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Guidelines Format
• The two previous HBV and HCV guidelines 

have been amalgamated into a single 
document

• It is then divided into three sections: 
– General Section: 

• screening for, and prevention of, viral hepatitis
• the assessment and management of liver disease

– HBV section
• Epidemiology, diagnosis and treatment

– HCV section 
• Epidemiology, diagnosis and treatment
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Hepatitis Screening
• All newly diagnosed HIV patients should be 

screened for coinfection with HBV and HCV as 
part of their initial work-up. These would normally 
be with the  anti-HBc/HBsAg and anti-HCV antibody 
tests with appropriate further tests if positive

• These should be repeated annually and more 
frequently if at higher risk (e.g IDU, MSM at sexual 
risk).

• Any patient with risk factors ……… with an with 
unexplained rise in serum aminotransferases
should be offered an appropriate screening test for 
acute viral hepatitis (HAV IgM, HBsAg, HCV 
antibody). If the hepatitis serology is negative, they 
should be offered testing for HCV RNA and HBV-
DNA.

Copyright ©2008 BMJ Publishing Group Ltd.

Giraudon, I et al. Sex Transm Infect 2008;84:111-115

Figure 1 Number of cases and estimated incidence of diagnosed newly acquired hepatitis C in 
HIV-positive men who have sex with men per 1000 patient-years, reported by London and 

Brighton HIV/genitourinary medicine clinics January 2002-June 2006.
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Case 1
A 25yo HIV+ MSM presents with acute hepatitis C, ALT 
500IU/L, HCV-RNA 106 copies/ml, genotype 1. What is 
appropriate management?

1. Offer treatment with pegylated interferon

2. Offer treatment with pegylated interferon and ribavirin

3. Don’t treat but repeat the tests in 6 months

4. Don’t treat, monitor monthly to see what the viral load does and 
then treat if the VL stops falling

Guidelines on Acute HCV
• Individuals identified as having acute HCV infection 

should have quantitative RNA measurements 
performed on a regular (usually 4-weekly) basis for 
the first 12–24 weeks to inform treatment decisions.

• Those individuals who show no trend towards 
reduction in HCV RNA or have failed to clear HCV by 
3–6 months after initial RNA positivity should be 
offered treatment.

• The optimal duration and mode of treatment has yet 
to be determined. At present, a 6–12 month course of 
pegylated interferon with weight-adjusted ribavirin is 
recommended.
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Acute HCV in HIV – Resolution 
and Response Rates

Study Spontaneous 
Resolution

Peg Ifn + Ribavirin 
Treatment

Response Rate at 
48/52 post-treatment 
(SVR)

C&W (mostly GT1) 22% (12/55) 24/52 59% (20/27)

Germany            
(Most GT1/4)

27% (3/11) 24-48/52 61% (22/36)

Paris (2 centres) 0-20% (1/5) 24/52 71% (10/14)

Australia (2009) 24/52 80% (22/27)

San Francisco 40% (2/5) 24/52 67% (2/3)

Vogel et al 2007. Matthews et al 2009
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Case 1 (cont.)
He declines early anti-HCV treatment but 5 years later 
he has a CD4 of 250, HCV-RNA 106 copies/ml. He says 
that he wants treatment for his hepatitis C now. How 
would you manage him?

1. Start ART

2. Commence pegylated interferon and ribavirin and defer ART

3. Start ART and perform a liver biopsy

4. Do something else
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Guidelines- treatment
• Anti-HCV treatment should be started before the CD4 count falls 

below 350 cells/µL and before ART is started, if possible.
• Start ART at CD4 350 in all and at CD4 <500 if  significant liver 

fibrosis 
• Any ART therapy should be stabilised before anti-HCV therapy 

is commenced.
• Careful assessment of liver fibrosis is recommended, especially 

for patients with HCV genotypes 1 and 4 or those with 
suspected cirrhosis.

