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A Phase 3 Trial of Seladelpar in Primary Biliary Cholangitis

Abstract

Background:

Effective treatments for patients with primary biliary cholangitis are limited. Seladelpar, a peroxisome
proliferator—activated receptor delta agonist, has potential benefits.

Methods:

In this phase 3, 12-month, double-blind, placebo-controlled trial, we randomly assigned (in a 2:1 ratio)
patients who had had an inadequate response to or who had a history of unacceptable side effects with
ursodeoxycholic acid to receive oral seladelpar at a dose of 10 mg daily or placebo. The primary end
point was a biochemical response, which was defined as an alkaline phosphatase level less than 1.67
times the upper limit of the normal range, with a decrease of 15% or more from baseline, and a normal
total bilirubin level at month 12. Key secondary end points were normalization of the alkaline
phosphatase level at month 12 and a change in the score on the pruritus numerical rating scale (range, 0
[no itch] to 10 [worst itch imaginable]) from baseline to month 6 among patients with a baseline score
of at least 4 (indicating moderate-to-severe pruritus).

Results:

Of the 193 patients who underwent randomization and treatment, 93.8% received ursodeoxycholic acid
as standard-of-care background therapy. A greater percentage of the patients in the seladelpar group
than in the placebo group had a biochemical response (61.7% vs. 20.0%; difference, 41.7 percentage
points; 95% confidence interval [CI], 27.7 to 53.4, P<0.001). Normalization of the alkaline
phosphatase level also occurred in a greater percentage of patients who received seladelpar than of
those who received placebo (25.0% vs. 0%; difference, 25.0 percentage points; 95% CI, 18.3 to 33.2,
P<0.001). Seladelpar resulted in a greater reduction in the score on the pruritus numerical rating scale
than placebo (least-squares mean change from baseline, —3.2 vs. —1.7; least-squares mean difference,
—1.5; 95% CI, —2.5 to —0.5, P=0.005). Adverse events were reported in 86.7% of the patients in the
seladelpar group and in 84.6% in the placebo group, and serious adverse events in 7.0% and 6.2%,
respectively.

Conclusions:

In this trial involving patients with primary biliary cholangitis, the percentage of patients who had a
biochemical response and alkaline phosphatase normalization was significantly greater with seladelpar
than with placebo. Seladelpar also significantly reduced pruritus among patients who had moderate-to-
severe pruritus at baseline. The incidence and severity of adverse events were similar in the two
groups. (Funded by CymaBay Therapeutics; RESPONSE ClinicalTrials.gov number, NCT04620733;
EudraCT number, 2020-004348-27.)

Xyono :

Y7apyet £€vIovo £peuvnTiKO evOlOQEPOV Yo TIG BepamevTikég duvatdotteg oty I[lpwtonadn Xoiwn
Xolayyetittido, (ITXX) petd 1o oumetioikd o&0, mov €xet eykpilel og devTEPNS YPOUUNG Depaneia og
aoBeveig pe dvoavelio | un-avramokpion oty aywyn pe UDCA. Tnv apdoeatn dnpocicvon oto
NEJM ¢ perétng odong III tov Elafibranor 80mg évavtt placebo, axoAovdnce o1o 1610 TEPLOdKO M
dnuooievon TV omotehecpdtov g HeAETng @dong III oe 193 acbeveic pe TIXX, ov omoiot dev
avtomokpifnkay oty ayoyn pe UDCA [kpuipro évtaéng ftav n T TG 0AKOMKNG QOGEATACTS
(ALP)> 1.67ULN] 1 epodvicav dvcaveéia, mov éhapav Seladelpar 10mg (n=128) 1 placebo (n=65). To
Seladelpar eivor éva VO PEAETN PAPUAKO OO TOV GTOUOTOG, TO OTOI0 CUVOEETOL EKAEKTIKG UE TNV
wopopen & tev moupnvikdv vrnodoyéwv PPAR (Peroxisome Proliferator Activated Receptors). Ot
VTOJ0YElG OVTOL EVEPYOTOOVVTOL ONO TOPAYOVTIEG, TOL EMAYOVYV TOV TMOAAONTANCIOGUO TMV
vrgpotetcopdtov. Ot rupnvikoi vrodoyeig PPAR-6 ekppalovtal 6e moAAOVG 1GTOVG TOV avOpOTIVOL
CONATOG, OAAG EWOKE Yot TO NIAP 1 EKQPOACT] TOVG GE NTOTOKVTTOPA, YOAAYYEIOKVTTOPO, KOTTOPU
Kupffer xot aoctepoetdn wOttopo eivor onuoavtiki. H odvdeon tov @oapudikov mpokoiel tnv
gvepyomoinon twv PPAR-3 ot omoiot otn cuvéyeto puOuilovv tn HETOY PP GUYKEKPIUEVOV YOVIdI®mV
GYETIKAOV LE TN 6VVOEST] TOV AMTISIWV Kot TOV YOMK®OV 0EEWV.

