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Abstract 
Introduction: The aim of this study was to determine hepatitis B surface antigen (HBsAg) seroclearance rate 
among patients treated with lamivudine at a specialized tertiary care referral hospital in Tehran, Iran.  

Methods: All patients on lamivudine (biovudin®) therapy at a dose of 100 mg/day, who showed seroclearnace 
between March 2001 and September 2011 were recruited. The main evaluation parameters were duration of 
HBsAg seroclearance and duration of HBsAg seroconversion. Serum alanine aminotransferase (ALT) and 
aspartate aminotransferase (AST) levels were evaluated using standard methods. HBsAg seroclearance was 
defined as two consecutive negative serums HBsAg at least 6 months apart, whereas HBsAg seroconversion was 
defined as the disappearance of serum HBsAg and the presence of anti-HBs for >6 months.  

Results: A total of 203 chronic HBV patients treated with lamivudine at a dose of 100 mg/day were included in 
the study. HBsAg seroclearance and seroconversion were observed in 11 patients after the initiation of the 
lamivudine therapy. Overall, in lamivudine responder patients, the mean time to HBsAg seroclearance was 
26.90±10.93 months (range: 12-48 months). Furthermore, the responders showed seroconversion after a mean 
time of 26.90±11.08 months from the initiation of lamivudine therapy. When comparing the characteristics of 
those who have responded to lamivudine and those who have not responded, baseline HBV-DNA levels was 
significantly lower in responder than non responder patients (p<0.001). Meantime, there was no difference in age, 
sex, baseline ALT, AST and liver biopsy score between lamivudine responder and lamivudine non-responder 
patients.  

Conclusion: Despite introduction of tenofovir and entecavir as first line treatment for chronic HBV infection, 
lamivudine remains to be a low cost, safe and effective drug for HBsAg seroclearnace.  
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1. Introduction 
Hepatitis B virus (HBV) infection is a serious public health problem, resulting in approximately 2 billion people 
have been or currently infected with HBV and there are about 400 million chronic infections worldwide 
(Hepatitis B Foundation, 2014). It is estimated that about 15-40% of HBV infected people will progress and 
eventually develop cirrhosis, hepatic failure and hepatocellular carcinoma (HCC) (Lok, 2002). The main way of 
transmission of HBV is through blood and blood products. In Iran, perinatal transmission and injection drug use 
are main routes of HBV transmission (Merat et al., 2000). The prevalence of HBV infection in most Middle East 
countries is considered intermediate to high endemicity. Iran is considered as intermediate hepatitis B surface 
antigen (HBsAg) positive area with a prevalence rate of 2-7% (Alavian et al., 2007). Diagnosis of HBV infection 
is made through serological and virological markers. Of these, hepatitis B surface antigen (HBsAg) is the 
cornerstone for diagnosis of HBV infection. However, other markers are essentially fundamental in 
differentiating between active and inactive infections. Importantly, hepatitis B e antigen (HBeAg) is indicative of 
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active viral replication (Liaw & Chu, 2009). Meantime, measuring serum alanine aminotransferase (ALT) and 
HBV-DNA viral load is an important component in evaluating and managing patients with chronic HBV 
infection (Kennedy et al., 2008). Nowadays, a number of antiviral agents have been approved for the treatment 
of chronic HBV infection namely interferon therapy, the nucleoside analogues (lamivudine, telbivudine, and 
entecavir), and the nucleotide analogues (adefovir and tenofovir) (European Association for the Study of the 
Liver, 2012). The ultimate goal of antiviral therapy for chronic HBV infected patients is seroclearance of HBsAg; 
however, this can only be achieved in a small proportion of patients (Buster et al., 2008). Seroclearance of 
HBsAg has been associated with low/undetectable HBV DNA by a sensitive molecular assay, normalization of 
serum ALT levels, histologic improvement in liver, a decreased risk of HCC, and subsequently prolonged 
survival (Farci et al., 2004) 

Based on HBV infection natural history, the annual incidence of spontaneous HBsAg seroclearance has been 
estimated to be 1.4% (Kim et al., 2008). However, this rate may be lower in patients living in Middle East 
countries who typically acquire the infection at birth. Therapy induced HBsAg seroclearance is an unusual 
finding. Although interferon based therapy has been shown to increase HBsAg seroclearnace above the 
spontaneous rate of HBsAg loss, HBsAg seroclearance is rare following nucleoside therapy (Chu & Liaw, 2010). 
Of these, lamivudine therapy is no longer considered to be a first-line therapy for chronic HBV infection; 
however, it remains effective in suppressing HBV-DNA with ALT normalization and histologic improvement in 
both HBeAg-positive and HBeAg-negative patients (Liaw et al., 2008). The aim of the study was to determine 
HBsAg seroclearance rate among patients treated with lamivudine at Labbafinajad Medical Center (LMC).  

