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Background and aims: Humoral immunity is thought to play a key role in the
immunopathogenesis of chronic hepatitis B (CHB). Peaks in anti-HBs immune
complexes (HBsAg-ICs) have been associated with subsequent HBsAg
seroclearance. Discontinuation of nucleos(t)ide analogue (NA) therapy can
promote HBsAg seroclearance but also carries a risk of hepatitis flare. We
evaluated the relationship between serum HBsAg-IC levels and hepatitis flare
following NA cessation in HBeAg-negative CHB.

Methods: In a multicentre prospective cohort of non-cirrhotic HBeAg-negative
CHB patients undergoing NA discontinuation, we conducted a nested case-
control analysis (n=38). Stored serum samples were tested for HBsAg-IC at
end-of-treatment (EOT) and at serial timepoints off-treatment. Cases (n=24)
experienced a hepatitis flare (ALT >5x upper limit of normal); controls (n=14)
did not. Associations between HBsAg-IC levels and clinical outcomes were
analysed.

Results: Serum HBsAg-ICs were detectable in 97% of participants at EOT.
High HBsAg-IC levels (=240 IU/mL) at EOT were less frequent amongst those
who developed hepatitis flare (8%) versus controls (57%, p = 0.002).
Individuals treated with tenofovir (vs other nucleos(t)ide analogue) had lower
EOT HBsAg-IC levels. Longitudinal analysis revealed dynamic increases in
HBsAg-IC levels during hepatitis flare, peaking with maximal ALT. Participants
who experienced beneficial flares (21 log,, HBsAg reduction) had higher EOT
and peak off-treatment HBsAg-IC levels compared to those with non-
beneficial flares.

Conclusion: Serum HBsAg-ICs are detectable in patients with CHB and low
levels at EOT are associated with risk of hepatitis flare after NA cessation.
These findings support the role of humoral immunity in CHB
immunopathogenesis.



ZXOAIaoHOG

H diako1 Tng BepaTreiag pe VOUKAeoa(T)I0IKA avaloya (NAs) o€ aoBeveic e
HBeAg-apvnTiki Xpovia Htratimda B (XHB) utropei va e€eTaoTei o€ TTIAEYUEVES
opadeg aocBevwv akdun Kal TpIv atrd TNV €TmiTeun ammwAeiag Tou HBsAGg.
2TOXO0G AUTAG TNG OTPATNYIKAG €ival N aug¢non Tng mOavoeTNTAg AEITOUPYIKAG
iaong, dnAadn ¢ ammwAciag Tou HBsAg.

ZUPQWVA PE TIC TTPOC@ATA ONUOCIEUPEVEG KATEUBUVTHPIEG 0dnyieg NG
EupwTtraikig ETaipiag MeAéTng Tou ‘H1ratog, n diakotr Twv NAs o€ aoBeveig e
HBeAg-apvntikp XHB utmopei va BewpnBei €@kt oOt1av  TTAnpouvral
ouykekpigéva  kpitApia: HBV-DNA kdtw aommd 10 Oplo  avixveuong yia
TOUAQXIOTOV Tpia £Tn, aTTOUCIa TTPOXWPENMEVNG NTTATIKAG ivlwong Kal XaunAd
etrireda HBsAQ katd Tov xpdvo dIakoTING TNG Bepartreiag. EIdIKOTEPQ, TTITTEDQ
HBsAg tou €xouv OuOXeTIOBEI Pe €uvoikn ékBacn, cuptTEpIAauBavouévng
augnuévng moavoTnTag atmwAeiag Tou HBsAg, ival <100 IU/mL o€ aolaTikoug
TANBuopouc kal <1.000 IU/mL og Kaukdoloug aoBeveic.

QoTé0o0, uttoypapuidetal o011 Ta etTireda HBsAg dev gaiveTal va oxetiCovral Ye
N Baputnta f Tov XPOVo EPPAVIONG aVA(WTTUPWOEWY TNG vOOOU META Tn
dlaKOTI TNG Bepartreiag. ZT0 TTAQICIO AUTO, N XPAON VEOTEPWY I0AOYIKWV
oeIkTwyv, 6TTWs T0 HBV-RNA Kail To Hepatitis B core-related antigen (HBcrAg),
EXEl TTPOTAOEI WS CUUTTANPWHATIKA TTPoCEyyion TTépav Tou HBsAgQ, ue otéxo
TNV KOAUTEPN TAUTOTTOINON QCBevwv TTOU €VOEXETAI VA QATTOKOMIOOUV TO
MEYOAUTEPO OPeAOG attd TN OI0KOTI Twv NAS, pe TauTdxpova XAPNAOGTEPO
KivOuvo KAIVIKG onuavTiKAG avalwtTupwong.

