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Background and aims: Long-term outcomes data of chronic hepatitis B
(CHB) patients treated with high-genetic barrier nucleos(t)ide analogues (NA)
beyond year-10 are scarce. We assessed the incidence and predictors of
such long-term outcomes.

Methods: The long-term PAGE-B cohort included 1644 Caucasians with CHB
treated with entecavir/tenofovir. Cumulative incidence was estimated using
Kaplan-Meier or cumulative incidence function accounting for competing
events. Incidence rates (IR) per 100 person-years (/100 PYs) were estimated.

Results: Of 1644 patients, 903 were followed beyond year-10 (mean:14+2
years). The 10- and 15-year cumulative incidence of hepatocellular carcinoma
(HCC) was 10.9% and 13.2%, respectively, and the HCC IR was 1.25 before
and 0.55/100 PYs after year-10 (P<0.001), with similar findings after inverse
probability weighting. The IR of death or liver transplantation (LT) was
relatively lower before than after year-10 (1.50 vs 1.95/100 PYs, P=0.069) and
similar for liver-related death/LT in the two periods (0.74 vs 0.70/100 PYs,
P=0.840). HCC development and baseline platelets were independently
associated with LT-free liver-related or overall survival, which was also
associated with older age and diabetes. The 10- and 15-year cumulative
incidence of HBsAg loss on NA(s) was 8.3% and 14.3%, respectively; the IR
of HBsAg loss was 0.94 before year-10 increasing to 1.42/100 PY's after year-
10 (P=0.025). HBsAg loss was independently associated with older age and
baseline HBeAg-positive. NA therapy was discontinued in 125 (7.6%) patients
remaining HBsAg-positive.

Conclusions: Despite >10 years of NA therapy, CHB patients remain at risk
for HCC, but the incidence rate declines significantly. HCC remains the main
determinant of mortality. HBsAg loss rate increases after year-10, but it
remains low being higher in older, initially HBeAg-positive patients.

2tnv xpévia nmatimda B (XHB), n aywyni pe VOUKAEO(O)TIOIKA avaAoya
(Nucleos(t)ide Analogues, NAs) uwnAoU yeveTIkoU @payuou ETTITUYXAVEI
KATOOTOAN] TOU 11IKOU TTOAAQTTAQCIAOUOU Kal BEATIWON TNG QAEYPOVAG KAl iviwong
o€ 10ToAOyYIKO eTTiTTedO. Ta avwTépw PETAPPALOVTAl € OUCIAOTIKA METABOAR
TNG QUOIKAG TTOPEIAG TNG VOOOU, PE ONUAVTIKA YEIWON TNG OXETICOPEVNG UE TO
ATap voonpedtnTag kair Bvnrotntag. Qortdéco, n mlavétnTa avdatTugng
NTTATOKUTTAPIKOU  Kapkivou (HKK) €ivar  utrapkTr], okOPa Kol UTTO
atroteAeopaTtiki aywyn. MNMapd 1o 611 N aywyn ue NAs gival pakpoxpdvia, ouxva
106610, n BiBAIoypagia yia Tnv €kPaon acBevwv uttd aywyl pe NAs yia
d1doTnua peyaAuTepo Twv 10 €TwV gival TTEPIOPIOUEVN. H OUYKEKPIPEVN MEAETN
OTOXEUEI OTO VA KOAUWEI auTO TO KEVO.



H peAétn mrepiéAape Kaukdoloug aoBeveic ue XHB, pe rj Xwpig avTippoTTOUNEVN
Kippwon, 1Tou éAapav aywyr ye entecavir i tenofovir og OKTW EUPWTTAITKA
kévipa. To PAGE-B uttoAoyioBnke katd Tnv £vapén Tng aywyrng Kai ol acBeveig
Tagivounenkav wg xaunAou, péoou Kal uywnAou Kivouvou yia avamTuén HKK.
Q¢ KUpla KATAANKTIKA onueia aglohoynenkav n epeavion HKK, o oxeTi{dépevog
ME TO ATTOP BdvaTtog kal n PETAPOOXEUON ATTATOG, N OAIKY) BvnTdTNTA KaI N
atrwAela Tou HBsAg.

2UVOAIKQ, evtaxOnkav 1644 aoBeveic, 72% avdpeg, Ye pEon nAikia 5314 £n.
Kippwon Ttapouciale 10 28% kai Bemikd6 HBeAg 10 17.3%. H péon
TapakoAoubnon nArav 10+3 €t pe 10 55% va TTapakoAouBeitalr yia
TEPIOoOTEPO aTTd 10 £1N).

