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Petcharapirat P, Rerknimitr R. Treatment of chronic hepatitis C in HIV- infected patients.
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With the development of Highly Active Antiretroviral Therapy ( HAART ), the survival
and the quality of life of HIV-infected patients have improved. However, complications of chronic
hepatitis C in these patients can be seen due to the longer survival of the patients. In coinfected
patients, progression to end-stage liver disease, cirrhosis and hepatocellular carcinoma are
faster than in HCV patients without HIV coinfection. Moreover, in some coinfected patients,
advanced fibrosis can be demonstrated from liver histopathology even though their serum
alanine aminotransferase are within normal limits. There are many factors that may influence the
decision to initiate anti-HCV therapy. Factors that favor the therapy are stable HIV disease,
higher CD4 counts, stable HAART regimen, no active opportunistic infections, compensated
liver disease and favorable HCV genotype (2 and 3 ). The aims of anti-HCV treatment are to
eradicate HCV and to slow the progression of fibrosis. Data from standard interferon monotherapy
and combined therapy with ribavirin'showed that sustained virologic response ( SVR ) ranged
from 0 — 44 %. This outcome is much lower than SVR in HCV patients without HIV coinfection.
To date, the most effective anti-HCV regimen in HIV / HCV coinfected patients is Peginterferon
alfa-2a 180 micrograms subcutaneous weekly plus ribavirin 800 mg daily, 48 weeks in all HCV

genotypes that show 40 % of sustained virologic response.
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randomized THHANQNAGLANIUIATAIE LTI
a1 W AwAnA19RY Hafi lasauanalnngei 1
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wuanTadeifaawinlule virologic response
S o ' a o ~
NAfuAe CD, count gemaunauiFuinm & serum
HCV-RNA U5u1tusnuay Genotype 3 a ® dnsu
histologic response (ﬁmﬁ\liﬂﬁlﬁ Knodell Score anas
ALAUBE 2 WAN NAITNEN) WL THWANAAWIZNIY
naumiii HIV/HCV coinfection uwaznguiifiaiia HCV
BEN9LAEA TNUNNAN HIV/HCV coinfection Az virologic
response AN (6 % WUAU 30 %) waflunnsg
=] ¥ o (25
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m‘a‘ﬁq‘ﬁ 1. Interferon monotherapy for hepatitis C in HIV coinfected patients.

Reference (number) No. of patients Interferon End of therapy  Sustained virologic
response (%) response (%)

Nardiello, 1992 21 3 MU x 6 mo 45 27
Boyer,1992 *¥ 12 1,3,5 MU x 6 mo 33 8

De Sancitis, 1993 “” 20 3MU x 18 mo NA 25
Marriott,1993 “" 14 9 MU %6 mo 55 44
Marcellin,1993“% 20 3MUx6mo 30 15
Arcias, 1994 “ 10 3 MU x 6 mo 40 20
Pol,1995 “¥ 31 3 MU x 6:mo 23 0
Soriano;1996 "¢ 80 5MU x 3 mo 32 22

then 3 MU x 12 mo

Mauss,1998 *¥ 17 5MU x 12 mo 47 29
Bruno,2000 “* 50 3MUx 12mo 20 NA
Causse,2000 “¢ 28 3MUx 6 mo 18 11
Beurton,2001 “” 58 3MUx 12mo NA 14
Hanabusa,2002 “¥ 15 9MU x 6 mo 58 33

MU = million unit , NA = not assess
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Gl’]‘a"’lx‘l‘ﬁ 2. Interferon and ribavirin for hepatitis C in HIV coinfected patients.

then three times weekly

x 36 wks/1200mg daily

Reference (number) No. of Interferon End of therapy Sustained virologic
patients response (%) response (%)

