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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 TfinguAsLANIUIATEIEN UATTEEE
wanslfenfuansineiuy naRldsugaslumai 1
(w8 SVR agffi 0-44 %)

wudntlade iR dauin Wl virologic response
Aatuie CD, count ganauneuduinu i serum
HCV-RNA 15utusnuas Genotype 3 a® dwmfu
histologic response (Hauiaail Knodell Score anaa
atiatian 2 usin uaanmn) wudnlliuansineiureudng
Nl HIVHCV coinfection uaznguiianida HOV
eeiumen Tawingu HIVHCV coinfection Azl virologic
response ARG (6 % e 30 %) uififlunns
Anmuuudeunae®

dayalun1tld standard interferon Fanu
ribavirin TunsEneilos HIVHCV coinfection fifa
uamsluA1sad 2 (SVR At 13-40 % )

n'l'i'Nﬁ 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 3MU x6 mo 45 27
Boyer,1992 ©® 12 1,3,5MU x6 mo 33 8

De Sancitis, 1993 “? 20 3MUx 18 mo NA 25
Marriott, 1993 “" 14 9MU x6 mo 55 44
Marcellin,1993"“? 20 3MUx6mo 30 15
Arcias, 1994 “¥ 10 3MUx6mo 40 20
Pol,1995 “¥ 31 3MUx6mo 23 0
Soriano, 1996 "® 80 5MUx 3 mo 32 22

then 3MU x 12 mo

Mauss,1998 ® 17 5MU x 12 mo 47 29
Bruno,2000 “¥ 50 3MUX12mo 20 NA
Causse,2000 “® 28 3MUx 6 mo 18 11
Beurton,2001 “? 58 3MUx12mo NA 14
Hanabusa,2002 “® 15 9MU x 6 mo 58 33

MU = million unit , NA = not assess
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#19749 2. Interferon and ribavirin for hepatitis C in HIV coinfected patients.
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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
then three times weekly

x 36 wks/1200mg daity

{mewudn End of therapy virologic response
WAL sustained virologic response (SVR) 'agj'lwﬂoq 13
TN 73 % Uz 13 T 40 % AMNEIFLZ dmFudaya
Tungu HIVHCV coinfection 7 relapse w78 4l response
#if interferon monotherapy wudnlauanauauessa
3\ standard interferon $axiu ribavirin Aaudnaa
TnafinsAnwludilon 21 e %4 52 % 1l genotype
non 1 u&AlAF combination therapy luszunn 8.5
(Aeu wull end of therapy virologic response UWay SVR
28.5 % UAT 14.3 % AWAIAL® uazan nslden
interferon WAY ribavirin $aL HARRT viTisneanu
TN 5iia drug interaction TEM979N ribavirin WATEN
Fwdlaga HIV annTu fidAyAaniaiiia mitochondrial
toxicity mnqwﬁrﬁusi: enzyme DNA polymerase 184
ribavifin UATANNIIAEN ribavirin Foely ddl waeu
(il active metabolite 'l#1eTu W %An fatal lactic
acidocis WA severe pancreatitis 161 eudaulng)
wilufiledls adl lugasendndlods HIVG® faty
AsmasvdnidsanisWen ddi 4y ribarvirin wazann
N3 ribarvirin aaNqAMMNFEIRY endlaFe

HIV RAAAAMNAATNHAAANTTFNE HIV Ins1za1a
\im antagonism 18 usitun1s@nmneadiind ldwudn

} 73 ] o -l ] 1 - ar
msldanfaniussiinama HIV parameter BEIINUL
&4ty usiatala

Pegylated interferon and ribavirin combination
therapy

Han17¥ N1 HIV/HCV coinfection At
Peginterferon + ribavirin HFuAAYlUAITR 3
(SVR el 12-40 % )

Tu RIBAVIC study
1. uan13¥ &MU Genotype 1 or 4
nquN1A Peginterferon + ribavirin #§ SVR 17 %

b1
[]
-l

ngu A interferon + ribavirin & SVR 6 %

(P=0.006)
Genotpye 2, 3 nq'umﬁ’\' Peginterferon + ribavirin i
SVR 44 %

nq‘uﬁ”lﬁ interferon + ribavirin # SVR
43 % (=0.88)
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m'ﬂaﬁ 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 %

