 816 813 794 762 729 706 696 689 650 626 586 550 527 518 448 382 327 270 186 96 32
_ _ o _ _ _ Composite outcome events occurred in 18.8%, 15.8%, and 14.7% of patients treated with
e Secondary histologic endpoints included 1) improvement of fibrosis by =1 olacebo, OCA 10 mg, and OCA 25 mg, respectively (Table 2) B
. . . . . > ) ) ) . . . -
it 76 worsening of MAGH or MASH resoluion with no worsening of s » Compared with placebo, the hazard ratio was 0.814 for OCA 10 mg and 0.772 for OCA 25 oo Qo s 55- Author Disclosures S
stage mg, which was driven by fewer OCA-treated patients progressing to cirrhosis (Table 2) N
(9
e Efficacy was assessed in the intent-to-treat population (N=2187) and safety _ _ _ _ _ _ OCA 25 mg —_ 50- | | N | ?}
was assessed in all randomized patients who received 21 dose of Table 2. Primary efficacy analysis: time to first composite outcome event a7 ~18.5% —— S 39.3% S 45. Pharmacsutials, Inc., AdraZonoca, Amgan, Sa, Janssen. Giead, Malincirodt, Ters, Marck, Siemens, 63bi0, NG Bio, Poxa, Bochringer =
investigational product (IP; N=2477) (ITT population) = + e D T e poscar :
e All outcomes, including progression to cirrhosis, were adjudicated by an @ 40- Malincrod, Maigal inveniva, Novaris, and Pizer He hasrecaned royalies o Elsovierand UpToDate: " 2
independent expert committee RL has served as a consultant for Aardvark, Altimmune, Anylam/Regeneron, Amgen, Arrowhead, AstraZeneca, Bristol Myers Squibb, CohBar, S
. . Eli Lilly, Galmed, Gilead, Glympse, HighTide, Inipharm, Intercept Pharmaceuticals, Inc., Inventiva, lonis, Janssen, Madrigal, Metacrine, NGM E}')
° Safety endp0|nts included treatment_emergent adverse events (TEAES), 35+ vl\/\’/\/\ Ejo, N;])va;tisp,\l;lo? Nordisg, Mherck, Pll‘izerihSr?lgimBe’F, ;I'flltla\;atechgolqgti)esélgﬁﬁlio, (‘I;elrnst,.ang%iking;gg;s rgcc;ived rels,ciarch g?[rgﬂts from ol ‘C_D
adedicated CardiovaSCL”ar, hepatiC, and aCUte k|dney injury eventS; Vital T T T T T T T I T T T T T T I T T T T T T T Inrc:.cfvlvn\(/a:ntiva? Irc{):]niz,nﬁgr?éseone, I\Sllggﬁ;;arl],glt\a/le;acl:z,NGrllf/IoBio,y:lz)Svo?\lucl)rdi’sk,IPfIiz}:-::r, Saoenci:clr;}]cy?er:,eaﬁd !I':?né; aar:;ri]g crc])-?cr)(;?]%er o?q_rinpaz)cl\?:xlsz.s’ 6
signs, electrocardiograms, and clinical laboratory results Patients with any event,? n 137 115 107 OCATOmg ~19.3% | . 37.1% ‘?%,@ S %,% %,)/ %)/ %,)/ %>, %,)/ %O/ %,)/ %,% %}/ %,)/ %% %%, %)/ %,)/ %,% %)/ %}/ %% %,% cQoMn?oﬁianoirfc';?ﬁg;?f?éﬁifyup%iéwﬁf ot rocoived rosenrch rant fding fom AStraZenec, Baghringer Ingeneim. and Inroept =
(n=482) é) S TS LS S SIS B B B B B SIS TS TS SIS S S SIS B LS S 1 Pharmaceuticals, Inc.; has served as a consultant on behalf of Newcastle University for Alimentiv, Akero, AstraZeneca, Axcella, 89bio,
. . o (950 18.8 15.8 14.7 L TTTT T EERRTBESER F A s i o Ve AT A O
Figure 1. REGENERATE study design Patients with any event, % B9% &) | (160-219) | (132-186) | (122-17.) Visit roc, R et T Sor, o T s e psior o Fwck s Conmnaiors. ers v