• In patients with genotypes 2 or 3 infection, liver biopsy is not 
necessary if there is no clinical evidence of advanced liver 
disease. 

• For genotypes 1 and 4, a pre-treatment liver biopsy is 
recommended, or a hepatic elastography if the biopsy is refused 

Progression of HIV/HCV
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Liver Deaths by Viral Load

Liver Deaths from Eurosida – Rockstroh et 
al, CROI 2009
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HCV and ART

Group 1, HCV mono-infection; Group 2, no therapy/only NRTIs; Group 3, 
HAART only; Group 4, sequential therapy Verma et al 2006 JAC

Performance of Transient Elastography for the Staging of Liver Fibrosis:

A Meta-Analysis

Friedrich–Rust  et al 
Gastroenterology 
2008
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ART and HCV Therapy
Anti-HIV 

agent
Anti-HCV agent Reason for concern Data suggesting 

problem
Recommendation

Abacavir Ribavirin Reduced intracellular 
ribavirin levels 
leading to possible 
impaired anti-HCV 
therapy

Pharmacokinetics;
cohort studies 

suggesting 
impaired anti-
HCV therapy 
response

Possibly avoid 
concomitant use

Atazanavir Interferon/ribavirin Increased 
hyperbilirubinaemia

Case reports Observe

Didanosine Ribavirin Significant toxicity; fatal 
lactic acidosis

Case reports; data from 
RCTs

Absolute 

contraindication

Efavirenz Interferon Increased CNS 
disturbance

Case reports; data from 
RCTs

Close observation and 
individualised 
case management

Stavudine Ribavirin Significant mitochondrial 
toxicity

Case reports; data from 
RCTs

Avoid if at all possible

Zidovudine Interferon/ribavirin Increased 
myelosuppression

Case reports; data from 
RCTs

Avoid if at all possible
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Case 1 (cont)
He changes his mind about treatment and some years 
later he returns with cirrhosis, jaundice and ascites. 
What might be the longer term plan for the liver 
disease?

1. Monitor in the HIV clinic with 6 monthly ultrasound and/or AFP

2. Refer to a hepatologist/gastro-enterologist

3. Refer for liver transplant assessment

4. All of the above

5. Some other management 
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Guidelines- Cirrhosis and liver 
transplantation
• Accurate disease staging is crucial for all patients with HBV 

and HCV coinfections for the early identification of cirrhosis
• All cirrhotic patients should be managed jointly with 

hepatologists or gastroenterologists with a special interest in 
liver disease, such as in specialist coinfection clinics

• HCC screening with six-monthly AFP and liver USS should 
be offered to all cirrhotic patients with HBV and HCV 
coinfections.

• Non-cirrhotic HBV coinfected patients with high HBV viral 
loads (>2000 IU/mL), low CD4 counts (<100 cells/µL), a family 
history of HCC and acquisition of HBV in childhood should be 
considered for HCC screening (II).

• HIV-positive patients with cirrhosis should be referred 
early, and certainly after first decompensation, for transplant 
assessment (II).

Liver Transplantation Outcomes
Commonest cause of death is being referred to 

transplant centre too late!
Author Reason for transplant Outcomes

Mindikoglu et al 2007 138 HIV+ patients, Various 
causes

70% at 2 yrs. .Lower if 
HCV+, higher if not co-
infected

Schreibman et al 2007 15 HIV+ patients, Various 
causes

73% 2 year survival (85% in 
HIV neg)

Duclos-Valee et al 2008 35 patients with HIV/HCV 73% and 51% at 2 and 5 
years (91 & 81% in HCV 
mono-infection)

Miro et al 2009 84 patients with HIV/HCV 88%, 62% and 49% at 1, 3 
and 5 years (89, 78 & 77% 
in HCV mono-infection)
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Case 2
A 30yo woman HIV/HBV+ve (>6 months), CD4 550, 
HBV-DNA 2x105 IU(106 copies)/ml, HBeAg +ve, ALT 70, 
Liver: Metavir F2 fibrosis. What treatment would you 
give her?