Morsica, 2000 ") 12 6 MU / 800-1200mg 73 NA
daily x 6 mo

Nasti, 2001®” 17 3 MU / 1000-1200mg 31 19
daily x 6 mo

Sauleda, 2001% 20 3 MU /800mg 55 40
daily x 12 mo

Landau, 2001®" 51 3 MU /.1000-1200mg 29 22
daily x 12 mo

Rockstroch, 2002%° 23 5 MU daily x 10wk, 13 13

Taemin End of therapy virologic response
WAL sustained virologic response (SVR) ﬂF;.uisluﬁJI'N 13
7473 % uaz 130940 % mmﬁ’ﬁﬁu‘%’”) m"w%u%@m
Iuﬂau HIV/HCV coinfection ‘1/1 relapse M?@VLN response
Wﬂ interferon monotherapy Wmﬂmmamumumm
A5l standard interferon 39471 riGavirin ADLANIAN
‘[mﬂﬁmiﬁﬂﬁﬂuéﬂm 21 318 4 52 % 1T genotype
non 1 wdslAFLl combination therapy lutszanns 8.5
Waw WUl end of therapy virologic response Wae SVR
28.5 % WAy i
interferon LAY ribavirin 398/ HARRT ¥inl1lse4n1

14.3 % A1NA1A1 Y wazarn A laen

fan1siin drug interaction i:ml’w\‘im ribavirin Laeen
plada HIV mn@%u g AtyAensiia mitochondrial
toxicity mm:]‘ﬂﬁimm enzyme DNA polymerase pIN
ribavirin LL@“'@’mm?VIm ribavirin mfﬂu ddl Lﬂ@ﬂu
1l active metabolite laanedn vilwiAn fatal lactic
acidocis WA severe pancreatitis 1; ﬁ?ﬁm’]uzﬁlfaﬂﬁaai
wuilugiaeitle ddl lugasenmulaga HIVE Gk
AvPsudAn@aenslaen ddl Ay ribarvirn wazann

| - ! o
199 ribarvirin aenanaAWMRLAEATY snulaa

HIV A9iRAANAREIaRIHARaNIT3NEN HIV INs1zana
iiA antagonism 19 WA lunN9ANEMNIARTINF NI
nslsensaniuazinane HIV parameter agnaiife
&1ATY LAREale

Pegylated interferon and ribavirin combination
therapy

HANT35N® HIV/HCV coinfection aae
Pegiriterfaron 4 Tibaviin &seuanslunisned 3
(SVR it 12 40 % )

4 RIBAVIC study

1. HANNIINEE1MTU Genotype 1 or 4
ﬂ@luﬁvl,; Peginterferon + ribavirin ASVR17 %
ﬂ@:wﬁli; interferon + ribavirin #§ SVR 6 %

(P=0.006)
Genotpye 2, 3 ﬂfqlm‘ﬁli; Peginterferon + ribavirin X
SVR 44 %
ﬂ@:ll‘ﬁlio; interferon + ribavirin § SVR
43 % (=0.88)
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m‘a‘N‘l‘?‘i 3. Pegylated interferon and ribavirin for chronic hepatitis C in HIV coinfected.

Referrence N

Regimen/Dosage/Duration SVR

1. Perez-Olmeda, 2003 68

Peginterferon alfa-2b weekly +

Overall 35 %

ribavirin 800 mg daily

(Genotype 1 : 48 weeks,

Genotype 2, 3 : 24 weeks)

2. Voigt, 2003%? 72 Peginterferon alfa-2a weekly + Overall 28 %
ribavirin 800 mg daily
(Genotype 1 : 48 weeks,
Genotype 2, 3 : 24 weeks)
3. Chung, 2004 66 Peginterferon alfa-2a 180 mg weekly + Overall 27 %
ribavirin 800 mg daily x 48 weeks (P=0.03)
Compare with (Genotpye
Interferon alfa-22 + ribavirin 48 weeks non 1 : 73%)
67 Interferon alfa-22 + ribavirin 478 weeks Overall 12 %
4. Moreno, 2004 35 Interferon alfa-2b weekly + ribavirin Overall 31 %
800 mg daily
All genotype x 48 weeks
5. Carrat, 2004 207 Interferon alfa-2b + ribavirin x 48 weeks 20 %
(RIBAVIC Study) 205  Peginterferon alfa-2b + ribavirin x 48 weeks 27 %
6. Torriani, 2004®" 285 Interferon alfa-2a + ribavirin 800 mg daily 12 %
(APRICQOT Study) 286  Peginterferon alfa-2a alone 20 %