2. Patients and Methods 
2.1 Setting 

The LMC, a specialized tertiary care referral center in Tehran, Iran, is one of the main referring centers of 
chronic hepatitis B cases.  

2.2 Ethics Approval 

The study was approved by the ethics committee of the LMC. 

2.3 Study Population 

Between March 2001 and September 2011, a total of 203 chronic HBV patients treated with lamivudine 
(biovudin®) at a dose of 100 mg/day were included in the study. The inclusion criteria were patients with 
chronic hepatitis who were treated with lamivudine during the study period. The patients were naïve patients, 
negative tests for hepatitis C virus, hepatitis D virus, human immunodeficiency virus, absence of autoimmune 
disease. The main evaluation parameters were duration of HBsAg seroclearance and duration of HBsAg 
seroconversion. Serum alanine aminotransferase and AST levels were evaluated using standard methods (upper 
limit of normal, 40 IU/L). The viral markers (HBsAg, anti-HBs, HBeAg, and anti-HBe) were measured using the 
ELISA method (Lok, 2002). Serum HBV DNA level was quantitatively assessed in Keyvan Viral Special 
laboratory by real Cobas Amplicor and Cobas TaqMan from Roche Diagnostics. The conversion factor for Cobas 
Amplicor is 5.26 and for Cobas TaqMan is 5.82. The lower detection limit (Cut off) for Amplicor is 200 copies 
/mL (38 IU/mL) and 30 copies (6 IU/mL) for TaqMan. Patients were selected for treatment according to standard 
criteria: elevated serum aminotransferase level; HBV viral load more than 10,000 copy/ml (2000 IU/ml) and in 
some cases based on evidences of necro-inflammatory activity in the liver biopsy samples. One hundred twenty 
eight out of 203 patients underwent liver biopsy. Liver biopsy was considered when viral load was more than 
2000 IU/ml and ALT was 1-2 upper limit of normal. With regard to long term follow up, the patients were 
screened for HCC with alpha-fetoprotein levels (AFP) and hepatic ultrasound, particularly for high risk patients.     

2.4 Definitions 

Chronic hepatitis B was characterized by the presence of detectable hepatitis B surface antigen (HBsAg) in the 
blood or serum for longer than six months. Chronic HBV infected patient was defined as having detectable 
HBsAg, either HBeAg positive or negative, a serum HBV-DNA level >2000 IU/ml, and elevated transaminase 
level. HBsAg seroclearance was defined as two consecutive negative serums HBsAg at least 6 months apart, 
which were maintained to the end of the study, normal ALT level, and undetectable serum HBV-DNA level. 
HBsAg seroconversion was the disappearance of serum HBsAg and the presence of anti-HBs for >6 months. 
HBeAg seroconversion was defined as two consecutive negative HBeAg and positive HbeAb (Lok, 2002). 

2.5 Statistical Analysis 

Data were collected and analyzed by using SPSS (version 10.0; SPSS Inc, Chicago, IL) software package. 
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Categorical data (responders and non-responders) were compared by X2 test or other variables by the Fisher's 
exact test. A p value of less than 0.05 was considered statistically significant. 

3. Results 
3.1 Characteristics of Patients 

Between March 2001-September 2011, 203 chronic HBV patients on lamivudine therapy were included in the 
study. The mean age of patients was 43.13±13.40 (range 12-84 years) and 147 (72.41%) were male. Baseline 
characteristics of the studied population are demonstrated in Table 1.  

