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Foreword 
The Ministry of Health is pleased to publish the first-ever national treatment guidelines for 
the viral hepatitis B and C based on the latest WHO clinical guidelines 2016. The 
development of the treatment guidelines was initiated by the National HIV, AIDS and STIs 
Control Program (NACP) based on the recommendation of the nationwide sero-survey 
conducted in 2017. The viral hepatitis program was formally integrated with the NACP in 
2017 and from there onwards, the NACP under the Department of Public Health took a lead 
role in responding towards the prevention and control of viral hepatitis in Bhutan.  

The new treatment guidelines aim to guide the health workers in screening the key and 
vulnerable population and appropriately link them to care support and treatment which has 
was not clear until now. With the implementation of the guidelines, Bhutan will gear towards 
focus testing and treatment rather than a general approach. This is mainly because of the 
prevalence of Hepatitis b and c was found to be reduced drastically from 6.5% and 1.3% in 
1996 to 2% and 0.3% respectively in 2017 among the adult population. Moreover, owing to 
the high (>90%) coverage of hepatitis B vaccination the prevalence among these vaccinated 
aged group of 1-17 years was 0.5% which is <1% thus achieving the regional target for 
elimination before 2020.  

The guidelines were prepared to keep in view our country’s context. The content of this 
document is a synthesis of the WHO recommendations and is formulated to suit the needs 
of our country. With the rapid shift in the recommendations for treatment initiation, possibly 
all the key and vulnerable population identified in these guidelines will be tested and treated 
accordingly. This document provides health care professionals with the knowledge base 
guidance in terms of screening, vaccination, counselling, management of acute and cerotic 
viral hepatitis cases.  

Therefore, we hope these guidelines will help ensure the quality health care services with 
the required professional competency of our dedicated health workers in the different levels 
of health care facilities. We would continuously strive towards the prevention, control and 
elimination of all possible diseases of public health concerned by embracing the core 
principles of universal health coverage, evidence-based program planning and strengthening 
the continuum of care service. The cooperation and assistance of all the stakeholder 
concerned in providing your expertise and all necessary support for the guideline are 
gratefully acknowledged. 

 

Dr. Ugen Dophu 
SECREARY  
Ministry of Health 
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APRI     Aspartate Aminotransferase to Platelet Ratio Index 
ART      Antiretroviral Therapy 
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HAV      Hepatitis A virus 
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LFT      Liver Function Test 
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RVB      Ribavirin 

RNA      Ribonucleic Acid 
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Background 
Viral hepatitis is a group of infectious diseases that mainly infects the liver of human 
being and is considered as one of the major public health threats in the world. In 
2015 globally 325 million people have been infected by viral hepatitis and among 
them, 257 million people are living with the hepatitis B and 71 million with hepatitis 
C. There are five types of viral hepatitis (Hepatitis A-E) and among them Viral 
hepatitis B and C are the major root causes of liver cancer, leading to 1.34 million 
deaths every year. Viral hepatitis is also becoming one of the growing co-morbidities 
among the people living with HIV (PLHIV). For instance, globally about 2.9 million 
PLHIV are co-infected with hepatitis C virus (HCV) and 2.6 million hepatitis B virus 
(HBV). (World Health Organization, 2015e. Implementation of the global 
strategy for prevention and control of sexually transmitted infections: 2006-
2015).  

Globally, less than 5% of persons living with chronic viral hepatitis are aware of their 
status. Therefore, the problem with the spread of viral hepatitis infection is because 
many people are still unaware of their viral hepatitis status as the nature of infection 
is largely asymptomatic in nature. Moreover, those who are diagnosed with viral 
hepatitis are facing difficulty in accessing timely care, support and treatment in many 
developing countries. As a result, many of them are left without appropriate care and 
treatment, thus increasing the risk of further transmission in the population and 
ultimately increasing the viral hepatitis related morbidity and mortality. Owing to such 
lapses within the health system, it has resulted in missing key opportunities to 
prevent new infection/transmission, timely diagnosis and treatment. 

In Bhutan on an average every year 936 Hepatitis B cases were reported from 2013-
2015 alone while the yearly average cases detection for hepatitis A and C was 267 
and 248 respectively. (Extended Program on Immunization). The findings from the 
nationwide serosurvey conducted for hepatitis B and C in 2017 has shown a 
decreasing trend in Hepatitis B among the adult population from 5.9% in 1996 to 2% 
in 2017. The prevalence of Hepatitis C has also reduced from 1.3% in 1996 to 0.3% 
in 2017. Among children aged 5-17 years, the prevalence of only 0.7% was reported, 
thus suggesting that Bhutan has met the regional goal of below 1% among the five 
years old children. However, there exists a section of Bhutanese population who are 
born prior to the introduction of the hepatitis B vaccine in 1997 thus posing greater 
risk for further transmission if appropriate prevention and control measures are not 
put in place.  

Based on the recommendations of the nationwide serosurvey 2017 the Ministry of 
Health, Royal Government of Bhutan has initiated developing the treatment 
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guidelines and national strategic plan for 2019-2023 for viral hepatitis. This guiding 
document emphasizes on the focus testing and treatment instead of targeting the 
general population due to low prevalence of the HBV and HCV. Therefore, this 
document is first of its kind to address issues related to screening, counselling, 
investigations, treatment and care of the patients with viral hepatitis, in particular 
chronic hepatitis B and C, in Bhutan.  

