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ABSTRACT
Background

5-Aminosalicylates (5-ASA) are considered a Brst-line thetapy for inducing and maintaining remission of mild to moderately active
ulcerative colitis (UC). When inflammation in UC is limited to the distal colon, 3-A5A can also be adminisiered receally asa suppository,
cnema or foam.

Objectives
A systematic review was undertaken ro evaluate the cfficacy of rectal 5-ASA for treating active distal UC,
Search sicategy

Electronic searches of the MEDLINE database {1966-2008), the Cochrane Central Register of Controlled Tials and the Cochrane
IBD/FBD Group Specialized Trials Register were supplemented by manual reviews of reference listings and conference proceedings.

Selection criteria

Randomized trials comparing rectal 5-ASA o placcbo or another active therapy were eligible for inclusion. Eligible trials enrolled
patients with a distal disease margin less chan 60 cm from the anal verge or distal to the splenic Aexure. Trials that enrolled subjects less
than 12 years of age were excluded.

Data collection and analysis

Eligibility was assessed by three authors. Dara were extracted by two authers using standardized forms. Pooled odds ratios (POR)
for inducing improvement and remission by symptomatic, endoscopic and histologic criteria were calealated using an intention w
treat principle. Fixed effects models were used unless heterogeneity was encountered within groups (I < 0.10), where random effecrs
maodels were used. All sraristical analyses were performed using RevMan 5. Where sufficient dara were available, subgroup analyses
were performed for disease extent, total daily 3-ASA dose, 5-ASA formulation {enema,suppository, foam) and the type of control
intervention {placebo or another active therapy).
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Main resules

Thirry-eight studies fulfilled the inclusion criteria. Rectl 5-ASA was superior t placebe for inducing sympromatic, endoscopic and
histological improvement and remission, with POR for symptomatic improvement B.87 (8 wrials, 95% CI: 5.30 to 14.83: I < 0.00001),
endoscopic improvement 11,18 (5 trials, 93% CI 5.99 w 20.88; P < 0.00001}, histologic improvement 7.69 (6 rials, 959% CI 3,26
o 18.12; P < 0.00001), sympromacic remission 8.30 (8 crials, 95% C1 4.28 10 16.12; I' < 0.00001), endoscopic remission 5.31 (7
erials, 95% C1 3.15 1o 8.92; P < 0.00001), and histologic remission 6.28 (5 trials, 95% CI 2.74 to 14.40; P < 0.0001). Recral 5-A5A
was supcrior to rectal corticosteroids for inducing symptomatic improvement and remission with POR 1.56 (6 erials, 95% C1 115 w0
2115 P = 0.004) and 1.65 (6 trials, 95% CI 111 1o 2.45; [ = 0.01}, respecrively. Rectal 5-ASA was not superior to oral 5-ASA for
sympromatic improvement (POR 2.25; 95% C1 0.53 w 19.54; [ = 0.27). Neicher ol daily dose nor 3-ASA formulation affected
treatment response.

Authors’ conclusions

Rectal 5-ASA should be cansideted a frst-line therapy for parients with mild co moderately active distal UC. The optimal total daily dose
and dose frequency of 5-ASA remain to be determined. Future rescarch should define differences in efficacy among patient subgroups
defined by proximal disease margin and disease activity. There is 4 strong need for consensus standardization of cutcome measurements
for clinical trials in ulcerative colitis.

PLAIN LANGUAGE SUMMARY
5-ASA suppositories, enemas or foam for induciion of remission in ulcerative colitis

Ulcerative coliris (JC) is a chronic condition wherein the innermost lining of the large bowel becomes inflamed. If UC affects only the
last part of the bowel {distal UC), medications can be given recrally. 3- Aminosalicylic acid (5-ASA) is used commeonly to trear mild ro
maoderately active UC. A review of the lireracure was undertaken ro determine how effective rectal 3-ASA (e.g, enemas, suppositories
or foam} is for treating distal UC. Thirry-eight studies met the ericeria for inclusion in the review. Pooled results from these studics
show thar rectal 5-ASA is superior to placebo {fake suppositoties, enemas or foam) for improving symptoms, improving the appearance
of the bowel lining ac colonoscopy, and improving che appeatance of biopsies of the bowel examined microscopically. Rectal 5-ASA
is also superior to rectal steroids for improving symptoms. Side effects were generally mild in nature and included abdominal pain
ot distention, nausca and anal discomfort or itritarion. From these results, it was concluded thar rectal 5-ASA should be a first-line
teeacment for patients with mild to moderarely active distal UC.

BACKGROUND

tages. Because medication can be delivered ditectly to che sice of

Ulcerative colitis {UC) is a chronic inflammartory disorder of the
lasge intestine that causes diarchoea, rectal bleeding and abdominal
pain. The inflammation of UC always involves the rectum, and
extends proximally in a continuous fashion for a variable diseance.
In most patients, the disease does not extend proximal to the
splenic Aexure ar presenration. S-Aminosalicylic acid {3-ASA) is
considered to be a hrse-line therapy for mild to moderately active
UC. 5-ASA can be adminiscered orally, or delivered rectally in the
form of a suppository, foam or liquid encma.

The use of rectal therapy o treat UC has several potential advan-

maximum inflammation, mucosal drug exposure can be increased.
Local therapy <an also reduce mucosal absorprion and systemic
oxicity. However, gains in efficacy and safety must be weighed
against parient preference, which ofren favouts oral delivery.

In order to further define the role of rectal 5-ASA in the manage-
ment of UC, 4 systematic review and mera-analysis were under-
taken to compare the efficacy of rectal 5-ASA 1o other oral or recral
therapies and to placebo, for the treacment of mild to moderately
active diseal UC,

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 2
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OBJECTIVES

To evaluate the efficacy of rectal 3-ASA in the rreatment ot active
distal UC.

METHODS

Criteria for considering studies for this review

Types of studies

Randomised contrelled erials comparing the efficacy of rectal 5-
ASA co that of placebo or another active drug in che ereacment of
distal UC were eligible for inclusion in the review.

Types of participants

Studies were accepred if they enrolled subjects who were at least
12 years of age with a distul disease margin less chan 60 cm from
the anal verge or distal to the splenic Aexure, as determined by
either barium enema ot colonoscopy. A minimum age threshold
was applied to limit potential differences in distribution of rectal
formulations that may resule from age relaced differences in colonic
volume.

Types of interventions

Trials were eligible for inclusion if recral 5-ASA (formulated as
a liquid enema, foam or suppository) was used in at least one

rreatmene arm.

Types of outcome measures

The primary outcome measure was Sympromatic improvement,
Secondary measures included sympromatic temission, histologic
improvement or remission, endoscopic improverment or remis-
sion, and change in Disease Acrivity Index (DAD. The inHucnces
of 5-ASA dosc and disease extent on efficacy were explored in sub-
group analyses. It was anticipated, a priori, chat there would be
substannial differences among trials regarding the definitions of re-
sponsc and remission by clinical, endoscopic and histologic crice-
ria. Accordingly, the eriginal authors’ definitions for each of these
outcomes were accepted. Where studies reported only a compos-
ite outcome that combined sympeom response with either endo-
scopic ot histologic response, this outcome was considered w he
a measure of symptomatic response or remission,

Search methods for identification of studies

A compurer aided search was conducted in the MEDLINE
database (1966 10 2008) to identify randomised clinical rials eval-
vating rectal 5-ASA for rreatment of aceive UC In patients over age
12. Search stracegies used the Boolean operator “and” ro combine
the following groups of medical subject headings (MeSH}:

« McSH for ulcerative colitis {combined using “or™):
ulcerative colitis. prociocolits, procosigmoiditis, rectocolitis,
recto-sigmoiditis, ulcerative recrocolitis, ulcerative procrocelitis,
hemorrhagic ulcerative, hemorrhagic proctocolitis and procricis.

o McSH for S-aminosalicylic acid (combined using “or”): 5-
ASA, S-aminosalicylate, mesalamine, Mesalazine, Asacol,
Claversal, Pentasa, Rowasa, Salofalk, Mesasal and olsalazine.

* McSH for form of intervention {combined using “or”):
topical adminiserarion, topical drug administration, suppository,
rectal administration, rectal instillation, rectal drug
administratien, anal drug administradion, foam and enema.

The MEDLINE daabase scarch was supplemented by a search of
the Cochrane Cenrral Register of Controlled Trials (CENTRAL).
the Cochrane [BD) Review Group Specialized Trials Register and a
manual review of bibliographies and abstracts submitted to major
gastroenterology meetings (1997 e 2008) published in the fol-
lowing journals: Gastroenterology: Gur, American Journal of Gas-
troenterology; Canadian Journal of Gastroenterology: Gastroin-
testinal Endoscopy; European Journal of Gastroenterology and
Hepawlogy: and Scandinavian Journal of Gastroenterology.

Reference lists from all arricles retrieved were also seanned 1o iden-
tify addirional citadons that were overlooked in the initial search.

Data collection and analysis

Abstracts from citations retrieved from che literature search were
first reviewed by a single author (MT?} to exclude papers clearly
ineligible for the review. For the remaining citations, full publica-
tions were retrieved and assessed formally for eligibility by three
authors {MT, JN and JKM}. Where key data were not provided
in the publicacion, original authors were contacted and asked to
provide clarification. Inter-rater agreement was assessed using Co-
hen's kappa and disagreements were resolved by consensus of the
reviewers.

Eligibility Assessment:

A standardized form was used to assess eligibility for inclusion in
the review. Each of the following criteriz were rated on a chree-
point scale as “yes”, “no” or “not stated”:

# Age of all participants ac least 12 years;

» Proven diagnosis of UC in all subjects;

» Diseasc extent less ehan 60cm from anal verge or distal o
the splenic Aexure on barium enems or celenoscopy;

o Rectal 5-ASA assessed as intervention in at lenst one
trearment arn,

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis {Review) 3
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o Treatment allocarion randomised or quasi-randomised; and
e Symptom score included as at least one study outcome.

Data Extraction:

A standardized daca exiraction form was used by two independent
authors, Data extracied from each cligibility study included che
following;

o Numbers of subjeces randomised to the 3-ASA crearment
and conrrol arms;

& Intervention used in each arm {dose, formulation, dose
frequency, duracion);

o Patients characteristics {age, gender, discase exwent, disease
duration, and use of concomitant oral cotticosteroids and 3-
ASA),

o Numbers of subjecrs in each arm who completed rreatment,
dropped out. or dropped out due to adverse effects:

» Numbers of subjects in each arm who improved ot entered
remission by symptomaric, histologic and endoscopic criteria

¢ Median numbers of days ro sympromaric response and
SYMPpromatic reimssion;

» Mean changes in DAL and

» Definitions of improvement and remission (sympromatic,
endoscopic and histologic) used in the study.

Quality assessment of urials:

The methodologic quality of cach trial was assessed using the Jadad
Seale (Jadad 1996), which evaluates the adequacy of blinding, ran-
domisation and reporting of withdrawals and dropouts. In addi-
tion to the Jadad scale, the authors also applied a face-validaced
scale used in their previous published mera-analyses of therapies
for UC iMarshall 1995; Marshall 1997). For each of the following
methodologic criteria this inscrument assigns a score 0 (not de-
scribed), 1 (partially described) or 2 {fully described) and possible
scores range from 0 to 30

+ [nclusion and exclusion criteria;

o Number of subjects excluded and reasons for exclusion
stated;

® Droven diagnosis of UC on histwlogy;

e Exclusion of infeccious colits;

@ Padent demographics described and similar among
(reatment arms;

o Description of drug preparation for all intervenrions:

The Cochrane risk of bias tool as described in the Cochrane Hand-
book for Systematic Reviews of Interventions (Higgins 2008) was
also urilized. Briefly, an assessment was made of the method of
allocacion genetation {i.e. was the allocation sequence adequarely
generared?), allocation concealment (i.e. was allocation adequarely
concealed?), blinding (i.c. was knowledge of the allocated inrerven-
tion adequately prevented during the study?}. incomplete outcome
dara (i.e. were incomplete outcome data adequarely addressed?);
and sclective outcome reporting (i.e. are repores of the scudy free
of sugpestion of sclective outcome teporting?). A judgemenr of
"Yes' indicares low risk of bias, ™o’ indicates high risk of bias, and
‘Unclear” indicates unclear or unknown risk of bias.

Dara Analysis:

(Odds ravos with 95% confidence intervals (C1) were calculared
for each endpoint (improvement and remission by symptomatic,
endoscopic and histologic criteria) for cach trial. An intention to
treat principle was uscd, with the total number of patients ran-
domised to cach study arm as the denominaror for each propor-
tion. A pooled odds ratio (POR) for cach endpoint was then cal-
culated for all trials ceporting thac endpoine using a fixed effects
model (Mantel-Haensizel). PORs were calculared for comparisons
of rectal 5-ASA versus placebo, rectal corricosteroids and oral 5-
ASA, and for comparisons among rectal 3-ASA doses and formu-
lations. Homogeneity was assessed using the chi-square test and
by visual inspection of Forest plots. If heterogeneiry was encoun-
tered within groups (P < 0.10), a random effects mode! was used.
All staristical analyses were performed using RevMan 5. Where
sufficient dara were available, these analyses were repeated within
subgroups of patients defined by disease extent. total daily 5-ASA
dose, 5-ASA formulation {enema, suppository, foam) and the type
of control intervention [placebo or another active therapy).

RESULTS

Description of studies

See: Characteristics of included studies; Characteristies of excluded
studics.

A coral of 65 studies were retrieved and assessed for eligibility.
Of these, 27 did not meet the inclusion criteria, 1) were not

o Description of randomisation method; randomised (Burber 1985; Biddle 1990; Bresci 1997 1Y Arienzo
¢ Sequential enrolment; 1987; Fedotn 1989; Guarino 1987, Kandel 1987; McPhee 1987,
¢ Assessor blinding ro treatment arm; Robinsen 1990; Serebro 1977); six included patients with disease
¢ Pacient blinding to trearmenc arm; proximal to the splenic Hexure, (Pacloz 2002; Van Boduegraven
o Standardized assessment criteria for outcome; 1996; Willoughby 1986: Marweau 2005, Yokoyama H 2007;
» Frequency and profile of adverse events; Veeehi 2001); ewo included padents with Crohn's disease (Klot
o Description of statistical methods and their appropriateness;  1980; Lucidarme 1997), six had serious methodological flaws
® Accounting of all dropours; and Campieni 1987: Campieri 1989, Fruhmorgen TURD; Publan 1993;
+ Documentaten and monioring of patient compliance. Van Hees 19805 van Hogerand 1988); one used N-Acetyl 5-ASA
Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis {(Review) 4

Copyright & 201 ¢ The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



as the treamene drug (Willoughby 1980% one included patienes
with age less than 12 years (Campicri 1981); and one reported
single centre results from a multicenter rrial included in the review
{Sutherland 19871, In the 38 studics char sarished the inclusion
criteria (kappa 0.97) the total daily dose of 5-ASA ranged from
1 to 4g and the duration of follow up ranged from two to cight
weeks, Ten studies (Campieri 1990; Campiers 1991 Campien
1990b: Campicri 19915 Hanauwer 1998, Moller 19785 Palmwer
198 1; I'okrorneks 2000; Suthetland 19870 Williams 1987) com-
pared rectal 5-ASA 1o placebo. 11 rectal 5-ASA to receal corticos-
teroids {Biancone 2007; Anonymous 1987; Farup 1995, Friedman
14986; Gionchert 2005; Lee 19961 Lemann 1995 Mulder 1988,
Mulder 19965 Bianchi-Porre 199%; Senagore 1992) and 4 rectal
5-ASA to orab 5-ASA (Gioncheri 1998: Kam 199 Safdi 1997;
Prantera 2005, Eleven studies (Andus 2008; Ardizeone 199
Basilivo 1987 Campicrl 19%8; Campleri 193 Corgor 2008;
Ehiakin 2007 Giencheri 1999; Gionchewd 19975 Malchow 2002;
Powell-Tuck 1986) compared different recral 5-ASA formuladions
and/or doses. The remaining two studies (Miner 2006; Camgieri
1984} compared recral 5-ASA to alicarfosen or 4-ASA. 5-ASA was
delivered as liquid or gel enema in 28 studies, as a foam enema in
7 studies, and as a suppository in 7 studies. See Additional Fable
1 and Tabke 2 tor further deails.