 

Table 1. Baseline characteristics of patients 

Patients characteristics Study population 

Age (yr), mean±SD (range) 43.13±13.40 (12-84) 

Gender, male 147 (72.41%) 

Gender, female 56 (27.59%) 

Presence of family history of HBV infection, n (%) 135 (66.50)  

ALT (IU/L), median (range) 109.43±171.15 (10-1424) 

AST (IU/L), median (range) 71.87±109.43 (13-780) 

HBeAg positive patients 75 (36.95%) 

HBeAb positive patients 128 (63.05) 

Patients with positive HBV-DNA1, n (%) 203 (100%)  

Stage (liver biopsy) (range)2 1.96±1.42 (0-6) 

Grade (Liver biopsy) (range)2 5.08±3.26 (0-15) 

Score (liver biopsy) (range)2 7.05±4.27 (1-21) 

1. HBV-DNA level >2000 IU/ml; 

2. Only 128 underwent liver biopsy. 

 

Eleven patients (5.4%) out of 203 chronic HBV patients achieved seroclearnace of HBsAg with lamivudine 
therapy. The mean age of HBsAg seroclearance patients was 41.45±13.01 (range 25-63 years) and 10 (90.9%) 
were male and 1 (9.1%) was female. All patients were native Iranian.  

3.2 Seroclearance and Seroconversion of HBsAg 

HBsAg seroclearance and seroconversion were observed in all patients after the initiation of the lamivudine 
therapy. Table 2 demonstrates time to HBsAg seroclearance and time to seroconversion for each patient.  

 

Table 2. Time period of HBsAg loss and appearance of anti-HBs from start of the lamivudine therapy 

Duration (month) 
Patients 

1 2 3 4 5 6 7 8 9 10 11 

HBsAg loss 18 16 24 20 12 48 40 36 30 24 28 

Seroconversion to 
Anti-HBs 

18 18 24 18 12 48 40 38 30 24 26 

 

Overall, the mean time to HBsAg seroclearance was 26.90±10.93 months (range: 12-48 months). Seroconversion 
occurred after a mean time of 26.90±11.08 months from the initiation of lamivudine therapy. The stratification of 
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the results according to the presence of HBeAg revealed that, in HBeAg negative patients, mean time to HBsAg 
seroclearance was 23.67±8.39 months and mean time to seroconversion was 22.67±9.00 months. In HBeAg 
positive patients the intervals were longer with a mean time to HBsAg seroclearance of 31.60±12.68 months and 
mean time to seroconversion of 32.00±12.08 months. 

3.3 Comparison Between Responder and Non Responder Patients 

The main patient characteristics and values for all parameters studied are shown in Table 3. In total, 137 male 
and 55 female patients did not achieve HBsAg seroclearance, and 10 male and 1female patients achieved HBsAg 
seroclearance.  

HBsAg seroclearance had no statistically significant association with age, sex, ALT, AST and liver biopsy 
histology results. Patients achieving HBsAg seroclearance had significantly lower baseline ratios of 
log10HBV-DNA (P<0.001), compared with those not achieving HBsAg seroclearance (Table 3). None of the 
patients in this study developed HCC. 

 
Table 3. Comparison of clinical characteristics between responders and non responders of patients with chronic 
hepatitis B virus on lamivudine therapy 

Parameter 
Responder 

(n=11) 
Non-responder 
(n=192) 

Odd ratio (95% CI) 
P 
value 

Age (Yr) 41.45±13.01 43.23±13.13  -1.7800 (-9.8031-6.2431) 0.662 

Sex (M:F) 10:1 137:55  4.015 (0.509-85.817) 0.296 

ALT (IU/l) 71.63±48.88 110.65±175.30.13  -39.0200 (143.6979-65.6579) 0.463 

AST (IU/l) 56.90±42.31 72.93±112.34  -16.0300 (-83.2242-51.1642) 0.639 

Viral load 418497.00±423087.74 3895487.00±345065 -3476990.00 (-3733470.8586-3220509.1414) 0.0001 

Stage (liver 
biopsy) 2.36±1.02 2.00±1.45  0.3600 (-0.5152-1.2352) 0.418 

Grade (liver 
biopsy) 4.63±1.80 5.22±3.33  -0.5400 (-2.5395-1.4595) 0.595 

Score (liver 
biopsy) 7.00±2.68 7.22±4.36  -0.2200 (-2.8438-2.4038) 0.869 

 
5. Discussion 
To the best of our knowledge, this is the first report on HBsAg seroclearnace in chronic HBV patients treated 
with lamivudine therapy in Iran. The goals of treatment in chronic HBV infected patients are to maintain 
sustained suppression of HBV replication and prevention of relapse of liver disease (Liang, 2009; Sorrell et al., 
2009). The disappearance of detectable HBeAg and HBV-DNA is considered an indicator of loss active viral 
replication (Lok and McMahon, 2009). In general achieving the above goals leads to resolve ongoing 
hepatocellular damage and reducing the development of cirrhosis and HCC (Doo and Ghany, 2010).  