This document has four key components; 

1. Guidelines for the screening guidelines of Hepatitis B and C  
2. Guidelines for the vaccination of Hepatitis B 
3. Guidelines for the counselling of chronic Hepatitis B  
4. Guidelines for the treatment of acute viral hepatitis and management of the 

chronic hepatitis B and C.   

The treatment and management guidelines are expected to conduct timely 
diagnosis, care, support and treatment.   
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Introduction 
The term ‘Hepatitis’ implies ‘inflammation of liver’, which can be caused by several 
different types of insults, including drugs, toxins, alcohol, bacterial or parasitic 
infections, and hepatotropic viruses. Of these, viral hepatitis, or hepatitis caused by 
hepatotropic viruses is an important cause. There are five known human 
hepatotropic viruses; these are named as hepatitis A virus (HAV), hepatitis B virus 
(HBV), hepatitis C virus (HCV), hepatitis delta virus (HDV) and hepatitis E virus 
(HEV). 

Infection with hepatotropic viruses produces two patterns of liver disease: (i) a short 
duration illness (known as acute viral hepatitis, AVH) which most often manifests as 
variable prodromal systemic symptoms like fever, nausea, vomiting, fatigue, 
anorexia and yellowish discoloration of eyes, skin and mucosa lasting for few weeks; 
this illness is usually self-limiting; few patients may develop a serious complication 
known as fulminant hepatitis leading to liver failure; and (ii) an infection persisting 
beyond 6 months, usually for years (known as chronic viral hepatitis, CVH); this 
condition is often asymptomatic or only mildly symptomatic but carries long term 
morbidity and can progress to cirrhosis and Hepatocellular carcinoma (HCC). 

Infection with HAV, HBV, HCV and HEV cause acute hepatitis. Infection with either 
HAV or HEV causes only AVH. Infection with HBV in adults usually manifests as 
AVH. Hepatitis B virus-related AVH (AVH-B) is clinically similar to AVH due to other 
viruses. Over 95% of the adults with AVH-B spontaneously become HBsAg negative 
within six months of illness and only a small proportion (5%) fail to clear HBV and 
progress to chronic hepatitis B. HDV is an incomplete virus and can only infect HBV 
infected person. Infection with HDV is extremely uncommon and will not be 
discussed further in this document. Acute infection with HCV remains asymptomatic 
and is rarely identified. About 85% of the persons acquiring HCV infection fail to 
clear the virus and develop chronic hepatitis C. 

Majority of the patients with AVH recover completely without any long-term 
sequelae. A very small proportion of patients (<1%) with AVH may develop acute 
liver failure (ALF). A proportion of patients with long-standing chronic viral hepatitis 
may develop serious long-term consequences, such as liver cirrhosis and liver 
cancer over a period varying from years to decades. 

Chronic viral hepatitis is defined as liver inflammation for 6 months or longer. Such 
patients are usually asymptomatic and are detected incidentally when screened for 
some other reasons. Chronic hepatitis is caused by infection with either hepatitis B 
virus or hepatitis C virus. A proportion of patients with chronic hepatitis B and C 
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progress to liver cirrhosis. Liver cirrhosis is an advanced stage of liver disease 
characterized by extensive hepatic fibrosis, nodularity of the liver, alteration of liver 
architecture and disrupted hepatic circulation. In addition, patients with chronic viral 
hepatitis also have an increased risk of hepatocellular carcinoma, which is a primary 
cancer of liver arising in hepatocytes.  
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CHAPTER I  
Management of Acute Viral Hepatitis (AVH) 

 
1.1 Clinical presentation of AVH 

Acute viral hepatitis generally begins as an acute febrile illness with prodromal 
symptoms such as mild fever, chills, headache, fatigue and malaise. AVH is also 
often associated with marked loss of appetite, altered taste, aversion to food, upper 
abdominal discomfort, nausea and vomiting. Within few days of the onset of these 
non-specific symptoms, the affected person develops dark urine and/or yellowish 
discoloration of sclera of the eyes and skin (jaundice). Some patients may also have 
mild itching. The non-specific prodromal symptoms such as fever and loss of 
appetite often resolve shortly after the onset of jaundice. Clinical examination may 
reveal slight enlargement of liver and spleen (only 10-20%of cases). Liver and 
spleen might be slightly tender on palpation. 

Several other infectious and non-infectious diseases can present with clinical 
features resembling acute hepatitis (acute jaundice syndrome); these include 
dengue virus infection, severe malaria and leptospirosis. Administration of some 
drugs or exposure to some toxins can also lead to liver injury resembling acute 
hepatitis. The jaundice usually lasts for 2–6 weeks and then gradually resolves. Most 
of the affected persons recover completely without any long-term consequences. 

AVH can be caused by acute infection with hepatitis A virus, hepatitis B virus or 
hepatitis E virus. Acute viral hepatitis caused by these three viruses are clinically 
indistinguishable. The clinical picture of acute hepatitis may at times be confused 
with that seen in other diseases. Presence of high-grade fever, severe abdominal 
pain, very large and tender liver, palpable gallbladder, etc. should raise the suspicion 
of another disease. 