—30 —42 VR has served as a consultant for Intercept Pharmaceuticals, Inc., Boehringer Ingelheim, Enyo, Madrigal, NGM Bio, Novo Nordisk, Poxel, and
Mean rate difference (95% ClI) Placebo (N=825) OCA 10 mg (N=825) OCA 25 mg (N=827) Torns
(_69 tO 08) (_80 tO _04) Number of Patients KVK has received consultancy fees from CymaBay, Enanta, Genfit, Gilead Sciences, HighTide, Inipharm, Intercept, Ipsen, Madrigal, Mirum,
’ . . Placebo 825 810 807 793 784 750 740 725 717 669 644 614 602 570 561 494 411 340 279 200 91 21 NGM, Pliant, Pfizer, 8_9bio, and Zydus;. research grants frqm Boston, qugept, CymaBay, Genfit, Gilead Sciences, GSK, 'Hanr.ni, Interc_:ept, Ipsen,
Stratified IOg rank test P value vs 0.103 0.044 OCA10mg 825 803 808 807 786 753 744 715 710 689 645 615 590 558 555 479 411 334 281 178 91 20 Janssen,.MadrlgaI, Mirum, Novo Nordisk, NGM, Pfizer, Pliant, Terns, Viking, 89bio, and Zydus; speaker fees from AbbVie, Gilead Sciences, and
placebob Placebo -23.5% ——— 27.0% OCA25mg 827 809 811 796 763 726 702 695 686 650 627 582 550 521 517 450 382 325 270 185 96 32 intercept; and stock options from Infpharm.
= 70 = n EJL has served as a researcher for 89bio, AbbVie, Akero, Allergan, Alnylam, Amgen, Ascelia, Assembly Bio, AstraZeneca, Axcella, BioCryst,
N=2477 Stratified hazard ratio vs placebo 0.814 0.772 . v Mook S, Soeiner b, il Wyrs S, G, Gynaty, Sy, DM, e iy, B B B
F2/E3 (950/0 C|)c (0635_1 043) (0600_0994) C gSv?r;edTMedici\r)i,' L;)xo (d)nzc;c(ajlog}/,hMadrigal,dMerck, I\él(—::tacrifne,Al\ll(GM BBio, rI:l'or’;hSela(:;I\llcr.:v?\rtisél}l(ivlc>lvl\ll;)rdisé<aP}Iij)erl, I;’oerE)tR'c\chhe, r\?agci'ml((at, é’
_ — Metacrine, Sagimet, and Terms; and has served as a speaker for AbbVie, Gllead, and Infercept, O
(n_21 87) Randomization ‘ Death, ] (%) 9 (1 2) 7 (1 O) 11 (1 5) ' ' I ' I ' ' I ' 90 N Cw, SS, TC, agnd RL are employees of Intercept Pharr:aceuticals, Inc. i é
Exploratory 1 :1 :1 -35 -25 -15 -5 | | 5 15 25 35 45 80 . il::rYa;:Eergzag;?ﬂr::;a&cuheg’ns;lggr?;;{o“;lgfgzu;fgtpz‘ssgt{rom Gilead, Intercept Pharmaceuticals, Inc., Bristol Myers Squibb, Novo Nordisk, —-—
F1 cohort Liver transp|ant n (%) 0 1 (O 1 ) 1 (O 1 ) Proportion of patients (%) o o MER Boehringer Ingelheim, Intercept Pharmaceuticals, Madrigal, GSK, Novo Nordisk, Sonic Incytes, Cytodyn. -8
(n=290) ’ ~~ MFA has received grants (paid to institution) from Allergan, Intercept, NGM Bio, Bristol Myers Squibb, Gilead, Madrigal, Novo Nordisk, Viking, (qv]
> 70 . Hamni, Boeringher Ingelheim, 89bio, Genentech, Enyo, Enanta, Target Pharma, and Galmed and has served as an advisor/consultant for NGM - N
MELD score >15. n (%) 2 (O 3) 4 (O 5) 2 (O 3) i[)rt()):et\)”a;‘tslc;rr'::lcﬁ_t—? ?r?tz)nf?g?gzr;?ggfrgzz}cho|iC i : Bio, Bristol Myers Squibb, Madrigal, Hamni, Merck, Novo Nordisk, and Sonic Incytes. _8 )
219, ) . . ITT, ; , . D 604 S (qV)
: OCA 25 mg STERT . D S O