1. Entecavir monotherapy

2. Adefovir monotherapy

3. Telbivudine monotherapy

4. Pegylated interferon

5. ART including Tenofovir +/- 3TC/FTC

Guidelines- HBV Treatment, 
CD4>500
• HBsAg-positive patients with an HBV DNA <2000 IU/L and no significant 

degree of fibrosis (Metavir <F1 or Ishak <S1 or FibroScan <8kPa) or 
inflammation on biopsy should not be treated and should commence 3–6-
monthly sequential monitoring with HBV DNA and ALT.

For those who need HBV treatment at CD4>500:
• Early introduction of ARVs, inclusive of tenofovir and FTC, should be 

considered as an option for naïve patients with wild-type HIV.
• 12 months’ pegylated interferon is an option in a patient who is HBeAg 

positive, has a raised ALT, low HBV DNA (<2x106 IU/l), minimal fibrosis and (if 
tested) genotype A. Lack of HBV DNA response (<1 log10 reduction at 12 
weeks and >2000 IU/L at 24 weeks) should prompt discontinuation.

• Adefovir is an option in all patients and does not generate future resistance to 
tenofovir and is the drug of choice in patients with evidence of significant 
fibrosis.

• Telbivudine should not be used alone because of the high rate of HBV 
resistance (also some small evidence of anti-HIV activity). Might be used 
combined with adefovir.

• Tenofovir, entecavir, 3TC and FTC should not be used without suppressive 
ARV therapy in order to avoid HIV resistance induced by suboptimal anti-HIV 
treatment. 
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Guidelines - HBV Treatment 
CD4 <500

CD4 350 - 500 + HBV treatment indicators
Or
CD4 <350 & any level of HBV-DNA+ve

• Treat with HAART to include tenofovir +/- FTC or 3TC
• Tenofovir can be used as the sole anti-HBV 

component of HAART but is less potent than the 
combination

• Do not use FTC or 3TC without tenofovir as 
resistance rapidly develops (25% / year) and the 
combination with tenofovir prevents resistance. 

Progression of HBV in mono-infected people with ‘normal’ 
ALT according to HBeAg status and HBV-DNA

Gp 1 HBeAg -ve, low 
HBVDNA

Gp 2 HBeAg –ve, high 
HBV-DNA

Gp 3 HBeAg +ve, high 
HBV-DNA

From Chen et al , 
EASL 2008
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Case 2 (cont)
Her ALT remains high despite treatment. She has never 
injected drugs. What are the chances that she is also 
Hepatitis D (Delta) virus infected?

1. <1%

2. 1 - 2.5%

3. 2.6 - 5%

4. 5 - 7.5%

5. >7.5%

Guidelines- HDV
• Cross et al 2009 - South London HBV mono-infected 

patients: 82/962 (8.5%) HDV+ve. Only 24% gave a 
history of IDU. Most were born abroad

Guideline:
• Test for delta virus in all patients with hepatitis B. 
• Repeat the test for delta virus in all patients with 

hepatitis B yearly and if they develop an unexpected 
rise in ALT.

• All delta virus-infected patients should be considered 
for early treatment by a physician with experience in 
this problem.
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HBV- Other Emerging Issues
• Resistance testing is becoming more widely available and may 

be considered
– as a baseline pre-treatment, especially if there is a history of 

previous exposure to anti-HBV drugs, 
– as a means to inform treatment decisions in those with non-

response to treatment or with virological breakthrough 
• HBV genotypes have been reported to correlate with 

spontaneous and interferon-induced HBeAg seroconversion, 
activity of liver disease, and progression to cirrhosis and 
hepatocellular carcinoma
– Currently, there is no indication for performing this as standard of 

care, except possibly in patients being considered for interferon 
therapy. 

– It may be more relevant in the future as information on the 
differences between genotypes emerges. 
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