Up to date, there are no effective treatment agents to eradicate HBV from hepatocytes of patients with chronic 
HBV infection. In this study we investigated lamivudine therapy in inducing HBsAg seroclearance in patients 
with chronic HBV. Although lamivudine therapy has not been recommended as first line therapy for chronic 
HBV because of the high resistance rate over time, it is still widely used in many Asian countries including Iran 
due to low cost, rapid action and proven safety for long term use (Paik et al., 2010; Mahabadi et al., 2013).  

In the study population, the patients responded to treatment were generally young. Although our finding was not 
statistically significant, it was in concordance to other studies that showed loss of HBsAg in lamivudine treated 
patients at a younger age (Yuen et al., 2007). Therefore lamivudine therapy can result in HBsAg seroclearance at 
early age group patients. In contrast to lamivudine induced HBsAg seroclearance, spontaneous HBsAg 
seroclearnce is more common in older age patients (Liaw et al., 1991; Chu & Liaw, 2007). Hence, we believe 
that HBsAg seroclearance in our study population was attributable to lamivudine treatment. Annually, natural 
seroclearance of HBsAg occurs approximately at 0.12 to 2.38 in Asian countries and from 0.54-1.98 in Western 
countries (Chen et al., 2007; Manno et al., 2004; Chu & Liaw, 2010).  
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Following a long term follow up of the patients, we found that 5.4% of them showed HBsAg seroclearance with 
lamivudine therapy. Similar finding was documented by Gish et al. (2010); however, the rate of HBsAg 
seroclearance in that study was lower (2.8%) than our study. Other seroclearance rates have also been reported. 
In some studies rare HBsAg seroclearance following few years of treatment was reported (Marcellin et al., 2004), 
whereas in other literature none of the patient treated with lamivudine alone clear HBsAg (Chu and Liaw, 2010). 
With regards to other anti-HBV drugs, different seroclearance rates are reported in the literatures. Follow up 
studies showed seroclearance rates of 11% with peginterferon (Marcellin et al., 2006), 8% with tenofovir 
(Matthews et al., 2008) and 5% with enetcavir (Lai et al., 2006).   

The numbers of patients included in this study were limited; however, the study included 5 HBeAg positive and 
6 HBeAg negative patients who showed HBsAg seroclearnace on lamivudine therapy alone. Of note, although 
spontaneous HBsAg seroclearnace could occur in HBeAg positive patients, HBeAg negative patients rarely 
experience natural seroclearnace (Perrollo, 2009; Kim et al., 2008). Therefore, this study documents potential 
effect of lamivudine monotherapy in inducing HBsAg seroclearance particularly in HBeAg negative patients. 
When we compared the characteristics of those who have responded to lamivudine and those who have not 
responded, baseline HBV-DNA levels was significantly lower in responder than non responder patients 
(p<0.001). Hence, the response to therapy in the study population was successful because investigations of the 
patients did not report high viral load. Therefore, lamivudine therapy can be used as first-line drug only in 
selected patients with low viral load. Furthermore, although it was not statistically significant, liver biopsy score 
among responders was lower than non responder patients. It has been documented that lamivudine therapy 
should be restricted to patients with mild fibrosis and HBV-DNA viral load less than 2 million IU/ml (Mauss et 
al., 2009). For patients with high level viral level HBV replication (>109 copies/ml) only drugs with a high 
genetic barrier should be used such as tenofovir and entecavir (Wiegand et al., 2010). In the current study, 
baseline ALT and AST levels were lower in responder than non responder patients, although we did not find 
significant statistical association. In contrast to our study, other researchers reported a high baseline 
aminotransferase level to be associated with higher probability of HBsAg seroclearance (Kim et al., 2014; Chan 
et al., 2011). Generally, lamivudine has been found to be effective in the normalization of liver enzymes, 
seroconversion of HBeAg, HBV-DNA suppression and improvement of liver histology (Lai et al., 1998; 
Dienstag et al., 1999). 

