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'ABSTRACT: The efficacy and tolerance of
 (mesalamine) suppositories in the treatment of uls
in two double-blind, placebo controlled studies of L
a total of 173 patients. In trial 1, patients used-one 500 mg suppositc

trial 2, patients used one 500 mg suppository bid. Ph loba
and a disease activity index based upon patient toms ¢ igmoidoscopic -
appeararice were used to assess efficacy. At the endpoint of trial 1(tid), there was

an 80.4% mean reduction in the disease activity'index seen in patients treated -
with mesalamine compared to a'36.8% mean reduction in the placebo group
(P<0.05). Analysis of the physician’s global assessment indicated that 84.2% of
patients receiving mesalamine were considered to be ‘much improved’ compared ;
to 41% of patients on placebo (P<0.01). At the endpoint of trial 2 (bid), there -
was a 74.7% mean reduction in disease activity index compared to 34.2% in the -
placebo group (P<0.001). Analysis of the physician’s global assessment indicated
that 79.2% of the mesalamine group was considered to be ‘much improved’
compared to 26.2% on placebo (P<0.001). There was no significant difference -
in efficacy seen in patients treated with 500 mg mesalamine suppositories bid or
tid. Mesalamine suppositories are effective and well tolerated in the treatment
of ulcerative proctitis. Can J Gastroenterol 1990;4(7):472-475 (pour résumé,
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ULCERATIVE PROCTITIS, A MILDER
variant of idiopathic ulcerative
colitis, represents approximately one-
third of the ulcerative colitis popula-
tion. Mucosal inflammation is limited
to the rectum with pathologic changes
similar to those seen in ulcerative
colitis which often remain quite super-
ficial. Rectal bleeding is the usual
presenting symptom and is often ac-
companied by tenesmus and changes in
bowel habits.

In the past, the medical manage-
ment of ulcerative proctitis has been
confined to treatment with sulpha-
salazine, corticosteroids (topical and
oral) and, more recently, 5-amino-
salicylic acid (5-ASA, mesalamine)
enemas. It is known that sulphasalazine
consists of two molecules linked by a
diazo bond: 5-ASA and sulfapyridine
(1). Studies have shown that 5.-ASA-is
the active moiety, and that many of the
side effects which have limited the use-
fulness of sulphasalazine, can be atr
tributed to the sulpha portion (2.3)-
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‘Efficacité et innocuité des

5-aminosalicylique dans le traitem

ent de la rectite ulcéreuse:

Revue de deux essais 2 double insu contrdlés contre placebo

RESUME::'_ Ona ef;fec'tﬁ‘ei’:? deux : 7
afin d’évaluer efficacité et Pinnocuité des suppositoires (mésalamine) contenant

is'a double insti et contrdlés contre placebo

500 mg d"acide aminosalicylique dans le traitement de la rectite ulcéreuse. Cette '

¢tude de six semaines portaient sur 173 patients. Dans le premier essai, les patients
ont tegu un suppositoire de 500 mg'trois fois par jour; et dans le second, un

suppositoire de 500 mg deux fois par jour. L'efficacité a €té déterminée en -

fonction du bilan général du médecin et de l'indice d’activité de la maladie (DAI)

évaluant les symptémes du patients et Paspect 'sigmoidoscopiqué:-A-la fin de -

Pessai 1 (3%]), on a noté une réduction moyenne de 80,4% dans le DAI des

patients sous mésalamine par rapport 2 une réduction moyenne de 36,8% dans

le groupe placebo (P<0,05). L'analyse du bilan général du médecin indique «une '

amélioration considérable» pour 84,2% des patients traités par mésalamine, par

rapport 4 41% dans klvé«E%Q!i?é;\pla¢ébd’(P<o,01). A la fin de Vessai I (2Xj);ona -

noté une réduction moyenr
‘par rapport 2 une réducti

= de 74,7% dans le DAI des patients sous mésalamine
moyenne de 34,2% dans le groupe placebo (P<0,001). ;

L’analyse du bilan général du médecin indique «une amélioration considérable»
‘pour 79,2% des patients sous mésalamine, par rapport 2 26,2% dans'le groupe

placebo (P<0,001). On n’a noté aucune différence significative entre les patients

recevant 500 mg de mésalamine deux fois ou trois fois par jour. Les suppositoires

de mésalamine sont efficaces et bien tolérés dans le traitement de la rectite.”

ulcéreuse. . -

Various studies have demonstrated the
efficacy of 5-ASA administered as a
rectal suspension enema in the treat-
ment of distal ulcerative colitis and
proctitis (4-7).