Table 1. Summary of Eligible Trials

Author / Year Study Arm(N per arm)

Follow up Duration

Andus 2008 lg 5-ASA suppository QD {N=201) vs (1.5 g 3-ASA

suppository TID (N=207)

6 weeks

Ardizzone 1999

2g 5-ASA foam BID (N=97: n=20 proctitis; n=52
procrosigmoiditis; n=20 lefr sided colitis} vs 2g 5-
ASA enema BID (N=98: n=23 proctitis; n=57 proc-
wosigmoidieis; n=17 left sided coliris)

3 weeks

Basilico 1987

1.5¢ 5-ASA enema BII} (N=L3: n=5 proctitis;
n=8 proctosigmeiditisivs 1.5g sulphasalazine enema
BID (N=14: n=10 Proctitis; n=4 proctosigmoiditis)

28 days

Biancone 1. 2007

3mg beclomethasone dipropionate cnema ([}
{N=26) vs 3mg beclomethasone dipropionate foam
OD (N=24) vs 3g 5-ASA enema OD (N=22) vs 3¢
5-ASA foam QD (N=20}

8 weeks

Campicri 1984

2g 4AS5A enema OD (N= 31: n=6 procritis; n=11
procrosigmoiditis; n=14 left sided colicis) vs 2g 5-
ASA enema 0D (N=32: n=8 proctitis; n=13 proc-
wosigmoiditis; n=11 lefe sided colicis))

15 days

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review)
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Table 1. Summary of Eligible Trials  {Continued)

Campieri 1988

2g 5-A5A encma OD{N=20) vs 1g 5-ASA supposi-
tory BID {N=19}

30 days

Campicri 1990

lg 5-ASA suppository QI {(N=32: n=23 prociiiis;
n=9 distal proctosigmoidinis)vs1.5g 5-ASA suppos-
itory OD (N=31: n=19 proctitis; n=12 distal proc-
tosigmoiditis)vs placebo (N=31: n=23 proctidis; n=8
distal procrosigmoidiris}

4 weeks

Campieri 1991

2g 5-ASA enema O {(N=18: n=3 procritis; n=10
procrosigmoiditis n=>5 left sided colitis) vs 10g su-
craifare enema O (N=18: n=2 proctitis; n=10
proctosigmoiditis n=6 left sided colitis) vs placcho
(N=14: n=3 proctitis; n=9 procrosigmoiditis n=2
lefr sided coliris)

30 days

Campieri 1993

2g 5-ASA foam OD (N=63: n=55 proctosigmoidi-
tis, n=8 left sided coliris) vs 2g 3-ASA enema OD
{N=54: n=48 procrosigmoiditis, n=6 lefi sided col-
iris} vs 4g 5-ASA foam OD (N=6{» n= 36 recum
sigmoid, n=24 left colon) vs 4g 5-ASA enema OD
{N=56: n=28 proctosigmoiditis, n=28 lefrsided col-
yris)

3 weeks

Campieri M 1990

0.5g 5-ASA suppository TID {N=32} vs placebo
suppository {N=30)

1 month

Campicri M 1991

lg 5-ASA enema (N=27: n=7 proctitis; n=8 proc-
tosigmoiditis n=12 left sided colitis) vs 25 5-ASA en-
ema {(N=30: n=10 proctitis; n=9 procrosigmoiditis
n=11 left sided colitis) vs 4g 5-ASA enemy (N=29:
n=8 procritis; n=12 procrosigmoiditis n=9 left sided
colitis} vs placebo (N=27: n=8 Proctitis; n=16 proc-
wosigmoiditis n=9 lefr sided coliris))

30 days

Corror 2008

lg 5-ASA foam enema{N=191: n=81 proctitis;
n=97 procrosigmoiditis n=11 left sided colitis n=2
unclear not included in the analysis} vs 1g 5-ASA
liquid enema {(N=184: n=82 proctitis; n=91 proc-
rosigmoiditis n=G lefe sided colids, n=5 unclear not
included in the analysis) vs 4g 5-ASA cnema (N =29:
n=8 proctitis; n=12 proceosigmoiditis n=9 left sided
colitis) vs placebo {N=27: n=8 proctitis; n=10 proc-
tosigmoiditis n=9 left sided colitis))

4 weeks

Danish 5-A5A Grpl987

1g 5-A5A enema QD (N=62) vs 25mg prednisolone
enema OD {(N=61)

14 days

Rectal S.aminosalicylic acid for induction of remission in ulcerative colitis {Review)
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Table 1. Summary of Eligible Trials (Consineed)

Eliakim 2007

lg 5-ASA foam CD (N=163: n=21 proctitis; n=72
procrosigmoiditisivs 1g 5-ASA foam QD (N=167:
n=83 Procritis; n=82 proceosigmolditis}

6 weeks

Farup 1995

0.5g 5-ASA suppository BILY (N=41: n=24 proc-
titis; n=17 proctosigmoiditishvs 178my, hydrocort-
sone BID {N=38: n=26 proctitis; n=12 proctosig-
moiditis}

4 weeks

Friedman 1986

4g 5-ASA enema QD {N=9) vs 100mg hydrocorti-
sone enema QD {N=9)

3 weeks

Gionchecti 1997

1g 5-ASA suppository OD (N=25} vs 0.5¢ 5-ASA
suppository BID {(N=25)

4 weeks

Gionchetti 1998

0.8g 5-A5A ablers TID (N=29) vs 0.4g 5-ASA sup-
pesitory TID (N=29)

4 weeks

Gioncherti 1999

2¢g 5-ASA enierna OD (N=50: n=38 procrosigmoidi-
tis n=12 left sided coliris) vs 2g 5-ASA foam OD
{N=53: n=36 proctosigmoiditis n=17 lcft sided col-
itis)

4 weeks

Gioncheti 2005

Ig 5-ASA enema OD (N=106: n=60 practitis; n=31
proctosigmoiditis n=13 left sided colitis) vs 3mg
BDP enema OD (N=i1l: n=56 proctitis; n=31
procrosigmoidits n=24 left sided colitis)

6 Wt'EkS

Hanuaer 1998

lg 5-ASA enerma OD (N=73} vs 2g 5-ASA enema
QD {N=71) vs 4g 5-ASA enema OD (N=73} vs
placebo{N=70)

8 weeks

Kam 1996

4g 5-ASA enema OD (N=19} vs lg Oral sul-
phasalazine QID (N=19)

6 weeks

Lee 1996

2z 5-ASA foam OD (N=167: n=14 proctitis;
n=97 proctosigmoiditis n=37 left sided coliis:
n=l unknown} vs 20mg prednisolone feam OD{
N=167:n=15 proctitis; n=101 proctosigmoiditis;
n=27 left sided coliris; n=3 unknown)

4 weeks

Lemann 1995

lg 5-ASA enema OD (N=49) vs 2mg budesenide
enema OD (N=48)

4 weeks

Mulchow 2002

2g 5-ASA foam OD (N=133) vs 4g 5-ASA enema
OD (N=167)

4 weeks

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis {Review}
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{Cosatintiedd)

Miner 2006

4g 5-ASA enema OD (N=54) vs 120mg alicaforsen
cnema QI (N=55 ) vs 2myg alicaforsen enema QD
{N=50)

G weeks

Moller 1978

3g sulphasalazine enema (N=106} vs placebo{N=14)

2 weeks

Mulder 1988

3g 5-ASA enema O {N=15) vs 30myg prednisolone
phosphate sodium O (N=14)

28 days

Mulder 1996

2g 5-ASA enema OD (N=2D) vs 3mg BDP en-
ema OD (N=20) vs 3mg BDI + 2¢ 5-ASA cnema
OD{N=19

4 weeks

Palmer 1981

3g sulphasalazine enema OD (N=17) vs placebo
(N=2%

2 weeks

Pokrotneiks 2000

2g 5-ASA foam OD {N=54: n=13 procticis; n=31
proctosigmoiditis n=10 left sided colitis) vs placebo
{N=57: n=20 proctitis; n=29 proctosigmoidicis n=8

lefr sided coliris)

6 weeks

Porro-Bianchi 1995

lg 5-ASA enema OD {N=27: n=% proctitis; n=11
proctosigmoiditis n=7 left sided colitis) vs 100mg
hydrocortisone enema OD (N=25: n=7 proctuis;
n=11 proctosigmoiditis n=7 left sided colitis)

3 weeks

Powell-Tuck 1986

Ig 5-ASA enema OD {N=12) vs 2g 5-ASA epema
0D (N=13

28 days

Pramrera 2005

1.2g 5-ASA oral MMX U'ID + placebo enema OD
{N=40: n=27 procrosigmaidiris n=13 left sided col-
itis) vs 4g 5-ASA enema QU + placebo tablet TID
{N=39: n=32 proctosigmoiditis n=7 left sided coli-
tis)

8 weeks

Sakdi 1997

4g 5-ASA encma OD (N=18) vs 0.4g 5-ASA tablets
TID {N=22) vs 4g 5-ASA enema OD + 0.4g 5-ASA
tablets TID (N=20)

6 weeks

Senagore 1992

4g 5-ASA enema OD (N=19) vs 100mg hydrocora-
sonc enema QD (N=12) vs 120mg shore chain faety
acid enema BID (N=14)

6 weeks

Sutherland 1987

4g 5-ASA enema OL (N=76: n=28 proctitis; n=29
procrosigmoiditis n=9 distal uleerartive colicis) vs
placcbo (N=77: n=24 proctitis; n=41 procrosig-
moiditis; n=12 distal ulocrative colitis}

6 weeks

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis {Review)
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Table 1. Summary of Eligible Trials

(Continucd)

Williams 1987

0.5g 3-ASA supposicory T (N=14) vs placebo 6 weeks

{N=13)

Table 2. Summary of Endpoint Definition

Author year Clinical Remis- Endo. Histol. Remis- Clinical Endo Improve- Histol.
sion Remission sion Improvement  ment Improvement
Andus 2008 CAl  <f=4 on El<4 on Suther- DAl mucosal
Sutherland Scale  land Scale <f= 1 according
to FDA recom-
mendation
Ardizzone 1999 CAl <«/=4 Elet¢ on Rach-

on Rachmilewirz
scale

milewirz scale

Basilisco 1987

Sub-
jective well being
described as well.

Absent blood or

nonhaem-
orrhag;ir: sigmo:-
doscopic appeat-

ance
mucopus in the
faeces
Biancone L2007 DAl « 3 DAl<3 on Rach- Reducrion Reduccion
on Rachmilewirz  milewirz scale of DAI score of of DAI score of
scale at least one point  at least one poine
Campieri 1984 According According Evident trend in
w Truelove and 1o Truelove and globet
Witts Richards cell rescoration,
reduction of in-
fammatory cell
content and re-
ducrtion of vas-
cular congestion
according
to Truelove and
Witts
Campieri 1988 Complete Repaired Rectal Signs of inflam-  Reduceion of at  Reduction of ar Reduction of ar

disappearance of
symptoms {mo-
tions, blood mu-
cus) according to
Truelove  and

Richards

mucosa  accord-
ing to Tiuelove

and Richards

nmaron

absent according
o Truclove and
Richards

least one grade
acrivity  accord-
ing 0 Truelove
and Richards

least one grade
activity  accord-
ing w ‘lruelove

and Richards

least one grade
activicy  accord-
ing to Truelove
and Richards

Rectal 5-aminosalicylic acid for induction of remission in vlcerative colitis {Review)
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{Continurcd)

Campicri 1990

Symp-
toms free with
no than

2 bowel move-

more

ments/
day and without
visible blood in

stools

According
Baron Criteria

According
o Truelove and

Richards

Decrease in the
severiry

of symproms bue
nor meeting re-
Mission criceria

change in im-
provement of at
lease one grade
activity accord-
ing co Baron cri-
reria

change in im-
provement of at
least one grade
activity accord-
ing 10 Truelove

and Richards

Campieri 1991

Disappearance
of symptoms of

Repaired Recral

mucosa  accord-

Signs of inflam-
martion

Reduction of ar
least one grade

Reduction of at
least one grade

Reducrion of ar
lease one grade

active dis- ing te Truclove absent according  activity accord-  aceivity accord-  aceivity accord-
ease (bleeding or and Richards to Truelove and ing w Truelove ing to Truelove ing o Truelove
mucus) accord- Richards and Richards and Richards and Richards
ing to TrueLove
and Richards

Campieri 1993 Re- Grade=0  (nor- According Decrease in the Decrease in mu-  Decrease in mu-
tuen o normal  mal mucosa or o TrueLove and  severity of symp-  cosal inflamma-  cosal inflamma-
stool frequency, discortion of vas-  Richards woms von by onegrade tion by one grade

no visible blood
in stools, No ab-
dominal  synip-
toms on

cular pateern) on
modified Baron

criteria

notr meeting re-
mission criteria

relative to initial
assessment

relative to initial
assessment

Complete disap-
Pe:l]"

ance of symp-
toms  according

to Truelove and
Richards

Repaired  tecral
mucosa  accord-
ing to Truelave

and Richards

No signs of in-
Aammation

Reduction of at
least one grade
activity  from
baseline accord-
ing to Truelove
and Richards

Reduction of at
least one grade
activity fram
baseline accord-

ing to Truelove
and Richards

Reduction of ac
least one grade
activiry
baseline accord-

from

ing to Truelove
and Richards

Campieri M
1990
Campieri M
1991

No symptoms of
acute disease ac-
cording

to Truelove and

Richards

Repaired  recal
mucosa accord-
ing 1o Truelove

and Richards

ac-
cording
to Truelove and
Richards
No signs of in-

fAammation  ac-
cording
to Truelove and
Richards

Reduction of at
least one grade
activicy  accord-
ing to Truelove
and Richards

Reduction of at
least one grade
acuvity  accord-
ing w Truelove

and Richards

Reduction of ac
least one grade
activicy  accord-
ing to Truelove

and Richards

Cortor 2008

CAI(1-4) </= 2
on Rachmilewirz
scale

El<4 on Rach-

milewirz scale

Danish  5-ASA According w0 According 1o According o According  to
Grpl987 Binder scale Binder scale Binder scale Binder scale
Eliakim 2007 CAI  <f= 4 El<d on Rach- HI={ according »/= 1 decrease

on Rachmnilewitz
scale

milewitz scale

o Riley

from baseline

Rectal 5-arninosalicylic acid for induction of remission in ulcerative colitis {(Review)
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Table 2. Summary of Endpoint Definition

tContrineed)

Farup 1995

Complete  re-
sponse DAle/=2

According  to

slighely modified

DAl>2 but had
decreased  from

according to pre- Friedman scale  baseline
defined criteria
Friedman 1986 Accord- Accord- Accord- Decrease of
ing to predefined  ingto predefined  ingto predefined  one poinc on the
criteria criteria critena scale from base-
line
Gionchetri 1997 DAl =0 on the DAl =0 on the Hl=1 according PGAand DAl</=2
clinical portion endoscopic por- to Truclove and DAl</= 2
of DAl accord- cion of DAL ac- Richards
ing w predefined cordingco prede-
scale fined scale
Gionchetti 1998 DAl =0 on the PAl =0 on the HI=[ according PGAand DAl</= 2
clinical portion  endoscopic por- to Truelove and DAl</= 2

of DAl accord-
ing to Suther-
land scale

von of DAl ac-
cording w
Sutherland scale

Richards

Giencherti 1999

DAL =0 on the
clinical portion
of DAI accord-
ing to Baron cri-
teria

DAL =0 on the
endoscopic por-
tion of DAl to
Baron scale

Score

= 01 according
to Truelove and
Richards

Decrease by at
least one grade
on clinical com-
ponent of DA]

Decrease by one
grade on DAl

Decrease by 1 or
2 points

Gionchetei 2005

DAL =0 accord-
ing 1o Suther
land

Reduction of at
least 3 points in
the DAI score
from baseline

Hanauer 1998

Complete remnis-
sion defined as
PPGA score =1 ac-
cording o prede-

fined scale

Composite score
<4 ar 8 weeks or
at  discontinua-
tion according to

predefined scale

Score =0/1, with
at least 1 point
reduction  from
baseline accord-
ing 1o predefined

scale

PGA score
de-
fined as marked

improvement in
symproms

Minimal reduc-
tion of the com-
puosice scote by 5
points

Improved by a
least one cate-

gory

Kam 1996

DAI=0,

Rectal  bleeding
score = 0, Evac-
uation frequency
score =0, physi-
cian overall as-
sessment of dis-
ease
score=0 accord-

severity

Mucosal appear-
ance =0 accord-
ing w Suther-

land

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review)
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ing to Suithrland
sCore

(Consined)

