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Case Report

Abacavir Hypersensitivity Reaction after Switching from
the Twice-Daily to the Once-Daily Formulation

CRISTINA GERVASONI, M.D., OTTAVIA VIGANO, M.D., ERIKA GRINELLI, M.D,,
MASSIMILIANO ORTU, M.D., MASSIMO GALLI, M.D., and STEFANO RUSCONI, M.D.

ABSTRACT

A 36-year-old man with HIV infection developed a reaction compatible with an abacavir hy-
persensitivity reaction after switching from the twice-daily to the once-daily formulation. The
switch was determined by a more convenient intake. The patient was treated with abacavir
twice-daily plus lamivudine and efavirenz for more than 5 years with no side effects. At the
time of this change, his CD4 count was 1069 cell/mm?3 and HIV-RNA undetectable. Our case
suggests that patients should be carefully monitored after switching, and warned about the

potential effects.

INTRODUCTION

THE AVAILABILITY OF the new dual-nucleoside
reverse transcriptase inhibitor (NRTTI) fixed-
dose combination of abacavir/lamivudine al-
lows a more flexible NRTI backbone, leading
to a simpler initial regimen and providing a
switching option for patients treated with the
twice-daily formulation. The fixed dose is gen-
erally well tolerated and has fewer short-term
side effects. The most important untoward ef-
fect reported with abacavir is the hypersensitiv-
ity reaction (HSR) that occurs in approximately
5%-10% of treated patients'? typically within a
median of 11 days, although it may occur at any
time during therapy. The most frequent signs
and symptoms of HSR include fever, skin rash,
and gastrointestinal symptoms, but patients
may also experience malaise, arthralgia, myal-

gia, respiratory symptoms, and less frequently,
paresthesia, edema, lymphoadenopathy, mu-
cous membrane lesions, and high transaminase
levels. The symptoms usually worsen if abacavir
is continued but rapidly disappear if it is
stopped. Repeated exposure to abacavir should
be avoided in the case of a previous rash or HSR
to the same drug because it can lead to a life-
threatening reaction (rechallenge reaction).?

In same cases, an HSR has occurred in pa-
tients reexposed to abacavir after a period of
interruption, even though they had not experi-
enced any previous reaction.*>

CASE REPORT

A 36-year-old man with HIV infection de-
veloped a reaction compatible with an abacavir
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HSR after switching from the twice-daily to the
once-daily formulation. He was diagnosed as
HIV positive in 1997, when he was hospitalised
because of interstitial pneumonia caused by
Pneumocystis jiroveci; at that time, his CD4 count
was 1 cell/mm3 and his viral load more than
800,000 copies per milliliter. An antiretroviral
regimen of stavudine, lamivudine, and indi-
navir was started, to which he responded well.
In 2000, the regimen was simplified to abacavir,
lamivudine, and efavirenz. His plasma viremia
levels remained stably undetectable over time
(fewer than 50 copies per millliliter) and his
CD4 count increased to more than 1000
cells/mm?.

In October 2005, when the new dual-NRTI
tfixed-dose combination of abacavir/lamivu-
dine became available, he was switched from
the twice-daily to the once-daily formulation.
Approximately 10-15 days later, he developed
a pruritic skin rash involving the extremities,
trunk, and abdomen, as well as malaise, fa-
tigue, myalgia, generalized edema, and cervi-
cal lymphoadenopathy without fever. The
symptoms progressively worsened over 7
days, after which he reported to the clinic for
a routine visit and was told to discontinue all
medications. Laboratory examination showed
only a slight increase in white blood cells
(10,780/uL). The symptoms promptly disap-
peared, and a few days later, he was started on
didanosine, lamivudine, and efavirenz, which
he tolerated very well; he also maintained an
excellent immunovirologic profile. During the
2 months before the onset of the HSR, he had
not taken any drug other than the prescribed
antiretrovirals or changed his diet.

DISCUSSION

To the best of our knowledge, this is the first
report of a probable HSR after a switch to the
once-daily abacavir formulation in an HIV-in-
fected patient who had been treated with aba-
cavir twice-daily for more than 5 years with no
side effects. The diagnosis of an abacavir HSR
is supported by the clinical features of the case
(including skin rash, malaise and edema), their
temporal relationship to the switch, the regres-
sion of the symptoms after the discontinuation
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of abacavir, and the absence of an alternative
diagnosis. Other antiretroviral drugs that may
cause HSR and can be confused with abacavir
rash are non-nucleoside reverse transcriptase
inhibitors (nevirapine, efavirenz) and some
protease inhibitors (fosamprenavir, lopinavir).®

In the studies comparing the once- and
twice-daily formulations, a severe form of HSR
was more frequent in the patients taking once-
daily abacavir in two different analyses®>” and
similar in another two.8? The type of reaction
in our patient after the switch resembled a de
novo HSR (the symptoms of which usually
develop within 11 days and progressively
worsen) rather than the acute development of
symptoms observed after a rechallenge.!?

Given the difficulties in identifying the
patients who are most likely to develop an aba-
cavir HSR in a clinical setting,'! our case sug-
gests that patients should be carefully moni-
tored after switching from the twice-daily to
the once-daily formulation, and warned about
the potential effects.
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