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Linerixibat in patients with primary biliary cholangitis
and cholestatic pruritus (GLISTEN): a randomised, multicentre,
double-blind, placebo-controlled, phase 3 trial

Screening PartA (all patients)

—@- Placebo (part A)
—@- Linerixibat (part A)
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Abstract

Background: Cholestatic pruritus is common and undertreated in primary biliary cholangitis (PBC)
and negatively affects patients’ lives. We aimed to evaluate the safety and efficacy of linerixibat,
an ileal bile acid transporter inhibitor, as a specific antipruritic therapy in patients with PBC.

Methods: We conducted a randomised, multicentre, double-blind, placebo-controlled, phase 3
trial. Patients with PBC and moderate-to-severe pruritus (Worst [tch Numerical Rating Scale [WI-
NRS] >4) were recruited at 115 centres in 19 countries. Patients were randomly assigned to receive
either oral linerixibat 40 mg twice a day or a matching placebo through an interactive online
response system, with pruritus severity (moderate or severe) and concomitant pruritus treatment
(bile acid binding resins, other treatments, or none) as stratification factors. The primary endpoint
was change in pruritus over 24 weeks assessed using the WI-NRS, ranging from 0 (no itching) to 10
(worst imaginable itching). Efficacy analyses included all randomly allocated patients; safety
analyses included all randomly allocated patients who received one dose of study treatment or
more. This study is registered with ClinicalTrials.gov, number NCT04950127.

Findings: From Dec 1, 2021, to May 13, 2024, a total of 238 patients were randomly assigned to
receive either linerixibat (n=119) or placebo (n=119). One (<1%) of 119 patients randomly
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allocated to receive placebo withdrew before receiving treatment. Patients receiving linerixibat
experienced significant improvement in pruritus over 24 weeks compared with placebo (least-
squares mean change from baseline -2.86 [95% Cl -3.23 to -2.50] for linerixibat vs -2.15 [-2.51 to -
1.78] for placebo; adjusted mean difference -0.72 [95% Cl -1.15 to -0.28]; p=0.0013).
Gastrointestinal adverse events were more frequent in patients treated with linerixibat than with
placebo (72 [61%] of 119 vs 21 [18%)] of 118 had diarrhoea; 22 [18%] vs four [3%] had abdominal
pain). Treatment discontinuations due to gastrointestinal adverse events occurred in eight (7%) of
119 patients in the linerixibat group (of which five were due to diarrhoea) and one (<1%) of 118 in
the placebo group. Serious adverse events were reported in 14 (12%) of 119 patients receiving
linerixibat and four (3%) of 118 receiving placebo. No deaths were reported during the study.

Interpretation: Linerixibat significantly improved pruritus versus placebo, supporting its potential
to address a major symptom of PBC. An expected increase in diarrhea in linerixibat-treated
patients was observed.

IxXO0Aw :

‘Eva onpavilkd mocooto twv acBevwv (55%-89%) pe mpwtomadn xoAwk xoAayyeittda (MXX)
ovad£pouV WG CUUMTWHA TOV KVNOUO KATd Tn SLApKeLa TNG VOOOU, EVW €va ocooTo 25%-53%
avadEpouv TNV UMapén UETPLOU Tpog coPfapol kvnopo. O KvNopog elval Vo CUUMTWO TTOU
enMnpealel tnv molotnta {wng Twv ooBevwv Kol OTG KateuBuvinpleg odnyileg umapyel
T(POTELVOUEVOG BepameuTikdg alyoplOpog. Qotdoo, N OVILUETWILON Tou Kvnouol otnv MXX
TIAPAUEVEL Uit BEPATIEVTIKN TIPOKANGN KAl YL auTo avaduovtal VEeg Bepameieg aflomolwvtag TtV
EUMELPLA ATTO YEVETLKA VOOHLATA LE XOAOOTATIKO KVNOUO OTwG yLla mapadelyua To o. Alagille.