Avagopikd pe Ta amroteAéopara, HKK avartuxdnke oe 175 ammd toug 1.644
aoBeveig (10,6%), ek Twv OTToIWV 01 157 TTEPITITWOEIG EPPAVIOTNKAV KATA TA
mpwTta 10 £€Tn TTApakoAoUBnoNnG Kal o1 18 YeTd TN CUPUTTARPWON TNG OEKAETIAG.
H aBpoioTikn emmitrrwon Tou HKK ota 5, 10 kai 15 £€1n aviABe o€ 6,8% (95% CI:
5,6-8,1), 10,9% (95% CI: 9,4-12,6) ka1 13,2% (95% CI: 11,3-15,2), avTtioToIxa.
H emitrrwon Tou HKK, ekppaouévn wg trepiotatiké avd 100 avBpwTtroétn
TTapakoAouBbnong, nTav 1,25 (95% CI: 1,07-1,46) katd 1a mpwTta 10 £Tn Kai
peEIwBnke onuavtika o€ 0,55 (95% CI: 0,35-0,88) petd 1n dekaetia (p<0,007).
2TNV TTOAUTTOPAYOVTIKA avdaAuon, wg TTapdyovteg Kivouvou avamTtugng HKK
avadeixdnkav 1o avdpikd QUAO, N heyaAuTepn NAIKia, Ta XauNAd AlJOTTETAAIA, N
TTapouadia Kippwong kal 1o pn avixveuoigyo HBV-DNA. Znueiwvetrar 611 n
emmimrwon HKK petd ta 10 €10 Jewbnke oToug aoBevEiG U Kal Xwpig Kippwaon,
XWPIG WOTOOO va PNdevIoTEN O€ Kapia aTrd Tig 2 OAdEG.

Etriong onuavTtikd eupnua cival o 611 To PAGE-B mrapépeive agiotmoTog deiktng
EKTIUNONG TOU Makpoxpoviou Kivduvou avdamTuéng HKK. EvdekTikd, n
aBpoioTikn emimtwon HKK ota 15 €tn Atav 26,7% kai 9,3% oToug aoBeveig
uynAou Kkai evdidueoou kivéuvou cuugwva pe To PAGE-B score, avTtioToixa,
EVW TTAPEPEIVE PNBEVIKA 0TOUuG 356 aoBeveic xaunAou kivouvou (PAGE-B <10)
Kata TNV Evapén tng aywyng (p<0,0017).

2XETIKA JE TA UTTOAOITTA KATAANKTIKA ONUEIQ, N ETTITTITWON TOU OXETICOPEVOU E
TO ATTap BavaTou 1} TNG peTapodoxeuong ava 100 avBpwtroétn ATav 0,74 katd
Ta TpwTa 10 £€TN, TTAPAPEVOVTOG OUCIACTIKA APETARANTN META T OEKAETIA
(0,70/100 avBpwTroétn, p=0,840). AvtiBeTa, n oAk BvnTéTNTA PETA Ta 10 £€TN
EMPAVIOE PN OTATIOTIKA onUavTIKA TAdon au¢nong. TEAOG, yia Toug aoBeveig TTou
Tapépeivav o€ aywyn pe NAs, n emimmrwon atrwAeiag tou HBsAg rfitav 0,94
mepIoTaTIKA avd 100 avBpwtroétn katd Ta Tpwta 10 €t OgpaTreiag
TTapoucoidlovTag OTaTIOTIKA onuavTikh avénon oe 1,42 mepioTanika ava 100
avBpwTtToETn peTd TN dekaeTia (P=0,025).

MAcovekTUaTa TNG MEAETNG €ival O TTOAUKEVTPIKOG OXEDIOONOG, O CNUAVTIKOG
apIBPOG aoBevwv Kal N Hakpa diapkela TTapakoAouBnong. QoTdo0, N un £viagn
N Kaukdoiwv TTANBUoUwWY, N Jn CUCTNUATIKN KaTaypa®n Tng TTapoudiog
TTapayovTwyv PETAROAIKOU ouvdpOuOoU €KTOC Tou cakyxapwdoug diaBATn, Twv
TPOTUTTWYV KATAVAAWONG aAKOOA Kal TNG CUMMOPPWOoNG oTn Bepartreia dev
ETMTPETTOUV TN YEVIKEUON TWV ATTOTEAEOUATWY CG€ AUTOUG TOUG TTANBUCHOUG.



MeplopIohd ATTOTEAEI KAl N PN KATaypa@r) kar avdAuon Tng meavrng onuaciog
VEOTEPWYV BIOBEIKTWV OTTWG O TTOOOTIKOG TTPOCdIOPICHOG Tou HBSAQ.

ZUMUTTEQACUATIKA, N OEKAETAG OTTOTEAEOUATIKN QVTIKA OgpaTreia  PEIVEI
onNUavTIKA, aAAa dev eCaleigel, Tov Kivouvo HKK. ETropévwg, n emtipnon yia
HKK Tmrpétrel va ouveyiletal oToug aoBeveic upnAou kivouvou, evw 1o PAGE-B
score @aivetal 0TI dlATNPEI TNV TTPOYVWOTIKA TOU agia akOun Kal PETA atrd
TTEPICOOTEPO ATTO Wia deKAETIA BEPATTEING.



