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Benefit of stopping finite 
nucleos(t)ide analogues 
therapy in chronic hepatitis 
B patients

The article of Liem et al1 addressed 
important issues of finite nucleos(t)ide 
analogues (NUC) therapy in mostly Asian 
(>95%) patients with chronic hepatitis 
B. It is a randomised controlled trial 
(RCT) on this issue second to that of the 
first but a smaller one involving mainly 
(85%–90%) Caucasian patients.2 Whereas 
recent controlled and cohort studies in 
pretherapy HBeAg-negative patients have 
provided evidence of much increased 
HBsAg loss rate after stopping NUC 
therapy,2–6 the reasons of the contradic-
tory conclusion of this study and several 
critical points of this trial deserve clarifi-
cation and further discussion.

First, only 42% of the 159 patients 
agreed to be enrolled. Are there any 
bias comparing those enrolled and those 
declined? Second and most importantly, 
similar to the strategy of several reported 
studies involving smaller number of 
pretherapy HBeAg-negative patients, this 
trial also included both HBeAg-positive 
(n=18) and HBeAg-negative (n=27) 
patients. It is well known that HBeAg-
positive and HBeAg-negative patients 
have inherent differences, not only in 
the virus (wild vs mutant, HBV DNA and 
HBsAg levels) but also in the host such 
as age difference. Their findings that, by 
the same predefined criteria, much more 
pretreatment HBeAg-positive patients 
required retreatment and HBsAg loss 
only in pretreatment HBeAg-negative 
patients also self-explained that they were 
different. It seems not appropriate to 

lump them together for this kind of study. 
Perhaps it is more appropriate to compare 
the results of their 27 pretherapy HBeAg-
negative patients with those of earlier 
RCT2 and other studies addressing HBsAg 
loss after stopping NUC.3–6 It would be 
most informative to compare with the 59 
pretherapy HBeAg-negative patients who 
might have detailed relevant data avail-
able for comparisons in a published study 
led by the same senior author.7 Third, 
the median HBsAg decline in the Stop 
versus Continuation group should not be 
interpreted as ‘similar’ because their data 
showed two times higher HBsAg decline in 
the Stop arm (0.2 vs 0.1 log10 IU/mL) with 
a p value of 0.04 indicating statistically 
significant difference. Fourth, our large 
cohort study involving 691 pretherapy 
HBeAg-negative patients showed that the 
cumulative HBsAg loss rate was only 1% 
by year 1 and 2% by year 2 then accel-
erated to 13% by year 6 after stopping 
NUC.4 Obviously, a follow-up duration of 
1.5 year (72 week) is too short to see signif-
icant and/or greater difference in both the 
magnitude of HBsAg decline and HBsAg 
loss rate between Stop and to Continua-
tion group, especially when the number of 
patients was small. Furthermore, >95% 
of their patients were Asians. Studies 
have shown much lower Off-NUC HBsAg 
loss rate than Caucasians, as summarised 
elsewhere.8

With these discussed problems in the 
results of the study, it can be concluded 
that it is too early to suggest that stop-
ping NUC therapy in chronic hepatitis B 
has limited benefit. If the benefit of finite 
NUC therapy in HBeAg-negative patients 
elaborated in earlier studies is still ques-
tioned, RCTs in substantial number of 
patients with off-NUC follow-up >3 years 
are needed.

Yun-Fan Liaw ‍ ‍ ,1 Wen-Juei Jeng1,2

1Liver Research Unit, Chang Gung Memorial Hospital 
and Chang Gung University College of Medicine, Taipei, 
Taiwan
2Department of Gastroenterology and Hepatology, 
Chang-Gung Memorial Hospital, Linkou Medical Cente, 
Taipei, Taiwan

Correspondence to Professor Yun-Fan Liaw, Liver 
Research Unit, Chang Gung Memorial Hospital, 199, 
Tung Hwa North Road, Taipei 105, Taiwan;  
​liveryfl@​gmail.​com

Contributors  Y-FL and W-JL co-wrote this letter and 
contributed equally.

Funding  This work was supported by grants 
from the Chang Gung Medical Research 
Programme (CMRPG1G0061-3, CMRPG3A0901-3, 
CORPG3G0651), National Science Council, Taiwan 
(MOST105-2628-B-182-011-MY3) and the Prosperous 
Foundation, Taipei, Taiwan.

Competing interests  None declared.

