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(46/176)

26%

Complete EVR
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22%

Non EVR
(70/176)

40%
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SVR = 1% (1/70)

SVR = 17% (8/46)
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HCV RNA response:

RVR = rapid virologic; response; EVR =early virologic; SVR = sustained virologic response

Figure 1. Virologic responses at week 4 and 12 in HIV–HCV 
(genotype 1) co-infected patients treated for 48 weeks with 
peginterferon alfa-2a 180 μg/week plus ribavirin 800 mg/day 
in APRICOT.

Table 2. SVR rates according to on-treatment virologic 
response, baseline HCV RNA level, and histological diagnosis

Pretreatment characteristic

SVR rate, % (n/N)

HCV genotype 1 HCV genotype 2 or 3

RVR cEVR pEVR RVR cEVR pEVR

HCV RNA 
level 

<400 000 IU/mL
86 

(12/14)
73 

(8/11)
100 
(2/2)

83 
(10/12)

100 
(3/3) –

≥400 000 IU/mL
75

(6/8)
59

(16/27)
14

(6/44)
100 

(23/23)
67

(20/30)
18

(2/11)

Histologic 
diagnosis

No bridging 
fibrosis/cirrhosis

85
(17/20)

64
(21/33)

20
(8/41)

97
(31/32)

69
(20/29)

20
(1/5)

Bridging fibrosis/
cirrhosis

50
(1/2)

60
(3/5)

0
(0/5)

67 
(2/3)

75
(3/4)

17
(1/6)

Figure 2. Virologic responses at week 4 and 12 in HIV–HCV 
(genotype 2 or 3) co-infected patients treated for 48 weeks 
with peginterferon alfa-2a 180 μg/week plus ribavirin  
800 mg/day in APRICOT.

RVR
(35/95)

37%

Non EVR
(16/95)

17%

Complete EVR
(33/95)

35%

Partial EVR
(11/95)

12%

SVR = 94% (33/35)

SVR = 70% (23/33)

SVR = 18% (2/11)

SVR = 6% (1/16)

<50 IU/mL at week 4 (RVR)  

 >50 IU/mL at week 4, <50 IU/mL at week 12 (complete EVR)

>50 IU/mL  at week 4, >50 IU/mL, but ≥ 2.0 log10 reduction at week 12 (partial EVR) 

>50 IU/mL, <2.0 log10 reduction at week 12 (Non EVR) 

HCV RNA response:

RVR = rapid virologic; response, EVR =early virologic; SVR = Sustained virologic response

}	� The rate of SVR was lowest in those with detectable HCV RNA at 
week 12 (i.e., in those with a pEVR or non-RVR; Figures 1 and 2).

}	� Among patients with an RVR or cEVR, the rate of SVR was highest 
in those with a low pre-treatment HCV RNA level (<400 000 IU/mL) 
and in those without advanced fibrosis (Table 2).

RVR = rapid virologic response; cEVR = complete early virologic response; pEVR = partial early virologic response; 
SVR = sustained virologic response

CONCLUSIONS 

The predictive value for SVR of the virologic response at  
week 4 and week 12 of combination therapy is similar in HIV–HCV 
co-infected patients to that in HCV mono-infected patients. 

Whilst RVR at week 4 is the strongest predictor of SVR, patients 
with a cEVR at week 12 also achieve high SVR rates. Week 4  
and 12 responses can be used to guide treatment decisions in 
HIV–HCV co-infected patients. 

Prospective studies are needed to show whether these  
responses can be used together with other baseline predictors to 
guide treatment and optimize outcomes in co-infected patients, 
for example with abbreviated (i.e., 24-week) regimens for those 
with an RVR or extended (i.e., 72-week) regimens in those with a 
slow response, as has been demonstrated in HCV mono-infected 
patients (5,6). 

On-treatment responses at weeks 4 and 12 can be used to predict sustained virologic response rates in  
HIV–HCV co-infected patients treated with peginterferon alfa-2a (40KD) (PEGASYS®) and ribavirin (COPEGUS®)
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METHODS

Patients

}	� Adult patients eligible for APRICOT were required to have  
HIV-1 infection confirmed by the presence of anti-HIV 
antibodies or HIV RNA in serum. 

