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Low Rate of Long-term Virological Suppression in Chronic
Hepatitis B Patients Treated with Lamivudine

Supot Nimanong, MD?, Chartchai Savetsila, MD?, Tawesak Tanwandee, MD*
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Background: Hepatitis B virus (HBV) infection is one of the major global health problems which can lead to cirrhosis and
hepatocellular carcinoma. Currently, main treatment for chronic hepatitis B (CHB) is oral nucleos(t)ide analogues (NA) such as
lamivudine, entecavir, tenofovir and tenofovir alafenamide. Lamivudine (LAM) is the first agent and still widely used especially in
resource-limited countries. LAM is safe and affordable, but the only drawback is high rate of drug resistance which is roughly 20%
during first year of treatment.

Objective: To assess the rate of sustained hepatitis B virological suppression during long-term treatment with LAM in NA naive CHB
patients.

Materials and Methods: This is a retrospective, single center study of adult chronic hepatitis B patients who were eligible for
treatment according to treatment guideline. LAM was prescribed as the first treatment and must continue for at least 1 year. The
patients were excluded if there were co-infected with hepatitis C virus or HIV, underlying hepatocellular carcinoma. Patient
demographic data, liver biochemistries and HBV viral load were collected.

Results: There were 547 patients, 403 (73.7%) were male and 111 (20.3%) patients had cirrhosis at baseline which mostly Child-
Pugh A (92/111, 86%). Two hundred and seventy-six patients (50.5%) were HBeAg-positive with mean age of 46.8 years. Cumulative
incidence of sustained virological suppression defined as HBV DNA below detection was 98.7%, 69.8%, 47.4%, 30.6%, and 18.2%,
atyear 1, 2, 3,4, and 5, respectively. In addition, in HBeAg positive CHB patients, 111/276 (40.3%) achieved HBeAg seroconversion
and 1 (0.18%) had HBsAg loss. Factors associated with virological breakthrough included HBeAg positive and age >50 years old,
tenofovir was added to rescue the patients who had virological breakthrough. No serious adverse event was seen.

Conclusion: Long-term treatment of CHB patients with LAM was sub-optimal Rate of virological suppression was less than 20%
atyear 5. These patients must be monitored regularly, and rescued treatment added to prevent biochemical breakthrough. Treatment
with high genetic barrier NA from beginning is advised to avoid unnecessary monitoring and the risk of virological breakthrough.
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Hepatitis B virus (HBV) infection is the major
health problem, especially in developing countries like in
Asia and Africa®), Tt is estimated that approximately 600,000
people die annually from chronic hepatitis B (CHB) related
liver cirrhosis and hepatocellular carcinoma (HCC)®. The
prevalence of CHB infection in Thailand is estimated to
be about 4.5%, especially those born before introduction of
HBYV vaccine®. Current treatment of CHB consists of
pegylated interferon and NAs, whereas most treatment
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nowadays are NAs which are easy to administer and fewer
side effects. Currently, there are 6 NAs registered for treatment
of CHB, including lamivudine (LAM, 100 mg/day), adefovir
(10 mg/day) entecavir (0.5 and 1.0 mg/day), telbivudine
(600 mg/day), tenofovir (TDF, 300 mg/day) and tenofovir
alafenamide (TAF, 25 mg/day). However, most international
guidelines®® recommend only entecavir and TDF or TAF
as first line agents since these NAs are among the most potent
and have high genetic barrier to drug resistance. Nevertheless,
lamivudine is still widely used in many countries including
Thailand where LAM has been listed as first line agent for
treatment of CHB. Since CHB treatment usually requires
long-term NAs and lamivudine is among low genetic barrier
NAs with high rate of virological failure overtime,
approximately 20% at first year®. This requires frequent
HBYV viral load monitoring to detect virological failure and
to recue with TDF or TAF to prevent biochemical
breakthrough and maintain the benefit of NA treatment. Since
LAM is the first NAs and LAM study initially set for 1
year of treatment®, long-term virological control of LAM is
not well studied in real world setting because there were
newer NAs with lower virological breakthrough available.
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The primary objective was to assess cumulative
incidence of virological suppression during LAM treatment
in real-world clinical practice of naive CHB patients and to
determine rate of HBV viral control (HBV DNA <20 [U/mL)
during treatment up to 5 years in naive CHB patients treated
with LAM as well as HBeAg seroconversion in the patients
with HBeAg positive and ALT normalization. Moreover, we
would like to identify risk factors associated with virological
breakthrough and adverse effect of lamivudine treatment.
This information will be important to assess whether the use
of LAM should still recommend as first choice NA in Thailand
and many countries.