Lee 1996 <f= 3 swools Grade=1 at week Active  inflam- Median score of
per day with no 4 mation score =0 grade 2
blood or at withdrawal at 4 weeks
according to pre- ot withdrawal in
defined scale pa-
tients where the
SCore was greacer
than 0 at en-
tey according to
Rudell
Lemann 1995 Presence Score=0 on pre-  Score=1 on Flo- Reduced score Reduced score

of blood score=0
. and presence
of mucus score
=0/1 on prede-

defined scale

ren scale

hined scale

Malchow 2002 CDAl</= 2 El</ = 2 on Shiftin CAlafrer
on Rachmilewitz  Rachmilewicz 4 weeks
scale

Miner 2006 [DAl</= 2, stool Decrease in DAL

frequency </=1,

rectal

bleeding =0, en-
doscopy=0,
PAD-/=1 on
summation

of Schroeder and

Hanauer scale

by 3 points

Moller 1978

Excel-

lent =full remis-
SIDM rectoscopi-
cally, subjective
normalizarion
according to pre-
defined scale

Excel-

lent =full remis-
sion - rectoscopi-
cally, subjective
normalization
according to pre-
defined scale

Good= normal-
ization of defe-
cation frequency
and or less blood
and mucusin the
stool

Good=marked
improvement
rectoscopically

Mulder 1988

Decrease in clini-
cal acrivity »2 ac-

cording o Van
der Heide

Decrease in en-
doscopic activity
>3 according to
Van der Heide

Decrease in to-
tal score of 8 or
more according
0 Van der Heide

Rectal 5-aminosalicytic acid for induction of remission in ulcerative colitis {Review)
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Table 2. Summary of Endpoint Definition

{Censtinped)

Mulder 1996

Decrease in clin-
ical score of 2
or mote accord-
ing 0 Van der
Heide and Mul-
der

Drecrease in en-
doscopic score of
3 or more ac-
cording 0 Van
der Heide and
Mulder

Decrease in his-
wlogical score of
1 or more ac-
cording to Van
der Heide and
Mulder

Palmer 1981

A pos-
itive change of |
grade : Score of 1
or 2 according to
Wright and Tru-

clove

A pos-
itive change of 1
grade: score of 1
or 2 according o
Wright and Tru-
elove

A pos-
itive change of 1
grade according
to Wright and
Truelove

I'okrotneiks

CDAl</4 associ-

El«/=3 on Rach-

Reductien of at

2000 ated with a de- milewitz least | score from
crease of at least baseline accord-
2 points from ing to Floren
baseline accord-
ing o Rachmile-
witz
Parro-Bianchi Disappear- Elndoscopic Hiscologic Score At least one At least one At least  one
1995 ance of symp- Score=0onTru- =0 on Truclove gradelowercom- gradelowercom- gradelower com-
toms Score =0 eloveand Wins  and Witts pared 1o base- pared to base- pared 10 base-
on Truelove and line. Grading ac- line. Grading ac-  line. Grading ac-
Wit cording to Tru- cording o Tiu- cording to Tru-
clove and Wirts elove and Witts  elove and Wias
and Tuelove and  and Tuelove and  and Truelove and
Richards Richards Richards
Powell-Tuck Score =0 on all Endescopic Histolagy
1986 dlinical variables grade =0 non fri-  grade=0
according able mucosa ac-
to Powell Tuck cording re Pow-
1982 scale ell- Tuck 1982
Prancera 2005 CAl<ef= 2 El </= 2 on Hiswlogy remis- Improvement of

on Rachnlewitz
scale

Rachmilewitz

sion according to
scote of Floren

at least 1 point

on CAl scale

Safdi 1997

Absence of blood
in stools for a
minimwn of 4
days and there-
after until the Ta-
ticnt terminared
the study

Rectal S-aminosaficylic acid for induction of remission in ulcerative colitis (Review)
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Table 2. Summary of Endpoint Definiton {Continied)

Senagore 1992

Recovery but not
defined

Sutherland 1987  According o
predefined scale

Williams 1987 DAl= 0 on pre-

defined scale

Andus 2008 undertook a 6-week single blind randomised mul-
ticenter trial that compared the efficacy and wlerabilicy of 3-ASA
suppositories 1.0 g daily (n = 201} compared to 0.5 g three times
daily (n = 207} in 408 adulr patients with ulcerative proctitis ex-
rending no more chan 15 ¢cm from the anal verge and with dis-
case acavity index (DA} scotes between 3 and 11 {Sutherlind
1987b}, Patients whoe had received oral or rectal 3-ASA within 4
weeks, immunosuppressants wichin 3 months. or corticosteroids
within one month of the baseline assessment were excluded. The
primary endpoint was dinical remission (defined as DAL < 4) ar
the final/withdrawal visit. Secondary endpoints included dlinical
activity index (CAl}. endoscopic and histologic remissien and im-
provement {Sutheriand 1987b) and PGA (Hanauer 1993), The
tates of remission were similar an 1.0 g daily vs. 0.5 g three cimes
daily: (clinical in 84.0% versus 84.7%, endoscopic in 80.1% ver-
sus 85.4% and histologic in 3.09% versus 3.9%). The authors con-
cluded that both trearments were of similar efficacy and well wol-
crated.

Anonymous 1987 reported a randomised double-blind mulei-cen-
tre trial comparing 5-ASA enemas {1 g/day) to prednisolone en-
emas {25 mg/fday} administered for 4 weeks in 123 patients with
mild to moderately active distal UC. Clinical and endoscopic dis-
case acrivity was graded according to Binder 1970, with rreatment
respenses categotized as remission, improvement, o change or
detetioration. The overall response to therapy was detined as the
sum of the clinical and endoscopic effects, wherein a negative ef-
fect on one ourcome could cancel a positive effect on another. Sub-
jects who were asymptomatic at 2 weeks discontinued the study
medication, while the remainder continued on treatment for an-
other 2 weeks. Among 61 subjects randomised to 5-ASA and 62
to prednisolone, 4 were withdrawn for protocol viclation, 2 for
poot compliance and 3 for adverse events. Adverse events were
reported in 13 patients on 5-ASA (3 leading to scudy withdrawal)
compared o 6 on prednisolone, a difference that was not statis-
tically significant. All adverse events were deseribed as minor and
reversible. Twenty seven subjeces discontinued study medication

at 2 weeks because of remission (15 on 5-ASA versus 12 on pred-
nisolone) and 12 subjectsdiscontinued therapy because of worsen-
ing discase, leaving 75 who were wreated for an additional 2 weeks.
Overall, 77% on 5-ASA versus 72% on prednisolone improved
atter 2 weeks (no signiticant difference), but 512 versus 31% en-
ered remission {I' < 0.05). Among the 27 subjeets withdrawn ar
2 wecks because of remission, races of relapse over the subsequent
2 weeks were similar in both arms. Among those whe continued
wearment for an additional 2 weeks, incremencal rates of remission
and improvement were similar in the twoe arms. The authors con-
cluded thar topical 3-ASA is an accepuable alternative to topical
corticosteroid therapy in mild to moderately active distal UC.

Ardizeone 1999 conducted a multi-centre randomised, cross-over
trial comparing 5-ASA foam 2 g twice daily 1o 5-ASA cnema 2 g
twice daily for 3 weeks (Phase 1). If remission was not achieved
by 3 weeks, patients were crossed over ro the other treatment for
a turther 3 wecks (Phase [1). Patients were included if they were
18 to 70 years of age and had endoscopically confirmed proetitis,
proctosigmoidiris or left-sided UC. Mucosal biopsies and stool
cultures were required only for new diagnoses. Subjects were ex-
cluded if they had used glucocorticostercids within one month
or immunosuppressive drugs within 3 months. Ocal 5-ASA was
permicted only if the current Aare had occurred while on oral 5-
ASA and the dose was not changed. Outcome measures included
clinical sympeoms {symptom diary cards), clinical examination,
sigmoidescopy and quality of life. Disease activity was evaluared
according to the Clinical Activity Index (CAI) and Endoscopic
[ndex (ED) of Rachmilewitz 1989, Clinical remission was defined
as €Al < 4 and endoscopic remission as an El scote < 6. An in-
tention-to-treat analysis was used. OF 195 patiencs randomised to
5-ASA enema (n = 98) or 5-ASA foam {n = 97) for Phase 1, 58
completed Phase 11, Twenty five patients withdrew premarurely
(9 in the enensa group and 16 in the foam group. A further 10
partients (2 in the enema group, 8 in the foam group) were lost
to follow-up. There was an imbalance beoween the groups with

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 14
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respect to concomitant oral 5-ASA use (41% enema , 29% foam
) but baseline characreristics were ocherwise similar, Chinical re-
mission in Phase | was achieved by 77% treated with enema ver-
sus 62% treated with foam. Endoscopic remission in Phase [ was
achieved by 70% on cnemas versus 57% on foum. Boch dinical
and endoscopic remission in Phase [ was achieved by 67% and
54%, respectively. In Phase I1, dinical and endoscopic remission
was achieved in 66% of subjecrs who crossed over to the ¢nema
and 70% of those wha crossed over to the foam. No difference
in remission rates achieved statistical significance. Although this
study did not use a non-inferiority design, the authors concluded
that 5-ASA foam and 5-ASA enema were of similar efficacy.

Basilico 1987 randomised 30 patients with mild wo mederate distal
UC to 5-ASA enennas 1.5 g rwice daily {n = 13} or sulphasalazine
cnctnas 1.5 g twice daily (n = 14} for 4 weeks. Parienes had ulcer-
ative proctitis or proctosigmoidits confirmed by sigmoidoscopy
and biscology. Oral 5-ASA maintenance therapy was allowed
continue at hxed dose, but corticosteroids and immunosuppres-
sive agents were prohibited. Clinical, histologic and ¢ndescopic
outcomes were graded on 3-paint scales by blinded evaluarors, Pa-
tiengs were said to be in remission when subjective well-being was
“well”, no blood or mucopus was present in the faeces, and the sig-
moidoscopic appearance was not hemorrhagic. Three patients (2
on 5-ASA and | on sulphasalazine) did not adhere o the protocol
and were excluded from analysis. Patent demographics were sim-
ilar between the rwo groups wich the exception of discase location
{10and 4 patients, respectively, on sulphasalazine had proceitisand
proctosigmoidiris versus 5 and 8, tespectively, on 5-ASA). Among
subjects who completed the trial, remission was achieved in 9 of
13 patients in the 5-ASA group versus 3 of 14 on sulphasalazine.
Neo adverse events occurred. The authors concluded thar the -
ASA enema was superior to the sulphasalazine enema for inducing
remission when given at similar doses, and suggested thae this was
because sulphasaluzine yields a lower effective dose of 5-ASA.

Biunchi-Porro 1995 randomised 52 patients with moderacely ac-
tive UC distal to the splenic flexure. o receive tg $-ASA (n =
27} or 100 mg hydrocortisone enemas (n = 25} for 3 wecks in a
double-dummy design. Sulphasalazine and 5-ASA were continued
at stable doses. Subjects were excluded if they had used steroids
within 4 weeks. Clinical, endoscopic and histalogical activity was
assessed using the criteria of Truelove and Wit (lruclove 1953)
and Truelove and Richards (ltuelove 1956), Renuission was de-
fined as disappcarance of symproms and endoscopic and histolog-
ical signs of disease activity index {grade = 0). Improvemenr was
detined as reduction one or more grade from baseline. The groups
were similar at baseline. No adverse events were reporeed. Clinical,
cndoscopic and histologic improvement was seen in 89%, 74%
and 56% of the 5-ASA group compared to 70%, 56% and 60% of
the hydrocortisone group. The authors noted the unusually high
rate of clinical improvement in the 5-ASA group and condluded
that recral 5-ASA is an acceprable and sate abrernacive o topical

sieroids for treacment of mild ro moderately aceive distal UC.

Biancone 2007 conducted an 8-week randomised mulricenter,
double blind trial comparing 3 mg beclomethasone dipropionate
{BDP} foam {n = 26) or enema {n = 24) to 2 g 5-A5A foam (n =
200 or enema {n = 22) in patients with mild 1o mederate UC. Eli-
gible subjecrs had a baseline IDAI becween 3 and 9 and endoscopic
score or 1 or 2 (Rachmilewirz, 1989), and had not been i remis-
sion for at least 3 monchs. Histology was graded according, toTeu-
clove and Richards {Truclove 1956}, Corticosterotds {topical, oral,
parenteral), immunosuppressants, and topical sulphasalazine or 5-
ASA were not allowed. However, oral sulphasalazine and 5-ASA
were continued in patients who had relapsed on maintenance rreat-
ment. The primary end point was remission at 4 weeks defined as
DAL < 3. Secondary endpoints included remission at 8 weeks and
response (defined as a reduction in DAI of at least 1 point). Rates
of temission did not differ significandy beoween BDI* and 5-ASA
(24% versus 28% ar 4 weeks and 36% versus 52% ar 8 weeks).
DAl dropped significancly from baseline ar 4 and 8 weeks on both
BIDP and 5-ASA. Response rates were also similar in both groups
at both time points. Adverse events were reported in 33% of pa-
tients on BDD versus 25%6 on 5-ASA. Treatment was discontinued
in 6.04 on BDD versus 7.5% on 5-A5A. The authors concluded
that rectal BDD and rectal 5-ASA had comparable tolerability and
efficacy in the reatment of mild 1o moderate UC.

Canpieri 1984 conducted a randomised. double-blind clinical
trial comparing 4-ASA enemas (2 gfday: n = 31) to 5-ASA enemas
(2 gfday; n = 32} in 63 patients with mild to moderately acrive
distal UC. Discase activity was evaluated before and after a 15-
day treaement period, using clinical, sigmoidoscopic and histo-
logic criteria. Clinical and hiswological grading was hased on Tru-
clove and Wiets (Truclove 1955) and sigmoidoscopy grading was
based on Trucleve and Richards (lruclove 1956). Disease could
not extend beyond the splenic Aexure on either endoscopy or bar-
ium enerma. Randomization was seratified by use and non-usage of
Salazopyrin 2 gfday maintenance therapy- which was continued.
Baseline characteristics were similat berween the groups. No drop-
outs or adverse events were observed. Clinical improvement was
cxpericnced by 77% of 4-ASA patients compared 10 81% of 5-
ASA patients. Sigmoidoscopic improvement occurred in 77% and
789%, and histological improvement occurred in 4{% and 46% of
4-ASA and 5-ASA patiems, respeciively. Although a non-inferiot-
ity design was not used, the authors concluded thac both recral 4-
ASA and recral 5-ASA are effective for discal UC.

Campicri 1988 randomised 39 subjects with mild to moderately
active distal UC to 2 g 5-A5A enemas once daily or 1 g 3-A5A sup-
positories twice daily for | month. Discase cxtent was confirmed
between 10 ¢m and 20 cm from che anal verge ar sigmoidoscopy.
Sulphasalazine was conrinued in patients on maintenance therapy.
Clinical, sigmoidoscopic and hisrologic responses were defined by
one-point reductions in the corresponding Truelove and Richards
scote { Truelove 1956). Clinical remission required subjects to be
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symptom free. Sigmoidoscopic remission was defined as repaired
tectal mucesa and histologic remission was dehined as the absence
of inflammation. Pracicality and wlerability were also scored by
subjects. Among 20 paticnts randomised to enemas and 19 ran-
domised to suppositories, baseline characreristics were similar wich
the exception of gender (25% female on enemas versus 63% on
suppositories). No drop-outs or adverse events were reported. At
4 weeks, outcomes on enemas versus suppositorics were 90% ver-
sus 85% for clinical improvement, 80% versus 73% for dinical
remission, 85% versus 85% for endoscopic improvement, and
65% versus 70% for endoscopic remission, 80% versus 80% for
histologic improvement, and 43% versus 60% for histologic re-
mission. None of these comparisons was significant. Both enemas
and suppositorics were well rolerated but most patients preferred
suppositories. The auchors concluded that 5-ASA enemas and 5-
ASA supposirories are of similar efficacy for trearment of ulcerarive

procitis,

Campicri 1990 reported a muld-centre double-blind seudy com-
paring 5-ASA suppositoties at total daily doses of 1 g (n = 32)
and 1.5 g (n = 31) to placebo (n = 31) for 4 weeks in subjects
with mild to moderatcly active ulcerative proctosigmoiditis. Dis-
ease margin extended no more than 20cm from the anal verge.
Oral 5-ASA and sulphasalazine were continued ar stable dose bue
steroids were not permitted within 7 days of enrolment. Clinical
remission was defined as the absence of symptoms with no more
than two bowel movements per day and no blood. Clinical im-
provement was defined as any other decrease in symprom scores.
Endoscopic and histologic remissions were defined as one point
reductions in the Baron 1964 and Truelove and Richards scales
(Truelove 1956}, respectively. Analysis followed an intention-to-
treat principle. Baseline characreristics were similar excepe for gen-
der (58% female on 1.5 g 5-ASA versus 25% on | g 3-ASA and
32% on placebo). Eleven patients did nor complete the trial (2
on 5-ASA 1.5 g/duy and @ on placebo}, mostly for non-compli-
ance or worsening of symptoms. At week 4, clinical remission was
observed in 39% on placeho versus 69% on 5-ASA 1 g/day and
74% on 5-ASA L.5gfday (P < 0.01 for 5-ASA versus placebo bue
no significant difference berween 5-ASA doses). Similarly, endo-
scopic rerission was ohserved in 23% on placebo versus 55% on
1 g 5-ASA and 59% on 1.5 g 5-ASA. Histologic remission was
attained in 6% on placebo versus 10% on | g 5-ASA and 16% on
1.5 g 5-ASA. Few advetse events were documented, The auchors
concluded that 5-ASA suppositorics are effective for mild to mod-
erately active ulcerative proctosigmoiditis, bur that no dose effect
CDUId be cunﬁrmed.

