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THE AUTHORS REPLY: Smit and Van Gelder raise
the question of the timing of the administration
of valsartan in the evaluation of its effects. We
reported the results of two additional analyses
involving patients who were in sinus rhythm at
15 days (as prespecified in the protocol)* and at
8 weeks (a post hoc analysis) after randomiza-
tion. No trend in favor of valsartan was apparent.
In the 8-week analysis, atrial fibrillation recurred
at 1 year in 42.7% of patients in the valsartan group,
as compared with 44.0% of those in the placebo
group (hazard ratio, 0.96; 96% confidence inter-
val, 0.80 to 1.14; P=0.62).

With respect to the duration of the history of
atrial fibrillation, we do not have this informa-
tion for the patients in our study. However, we
performed a subgroup analysis as to whether the
duration of the last episode of atrial fibrillation
had an effect on the results. We did not observe

any difference in the effect of valsartan between
patients with episodes lasting more than 48 hours
and those with shorter episodes.

As Tomoda correctly points out, the efficacy
of RAAS blockade in the primary prevention of
atrial fibrillation is still an open issue, with cur-
rent evidence coming from post hoc analyses of
large trials, databases, and overviews. Thus, a
large, randomized clinical trial of such therapy
in the primary prevention of atrial fibrillation may
be appropriate. However, such a trial is likely to
be difficult to carry out because of the broaden-
ing range of use of RAAS inhibitors in a variety
of cardiovascular conditions.
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Telaprevir for Chronic HCV Infection

TO THE EDITOR: McHutchison et al. and Hézode
et al. (April 30 issue) found an important effect
of adding telaprevir to current antiviral therapy.-?
Nevertheless, the results of the Protease Inhibition
for Viral Evaluation (PROVE) trials (ClinicalTrials.
gov numbers, NCT00336479 and NCT00372385)
are disappointing, since they demonstrate the risk
of serious side effects resulting from high dosing
of a new molecule, with profound consequences
for efficacy. Combined data from all telaprevir reg-
imens in both trials show a significant difference
in sustained virologic response between patients
completing and those discontinuing treatment
(78% and 25%, respectively; P<0.001). Although
telaprevir had an acceptable initial side-effect

profile, the extended administration of high doses
of telaprevir was accompanied by a high rate of
treatment discontinuation, mainly because of un-
expected rash and more severe anemia.

The first study of telaprevir showed similar
initial viral declines with different dosages; viral
breakthrough occurred in the lower dosing regi-
men.? The fear of selection of telaprevir-resistant
variants can be negated, since mutant viruses are
sensitive to peginterferon.*

We are concerned that major decisions in the
development of new antiviral agents are primar-
ily based on the reduction of hepatitis C virus
(HCV) RNA levels and on the highest tolerated
doses in short phase 1 trials. Subsequent trials
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should incorporate lower, albeit effective, dosages
to reduce the risk of adverse events and to enhance
treatment adherence, which might improve effica-
cy further.
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TO THE EDITOR: Two phase 2 trials showed that
in patients infected with chronic HCV genotype 1,
the sustained virologic response rate with peg-
interferon plus ribavirin therapy for 48 weeks
was 41 to 46%, whereas the response rate with
the addition of 12 weeks of telaprevir to combi-
nation therapy for 24 weeks was 61 to 69%. The
accompanying editorial by Hoofnagle! thus sug-
gested that this advance will permit future ther-
apy to be limited to 24 weeks. Nevertheless, this
suggestion might not be able to be extrapolated
to Asian patients with HCV genotype 1 infection.
First, the Asian population was under-represent-
ed (<5%) in both studies. Second, for patients with
genotype 1 infection, Asians who have received
combination therapy for 48 weeks have substan-
tially higher rapid and sustained virologic re-
sponse rates than do whites (44 to 63% vs. 11 to
13% for rapid rates and 76 to 79% vs. 41 to 46%
for sustained rates),>3 which could be explained
by the kinetics of an effective early viral response.*
Moreover, 24-week combination therapy also re-
sults in a sustained virologic response rate of 56
to 59% in Asians. Further studies are awaited to
see whether the addition of telaprevir could limit
HCV therapy to 12 weeks in Asian patients who
have not previously received treatment.
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THE AUTHORS REPLY: Van der Meer and de Knegt
have rightly pointed out that the addition of a new
agent to an existing treatment regimen would be
expected to result in additional side effects, which
would be the price for potential improvements in
efficacy and shortened treatment durations. The
telaprevir groups in the PROVE1 and PROVE2
studies did have higher rates of discontinuation
due to adverse events than did the control groups.
Rash was the main reason for the additional dis-
continuations; 7% of patients had rashes that were
considered severe. Rashes resulted in hospitaliza-
tion for 9 of 338 patients who were exposed to
telaprevir; 2 patients also received one or two
doses of intravenous corticosteroids. These were
the first studies in which a severe rash was seen,
and a management plan was included in subse-
quent studies.