A small proportion of those affected develop acute liver failure (also known as 
fulminant liver failure), characterized by altered sensorium, coagulopathy and even 
multi organ failure. Symptoms and signs of increased intracranial pressure, and 
respiratory and/or circulatory disturbances are common. In addition, patients with 
fulminant liver failure frequently have a coagulation disturbance, which may lead to 
bleeding from one or more body sites, and some patients may develop ascites.  
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Management of Acute Viral Hepatitis (AVH) 

 
1.1 Clinical presentation of AVH 

Acute viral hepatitis generally begins as an acute febrile illness with prodromal 
symptoms such as mild fever, chills, headache, fatigue and malaise. AVH is also 
often associated with marked loss of appetite, altered taste, aversion to food, upper 
abdominal discomfort, nausea and vomiting. Within few days of the onset of these 
non-specific symptoms, the affected person develops dark urine and/or yellowish 
discoloration of sclera of the eyes and skin (jaundice). Some patients may also have 
mild itching. The non-specific prodromal symptoms such as fever and loss of 
appetite often resolve shortly after the onset of jaundice. Clinical examination may 
reveal slight enlargement of liver and spleen (only 10-20%of cases). Liver and 
spleen might be slightly tender on palpation. 

Several other infectious and non-infectious diseases can present with clinical 
features resembling acute hepatitis (acute jaundice syndrome); these include 
dengue virus infection, severe malaria and leptospirosis. Administration of some 
drugs or exposure to some toxins can also lead to liver injury resembling acute 
hepatitis. The jaundice usually lasts for 2–6 weeks and then gradually resolves. Most 
of the affected persons recover completely without any long-term consequences. 

AVH can be caused by acute infection with hepatitis A virus, hepatitis B virus or 
hepatitis E virus. Acute viral hepatitis caused by these three viruses are clinically 
indistinguishable. The clinical picture of acute hepatitis may at times be confused 
with that seen in other diseases. Presence of high-grade fever, severe abdominal 
pain, very large and tender liver, palpable gallbladder, etc. should raise the suspicion 
of another disease. 

A small proportion of those affected develop acute liver failure (also known as 
fulminant liver failure), characterized by altered sensorium, coagulopathy and even 
multi organ failure. Symptoms and signs of increased intracranial pressure, and 
respiratory and/or circulatory disturbances are common. In addition, patients with 
fulminant liver failure frequently have a coagulation disturbance, which may lead to 
bleeding from one or more body sites, and some patients may develop ascites.  

National Guideline for Management of Viral Hepatitis in the Kingdom of Bhutan  6 

Patients with acute liver failure have a high fatality rate.  

1.2 Diagnosis 

Diagnosis of AVH is based on a combination of clinical features suggestive of AVH 
and demonstration of increased serum bilirubin (can rise as high as 20mg/dl) and 
markedly increased (more than 8-10 folds the upper limit of normal (400-4000) liver 
enzymes (alanine aminotransferase [ALT or SGPT] and aspartate aminotransferase 
[AST or SGOT]). Serum bilirubin is elevated, and manifests as yellowish 
discoloration of eyes/sclera and is predominantly (~50%) conjugated. All patients 
with AVH should be tested for HBsAg, HAV IgM, HEV and IgM. If HBsAg is positive, 
then they should be retested for HBsAg six months later to look for clearance of HBV 
or otherwise. 

1.3 Treatment 

Acute viral hepatitis is generally a self-limiting illness, and most patients improve in 
few weeks. No specific treatment is indicated for uncomplicated disease. 

Patients with marked vomiting, fever or headache may benefit from symptomatic 
treatment. Dietary restrictions and bed rest do not have any proven role and are not 
indicated. Dietary restrictions may actually be harmful as liver is the major source of 
fasting sugar levels. Adequate carbohydrate rich food should be provided. Unproven 
interventions with herbal products or other alternative medicines may be harmful 
and can precipitate acute liver failure. Patient education about the disease, including 
proper hygiene and protected measures (to prevent transmission) and when to 
return to a medical facility (e.g., if symptoms worsen, alteration in sensorium, a 
prolonged protracted course, poor oral intake), are important elements of outpatient 
treatment and advice. 

Tenofovir has a role in acute hepatitis B especially in fulminant protracted cases with 
serum bilirubin > 3mg/dl; INR>1.5 and any degree of encephalopathy or ascites. 
Therapy to be continued till HBsAg loss is documented or indefinitely in those who 
undergo liver transplantation. However, for those diagnosed with CHB by failing to 
clear HBsAg after 6 months the guidelines for management of CHB should be 
applied. 

Treating physician may consider to further evaluate/ refer the patients, with any of 
the following features, to higher centers 

• Symptoms such as irritability and continued vomiting 
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• Persons with uncontrolled pre-existing systemic illness such as diabetes, 
heart disease, chronic liver disease, etc. 

• Pregnant women  
• If the illness does not improve in 6 to 8 weeks 
• Clinically found to have ascites (fluid in the abdomen), altered sensorium or 

bleeding from anybody site.  
• Found to have HBsAg positive on retesting after six months of acute illness 

Patient found to have acute hepatitis A or E need no follow-up because these 
viruses’ doses not cause any residual disease or chronic illnesses.  
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CHAPTER II  
Screening for Hepatitis B and Hepatitis C 

Infections 
The following groups of people shall be screened for chronic viral hepatitis B and C 
using either an enzyme immunoassay (ELISA or EIA) or a point-of-care diagnostic 
test.  

