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NQuBSlion
% patients with chronic anal fissure,
does local infiltration of botulinum

• toxin promote healing and provide
• •symptomatic relief?

Design
2^month randomised, double-blind,
placebo-controlled trial.

Setting
Hospital outpatient clinic in Rome,
Italy.

Patients
. 30 patients (mean age 44 y, 67% men)
:. who had chronic idiopathic anal fissure.
•'•JExcIusion criteria were acute fissures,
. chronic anal fissures of various causes
: (haemorrhoids, fistula in ano, or in-
:. flammatory bowel disease), or previous
anal surgery. Follow-up was complete.

Intervention
Patients were allocated to 0.4 mL in 2
injections of either botulinum toxin A
(Botox, Allergan, Irvine, CA, USA), 20
U (« = 15), or saline placebo (n - 15),
injected with a 2 7-gauge needle.

Commentary
This well-done, small, double-blind,
randomised, controlled trial by Maria and
colleagues evaluated a new intei"vention in
the treatment of a common, benign, but
often-incapacitating anal condition. This
study shows that, despite the small sample
size, botulinum toxin injected directly into
the internal anal sphincter heals more
patients (both a clinically and statistically
significant number) with chronic anal
fissure than does placebo.

The mechanism of action seems to be that
°f a modest lowering of both the maximal
voluntary pressure (squeeze pressure) and
the resting anal pressure. The internal
sphincter has always been thought to con-
trol resting anal tone rather than voluntary-

Main outcome measures
Anal fissure healing and symptomatic
relief (persistence of anal fissure with-
out symptoms). Patients were assessed
at 1 and 2 months.

Main results
At 1 month, more patients who received
botulinum toxin had healing and symp-
tomatic relief than did patients who
received placebo, but die difference only
reached statistical significance for symp-
tomatic relief (87% vs 27%, f>=0.003).
At 2 months, more patients who re-
ceived botulinum toxin had healed
fissures (P = 0.003) and symptomatic
relief (P = 0.00 3) than did patients who
received placebo (Table). Of patients
who received botulinum toxin, 11 no
longer had post-defecatory pain, and
2 had reduced pain; no patients re-
ported nocturnal pain. 4 patients were
re-treated with 25 U of botulinum
toxin to achieve complete healing. No
relapses or complications occurred in
a mean follow-up of 16 months. Of the
13 patients in the placebo group who

had persistent fissures, 10 received
botulinum toxin rescue treatment, and
3 had sphincterotomy. 1 patient had
transient flatus incontinence 1 month
after injection, but no relapses or com-
plications occurred in placebo-group
patients who received rescue treatment
during a mean foliow-up of 18 months.
Mean resting anal sphincter pressure de-
creased by 2 7 % from baseline in patients
who received botulinum toxin. Maximal
voluntary pressure did not change in
patients receiving single injections but
decreased by approximately 40% in 2
patients who received 2 injections each.

Conclusion
Botulinum toxin promoted healing of
chronic anal fissures and gave symp-
tomatic relief.
Source of funding: In pott, Cmsiglio Naziomk
idle Ricerche.
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Botulinum toxin vs placebo at 2

Outcomes

Healing
Pain relief

Bofuiinurn toxin

73%

87%

months

Placebo

13%

27%

for anal fissure

RBI (95% CI)

450% (79 to 1913}
225% (56 to 708)

NNT(CI)

2 (1 to 4)
2(1 to 4)

"Abbreviations defsned in Glossary; RBI, NNT, and CI calculated from data in article.

contraction, and despite the reassurances of
the authors, concerns remain about possible
long-term damage to the internal sphinc-
ter from direct injection of botulinum toxin.
Lateral internal sphincterotomy is gener-
ally an excellent method for improving
symptoms and quality of life in patients with
refractory chronic anal fissures, but the
long-term effect on continence has led to
such alternative therapies as the topical ap-
plication of nitroglycerin ointment (1, 2)
and now botulinum toxin. This study has
successfully addressed the short-term effi-
cacy of botulimim toxin in the treatment of
chronic anal fissures. However, the long-
term effect of botulinum toxin on conti-
nence needs to be studied further and will

determine its role when compared with sur-
gery and other therapies.
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