The suggestion of using lower dosages of te-
laprevir is not supported by the scientific data.
Dose selection was not based on the highest toler-
ated doses but on the dose that best prevented the
emergence of telaprevir-resistant variants. Al-
though telaprevir-resistant variants remain sen-
sitive to the antiviral effect of interferon in vitro,
the important factor in vivo is the extent and
timing of the patient’s response to interferon. In
the phase 1 study cited, selection of telaprevir-
resistant variants was correlated with lower
trough concentrations of telaprevir. When telapre-
vir was combined with interferon and ribavirin
in the PROVE studies, the viral breakthroughs ob-
served were associated with lower telaprevir and
interferon levels.? Therefore, lower exposure to
telaprevir may increase the incidence of viral
breakthrough and diminish the clinical benefit of
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the triple combination. An analysis of the relation-
ships between the pharmacokinetics of telaprevir
and either severe rash or a decrease in the hemo-
globin level (to <9.5 g per deciliter [5.9 mmol per
liter]) shows no consistent reason for an improved
adverse-event profile in cases of a lower dose (un-
published data).

Therefore, efforts should be directed at ad-
verse-event awareness, monitoring, and manage-
ment so that patients are able to complete treat-
ment and maximize their chance of a successful
and safe response to therapy.

We also agree with Kao. New HCV therapies
that are in development should be studied in popu-
lations with favorable responses to therapy (Asians)
and in populations with less favorable responses
to therapy (blacks and Latinos) to fully character-
ize their efficacy and safety.

Asthma in

TO THE EDITOR: In their review article on asthma
in pregnancy (April 30 issue),* Schatz and Dom-
browski state that leukotriene-receptor antagonists
may be considered as an alternative to inhaled cor-
ticosteroids in pregnancy. However, current guide-
lines by the British Thoracic Society? advocate
against starting these agents during pregnancy.
Given the limited safety data available on leuko-
triene-receptor antagonists and the literature re-
garding the safety of inhaled corticosteroids dur-
ing pregnancy,>* use of the corticosteroids would
seem a better approach in cases of mild asthma.
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THE AUTHORS REPLY: We agree that inhaled cor-
ticosteroids are the preferred controller therapy for
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Pregnancy

all levels of persistent asthma during pregnancy,
as noted in Tables 2 and 5 of our article. How-
ever, because of reassuring data from studies in
animals (Food and Drug Administration Preg-
nancy Category B) and at least some reassuring
published data about humans,* we and the most
recent pregnancy-specific guidelines of the Na-
tional Asthma Education and Prevention Program?
have not considered leukotriene-receptor antago-
nists to be contraindicated during pregnancy. As
“alternative controller medications” for step 2 of
asthma therapy, they provide alternatives in cir-
cumstances in which inhaled corticosteroids have
not been effective, have not been tolerated, or are
declined by the patient for other reasons. We also
state in Table 5 of our article that another cir-
cumstance in which leukotriene-receptor antago-
nists may be considered for use during pregnancy
is when they have been providing good control of
asthma before pregnancy.
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