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Objective
To evaluate the efficacy and safety of
trimethoprim-sulfamethoxazok for
the prevention of spontaneous bacte-
rial peritonitis in patients with cirrho-
sis and ascites.

Design
Randomized controlled trial with
median 90-day follow-up.

Setting
University-affiliated U.S. Veterans
Affairs medical center.

Patients
60 patients (median age, 45 y) with
documented cirrhosis and ascites. Ex-
clusion criteria were allergy to sul-
fonamides, renal failure, or active
spontaneous bacterial peritonitis or
extraperitoneal infection.

Intervention
30 patients were assigned to tri-
rnethoprim-sulfamethoxazole, 1
double-strength tablet, 5 times/wk,
Monday through Friday. 30 patients
were assigned to receive no prophy-
laxis. Randomization was stratified
by serum bilimbin, ascitic fluid pro-
tein, and serum creatinine levels.

Main Outcome Measures
Development of spontaneous bac-
terernia or spontaneous bacterial
peritonitis.

Main Results
Overall, infectious complications de-
veloped in 1 patient (3.3%) receiving
trimethoprim-siilfamethoxazole com-
pared with 9 patients (30%) not receiv-
ing prophylaxis {95% CI for the 26.7%
absolute risk reduction [ARR], 9.1 % to
45.2%, P = 0.006; relative risk reduc-
tion [RRR], 88.9%; number needed to
treat [NNTJ, 4; CI, 2 to 11}*. Sponta-
neous bacterial peritonitis or spontane-
ous bacteremia developed in 1 patient
(3.3%) receiving trimethoprim-sul-
famethoxazole compared with 8 pa-

tients (26.7%) receiving no prophylaxis
{CI for the 23.4% ARR, 6.2% to
41.8%; P = 0.011; RRR, 87.5%; NNT,
4; CI, 2 to 16)*. None of the patients
developed adverse effects. 2 patients
(7%) receiving trimethoprim.--sui~
famethoxazole compared with 6 pa-
tients (20%) receiving no prophylaxis
died (P = 0.15), No death was attrib-
uted directly to infection in either
group.

Conclusion
Compared with no prophylaxis, tri-
methoprim-sulfamethoxazoje re-
duced the incidence of spontaneous
bacterial peritonitis and spontane-
ous bacteremia in patients with cir-
rhosis and ascites.
Source of funding: Not stated.

For article reprint: Dr. V.L. Yu, Infectious
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Center, University Drive, Pittsburgh, PA
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'Numbers calculated from data in article.

Abstract and Commentary also published in
ACT Journal Club 1995; 123:42.

Commentary

Spontaneous bacterial peritonitis occurs in
one quarter of patients with ascites, particu-
larly if hepatic function is poor or asckes pro-
tein is low (1). Probability of recurrence and
mortality are high (51% and 79%, respec-
tively), and about half of the deaths are at-
tributed to infection (2). Several studies have
shown that recurrence of spontaneous bac-
terial peritonitis can be prevented by antibi-
otics. The first of these studies was by Gines
and colleagues (3), who used norfloxacin. Al-
though successful in preventing recurrence,
these studies were not idea! because they used
expensive drags and decreased neither the
mortality rate nor the cost as measured by
the number of hospital admissions. The study
by Singh and colleagues also addressed the
question of cost, which was reduced from
$590 to $31 for a 1 -year course of norfloxacin

compared with trimethoprim-sulfa-
methoxazole. Mortality, however, soil was
not decreased. This is not unexpected, be-
cause a larger sample of patients would have
been required to achieve the necessary power
to detect a difference in mortality between
the treatment groups.

Singh and colleagues argue that the regi-
men studied is superior to previous forms
of prophylaxis because it is less likely to se-
lect resistant organisms and because it also
covers gram-positive bacteria. Prophylaxis
of spontaneous bacterial peritonitis with
trimethoprim-sulfamethoxazole appears
reasonable. Larger studies are needed, how-
ever, to show that prophylaxis prolongs life
and lowers the cost of hospkalization. In
view of the dismal prognosis that exists when
spontaneous bacterial peritonitis has oc-

curred, these patients should be evaluated
for liver transplantation.

Ju'rg Reichen, MD
University of Berne
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