2.1 Following group of people should be screened for Hepatitis B and HCV 

• Pregnant women 
• Family members of a HBsAg positive patient 
• Spouse and sexual contacts of HBsAg positive patient 
• Blood donors, organ donors, tissue or semen donors 
• Recipients of multiple blood and blood component  
• Healthcare and public safety workers at risk for occupational exposure 

to blood or blood-contaminated body fluids 
• People living with HIV 
• Persons with high-risk behavior (men who have sex with men, 

commercial sex workers)  
• Persons seeking evaluation or treatment for a sexually transmitted 

disease 
• Previous and current injection drug users 
• Prisoners 
• Migrant workers 
• Persons needing immunosuppressive therapy, including 

chemotherapy, immunosuppression related to organ transplantation, 
and immunosuppression for rheumatological disorders. 

• Patients with chronic kidney disease 
• People with unexplained liver function tests derangement 
• Patients known to have liver disease 
• Persons planned for surgical intervention 
• Intranasal illicit drug use for Hepatitis C 
• Blood transfusion or organ transplant recipient prior to July 1992 

for HCV Children born to HBV and HCV-infected women 
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• People who have had tattoos or piercings. 
• Persons who were ever imprisoned 
• Healthcare and public safety workers after needle-stick, sharps, 

or mucosal exposures to HCV and HBV-infected blood 
• Persons who were ever on long-term hemodialysis  

 
✓ Anti-HBc in addition to HBsAG may be used(optional) for screening in 

special populations such as the following: 

• Anti-cancer treatment 

• Immunosuppressive treatment 
 
2.2 Following groups of people should be screened for Hepatitis C 

• Persons who have ever used injectable drugs 
• Intranasal illicit drug use  
• Blood donors, organ donors, tissue or semen donors 
• Blood transfusion or organ transplant recipient prior to July 1992 
• Children born to HCV-infected women 
• People with sexual partner who is HCV infected 
• People with HIV infection.  
• People who have had tattoos or piercings. 
• Persons who were ever imprisoned 
• Healthcare and public safety workers after needle-stick, sharps, or 

mucosal exposures to HCV-infected blood 
• Persons who were ever on long-term hemodialysis  
• People with unexplained liver function tests derangement 
• Patients known to have liver disease 
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2.3 HBV Vaccination/Prophylaxis 

Indications for: 

2.3.1 Active Immunization 

Following group should receive the hepatitis B vaccine, if sero-negative. 

• Men who have sex with men 
• Patients with chronic kidney disease (CKD) 
• Previous and current injection drug users 
• Persons with chronic liver disease, e.g., HCV 
• People living with HIV 
• Family members of HBsAg positive patient 
• Spouse and sexual contacts of HBsAg positive patients 
• A person seeking evaluation or treatment for a sexually transmitted 

disease 
• All livebirths in Bhutan receive the vaccine irrespective of their and 

mothers sero status. We can delete this  
• Health care and public safety workers at risk for occupational exposure 

to blood or blood-contaminated body fluids 
• Conditions needing repeated blood transfusions such as haemophilia, 

leukaemia, MDS and aplastic anaemia. 
• Unvaccinated children less than 18 years 

Booster dose 

  Booster doses are not recommended for people with normal immune 
status who have been vaccinated. Only certain people should receive a 
booster dose in specific situations. For hemodialysis patients, if annual testing 
for antibody to hepatitis B surface antigen (anti-HBs) shows a decline to <10 
mlU/mL, a booster dose should be administered. 
Postvaccination testing 

• Infants born to HBsAg-positive mothers at the age of 9-12 months 
and 1–2 months after completion of ≥3 doses of hepatitis B vaccine 
series    

• Health-care workers and public safety workers at high risk for 
continued percutaneous or mucosal exposure to blood or body fluids 
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• Chronic hemodialysis patients 
• Sex partners of people with chronic HBV infection. 

2.3.2 Passive immunization 

Passive Immunization with hepatitis B immunoglobulin (HBIG) is indicated in the 
following conditions: 

• All babies born to HBsAG positive mothers. They should preferably 
receive HBIG within 12hours of life along with the Hepatitis B vaccine. 

• For percutaneous needle stick injury with sharps contaminated with 
HBsAg positive source, a single dose of 0.06ml/kg IM and hepatitis B 
vaccination shall be started. These shall preferably be administered 
as soon as possible (usually within 24 hrs.) but can be started up to 7 
days of exposure. 

• Sexual contact with a person with Hep.B; complete course of hepatitis 
B vaccine to be started within 14 days. 

• For vaccinated Health care personnel (who have written 
documentation of complete ≥ 3 doses of Hep B vaccine series) with 
subsequent documented anti-HBs ≥10 IU/ml, testing the source 
patient for HBsAg is unnecessary. No post-exposure management for 
HBV is necessary, regardless of the source patient’s HBsAg status.  

• Those persons who have received a complete course of hep B 
vaccine as a pre-exposure prophylaxis, on exposure (e.g., Needle 
prick injury, sexual contact, blood and blood components) to Hepatitis 
B positive patients, a single dose of HBIG has to be given until log 
titre result for Anti-HBs is available. If the Anti-HBs titre is less than 10 
mIU/mL, a booster dose of Hepatitis B vaccine has to be given (this 
approach has been considered based on Bhutan’s context due to 
difficulty in obtaining early log titre report) 

2.4 Vaccine 

Currently, a recombinant vaccine containing HBsAg particles is used universally 
containing 20 mcg of HBsAg 

2.4.1 Dosing 

HBV vaccines are given as a 3-dose series at 0, 1, and 6 months (IM at the deltoid 
muscle) 
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HBV vaccine schedule 
Age groups No of 