Materials and Methods
Study design

This retrospective study was conducted at
Hepatitis Clinic, Siriraj Hospital from November 15,2013 to
October 31, 2014. The subjects were included if they were
older than 18 years old with treatment indication (HBV DNA
>2,000 IU/mL plus evidence of chronic hepatitis or cirrhosis),
both HBeAg positive and negative at the baseline and have
been treated with LAM for at least 1 year. The patients were
excluded if there were co-infection with hepatitis C virus
and/or human immunodeficiency virus, other causes of
hepatitis, exposure to other nucleoside analogues active
against HBV, evidence of decompensated cirrhosis, any
malignancy, receiving immunosuppressive drugs, pregnancy
or lactating women or creatinine clearance <50 mL/min at
baseline. LAM dosing both 100 mg and 150 mg/day was
included, and the study was approved by Siriraj Institutional
Review Broad (Si. 654/2013).

Data collection

All demographic data, liver biochemistries, HBV
DNA viral load were captured every 5 to 7 months.
Treatment response is defined as HBV DNA maintained
below 20 IU/mL with either normal or abnormal alanine
transaminase (ALT). HBeAg seroconversion was defined as
loss of HBeAg with presence of HBeAb. HBsAg was followed
every year and LAM was discontinued if HBsAg became
undetectable. HBV virological rebound was defined as >1 log
IU/mL rebound, or HBV DNA >200 IU/mL from <20 IU/mL
of HBV DNA measured twice at least one month apart.
Adverse events were captured from patients records if it
was mentioned related to LAM.

Statistical analysis

Descriptive statistics was reported as number and
percentage for categorical variables and mean (standard
deviation, SD) for continuous variables. Chi-square test,
Fisher’s exact test, Student t-test, or Mann-Whitney U test
were used for statistical evaluation, where appropriate. Cox
proportional hazards model was used to determine factors
associated with virological breakthrough. All tests were
two-sided and the threshold for statistical significance was
established at a p-value <0.05. The statistical analysis was
performed using SPSS version 13.0.
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Results

There were 547 patients included in the present
study. Baseline patient characteristics are shown in Table 1.
Among LAM treated CHB patients, 403 (73.7%) were male
and 111 (20.3%) had cirrhosis at baseline with mean age of
46.8 years and mean treatment follow-up of 33+22 months.
Mean baseline HBV DNA was 4.82 million IU/mL and 276
patients were HBeAg-positive (50.5%), whereas 264 were
HBeAg-negative (48.3%). After 5 years of follow-up, there
were more patients who loss sustained virological control,
especially after two years of treatment as shown in Figure 1.
ALT normalization was 71.4%, 57.9%, 44.1%, 30.1%, and
24.8%, at year 1, 2, 3, 4 and 5, respectively. Patients with
baseline HBeAg positive, HBeAg seroconversion achieved
108/268 (40.3%). We found that there was only 1 case
(0.18%) of HBsAg loss in HBeAg positive who had HBeAg
seroconversion during treatment period (Table 2). Factors
associated with virological breakthrough included age >50
years and HBeAg (Table 3). There was no serious adverse
event was demonstrated during long-term follow-up in naive
patients receiving lamivudine treatment. No patient
discontinued lamivudine due to side effects of the medication.