Mapd Ta €vOAPPUVTIKA OTTOTEAEOUATO CPKETWV £WG ONUEPA MEAETWYV, TA
d1aBéoiua dedouéva TTaPAPEVOUV QVETTAPKN YIA VA UTTOOTNPIEOUV ThV €upEia
Evragn Twv OEIKTWVY QUTWV OTNV Kadnuepiv KAIVIKA TTpAEN. 210 TTAQicio auTto,
n MEAETN Twv Hume SJ et al aglohoyei Tnv aglomioTia Twv emmmédwyv HBsAg/anti-
HBs immune complexes (HBsAg-ICs) kata tnv d&ilakotm Twv NAs yia tnv
TTPORAEWnN avalwTTupwong.

Mpokertal yia PEAETN TTAPOTAPNONG MN KIppwTIKWY acBevwv pe HBeAg
apvnTikA XHB pe didotnua mapakoAouBnong 96 eBdouddes. Q¢ avalwtrupwaon
opioTnkav TINEG ALT > 5x TNG avwTEPNS QUOCIOAOYIKNG TIUAG EVW WG 10AOYIKA
utrotpoTrA TInéEG HBV-DNA >2000 IU/mL katd 10 didoTnua TTapakoAouBnong.

21N MEAETN evidyOnkav 38 aoBeveig, 61% dvdpeg, oTnv TTAElIOWPN@ia TOUG
Acidreg (82%) Or emkpatouvTeg yovoTtutrol Atav ol B (55%) kai C (21%), n
TTAcIovOTNTA TV 00BevWY (61%) eAduPBave entecavir kal n didueon TiuR HBsAg
katd Tnv d1akot Twv NAs Atav 637 (193—1819) IU/mL. Avalwtrupwon XHB
TTapouciacav 24 acBeveic kal I0AoyIKr uTToTpOoTI 33.

2UPQwva ue Ta atroteAéopara, etmireda HBsAg-IC 240 IU/mL oTo TéAog Tng
Bepartreiag Tapartnprnénkav oTaTioTIKA onuavTikd AlyoTePo ouxva o€ aocBeveic
ME avalwTtrupwan XHB évavtl autwyv Xwpic [2/24 (8%) vs 8/14 (57%), p =
.002]. AvtiBéTwG, n diaueon Tiu HBsAg ¢ diépepe PETALU TWV 2 OPAdWV.
EmmAéov, Ta emrireda HBsAQ-IC o1o TEAOG TNG aywyng RTav uwnAdtepa o€



a0B¢eveic pe avalwtrupwaon oToug otroioug To HBSAQ TTapouaciaoe peiwon 21
log1o IU/mL évavTl auTtwv Xwpig heiwon 1 ge HIKPOTEPES PeIWOoEIS [15.14
(7.71-29.17) vs 4.3 (1.78-10.96), P = .030]. Etriong onuavriko, Ta eTTiITTEdA
HBsAg-IC Tapouciacav au¢non Katd tnv évapgn Tng avalwtripwaong, TTPo
TNG ETTITEVENG TNG MEYIOTNG TIMAG ALT, pE eTTAVODO OTIG TINEG TNG OIAKOTTAG
META TNV atTOdpOUNA TNG AvVACWTTUPWONG. ZNUEIWVETAI OTI AOyw Tou
TTEPIOPIOPEVOU apIBuoU aoBevwy pe ammwAeia HBsAQ, To Ouykekpipévo
KATOANKTIKO onueio dev HEAETAONKE.

H tmapouoa peAETN atToTeAE TNV TTPWTN TTOU A&loAOYEi TNV KAIVIKF) onpagcia Tng
METPNONG Twv emmmédwY HBsAQ-IC katd 1n diakotr Bepatreiag ue NAs.
2NMUAVTIKOI TTEPIOPICHOI TTEPIAAUBAVOUV TNV KUPIWGS aOIATIKI TTPOEAEUCN TWV
OUMPMETEXOVTWY, TO HIKPO PEYEBOG OEiYUATOG Kal TOV TTEPIOPIOUEVO QPIBUO
aoBevwyv Pe attwAeia HBsAg.

Mapd autoug TOUg TTEPIOPICHUOUG, N dIATTICTWON CNUAVTIKWY dIaQopwy OTd
etTireda HBsAQ-IC peTagu aoBevwy pe Kal Xwpig avadwTrupwaor), Kabwg Kal
Ol TTAPATNPOUNEVES METABOAEG oTNnV KIVNTIKA Twv HBSAQG-IC katd tnv
avadwTrupwaon, UTTOBEIKVUOUV OTI 0 OEIKTNG AVTAVOKAG ONUAVTIKEG TITUXEG TNG
avoolakng arravinong otn XHB petd tn diakoTtrr) Twv NAS. SuveTTwg, YTTOPEI
VO ATTOTEAECEI XPrOINO EPYAAEIO YIO TV TAUTOTTOINCN A0OeVWYV PE KAOAUTEPO
TTPOQPIA 0OPEAOUG—KIVOUVOU. ATTAITOUVTAI HEAETEG OE HEYAAUTEPOUG
TTANBUOPOUG yIa TNV €6aywyr ACQAAWY CUUTTEPACUATWY.



