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Optimizing therapy in primary biliary cholangitis: Alkaline phosphatase
at six months identifies one-year non-responders and predicts survival
Murillo Perez, et al.

Abstract

Background and Aims: Patients with primary biliary cholangitis (PBC) and insufficient response to
ursodeoxycholic acid (UDCA), currently assessed after 1 year, are candidates for second-line therapy.
The aims of this study are to assess biochemical response pattern and determine the utility of alkaline
phosphatase (ALP) at six months as a predictor of insufficient response.

Methods: UDCA-treated patients in the GLOBAL PBC database with available liver biochemistries at
one year were included. POISE criteria were used to assess response to treatment, defined as ALP
<1.67 x upper limit of normal (ULN) and normal total bilirubin at one year. Various thresholds of ALP
at six months were evaluated to predict insufficient response based on negative predictive value (NPV)
and that with nearest to 90% NPV was selected.

Results: For the study, 1362 patients were included, 1232 (90.5%) female, mean age of 54 years. The
POISE criteria were met by 56.4% (n = 768) of patients at one year. The median ALP (IQR) of those
who met POISE criteria compared to those who did not was 1.05 x ULN (0.82-1.33) vs. 2.37 x ULN
(1.72-3.69) at six months (p <.001). Of 235 patients with serum ALP >1.9 x ULN at six months, 89%
did not achieve POISE criteria (NPV) after one year of UDCA. Of those with insufficient response by
POISE criteria at one year, 210 (67%) had an ALP >1.9 x ULN at six months and thus would have
been identified early.

Conclusions: We can identify patients for second-line therapy at six months using an ALP threshold of
1.9 x ULN, given that approximately 90% of these patients are non- responders according to POISE
criteria.

Xyo0ho :

AxorovBavtag TIG Katevhuvinpleg YPOUMES, T EKTIUNOM TNG OVIATOKPIONG OTN
Bepaneio ko n évapén devtepng ypapung Bepaneio otovg acbeveic pe Ipmtomadn
Xohkn Xolayyeltwa (PBC) yivetor otovg 12 purveg ayoyng pe UDCA (EASL 2017,
AASLD 2018). Qo01660, mpoKOTTOLV cLvEXDG Vvéa PipAoypapicd dedopéva, mov
EKTIHOOV TNV  aVOYKOLOTNTO TPOWOTEPNS OvVOyVOPIoNG TV acfevdv vyniol
KIVOUVOL Y10 0ovGia ovTamdkpiong ot Oepomneia kKot dpa acOevodv e duopevésTepa
nocootd emPiwong (Zhang LN Hepatology 2013, Cangado GGL Dig. Dis 2022, Carbone M
Lancer Gastroenterol Hepat 2018). H Murillo Perez kot cvv. g avt) v avadpopikn
perétn tov Global PBC Study Group avéivcav ta khvikd Kot Broynuikd
yapoktnprotikd 1362 achevov amd 17 eedwevpéva kévipa (Evponn kot Apepikn).
To amoteléopota €0e1&av Ot o1 TIHEG TG aAKaMKNG eooeatdons (ALP) ftav o
OelKTNG, MOV GLoYETIOTNKE KOADTEPA e TNV ovTamokpion ot Beponeio Pacel Twv
kpunpiov POISE, ALP <1.67 x avatepn ouotoroywkn tun (ULN) & @uciodoyikn
oakn yoiepvOpivn (TB) (AUROC 0.9). IMoapatipnoov 6t ov acBeveig mov
avtamokpivovtor otn Oepameion pe Pdorn to criteria POISE elyav ko apOunrtikd
peyoAvtepn ntoon g ALP cuykprtkd pe toug pn-avtamoxpivopevovs. To 6pro ALP
0TOVG 6 UNVES Oy®YNGS, oL B LTOPOVGE VO GUGYETIOTEL LLE TO EVOEYOUEVO TPOPAEYNG
™G avtamokpiong oto £tog Nrov 1 tun > 1.9 x ULN (apvnrtikn mpoyvootiky alio
90%). Avto amotvmmOnke Kou pe ™ ypnon scatter plot petald tov Tiwov ALP ko
tov Tpov UDCA response score (Carbone M 2018), 6mov ot acBeveig pe yopnin
mBavotnro avtondkpiong péow tov URS war ALP > 1.9 xULN 6o elyav ot
xoumAdTEPA TOcOGTA avtamokpiong oto 1 étog. Emiong, onpavtikny mapatipnon nrov



0Tt ovtol ot acBeveic elyav emnpeacpévn emPioon omv S-etia (85.1%). Zta
LEOVEKTLOTO TNG HEAETNG OVAKEL T GVAOPOUIKT] QUGN TNG Kol TO yeyovog OTL 1)
ypnomn tov URS oty kabnuepiv) kKAvikny mtpdén evoeyopeva vo unyv givor e0KoAN,
kaOdg amortel v €loay®yn ototyeiov, 1660 o1 Odyveoon OGO Kol KATd TNV
TapakoAoVON o TOV 0cOevOY . XVUTEPAGUATIKA, 6TO HEAAOV TBavd o1 oTdyol Oa
etvar n mnpng oparomoinon ™g ALP (Murillo Perez et al, Am J Gastroenterol 2020), V®
onNUavTIKO poro Ba maiovv kot ov peréteg, mov Oo Ponbrcovv oty Eykaipn
ToVTOTOiNoT 0ebevdv Tov Ba amoTvyydvovy oTnV emitevén g TNS otdyov ALP.
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