Discussion

This was a real-world retrospective study which
included NA naive 547 CHB patients who were initially
treated with LAM. The mean follow-up period was
32.7+22.0 months which represented either the time to last
follow-up with virologically suppressed or before adding
TDF or ADV. There were male predominant in our study
which was like most of CHB studies. Rate of sustained
virological suppression decreased over the period of
treatment, as the result, there were more patients with
virological breakthrough. This finding was similar to the
study by Chang et al, where they found that cumulative rate
of virological breakthrough was 17%, 40%, 57% and 67%
after 1, 2, 3 and 4 years of LAM treatment, respectively®.
Virological breakthrough can result in biochemical flare,
sometimes follow by hepatic decompensation which can be

Table 1. Baseline characteristics of 547 patients

Parameters Results
Age (years), mean (SD) 46.8 (11.9)
Male, n (%) 403 (73.7)
HBeAg status, n (%)

HBeAg positive 276 (50.4)

HBeAg negative 264 (48.3)

Unknown 7(1.3)
Cirrhosis, n (%) 111 (20.3)
Alcohol drinking, n (%) 99 (18.1)
HBV DNA (x10¢ IU/mL), mean (SD) 4.82 (16.94)
Duration of follow-up (months), mean (SD) 33(22)
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severe. It is essential that HBV DNA as well as patient
compliance to the treatment must be reinforced frequently.
However, HBV DNA cannot be done in many hospitals and
it is costly which will make LAM is not a good candidate for
the first line treatment in CHB patients. This is important
finding since LAM is still widely used as first line treatment
even all societal guidelines do not recommend for using as
first line treatment because more potent and high genetic
barrier NAs like entecavir, tenofovir and tenofovir alafenamide
are now available*®. These NAs can suppress HBV DNA
with very low rate of virological breakthrough from 0 to
1.2%, moreover, there are generic which can be affordable.
There was no correlation between sex, alcoholic drinking,
cirrhosis, pretreatment HBV DNA with virological
breakthrough. Baseline HBV DNA was 4.82 million [U/mL
in our study and very high proportion of patients achieved
initial virological control at first year, however,
Hongthanakorn et al reported that failure to achieve
undetectable HBV DNA was the only factors associated
with virological breakthrough'". In this study we found that
HBeAg-positive patients were more likely to develop
virological breakthrough, this finding was also reported by
Silva et al'”. In CHB patients who were HBeAg positive,
HBeAg seroconversion may predicted long-lasting
suppression of HBV, reduced infectivity, and improved clinical
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prognosis and it is considered for treatment cessation
endpoint. Our study found that 108/268 (40.3%) of HBeAg
positive patients had HBeAg seroconversion with up to 5
years of LAM treatment.

There are several limitations in our study, firstly,
this is a retrospective study where not all data can be
captured. Secondly, drug compliance, which was important,
was not systematically collected. Hongthanakorn C, et al
had found that nearly 40% of virological breakthrough was
not associated with NA resistance.

Conclusion

Long-term treatment of CHB patients with LAM
is sub-optimal as rate of complete virological suppression
decreased rapidly, especially after year 2 and only 18.2%
remained HBV DNA suppressed at year 5. These patients
must be monitored and rescued properly to prevent
biochemical flare. Treatment initiation with high genetic
barrier NA from the beginning is advised to avoid unnecessary
monitoring and the risk of decompensation.

What is already known on this topic?

Treatment chronic hepatitis B with NAs usually
continue with the same agent until virological breakthrough.
LAM is the first NA used for HBV treatment and it is still
popular in many parts of the world. The drawback of using
LAM is viral breakthrough which was about 20% at first
year but less data is known for long-term virological
breakthrough.

