https://doi.org/10.1016/j.cgh.2024.06.035

Lam Laurent et al, on behalf of the Global & ERN Rare-Liver PBC Study Groups.

Clinical Gastroenterology and Hepatology, (2024)

Dynamics of liver stiffness measurement and clinical

course of primary biliary cholangitis

Abstract

Background & aims: In primary biliary cholangitis (PBC), static liver stiffness measurement (LSM)
has proven prognostic value. However, the added prognostic value of LSM time course in this
disease remains uncertain.

Methods: We conducted an international retrospective cohort study among PBC patients treated
with ursodeoxycholic acid(UDCA) and followed by vibration-controlled transient elastography
(VCTE) between 2003 and 2022. Using joint modeling, the association of LSM trajectory and the
incidence of serious clinical events (SCE), defined as cirrhosis complications, liver transplantation
(LT) or death, was quantified using the hazard ratio (HR) and its confidence interval (Cl).

Results: A total of 6.362 LSMs were performed in 3.078 patients (2.007 on UDCA alone; 13% with
cirrhosis), in whom 316 SCE occurred over 14.445 person-years (median follow-up, 4.2 years;
incidence rate, 21.9 per 1.000 person-years). LSM progressed in 59% of patients (mean 0.39
kPa/year). After adjusting for prognostic factors at baseline, including LSM, any relative change in
LSM was associated with a significant variation in SCE risk (p<0.001). For example, the adjusted
HRs (95% Cl) associated with a 20% annual variation in LSM were 2.13 (1.89-2.45) for the increase
and 0.40 (0.33-0.46) for the decrease. The association between LSM trajectory and SCE risk
persisted regardless of treatment response or duration, when patients with cirrhosis were
excluded, and when only death or LT was considered.

Conclusions: Tracking longitudinal changes in LSM using VCTE provides valuable insights into PBC
prognosis, offering a robust predictive measure for the risk of SCE. LSM could be used as a clinically
relevant surrogate endpoint in PBC clinical trials.

IXO0Awo :

O polog tng elaotoypadiag (Fibroscan®) yia tnv otadlomoinon tng vocou acBevwv pe
npwrtomnadr) xoAkn xoAayyelitida Katd tn Stayvwon oAAd Kal oTnv opeia Tn¢ vooou eivol
yvwotdc amo tn BiBAloypadia. Ot supwmnaikég odnyieg (EASL 2017) meplypddouv TV TN
ehaotoypadiag (LSM) otn diayvwon >9.6kPa w¢ ekeivn mou pmopel va Slakpivel toug
000eveilg pe mevramAdolo kivbuvo gpdaviong emmlokwy tng vooou. Neotepo Sedopéva
Slvouv tnv SuvatdtnTo MeEPALTEPW SLOOTPWHATWONG TOU KIvEUVoU wg e€Ng, TIHEG LSM <8kPa
XounAdg kivouvog emuthokwy, 8-15kPa pétplog kivduvog kat >=15kPa udnAog (Corpechot C et
al, JHep 2022). NMpoodatn peAétn £6eile OtL oL acBeveic mou £xouv avtamokplOsl otn
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Beparmeia kat epdavilouv TIpES LSM <10kPa og cuvSuaouo pe GuOLOAOYLKI TIUA AAKAALKNG
dwodataong Ba €xouv dekaetn entBiwan >90% (Corpechot C et al, Hepatology 2024).
Meploplopéva wotooo eivol Ta SedoUEva OXETIKA ULE TO TIPOYVWOTIKO POAO TWV HETABOAWY
™G LSM katd tnv mapoakoAouBnon twv acbevwv. O Corpechot kat cuv €det€av o pelétn 150
aoBevwy, 6tL n avénon katd 2.1kPa/étoc tng TG LSM cuoxetiotnke pe 8mhdolo kivéuvo
gudaviong erumhokwv (Corpechot C et al, JHep 2022).

Emouévwe, 0 oTtoxog Twv cuyypadEéwyv autng tng Slebvouc avadpopikng pehétng 3078 MXX
aoBevwv (ouvolilkd 6362 eslactoypadieg), mou mapakoAoubnBnKkav O TOVEMLOTNULOKA
LoTPLKA Kévipa to Slactnuo 2003-2022, Atav va eAéyéouv mwg ol oAAayEg otnv LSM
oxetilovtal he TNV €KPacn TNG VOOOU KaL TNV ELGAVLION EMUTAOKWY CUVEKTILWVTAC TNV ApXLKA
T LSM, tnv Sidpkela Bepareiag (>3 f <3 xpovia UDCA) kat tnv anouvoia Kippwong.