The purpose of these two studies was
to evaluate the efficacy and tolerance
of a 500 mg mesalamine suppository
(Rowasa; Reid-Rowell Inc, Georgia) in
the treatment of ulcerative proctitis.

MATERIALS AND METHODS

Both trials used a six week, ran-
domized,  double-blind,  parallel,
placebo controlled, multicentre design.
The protocol was reviewed by the in-
dividual ethics committees or internal
review boards of the participating in-
stitutions. Written informed consent
was obtained from each patient before
entrance into the study. The study
population was composed of out-
patients over 18 years old who had ul-
cerative  proctitis (confirmed " by
sigmoidoscopy) involving a maximum
of 15 cm measured from the anal mar-
gin, and a score of three on the 12-
point disease activity index. Patients
who had a history of salicylate allergy,
positive stool culture, clinically sig-
nificant hepatic or renal disease or
pregnancy, or who were taking other

rectal medications within two weeks
prior to enrollment in the study were
excluded. Patients were randomized to
receive either placebo or mesalamine
suppositories. In trial 1, patients used
one 500 mg suppository three times a
day. In trial 2, patients used one 500 mg
suppository twice daily.

Concurrent medications: Oral steroids
or sulphasalazine were allowed in both
studies, provided they had been used for
at least three weeks prior to entry and
that the dose was held constant during
the trial. Concomitant use of other rec-
tal medications was not permitted.
Disease activity index: The disease ac-
tivity index (Table 1) provides objec-
tive criteria for evaluating drug efficacy.
Four variables were assessed: stool fre-
quency, rectal bleeding, sigmoidoscopic
appearance of mucosa and physician’s

5-ASA suppositories for proctitis

TABLE 1
Disease activity index (qualitative
rating scale with four subscales)

Stool frequency

0 Normal

1 1-2stools/day > normal

2  3-4stools/day > normal

3  >4stools/day > normal
Rectal bleeding

0 None

1 Streaks of blood

2  Obvious blood

3  Mostly blood
Mucosal appearance

0 Normal

1 Mild friability

2  Moderate friability

3 Exudation, spontaneous bleeding
Physician’s rating of disease severity

0 Normal

1 Mid
2  Moderate
3 Severe

Maximum score 12

overall assessment of disease severity
(8). Each variable has a range of values
for disease severity, with ‘0’ repre-
senting no abnormality and ‘3’ repre-
senting the most severe abnormality.

Procedures: On entry into both
studies, a complete history, physical ex-
amination and flexible sigmoidoscopy
were performed. Hematologic complete
blood count and biochemical para-
meters including urinalysis were as-
sessed along with stool cultures to
exclude infectious colitis. In addition,
the disease activity index was calcu-
lated. Patients were provided with a
diary for the daily recording of number
of stools, rectal bleeding and other
symptoms as well as possible side effects.
At week 3, repeat sigmoidoscopy was
performed and the disease activity
index reassessed. Upon conclusion of
the study at week 6, a repeat history,
physical examination, sigmoidoscopy
and hematologic and biochemical as-
sessments were carried out. The disease

TABLE 2
Patient characteristics in two trials of 5-aminosalicylic acid (5-ASA) in uicera-
tive proctitis

Tral 1 (tid) Trial 2 (bid)

5-ASA Placebo 5-ASA Placebo

Number of patients 39 40 50 44
Sex ratlo (male/female) 16/23 18/22 18/32 18/26
Mean age (years) 359 419 37.0 402
Mean upper disease boundary (cm) 10.8 10.9 10.5 101
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TABLE 3

Disease activity index: Percentage of patients assessed ‘normal’ at endpoint
of trial 1 (5-aminosalicylic acid (5-ASA) tid)

5-ASA Placebo P
Normal stool frequency 78.4 30.0 <0.01
No rectal bleeding 89.2 425 <0.001
Normal mucosal appearance 62.2 25.0 <0.001
Normal physician’s rating of disease severity 62.2 22.5

TABLE 4

<0.001

Disease activity index: Percentage of patients assessed ‘normal’ at endpoint
of trial 2 (5-aminosalicylic acid (5-ASA) bid)

5-ASA Placebo P
Normal stool frequency 70.8 357 <0.01
No rectal bleeding 68.8 16,7 <0.001
Normal mucosal appearance 60.4 9.8 <0.001
Normal physician’s rating of disease severity 60.4 9.5 <0.001

activity index was again calculated.
Statistical analysis: Nonparametric
data (‘physician’s %lobal assessment’)
were analyzed by %~ tests. Changes in
disease activity index (an ordinal scale)
were analyzed by analysis of variance.