What this study adds?
Using LAM is sub-optimal since rate of HBV DNA

Table 2. Outcome oflamivudine treatmentin 547 chronic
hepatitis B patients (mean follow-up time 33+22 months)

. Number (%)
5 year ALT normalization 76 (24.8)
Cases 540/547 323/463 176/371 100/327 56/307 HBeAg seroconversion 108/268 (403)
HBsAg loss 1(0.18)
Figure 1. Virological response after treated with
lamivudine (100 or 150 mg) for up to 5 years. ALT = alanine aminotransferase
Table 3. Factors associated with virological breakthrough
Factors Odds ratio 95% confidence interval p-value
Male 1.80 0.90 to 3.59 0.091
Age >50 years 1.79 0.99 to 3.20 0.05
Alcohol drinking 2.64 0.91to0 7.68 0.066
Cirrhosis 1.46 0.76 to 2.79 0.258
HBeAg positive 5.08 2.56t010.08 0.00
High HBV DNA (>1x10° IU/mL) 1.83 0.65t05.19 0.249
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viral suppression decreased rapidly when the time goes by.
However, first year viral suppression in this study was higher
than previous studies, may be due to low initial HBY DNA
in our patients. LAM is not the good choice for first-line
treatment since the cost of HBV DNA monitoring may be
higher than the cost of generic, more potent, high genetic
barrier NA.

Acknowledgement
The authors would like to thank Ms. Jaruwan
Luangphot for the collection of the data for this study.

Conflicts of interest
The authors declared no conflict of interest.

References

1. Shepard CW, Simard EP, Finelli L, Fiore AE, Bell BP.
Hepatitis B virus infection: epidemiology and
vaccination. Epidemiol Rev 2006;28:112-25.

2. Lavanchy D. Hepatitis B virus epidemiology, disease
burden, treatment, and current and emerging prevention
and control measures. J Viral Hepat 2004;11:97-107.

3. Posuwan N, Wanlapakorn N, Sa-Nguanmoo P,
Wasitthankasem R, Vichaiwattana P, Klinfueng S, et al.
The success of a universal hepatitis B immunization
program as part of Thailand’s EPI after 22 years’
implementation. PLoS One 2016;11:e0150499.

4. Sarin SK, Kumar M, Lau GK, Abbas Z, Chan HL, Chen
ClJ, et al. Asian-Pacific clinical practice guidelines on the
management of hepatitis B: a 2015 update. Hepatol Int
2016;10:1-98.

] Med Assoc Thai|Vol.103|Suppl.8|December 2020

10.

11.

European Association for the Study of the Liver.
EASL 2017 clinical practice guidelines on the
management of hepatitis B virus infection. J Hepatol
2017;67:370-98.

Terrault NA, Lok ASF, McMahon BJ, Chang KM,
Hwang JP, Jonas MM, et al. Update on prevention,
diagnosis, and treatment of chronic hepatitis B: AASLD
2018 hepatitis B guidance. Hepatology 2018;67:1560-
99.

Royal Thai Government Gazette. Thailand National
List of Essential Drugs [Internet]. 2019 [cited 2020
May 30]. Available from: http://www.ratchakitcha.soc.
20.th/DATA/PDF/2562/E/095/T_0008.PDF.

Lai CL, Chien RN, Leung NW, Chang TT, Guan R, Tai
DI, et al. A one-year trial of lamivudine for chronic
hepatitis B. Asia Hepatitis Lamivudine Study Group.
N Engl J Med 1998;339:61-8.

Chang TT, Lai CL, Chien RN, Guan R, Lim SG, Lee
CM, et al. Four years of lamivudine treatment in Chinese
patients with chronic hepatitis B. J Gastroenterol
Hepatol 2004;19:1276-82.

Da Silva LC, da Fonseca LE, Carrilho FJ, Alves VA,
Sitnik R, Pinho JR. Predictive factors for response to
lamivudine in chronic hepatitis B. Rev Inst Med Trop
Sao Paulo 2000;42:189-96.