Campieri 19914 reported a double-blind placebo-conerolled study
comparing sucralfare 10 g (n = 18) versus S-ASA 2 g (n = 18)
and placebo {n = 14} as 100 mil fiquid enemas in patients with
mild o moderately active UC with proximal disease margin con-
firmed by endoscopy to extend no furcher than the splenic Hexure.
Sulphasalazine was continued if ar a stable dose for ar least one

month prior to enrolment, but steroids were not permitted. Clin-
ical, endoscopic and histological activiey was assessed using Tru-
elove and Richards™ criteria (ruclove 1936), with improvement
defined as a one-point reduction in each score. Baseline character-
istics of the three treatment groups were similar. Clinical improve-
ment was reported in 22% on sucralfate, 94% on 5-ASA and 14%
on placebo. Endoscopic improvement was seen in 22%, 88% and
14%, respeciively. Histology improved in {7%, 83% and 7%, re-
spectively, All outcomes with 5-ASA were significantly bereer than
those with sucralfate and placcebo, but sucralfare showed no benefic
over placebo. The authors coneluded that 3-ASA cnemas, but not
sucralfate enemas, are effective for distal UC.

Campicri 1993 reporied a randomised investigator-blind trial
comparing 5-ASA foam 1o 5-ASA enema for three weeks in pa-
tients with a inild 1o moderate relapse of distal UC extending
more than 15 cm from the anal verge. Subjects were excluded if
the flare had lasted longer than two weeks, if they were already
receiving recral 5-ASA, or if they had received steroids for more
than seven days. The dose of study medication was adjusted to dis-
case activity; subjects with mild disease (n = 117) received 2 g/day
while these with moderate disease {n = 116) received 4 g/day. Oral
sulphasalazine and 5-ASA were conrinued at stable doses. Clini-
cat disease activity was assessed by the investigaror as remission,
improved, unchanged and worsened. Endoscopic appearance and
grading was assessed using modified Baron 1964 criveria, and his-
tology was rared according to Truelove and Richards {Truclove
1956). Baseline characteristics were similar in both arms in both
disease activity straca. In the mild disease strarum, clinical remis-
sion was seen in 54% of foam paticnts compared to 31% of en-
ema patients at 10 days, and in §3% versus 74% sespectively at 3
weeks. This difference was seatistically significant at 10 days buc
not at 3 weeks. At 3 weeks, endoscopic remission was achieved by
65% and 56%, and histological remission was achieved by 40%
and 41% of foam and enema patients respectively. A total of &
subjects dropped out or were lost to foilow-up. In the moderare
disease activiey seeatum, clinical remission on foam versus enema
was seen in 63% versus 52% at 3 weeks. Endoscopic remission
was achieved by 38% and 34%, und histological remission was
achicved by 28% and 20%, of foam and encma patients, respec-
tively. A total of 11 parients dropped our of the study, The authors
concluded that no significant difference was seen overall between
foam and enemas, bur chat numeric trends favoured foam and that
foam induced response more rapidly in patients with mild disease.

Campicri 1990 reported a randomised double-blind placebo-
controlled study of 5-ASA suppositories 1.5 g/day for one month
in 62 patients with mild o moderately active UC extending
less than 20 ¢ from the anal verge ac sigmoidoscopy. Oral sul-
phasalazine was conunued ac a stable dose, but corticosteroids
were not permitted. Clinical, endoscopic and histological activity
was assessed after 15 days and 1 month according 1o Truelove and
Richards {Truelove 19567, with itnprovement defned as a4 one-
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point reduction in cach score. Clinical remission was dehined as
a com Plete diﬁi‘l}]]f_‘&]r&]nfe DFS}"ITI p[ams, elldoﬂcﬂpif rL'I'I'I]I!i!i]IO['l s
repaired mucosa and histologic remission as the absence of active
inflammation on biapsy. Baseline characteristics in both arms were
similar. At 30 days. clinical remission was achieved by 56% of 5-
ASA patients compared o 7% of placebo padents. Endoscopic
vernission was achieved by 41% versus 7%, and histological re-
mission by 28% versus 3%. Mo adverse effects or drop outs were
reported. For all endpoints, 3-ASA suppositories were significantly
superior to placebo (P < 0.01). The authors confirmed that 3-ASA
suppositories should be the first-line treatment for patients wich
mild to moderately active ulcerative proctias.

Campieri 1991b reporied a randomised double-blind dose-re-
sponse trial comparing 5-ASA ecnemas (1 g, 2 gand 4 g} ro placebe
for 4 weeks in 113 padents with mild to moderately active UC
distal to the splenic flexure at endoscopy. Patients were stratified
by use of sulphasalazine. Clinical, endoscopic and histologic ac-
tivity was assessed according to Truclove and Richards (Truelove
195G), with improvement in each category defined as a one point
reduction from baseline. Clinical remission was defined as com-
plete resolucion of acute symproms. Endoscopic remission was de-
scribed as repaired mucosa wirh a visible vascular patrern, wnd his-
tologic remission as the absence of active infammation. Twenry
seven patients were randomised to the 1 g 5-ASA group. 300 2 g
5-ASA, 2910 4 g 5-A5A and 27 to placebo. Baseline characieristics
of the treatment groups were similar, no drop outs occurred and
I patient in each group reported a minor adverse event. Clinical
renission was noted ac 30 days in 85% of subjects on 1 g 3-ASA,
83% on 2 g 3-ASA, 86% on 4 g 5-ASA and 41% on placebo. En-
doscopic improvement or remission was achieved in 74%, 73%,
79% and 30% respecrively. Hisrologic improvement or remission
was achieved in 63%, 70%. 76% and 15%. There were no sta-
wstically significant differences among the 5-ASA ereatment arms,
bur all curcoines for 5-ASA patients were supetiot to placebo. The
authors concluded that topical 5-ASA is effective for creatment of
distal UC, but thac its efficacy is not dose-dependent. Accordingly,
the lowest dose was advocated as hrst-line therapy.

Cortot 2008 reported a randomised controlled investigator blind
non-inferiority trial comparing 5-ASA foam enemas () g/ 80
ml/day) to liquid enemas (1 g/100 mltday) for 4 weeks in 393
patients with mild o moderate left sided active UC distal to the
splenic flexure by colonoscopy ot endoscopy. Tatients were strat-
ified according o disease extent; first seratum included patients
with procticis and procrosigmoiditis and second siratum included
patients wich disease extension from 60 cm to to splenic Rexure.
Patients on a stable otal dose of 5-ASA maintenance treatment for
ar least one month ot stable dose of azathioprine or methotrex-
ate for at lease six months prior to srudy were included. Clinical
and endoscopic activity was assessed according to Rachmilewit:
1989 with clinical remission defined by a CAl score of < 2 and
endoscopic remission by El scote of < 4. One hundred and ninety

one patienis were randomised co receive foam enema and 184 o
liquid enema. Baseline characteristics of the treatment groups were
similar but there were more men than women in the foam group.
Fifty-two patients in the foam group and 59 partients in the liguid
enemy group reported minor adverse effects{AE) with gastroin-
testinal disorders as the maost frequently reporied AE. At 4 weeks
clinical remission was noted in 66.7% of patents in the foam
group compared 1o 70.5% in the liquid encma group. Endoscopic
remission was achicved in 64.2% patients in the foam group and
72.7% in the liquid enema. In sccondary analysis, chinical remis-
sion was achieved ar 2 weeks in 48.1%% of padents receiving
foam cnema to 30.6% in the liquid enema group. The authors
concluded thar 5-ASA mesalamine foam provides a therapeutic
alwrnative w liquid enema in mild to moderately active left sided
UC. Non-inferiority of the foam enema was achiceved ar 2 and 4
weeks in the ITT population and ar 2 weeks in the PP analysis.

Fliukim 2007 conducred a randomised multicenter trial compar-
ing low volume 5-ASA foam (1 g/30 ml) e high volume 5-ASA
toam (1 g/60 ml}) in 330 patients with distal UC. Eligible patiencs
had baseline CAl > 4 and endoscopy index (E1) » 4 (Rachmilewirz
1989). Histology was graded according to Riley 1991, Patients
whe had received steroids within one month or immunosuppres-
sants within three months prior to entry, and those who had e-
lapsed on oral sulphasalazine, oral 5-ASA > 2 g/day or recral 3-
ASA > 1 glday were excluded. All oral and receal treatments for
UC were stopped at baseline. The primary objective was clinical
remission at the final visit, defined as CAI < 4. Secondary end-
points included clinical improvement based on CAI, DAl and EL.
Clinical remission raves ar 6 weeks were 77% on low-volume foam
(n = 163} and 77% on high-volume feam {n = 167). The percent-
ages of parients experiencing adverse evenes were similar in both
groups: 31% versus 29% for mild evenes and 10% versus 119% for
moderate events on low- versus high-volume foam. The authors
concluded that low-volume 5-ASA foam is as effecrive as high-
volume foamn in the rreatment of UC, bur that the low-volume
foam might offer the advantage of improved compliance.

Farup 1995 reporeed a 4-week randomised trial comparing 5-ASA
suppositorics (500 mg bid) to hydrocortisone foam (178 myg bid}
in 79 patients with mild to moderately active distal UC. Random-
ization was stratificd by disease extent {proctitis versus proctosig-
maiditis). For entry, the proximal disease margin had ro exiend
no furcher than the splenic fexure, with a disease activicy index
(I2AD) score greawer than 6. Oral 5-ASA and sulphasatazine were
continued ac seable doses. The DAL was defined as the sum of
the CAl and EAL The CAl scored stool frequency, stool consis-
tency, presence of blood, abdeminal pain, rectal urgency and a
physician rating of discase activity. The EAI scored mucosal gran-
nlarity, vascular pareern. friabilicy and damage {exudare, erosions
and uleers). Histology was graded using modified Fricdman 1986
criteria. Remission was defined as a DAT less chan 2, Improve-
ment was defined as a 1Al greater than 2 but lower than the
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baseline score. Non-responders had no change or worsening of
the DAL score. Subjects who were in remission or non-responders
at 2 weeks were withdrawn from the study, while the remainder
completed a 4-weck rearment course. Baseline demographics of
the 3-ASA group {(n = 41) and the hydrocortisone group (n = 38)
were similar. Six patients in cach group reporied adverse events
but all complered the trial. Twenty seven subjects were withdrawn
after 2 weeks (17 for remission and 10 for non-responsel, while
52 completed 4 weeks of treavment. Compliance was adequare (>
80%). The 5-ASA suppositary was better tolerated chan the hy-
drocortisone foam. Remission races at 2 and 4 weeks were 27%
and 16% for 5-ASA suppositories compared 0 42% and 34% for
hydrocortisone foam (differences noc significant). Response rates
were higher among patients with proctitis than among, those with
proctosigmotditis. There was a nen-significant trend toward bet-
wer histologic improvement with 5-ASA suppositories at 2 and 4
weeks {70% and 78% versus 50% and 619%). Subjects on 5-ASA
suppositories had a greater mean increase in DAL than those on
hydrocortisone foam, which was atrributed to better efficacy in
the subgroup with proetitis. The authors conduded that, although
both 5-ASA suppositories and hydrocortisone foam are effective
for distal UC, 5-ASA suppesitories should be the first choice in
paticnts with proctitis due to bereer efficacy, favourable satery and
good tolerabilicy.

Fricdman 1986 reported a small tandomised double-blind crial
comparing $-ASA enemas (4 giday) to hydrocordsonc enemas in
18 patients with UC who had not responded 1o 3 weeks of hydro-
cottisone enemnas. The proximal discase margin was bebween S cm
and 60 em from the anal verge at endoscopy. Systemic steroids or
immunosuppressants were allowed if adrministered at stable dose
for one month before study enery. Endoscopy was graded as nor-
mal, erythema, friability, spontancous bleeding or exudates and
ulceration. The CAl assessed stool frequency and the proportion
of stools with watery consistency or blood. A change of 1 point in
the CAl was determined 1o be clinically significant, Histology was
graded as normal, chrenic inlammacery infiliration of the lamina
propria with no acute inflammarion and or no mild architecrural
distortion, mild crypritis with acute inflammarory cell infiltrate
and crypt abscesses of extensive crypt injury with abscesses and
ulceration, There were no significant differences in baseline char-
acteristics. Compliance was greater than 90%, according o symp-
tom diaries and empty medication containers. After 3 weeks 78%
of subjects on 3-ASA versus 22% on hydrocortisone expericnced
clinical improvement. Both endoscopic and histologic scores im-
proved in 67% on 5-ASA versus 22% on hydrocortisone. No ad-
verse evenis wete reported. Patients randomised ro hydrocorrisone
were offered a further 3 weeks of open-label 5-ASA enemas, and
4 of & patients experienced clinical improvement, The authors
concluded thar 5-ASA enemas are effective in patients with distal
UL not responding to hydrocortisone encmas (with or without
sulphasalazine},

Crioncheti 1997 reported a randomised trial comparing once daily
1 g 5-ASA suppositories to twice daily 500 mg 5-ASA supposito-
rics for 4 weeks in 50 patients with active UC excending no more
than 20 ¢m from the anal verge as confirmed by endoscopy and
histology. Participants were required o have a baseline DALscore »
3 and were excluded if they had previously failed ropical 5-A54 or
had raken any recral therapy within 14 days. Immunosuppressive
therapy was discontinued for 3 months and steroids for 2 wecks
before study entry. Oral sulphasalazine or 5-ASA at a stable dose
for 4 weeks was continued. The erial was only investigator-blind,
due ro differences in dose frequency and suppository size berween
the two groups. Clinical and endoscopic outcomes were assessed
using the DAL and physicians global assessment {PGA) wich clini-
cal remission defined asa DAL of 0. The clinical cornponent of the
DAIT assessed stool frequency and tectal bleeding. The endoscopic
vomponent was graded as normal, mild {erythema, decreased vas-
cular pattern, mild friability), moderate {(marked erythema, ab-
sent vascular pattern, friability, etosions) or severe (spontaneous
bleeding, ulceration). Histology was assessed using Truelove and
Richards critetia{ lruclove 1956) with remission dehned asa score
of 1. Twenty five patients received 5-ASA 1 g once daily and 25
patients reccived 5-ASA 500 mg ewice daily. The nwo groups had
similar demographic characteristics at study entry and all subjects
completed the 4 week trial. After 2 weeks, those in the 1 g group
demonstrated a greater reduction in physician global assessment
(PGA) and DAl scores, and were mote likely to he in remission.
These differences did not persist at 4 weeks. The proportion of
patients in cach group who reached clinical, endoscopic ot his-
tological remission was not statistically different {84%, 80% and
52% in the 1 g group compared o 76%, 72% and 48% in the
K mg group, respectively). No significant adverse events were
reported in either group but the | g suppository was better tol-
etated. The authors concluded char 1 g suppositories once daily
induced faster improvement and remission than 500 mg suppos-
itories ewice daily.

