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The prognostic value of anti-gp210 and anti-centromere
antibodies in patients with primary biliary cholangitis
Enhancing the prognostic utility on the Globe scoring system

Abstract

Background: Positivity for anti-gp210 and anti-centromeric antibodies (ACA) in patients with primary
biliary cholangitis (PBC) have been associated with the progression of liver failure and portal
hypertension (PH), respectively. The value of combining risk autoantibody assessments with prognostic
scoring systems in improving risk assessment in patients with PBC remains unclear.

Aim: To investigate the prognostic significance of various combinations of anti-gp210 and ACA statuses
and their enhancing the prognostic utility on the GLOBE scoring system.

Methods: Stepwise Cox regression was used to estimate the relationship between anti-gp210 antibodies
or ACA and liver transplant (LT) — free survival. The GLOBE scoring system was used to stratify the
patients.

Results: A total of 1412 patients with confirmed PBC were included in the study. The anti-gp210+ status
was a significant risk factor for LT/liver-related death, whereas the ACA+ status was a significant risk
factor for variceal bleeding (P = 0.002 and 0.007, respectively). The anti-gp210 + ACA + status was a
risk indicator for the entire cohort independent of the GLOBE score (P = 0.001, hazard ratio [HR]: 2.649,
95 % confidence interval [CI]: 1.492-4.703) and liver stiffness measurements (LSM; P = 0.039, HR:
4.969, 95 % CI: 1.088-22.692). A significant difference was observed in the area under the receiver
operating characteristic curve between the fitted scoring model (consisting of the GLOBE score, anti-
gp210 + ACA+ status, and albumin level) and the GLOBE scoring system alone (P = 0.034). When
enrolled patients were classified as high-, medium-, and low-risk by the GLOBE scoring system (1.8 and
0.5), the anti-gp210 + ACA+ status was associated with a 1.6- and 3.3-fold higher 5-year incidence of
LT/liver-related death in the high- and medium-risk groups, respectively, in comparison with the anti-
gp210 + ACA- cases. The anti- gp210 + ACA+ status was also a risk indicator for the presentation of
the hepatic failure phenotype in comparison with the anti-gp210- status (P = 0.007, odds ratio [OR]:
6.419, 95 % CI: 1.645-25.042), and the presentation of PH phenotype in comparison with the anti-ACA-
status (OR: 3.473, 95 % CI: 1.328-9.018, P = 0.011).

Conclusion: The anti-gp210 + ACA + status was an independent prognostic marker that could predict a
poor prognosis in patients with PBC at diagnosis and may further optimize risk stratification in
combination with the GLOBE scoring system.

YyqoMo :

H)ﬁtpwtonaer']q XoAkn} xohayyetitida (MXX) elvat pia xpovia dAeypovwsdng autodvoon XOAOOTATIKN
V000G TOUu Amatog e tnv Sldyvwon va TiBetal akoAouBwvtag to SlayvwoTIKO OoAyOpLOUo Twv
SNUOCLEVPEVWY KATELBUVTNPLWY YPAUUWY OMWG Tou EASL 2017 (avopEVETAL AVOVEWOHN €VTOG TOU
2025). 3to SlayvwoTiKO aAyoplOpo avhKeL Kal n avelpeon BeTIKOTNTOG TwWV eBIKwY yla Ty MXX
OQVTUTUPNVLKWY QVTIOWUATWY Omwe avtl-gp210 (évavtt tng 210kDa yAukompwrteivng) n/kot avti-sp100
(évavtL Tng mupnvikng mpwteivng spl00). Ynapxouv dedopéva amod t PBBAloypadia (avadpoptkeg
UeAETEC oo KEvTpa TNG Aclag kal tng Eupwrng) 6mou n mapoucia tTwv avtl-gp210 kal twv avti-ACA
(évavtL Tou mupAva — €vavtl KevIpoUepldiou) €xeL CUOYKETIOTEL He OSUOHEVEDTEPN TPOYVWON Kol
auénuéveg emumAokég oxetll{opeveg pe mudaio unéptaon (Yang et al Clin Gastroenterol Hepatol 2004,
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Nakamura et al, Hepatology 2007). Toco ol enionueg odnyieg 6oo kat ta Stabéoipa BLBALoypadkd
Sedopéva bev EekaBapilouv edv Ta CUYKEKPLUEVA QUTOAVTIOWUATA XapaKTnpilouv éva SladopeTiko
davOTUTIO TNG VOOOU KoL EQV UTTOPOUV VAL £XOUV TIPOYVWOTLKO pOAO aTnv €KBacn tnG vOoou.