Doses  
Doses Schedule, months 

Newborn > 2000 grams 4 doses 0.5 ml  0,6,10 and 14 weeks 

 

Newborn < 2000 grams (Hep B 

negative mother) 

3 doses 0.5 ml 6,10 and 14 weeks 

 

Newborn < 2000 grams, Hep B 

positive mother 

4 doses 0.5 ml 0,6,10 and 14 weeks 

Infants/children/adolescents         

1-19yrs 

3 0.5ml 0-1-6 weeks 

Adults 3 1ml 0-1-6 weeks 

CKD HD patients 

<20 yrs 

>20 yrs 

4  

0.5ml 

2ml (1 ml 

each 

deltoid) 

 

0-1-2-6 weeks 

 
 

2.4.2 HBV vaccine in special situations 

i. Newborns of HBV-infected mothers should receive HBIG and HBV 
vaccine as early as possible (preferable within 12 hours and certainly 
within 48 hours) of delivery and complete the recommended 
vaccination series. 

ii. Infants of HBsAg-positive mothers should undergo post vaccination 
testing for HBsAg and anti-HBs titer at 9 to 12months of age. If HbsAg 
negative and anti HBs titre is less than 10mIU/ml, give three 
doses of Hep B vaccine at 0,1 and 6 months 

iii. A CKD patient who is negative for HBV should receive four doses of 
hepatitis B vaccination by IM injection in both deltoids (0, 1, 2, 6 double 
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dose) and follow-up testing of vaccine responders is recommended 
annually. 

iv. Booster doses or re-vaccination are not recommended except if anti- 
HBs remains <10 mIU/ mL after initial vaccination of infants born to 
HBsAg-positive mothers, in HCWs, hemodialysis patients and other 
individuals who are immunocompromised. 

v. For non-responders to the initial vaccine series, a repeat 3-dose 
vaccination series is recommended, with a double dose used for 
immunocompromised patients. 
 

2.5 Counselling persons with chronic hepatitis B including prevention of 
transmission to others. 

i. Persons who are HBsAg positive should be educated on:  

• The natural history of the disease 
• Methods of transmission and prevention. 
• Importance of testing, treatment and follow-up  

ii. Persons who are HBsAg positive should be encouraged to:  

• Screening of household and sexual contacts for HBsAg and vaccinated 
if negative  

• Use a condom during sexual intercourse if the partner is not 
vaccinated. 

• Not share tooth brushes or razors  
• Not share injection equipment 
• Not share glucose testing equipment  
• Cover open cuts and scratches  
• Clean blood spills with bleach solution  
• Not donate blood, organs, or sperm  
• Proper disposal of the blood soiled clothing and sanitary pads.  
• Avoid the use of alcohol is recommended in HBV-infected persons. If 

not possible, then it shall be kept at a minimal possible level. 
• Refrain from starting any new medicines, including over the counter 

and herbal medicines, without checking with their health-care provider 
• Optimization of body weight and treatment of metabolic complications, 

including control of diabetes and dyslipidemia, are recommended to 
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prevent concurrent development of the metabolic syndrome and fatty 
liver.  

iii. Children and adults who are HBsAg positive 

• Can participate in all activities, including contact sports 
• Should not be excluded from daycare or school participation  
• Should not be isolated from other children 
• Can share food and utensils  
• Shall not be isolated in a health care setting 

iv. Sexual partner of HBsAg positive patient: if seronegative, should receive 
hepatitis vaccination and should practice safe sex by using condom 
throughout the duration of vaccine series.  
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CHAPTER III  
Management of Chronic Viral Hepatitis B 

 
Chronic hepatitis B is defined by the presence of HBsAg for at least 6 months. 

Any person with chronic hepatitis B shall be evaluated, treated and followed up as 
described below. 

3.1 Evaluation of a person with chronic hepatitis B 

3.1.1 History 

• Blood transfusion or drug abuse in the past. 
• Details of other pre-existing systemic illnesses: their stage, 

medications and complications 
• Pregnancy status for female patients (if pregnant then manage as in 

special group population) 
• Features of Decompensated cirrhosis, ascites, gastrointestinal bleed 

(variceal bleed), hepatic encephalopathy. 
• Family history (in mother) of HCC. 

3.1.2 Examination 

• Yellowish discoloration of eyes, mucosa and skin (Jaundice) 
• Pallor  
• Hepatomegaly, splenomegaly, ascites 
• Pitting type of pedal edema 

3.1.3 Investigations 

• HBV DNA, HBe Ag  
• Anti-HCV, HIV 
• Hemoglobin, Total white cell count, Platelet count 
• Liver function tests including serum albumin and globulin 
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• Calculation of APRI index 

 

        APRI ~0.7-1.5 fibrosis; APRI~1.5 - 2 cirrhosis 

• Ultrasound abdomen for evidence of cirrhosis and hepatocellular 
carcinoma 

• Esophagogastroduodenoscopy (UGI endoscopy) if either (i) APRI 
index is  

>2.0, or (ii) ultrasound scan is suggestive of cirrhosis or if (iii) there is a 
feature of decompensation such as variceal bleeding in history or 
examination.  

3.2 Management and follow-up of an HBsAg positive person 

Based on the above evaluation, a patient with chronic HBV infection will be 
categorized as those belonging to one of the following three groups: 

1. With cirrhosis  
2. Without cirrhosis 
3. Special population group. 

Further evaluation and follow-up in these three groups differ. 