Gionchettr 1998 compared oral 5-ASA (800 mg TID) o 5-ASA
suppositories (400 mg TID) for 4 weeks in 38 padents wich UC
extending less than 15¢m from the anal verge ar endoscopy and
DAl > 3 in an investigator-blind randomised trial, Patients who
had previously failed 3-ASA or who were taking 5-ASA or oral sul-
phasalazine at baseline were excluded. Immunosuppressive agents
had tu be discontinued for 3 menths and corticostetoids for 2
weeks before enory. Clinical and endoscopic activity was assessed
using Sutherland 19870 criteria at Weeks 0, 2 and 4 with remis-
sion defined as a DAl sub-scale score of 0. Histology was assessed
using Truelove and Richards™ eriteria (Troclove 1956) with remis-
sion defined as a score of 1. The trearment groups had similar
demographic characteristics and all subjects completed the trial.
At 4 weeks the mean DAL was significantly lower on 5-ASA sup-
positorics (1.48 versus 3.48, P < 0.001). Rawes of clinical, endo-
scopic and histologic remission were 89.6%, 72.4% and 62% on
suppositories versus 41.4%, 34.5% and 17.2% on oral 5-ASA (P
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< 0L01}. No suppository paticnts compared 10 6 oral 3-A5A pa-
tienes reported adverse events (headache, abdominal puin, nauseal.
There were no serious adverse events. The authots concluded that
5-ASA suppositorics should be considered first-line treatment for
patients with active distal UC.

Gioncheni 1999 reported a randomised, investgator blind, mul-
ticenter trial comparing 5-ASA gel enema 2 g/day (n = 30) 10 $-
ASA toam enema 2 gfday (n = 53) in with mild to moderaccly
active distal UC with DAL ac least 3. Padents who had Hared
while receiving recral steroids or 5-ASA or who had taken oral
stetoids of immunosuppressives within 3 months were excluded.
Those on oral 5-ASA could continue at a stable dose throughout
the study. Primary endpeints were clinical, endoscopic and histo-
logic improvernent and remission. Endoscopy was assessed vsing
the Baron 1964 score. Clinical ot endoscopic improvement was
defined by a | point improvement in the appropriace DAL sub-
scale and remission as a sub-scale score of 0. Histologic response
was assessed using the criteria of Truelove and Richards (Truclove
1956) with remission defined as a score of 1 and improvement as
a decrease of a1 point from baseline. Only a per protocol anal-
ysis was reported. Treatment groups had sinilar baseline charac-
teristics, A total of 7 patients were excluded from the dinical and
endoscopic analysis {1 in the gel group for protocol violadon, 6
in the foam group: 1 nonwompliance, 3 protocol violation. 2 losc
to follow up), leaving 96 subjects. An additional 11 patients wete
excluded from analysis of histologic outcomes (8 on gel and 3 on
foam) because of histologic remission at study entry. Five patients
in the foam group withdrew due to lack of improvement or puor
compliance, but were induded in the [TT analysis. At 4 wecks,
clinical, endoscopic and histologic improvement was achieved by
18%, 37% and 45% in the gel group compared o 19%. 34%
and 50% in the foam group. At 4 weeks clinical, endoscopic and
histologic remission was achieved by 76%, 51% and 30% in the
gel group, versus 69%, 52% and 30% in the foam group. There
was no significant difference beeween the treatment groups. Mean
DAI scores fell significantly in both groups, but there was no dif-
ference benween the groups. There was no difference in safery be-
tween the two groups. but the gel cnema was better tolerated. The
authors concluded thar 5-ASA pel enema is at least as effecrive as
5-ASA foam and may be beteer colerated

Ginnchetd 2003 randomised patients with active diseal UC (DA
3 1o 10) to receive 3-ASA 1 g encmas {n = 106) or beclometha-
sone dipropionate (BDP) 3 mg encmas {n = 111} for 6 weeks.
The study was investigator-blind. The primary outcome was the
Sutherland 19872 DAL with improvernent defined as o decrease
of 3 points and remission as a score of 0. Sulphasalazine and oral
5-ASA were continued if their dose had been stable tor 6 weeks.
Patients on steroids or immunosuppressive agents were excluded.
Demographic characteristics of the two groups were similir. There
were a rotal of 34 withdrawals {18 BDP and 16 5-ASA) and 32
adverse events (15 in BDP and 17 in 5-ASA), with only one se-

rious event in the BT group that was judged not 1o be relared
to the study drug. DAL significandy decreased in both groups.,
Raees of dinical improvement and remission were 37% and 30%
for BD)D patients compared to 49% and 25% for 5-ASA patients
{differences not statistically significant). The authers concluded
that bath BDP and 5-ASA enemas improve disease activiey and
are well rolerated.

Hatawer 1998 randomised 287 patients with mild to moderarely
active UC extending less than 30 cm from the anal verge to 5-
ASA enemas (1 g, 2 g or 4 g daily) or placebo enemas for 8 weeks.
Patients were excluded if they had 1aken steroids or 5-ASA within
7 days or immunosuppressives within 90 days of entry. Qutcomes
were assessed at {1, 1, 4 and 8 weeks. Patients rated their symptoms
on a visual analog scale. A blinded physician provided a global
assesstment (PGA), with improvement defined as a scote of 1 or
2. Endoscopic response was assessed in the most severe segment
between 5 and 13cm from the anal vetge using a 15-point scale
comprising crythema, friability, granulariry/ulceration, mucopus
and vascularity. Endoscopic improvement was defined as a 5-point
reduction in the score and remission as a score < 4. Histology was
graded as normal (scote 0), inactive (score 1), low-grade activiry
{score 2) ot high-grade activity (scote 3). Histologic improvement
was defined as a 1-poine decrease and remission as a score of 0 or
I with a 1-point decrease. Clinical remission required a PGA of
I with endoscopic score < 4 and histelogic score 0 or 1 with a 1-
point decrease from baseline. Analysis was by intention to treat.
All groups were similar with respecr to baseline characreristics.
Adverse events were cqual amongst all groups, bue there were sig-
nificantly more dropouts in the placebo group due to “treatment
failure.” Clinical improvement was achieved by 27%, 67%, 65%
and 75% on placebo {n = 70), 1 g 5-ASA (n = 73), 2 £ 5-ASA
{n=71) and 4 g 5-A5A (n = 73) groups respectively. Clinical re-
mission was acained by 14%, 47%, 49% and 44%, respectively.
Sigmoidoscopic emission was atrained by 24%, 599, 65% and
662, and histologic remission was achieved by 16%, 429%, 49%
and 55%, tespectively. All ourcomes were significantly beuer for
5-ASA compared to placebo, but there was no 5-ASA dose re-
sponsc. The authors concluded that 5-ASA enemas were superior
w placebo for inducing clinical, endoscopic and histological im-
provement and remission in mild w0 moderately active distal UC.

Kam 1996 conducted a randomised, double-blind double-dummy
study comparing 4 g 3-ASA enema to oral sulphasalazine 1 g qid
administered for 6 weeks in 37 patients with acuive UC extending
5 to 50 cm from the anal verge and DAL 4 to 9. Patients were
excluded if they had had prior bowel resections. diverticulitis, or
5-ASA failure. Oral steroids could be continued if patients had
been treated for ac lease 4 weeks and the dose remained less than
15 mg prednisolone throughour the trial. Immunosuppressives
were alsa continued if they had been used for ac least 90 days
before study entry and remained ac stable doses. The Sutherland
DAl Suthedand 19874, a 7-poine dinical global improvement
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(CGI) seale and a 7-poine patient global improvement (PG scale
were used to assess response. Complete remission was defined as
a DAL of O, recral bleeding scote €, evacoation frequency score
0. mucosal appearance score 0 and PG score (1 Demopraphic
characreristics were similar on 5-ASA {n = 19} and sulphasalazine
{n = 18); 84% on 5-ASA and 72% on sulphasalazine completed
the trial. There was 1 patient lose to follow up and 1 paticnt in
protocol violation in the 5-ASA group. In the sulphasalazine group
3 patients had adverse events (all minor) leading to withdrawal and
Zwere lose co follow up. In toral, 8 padents on 5-ASA compared to
15 on sulphasalazine expericnced minor adverse events (1 = .02,
and 3 patients on sulphasalazine group withdrew from due o
adverse events. At 6 weeks, both groups had a signiticant decrease
in the mean DAL score {P < 0.001), although the groups did
not ditfer. CGI scotes also improved in both groups but did not
differ berween groups. The 3-ASA group had significantly berter
PGI scores than the sulphasalazine group, Complete remission was
achieved by 21% on 5-ASA compared 10 22% on sulphasalazine.
The authors concluded thar rectal 5-AS5A was as effective as oral
sulphasalazine for treating active distal UC with rapid onset and
good safery.

Tee 1996 compared 2 g 5-ASA foam to 20 myg prednisolone foam
for 4 weeks in 293 patients with nild to mederately active UC
distal ro the splenic Aexure in a randomised, investigator blind
trial at 39 centres in the Unired Kingdom. Oral steroids, recal
steroids or rectal 3-ASA were not permiticd within one menth of
the trial. bur oral sulphasalazine was permicted at a stable dose.
Symptom diaries were completed ar 2 and 4 weeks, and endoscopy
was performed at 4 weeks. Clinical remission was dehned as 3 or
fewer stools per day with no blood. The endoscopic appearance
was graded as normal {including minor abnormalities in the vas-
cular pattern), abnormal with loss of vascularity and granularity
but no friability, or abnormal with visible bleeding and/or ulcera-
tion. Histologic grading was graded according to Rudcll 1986 and
remission was defined as a score of © if the enury score was greater
than 0. Paticnts on 5-ASA (n = 149) and predaisolone (n = 146)
wete well matched with respect 10 sociodemographic characreris-
ties. Clinical remission was achieved by 52% of 5-ASA patients
compared te 31% of prednisolone parients (P < 0.001). 5-ASA
and prednisolone did not differ for endoscopic (40% versus 319%)
or histologic remission (27% versus 21%4). Adverse events were
uncommon in bath groups. The authors concluded that 5-ASA
foam enemas were associated wich higher clinical remission rates
than prednisolone foam enemas, and hypothesized that longer fol-
low up might have demonstrated differences in endoscopic and
hisrological remission.

Lemann 1995 conducred a 4 week randomised, investigaror
blinded comparison of budesonide enemas {2.3 mg} with 5-ASA
enemas (1 g) in 97 patients with UC distal to the splenic Hexure ac
endoscopy. (ral 5-A5A was continued i at stable dose for 2 weeks
before study entry. Patients who had received steroids (oral or rec-

tal} within one month or who had previously failed 5-ASA were
excluded. Endoscopic appeatance was classified as: nermal (score
(% granularity, edema and loss of vascularity (score 1); hyperemia,
friabiliey and petechiae {score 2) or ulceration {score 33, Endo-
scopic remission was defined as a score of 4, and improvement as
any reduction from baseline. Histology was assessed according 1o
Haoren 1987 on a 5-poinc scale, with remission defined as a score
of 1and improvementas any reduction from baseline. Clinical pa-
rameters {stool frequency and rectal bleeding) were assessed as sec-
ondary outcomes. Remission was defined as no blood and litde or
no mucus per rectum. The budesonide group (n = 48) and 5-ASA
group {n = 49) were well matched with respect ro demographic
characteristics. Nine patients in each group were excluded from
che per protocol analysis for protocol violation {7 on budesonide,
6 on 5-ASA) or loss 1o follow-up (2 on budesenide, 3 on 5-ASA).
There was | serious advetse event in cach group, judged not to
be refated to the study drug. There was no statistically significant
difference berween budesonide and 5-ASA in rates of endoscopic
improvement {76% versus 81%), endoscopie remission {13% ver-
sus 13%), hisologic improvement {63% versus 67U} or histologic
remission {12% versus 20%). Although there was no difference
in clinical improvement, clinical remission was achieved by 38%
of budesonide patients compared to 60% of 3-A5A patients (P =
0.03). The authors reported that 2 mg budesonide enemas were a
good alternative ro recral 5-ASA in patients with active distal UC.

Malchow 2002 compared 2 g 5-ASA Mesalazine foam to 4 g 5-
ASA liquid enema in patients with UC distal to the splenic flex-
ure but ar least {2 cm from the anal verge with clinical activity
index (CAl) > 4 in a randomised, investigator blind trial. Pacients
were excluded if they were presenting with their first flare or had
received immunosuppressants or antibiortics for UC, Oral 5-ASA
was continued if at stable dose for at least 4 weeks. Clinical and
endoscopic assessment were according to Rachmilewirz 1989, The
primary endpoint was clinical remission ar 2 or 4 weeks, defined
as a CAl < 2. Other outcomes included clinical improvement {de-
fined as a shift in CAl afrer 4 wecks} and endoscopic remission
defined as EI < 2), histologic change and quality of life (1IBDQ).
OFf 400 paticnts screened, 266 were suitable and randornised, 133
in cach group (2 patients randemised to liquid enema were not
treated due to safery concerns). Treatment groups did not differ,
excepr that oral 5-ASA was used by more subjects in the foam
group {48.6% versus 43.2%). Tolerability was similar. Adverse
events were more common in the foam group. Of those fudged not
to be minor (3 on foam, 1 on liguid), none was fatal or related 1o
study medication. Afeer 4 wecks, 65% on foam compared to 70%
on liquid enema achieved clinical remission and &6% compared
to 93% achieved clinical improvement. Endoscopic remission was
attaitied by 38% in both groups. Histelogic remission was scen in
46% on foam compared to 50% on liquid encrnas, Qualify of life
scores were slighdy higher in the foam group, but no significance
test was reported. The authors concluded char 2 g 5-ASA feam
enema is an eftective, safe and tolerable rreatment for active distal
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UC, and is equivalent to § g 5-ASA tiquid enema.

Miner 2006 compared enemas tontaining 120 mg {n = 53) or
240 mg {(n = 50} of the antisense oligonucleotide alicaforsen to 5-
ASA 4g (n = 54) enemas in 159 pacients with mild to moderacely
acrive UC extending no mote than 50 cm from the anal verge in
a randormised, double-blind wial for 6 weeks. Clinical and endo-
scopic severicy was the summation of DAI index scores according
Hanauer 1993 and Schirocduer 1987 Eligible pariencs had a DAL of
4 to 10. Oral 5-ASA and purine anti-metabolites were continued
at stable dose, but corticosteroids and other immunosuppressants
were not permitted. The primary end point was change in DA
at week 6. Secondary end points included change in DAI ac other
time points up o week 94, and races of clinical improvement, clin-
ical remission (DAL < 2, stool frequency <1, rectal bleeding = 0,
endoscopy = 0, PAD = 1} and clinical relapse. At week & the mean
percentage reduction in DAT was 40%. 41% and 50% on 120
mg alicaforsen, 240 mg alicaforsen and 5-ASA respectively {differ-
ences not statistically significant). At Week 15 a dose-response was
observed with DAI decreases of 43% in the 240 myg alicoforsen
group compared to 17% in the 120 mg alicaforsen group. There
were a total of 306 adverse events (76 on alicaforsen 240 my, 113
on alicaforsen 120 mg, 117 on 5-A5A}, of which 17 wete serious
but not drug-related. The auchors concluded thar rectal alicaforsen
was effective for rreatment of distal UC and demonstrates a dose
response relationship, bur was not superior to recral 5-ASA.

Molier 1978 randomised 30 patients with biopsy-confirmed UC
extending no more than 15 cm from the anal verge w receive
either 3 ¢ sulphasalazine enema (n = 16) or placebo enema (n =
14} every night for 2 weeks. No other medications were permiried.
Clinical assessments and proctoscopies were performed at | and
2 weeks with inflammation graded on a predefined 3 grade scale.
Treatment response was defined as: Excellent

{fult endoscopic remission with normalized symptomsh good
{marked endoscopic improvement with normalized symproms
and/for less blood/mucus in the stool}; and none {no endoscopic or
sympromaric improvement}. Demographic characteristics of the
two groups were similar and only 1 patient {on placebo) withdrew
due to lack of improvement. No adverse eftects were repotred. Due
to the small sample size the outcomes “Good™ and "Nonc” were
grouped rogether for statistical analysis when compared to the out-
come “Excellent.” Ar 2 weeks, 75% and 81% of sulphasalazine
patiencs experienced “excellent” endoscopic and sympromatic re-
sponses, compared to 21% and 14% of placcbo patiencs. These
differences were statistically significant. The authors concluded
thar sulphasalazine enema was a useful shore term rreatment in
uleerative procritis and can be used when oral therapy is not wl-
eraced.