Lamivudine induced HBsAg seroclearance was observed in all patients within 48 months from start of the 
therapy. In HBeAg negative patients, the mean time for HBsAg loss and appearance of anti-HBs was 23.67±8.39 
months and 22.67±9.00 months, respectively. Our result was comparable to the study which had done by 
Marcellin et al. (2006) who showed seroclearance of HBsAg and appearance of anti-HBs at 2 years in HBeAg 
negative patients treated with peginterferon alpha-2a. Whereas in HBeAg positive patients the time intervals 
were longer for HBsAg seroclearance and seroconversion. Similarly, Dienstag and his colleagues reported that 
after a median of 36.6 months of lamivudine therapy, 23% of the patients have lost HBsAg (Dienstag et al., 
1999).  

In overall, treatment with lamivudine was well tolerated by all patients during the entire observation period. 
There were no side effects of note among the studied patients. It has been documented that long term lamivudine 
treatment has an excellent safety profile in patients with chronic HBV infection compensated liver disease (Lok 
et al., 2003). Furthermore other literatures documented that lamivudine is well tolerated and reduces serum 
levels of HBV-DNA (Lai et al., 1998; Liang, 2009; Sorrell et al., 2009). 

For these patients, it is most likely that the HBV infection has been eradicated since there has been no 
re-emergence of HBsAg 30 months after cessation of lamivudine therapy and there was no detectable HBV-DNA 
in the blood. Similar studies on lamivudine therapy found that HBV was eradicated at follow up period of 41 
weeks based on no re-appearance of HBsAg and serum HBV-DNA at last follow up (Yuen et al., 2004).   

Although the period was 10 years, the study has the typical limitation of small sample size at a single referral 
center. In this study, we did not check for HBeAg negative viral mutation, which underestimate HBeAg positive 
patients. Furthermore, the different time periods of diagnosis from one patient to another might be a source of 
limitation in our study.  

In conclusion, in keeping with recorded literatures, despite introduction of tenofovir and entecavir as first line 
treatment for chronic HBV infection, lamivudine remains to be a low cost, safe and effective drug for HBsAg 
seroclearnace. This was indicated by the clinical recovery and lifelong immunity from the HBV infection, 
particularly in patients with low viral load. Lamivudine therapy can result in HBsAg seroclearance at early age 
group patients, which was observed in HBeAg positive and also in HBeAg negative patients, who seldom 
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experience spontaneous seroconversion. 

Acknowledgments  
We are highly grateful to administration staff of infectious disease department of LMC for their valuable help 
and support in performing this study. 
Conflict of Interest Statements  
There is no conflict of interest. 
References 
Alavian, S. M., Fallahian, F., & Lankarani, K. B. (2007). The changing epidemiology of viral hepatitis B in Iran. 

Buster, E. H., van Erpecum, K. J., Schalm, S. W., Zaaijer, H. L., Brouwer, J. T., Gelderblom, H. C., … Reesink, 
H. W. Netherlands Association of Gastroenterologists and Hepatologists (2008). Treatment of chronic 
hepatitis B virus infection - Dutch national guidelines. Neth J Med, 66, 292-306.  

Chan, H. L., Wong, G. L., Tse, C. H., Chan, H. Y., & Wong, V. W. (2011).Viral determinants of hepatitis B 
surface antigen seroclearance in hepatitis B e antigen-negative chronic hepatitis B patients. J Infect Dis, 204, 
408-414. http://dx.doi.org/10.1093/infdis/jir283 

Chen, Y. C., Chu, C. M., Yeh, C. T., & Liaw, Y. F. (2007). Natural course following the onset of cirrhosis in 
patients with chronic hepatitis B: A long-term follow-up study. Hepatol Int, 1, 267-73. 
http://dx.doi.org/10.1007/s12072-007-5001-0 

Chu, C. M., & Liaw, Y. F. (2007). HBsAg seroclearance in asymptomatic carriers of high endemic areas: 
appreciably high rates during a long-term follow-up. Hepatology, 45, 1187-92. 

Chu, C. M., & Liaw, Y. F. (2010). Hepatitis B surface antigen seroclearance during chronic HBV infection. 
Antivir Ther, 15, 133-143. http://dx.doi.org/10.3851/IMP1497. Review. 