All patients with HBsAg positive status, regardless of liver disease severity, shall be 
counselled for abstinence from alcohol and drug addiction. 

3.2.1 Management of a patient with HBV-with cirrhosis 

• An initial ultrasound abdomen to evaluate for the presence of 
hepatocellular carcinoma. 

• Alpha Feto-protein (AFP) should be done depending on its availability. 
• Esophagogastroduodenoscopy (UGI endoscopy) shall be done, for 

esophageal and gastric varices, in every patient with suspected 
cirrhosis. 

• Tenofovir 300 mg once daily shall be started and continued lifelong. 
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• Complications of cirrhosis such as ascites, variceal bleed, 
encephalopathy etc. shall be managed and followed as per standard 
guidelines. 

• Patients shall be followed with 
i. Urine examination for proteinuria and renal function test 6 

monthly to screen for adverse effects associated with 
Tenofovir. 

ii. Ultrasound abdomen 6 monthly for surveillance for 
hepatocellular carcinoma 

Other investigation, as and when needed for the management of the patient, shall 
be done as considered appropriate by the treating physician. 

3.2.2. Management of patients with chronic hepatitis B without cirrhosis 

Based on the ALT values they can be further categorized as: 

1. Persistently elevated 
2. Persistently normal 
3. Fluctuating pattern 

•
  

•
  

Blood specimens for ALT level will be collected after overnight fasting  
(>8 hours). ALT shall be reported in multiples of upper limit of normal 
(ULN). 
 
Persistently elevated: If all ALT values done on three occasion over 3  
months, with each sample taken at an interval of 1 months are >2X ULN 

 
•

  
Persistently normal: If ALT values done on two occasion are less than 
ULN. 

•
  

  

Fluctuating pattern: If ALT values is more than ULN but less than 
2xULN. 

 

3.2.3 Management of patients with persistently elevated ALT 

✓ Patients with persistently elevated ALT will be tested for HBeAg and HBV 
DNA quantitative assay. 

✓ Tenofovir will be started in those with: 
1. HBeAg positive and DNA >20,000 IU/mL 
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• Have evidence of HBeAg loss and seroconversion to anti-HBe (in 
those who were initially HBeAg positive), as well as after 
completion of at least one additional year of treatment 

2. HBeAg negative with DNA >2000 IU/mL  
• To continue Tenofovir lifelong 

✓ For HBeAg negative with HBV DNA less than 2000 IU/mL and HBeAg 
positive with HBV DNA less than 20,000 IU/ml: 

• Evaluate for other causes of raised ALT and on the exclusion of other 
causes, consider liver biopsy. If liver biopsy proves cirrhosis, manage 
with Tenofovir lifelong.  

✓ All patients who are found to have persistently raised ALT, whether on 
Tenofovir or not should be followed up with following investigations: 
1. ALT measurement 6 monthly 
2. Ultrasound abdomen /+/- AFP and APRI index calculation 6 monthly 
3. HBV DNA yearly 
4. HBeAg test yearly (if HBeAg was positive)  

✓ The need to start Tenofovir should be re-evaluated every year in the light 
of recent ALT, HBeAg status, HBV DNA and APRI index measurements. 

3.2.4 Management of patients with persistently normal ALT 

Patients with all the three follow-up ALT values below the ULN, can be followed with 
repeat ALT testing and ultrasound abdomen and +/- AFP 6 monthly. 

3.2.5 Management of patients with fluctuating pattern of ALT 

✓ Patients with fluctuating pattern of ALT will be followed with repeat testing 
for  

1. ALT 3 monthly 
2. Ultrasound abdomen 6 monthly and  

Calculation of APRI index 6 monthly. The need to undertake further evaluation for 
starting Tenofovir should be re-evaluated yearly in the light of recent ALT and APRI 
index measurements. 

3.3 Children 2-12 years 

Except for the choice of antiviral drug, the investigations, treatment indications and 
follow-up in HBsAg positive children will be similar to those in adults. If treatment is 
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indicated in a child aged 2-12 years and weighs more than 10 kg, treat with 
Entecavir, administered as once-daily oral dose determined by body weight (see 
Table). In such young children, entecavir solution (0.5 mg entecavir/10 ml of 
solution) is preferred over tablet because of ease of administration.  

Body weight (Kilogram) Daily dose of entecavir  
(mg / day) 

Daily dose of entecavir 
solution (ml) 

10-11 0.15 3 

>11-14 0.20 4 

>14-17 0.25 5 

>17-20 0.30 6 

>20-23 0.35 7 

>23-26 0.40 8 

>26-30 0.45 9 

>30 0.50 10 
  
3.4 Follow-up of patients on Tenofovir 

1. All patients receiving Tenofovir for chronic HBV infection shall undergo 
repeat ALT, urine examination (for proteinuria) and ultrasound abdomen (for 
hepatocellular carcinoma) six monthly.  

2. HBV DNA and HBeAg (only in those who were initially HBeAg positive) 
measurement yearly 

Conditions to stop Tenofovir: 

• Individuals without clinical evidence of cirrhosis (or based on APRI 
score ≤2 in adults) who have all of the following features may be 
considered exceptionally for discontinuation of Tenofovir/Entecavir. 1. 
Can be closely monitored for reactivation over the long term 
2. Have evidence of HBeAg loss and seroconversion to anti-HBe (in 

those who were initially HBeAg positive), as well as after 
completion of at least one additional year of treatment. 