Mulder 1988 compared 3 g 5-ASA enemas to 30 mg prednisolone
enctmas in 29 panents with active UC wichin 20 cm of the anal
verge. Sulphasalazine was continued at stable dose but no other

medications were permitted, including steroids within one month
of enrolment. Patiencs were randomised 1o 5-ASA (n= 15 or pred-
nisolone (n = 14) enemas (40 ml) for 28 days, with improvement as
the primary outcome. Clinical, endoscopic and hisrologic acrivity
was assessed blindly using a predefined grading system according
to Van der Heide 1988 an study enery and 28 days. Decreases of »
3 in endoscopic score, > 2 in dlinical score and > 8 in hiscological
score, were considered an improvernent, The 2 groups were sim-
ilar with respecr 1o age, sex, discase duration and sulphasalazine
therapy. Clinical, endoscopic and histological improvement was
achicved by 73%, 73% and 73% a1 28 days on $-ASA compared o
794, 86% and 57% on prednisolone. Clinical remission, defined
as normalization of all variables, was not observed in eicher group,
No advetse events were observed in either group. The aurhors con-
cluded thar 5-ASA enemas were a safe and effective trearment for
distal UC and a reasonable alternative ro rectal corticosteroids.

Mulder 1996 conducied » multicenter randomised doutde-blind
trial comparing 3 mg beclomethasone dipropionate (BDI enema
(n = 20) with 2 ¢ 3-ASA enema {n = 21) and an enema combina-
tion of BDP/5-ASA (3 mp/2 g, n = 19) for 4 weeks in 60 patiencs
with active UC extending less than 20 cm from the anal verge. No
corticosteroids or other topical therapies were permitted, but oral
sulphasalazine and 5-ASA were continued at stable doses. Clini-
cal, endoscopic and histologic activity was assessed at study encry
and 4 weeks according to the Van der Heide 1988 scale. Clinical
znd endoscopic improvement was defined as a decrease in clinical
score = 2 and a decrcase in endoscopic score > 3. Histologic im-
provement was defined as a decrease in score » 2. All groups bad
similar demographics and compliance was greater than 95%. After
4 weeks, clinical improvement was seen in 70%, 76% and 100%
of paticnts receiving BIDE, 5-ASA and BDP + 5-ASA respectively.
Endoscopic improvement was scen in 75%, 71% and 100%. En-
doscopic healing was noted in 30%, 10% and 37%. Histologic
improvement was seen in 50%, 48% and 100%. The difference in
clinical improvement was statistically significanc for the compar-
ison of BDP+ 5-ASA versus BDI: The differences in endoscopic
and histologic improvement was statistically significane for both
B+ 5-ASA versus BDP and BIDI'+ 5-ASA versus 5-ASA. No
adverse events were reporied. The authors concluded thae combi-
nation therapy with BDP + $-ASA was supctior to monotherapy
with BDT or 5-ASA for treatment of active distal UC.

Palmer 1981 compared 2 weeks of treacment with sulphasalazine
3 g enemas {n = 17} or placebo (n = 23) in 40 patients with UC
in a double-blind randomised trial. Oral sulphasalazine was con-
tinued at stable doses. Clinical, endoscopic and histologic activity
was graded according to Wrighv 1966 as absent, mild, moderate or
severe, Improverent and deterioration was defined as a one-grade
change in cach score. The reatment groups were similar at base-
line. Adverse cverus occurred equally in both groups, and there
was one withdrawal on sulphasalazine for non-compliance. At the
end of 2 weeks, 65% on sulphasalazine improved compared to 9%
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on placebo. The authors concluded thae sulphasalazine enemas
were effective treatment for actiive UC and should be vonsidered
for those intolerant of oral sulphasalazine.

Pokrotneiks 2000 randomised 111 patients with mild to mod-
cracely active UC distal 1o che splenic flexure to receive placebo
(n = 37) or 2 g 3-A5A foam encmas (n = 54} for 6 wecks in a
double-blind, paraliel-group study. Subjects were required to have
a CAl > 3 for procosigmeiditis and > 4 for lefr-sided UC, and
an Endoscopic Index (El} » 4. Subjects were cxcluded if chey had
used steroids continually for 1 monch, immunosupptessants for
3 months, or oral 5-ASA or NSAIDs within 2 weeks of study
entry. Clinical and endoscopic activity was graded according to
Rachmilewiez 1989, and histologic activity according to Floren
1987 Clinical remission was defined asa CAl < 4 with a decrease
of at least 2 points from baseline. Endoscopic remission was de-
fined as an EI < 3, und hiswlogic improvement as a | -point reduc-
tion in the histologic score from baseline. The wo groups were
similar ar baseline, Compliance was near 90% for each group and
each group had only I drop out, but adverse events were more
common on placebo. Thete were 6 serious adverse events, 5 of
which occurred in placebo patients and reflecied dererioration of
UC requiring hospitalization. Analysis was performed on an in-
tention to trear basis. OF patients on 5-ASA, 65% expericnced
clinical remission, 57% achieved endoscopic remission and 59%
had histologic improvement of their discase. This was compared
to 40%, 37% and 41% on placecbo. CAl scores were reduced by
4.7 and 3.5 points in 5-ASA patients compared to placcbo. Dif-
ferences in rates of clinical and endoscopic remission were staris-
tically significant in favour of 3-ASA. The authors concluded that
5-ASA foam enema was well rolerated and superior o placcho for
inducing <linical and endescopic remission of distal UIC,

Powcll-Tuck 1986 conducced a 28 day randomised, double blind
wial cotnparing 1 g (n = 12) and 2 g 5-ASA encmas {n = 13} in 25
paticnts with active ulcerative procrosigmeiditis. Sulphasalazine
was continued at stable dose bur no other therapies were permit-
ted. Clinical, endoscopic and histological activity was assessed ac-
cotding, co Powell-Tuck 1942 using a scale from @ co 2. Remission
was defined as a clinical score of 0, and an endoscopic scote of O
{non-triable mucosa). The groups were similar at baseline. One
patient in the 2 gfday group withdrew for worsening diarthoca
but no ather adverse events were noted. Ar 28 days, according to
intention to treat analysis, 58% of those in the | g 5-ASA group
achieved remission compared 1o 31% of the 2 g 5-A5A group.
This difference was not statistically significant. The authors con-
cluded thae 1 g 5-ASA enemas were no less effective chan 2 g 5-
ASA encmus,

Praneera 2005 compared che cfficacy of oral mulei-matrix (MMx)
5-ASA 1.2 g three tumces daily to 4 g 5-ASA enemas in 79 pacicnts
with mild to moderately active distal UC in a randonused double-
hlind double-dummy trial for 8 weeks. The primary end peint was
dinicul remission (CAL < 4) at week 8 according to Rachmilewicz

1989, with endoscopic remission {(Rachrnifewio [989 El < 2) and
histologic remission (Floren 1987} as secondary endpoints. Ta-
ticnts were enrolled if they were at least 18 vears of age and had
a CAl » 6 with disease extending at least 15 cmi from the anal
verge but not past the splenic fexure. No steraids or immunosup-
pressive agents were permicted within 4 weels of study entry. The
treacment groups were similar at bascline. There were 20 patient
withdrawals (8 on oral MMx and 12 on 3-ASA encma) but no se-
vere adverse events. Clinical remission was achieved by 60% in the
oral MMx group compared to 49% of the 5-ASA enema group,
wich no statistically significant difference. Endoscopic and histo-
logic remission was achieved by 45% and 15% of the oral MMx
group, compared 1o 36% and 8% of the recral 5-ASA group. The
authers concluded thar oral MMx 5-ASA was comparable o 5-
ASA enema for inducing remission of discal UC.

Safdi 1997 reporeed a 6 week randomised, double-blind double-
dummy comparisen of oral 5-ASA (800 mg tid) versus rectal 5-
ASA cnema {4 g) versus combination therapy in patients with
active UC extending berween 5 and 30 cm from the anal verge.
Eligible parients had a DAl berween 4 and 10 ac study entry (
Sutherland 1987a). Those with previous bowel resections or who
had used other topical or oral UC therapies within | week were
excluded, Ouecomes included clinical and endoscopic parameters
of the I2AL, a dinical global improvemenr {CGI) scale and a pa-
vient global improvemenr (PGI) scale. The treatment groups were
similar at baseline. Completion rates were 2%, 94and and 95%
tor oral {n = 22), enema (n = 18} and combination therapy {n
= 20) groups. Three patients in the oral 5-ASA group withdrew
from the study, 1 padent in the enema group withdrew due o
relapse and 1 patient in the combination therapy group was re-
moved from the study due to a protoco! vielation, Adverse events
were teported by 41%, 17% and 45% in the oral 5-ASA, rec-
tal 5-ASA and combination groups, respectively. Most were mi-
nor ic.g. headache in 10%). Five were severe (2 oral, | recral, 2
combination) but resolved by study completion. At & weeks, the
mean decrease in DAE was 5.2 on combination therapy, 4.4 on
encma therapy and 3.9 on oral therapy (no signifcant difference}.
Clinical imprevement {cessation of rectal bleeding) was achieved
by 89%, 69% and 46%, with a statistically significant difference
between combination and oral cherapy, Combination therapy was
also supetior o oral therapy for improving CGI scores at alt visits
and PGI scores ac 3 weeks. The authors concluded that combi-
nation therapy with oral and recral 5-ASA was more effective for
tecating mild w moderately active distal UC than either oral or
rectal therapy alone.

Senagore 1992 randomised 45 pacients wich UC distal 1o the
splenic Rexure to treatment with hydrocortisone enemas (100 mg
od; n = 12}, 3-ASA cnemas {4 g od; n = 19} or short-chain fauy
acid (SCFA) enemas (bid; n = 14) for 6 weeks. No ather cherapies
for UC were permitted. Quecomes included endoscopic and his-
tologic acrivity. Endoscopic activity was scored as: normal {scorc
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0); mucosal erythema, loss of vascularity and slight edema (score
1): contacr friability {score 2); superheial with small amounts of
mocopulent discharge (score 3); and large amounis of mucopu-
rulent discharge with severe ulceration {score 4). Histology was
scored as: normal {score 0}; trace inflammacion (score 1); mild in-
Hammarion (score 2}; moderate inflammatcion {score 3} or severe
inflammation {score 4). Treatment groups were similar at base-
line. A large number of patients in atl frearments groups experi-
enced resolution of clinical symptoms and improved endoscopic
and histologic scores. “Recovery” occurred in 83%, 89% and $6%
of patients in the hydrocortisone, 5-ASA and SCFA groups tespec-
tively. A cost minimization analysis showed a significant saving
with SCFA therapy. The authors concluded that SCEA enemas
are an effecrive and cost-saving therapy for distal UC, and that a
larger multicenter crial is necessary to confirm these resules.

Sutherland 1987u randomised 133 patients with UC extending 5
o 30 cm from che amal verge to receive either 4 g 5-ASA (n = 76)
enemas or placebo enemas {n = 77) for 6 weeks in a double-blind
wrial. The minimum DAL ar entry was 3. Oral sulphasalazine and
steroids (< 30 mg} were permited if their dose had remained stable
for 4 weeks but patient using rectal steroids were excluded. Clini-
cal and endoscopic activity was assessed based on a predefined 12-
poine DAl with up to 3 points for each of: stool frequency; recral
bleeding; mucosal appearance; and physician rating of discase ac-
tivity. Clinical, endoscopic and histologic activity was assessed at
study entry, 3 weeks and O weeks. Subjects who deteriorared ar 3
weeks were withdrawn and enrolled in a separate protocol. ‘lTreat-
ment groups were similar at baseline. One subject dropped ouc
catly for non-compliance and was replaced. A further 20 subjects
(G in 5-ASA. 14 in placebo) dropped out duc to poor response,
Few adverse events were reported. Improvement in discase activicy
was achicved by 63% on 5-ASA compared to 2% on placebo.
The DA score was reduced by 55% in 5-ASA patients compared
ro 22% in placebo patients, Both differences were statistically sig-
nificant. Treatment response was not influenced by co-trearment
with oral sulphasalazine. The authors concluded that ropical 5-
ASA was an effective treatment for active distal UC.

Veechi 2001 conducted 2 randomised multi-centre double-
dummy crial comparing oral 5-ASA (4 g/day) with combined oral
5-ASA (2 g/day} and 5-ASA enemas (2 g/day) in 130 patients
with mild ro moderate UC, as defined by CAl berween 4 and
12 {Rachmilewirz 1989). A total of 130 patients were enrolled.

7 were randomised to receive oral Mesalazine and 63 were al-
located to receive a combined oral and topical cherapy. The pri-
mary endpoint was clinical remission, defined as CAl < 4, and
dinical improvetent, defined as a decrease in CAL > 50%. A sec-
ondary endpoine was endoscopic remission, defined as an El < 4
{(Rachmilewitg 14989). No significant difference was observed be-
rween oral 5-ASA and combined oralftectal 5-ASA for clinical re-
mission (82% versus 87%) or endoscopic remission (38% versus
719%). The authors concluded thar oral 5-ASA was as cffecnive as

combining oral with rectal 3-ASA for inducing remission in pa-
tients with mild o moderate UC.

Williine 1987 reported a randomised, double-blind 6 week trial
comparing 5-A5A suppositories (500 mg tid, n = 14) to placebo
(n = 13) in 27 padents with active UC extending less than 15 cm
form the anal verge. Eligible patients had DA greater than 3 on
a 12 point scale at entry. Patients were excluded if they had taken
4-ASA or 5-ASA within 48 hours or rectal steroids within 2 wecks
of study entry. Oral sulphasalazine and prednisone were permit-
ted ae stable dose. A subser of patients also received technecium-
labelied 5-ASA w© assess drug distribution. Response to treatment
was assessed by change in the DAL and by endoscopy at 3 and 6
weeks on a predefined scale. Remission was defined asa DAl score
of 0. The treatment groups were similar ar baseline, There were
2 withdrawals, both in the placebo group, 1 dropped out and the
other had Salmonella. After 6 weels, the mean DAl in the treac-
ment group was 0.4 +/- 0.9, compared t0 5.4 +/- 3.4 in the placebo
group. Remission was achieved by 79% on 5-ASA compared w0
8% on placebo afier 6 wecks. No adverse events were teported.
Technetium labelied 5-ASA remained in the rectum and sigmoid
colon i all patients scudied. The authors concluded chat 5-ASA
suppositories were safe, well colerated and cffective for distal UC.
They also suggested that 5-ASA suppositoties can be used as Arstc
line therapy for UC, ot for UC resistant 1o oral sulphasalazine or
prednisone.

Risk of bias in included studies

Study methodology was reviewed cricically by owo authors us-
ing the Judad 1996 Scale and che 30-point scale developed and
used previously by the auchors, Overall mechodologic qualicy
was fair, with 28 of the 38 included studies scoring at least 3
points on the Jadad 1996 scale, Specifically, ewo studies scored
5 points {Campicrt 19%a,; Friedimun 1986; a);9 studies scored
4 points (Campieri 1991b; Kam 1996; Moller 1978; Mulder
1996; Pokrotneiks 20005 Thanchi-Porro 1993; Prantera 2005,
Safdi 1997; Sucherland 19872) and 17 studies scored 3 poines
{Campieri 1984 Campieri 1990b; Campicti 1991l Campier
1993; Corror 2008 Anonymous 1987; Fliakim 2007 Gioncherd
1997; Gioncherd 1998; Gioncherrn 1999 Gionchewn 2005
Hanaver 1998; Lee 1996; Mualder 1988; Palimer 19815 Powell-
“Tuck 1986, Williams 1987). Of the remaining 10 studics, 9 stud-
ics scored 2 points (Andus 2008; Ardizzone 1999; Basilico 1987;
Bilancone 20075 Campicri 1988, Farup 19995 Femann 1995
Miner 20005 Scnagore 1992) and only one scored one poine {
Malchews 2002). Using the 30 point scale, che average score for
included crials was 21.7 and ranged from 14 to 29 {See Addidonal
‘Table 3). The Cochrane risk of bias ool indicates thac the risk of
bias was low for 13 of the 38 included studics (See Fipure 1. The
risk ofbias in the other scudies was high for blinding in 14 studies
{ddue to single blind design} or unclear for some qualicy items in
11 swudies (due ro inadequate descriptions of methods used for
sequence generation and allocation concealment or possible in-
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complete outcome dara or selective reporting).