S
ciences Library. P

rotected by copyright.  on O
ctober 22, 2020 at M

c M
aster U

niversity (G
S

T
 123404113) H

ealth
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gutjnl-2019-320341 on 29 N

ovem
ber 2019. D

ow
nloaded from

 

http://orcid.org/0000-0002-1418-5291
http://orcid.org/0000-0002-1418-5291
http://orcid.org/0000-0002-1418-5291
http://dx.doi.org/10.1136/gutjnl-2018-316074
http://dx.doi.org/10.1055/s-0033-1344884
http://dx.doi.org/10.1038/ajg.2016.582
http://dx.doi.org/10.1038/ajg.2016.582
http://dx.doi.org/10.1007/s10620-015-3846-y
http://orcid.org/0000-0003-0664-9372
http://gut.bmj.com/


1899Gut October 2020 Vol 69 No 10

PostScript

Patient consent for publication  Not required.

Provenance and peer review  Not commissioned; 
internally peer reviewed.

© Author(s) (or their employer(s)) 2020. No commercial 
re-use. See rights and permissions. Published by BMJ.

Y-FL and W-JJ contributed equally.

To cite Liaw Y-F, Jeng W-J. Gut 2020;69:1898–1899.

Received 22 November 2019
Revised 26 November 2019
Accepted 26 November 2019
Published Online First 29 November 2019

Gut 2020;69:1898–1899. doi:10.1136/
gutjnl-2019-320341

ORCID iD
Yun-Fan Liaw http://​orcid.​org/​0000-​0003-​0664-​9372

References
	1	 Liem KS, Fung S, Wong DK, et al. Limited sustained 

response after stopping nucleos(t)ide analogues 
in patients with chronic hepatitis B: results from a 
randomised controlled trial (Toronto STOP study). Gut 
2019;68:2206–13.

	2	 Berg T, Simon K-G, Mauss S, et al. Long-term response 
after stopping tenofovir disoproxil fumarate in non-
cirrhotic HBeAg-negative patients - FINITE study. J 
Hepatol 2017;67:918–24.

	3	 Hadziyannis SJ, Sevastianos V, Rapti I, et al. Sustained 
responses and loss of HBsAg in HBeAg-negative 
patients with chronic hepatitis B who stop long-
term treatment with adefovir. Gastroenterology 
2012;143:629–36.

	4	 Jeng W-J, Chen Y-C, Chien R-N, et al. Incidence and 
predictors of hepatitis B surface antigen seroclearance 
after cessation of nucleos(t)ide analogue therapy in 
hepatitis B e antigen-negative chronic hepatitis B. 
Hepatology 2018;68:425–34.

	5	 Papatheodoridis GV, Rigopoulou EI, Papatheodoridi M, 
et al. DARING-B: discontinuation of effective entecavir 
or tenofovir disoproxil fumarate long-term therapy 
before HBsAg loss in non-cirrhotic HBeAg-negative 
chronic hepatitis B. Antivir Ther 2018;23:677–85.

	6	 Chen C-H, Hung C-H, Wang J-H, et al. The incidence 
of hepatitis B surface antigen loss between hepatitis 
B E antigen-negative noncirrhotic patients who 
discontinued or continued entecavir therapy. J Infect Dis 
2019;219:1624–33.

	7	 Chi H, Hansen BE, Yim C, et al. Reduced risk of relapse 
after long-term nucleos(t)ide analogue consolidation 
therapy for chronic hepatitis B. Aliment Pharmacol Ther 
2015;41:867–76.

	8	 Liaw Y-F. Finite nucleos(t)ide analog therapy in HBeAg-
negative chronic hepatitis B: an emerging paradigm 
shift. Hepatol Int 2019;13:665–73.

​ ​ ​

S
ciences Library. P

rotected by copyright.  on O
ctober 22, 2020 at M

c M
aster U

niversity (G
S

T
 123404113) H

ealth
http://gut.bm

j.com
/

G
ut: first published as 10.1136/gutjnl-2019-320341 on 29 N

ovem
ber 2019. D

ow
nloaded from

 

http://orcid.org/0000-0003-0664-9372
http://dx.doi.org/10.1136/gutjnl-2019-318981
http://dx.doi.org/10.1016/j.jhep.2017.07.012
http://dx.doi.org/10.1016/j.jhep.2017.07.012
http://dx.doi.org/10.1053/j.gastro.2012.05.039
http://dx.doi.org/10.1002/hep.29640
http://dx.doi.org/10.3851/IMP3256
http://dx.doi.org/10.1093/infdis/jiy697
http://dx.doi.org/10.1111/apt.13150
http://dx.doi.org/10.1007/s12072-019-09989-6
http://orcid.org/0000-0002-5482-5708
https://twitter.com/ajumathew_
http://gut.bmj.com/

	Meta-­analysis of the efficacy and safety of PD-1/PD-­L1 inhibitors administered alone or in combination with anti-­VEGF agents in advanced hepatocellular carcinoma
	References
	References
	Letter to the editor
	References
	References
	References
	References
	References
	References
	References
	References
	References
	References
	References
	References