Interferon alfa-2b weekly + ribavirin

Overall 31 %

Ali genotype x 48 weeks

4. Moreno, 2004 35
800 mg daily
5. Carrat, 2004 207
(RIBAVIC Study) 205
6. Torriani, 2004%” 285
(APRICOT Study) 286

Peginterferon alfa-2b + ribavirin x 48 weeks

Interferon alfa-2b + ribavirin x 48 weeks 20 %

27 %

interferon alfa-2a + ribavirin 800 mg daily 12%
Peginterferon alfa-2a alone 20 %

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

All genotype x 48 weeks

2. lungusiezdlifl EVR wuda ‘bifl SVR Hisdu
welugtlon 67 an 68 AU (99 %) lungui &
peginterferon + ribavirin WAL 91 AU (100 %) Tungu
'ﬁ‘lﬁ' interferon + ribavirin 7;1ﬂﬁ Early virologic
response (AT99WL serum HCV-RNA %78 HCV-RNA
anadaandn 2 log AN baseline 7 12 weeks Wi
fnu)

3. luwd19e9 histological response Wui1 Metarvir
score aAAYAAT 0.19 udnlunguit I peginterferon +
ribavirin Waufy 0.01 udnlunguls interferon +

ribavirin (P= 0.02) ua¥ mean change 194 Ishak score

A0 -0.57 uay —0.26 (P= 0.24) ANAAL

4. Symptomatic mitochondrial toxicity (Symptomatic
hyperlactatemia, lactic acidosis or acute pancreatitis)
\fim 9 AU lunqu peginterferon + ribavirin uaz 2 AW
Tungu interferon + ribavirin Taagilaemnaeiivlsen
1650 ddl wa  uiliflan@edinannniozt)

5. ftln 5 +elunguitll peginterferon + ribavirin
Feddn 3o 1 efededninaniunasinnisinu
Yl liver failure 3u Tusnuefinga interferon +
ribavirin {Ule@ed35 2 $18 47N liver failure 1 78

WA liver cancer 1 71¢l
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1u APRICOT study

'luéﬂfm'?‘;“lﬁ Peginterferon + ribavirin

1. Genotype 1 I SVR 29 %, Genotype 2, 3 il SVR
62 %

2. §1A1TIN baseline HCV-RNA wuin

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

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

3. nduﬁﬁ Early virologic response (71%) SVR 56 %
Lifl SVR 44 % nq'uﬁ.'hiﬁ Early virologic response
(29 %) §1 SVR (#tK 2 % 13ifl SVR 98 %

4. wugiiAnisal199 symptomatic mitochondrial
toxicity A8N pancreatitis 2 $181, symptomatic
hyperlactatemia 4 71t WAT lactic acidosis 2 718
neifideyadngiaanguilldfuen ddi daevdeli

5. Hematologic complication wuil neutropenia ae
ANz PMN < 500 6i/mm® 11 % thrombocytopenia
Platelet <20,000 #9/ mm®anemia HGB < 6.5g/dl 1 %
6. wugaeidadim 4 318 970 UGIB, hepatic

encephalopathy, metastatic carcinoma Wae suicide

aq

mn'}iﬂqaﬁ’mumwudﬂmﬂi Peginterferon +
ribavirin w4 48 AUa v lun13¥n chronic hepatitis
'lu:}ﬂquﬁm‘ﬁﬂ HIV TagTdAniiaiie genotype §i SVR
ag U119 26 % B4 40 % FelduaRniansld
standard interferon + ribavirin %38 peginterferon
ataiAen uilszonudaiiduadenndtlugilanithi
Ande HIV $andae® uazwudniladuiiinluanis
fnliRAailu genotype 1, § baseline HCV-RNA
47NN91 800,000 1U/mi advanced stage of liver disease
uaz CD, <200 #1 Aeudumsinen dwurnldane
'lumﬁ“nm'luﬂ?:mﬁ‘lvumfuﬂ@aﬂuﬂs:mm 10,000
vmsiadia drfnwiasu 48 dlaniAcldeneran
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