Mo TNV oTaTLoTKN avaluon, ol acBeveig Slaxwplotnkav o SUo opades. AnAadr), os 6ooUg
£é\aPBav povoBepanesia pe UDCA (n=2007) kal oto cUvolo twv acBevwv mou éhafav Kot
Seutepnc ypapung Bepanceia (n=3078). H Siaueon Stdpkela mapakoAolBOnong kat otig Suo
opadeg Atav 4 £1n. O dldpecog aplBuog eAaotoypadlwv Katd Tt Stapkela tapakoAolBnaong
ntav 2 Kal ot dUo opdadeg. H sudavion emuthokwv tng vooou (eMUTAOKEG Kippwong,
peTapdoxevuon Amatog, Bavartog) adopolos og 316 aobeveic oto cUVOAO Kal o€ 194 acBeveig
um6 UDCA povo. Ao tnv avaiuon mpoékupe OtL omoladnmote avénon 1 Helwon g TUAS
LSM katd tnv mopoakoAoUBnon cuoxetiotnke pe avénon A Helwon tou Kvduvou gudaviong
gmumAokwv avtiotoa (p<0.001). H cuox£tion Ntav Loxupn Kot aveédptntn amd AAAoug
TIPOYVWOTIKOUG TAPAYOVTEG OTWG N opXLKN TN ehaotoypadiog, n Siapkela Bepancsiag (>3 1
<3 xpovLa, n avtamnokplon r to £i6og tng Bepamneiog (UDCA, opnetiyoAlkd o€u, diumpadtn), n
TR oALkAG XoAepuBpivng, aABoupivng Katl alpometaliwy. JUYKEKPLUEVA YLOL TO GUVOAO TWV
aoBevwv n avénon N pelwon Tng TLung LSM cuoyxetiotnke pe HR 2.13 (95% Cl 1.89-2.45) kot
HR 0.40 (95% ClI 0.33-0.46) avtiotolya. 2toug acBeveig mou €hafav povo UDCA BpéBnke OTL
n avé¢non katd 20% tng Tung LSM ocuoyetiotnke pe 70% avgnon tou Kwduvou gudaviong
KAwikoU cupBavrog (HR 1.68 (95% Cl 1.56-1.81).

AuTO mou eival svéladépov emiong otnv mopolco UEAETN €ival N OTATIOTIKA OVAAUGHN TIoU
emAéxtnke kat adopouoe oe Joint modelling (JMBayes package) mou emutpénel tnv
TOUTOXPOVN AVAAUGN TWV EMOVAAOUPBAVOUEVWV LETPROEWY TWV A.0OEVWVY OTO XpOVO HE TOV
OVOLLEVOUEVO XPOVO TPV eUdOVIOTEL TO oUPBAV WOTE Vo TIPOKUPEL CUUTTEPACHA YLa TNV
€€EMEN TNG vooou. AnAadn TPOKELTAL ylo €va OTOTLOTIKO MOVIEAO TOU ouvdudlel Tnv
mOavoTnTa KOTAVOUNG HECW YPOLULKAG CUOXETIONG TIOAAMAWY UETPNOEWV pall pe tnv
emuBiwon péow Cox regression.

210 apBpo undapyel eniong SlaBEoLog XApTNG BepUOTNTAG TTOU ETUTPETIEL TNV ONMTIKOTOINON
tou 10-gt0oU¢ KIvdUVoU gpddaviong cupBavioc avaAoya pe TNV apxkn TR LSM kat tnv
KLVNTLKH TNG KATA TV tapakoAouBnon.

To yeyovog OTL N CUCXETION UETAEU HeTABOAWV TNG TLUNG eAaoToypadlog kal EkBaong tng
vooou mapépelve Loxupn kot addtou amokAeioBnkav and tnv avaluon a.oBeveig pe kippwon
Selyvel OtTL umopel va Slakpivel Tnv ékBaon acBevwy kal ota apxkd otadia tng voéoou. Ot
ouyypadeig KATAAyouv oTn onUacia tng TAKTLKAG TapakoAolBnong Twv acbevwv pe NXX
KOLL TOV TIPOYVWOTLKO pOAO TN eAaotoypadiag kabwg Suvatal va avayvwpLotouV eyKaipwe
aoBeveig mou mapd tn puctooyikn T ALP €xouv kivbuvo va gpdavicouv KAWVIKO GUUPBAV
KOLL ETIOMEVWC Va UTTAPEEL OPENOG amod €ykalpn Tpomonoinon tng Bepamneiag.
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