
Letter to the Editor

No Residual Activity of Raltegravir
After Development of 148 Complex
Mutations In Vivo

To the Editor:
Some antiretroviral (ARV) medications, such as

protease inhibitors (PIs), do have residual antiviral
activity after development of mutations.1 In contrast,
others do not, that is, the first generation nonnucleo-
side reverse transcriptase inhibitors (NNRTIs).
Whether this applies to raltegravir (RAL), a new
HIV-integrase inhibitor, is not known.2,3 Atazanavir
(ATV) is a moderate booster of RAL.4 Because the
antiviral activity of some agents can be augmented
by enhancing their pharmacokinetics (eg improve-
ment of indinavir [IDV] levels with ritonavir [RTV]
boosting),5 we sought to investigate whether boosted
RAL with ATV might affect HIV-RNA levels in
RAL-resistant patients. Three 5-class experienced
patients currently failing an RAL-containing regi-
men of tenofovir, emtricitabine, and RTV-boosted
darunavir (DRV) added ATV 150 mg orally twice a
day to their regimen. Raltegravir genotypic assay
was performed by Merck & Co, the manufacturer
of RAL, as it was not available somewhere else.
CD4 counts and HIV-RNA levels were monitored
up to 24 weeks. At week 2, trough concentrations

(Ct) of RAL were obtained. Table 1 summarizes the
findings.

Despite achieving adequately elevated RAL
trough levels, there was no significant change in the
HIV-RNA levels up to 24 weeks, indicating that once
RAL resistance has developed through 148 K/R/H
complex, even increasing RAL exposure may not
enhance its antiviral activity.
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Table 1. Summary of the Data

n

Baseline Week 2 Week 12 Week 24

CD4 VL log10 RAL Mutations Tropism RAL Ct (ng/mL) CD4 VL log10 CD4 VL log10

1 88 4.36 148 complex X4þ 411 93 4.4 119 4.57
2 179 5.6 148 complex X4þ 833 73 5.5 27 5.5
3 171 4.5 148 complex X4þ 346 125 4.93 73 5.2

Abbreviations: Ct, trough concentration; RAL, raltegravir; VL, viral load (HIV-RNA levels).
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