HCV-associated cryoglobulinemia vasculitis:
are its days numbered?
We read with great interest the article by Saadoun et al1 who
investigated the efﬁcacy and safety of a 24-week treatment with
sofosbuvir and ribavirin in a small, open-label and uncontrolled
study of patients with hepatitis C virus (HCV)-associated
cryoglobulinemia vasculitis. However, the limitations of the
VASCUVALDIC study diminish the validity of the conclusions,
although we agree with the authors that it would be unethical
to delay effective antiviral therapy given the established role of
HCV in the development of cryoglobulinemia vasculitis and its
unfavourable prognosis.
As expected, the rate of sustained virological response (SVR)
was higher (74%) than in previous trials of interferon-based
antiviral treatment in patients with HCV-associated cryoglobulinemia vasculitis.2 3 However, this looks relatively moderate in
light of the current efﬁcacy of the interferon-free, all-oral antiviral regimens (up to 95%–100%). Nonetheless, the SVR rate
was comparable with that identiﬁed in the previous phase III
sofosbuvir plus ribavirin trial in patients with HCV infection.4
We can also assume that the proportion of virological responders among patients with HCV-associated cryoglobulinemia
vasculitis will increase further due to the use of other available
and emerging direct-acting antivirals. Moreover, ribavirin-free
regimen may improve the safety of antiviral treatment, given a
high rate of anaemia (25%) in this study.
Over 24 months, almost 90% of patients achieved a complete
clinical response that was deﬁned by an improvement in all vasculitis manifestations and the absence of clinical relapse. In the
majority of responders, the clinical and virological effects were
rapid and apparent within the ﬁrst 12 weeks of treatment.
Approximately 30% of patients received treatment with immunomodulatory or immunosuppressive therapy (including rituximab) that may contribute to, but could not explain, the
impressive results of the VASCUVALDIC study. Notably, SVR12
was achieved in all three patients who received a rituximab infusion 1 month prior to the antiviral therapy. Rituximab did not
seem to impair the antiviral activity of sofosbuvir plus ribavirin
and it can be used concomitantly with direct-acting antivirals.
These reassuring ﬁndings are important, as antiviral treatment
does not eliminate the need for immunosuppression in patients
with severe cryoglobulinemia glomerulonephritis or nervous
system disease.
The relatively short duration of the follow-up in the current
study may have impaired the evaluation of the effect of HCV
eradication on the risk of relapse and the need for glucocorticosteroids and immunosuppressants. Previous studies suggest
that cryoglobulinemia vasculitis persists or relapses in a small
proportion of patients despite a sustained virological response
to antiviral treatment. A relapsing course of vasculitis is not
related to a persistence of occult viral infection, as transcriptionmediated ampliﬁcation assays for HCV RNA and tests for HCV
RNA replication in peripheral blood mononuclear cells were
negative in such patients.5 Rarely, B-cell lymphoma can be
detected in patients with vasculitis ﬂare although persisting
virus-induced immunological abnormalities are a more probable
cause for a relapsing course of cryoglobulinemia vasculitis.
The advantages of sofosbuvir and other direct-acting antivirals include a short-duration treatment (usually 12 weeks and up
to 8 weeks in selected patients), convenience (as few as one pill
a day), a very high response rate and a favourable safety proﬁle
with few adverse events. Therefore, direct-acting antivirals have
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the potential to be the basis for a large expansion in the number
of persons treated.6 Mathematical models suggest that even a
modest increase in treatment coverage can result in a reduction
in the HCV prevalence.7 According to current estimates, a 90%
reduction in total HCV infections within 15 years is feasible in
many countries studied, but increased capacity for screening and
treatment will be critical to achieving this aim.8 Wider treatment
coverage of patients with HCV infection using very effective
and safe direct-acting antivirals may have a profound effect on
the epidemiology of HCV-associated cryoglobulinemia vasculitis
and other extrahepatic manifestations of HCV infection. Over
the last decade, vaccination against HBV infection was associated with a signiﬁcant decrease in the incidence of polyarteritis
nodosa (PAN). In the year 2000, a prevalence of PAN in the
French urban multiethnic population exceeded that of granulomatosis with polyangiitis (GPA), microscopic polyangiitis (MPA)
and eosinophilic GPA (EGPA).9 We lack reliable evidence on the
current epidemiology of PAN. However, investigators from 129
centres in Europe, North America and the rest of the world
were able to enrol only 142 patients with PAN in the Diagnostic
and Classiﬁcation Criteria in Vasculitis Study versus 901 patients
with GPA, 432 patients with MPA and 324 patients with EGPA
(as of March 2016). We can expect that a wider treatment for
HCV infection may lead to a similar reduction in the prevalence
of HCV-associated cryoglobulinemia vasculitis, at least in
countries that can afford the high cost of antiviral therapy.
In conclusion, the Saadoun et al’s study has important implications for rheumatologists and conﬁrms that treatment for
HCV infection should be a priority in patients with
HCV-associated cryoglobulinemia vasculitis. The ability of antivirals to cure cryoglobulinemia vasculitis should not be overstated, as a signiﬁcant proportion of patients (up to one-third in
this study) still require immunomodulatory or immunosuppressive therapy to achieve remission. Therefore, rituximab will
continue to play an important role in the treatment for
HCV-associated cryoglobulinemia vasculitis, particularly where
severe kidney or nervous system disease is present.
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