H GLISTEN adopd og TuxalomoLnuevn, TOAUKEVTIPLKN, SUTAN-TtudAnR daong Il peAétn. OL aoBeveig
£\aBayv arnd tou otopatog eite linerixibat 40 mg §Uo popeg tnv nuépa n placebo yia 24 eBSouadeg
(ue eméktaon €wg TG 32 €BOopadeg) . To GApUOKO elval €vag €eKAEKTIKOG €AdxLota
oarnoppodoUEVOC aVAOTOAENG TwV EAEIKWY UETAdOPEWY TWV XOAKWY ofEwv (iBAT), mou Spa
SLOKOTITOVTOG TOV EVIEPONTIATIKO KUKAO TWV XOAKWY 0EEWV Kol AUEAVOVTAG TNV OTTEKKPLON TOUG
LE Ta KOTIpaVAL.

310 Xpoviko Stdotnua 1/12/2021-13/5/2024 cuvolikd 238 acBeveig éhafav eite placebo (n=119)
eite linerixibat (n=119), evw bev Ba énpene va giyav ektebel oe AAAO iBAT 1} o€ OUIETLYOALKO OED.
Ao v 2" efdopada aywync, n opada tou linerixibat epgavios onpavtikn Heiwaon Tou Kvnopou
(-2.86 cuykpLTIKA Me -2.15) Kal onpavtikr BEATIWON TOU CUUMTWHATOG KVNOUOU KATA Tov UTvo (-
2.77 CuYKPLTIKA HE -2.24) supnuata mou StatnpAdnkav Kol mépav thg 24" eBdopadag. Ou
TIEPLOCOTEPEG QVETILOUUNTEG EVEPYELEG KaTaypdadnkav otnv oudada tou dapudkou, Xwplg va
ONUELWVETAL BAVATOG A TIEPIMTWON NITOTLKIG AVETIAPKELAG. TUYKEKPLUEVA KotaypadnKe o uPpnAo
TI0o00TO SLdppolag (61%) kat kothtakoU aAyoug (18%), cuumtwpata mou dtatnprRdnkav wg Kot
v 24 efSopdda tou papudkou. ZoBapeg avembUUNTEG EVEPYELEG KaTaypdadnkav oto 12% Twv
aoBevwv uTto linerixibat, evw ot attieg Stakomrg tou pappakou adopovoav og StappoLa, KOWALAKO
aAyog, avénon AST / ALT.

H pehétn GLISTEN amoteAei tnv mio peyaln mopepuPotikr LeEAETN HE GAPUAKO YLOL TOV EAEYXO TOU
KvnouoU. EvSladépovta otolxela tng LEAETNG elval emiong Ta €€NG, OTL CUMUETEIXOV aoBeveig pe
TOLKIAN Boxnukn Spaotnpiotnta (ALP <1.67 xULN, 52%, ALP >1.67 x ULN, 48%) Kol L€ UETPLO —
coBapo Kvnopod mou eixav Adn ektebel og kamola GOPUAKEUTLKN oywyrn BACEL 0dnylwv Xwpic



Bepameutiko amotédeopa Kal pe to linerixibat BeAtiwOnkav. H ektipnon tng HOKPOXPOVLOG
aoddhelag yivetal pe tnv LLSAT extension study (NCT04167358) mou eival og §€ALEN.

BaaotAwkr Auyoupa

MaBoAdyog

EmpeAntpla B’ EXY

NaBoloyikn KAwikr & Ouwvupo Epeuvntiko Epyaotriplo Mav/piov Ogcoahiag,

Kévtpo Epmelpoyvwpoouvng yia ta Autodavooa Nooruata tou ‘Hiatog,

MAnpec Méhog tou Eupwmaikol Alktuou Imaviwv Hmatoloywkwv Noonudtwv (ERN-Rare Liver),
Mavemiotnutlako Mevikd Noookopelo Adploag, Adploa