}	� Patients with CD4+ counts ≥200 cells/mm3 were eligible, 
regardless of HIV RNA level; those with CD4+ counts 
between 100 and 199 cells/mm3 were eligible if their serum 
HIV RNA level was <5000 copies/mL. 

}	� Patients were not required to be on antiretroviral therapy (ART) 
at the time of enrollment. If taking ART, they were required to 
have been on a stable regimen for at least 6 weeks. If not on 
ART, they were required to have been off treatment for the 
previous 8 weeks. 

}	� With respect to their HCV disease status, patients eligible for 
APRICOT were required to have quantifiable serum HCV RNA 
(≥600 IU/mL), elevated alanine aminotransferase levels in serum, 
a biopsy result consistent with the diagnosis of chronic hepatitis 
C, and compensated liver disease.

}	� The complete inclusion and exclusion criteria and study design 
of APRICOT have been described elsewhere (2).

Treatment

}	� Patients included in this analysis were those who were randomly 
assigned to 48 weeks of treatment with peginterferon alfa-2a 
(40KD) 180 µg/week plus ribavirin 800 mg/day.

Outcomes

}	� The on-treatment virologic responses at weeks 4 and 12 were 
divided into four mutually exclusive categories (Table 1).

RVR = rapid virologic response; EVR = early virologic response; NA = not applicable

}	� SVR was defined as undetectable HCV RNA (<50 IU/mL) at the 
end of a 24-week untreated follow-up period (week 72).

}	� Rates of SVR were determined as a function of the 
on-treatment virologic response to therapy at weeks 4 and 12.

RESULTS

}	� A total of 271 of 289 patients included in the intent-to-treat 
analysis were infected with HCV genotype 1, 2 or 3. 

}	� Overall, 21% (60/289) of patients achieved an RVR; 26% (74/289) 
of patients had a cEVR and 21% (61/289) of patients had a partial 
EVR (pEVR).

}	� The distribution of SVR rates by the on-treatment virologic 
response are presented in Figure 1 for patients infected with 
HCV genotype 1 and in Figure 2 for patients infected with HCV 
genotype 2 or 3.

}	� The rate of SVR was highest in patients who had cleared HCV 
RNA at week 4 or 12 of treatment.

	 −	�The rate of SVR was highest in patients achieving an RVR 
(82% in those infected with HCV genotype 1 and 94% in those 
infected with HCV genotype 2 or 3).

	 −	�Among patients with a cEVR, the SVR rate was 63% in those 
infected with genotype 1 and 70% in those infected with 
HCV genotype 2 or 3.
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INTRODUCTION

Chronic hepatitis C is more difficult to treat in patients with  
HIV–HCV co-infection than HCV mono-infection (1).  
In the APRICOT study, a sustained virologic response (SVR) 
was obtained in 29% of co-infected patients with HCV 
genotype 1 infection and 62% of those with HCV genotype 2 
or 3 infection after 48 weeks of treatment with peginterferon  
alfa-2a (40KD) 180 µg/week plus ribavirin 800 mg/day (2). 

It is now clear that the virologic response at weeks 4 and 12  
of combination therapy can be used to guide the management 
of patients with HCV mono-infection (3). Approximately 
90% of genotype 1-infected patients with a rapid virologic 
response (RVR) at week 4 and approximately 70% of those 
with a complete early virologic response (cEVR) at week 12 
ultimately achieve an SVR (4).

The objective of this analysis is to evaluate the predictive 
value for SVR of the virologic response at both week 4 and 
week 12 of treatment in HIV–HCV (genotype 1, 2 or 3)  
co-infected patients in APRICOT.

Table 1. Definition of on-treatment virologic responses

Response
Definition based on HCV RNA level (IU/mL)

Week 4 Week 12

RVR Negative
(<50) NA

EVR

Complete EVR Detectable
(>50) Negative (<50)

Partial EVR Detectable 
(>50)

Detectable 
(≥2 log10 drop)

    Non-EVR Detectable
(>50)

Detectable  
(<2 log10 drop)
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