Dienstag, J. L., Schiff, E. R., Mitchell, M., Casey, D. E. Jr., Gitlin, N., Lissoos, T., ... Brown, N. (1999). 
Extended lamivudine retreatment for chronic hepatitis B: maintenance of viral suppression after 
discontinuation of therapy. Hepatology, 30, 1082-7.  

Doo, E. C., Ghany, M. G. (2010). Hepatitis B virology for clinicians. Clin Liver Dis, 14(3), 397-408. 
http://dx.doi.org/ 10.1016/j.cld.2010.05.001 

European Association For The Study Of The Liver (2012). EASL clinical practice guidelines: Management of 
chronic hepatitis B virus infection. J Hepatol, 57, 167-85. http://dx.doi.org/ 10.1016/j.jhep.2012.02.010 

Farci, P., Roskams, T., Chessa, L., Peddis, G., Mazzoleni, A. P., Scioscia, R., ... Balestrieri A. (2004). Long term 
benefit of interferon alpha therapy of chronic hepatitis D: regression of advanced hepatic fibrosis. 
Gastroenterology, 126, 1740-1749.  

Gish, R. G., Chang, T. T., Lai, C. L., de Man, R., Gadano, A., Poordad, F., ... Tamez, R. (2010). Loss of HBsAg 
antigen during treatment with entecavir or lamivudine in nucleoside-naïve HBeAg-positive patients with 
chronic hepatitis B. J Viral Hepat, 17, 16-22. http://dx.doi.org/10.1111/j.1365-2893.2009.01146.x. 

Hepatitis B Foundation. Statistics. Hepatitis B Foundation. Retrieved September 8, 2014, from 
http://www.hepb.org/hepb/statistics.htm. Published 2003-2008J Gastrointestin Liver Dis, 16, 403-406.  

Kennedy, P. T., Lee, H. C., Jeyalingam, L., Malik, R., Karayiannis, P., Muir, D., … Thomas, H. C. (2008). NICE 
guidelines and a treatment algorithm for the management of chronic hepatitis B: A review of 12 years 
experience in west London. Antivir Ther, 13, 1067-76.  

Kim, G. A., Lim, Y. S., An, J., Lee, D., Shim, J. H., Kim, K. M., ... Suh, D. J. (2014). HBsAg seroclearance after 
nucleoside analogue therapy in patients with chronic hepatitis B: clinical outcomes and durability. Gut, 63, 
1325-32. http://dx.doi.org/10.1136/gutjnl-2013-305517 

Kim, J.H., Lee, J. H., Park, S. J., Bae, M. H., Kim, J. H., Kim, do. Y., ... Yoo, B. C. (2008).  Factors associated 
with natural seroclearance of hepatitis B surface antigen and prognosis after seroclearance: A prospective 
follow-up study. Hepatogastroenterology, 55, 578-81.  

Lai, C. L., Chien, R. N., Leung, N. W., Chang, T. T., Guan, R., Tai, D. I., ... Gray, D. F. (1998). A one-year trial 
of lamivudine for chronic hepatitis B. Asia Hepatitis Lamivudine Study Group. N Engl J Med, 339, 61-8. 

Lai, C. L., Shouval, D., Lok, A. S., Chang, T. T., Cheinquer, H., Goodman, Z., ... Fernandes, L. (2006). Entecavir 
versus lamivudine for patients with HBeAg-negative chronic hepatitis B. N Engl J Med, 354, 1011-20.  



www.ccsenet.org/gjhs Global Journal of Health Science Vol. 7, No. 6; 2015 

107 
 

Liang, T. J. (2009). Hepatitis B: the virus and disease. Hepatology, 49, S13-21. 
http://dx.doi.org/10.1002/hep.22881 

Liaw, Y. F., & Chu, C. M. (2009). Hepatitis B virus infection. Lancet, 373, 582-592. 
http://dx.doi.org/10.1016/S0140-6736(09)60207-5 

Liaw, Y. F., Leung, N., Kao, J. H., Piratvisuth, T., Gane, E., Han, K. H., ... Locarnini, S. (2008). Chronic 
Hepatitis B Guideline Working Party of the Asian-Pacific Association for the Study of the Liver. 
Asian-Pacific consensus statement on the management of chronic hepatitis B: a 2008 update. Hepatol Int, 2, 
263-83. http://dx.doi.org/10.1007/s12072-008-9080-3 

Liaw, Y. F., Sheen, I. S, Chen, T. J., Chu, C. M., & Pao, C. C. (1991). Incidence, determinants and significance of 
delayed clearance of serum HBsAg in chronic hepatitis B virus infection: a prospective study. Hepatology, 
13, 627-631.  