Hongthanakorn C, Chotiyaputta W, Oberhelman K,
Fontana RJ, Marrero JA, Licari T, et al. Virological
breakthrough and resistance in patients with chronic
hepatitis B receiving nucleos(t)ide analogues in clinical
practice. Hepatology 2011;53:1854-63.

S67



v 1 v v
4 v 4 v duv

v v v v a s'; Y v v v a c} a 4
ﬂﬂﬂmiﬂﬂllﬁﬂﬂllﬂﬂtﬂ‘ll‘lll 0 Wlﬂ,‘t!q 'Jflvllﬁﬁﬂ‘l.lf:)ﬂl,ﬁ‘l.l‘l.ll, ANMINBINIYATNIAY

A o

quau e, Ay 1wadal, MAA uniua

' 1
9o w

A v Vv W a 4' a o o I & o a o o voov o a 49’ v a v
pimas: WisdusnauiidwlymassasaiiddgedanmiignmeduuduaizGuiuligl dsgumsinuhiadusnay 3 Gessaloulye
Sutsemu nucleos(tide analogues (NA) 11 i wudmides Alullsesuazilubides emihinnen evaniiaudy NA dusnuazdailly

9

snaunsvelasmzlulszmamaniann ueiaeads nmgnuadaymididy e sanmsesgdlastsznaisesaz 20 wudusn

v v#’ a v [ dy a 4 w'd'yv a a4 o [ a
?m]ijﬂ'{ﬂ\iﬂ: elszaludanmsnahiaavsniy 4 mfJmamgﬂuﬁluvgﬂaﬂw"l@mmamgﬂuiﬂm"hﬁﬂﬂuamﬁ‘uuLﬂui:ﬂmmmu

v v oy v
a2

v ad 2 v v v A v Vo v A 49’ v Iﬁid v o
JaauazT5ms: dunsfinnuuveeundtuaaimdoilaenmurumhebisiusnay 3 Gesdunlnyiimesudumsinmauumamsing Taort
Tasumsinnmesminaududusnuaclaiuaeiiesenaues 1 1 wiheazgndneenmnimsfinisehiadusnimy § viohineaanielinzGeiuund

ﬂxﬁmiﬁuﬁnﬁuay‘amuqﬂﬂa mahammesiutaziinamethiadudnay 1

HaMARY: ﬁvsﬂwﬁwuﬂ 547 10 Tag 403 19 (;E]ﬂﬁ: 73.7) e 111 0y (;aﬂa: 20.3) ﬁnn:ﬁmlfﬁaéﬂLL@iLéNﬂ]i%nuw Tng 92 18 (;E)Hﬁt 86)
il Child-Pugh A vgﬂw 278 19 (;afm: 50.5) MMz HBeAg mmm:mqmﬁ‘a 46.8 1 sanmsnaliadusniay 1§ axdn Taodeamnsanahiadusniay
# ladmiaammsanonyili 1,2,3,4,5 hsava: 98.7, 69.8, 47.4, 30.6 uaz 18.2 mwaAL 1uv§ﬂwﬁ HBeAg w111 (;afm: 40.3) o
HBeAg seroconversion Iﬂm;ﬂw 1 16l HBsAg au “1uv§ﬂwﬁﬁszﬁu"lﬁﬁqﬁu s laumsinnmonilililites waslmuemsvaios
ﬁummﬂﬁ;mmﬁgﬁu

v v
A

ag): madnnhiadusniay 1 Sedwmsenmihaulanadnnanumaning esnadanmenabiian 5 4 wasussansesaz 20 wenvntiu
nthedwnedlasumsanmuaasauieazlanasuelaiuneumsmisuesnzdvsniay msumsinthiadusiay 1 GSefimoeiimshesmuesivanzasnn

wazihlnlunssiamuntiovey

] Med Assoc Thai|Vol.103|Suppl8|December 2020