Y1dX0G TNG apoloaC aVAdPOULKAG LEAETNG, oty omola avaluBnkav ta dedopéva 1412 NXX acBevwv
ard NIATOAOYLKO KEVTPO TIAVETILOTNLLAKOU VOGOKOMELOU TNG Kivag, ATV N EKTULNONG TNG TIPOBAENTIKA G
KavoTNTOg TWV anti-gp210 kat anti-ACA yla tnv ekTipnon thg Suopevoug mpoyvwong 1 e€EAENG TNG
vooou.

310 cUvolo Twv acBevwy (n=1412), Bp€Onke OTL oL acBeveig pe anti-gp210 (+) (n=508) Atav vedtepol
o€ NAwia Katd tn SLdyvwaon, To TocooTo Twv avépwv NTav peyalltepo, ot Tiuég ALP, gGT,AST,ALT, Thil,
IgM ntav uPnAotepeg, oL avtamokplOevteg otn Oepamneia aobeveig Atav Alydtepol kal to Globe Score
Kat’ armoAuto aplOpd Atav uPnAotepo CUYKPLTIKA UE O0ooug acBeveig tav anti-gp210 (-) (n=904).
IXETIKA pe dooug aoBeveig Atav anti-ACA (+) (n=335), autol Atav peyaAltepol g nAWKIA, OL TUUEG
gGT,ALT, IgG, 1gM ntav uPnAdtepeg, oL avianokplBévieg Baon Rotterdam kprripla tav Alyotepot kat
1o Globe Score kat’ anmoAuto aplBud Atav vPNAGTEPO CUYKPLTIKA UE 6oouG aoBeveic ftav anti-ACA(-)
(n=1077). AkoAouBwg, otnv avaiuon eniBiwong Ppébnke otL oL acBeveic anti-gp210 (+) epdavilav
ULKkpSTEPN eMIBiwaon oXeT{OUEVN LE TO NITATLKO vOoha oth Sldpkela Twv 200 pnvwv mapakohouBnong
(HR 1,645, 95% Cl 1.201-2.252, p=0.002). Ou acBeveig anti-ACA (+) gpudavilav pkpotepn emBiwon
OXETWOUEVNG LE TNV eRdavion Kipooppayiog (p=0.007).

3e umo-avaluon, akohouBnoe n taflvopunon acbevwy o€ 4 KATNYOPLEG avAAoya PE TOV GUVSUOOUO
BetikoTNTOC ) UN anti-gp210/anti-ACA. Bp£Bnke 6Tt oL acBeveig pe mapouaia cuvduacpol BeTIKOTNTAG
anti-gp210 kot anti-ACA (n=69) eixav uPnAoTEPA TOCOOTA KIPPWTLKWY AcBeVWY KATA TN Slayvwon
(23%) kat vpnAotepa moocootd acBevwv Tou efeliytnkav oe kippwon (42%) otnv Topela TG
napakololBnong. AkoAoUBwg, otnv avdAuon emBiwong Ppédnke otL oL acBeveig anti-gp210(+)/anti-
ACA(+) epdaviav pikpdtepn emiBiwaon oXeT{OUEVN LE TO NTIATKO VOO o 0Th Stdpkela Twv 200 pnvwy
napakololBnong (HR 2.649, 95% Cl 1.492-4.703, p=0.001). MAALOTQ, TO QMOTEAECUO QAUTO NTAV
aveéaptnto ano to Globe Score avtanokpiong otn Beparneia.