RESULTS
Patient population: Seventy-nine
patients entered trial 1 (tid) and 94
patients entered trial 2 (bid). In both
studies, active and placebo groups were
comparable with regard to sex, age and
disease boundary (Table 2). Twenty-
seven patients (10 on active medica-
tion and 17 on placebo) withdrew from
the studies — 10 from trial 1 and 17 from
trial 2. Of the 10 mesalamine-treated
patients who withdrew, three withdrew
due to adverse experiences and one due
to lack of therapeutic effectiveness.
Response to therapy: In both trials,
response to therapy was assessed by
changes in the overall disease activity
index as well as in the individual disease
activity index parameters. Additional-
ly, at the conclusion of the treatment
period, the physician provided a final
global assessment reflecting the degree
of improvement.
Trial 1 (tid): At the end of six weeks,
the mesalamine-treated patients had an
80.4% mean reduction in overall dis-
ease activity index, which was sig-
nificantly greater (P<0.05) than the
mean reduction of 36.8% seen in the
placebo group.
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Each of the disease activity index
parameters showed a highly significant
difference between groups in the per-
centage of patients assessed to be
‘normal’, ie, score of 0 at the endpoint
(Table 3).

In addition, 84.2% (32 of 38) of
mesalamine patients were considered
‘much improved’ by the physician’s
global assessment compared t0 41% (16
of 39} of placebo patients (P<0.01).
Trial 2 (bid): The mean reduction in
the overall disease activity index score
was 74.7% in the mesalamine-treated
patients and 34.2% in the placebo-
treated patients (P<0.001). Each of the
disease activity index parameters
demonstrated a significant difference in
the percentage of patients assessed to be
‘normal’ at the endpoint (Table 4).

The physician’s final global assess-
ment ~ showed that 79.2% of
mesalamine-treated patients were con-
sidered ‘much improved’ compared to
26.2% of placebo-treated patients
(P<0.001).

There was no statistically significant
difference in efficacy seen between
patients treated with 500 mg
mesalamine three times daily (trial 1)
and those treated with 500 mg
mesalamine twice daily (trial 2).

Side effects: Adverse effects were few
and insignificant in both trials. The in-
cidence was similar in the mesalamine
and placebo groups with the most fre-
quently reported adverse experience in

both groups being headache (11%),
flatulence (7%), diarrhea (6%) and ab-
dominal pain (6%). Only three of the
89 mesalamine-treated patients discon-
tinued treatment due to an adverse ex-
perience. These events included one
case of skin rash, one case of rectal
irritation, and one patient who ex-
perienced an increase in diarrhea and
mucosal inflammation while using the
suppositories.

DISCUSSION

The therapeutic options available in
the treatment of ulcerative procto-
colitis have previously relied upon the
use of sulphasalazine and various cor-
ticosteroid preparations. However, sig-
nificant side effects can be attributed to
either treatment. Clinical experience
with 5-ASA enemas in addition to
these modalities have proven them to

" be effective and well tolerated in the

treatment of left-sided ulcerative colitis
4-7).

This report on the use of the sup-
pository form of mesalamine in the
treatment of ulcerative proctitis
demonstrated a significant improve-
ment in each measure of disease ac-
tivity.

In both studies, the mesalamine
group demonstrated a significant mean
reduction in the disease activity index
compared to placebo. In addition, each
of the individual parameters compris-
ing the disease activity index
demonstrated a significantly greater
remission rate, ie, score of 0, compared
to placebo. Finally, the physician’s
global assessment of patients at the end
of the study showed a significant im-
provement. There was no statistical dif-
ference in efficacy between patients
treated with 500 mg mesalamine bid
versus tid.

Few patients reported adverse side
effects, and those that were reported
were not of a serious nature.

CONCLUSIONS
Mesalamine 500 mg suppositories,
administered bid or tid, are effective
and well tolerated in the treatment of
ulcerative proctitis and may offer ad- -
vantages over existing therapeutic
modalities.
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