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Appendix 1.  

Specialty Certificate Examination format multiple choice questions relevant to review article 

 

Question 1: 

All of the following patients should be started on nucleot(s)ide analogue (NA) antiviral therapy 

except: 

A) A 21 year old Korean man who is hepatitis B surface antigen positive, e antigen positive, with 

HBV DNA levels 5.0 x106 copies/mL and ALT 15 

B) A 52 year old man originally from Ghana with newly diagnosed hepatitis B infection who is e 

antigen negative, with HBV DNA levels 15,000 copies/mL, ALT 100 and  liver stiffness 

measurement of 14.5kPa on FibroScan® transient elastography 

C) A 48 year old Caucasian woman admitted with jaundice, ascites and peripheral stigmata of 

chronic liver disease, whose blood tests confirm hepatitis B surface antigen positivity, e 

antigen negative, with HBV DNA levels 3,000 copies/mL and radiological evidence of 

cirrhosis with portal hypertension 

D) A 34 year old Chinese woman who is 30 weeks pregnant with known hepatitis B, e antigen 

positive, with HBV DNA 1.8 x108copies/mL and ALT 11 

E) A 59 year old Nigerian man with a single 3cm HCC confirmed on triple-phase CT liver who is 

hepatitis B surface antigen negative, hepatitis B core antibody positive and HBV DNA 2000 

copies/mL 

 

Question 2: 

A 56-year-old Thai man is referred with new onset ascites. He has no known past medical history and 

takes no regular medications. He is a non-smoker and drinks less than 5 units of alcohol per week. 

On examination he has a BMI of 23kg/m2, with multiple peripheral stigmata of chronic liver disease, 

and moderate volume ascites and splenomegaly. Abdominal ultrasound shows a small heterogenous 

liver with nodular outline but no focal lesion, a patent portal vein, spleen length of 19cm and 

moderate amounts of free fluid in the abdomen and pelvis. 

 

Investigations: 

Test Value Normal range 

Haemoglobin 126 g/L  (130-165 g/L) 
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White cell count 7 x109/L (4-11 x109/L) 

Platelets 75 x 109/L (150-450 x109/L) 

INR  1.8 (<1.2) 

Bilirubin 65 μmol/L (3-20 μmol/L) 

Alkaline phosphatase  120 IU/L (30-130 IU/L) 

Alanine aminotransferase 180 IU/L (5-55 IU/L) 

Albumin 32 g/L  (35-50 g/L) 

Sodium  132 mmol/L (135-145 mmol/L) 

Potassium 4.0 mmol/L (3.5-5.0 mmol/L) 

Creatinine 100 μmol/L (45-120 μmol/L) 

Alpha feto-protein 15 kIU/L (<7 kIU/L) 

   

HIV antibody non-reactive - 

Hepatitis C antibody non-reactive - 

Hepatitis B surface antigen reactive - 

Hepatitis B e antigen non-reactive - 

Hepatitis B DNA  5000 copies/mL - 

 

 
Which of the following is the most appropriate management plan? 

A. Start lamivudine and request CT triple phase of liver to investigate possible hepatocellular 

carcinoma 

B. Start entecavir and refer for liver transplant assessment 

C. Start tenofovir alafenamide and request oesophagogastroduodenoscopy to screen for 

varices 

D. Arrange FibroScan® transient elastography 

E. Admit for percutaneous liver biopsy 
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Question 3: 

A 59-year-old Caucasian man is seen in clinic one year following liver transplantation for 

hepatocellular carcinoma (HCC) on a background of chronic hepatitis B infection. He complains of 

poor appetite with intermittent right upper quadrant discomfort. He has a past medical history of 

hypertension. He does not drink alcohol but continues to smoke five cigarettes per day. On 

examination he has a BMI of 32 kg/m2. He admits to occasional poor compliance with his 

medications.  

 

Investigations: 

Test Value Normal range 

Haemoglobin 116 g/dL (130-165 g/L) 

White cell count 5.5 x109/L (4-11 x109/L) 

Platelets 220 x 109/L (150-450 x109/L) 

INR  1.1 (<1.2) 

Bilirubin 20 μmol/L (3-20 μmol/L) 

Alkaline phosphatase  200 IU/L (30-130 IU/L) 

Alanine aminotransferase 85 IU/L (5-55 IU/L) 

Gamma glutamyl transferase 245 IU/L (1-55 IU/L) 

Albumin 32 g/L  (35-50 g/L) 

Sodium  140 mmol/L (135-145 mmol/L) 

Potassium 4.5 mmol/L (3.5-5.0 mmol/L) 

Creatinine 60 μmol/L (45-120 μmol/L) 

Alpha feto-protein 5 ng/mL (<7 kIU/L) 

   

Hepatitis B surface antigen Non-reactive - 

Hepatitis B DNA  <20 copies/mL - 
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Random blood glucose 16.5 mmol/L (4.4-7.8 mmol/L) 

 

All of the following are potential causes of liver graft dysfunction in this patient except: 

A. Rejection 

B. Recurrent HCC 

C. Hepatitis B infection 

D. Biliary anastomotic stricture 

E. Steatosis 

 

 

Question 4: 

A 40-year-old woman has been on TDF for treatment of chronic hepatitis B infection for 12 months. 

She attends clinic for follow-up. 