Figure 1. Methodological quality summary: review authors’ judgements about each methodological quality

itemn for each included study.
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Table 3. Trial Quality Assessment

Author (Year of Pub)  Jadad Score  Quality Asess. score

Andus 2008 2 25
Ardizzone 1999 2 21
Basitisco 1987 2 16.5
Biancone L 2007 2 27
Campieri 1984 3 20
Campieri 1988 2 14
Campieri 1990 5 26
Carnpieri M 1990 3 19.5
Campien 1991 3 19
Campieri M 1991 4 215
Campieri 1993 3 225
Corroc 2008 3 24
Danish 5-ASA Grpl987 3 20.5
Eliakim 2007 3 29
Farup 1995 2 23
Friedman 1986 5 235
Gionchetai 1997 3 24
Gioncheced 1998 3 23
Gioncherti 1999 3 245
Gionchetrt 2005 3 25
Hanauer 1993 3 20
Kam 1996 4 23
Lee 1996 3 24.5
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Table 3. Trial Quality Assessment  (Conrinued)

Lemann 1995 2 21
Malchow 2002 1 19.5
Miner 2006 2 23.5
Moller 1978 4 18.5
Mulder 1988 3 20
Mulder 1996 4 22.5
Palmer 1981 3 17
Pokrocnieks 2000 4 23.5
Powell Tuck 1986 3 14,5
Porro-Bianchi 1995 4 19.5
Prantera 2005 4 275
Safdi 1997 4 18
Senagore 1992 2 19
Sutherland 1987 4 225
Willtas 1987 3 205

Effects of interventions

Rectal 5-ASA was superior to placebo for inducing sympromatic,
endoscopic and histological improvement and remission, with a
POR for sympromatic improvement of 8.87 (8 wrials, 95% CI:
5.30 to 14.83; P < 0.00001; See Figure 2}, endoscopic improve-
ment 11.18 (3 trials, 95% CI 5.99 w 20.85; I' < 0.00001; See
Figute 3), histologic improvement 7.69 {6 trials, 95% C] 3.26 to
18.12; P < 0.00001; See Figure 4}, sympromaric remission §.30
{8 erials, 95% CL4.28 o 16.12; P < 0.00001; See Figure 5, endo-
scopic remission 5.31 (7 erials, 95% C13.15 w0 8.92; I' < 0.0000 ;
See Figure 0}, and histologic remission 6.28 {5 wials, 95% CI1 2.74
1o 14.40; P < 0.0001; Sec Figure 7).
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Figure 2. Forest plot of comparison: | Rectal 5-ASA vs Placebo, outcome: |.] Symptomatic Improvement.

Rectal 5.A54 Placelo Dnlds Ratio Oudits Hatio
Sluty or Subgroup Events  Tolal Evenis  lotal Weighl  M-H. Bamfom, 05% 1 R 5% CI
Campieri 19903 54 63 15 3 148% 8 31 [3.05, 22 66) ———
Campieri 1390k 18 32 10 0 108% 14.00([3 34, 51.08)] I ——
Camnpien 19913 17 18 2 14 37% 10200829 1257 15) —_—
Campierr 1991b 73 a6 11 15 4% BAT[A10,21 51] —
Hanauer 1998 1450 217 19 wo237% 6.01 [3 30, 10.95] -
Moller 1973 13 16 3 14 11% 55.00|5.02 602.15) ———
Palmer 1981 1 17 223 68% 19.25(3.32, 111.75] —_—
Sutherland 19872 43 76 22 T 4291247 8.40) —u—
Tolai ¢95% Ch 525 206 100.0% .87 {5.30. 14.83} +
Total events 346 82
Heterogenery, Tau®= 020, Chi*=12.02, df= 7 (P=0.10); P= 42% 6’_01 oh To oo

Testfor overall effect 2= 8.32 (P < 0.00001)

Favouss Placelo  Favours Rectal 5-AZ2

Figure 3. Forest plot of comparison: | Rectal 5-ASA vs Placebo, outcome: 1.2 Endoscopic Improvement.,

Rectal 5.A5A Placebo Ondds Ratio Odds Ratio
Sludy of Subgroup  Events  Tolal Bwents Total $Weigit MUALR 5% CI M-H, Random, 5% CI
Campiert 1990a 53 63 12 3 303% £.39[312, 2257} ——
Campieri 1990b 25 32 7 30 226% 11.73[3.57, 38.61] —
Carnpen 19912 17 18 2 14 59% 10200109 28,1257 15] —_—
Campien 1931 65 a6 bl 27 NT% 73501281,1923) —
Moller 1978 14 16 3 14 94% 2567 [363, 181 44] —_—
Tola] ¢%5% CN) 215 16 100.0% 11.18 [5.99, 20,88] <
Tolal events 174 32
Heterogeneily. Tau*= (.08, Chi*= 4 72, df= 4 (P = 0.32); P= 15% E'LE 0:1 150 ﬁa

Testtor overall effect: Z= 7.57 (P < 0.00001)

1
Favours Flacebn  Favours Rerctal 5854

Figure 4. Forest plot of comparison: | Rectal 5-ASA vs Placebo, outcome: (.3 Histologic Improvement.

Rectal 5-A5A Placebo Oukis Ratio Odds Rati
Sl or Subgroup  Evends  Total Events  Tolal Weight M-H. Random, 95% C1 #M-H, Randeta, 95% CI
Caropieri 19904 45 a3 m 3 20T% 5.68(223,1449 —
Campieri 1990b 21 32 4 a0 17 0% 12.4113.45, 44 66] e
Carmpiert 19913 1% 18 1 14 88% 6500(600 70367) e
Carnpien 1931k 60 86 4 27 18.3% 1327 417, 4221} —_——
Palmer 1981 T 17 2 23 119% T35 24, 4198 —_—
Pokroineiks 2000 26 54 18 57 224% 201 [093, 436 |
Total (95% Ch) 270 182 100.0% 7.6913.26, 18.121 -
Total events 175 34
Heterogeneity: Tau?= 0.70; Chi*= 14,58, df= S (F = 0.01); F= BE% W *u'rI Il[i 1—0‘?

Test for overall effact 7= 4 .66 (P < 0 00001)

Favours Plarzbha Favours Fectal 5-A54
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Figure 5. Forest plot of comparison: | Rectal 5-ASA vs Placebo, outcome: 1.4 Symptomatic Remission.

Reclal 5-A54 Placelw Qs Ralio Otlds Ratio
Stiudv or Subggeoup BEvents  Total Evends JTotal Weight R-H, Random, 95% CI M-H, Randem, 95% OF
Campien 1930a 45 63 12 31 174% 3.96 [1.60, 950 —
Campieri 199050 18 32 2 30 10.3% 13.00 [3.6%, 8€ TH] R —
Campieri 1331a 12 12 1 14 6.5% 26.00([272 24859) _—
Campieri 1991b aB g6 3 27 131% 1657 (4 60,59 73) e —
Hanauer 1993 1 217 i0 m 197% 522(2.64,10.74) —_—
Maoller 1978 i3 16 2 14 B.0% 26 00 [3B9,183.42] —_—
Pakralneiks 2000 34 54 23 47 191% 2721 26,45 88 —
Wiliams 1987 1" 14 1 13 59% 4400 [3.97 48819 —_—
Total (95% CI3 500 266 100.0% 8.30 [4.29, 16.12| -
Total events 793 54
Heterogeneity: Tau= 0 45, Chi*= 15.76, af = 7 (P = 0.03), P = S6% E'W u‘ p 1‘0 135

Test for overall effect; 2= 6.25 (P = 0000041

Fayorrs Placaha

Favours Reqla f-A52

Figure é. Forest plot of comparison: | Rectal 5-ASA vs Placebo, outcome: 1.5 Endoscopic Remission.

Rectal 5-A%A Placebo Odvis Ratio Oulels Ratio
Stinly or Subiproup Events  Tolal Events  Total Wekght M-H, Random, 95% Ci M-H. Randoim, 95% CI
Carmpien 13302 36 63 T3 180% 4571 72,1216] —_——
Campreri 13906 13 2 2 30 9.7% 958 |1 94, 47 38] I —.
Campieri 1991a 10 18 1] 14 249% 35821 86,691.7Y9) I
Campieri 1991b 49 36 2 27 37% 1087|242 4B 78] _—
Hanzuer 1333 137 M7 17 0 204% 5.34[2.90, 9 35) _—
Woller 1278 12 16 3 14 7 8% 11.00 [2.00, BC 57] _
Pokrotneiks 2000 26 54 17 a7 235% 2161100, 4.76] ———
Total {95% Cly 486 243 1000% 5.31[3.15,8.92] -
Total events 274 48
Heterogeneity Tau*= 014, Chif=3869, df=B(P=01%9), "= 31% 01 02 s 3 LI

Testfor owerall effect Z= 629 (P < 0 00001)

Favniins Placehn

Favours Ractal S-A248

Figure 7. Forest plot of comparison: | Rectal 5-ASA vs Placebo, outecome: 1.6 Histologic Remission.

Rectal 8-A5A Placebo Ouls Ratio Oukls Ratio

Sty or Subyroup  Events  Total Evenis Tolal Weight #-H, Random, %% Cl M-H, Ramlom, 95% Ci

Campiert 19903 g 63 2 o 20.0% 211[0.42,10 59 e

Campieti 1990b 8 32 1 3 125% 11.35[1,34, 36 18] —_—
Carnpied 19912 9 19 D 14 7% 29.00[1 50,55917) —_—
Carmpieri 1991b 35 86 0 27 78% 37.91[22464209) _—
Hangzuer 1998 106 Hnz 1" 70 G2.2% 512]2.55,10.28] ——

Tat3l (95% Clj 116 172 100.0% 6.28 [2.74, 14.40] ‘

Total 2wenls 167 14

Helerogenety, Tau?= 022, Chi*= 514 df=4 (P=027), 7= 22% E'II 01 IJFI 150 1EIIIJ

Testfor overali effect 2= 434 (P = 0.0001)

Favours Plarehe

Favone Rerts| S.A8L
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Recral 5-ASA wag superior to rectal corticosteraids for inducing
symptomatic improvement and remission wich PORs of 1.56 (6
rials, 95% Cl 115 w0 211, ' = 0.004; See Figure 8), and 1.65 {6
wials, 95% CI 1,11 eo 2.45; ' = 0.0}: See Figure V) respectively
with favoutable non-significant trends for other endpoints.

Figure 8. Forest plot of comparison: 2 Rectal 5-ASA vs Rectal Corticosteroid, outcome: 2.1 Symptomatic

Improvement.

Rectal 5-ASA  Reclal coticosleromd Oitiks Ralio Odks Rati
Study o Subgroup  Events  Todal Events Todal Weight M-}, Randon, 35% CI M-H, Ranshom, 95% CI
Anomymous 1987 32 61 a3 62 17 3% 697 10.48,197) ———
Bianch-Forro 1995 24 7 16 ¥ 43% 45011051927 A —_
Eiancone 2007 39 42 42 50 47% 2431061, 1001) +
Friedman 1986 7 9 2 a9 19% 1225013311308 —_—
Gioncheli 2005 52 106 41 111 283% 1.64 (096, 283) T
Lee 1996 130 167 117 167 335% 150092, 2 46] T
Mulder $989 11 13 1" 14 1% 075[014, 417
Mulder 1996 16 21 14 0 4.7% 1370 34,549
Senagore 1992 17 19 10 12 1% 17000.21,14.02) »
Tou23 {95% CI) 467 470 100.0% 1.58 1,15, 2.1} -
Tolal evenls 3z8 286
Helerageneity Tau®= 0.01;Chi*= 8 31, di= B (P = 0.40); F= 4% I t y 1 —
Testior overall effect. 7= 2.85 (P = 0004) 0 Ijavnnufs i .Jm?filam F.';'muz: ) Rs-.{.ialé&.-‘«:?ig

Figure 9. Forest plot of comparison: 2 Rectal 5-ASA vs Rectal Corticosteroid, cutcome: 1.4 Symptomatic

Remission.
Fecial 3-A584  Rectal colicosieroid Oiliis Ramo Odiés Ratio
Stady of Subwroup Events Tolal Evems Totai Weight M-H, Rand, 955 () M-H. Rarxi 5% i
Anpnymous 1987 27 61 19 62 159% 1.80 |0.86, 3 76) ]—'—"‘-
Biancone 2007 22 42 18 50 138% 1.96 [0.85, 4.52]
Farup 1995 17 4 13 38 123% 136 055, 3 40] ——
Gionchefli 2009 28 106 33 111 196% 07710421 40| ——
Lee 1896 77167 45 167 24.3% 2321t 47, 367) —_—
Lemann 1995 28 49 17 43 141% 24311 07,551 R e—
Total (95% CI) 466 476 W00.0% 165 [1.11, 2.45¢ i
Total evenls 197 145
Hetetogeneity, Tau? = 011, Ch® = 956, df= 5 (P = 0 09}, F= 48% Iu 1 042 0:5 ; 5 13
Tesl for overalt effect Z=249(P=00M) Favgurs Corte ostere Favours Becta 5-ASA
Rectal 5-ASA was not superior to oral 5-ASA for sympromatic
improvement, with a POR of 2.25 (95% CI 0.53 w 9.54; I’ =
0.27; See Figure 10}%. Neither wotal daily dose nor 5-ASA form
affected treatment response.
Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 19
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Figure 10. Forest plot of comparison: 3 Rectal 5-ASA Vs Oral 5-ASA, outcome: 3.1 Symptomatic

Improvement.
Reclal 5-ASA Oral 5-A5A Odds Ralio Onids Ratio
Study or Subgronp fvente Tolal Events  Total Weight M-H, Bando, 95% CL Rt-H, Random, 958, Cl
Gionchetti 1998 24 9 i0 3 1521% 9122 66,31.22] —
Karm 1996 16 19 10 18 2238% 4.27[0.91,19.99 T
Prantera 2005 23 39 Kl 40 270% 042016, 1.11] — =
Saidi 1997

Total {95% C#)
Total events

n 18 10 WO 1.89[0.53, 6.69] “I
g 9.541

9 109 100,0% 226053, 9

74 61

Heterogeneity Tau®=1.76; ChiF=16.45, df= 3(P = 0.0009), = 32%
Tes! for gwerall effect 2= 110 (F = 0.27)

No trial reported health-related quality of life as an outcome
measure. Overall safety and rolerabiliy for rectal 5-ASA was excel-

tent with no appatent increase In adverse events relative ro com-

parator cherapics (See Additional Table 4). Few trials assessed pa-

tient preference for alternate rectal formulations. Among those

that assessed preference, results were quite heterogeneous. Suppos-

itories were generally preferred over foam and hiquid enema for-

mulations, while foam was generally preferred over liquid encmas

{See Additional Tabde 4).

Table 4. Summary of Adverse Events and Patient Preference

00 01 10 100
FavoursDral 5485 Favours Rectal 5-AS4

Author Year

Reported Adverse Evenus:

Preference

Andus 2008

Ig 5-ASA suppository QD (n=201): overall adverse
events in 38 (199); headache (n=5}; nasopharyn-
gytis {n= 5% ulcerative colitis {n= 3}; constipa-
tion (n=2); increased lipase {n=1}; decrease plarelee
count (n=1}; abdominal pain {n=1}; nausea {(n=1)
0.5g 5-ASA suppesitory TID (n=207): overall ad-
verse events in 43 {21.2%}); headache {n=11} na-
sophiryngytis (n=0); ulcerative colitis {n=3): con-
stipation (n=1}; increased lipase (n=1); decreased
platelet count (n=1}; pruritus (n=2); anal discomfort
{n=1): back pain {(n=1); defecarion vrgency (n=1)
Rarulence {n=1}

OD suppository (92.5%)

Ardizzone 1999

2g 5-ASA foam BID (n=97}: overall adverse cvents
in 6 {6.29}; perianal butning and meteorism {n=1};
perianal burning and worsening of disease (n=1}
2g 5-ASA enema BID (n=98): overall adverse events
in 2 {29); perianal burning {n=1)

Enema {56%}

Basilisco 1987

1.5g 5-ASA enema BID {n=13}: adverse cvents nor
reported

1.5g sulphasalazine enema BID (n=14): adverse
events not reported

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis (Review)
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Table 4. Summary of Adverse Events and Patient Preference  (Continned)

Biancone L 2007 3mg bedomethasone dipropionate (n=50): overal!
adverse events in 17 (33%); drug discontinuartion
for bloody stools or diarrhoea (n=3 in foam group};
abnormal cortisol level (n=2 in foam group and n=4
in enema group)
3g 5-ASA (0=22): overall adverse events in 10
(25%); drug discontinuarion for abdominal pain or
bowel tenderness {n=3 in foam group)

Campieri 1984 2 4ASA enema OD (n=31): adverse events not re-
ported
2g 5-ASA enema OD (n=32}: adverse events not
reporced
Campieri 1988 2g 5-ASA enema OD (n=20); adverse events not  Suppository
reported

Ig 5-ASA suppository BID {n=19): adversc events
not reported

Campieni 1990 Ig 5-ASA suppository OD (n=32); facial erythema
{n=1}% mild fever {(n=1)
1.5g 5-ASA suppository OD (n=31); worsening of
symptoms (n=1}
Placebo {n=31} overall adverse events in 6 (19.4%);
worsening symptons {n=>5); headache (n=1}

