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Abstract

Background and Aims

Flares after nucleos(t)ide analogue (NA) cessation are common and potentially harmful.
Predictors of flares are required for risk stratification and to guide off-treatment follow-up.

Method

This multicenter cohort study included virally suppressed patients with chronic hepatitis B
(CHB) who were hepatitis B e antigen negative at NA cessation. Hepatic flares were defined
based on an ALT-levels of 25-, 10- or 20 x upper limit of normal (ULN). Multivariable Cox
regression analyses were performed censoring at retreatment, HBsAg-loss and loss-to-
follow-up. A sub-analysis was performed including HBV DNA levels <wk12 as time-
dependent covariate.

Results

Of the 1552 included patients, 350 developed a flare (ALT=5xULN), of whom 70% within the
first year. One-year cumulative incidences for ALT flares 25x, 210x, 220xULN were 18.6%,
10.2% and 3.4%, respectively. Severity of flares decreased over time, but severe flares still
occurred after one year. Thirteen patients decompensated after a flare, of whom 3 died.
Flares seemed not associated with increased rates of HBsAg loss (adjusted Hazard Ratio
[aHR] 1.42, P=0.28). Multivariable-analyses showed that older age (aHR:1.02,P=0.001), male
sex (aHR:1.57,P=0.003), HBsAg levels at NA withdrawal (100-1,000 IU/mL; aHR:1.99,P<0.001;
>1,000 IU/mL; aHR:2.65,P<0.001) and Tenofovir (TDF) vs. Entecavir therapy
(aHR:2.99,P<0.001) were predictive for flares (25xULN). Early HBV DNA levels >5log10 IU/mL
were associated with the highest risk of flares (aHR:2.36, P<0.001).

Conclusion

Flares are common after NA withdrawal, especially within the first year and can result in
hepatic decompensation and death. Older age, male sex, higher HBsAg levels at end of
treatment and TDF therapy were associated with a higher risk of flares. Close monitoring
and retreatment should be considered if HBV DNA levels exceed >5log10 IU/ml within the
first 12 weeks.
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Flares are common after NA withdrawal, especially in patients with HBsAg at EOT 2100 IU/mL
Reinitiate antiviral therapy if (early) HBV DNA levels exceed 5log,, IU/mL
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H mopouoa pelétn avéhuoe aoBevelg pe ypovia nmatitda B, aviydovo e apvntikr, o€
KOTAOTOON LOAOYLKNG QVTAOKPLONG, OTOUG OToloug SLEKOTIN N aywyn UE VOUKAE0O(T)I81kd
avaloyo. Meta tnv Slakomn cuxva mapatnpolvral e€apoelg Nratitidog, akopn Kol JETA
oo TOV MPWTO XPOVo.

MeyaAUtepn mpoooyn, oUpdwva pe TNV Tapouca avdluon, xpnlouv ol aoBeveig
peyaAUtepng nAwiog, pe smimeda HBsAg >100 IU/mL oto TEAOG TNC ayWyng, Ol GPPEVEC
ooBevei¢ kal oool ehduPavav Oepameio pe tevodpofipn. AKOUR, EVTOTIKOTEPN
napakoAouBnaon kot emaveévapén g aywyng analtteital o 6ooug epdavilovv enineda HBV
DNA mtdvw armo 5logie IU/mL kotd tig mpwteg 12 eBSopddeg amd tnv Stakorr tng aywync.

e QUTH TNV TIPWTN, TAYKOOMLOG €RPEAELAG, TIOAUKEVIPLIK MEAETN Tapouctdlovral Ta
Sebopéva yupw amod tnv epdavion e€dposwv Nratitidag HeTd TNV SLAKOT TNG AYWYAC HE
VOUKA£0O(T)181KO avahoyo o aoBeveig pe xpovia nratitida B. Ta anoteAéopota avtd Ba
propovloav va kabBodnynoouv toug Bepdmovieg LatpoUlG yla TNV Tapakoloubnon Twv
00B0evwyv PeTA TNV Slokomh NS aywyng, Bonbwvtag va avoayvwplotoluy ooot givatl uPniov
KLvSUVoU yla e€ApoEeLg Kal TOAVOTEPQ VO XPELOOTEL VoL TEBOUV EK VEOU OE QVTLLKN aywyn).

Oeodwpa Olkovopou
El&1ko¢ MaBoAdyog

A’ NoBoloyikn KAk AMNO
NG Immokpartelo