3. Have persistently normal ALT levels and persistently undetectable 
HBV DNA levels for at least 12 months.  
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3.5 Management of special population groups with hepatitis B infection 

The following groups of people with chronic HBV infection may need additional 
evaluation and supervision. Hence, they shall best be managed under the 
supervision of a specialist. 

3.5.1 HBsAg-positive pregnant women 

A pregnant woman who is detected to be HBsAg positive should undergo tests for 
ALT, APRI index, HBeAg and HBV DNA. Women who meet standard indication for 
HBV therapy should be treated. Women without standard indication but who have 
HBV DNA more than 200,000 IU/ml or HBsAG positive (if DNA is not available) in 
the second trimester should be started on Tenofovir, at the beginning of third 
trimester (28-32 weeks POG). Those who are cirrhotic (APRI >2.0) need lifelong 
treatment any way, and will be followed up as for other patients with cirrhosis. In 
those with APRI index <2.0, Tenofovir should be stopped three months (12 weeks) 
after delivery. After stopping Tenofovir, postpartum women should be followed with 
serial ALT similar to any other non-pregnant women with hepatitis B infection and 
antiviral therapy should be considered for those women meeting the standard 
indication. 

Hepatitis B positive pregnant women do not need any isolation from other persons 
and should be otherwise managed similar to any other pregnant women. The need 
for caesarean section in HBsAg-positive women should be determined by the usual 
obstetrical indications, and not be guided by HBsAg status. Breast feeding is not 
prohibited. 

Following delivery, the newborns of such mothers should be given hepatitis B 
immunoglobulin (HBIG; 0.5 ml) and the birth dose of monovalent hepatitis B vaccine 
(0.5 ml), with both being administered intramuscularly at separate sites (one in each 
thigh). Both the injections shall preferably be administered as soon as possible after 
delivery (always within 24 hours) and can be given simultaneously. Breast feeding 
is to be exercised after administration of vaccine and immunoglobulin. The birth 
dose of hepatitis B vaccine shall be followed by three additional doses of hepatitis 
B vaccine as in routine childhood vaccination. 

Infants of HBsAg-positive mothers shall undergo post-vaccination testing for HBsAg 
at the age of 9-12 months to detect failure in vaccine response to prevent mother 
to-child transmission. 
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3.5.2 HBV/HIV coinfection 

HIV/HBV co-infected persons shall be simultaneously treated for both HIV and HBV 
infection, and receive antiretroviral therapy (ART) that is active against both viruses 
to reduce the risk of resistance. The backbone of the ART should be Tenofovir based 
regimen. When ART regimens are altered, drugs effective against HBV should not 
be discontinued without substituting with another effective drug. Patients already 
started on Tenofovir free ART regimens should be switched to Tenofovir containing 
regimen. 

For children aged more than 12 years and adults, Tenofovir-based ART regimen 
should be preferred in co-infected patients. Tenofovir containing regimens include 
Tenofovir/Lamivudine/Dolutegravir combinations. Children less than 12 years of age 
shall be advised for treatment under the care of specialist experienced in treating 
HIV. 

3.5.3 HBV in patients with chronic kidney disease 

Patients with impaired renal function need dose adjustment of Tenofovir and 
Entecavir according to GFR.  

Drug 
Estimated GFR (ml/min) 

≥50 30-49 10-29 <10 or on dialysis 

Tenofovir 300 mg once daily 300 mg once on 
alternate days 

300 mg once 
every 3 days 

300 mg once in a  
week after dialysis 

Entecavir 0.5 mg once daily 0.5 mg once on 
alternate days 

0.5 mg once  
every 3 days 

0.5 mg once in a  
week after dialysis 
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CHAPTER IV  

Management of Chronic Viral Hepatitis C 
 
Any patient detected to have anti-HCV positive should be evaluated, as described 
below, and referred to National Referral Centre (NRC) for treatment. 

4.1 History 

• Blood transfusion or drug abuse in the past 
• History of alcohol intake 
• High risk behavior 
• Details of other pre-existing systemic illnesses: their stage, 

medications, and complications 
• Pregnancy status for women 
• Ascites, gastrointestinal bleed (variceal bleed), hepatic 

encephalopathy 

4.2 Examinations 

• Yellow discolouration of eyes (Jaundice) 
• Pallor for anemia 
• Hepatomegaly, splenomegaly and ascites 
• Pitting type of pedal edema 

4.3 Investigations 

• If persistent anti-HCV positive, refer for HCV RNA quantitative assay 
to confirm the diagnosis. 

• Hemoglobin, total white cell count, Platelet count 
• Liver function tests 
• HBsAg, HIV 
• Ultrasound abdomen for evidence of cirrhosis and hepatocellular 

carcinoma 
• Calculation of APRI index 
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• Esophagogastroduodenoscopy (UGI endoscopy) if either (i) APRI 
index is >2.0, or (ii) ultrasound scan is suggestive of cirrhosis or (iii) if 
there is a history of variceal bleeding.  

