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Objective
To assess the safety and efficacy of
zidovudine and lamivtidine combi-
nation therapy compared with con-
tinued zidovudine monotherapy in
patients with HTV-1 infection.

Design
24-week randomized, double-blind,
placebo-controlled trial.

Setting
32 hospitals in Europe.

Patients
223 patients who were > 18 years of
age (mean age 38 y, 83% men), were
seropositive for HIV-1, had a Karn-
ofsky score of > 70, had a CD4* cell
count between 100 and 400 cells/
uL, and had received > 24 weeks of
zidovudine. Exclusion criteria were
abnormal hemoglobin level, neutro-
phil count, platelet count, liver func-
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portanc primary end point that indicates
lower viral replication and is likely to lead
to slower disease progression. Several stud-
ies have shown the direct relation between
baseline HIV RNA levels and die patient's
progression to AIDS and death (6). Thus,
monitoring viral burden becomes an indis-
pensable aid in assessing prognosis and
making treatment decisions, with a decrease
in viral load being the goal of therapy and
an early indicator (evident at 4 weeks) of its
efficacy; in addition, an increase in viral load
is more accurate than a change in CD4+

levels as an indication of the need to adjust
therapy (6).

The authors provide compelling evidence
that die combination of zidovudine and
lamivudine is as virologically potent as the
combinations of zidovudine and didanosine

lion, creatinine level, or serum amy-
lase level; other anti-HIV therapy;
history of peripheral neuropathy; or
intolerance to zidovudine. Follow-up
was 88%.

Intervention
Patients were allocated to zidovudine,
200 mg every 8 hours, and lamivu-
dine, ISO mg every 12 hours (n - 75);
zidovudine plus lamivudine, 300 mg
every 12 hours (w = 75); or zidovudine
plus lamivudine placebo (n = 73).
After 24 weeks, all patients could re-
ceive lamivudine.

Main outcome measures
Change in CD4+ cell count, viral
load, and clinical and toxic effects.

Main results
By week 24, patients who received
low-dose and high-dose combination
therapy had a mean CD4+ increase
of 40 cells/pL compared with a mean
decrease of 2 5 cells/^L in patients
who received zidovudine mono-
therapy (P < 0,001 for both combina-
tion therapy groups compared with
monotherapy). A 50% reduction in
CD4+ cell count occurred in 3 pa-
tients (2%) who received combina-
tion therapy compared with 19% of
patients who received xidovudine
monotherapy (P < 0.001). {This ab-

or zalcitabine. Other positive conclusions
are that the rate of zidovudine-resistant
mutations was reduced, the salutary effects
of the addition of lamivudine are obtained
without increasing toxiciry, and patients who
have been on prolonged zidovudine dierapy
still show substantial virologic response
when lamivudine is added. These new find-
ings are important. Nevertheless, die drug
combination to be selected, the time to ini-
tiate therapy, and die alternative drugs to
be used in die event of treatment failure or
adverse reactions continue to create dilem-
mas (5). In conclusion, until an optimal
therapy is established, patients widi HIV-
infection can, despite additional costs, at least
be offered a more rational method of follow-
up (monitoring viral load) and more effec-
tive therapy (early use of drug combinations).

solute risk reduction of 17% means
that 6 patients would need to be
treated with combination therapy
for 24 weeks (rather than zidovudine
monotherapy) to prevent 1 additional
patient from having a 50% reduction
in CD4+ cell count, 95% CI4 to 11;
the relative risk reduction was 90%,
CI 68% to 98%.}* Viral load de-
creased in patients who received
either low-dose or high-dose com-
bination therapy and increased in
patients who received zidovudine
monotherapy (P < 0.01), The groups
did not differ for tojdc effects.

Conclusion
Adding lamivudine to zidovudine
increased CD4* cell counts and re-
duced viral load compared with con-
tinued zidovudine monotherapy in
patients with HIV-1 infection.
Source of funding: Glaxo Wellcome Re-
search and Development.
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