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Question
What is tiie effectiveness of a 6- or 12-
month course of isoniazid (INH) for
preventing active pulmonary tubercu-
losis (TB) in at-risk persons who are
HIV-negative?

Data sources
Studies were identified by searching
MEDLINE (1966 to 1998), EMBASE/
Excerpta Medica (1974 to 1998), and
the Cochrane Library using combina-
tions of the terms tuberculosis, iso-
niazid, prophylaxis, prevention and con-
trol, and clinical trials; hand searching
Science Citation Index (1955 to 1993),
Current List of Medical Literature (1955
to 1959), and the Cumulated Index
Medicus (1960 to 1970); and reviewing
the bibliographies.

Study selection
Studies were selected if they were pub-
lished randomized controlled trials that

compared a > 6-month course of INH
alone (£ 200 mg/d or 5 mg/kg of body
weight) with placebo and had at least
2 years of follow-up. Patients were at
risk for TB but did not have active TB
at study enrollment. Studies of children
with primary TB were excluded.

Data extraction
Data were extracted on study methods,
participants, interventions, and out-
comes. Methodologic quality (method
of randomization, blinding, verification
of outcomes, and length of follow-up)
of individual studies was assessed.

Main results
11 studies (» = 73 375) met the selec-
tion criteria and were included in the
analysis. All studies were double-
blinded and had > 80% follow-up.
Baseline risk for TB in all patients ran-
domized to placebo (n - 33 113) was
1.7% over 5 years. A random-effects

model was used for all analyses. Patients
who received INH were less likely to
develop active TB (11 studies) (Tabie).
INH also reduced extrapulmonary TB
(4 studies). The groups did not differ for
total mortality (5 studies) or TB deaths
(2 studies). In 1 study (w = 20 874), pa-
tients receiving INH had higher rates
of hepatitis than those receiving placebo.

Conclusion
6- and 12-month courses of isoniazid
reduce the risk for active pulmonary tu-1
berculosis in at-risk persons who are
HIV-negative.
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Isoniazid vs placebo for tuberculosis prevention in at-risk persons

Outcome at > 2 y Isoniazid Placebo RRR(95%CI) NNT(CI)

Active tuberculosis 0.28% 1.68% 60% (48 to 69) 72 (SO to 143)1

* Abbreviations defined in Glossary; RRR, NNT, and CI calculated from data in article,!

Commentary
When INH was first studied in large clini-
cal trials of > 50 000 persons, no deaths were
reported from INH hepatotoxicity (1).
After the introduction of INH into general
practice, a mortality rate of £ 0.5% was re-
ported for persons > 35 years of age (2).
These deaths and the ensuing controversy
over whether ENH should be given to so-
called low-risk reactors (persons with positive
tuberculin tests but normal chest radiographs
and no risk factors for reactivation) were gen-
erally taken to mean that INH was no longer
indicated for any clinical situation. As a re-
sult, INH is underutilized in North America.

The ideal duration of INH therapy for la-
tent TB infection is controversial. In this
meta-analysis by Smieja and colleagues,
only 1 study direcdy addressed this ques-
tion and found that 12 months of therapy
were more effective than 6 months (93% vs
75% risk reduction) in patients who took

> 80% of the medication each month (3).
However, compliance was lower in patients
assigned to longer treatment, so overall ef-
fectiveness was not greater (75% vs 65%)
(3). A recent reanalysis of earlier studies
suggests that 9 months may be the optimal
duration of therapy (4). Evidence also ex-
ists that longer duration of therapy is more
beneficial for patients with a higher risk for
disease (3). Close follow-up of patients in-
cluded in this meta-analysis resulted in early
detection of TB, which averted death, and
explains why groups did not differ for total
or tuberculosis mortality.

INH treatment of latent TB infection has
a long track record. When patients com-
ply with therapy, INH is highly efficacious
in reducing risk for TB. If patients are care-
fully monitored, the risk for fatal hepato-
toxicity appears to be Sow (5). The major
challenge now is to convince physicians

to prescribe INH for patients at risk f<4
TB and for physicians to convince their pa|
tients to take the therapy regularly for th
required period.
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