Lok, A. S. (2002). Chronic hepatitis B. N Engl J Med, 346, 1682-3.  

Lok, A. S., Lai, C. L., Leung, N., Yao, G. B., Cui, Z. Y., Schiff, E. R., … Castiglia, M. (2003). Long-term safety 
of lamivudine treatment in patients with chronic hepatitis B. Gastroenterology, 125, 1714-22. 

Lok, A., & McMahon, B. J. (2009). Chronic hepatitis B: update 2009. Hepatology, 50, 661-2. 
http://dx.doi.org/10.1002/hep.23190 

Mahabadi, M., Norouzi, M., Alavian, S. M., Samimirad, K., Azad, T. M., Saberfar, E., ... Jazayeri, S. M., (2013). 
Drug-related mutational patterns in hepatitis B virus (HBV) reverse transcriptase proteins from Iranian 
treatment-naïve chronic HBV patients. Hepat Mon, 13, e6712. http://dx.doi.org/ 10.5812/hepatmon.6712 

Manno, M., Cammà, C., Schepis, F., Bassi, F., Gelmini, R., Giannini, F., ... Villa, E. (2004). Natural history of 
chronic HBV carriers in northern Italy: morbidity and mortality after 30 years. Gastroenterology, 127, 
756-63. 

Marcellin, P., Lau, G. K., Bonino, F., Farci, P., Hadziyannis, S., Jin, R., … Pluck, N. (2004). Peginterferon 
Alfa-2a HBeAg-Negative Chronic Hepatitis B Study Group. Peginterferon alfa-2a alone, lamivudine alone, 
and the two in combination in patients with HBeAg-negative chronic hepatitis B. N Engl J Med, 351, 
1206-17. 

Matthews, G. V., Avihingsanon, A., Lewin, S. R., Amin, J., Rerknimitr, R., Petcharapirat, P., ... Dore, G. J. (2008). 
A randomized trial of combination hepatitis B therapy in HIV/HBV coinfected antiretroviral naive 
individuals in Thailand. Hepatology, 48, 1062-9. http://dx.doi.org/10.1002/hep.22462 

Mauss, S., Berg, T., Rockstroh, J., Sarrazin, C., & Wedemeyer, H. (2009). Hepatology: a clinical textbook 
[Internet] Germany: Flying Publisher. 2009. Retrievced September 21, 2014, 
from:www.hepatologytextbook.com/  

Merat, S., Malekzadeh, R., Rezvan, H., & Khatibian, M. (2000). Hepatitis B in Iran. Arch Iran Med, 3, 192–01. 

Paik, Y. H., Kim, J. K, Kim, do. Y., Park, J. Y., Ahn, S. H., Han, K. H., ... Lee, K. S. (2010). Clinical efficacy of a 
24-months course of lamivudine therapy in patients with HBeAg negative chronic hepatitis B: a long-term 
prospective study. J Korean Med Sci, 25, 882-7. http://dx.doi.org/10.3346/jkms.2010.25.6.882 

Perrollo, R. (2009). Benefits and risks of interferon therapy for hepatitis B. Hepatology, 49(5 Suppl): S103-S111. 
http://dx.doi.org/10.1002/hep.22956 

Sorrell, M. F., Belongia, E. A., Costa, J., Gareen, I. F., Grem, J. L., Inadomi, J. M., … Trotter, H. T. (2009). 
National Institutes of Health consensus development conference statement: management of hepatitis B. 
Hepatology, 49(5 Suppl), S4-S12. http://dx.doi.org/10.1002/hep.22946 

Yuen, M. F., Wong, D. K., Yuan, H. J., Sum, S. M., & Lai, C. L. (2004). HBsAg seroclearance in Chinese 
patients receiving lamivudine therapy for chronic hepatitis B virus infection. J Clin Microbiol, 42, 
4882-4884.  

 

Copyrights 
Copyright for this article is retained by the author(s), with first publication rights granted to the journal. 

This is an open-access article distributed under the terms and conditions of the Creative Commons Attribution 
license (http://creativecommons.org/licenses/by/3.0/). 