210 UTtooUvoAo Twv 509 acBevwv pe Stabéoiun ehactoypadia dpavnke o0tL oL acBeveig anti-gp210 (+)
eudpavilav vPnAotepeg TIUEG eAaocToypadiag Katd tn SLdyvwon Kal n LOVOTapayoVTLIKI) avAaAuon
€6eL€e OTL N avénon tNg TWNG TNG ehaotoypadiag cuoxetiotnke He duopevéotepn emBiwon. ITnv
TIOAUTIOPOYOVTLKH avdAuon, Ttou akohouBnos, mpoéku e 0 cuvSUAoUOG anti-gp210(+)/anti-ACA(+) wg
mapayovtag Kwwduvou yla SUCUEVESTEPN TPOYVWOon avefaptnta amd tnv elactoypadia katd Tt
Siéyvwon (HR 4.969, 95% Cl 1.088-22.692, p=0.039).

Jta evOLadEpPOVTA AMOTEAECUATA AUTAG TNG LEAETNG AVIKEL TO EUPNUA OTL AKOWA KAl oL aoBeveig tou
Katd tn Sidyvwon Bpiokovtal og apyikd otddlo (otadio 1I1) edv €xouv anti-gp210(+)/anti-ACA(+) Ba
€Xouv ouxvotepa e§EALEN TNG VOOOU O€ NMaTLkn avemnapkeLa (HR 6.419, 95% Cl 1.645-25.042, p=0.007).
Emiong, aoBeveig apyxikol otabiou pe anti-gp210(+)/anti-ACA(+) Ba epdavioouv Mo cUXVA ETUTAOKEG
OXeTLW{OUEVEC UE UAala uTtépTaon.

JTOUG MEPLOPLOUOUG TNG LEAETNG AVAKEL TO ULKPO Selypa Twv acBevwy e Tautoxpovn mapouacia anti-
gp210 (+) / anti-ACA (+) kat rmopAdAAnAa o mePLOPLopEVOC aplOudg KAIkwY cupBavtwy. Emiong, ta
TO000TA acBevwyv Ue OeTikd anti-gp210 (+), 35.9% kat Betikad anti-ACA (+), 23.7% evw eivat cupfatd
pe tn BBAloypadia aolatikwy HeAETWY UTepPBaivouv Ta aVTiOTOLKO TOCOOTA EUPWTAIKWY LEAETWV
(16.7% anti-gp210 (+) Hardar et al, Liver Int 2021, 4.5% anti-gp210 (+) Gatselis et al, Autoimmunity
2013).

H peAétn mpoomabnoe va amavtioel 0 EpWTAUATA TOU adopoUV OTOV MPOYVWOTIKO POAO TWV ELSLKWY
yla Tnv MXX avTuupnvIKwy avilowHATwy KaBwe 8ev UTIAPXOUV HUEUOVWHEVEC ELSIKEG OUOTAOELG ATt
™V KOTeuBuvTrpleg 0dnyleg. TUVEKTILWVTAG, Ta Sedopéva TNG MAPoUCaC HMEAETNG OXETIKA HE TNV
KAWVLKH - EpYOQOTNPLOKNA ELKOVA KATA TNV SLayvwon Twv a.cBevwy anti-gp210 (+) 0mwc kal ta xapunAotepa
TIOCOOTA QVTAMOKPLONG oTh Beparmeia kal TN ouxvotnTa €UdAVIONG EMUTAOKWY €lval GNUOVTIKO va
umnapéouv pPeyaAUTepeC oelp£C aoBevwy mou Ba avadeifouv Qv Kal e TTOLOL KPLTHPLA QUTH N UTToouASa



aoBevwy Ba PEMEL va avixveUETAL CUOTNILATLKA Kal va BepameleTal eykaipwg e SEUTEPNG YPOUUAG
dapuaka BAacn TG avIanokpLong.
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