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Letters  to  the  Editor

Hepatic safety of  maraviroc in HIV-1-infected

patients with hepatitis C and/or B co-infection�

Seguridad hepática de maraviroc en pacientes coinfectados
con VIH y hepatitis C  y/o B

Dear Editor,

The publication by  Crespo et al.1 entitled “Hepatic safety of

maraviroc in HIV-1-infected patients with hepatitis C and/or B

co-infection. The Maraviroc Cohort Spanish Group.” was read care-

fully. The article mainly compares the risk of hepatotoxicity in HIV

mono-infected individuals and HIV co-infected individuals, and

hepatotropic viruses, using transaminase levels and, as a secondary

outcome, the progression of hepatic fibrosis through the use of the

FIB-4 index.

Broadly speaking, we  agree with the safety of the drug, which

is consistent with the results of other studies.2–5 However, we

found some discrepancies between the conclusions and the results

presented. In this section, a  higher risk  of elevation, more than

five-fold the upper limit of normal, for transaminases is shown

(RR: 4.77; 95% CI: 2.35–10.5; p <  0.01) and of elevated transam-

inases 3.5 times the baseline level (RR: 1.94; 95% CI: 1.09–3.50;

p = 0.012) in co-infected patients compared to mono-infected

patients. Moreover, the multivariate Cox regression analysis found

an increase of 4.5 times more than the five-fold increase of the

upper limit of normal in co-infected patients (HR: 4.53; 95% CI:

2.15–9.54). This increase is  relevant and could involve a  greater

risk of hepatotoxicity associated with the use of the drug in

co-infected patients with hepatotropic viruses. However, this con-

trasts with the article’s conclusion, which states that co-infection

is not associated with an increase of more than 3.5 times the

baseline levels.

Another finding that merits discussion is  the apparent protective

effect against the risk of a  five-fold increase in transaminase levels

of the 300 mg/day dose compared to the 150 mg/day dose. Although

it  is possible that it is  a spurious relationship, due to the effect

of multiple comparisons, this effect should be discussed in  terms

of its plausibility and contrasted with the literature. Furthermore,

the significance of the relationship between doses (independent

variable) and risk of hypertransaminasaemia (dependent variable)
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should be assessed using a test which evaluates the different dose

categories overall. The technique usually recommended is the ‘like-

lihood ratio’, comparing the models which include or do  not include

the variable of interest.

In conclusion, we believe that, in  accordance with the results

of the study, there is  a greater risk of hypertransaminasaemia in

patients co-infected with hepatotropic viruses and HIV treated with

maraviroc compared to  HIV mono-infected patients. This risk of

hepatotoxicity should be considered by clinicians when indicating

this treatment, and prospectively assessed on a  larger scale.
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