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luestion
L patients with active Crohn disease af-
Jjjcting the ileum, ascending colon, or
loth, what is die efficacy and safety of
* »ntroUed ileal-release budesonide com-

3 with slow-release mesalamine?

Design
jpandomized, double-blind, placebo-con-
jitrolled trial with follow-up at 16 weeks.

[^Setting
-25 study centers in Denmark, France,
Ithe United Kingdom, Norway, Italy,
-•Spain, Portugal, Greece, South Africa,
;'Austria, Australia, and Ireland.

•Patients
;-. 182 patients (age range 18 to 74 y, 68%
: women) who had Crohn disease con-
:
: fined to the distal ileum, the ileocecal
region, and the ascending colon veri-
fied by colonoscopy, small bowel foliow-
through, or barium enema within 24
months before randomization. Exclu-
sion criteria were rectal Crohn disease,
sepsis, abscess, perforation or active fis-
tula, ileostomy, or colostomy; resection

Commentary
In this study by Thomsen and colleagues,
which compared budesonide arsd mesala-
mine, patients who were likely to respond
had done so by 8 weeks. Subgroups with ileal
or milder disease seemed to benefit more,
although die study lacked the power for such
comparisons. 30% of the enrolled patients
did not complete 16 weeks of treatment
because they were in remission or because
&e treatment was not efficacious. Of the
patients who withdrew, more patients re-
ceiving budesonide had adrenal suppression
by corucottopin stimulation (10% vs 0%).
"ie clinical importance of this difference is
unclear.

Budesonide should be considered before
conventional steroids for patients with
diabetes or osteopenia (1, 2). Patient con-
cerns about adverse effects of conventional
steroids and wiliingness to pay by third-

of > 100 cm of the ileum; need for im-
mediate surgery; diabetes mellitus; ac-
tive peptic ulcer disease; clinically
important renal, hepatic, or cardiovas-
cular disease or asthma; pregnancy or
lactation; or allergy to glucocorticoids
or mesalamine.

Intervention
Randomization was done at each study
center in permuted blocks of four. 93
patients were allocated to budesonide,
9 mg once daily. 89 patients were allo-
cated to mesalamine, 2 g twice daily.

Main outcome measures
Main outcome was clinical remission
(defined as Crohn's Disease Activity In-
dex score < 150). Secondary outcomes
included length of time to remission and
adverse events.

Main results
Analysis was by intention to treat, al-
though 8 patients were not included in
the analysis of remission because of
missing data. 77 patients (83%) in the
budesonide group and SO patients
(56%) in the mesalamine group (P <

0.001) were able to complete 16 weeks
of treatment. At 16 weeks, the bu-
desonide group had a higher remis-
sion rate than the mesaiamine group
(P < 0.001) (Table) and a shorter me-
dian time to remission (28 vs 84 d, P =
0.04). Fewer patients in the budesonide
group had severe adverse events (de-
fined as incapacitating events that led
to inability to work or participate in
normal activities) (12 vs 22, P = 0.04).

Conclusions
In patients with active Crohn disease
affecting the ileum, ascending colon, or
both, controlled-release budesonide led
to a higher remission rate and shorter
time to remission than slow-release me-
salamine. Patients who received budes-
onide had fewer severe adverse effects.
Source of funding: Astra Draco.

For cmrespondmwe: Dr. O.0. Thomsen, De-
partment of Medical GastraenUrolog? C,
Herkv Hospital, University of Copenhagen,
DK-2730 Herko, Denmark. FAX 45-4488-
4489 or 45-4494-4056.
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Abstract and Commentary also published in
ACP Journal Club. 1999;O0:35.

Budesonide vs mesalamine for active Crohn disease at 16 weeks*

Outcome Budesonide MesaSamine RBI (95% CI) NISST (CI)

Remission 62% 36% 70% (24 to 139) 4 (3 to 10)

'Abbreviations defined in Glossary; RBI, NNT, and CI calculated from data in article.

parry payers may also play a role in treat-
ment selection.

2 studies that addressed the role of
budesonide in similar patients for mainte-
nance therapy showed that median time to
relapse was considerably prolonged by
budesonide, 6 mg/d, compared with pla-
cebo (158 vs 39 d and 258 vs 92 d), but no
statistical difference existed in 1-year
relapse rates (3, 4).

Future studies should address which pa-
tient subgroups benefit most, whether
combining budesonide with mesalamine
or antibiotics has any role, and whether
higher doses or other formulations are
needed for more extensive disease or re-
duction of relapse.

E. Jan Irvine, MD
McMaster University

Hamilton, Ontario, Canada

References
1. Rutgeerts P, Lofberg R, Malchow H, et al.

A comparison of budesonide with predniso-
lone for active Crohn's disease. N Engl }
Med. 1994;331:842-5.

2. Campieri M, Ferguson A, Doe W, Persson
T, Nilsson LG, Oral budesonide is as effec-
tive as oral prednisolone in active Crohn's
disease. The Global Budesonide Study Group.
Gut 1.997;<U:20<M4.

3. GreenbergGR,FeaganBG, Martin F,etal.
Oral budesonide as maintenance treatment
for Crohn's disease: a placebo controlled,
dose ranging study. Canadian Inflammatory
Bowel Disease Study Group. Gastroenter-
ology. 1996;110:4S-51.

4. Lofberg R, Rntgeerts P, Malchow H, et al.
Budesonide prolongs time to relapse in jleal
and ileocaecal Crohn's disease. A placebo
controlled one year study. Gut. W(y,}9:82-6-

Evidence-Based Medicine March/April 1999 Therapeutics 53

 on M
ay 17, 2023 by guest. P

rotected by copyright.
http://ebm

.bm
j.com

/
E

vid B
ased M

ed: first published as 10.1136/ebm
.1999.4.53 on 1 A

pril 1999. D
ow

nloaded from
 

http://ebm.bmj.com/

