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General recommendations for counselling in
patients with HIV and hepatitis co-infection

SCREENING

1.

All HIV-infected patients should be
screened for hepatitis C at diagnosis
and then on an annual basis.
Screening for HCV in HIV infected
patients should be done using anti-
HCV antibody test. A positive result
should be followed by evaluation
for the presence of HCV-RNA and
the genotype should be determined.
Patients with risk factors (ongoing
VDU, mucosal traumatic sex; ongo-
ing unprotected anal intercourse, re-
cent sexually transmitted infection)
with unexplained increase in hepatic
transaminases and a negative HCV
antibody test should be offered an
HCV-RNA test for early detection of
a recent infection.

HIV-infected patients should be
screened for hepatitis A and B. Pa-
tients from high prevalence coun-
tries for HBV, in particular those with
elevated liver transaminases should
be screened for HBV-DNA in addi-
tion to HBs Ag to rule out occult
HBV infection.

Hepatitis delta antibodies should be
screened for in all HBsAg+ patients.

Patients with liver cirrhosis should
be screened at 6-monthly intervals
with serum alpha-fetoprotein and
hepatic ultrasound for the occur-
rence of hepatocellular carcinoma.
Routine screening is also advised for
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oesophageal varices at the time of
diagnosis and at 1 — 2 year intervals
thereafter.

VACCINATION

5. Patients lacking anti-HAV IgG anti-
bodies or anti-HBs antibodies should
be offered vaccination for the re-
spective virus to prevent infection
regardless of their CD4-count. The
response to the HBV vaccine is in-
fluenced by the CD4-count and level
of HIV-RNA. In patients with low
CD4-counts (<200/ul) and ongoing
HIV replication, HAART should be
initiated first prior to respective vac-
cination. Patients anti-HBc positive
and anti-HBs negative should be
tested for anti-HBs response 2 — 4
weeks after a first HBV vaccination
and may skip remaining vaccinations
in case of sufficient anti-HBs re-
sponse (anti-HBs > 10 1U/I).

In case of insufficient response (anti-
HBs < 10 IU/l) revaccination should
be considered. Double dose revac-
cination (40ug) at 3-4 vaccination
time points (months 0, 1, 6 and 12)
may help to improve response rates
to HBV vaccination. Patients who
fail to seroconvert after hepatitis B
vaccination and remain at risk for
HBV-infection should have annual
serological tests for evidence of HBV
infection.
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HAART:
6. Hepatitis B and/or C co-infected pa-

tients benefit from early HAART be-
cause liver fibrosis progression is re-
duced with immune reconstitution
and suppression of HIV-RNA. Stop-
ping HAART has been associated
with enhanced risk for AIDS and non-
AIDS related events in the SMART
study and this risk was enhanced for
patients with hepatitis co-infection.
Particular prudence is warranted in
HIV/HBV co-infected patients who
stop anti-HBV containing HAART.

END STAGE LIVER DISEASE (ESLD):
7. HIV-positive patients require the

same measures for the treatment of
oesophageal varices, hepatorenal
syndrome, hepatic encephalopathy
or ascites as HIV-negative patients.

. HIV-coinfected patients who suffer
from ESLD warrant particular atten-
tion in the management of liver in-
sufficiency. Apart from considera-
tions of treatment of HBV or HCV,
antiretrovirals metabolized via the
liver may need to be dose adjusted
and in individual cases therapeutic
drug monitoring of the respective
drug is advisable.

. Creatinine clearance using Cockcroft
Gault estimation in the setting of
advanced or decompensated liver
cirrhosis overestimates the true
glomerular filtration rate and use of
the arithmetic mean urea and crea-
tinine clearance or inulin clearance
is recommended.
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10.

Patients with a MELD-score > 15,
CD4-cell count > 100/ul and options
for efficacious and durable HAART
should be evaluated for liver trans-
plantation (OLTX). OLTX outcomes in
HIV/HBV coinfected patients are par-
ticularly promising, whereas post-
transplant survival in HIV/HCV co-in-
fected patients has been somewhat
lower than in HCV-monoinfected pa-
tients mainly due to the complicated
course of HCV re-infection after
transplantation.

PREVENTION/SUPPORT

11.

Psychiatric, psychological, social and
medical support should be made
available to patients with a high al-
cohol intake to stop drinking or to
limit alcohol consumption.