Hospitalization for complications of O C
) ) 0 1(0.1) 2 (0.3) 504 I3y’ D
hepatic decompensation, n (%) S .5
afety - =
Ascites secondary to cirrhosis 4 Corl’es Ond N AUthOr £ ®©
Day Month Month requiring medical intervention, n (%) 0 3(04) 4(0.5) Patients had a median exposure to IP for >4 years (Table 3) V%% % %%%%%%%%%%%%%% % %% p g % _,_'
0 18 48/EOS EOS B - e OCA treatment resulted in dose-dependent reductions in mean serum alanine % B, 8,8, 8,5, B B B8 B 8 5 B B 5 B B B B G s 2
® ® ® ® ® Progression to cirrhosis, n (%) 126 (17.3) 99 (13.6) 87 (11.9) aminotransferase, aspartate aminotransferase, and gamma glutamyl transferase levels to a v ve ey o e Y 9w e ¥ 0@ Sangeeta Sawhney ‘% =
aPatients were counted only once by the first event if multiple events occurred. Patients were censored at the last contact date if no event was observed. greater eXte.nt than placebo treatment (Flgure 4) Visit Sangeeta_saWh ney@interceptpharma_com 2 2
Screening A A A A :Isatigzgcgr:i%ggcsyﬁz ;Zﬂﬁgnéf:égtfgzgffsﬁiz sue;eaé ﬁ;?écz)gli(é;anrggiigi]nsse;lfc; ;rrr?irr? Irzngtng;;SIii:(teerim analysis). The log-rank test compared each treatment group with ° TEAES, serious TEAES, and deaths were similar across groups (Table 3) Placebo (N=825) OCA 10 mg (N=825) OCA 25 mg (N=827) . r
<12 weeks Biopsy Biopsy Biopsy terrST;[iL:::;}’:ed °The hazard ratio (95% Cl) was calculated using a Cox regression model with baseline diabetes sta.tus and use of thiazolidinediones or vitamin E at baseline included in the e Consistent with the month 18 analySiS,4 pruritUS was the most frequent TEAE Ieading to IP Number of Patients 1. ' O 1 =
model. : : : Placebo 825 819 809 797 787 754 741 729 719 673 648 619 604 576 563 495 414 342 280 201 91 21 .
Abbreviations: Cl, confidence interval; ITT, intent to treat; MELD, model of end-stage liver disease; OCA, obeticholic acid. dlscontlnuatlon (Table 3) OCA 10mg 825 809 814 810 789 761 747 716 718 691 649 619 592 562 560 486 413 336 282 179 91 20
LPLV Sept. 15, 2023 e Serious gallbladder disease and related complications TEAEs occurred more frequently with OCA25mg 827 820 813 798 763 731 706 698 690 651 629 589 555 530 522 454 384 329 270 186 96 32 Copies of this poster obtained through the QR code are for
e More OCA-treated patients had fibrosis improvement 21 stage with no worsening of MASH OCA 25 mg (27/827 [3.3%] patients) than with OCA 10 mg (11/825 [1.3%] patients) or placebo personal use only and cannot |
Abbreviations: EOS, end of study; F1/F2/F3, fibrosis stage 1/2/3; LPLV, last patient last visit; OCA, obeticholic acid. compared with placebo (P<0.001 for both dose groups; Figure 2) (8/825 [1.0%] patients) Abbreviations: ALT, alanine aminotransferase; AST, aspariate aminotransferase; GGT, gamma glutamyl iransferase; OCA., obticholic acid. be reproduced without permission of the corresponding '

author of this poster.
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