4.4 Treatment 

All patients with detectable HCV RNA shall be treated with following combination 
direct-acting anti-viral drug regimen:  
Non-cirrhotic and compensated cirrhosis:  

APRI index Drugs Duration (weeks) 

<2.0 (Non-Cirrhotic) Sofosbuvir 400 mg once daily 
+ Velpatasvir 60 mg once daily 

12 

≥2.0 (Compensated cirrhosis) 12 
 
Decompensated cirrhosis 
 All genotypes 

Ribavirin tolerant Daily fixed does combination of SOF (400mg) + VEL (100mg) + 
weight based RVB for 12 weeks* 

Ribavirin intolerant Daily fixed does combination of SOF (400mg) + VEL (100mg) for 24 
weeks 

* Ribavirin shall initially be started at a dose of 600 mg daily and gradually increased, 
if tolerated, to a maximum of 1000 mg (if body weight is <75 Kg) or 1200 mg (if body 
weight is ≥75 Kg). 

4.4.1 Monitoring during treatment 

Most patients receiving treatment for HCV infection do not warrant much monitoring. 
The need for monitoring is determined by the severity of liver disease (presence of 
cirrhosis) or other co-morbidities. Occasionally, a patient may experience nausea, 
headache and fatigue and rarely bradycardia may occur while on treatment. On 
completion of treatment, HCV RNA should be tested and if negative, the test should 
be repeated after 12 weeks of stopping DAA to determine sustained virological 
response (SVR12). 

4.4.2 Follow-up after treatment completion 

• No follow-up visits/repeat HCV RNA are required for those who have 
achieved SVR12 and those without cirrhosis.   

• Patients with pre-treatment APRI ≥2.0 shall be treated and monitored similar 
to patients with clinical evidence of cirrhosis.  
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• Patients with cirrhosis or APRI >2.0 will be followed up with ultrasound 
abdomen and +/- AFP six monthly for rest of the life to screen for HCC 

4.5 Management of special population groups with hepatitis C infection 

The following groups of people with HCV infection may need more evaluation and 
supervision. Hence, they shall best be managed under the supervision of a 
specialist. 

4.5.1 HCV infection in children (age <18 years) 

Velpatasvir is not approved for use at age below 18 years. Hence, such patients 
need consideration of deferral of treatment till they attain the age of 18 years. If 
treatment is considered urgent, the treatment will be individualized and drugs 
approved for use in the younger age group will be used.  

4.5.2 HCV in pregnant women 

The risk of mother-to-child infection transmission of HCV is extremely low (<5%). 
None of the anti-HCV drugs is approved for use during pregnancy. Hence, HCV 
treatment shall be deferred till pregnancy is over and breast feeding has been 
completed.  

HCV-infected pregnant women do not need any isolation or caesarean delivery, and 
can breast feed the baby.  

4.5.3 HCV/HIV coinfection 

The investigations and treatment (including drug doses, duration and response 
rates) for persons with HCV infection who have HIV coinfection are similar to those 
for persons with HCV mono-infection. Anti-retroviral treatment should be continued 
during anti-HCV treatment. Co-administration of Velpatasvir and Efavirenz is not 
recommended as the concentration of the former is likely to reduce, rendering it less 
effective.  

4.5.4 HCV/HBV co-infection 

Such a patient should be evaluated for severity of the liver disease, HCV infection 
and HBV infection based on usual guidelines. Those with detectable HBV DNA, and 
not on anti-HBV drugs, should first be treated for HCV infection followed by HBV 
treatment.  
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4.5.5 HCV in patients with chronic kidney disease (CKD) 

Treatment of a patient with CKD and HCV infection depends on the estimated 
glomerular filtration rate (eGFR). For patients with eGFR ≥30 ml/min, no modification 
in choice of drugs, dose or duration is needed. Patients with eGFR<30 ml/min should 
be treated by a specialist. 

In presence of CKD, the serum AST levels are abnormally low and APRI may not 
be a reliable marker of cirrhosis. Hence, in such patients, greater reliance shall be 
placed on clinical, ultrasound and endoscopic findings to determine the presence or 
absence of cirrhosis. 

4.5.6 HCV/TB Co-infection 

Do not co-administer Sofosvubir+velpatasvir with antitubercular drugs such as 
Rifampicin and Rifabutin as they decrease the concentration of these drugs 
combination.   

National Guidelines for Management of  Viral Hepatitis in the Kingdom of Bhutan



 National Guideline for Management of Viral Hepatitis in the Kingdom of Bhutan 25 

4.5.5 HCV in patients with chronic kidney disease (CKD) 

Treatment of a patient with CKD and HCV infection depends on the estimated 
glomerular filtration rate (eGFR). For patients with eGFR ≥30 ml/min, no modification 
in choice of drugs, dose or duration is needed. Patients with eGFR<30 ml/min should 
be treated by a specialist. 

In presence of CKD, the serum AST levels are abnormally low and APRI may not 
be a reliable marker of cirrhosis. Hence, in such patients, greater reliance shall be 
placed on clinical, ultrasound and endoscopic findings to determine the presence or 
absence of cirrhosis. 

4.5.6 HCV/TB Co-infection 

Do not co-administer Sofosvubir+velpatasvir with antitubercular drugs such as 
Rifampicin and Rifabutin as they decrease the concentration of these drugs 
combination.   

National Guideline for Management of Viral Hepatitis in the Kingdom of Bhutan  26 

Annexure I: Natural History of Hepatitis B Infection 

  
 

Annexure II: Natural History of Hepatitis C Infection 
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Annexure III: Algorithm for Management of HBsAg Positive Patients 

  

*Antiviral therapy=Tenofovir for adults and Entecavir for child between 2-12yrs 
*AFP can be optional and can be done if facility is available  
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Annexure IV: Algorithm for Management of HCV Positive Patients 
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