.Substitution therapy (opioid replace-

ment therapy) in patients with active
drug abuse as a step towards cessa-
tion of active drug use should be
considered; help provided (e.q.
through needle- and syringe-ex-
change programs) reduces the risk
of re-infection including parenteral
viral transmission (harm reduction
strategy).

.Since HBV and HIV and occasionally

HCV are transmitted sexually, ade-
quate counselling including the use
of condoms is advisable. Information
on the risk of HCV transmission due
to mucosal traumatic sexual practices
associated with a high likelihood of
blood contact should be provided and
risk reduction should be discussed.
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CLINICAL MANAGEMENT AND TREATMENT OF CHRONIC HEPATITIS B & C

Treatment recommendations for therapy
of hepatitis C in HIV co-infection

HCV treatment offers the possibility
of eradicating HCV within a defined
treatment period. This is potentially
advantageous for the subsequent
management of the patient with
HIV, and every co-infected patient
should therefore be considered for
treatment when the benefits of
therapy outweigh the risks. This also
needs to be seen in the context of
faster liver fibrosis progression in
HIV/HCV co-infection and with bet-
ter HCV treatment outcome with
improved management in these pa-
tients.

. Information on liver fibrosis staging

is important for making therapeutic
decisions in co-infected patients.
However, a liver biopsy is not
mandatory for considering treat-
ment of chronic HCV. Current ther-
apy is particularly recommended in
patients with a high likelihood of
achieving sustained virological re-
sponse (SVR): genotypes 2 or 3 and
patients infected with genotype 1 if
the viral load is low (<400.000
IU/ml). More recently, insulin resist-
ance (which can be determined
using the homeostasis model as-
sessment of insulin resistance
HOMA IR) has been repeatedly re-
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3.

ported as a negative predictor of
achievement of SVR and therefore
may also be considered during pre-
treatment evaluation and, if possi-
ble, should be effectively managed
before treating HCV infection.

In case of the availability of a liver
biopsy or FibroScan demonstrating
lower stages of liver fibrosis (FO-1),
regardless of HCV genotype, treat-
ment can be deferred. In these
cases, fibrosis assessment should be
carried out at frequent intervals to
monitor for fibrosis progression. A
liver disease stage assessment is es-
pecially important to perform in pa-
tients with a low chance of SVR.

The combination of Peg-INF alpha
and ribavirin (RBV) is the treatment
of choice for HCV infection. The
standard dose for Peg-INF 2a is 180
ug once weekly, and for Peg-INF 2b
it is 1.5 pg/kg bodyweight once
weekly. An initial weight adapted
dose of RBV of 1000 (wt = 75kg) -
1200 (wt > 75kg) mg/day (adminis-
tered bid) is recommended for all
HCV genotypes in the HIV setting.

The primary aim of anti-HCV treat-
ment is sustained virological re-
sponse defined as undetectable
serum HCV-RNA 24 weeks after the

EACS Guidelines = Version 5-2

CLINICAL MANAGEMENT AND TREATMENT OF CHRONIC HEPATITIS B & C

end of therapy, evaluated using sen-
sitive molecular tests.

. If chronic hepatitis C is detected

early in the course of HIV infection
(before the initiation of HAART is
necessary), treatment for chronic
HCV is advised. However, if a co-in-
fected patient has significant im-
munodeficiency (CD4 count < 350
cells/ul), the CD4 count should be
improved using HAART prior to
commencing anti-HCV treatment.
Patients with a CD4 relative percent-
age >25% are more likely to
achieve SVR than lower CD4 per-
centage.

. If an early virological response (de-

cline of at least 2 log10 reduction in
HCV-RNA at week 12 compared to
baseline) is not achieved, treatment
should be stopped (figure 3).

. During Peg-INF plus ribavirin ther-

apy, ddl is contraindicated in pa-
tients with cirrhosis and should be
avoided in patients with less severe
liver disease. DAT and AZT should
also be avoided if possible. The role
of abacavir is uncertain at this point
but cohort data suggests lower SVR
results in patients receiving abacavir
containing HAART. Data investigat-
ing RBV plasma levels have shown
that the interaction between aba-
cavir and ribavirin may be negligible
if weight based ribavirin is used.
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9.