289 Peginterferon alfa-2a + ribavirin 800 mgdaily 40 %

All genotype x 48 weeks

2. lunquaesdiluil EVR wian Tadl SVR ind
welugan 67 aan 68 AU (99 %) lunguiile
peginterferon & ribavirin U2, 91 AW (100 %) sluﬂfoglm
ﬁlvl,c; interferon + ribavirin ‘17{13\;?3 Early virologic
response (M39aNL serum HCV-RNA %38 HCV-RNA
@m\‘ﬁ:‘ﬂﬂﬂfﬁﬁ 2 log A1n  baseline 171' 12 weeks a4
Fn)

3. luusaas histological response W91 Metarvir
score AAANLRA? 0.19 LL;m”luméu‘ﬁbl; peginterferon +
ribavirin Weuiy 0.01 uwanlungula interferon +

ribavirin (P=0.02) LA mean change 18 Ishak score

A8 —0.57 LAz —0.26 (P= 0.24) ANAAL

4. Symptomatic mitochondrial toxicity (Symptomatic
hyperlactatemia, lactic acidosis or acute pancreatitis)
im 9 AU sLuﬂ@:sJ peginterferon + ribavirin AT 2 AL
Iuﬂzglm interferon + ribavirin Imﬂﬁzﬂfmnﬂ?’mﬁﬂizﬁ
1930 ddl vas  uwnlilasdedananniezil

5. ;:Jﬂw 5 mﬂiuﬂzglm‘ﬁlvl,; peginterferon + ribavirin
Fedam Gl 1 sededeiunaziiunaannnisinm
¥lwiAn liver failure 3y Iummzﬁ'ﬂq'u interferon +
ribavirin figUaei@edan 2 e an lver failure 1 78

LAY liver cancer 1 91¢l
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L4 APRICOT study

Iuéﬂw‘ﬁlvlg Peginterferon + ribavirin

1. Genotype 1 T SVR 29 %, Genotype 2, 3 T SVR
62 %

2. D1Anilefis baseline HCV-RNA WU

HCV-RNA < 800,000 { SVR 61 % (Genotype 1 =
61 %, Genotype 2, 3 =61 %)

HCV-RNA> 800,000 3 SVR 33 % (Genotype 1 =18%,
Genotype 2, 3 =63 %)

3. ﬂ@:mﬁﬁ Early virologic response (71 %)fl SVR 56 %
hiﬁ SVR 44 % ﬂzgln\l‘ﬁlvl,sifl Early virologic response
(29 %) § SVR e 2 % Tuil SVR 98 %

4. WU‘ﬂqﬁﬁﬂ’]iﬂiﬂJm symptomatic mitochondrial
toxicity Aad pancreatitis 2 718, symptomatic
hyperlactatemia 4 718 WA lactic acidosis 2 71
Tne/lnfveyaangLhanguiflasuen ddi mogvial

5. Hematologic complication WUR neutropenia 1ag
L1z PMN < 500 f?/mm® 11 % thrombocytopenia
Platelet <20,000 £/ mm?®anemia HGB < 6.5g/dl 1 %
6. nuyUaeAadia 4 918 ann UGIB, hepatic

encephalopathy, metastatic carcinoma LA suicide

51
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v v 1
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agluae 26 % fe40 %57 Ealanannannista
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arnien ualnussuasflananaenanlugiaaiils
Falde HIV 29ua98® uazwuantTadeivinlvuanis
SnlufAe Ty genotype 1, { baseline HCV-RNA
mnmlﬁ 800,000 IU/ml advanced stage of liver disease
uag CD, <200 69 UGN §rufuAnlgane
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UMRedla 1Y n1FneAsy 48 dlanuanlbanasan
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