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Since the molecular identification of the hepatitis C virus

(HCV) was first publicly disclosed in 1988 [1], the

understanding of the biology of the virus and of antiviral

treatment strategies has evolved rapidly. The HCV virus

has been classified into seven strains based on viral geno-

type. Of these, genotype 1 is the predominant isolate in the

USA; due to historically poor cure rates using conventional

interferon (IFN)-based therapies, more efficacious and

safer antiviral therapies have been developed. As a result,

substantial gains in the cure rates (nondetectable viremia

with \1 % recurrence over 2 decades of prospective fol-

low-up) for genotype 1 infection have been reported, with

sustained virologic response (SVR) rates (undetectable

serum HCV RNA with a sensitive assay 12 weeks after

therapy completion) [90 % [2, 3].

In the past, genotypes 2 and 3 were considered relatively

easy-to-treat with SVR rates up to 80 % with IFN-based

therapy for 12–24 weeks [4]. Due to this ease of therapy,

these genotypes have been somewhat ignored as thera-

peutic targets in the past five years. While more recent

studies have reported promising results incorporating

direct-acting antiviral agents such as sofosbuvir for treating

genotype 2 and 3 infections [5], because of cost, many

patients continue to have very limited access to these new

therapies.

Co-infection with HCV and the human immunodefi-

ciency virus (HIV) occurs in approximately 20–30 % of

patients infected with HIV [6]. This is a significant concern

since dually infected patients have relatively faster pro-

gression to cirrhosis compared with those with HCV mono-

infection. Furthermore, even with virologic suppression

with antiretroviral therapy (ART), co-infected patients

have higher rates of hepatic decompensation and other

severe hepatic complications [7]. In addition to inferior

outcomes, treatment of co-infected patients is more diffi-

cult due to drug–drug interactions with ART. SVR rates

*60–75 % were reported for peginterferon therapy of

genotype 2–3 co-infected subjects [4]. Clinical stability

while receiving ART regimens with relatively preserved

CD4? immunity is recommended prior to initiating hepa-

titis C therapy in co-infected subjects.

In co-infected subjects, few data are available address-

ing the optimal duration of treatment, especially with

genotype 2 and 3 infections. Older guidelines published by

the American Association for the Study of Liver Diseases

(AASLD) recommend treatment with peginterferon and

ribavirin in co-infected patients for 48 weeks, regardless of

genotype [8]. Yet, the European AIDS Clinical Society

does allow for shortened duration therapy in patients who

achieve rapid virologic response (RVR)—subjects in

whom the virus is undetected in serum by week 4 of

treatment [9]. Only a few studies have evaluated\48-week

therapy durations in this population (Table 1).

Based on the PHOTON-1 study [14], the most recent

AASLD-IDSA (Infectious Diseases Society of America)

Guidelines recommend 12 and 24 weeks of sofosbuvir

plus ribavirin without interferon for genotype 2- and
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3- co-infected subjects, respectively, specifically excluding

regimens based solely on peginterferon and ribavirin [15].

In this issue of Digestive Diseases and Sciences, Win

et al. [16] report the results of a single-center experience

using response-guided therapy (RGT) for the treatment of

HCV genotype 2 or 3 HIV co-infected subjects. All sub-

jects were treated with peginterferon and weight-based

ribavirin. In keeping with the principles of RGT, therapy

duration was dependent on the rapidity of viral suppression

[17]. Those with undetectable virus by treatment weeks 4,

8, and 12 continued antiviral therapy for a total duration of

24, 36, and 48 weeks, respectively. Impressively, of the 23

patients who initiated this regimen, only one required the

full 48 weeks of therapy, with 100 % of patients achieving

SVR using the RGT strategy.

Although Win et al.’s results appear superior to com-

parable studies of similar populations, with one reporting

an SVR rate of only 44 % [18], the study should provide

hope that with proper support systems in place, along with

highly motivated subjects, the cure rates can be substan-

tially higher than have been published in the past. None-

theless, several caveats apply to the approach by Win et al.,

including the study’s single-center database, its retrospec-

tive design, and its very small sample size. The subgroup of

patients with advanced liver disease, particularly cirrhosis,

is even smaller and thus even more difficult from which to

draw conclusions about therapy duration. Many questions

and unknowns remain for co-infected patients with geno-

types 2 and 3 such as extrapolation to a non white popu-

lation or if the population studies by Win et al. were

artificially enriched in subjects with genotype IL-28B,

which is associated with enhanced response to IFN-based

therapies. Finally, if a patient responds very quickly, could

therapy duration be abbreviated even further?

In summary, although peginterferon–ribavirin may not

be the ideal therapy because of its associated adverse

effects, it still remains a cornerstone of hepatitis C therapy,

particularly for subjects infected with genotypes 2 and 3

who are HIV co-infected and have no access to more

expensive direct antiviral medications. Although newer

therapies may prove to be highly effective, their current

cost is prohibitive in many parts of the world where these

genotypes are more common. In properly selected subjects,

while cure rates can be improved significantly, there is still

much to learn about the treatment nuances leading to

success or failure, particularly in co-infected patients.

While our knowledge has increased considerably, much

more is yet to be learned.
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10. Martin-Carbonero L, Nuñez M, Mariño A, et al. Undetectable

hepatitis C virus RNA at week 4 as predictor of sustained viro-

logical response in HIV patients with chronic hepatitis C. AIDS.

2008;22:15–21.

11. Mira JA, Valera-Bestard B, Arizcorreta-Yarza A, et al. Rapid

virological response at week 4 predicts response to pegylated

interferon plus ribavirin among HIV/HCV-coinfected patients.

Antivir Ther. 2007;12:523–529.

12. Mandorfer M, Neukam K, Reiberger T, et al. The impact of inter-

leukin 28B rs12979860 single nucleotide polymorphism and liver

fibrosis stage on response-guided therapy in HIV/HCV-coinfected

Table 1 Summary of treatment truncation studies for HIV–HCV coinfection, genotypes 2 ?3

Reference Genotype(s)

studied

Trial design n Duration if RVR

achieved (weeks)

SVR rate with

short duration (%)

Mandorfer et al. [10] 2/3 Retrospective 84 24 93

Mira et al. [11] 2/3 Retrospective 27* 24 100*

Martin-Carbonero et al. [12] 2/3 Retrospective 46* 24 89*

Rivero-Juarez et al. [13] 3 Prospective 74* 24 81*

RVR rapid virologic response, SVR sustained virologic response

* Genotype 3

1682 Dig Dis Sci (2014) 59:1681–1683

123

http://dx.doi.org/10.1111/j.1478-3231.2008.01925.x
http://dx.doi.org/10.1056/NEJMoa1316145
http://dx.doi.org/10.1056/NEJMoa1316145
http://dx.doi.org/10.1002/hep.22759
http://eacsociety.org/Portals/0/Guidelines_Online_131014.pdf
http://eacsociety.org/Portals/0/Guidelines_Online_131014.pdf


patients. AIDS. 2013;27:2707–2714. doi:10.1097/01.aids.

0000432460.44593.ef.
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