In patients with acute HCV infec-
tion, HCV therapy is recommended
if HCV-RNA is confirmed positive (1
week apart) by week 12 post HCV
transmission, as SVR rates following
treatment of acute HCV-infection
are higher than for treatment of
chronic HCV. Most experts recom-
mend therapy for 24 weeks with
Peg-INF and ribavirin; however the
duration of therapy and use of rib-
avirin is currently under discussion.
HCV-RNA levels at week 4 and 12
may help to guide treatment dura-
tion.
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Table 1: Diagnostic procedures for hepatitis C

in HIV co-infection =
s
Diagnosis of hepatitis C %
HCV-Ab (positive 1-5 months after infection, may rarely be lost with S
immunosuppression) (@)
T g <
HCV-RNA levels? (in particular important for the prediction of response to treatment) c s
Status of liver damage a
Grading of fibrosis (e. g. FibroScan, liver biopsy, serum fibrosis markers®) © A —
Hepatic synthetic function (e. g. coagulation, albumin, CHE) _qC) S § g
- ; : ; = o G} b ”
Ultrasound and AFP every 6 months in cirrhotics (gastroscopy upon diagnosis of > 2
cirrhosis and every 1-2 years thereafter) O . ;§
Before HCV treatment EE E )
Q =
HCV genotype and serum HCV-RNA o g ,—Ec
X : C
Autoantibodies (ANA, LKM 1) o Q = < E
TSH, thyroid autoantibodies s S g x84 <
()
5c |0 S| |5¢% g
Monitoring of HCV treatment _g 5 I I =
Differential blood count and liver enzymes every 2-4 weeks = "E >
el o
HCV-RNA at week 4 (to evaluate rapid virological response),and weeks 12, 24, and g 'o / S
48 (72 if applicable) and 24 weeks after stopping HCV therapy 'S_ b 1 S
Q Q <
CD4-count every 12 weeks o ] g o < Y
° o Q s o 3 K]
TSH every 12 weeks Q E B % 83 83 o
o) ~ T ~ T [
o = v .E =
a) Low viral load defined as less than 400,000 — 500,000 IU/ml when using PegINF+RBV. o _%
There is no standard conversion formula for converting the amount of HCV-RNA re- o @
ported in copies/ml to the amount reported in IU/ml. The conversion factor ranges o =
from about one to five HCV-RNA copies per [U/ml. ﬁ
b) Serum fibrosis markers include APRI, FIB-4, Hyaluronic acid, Fibrometer, Fibrotest, 8 < < =
Forns, Hepascore and other indices; recently more complex tests such as Fibrometer, 3 < QZF o QZF g §
Fibrotest and Hepascore have shown to more accurately predict liver fibrosis than = = S < S I
simple biochemical tests such as APRI, FIB-4 or Forns. L T T k5
¢) Patients with positive anti LKM or ANA with homogeneous pattern should be evalu- g
ated for concurrent autoimmune hepatitis especially in the presence of ALT elevation <
during treatment. \/ =

—
[o4]
=

80/ EACS Guidelines = Version 5-2 EACS Guidelines = Version 5-2




CLINICAL MANAGEMENT AND TREATMENT OF CHRONIC HEPATITIS B & C

Table 2: Classification of and interventions for
HCV/HIV-co-infected non-responders/ relapsers
to prior interferon-based therapies

CATEGORY SUBGROUP SUGGESTED INTERVENTION
Suboptimal schedule Re-treatment using combination
e Interferon (monotherapy | therapy with Peg-INF plus weight-
or with ribavirin) based ribavirin dosing
. ® Low ribavirin dose
Suboptimal e Short length of therapy
treatment
Limiting toxicities & poor Optimal support (SSRI,
adherence paracetamol/ NSAID, adherence
support, use of hematopoietic
growth factors?)
Relapse (HCV-RNA negative | Re-treatment using combination
at the end of treatment) therapy with Peg-INF plus weight-
Optimal based ribavirin dosing (consider

treatment with
virological failure

longer treatment duration)

Non Response (no HCV-
RNA negativization during
treatment)

Wait until new antivirals become
available either through clinical
trials or are licensed.

a) Data on the use of hematopoietic growth factors in HIV/HCV co-infection so far is lim-
ited to an improvement in quality of life but not antiviral efficacy; treatment with
growth factors is currently mostly off-label in Europe.
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