 

Investigations: 

 Pre-treatment 6 month follow up 12 month follow up 

(current) 

HB surface antigen Reactive Reactive Reactive 

HB e antigen Reactive Non-reactive Non-reactive 

HB e antibody Non-reactive Reactive Reactive 

HB DNA (copies/mL) 6.4 x 107 Not detected 1.5 x 103 

ALT (IU/mL) 65 14 17 

FibroScan® liver 

stiffness (kPa) 

9.5 - 5.5 

 
What is the most likely explanation for the current results? 

A. Poor compliance with tenofovir 

B. Development of resistance mutations 

C. Acute hepatitis flare 

D. Reversion of e antigen 

E. Inaccurate laboratory assay 
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Question 5: (same stem) 

What is the most appropriate primary treatment end-point in order to reduce the risk of HCC? 

 

A. Normalisation of ALT 

B. Hepatitis B surface antigen seroconversion 

C. Hepatitis B e antigen seroconversion 

D. Sustained hepatitis B DNA suppression 

E. Improvement in FibroScan® liver stiffness 

 

 
Answers 

Q1: A 

This patient is in the immune tolerant phase of hepatitis B infection and according to current 

treatment guidelines has no indications to start antiviral treatment. The patient in B has high levels 

of HBV DNA with evidence of inflammation and fibrosis; a liver biopsy may be considered for 

histological confirmation but he has indications to start treatment. The patient in C has 

decompensated cirrhosis presumably secondary to hepatitis B infection and should be treated with 

antiviral therapy. The patient in D is pregnant and although she is in the immune tolerant phase of 

infection, she should be considered for antiviral treatment to reduce the risk of vertical transmission 

of hepatitis B to the baby. The patient in E has occult hepatitis B infection, now complicated by HCC 

and should be started on antiviral therapy. 

 

Q2: B 

This man presents with clinical, biochemical and radiological evidence of cirrhosis and portal 

hypertension. The viral serology suggests the likely aetiology to be chronic hepatitis B infection. 

Antiviral therapy is indicated in all patients with hepatitis B related cirrhosis. Tenofovir disoproxil 

fumarate (TDF) and entecavir are first line, with entecavir preferable in this patient with evidence of 

renal dysfunction. Although antiviral therapy for this patient may result in recompensation of 

cirrhotic liver disease, one could consider concurrent referral for liver transplant assessment as his 

current MELD score of 23 may suggest a poor prognosis even with antiviral treatment. Lamivudine is 

no longer first line due to its reduced antiviral potency and high rates of resistance. Tenofovir 

alafenamide (TAF), although reported to be associated with fewer adverse effects, is not yet 

licensed. FibroScan® transient elastography is a non-invasive investigation useful in the assessment 
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of patients with viral hepatitis. However, it is unlikely to be of additional value in this patient with 

other clear evidence for cirrhosis.  Although a liver biopsy may be considered, the percutaneous 

approach is contraindicated in someone with moderate volume ascites. 

 

 

Q3: C 

This patient has liver graft dysfunction for which there could be several explanations. All of the 

options are potential causes except for hepatitis B infection as his blood tests show no evidence of 

recurrence of hepatitis B. However, he remains at risk of recurrent hepatitis B and this would be a 

good opportunity to review his prophylactic treatment. As a minimum he should be on a 

nucleos(t)ide analogue (NA) such as TDF or entecavir long-term. Long-term combination therapy 

with hepatitis B immunoglobulin is arguably also indicated in this patient as he is at risk of HCC 

recurrence, which would be further increased if hepatitis B infection were to recur. Furthermore, he 

has admitted poor compliance, which may lead to failure of prophylaxis with oral antivirals alone.  

 

Further investigations to consider in this patient include cross-sectional imaging of the liver to rule 

out recurrent HCC, imaging of the biliary tree with magnetic resonance cholangio-pancreatography 

(MRCP) to look for stricturing and a liver biopsy to investigate for other causes including rejection. 

He also has an abnormal random blood glucose raising the possibility of new onset diabetes after 

transplantation (NODAT). This along with his elevated BMI may put him at risk of developing 

steatosis/steatohepatitis in his graft. 

 

 

Q4: A 

This patient was started on TDF 12 months ago for chronic hepatitis B infection in the immune 

clearance phase, as evidenced by HBe antigen positivity, high DNA viral load, abnormal ALT and a 

FibroScan suggestive of significant fibrosis. Six months into treatment, bloods show a good response 

to therapy with complete suppression of hepatitis B DNA and e antigen seroconversion, as well as 

normalization of ALT. At the current clinic visit however, there is again detection of hepatitis B DNA, 

although ALT remains normal. Resistance to TDF is very rare in long-term follow-up studies and the 

most likely explanation is poor compliance with medication. With normal liver enzymes, this episode 

does not constitute an acute hepatitis flare. Reversion of e antigen has not occurred, as e antigen 

remains negative with positive HBe antibody. A repeat sample should be sent but inaccuracy of the 

laboratory assay is unlikely to be the cause. 
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Q5: D 

There are several host and virus-related risk factors for development of HCC. HBV DNA has been 

shown to correlate directly with risk of HCC and as such is an important primary end-point for 

antiviral therapy. HB surface antigen and e antigen seroconversion are also important treatment 

end-points, although less commonly achieved than HBV DNA suppression. Normalisation of ALT and 

improvement in liver stiffness are surrogate markers of histological improvement but neither are a 

treatment end-point. 

 

 