To amotedéopata ™G Tapovcas HeAETnG elvat evBappLVTIKE, OTMS KOl TNG TPOSPATOS SNILOGIEVHEVNC
perégc edong I, tov Elafibranor 80mg évavtt placebo. Zvykekpiéva, T0 TPOTOYEVES KATAANKTIKO
onpeto (ALP< 1.67 ULN, pe ovvodo ueiwon g ALP > 15% aro v apyixn koi tius yoiepvOpivig
pooiodoyikn otovg 12 unves aywyng) emuedydnke mo cvyvd oty opdda, mov €lafe Seladelpar,
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GLYKPLTIKG pe doovg Elafov ewovikd dpuako, dniadn 61.7% kot 20.0% avtictoya (P<0.001). To
dguTEPOYEVEG KATAMNKTIKO onpeio (dndadn n opalomoinon twv tiu@v aikalikns pwopotdons arovg 12
unveg aywyng) oy Pkt oto 25.0% tov acbevav, mov EAafav To PAPHOKO, CUYKPLTIKA HE KOVEVQ
acBevn g opddag placebo (P<0.001). H Beitiowon tov kKvnopov 6tovg 6 punveg aymyng o aobeveic
mov mpoonABav pe pétplo mpog cofapd kvnopd Mrav -3.2 yo dcovg éraPav Seladelpar 10mg
ovykputikd pe peioon -1.7 otovg acBevelg tov ewkovikov eappdkov (P=0.005), edvpnpa to omoio
oyetiletan pe tn Pertioon g mowdtntag {ong TV achevav.

Agv dwmotdbnke petaforr) otovg 12 pniveg ayoyng og mpog v ivwon (ektiunon péoo
EAAOTOYPOQIOG 1 HECH QLHATOAOYIK®DY SEIKTOV (vaong). Aev dwumiotmbnke petafoin otovg 12 punqveg
ay®YNG G TPOgG TIG TIHEG YoAepLOpivNg HeTa & TV dV0 OpUAdwY acOEVAOV.

Ocov apopd oT1g avemBounteg evépyeleg, N enintoon kot 1 coPfapdtra avtdv dev d1Epepe petaln
TV 600 opadmwv acbevav, dnradn 86.7% eupdvion oty opdda Tov eoppdakov évavtt 84.6% oty
opadotov placebo kot ot kvpleg atieg Nrov Covid-19 doipmén, koltMoakd dlyog, vavtioo Kot
petempiopos.  ToPapés avemBounteg evépyeleg dwumotdbnkay ce m0ococtd 7.0% oty opddo Tov
eoppdxov évavtt 6.2%, oty opdda tov placebo. Ot acBeveic, mov avépepav pvaiyieg, Ntav 7.7%
otnv opdda tov placebo kot 6.3% oty opdda TOV PAPUAKOL YWPIG VL AVTO VoL 0dNYNCEL GE SLOKOTT
0V Qapudkov. Agv damotd®OnkKe emdeivoon NG VEPPIKNG AETOLPYiOG, EVED 1 TPAVCOULVOGOLUiO
(5xULN), mov mopoammpnibnke oe évav acBevi] tng opddag tov Seladelpar, cvoyetiotmke pe
xopynon apo&KAAivne-kAafoviavikov.

Emopévac, oe cvvéyela tov anoteheopdtov g perétms ENHANCE (ewxoviko pdpuaxo — seladelpar
Smg — seladelpar 10mg yio tpeig unveg, Hirschfield Hepatology 2023) ko1 oty mopobco, HEAET
pavnke M Pertioon 1660 TOV POYNUIKOV SEIKTOV OVTOTOKPIONG, 0ALG Kot TG modtrog (ong e
Bektioon Tov kvnopoo.

O1 katevbovnpleg ypoppés avripetdniong g [IXX cvotivouy tov éheyyo ™C avtomdkpiong oty
ayoyn pe UDCA petd amnd 12 unveg aywyng kor v évapén oevtepng ypouung Oepomeio e
opmetyolkd o&Y oe doovg dev avtamokpivovtar (EASL 2017, AASLD 2018) pe tig @umpdrteg va
xpnoonotovvrol mAéov mg off label Bepaneia pe evBappuvtikd anoteréopata. ‘Eva mocootd acheviv
(~40% - 50%) Ba cvveyioel va unv avtanokpiverar otn dedtepn ypauung Oepaneio, emopévog eivan
ONUOVTIKN 1 duvatdnta Tepartépm BepamevTikng mapéppaong oe avtovs. Ta Piproypoaeikd dedopéva
pog kotevbovouy oty avalitnon véov Bepameidv pe otdYo TV TANPN opoionoinon s ALP akopa
Kol 0TOVG 6 UNVEG ay®yng, Kabmg eaivetal va cvoyetiletan pe T PEATio emPioon tov acdevadv
(Murillo Perez et al, Am J Gastroenterol 2020). Téhoc, mapd tn cvveyn tpdodo cuveyilovue vo, Exovue
neploplopéveg Bepamentikéc emloyég oe aobeveic pe mpoympnuévn voco (akPovpivn <LLN kot oAk
yorepvBpivn >ULN) 1 pun-avtippomoduevn kippmon NTatog, mov amoteAovy pio opuddo achevav e
VYNAS KivOLVO ETTAOKDV.
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