Campieri M 1990 0.3g 5-ASA suppository TTD (n=32}: adverse events
not reported
Placebo {n=30): adverse events not reported

Campieri 1991 2g 5-ASA enema OD (n=18): adverse events not
reported
10g sucralfate enema OD (n=18): overall adverse
events in 3 (16.7%); constipation (n=1); worsening
of symprotns (n=2}
Placebo {n=14): overall adverse cvents in 4 (28.0%);
worsening of symptoms in {n=4)

Campieri M 1991 g 5-ASA enema (n=27} adverse events not re-
pored
25 5-ASA enema {n=30): adverse events not re-
ported
4g S-ASA cnema {n=29): adverse events not re-
ported
Placebo {(n=27): adverse events not reported

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis (Review)
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Table 4. Summary of Adverse Events and Patient Preference  (Continued)

Carnpieri 1993

5-ASA foam (n=123}) overall adverse events in
5 (4.1%); worsening of renesmus and Aaculence
{n=1}: occasional chills after adminiscration (n=1);
abdominal gas (n=3}

5-ASA enema (n=110); overall adverse evenes in 2
{1.8%); worsening renesmus and flawlence (n=1}
abdominal gas {n=1)

Foam

Cortor 2008

lg 5-ASA foam enema {n=191); overall adverse
events in 32 {27.29): gastrointestinal disorders
{n=32}; drug discontinuation in 4 (7.3%)
lg 5-ASA liquid enema {n=184); overall adverse
events in 59 (32.4%); gaswointestinal disorders
(n=37}; drug discontinuation in 4 (6.6%}

Danish 5-ASA Grp1987

1g 5-ASA enema O (n=62): overall adverse events
in 14 (22.9%}; nausea or vomiting (n=2); abdomi-
nal distension (11=3}; colic (n=3); farigue (n=1}; de-
pression (n=1}; difficultiesin retaining enema (n=2}
joint stiffness {n=1); minot complaints (n=1); with-
drawal due 1o side effects (n=3)

25mg prednisoione enema OD (n=61} overall ad-
verse evends in G (9.7%}: nausea or vomiting (n=2};
abdominal distension (=1} fatigue (n=1}% minor
complaints {n=2)

Ehakion 2007

1g/30ml 5-ASA foam QD (n=163}: overall ad-
verse events in 63 (39%); gastrointestinal disorders
{n=25); nervous system disorders (n=15}); infections
and infestations {n=18); general disorders and ad-
miniscration site conditions (n=7} musculoskele-
tal and connective tissue disorders {n=4}; investiga-
tions {n=5); skin and subcutaneous dssue disorders
{n=4); tespiratery, thoracic and mediastnal disor-
ders (n=2); reproductive system and breast disorders
{n=1% hepatobiliary disorders {n=1); psychiarric dis-
ordets (n=L}; renal and urinary disorders (n=1}

1g/60ml 5-ASA foam OD (n=167): overall ad-
verse events in 62 (37%): gastrointestinal disorders
{n=22}; nervous system disordets (n=18}; infections
and infestations (n=10); general disorders and ad-
ministration site conditions (n=8); musculoskele-
l and conmective dssue disorders {n=5}; investiga-
tions (n=5); skiir and subcutancous dssue disarders
{n=2); respiratocy, thoracic and mediastinal disor-
ders (h=4); reproductive system and breast disor-
ders (n=4); hepatobiliary disorders (n=2) psychi-
atric disorders {n=2); injury poisoning and proce-

Rectal S-aminosaticylic acid for induction of remission in ulcerative colitis (Review)
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Table 4. Summary of Adverse Events and Patient Preference  (Continued)

dural complications (n=2}; cardiac disorders (n=1);
surgical and medical procedures {n=1); vascular dis-
orders {n=1)

Farup 199%

0.5¢ 5-ASA suppository B1D (n=41): overall adverse
events in 6 (14.6%}); rash and fever {n=1} exan-
thema {n=1); perianal burning {n=4}

178mg hydrocortisone foam BI} (n=38): overall
adverse events in 6 (15.8%); rash {n=1}; perianal
burning {n=1}

Suppository

Friedman 1986

4g 5-ASA enema OD (n=9): adverse events not re-
ported

100mg hydrocortisone enema OD (n=9): adverse
events not reported

Gioncherel 1997

Ig 5-ASA suppository OIY (n=2%): adverse events
not reporeed

0.5 5-ASA suppository BID {(n=25): overall adverse
evenes in 5 {20%}; perianal irritation {n=3)

Gioncherti 1998

0.8 5-ASA tablers TID (n=29): overall adverse
events in G {20.7%): headache (n=1); abdominal
pain {n=2); nausea (n=3)

0.4g 3-ASA suppository TID (n=29): adverse events
not reported

Gioncherti 1999

2g 5-ASA enema OD (n=50): self limiting renal
colic, insomnia and skin eruption {n=2}; difficulty
in retention {n=3}; abdominal bloating (n=13); dis-
comfort during administration (n=13)

22 5-A5A foam OD (n=533): self limiting renal colic,
insemnia and skin eruption {n=1); difficulty in re-
tention {n=13); abdeminal bloating (n=26}; dis-
comforr during administration (n=25)

Gionchetri 2005

lg 5-ASA enema OD (n=106): overull adverse
events in 13 (12.6%)

3mg BDP enema OD (n=111}: overall adverse
events in 12 (10.8%); pncumonia {n=1)

Hanauer 1998

5-ASA enema OD (n=217): overall adverse evens in
31 (14%); abdominal pain {n=7), diarrhoea (n=3)
Placebo (n=70%: overall adverse events in 7 (10%);
abdominal pain (n=2); diarrhea (n=3)

Kam 1996

4g 5-ASA enema OD (n=19: overall adverse events
in 8 (42.1%): headache {n=3): abdominal pain
{n=2); nausea {n=2); dizziness {n=1}; Harulence

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis (Review)
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Table 4. Summary of Adverse Events and Patient Preference  (Courinued)

{n=1); back pain (n=1} constipation {n=1}; recal
disorder {n=1)

lg sulphasalazine I'Q QD (n=19): overall ad-
verse evenrs in 15 (839); headache (n=6); nausea
{n=5); abdominal pain {n=1}; dizziness (n=1); fat-
ulence (n=1); dyspepsia {n=1); dysuria {n=1); gen-
eral edema {n=1}% menstrual disorder {n=1); pruri-
ws {n=1}; rash {n=1); sweat {n=1); urinary abnor-
mality {n=1): peripheral vascular disease {n=1): va-
sodilation (n=1); vertigo (n=1)

Lee 1996

2z 5-ASA foan OD (n=167): overall adverse
events in 57 (349): headache (n=7); abdominal
pain {n=12); nausea and vomiting (n=>5); hloaring
{n=10}; worsening disease {n=5)

20mg prednisolone foam OD (n=167}: overall ad-
verse evenis in 43 {20%): hcadache (n=4); abdomi-
nal pain {(n=7}; nausea and vomiting (n=7); bloating
(n=2}; worsening disease {n=7}

Lemann 1995

lg 5-ASA enema OD (n=49): overall adverse events
in 1 (0.2%):

2mg budesonide enema QD (n=48); ovetall adverse
events in 4 {8.3%): acne fn=2; disease deterioration
(n=1)

Malchow 2002

2g 5-ASA foam OD (n=133} farulence, nausea,
abdeminal pain and diarthoea {(n=3}
4g 5-ASA enema OD {n=167): Hatulence, nausea,
abdominal pain and diarrhoea (n=1)

East Europe sites preferred foam while German sites
preferred enema. Foam was preferred overall.

Miner 2006

4g 5-ASA enema OD (n=54); averall adverse evenis
in 40 {63.5%); gastrointestinal disorders {n=19); in-
fections and infestations {n=14); infections and in-
festation {n=19); arthralgia (n=1}; sinus congestion
{n=2); skin disorders (n=3)

120mg alicaforsen enema OD (n=35): overall ad-
verse ovents in 40 (61.5%); gastroinrestinal dis-
orders {n=13); infections and infestations (n=9);
headache (n=4); arthralgia (n=3}; sinus congestion
{n=3)

240mg alicaforsen enema QD (n=50}: overall ad-
verse events in 35 (37.4%); gastroinrestingl dis-
orders (n=16%; infections and infestations (n=14);
arthralgia {n=2}% skin disorders {n=1); headache
{n=1)

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis {Review)
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Table 4. Summary of Adverse Events and Pacient Preference  (Coutinned)

Moller 1978

3g sulphasalazine enema OD (n=16}: adverse eventes
not reported
Macebe (n=14): adverse events not reported

Mulder 1988

3g 5-ASA enemna OD (n=15}: marked dererioration
in 2 (1.3%)

¥img prednisolone phosphate sodium enema OD
{n=14): adverse events not reported

Mulder 1996

2g 5-ASA encma OD {n=21): marked deterioration
{n=2)

3ing BDP enema O [} {n=20): marked deterioration
(n=3)

3mg BDP OD + 2g 5-A5A enema OD (n=19): ad-
verse events not reported

Palmer 1981

3g sulphasalazine enema OD (n=17}: overall adverse
events in 8 (47.1%); lower abdominal discomforr
(n=8)

Placebo (n=23): overall adverse events in 7 {30.4%):
lower abdominal pain (n=6); headaches (n=1)

Pokrotnicks 2000

2g 3-ASA foam OD (n=54}: overall adverse cvents
in 6 {11%): dererioration of ulcerative colitis (n=1);
hallucinacion (n=1)

Placebo {n=57): overall adverse evenrs in 11 (19%);
deterioration of ulcerative colitis (n=4); decompen-
sation of diabetes mellitus {n=1); diarrhoea and ab-
dominal cramps {n=1}

Porro-Bianchi 1995

1g 5-ASA enema O (n=27); (microscopic hema-
wwria {n=2}; proteinuria (n=2}; increased alkaline
phosphate (n=1}

100mg hydrocortisone enema OD {n=25}: worsen-
ing of clinical activity (n=1}; microscopic hemaguria
{n=1}; proteinuria (n=1); increased serum transam-
inases (n=3}

Powell Tuck 1986

lg 5-ASA enema OD (n=12}: adverse events not
reported

2g 5-ASA enema OD (n=13): worsening diarrhoea
{n=1}

Prantera 2005

1.2g 5-ASA PO TID {n=40}: overall adverse events
in & {15.0%); increased serum lipase (n=1}; in-
creased serum creatinine (n=1}

4g 5-ASA enema OD (n=39): overall adverse events
in 11 (28%}: abdominal and anal pain and headuche
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Table 4. Summary of Adverse Fvents and Pacient Preference  {Costinned)

{n=1}; increased bloed urea nitrogen (n=1)

Safdi 1997

4g 5-ASA enema OD {n=18): overall adverse evens
in 4 {17%); headache (n=2}

0.4g 5-ASA PO TID (n=22); overall adverse events
in 10 (41%); headache, chest pain and hearthurn
{n=1} increased plateler count and decreased ery-
throcyte count {n=2)

4g 5-ASA enema OD + 0D.4g 3-ASA PO TID
(n=20}: overall adverse events in 9 {45%); headache

and urinary tract infection {n=2)

Senagore 1992

4g 5-ASA enema OD (n=19): allergic rash (n=1}
100mg hydrocortisone enema OD (n=12); adverse
events not reported

120mg shote chain fatry acid enema BID {n=14):
disease progression (n=1}

Sucherland 1987

4g 5-ASA enema QD (n=76): headache {n=7); hair
loss (n=1)

Placebo (n=77): headache {n=4}% rash {n=2); nau-
sca and vomiting {n=2); archralgia {n=1}; periorbital
edema (n=1); diarthoea {n=1)

Williams 1987

0.5g 5-ASA suppaository TID {n=14): adverse events

not reporred

Placebo {n=13}: adverse events not reported

DISCUSSION

This systemaric teview confirms the efficacy of rectal 5-ASA for
inducing remission of mild to moderate ulcerative colitis and up-
dutes previously published mera analyses {Maeshall 1995; Marshall
1997 Marshall 2000} with an increased samiple size and Cochrane
Collaborution formacting. Among 10 placebo-controlled trials,
rectal 3-ASA was superior to placebo for sympromatic, endoscopic
and histological improvement or remission. Recral 5-ASA was also
superior to rectal corticosteroids for inducing sympromatic remis-
sion, with favourable non significant trends for endoscopic and
histologic outcomes.

No 3-ASA dose response relationship was observed, with no signif-
icant differences in outcomes among 3-ASA dose straza. This con-

firms ohservations made by individual trials, and supporis the poor
dose response seen in clinical trials of oral 5-ASA for induction of
remission. However, che absence of a dose response must be rec-
enciled with obscrvations that the cembinarion of oral and recral
5-ASA appears to be more effective than either given as monother-
apy, even in subjects with extensive UC {Marteau 2009; Veechi
2001; Sakdi 1997), One possible explanacion is that, rather than in-
creasing local drug concentrations, combination therapy promotes
more homogencous drug distribution across affecced segments in
patients with active disease. This would suggest that geographic
coverage is a more important determinant of response than local
drug concentration. More studies comparing recral monotherapy
to combination oral and rectal 5-ASA are needed (Safdi 19973,

Within the definition of distal ulcerative coliris are patients with
limited procticis and chose with discase cxeending as far as the
splenic Hexure. We planned a priori to conduct subgroup anal-
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yses of efficacy by proximal disease margin bur were unable to
extract suflicient subject-level informadion. Accordingly, it ts un-
clear whether patients with procricis and proctosigmoidicis re-
spond equally wo receal 3-ASA therapy. Further studics comparing
oral, rectal and combination therapy with adequate power to assess
such subgroups should be considered.

No consistent difference in efficacy was noted among the various
rectal 3-ASA formulations {liquid enema, foant enema or suppos-
itory) but comparative data are limited. This is consistent with
scintigraphic studies showing that suppositoties distribute drug 1o
the rectum, foam enemas to the sigmoid colen and liquid enemas
to the splenic flexure. However, it should be noted thar most uials
cevaluaring supposirories restricted enrolment to patients with only
proctitis, while studies of foam and liquid enemas more ofien in-
cJuded patients with more extensive left-sided disease. Farup 1995
found suppositoties to be superior to foam enemas in patients with
proctitis and also to be preferred by paticnes. For patients with dis-
ease extending more proximally, foam and liquid enemas appear
equally cffective but patients generally prefer foam because of eas-
ter administration and more comfortable retention. While $-ASA
foam is arguably the preferred Arst-line therapy for patients wich
mild o moderately acrive proctosigmanditis, it is not available in
all jurisdictions.

A considerable challenge to producing summary evaluations of
efficacy data in active ulcerative colitis is the heterogeneiry of out-
come definitions across clinical trials. For quantitative pooling of
resulis, the original authors’ definitions of outcomes were accepred,
if they were established a priori. Wich sufficient individual sub-
ject dara, it would have been preferable to transpose each trial’s
outcomes to common definitions of response and remission. This
would likely have reduced inrer-study heterogeneity and improved
the precision of the point estimates of response and remission.
The standardization of outcome measurement in clinical trials for
ulcerative colitis is required {Cooney 2007; 12’'Haens 2007). w0

facilitare quantitative pooling and comparisons of efficacy across

theeapics.

AUTHORS' CONCLUSIONS
Implications for practice

Recral 5-ASA should be considered the frst-line therapy for pa-
tiewes with mild to moderately active distal ulcerative coliris who
are willing to use rectal therapies and who do not have clinically
imporwant contraindications to 5-ASA therapy. The optimal rotal
daily dose and dose frequency remains to be defined.

Implications for research

Furure rescarch should consider further evaluation of the relarive
efficacics of rectal 5-ASA delivery systems, and hetter compatison
of efficacy across patient subgroups defined by proximal disease
matgin and disease activity. There is a strong need for consensus
standardization of outcome measurements for clinical crials in ul-
cerative colitis.
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CHARACTERISTICS OF STUDIES

Characteristics of included studies [ordered by study ID]

Andus 2008

Methods

Multicenere single-blind randomised controlled trial

Parricipants

Patients wich active ulcerative proctits, confirmed by endascopy and histology

Interventions 5-ASA suppositories 1g OD vs 0.5g TID for 6 weeks

Qurcomes Clinical, histologic and endoscopic remission and Endoscopic/histologic improvement

Notes Absteact

Risk of bias

Item Authors' judgement Description

Adequare sequence generation? Yes Computer generaced

Allocation concealment? Yes Adequare

Blinding? No Single blind (investigator)

All outcomes

Incomplete ourcome dara addressed? Yes Missing outcome dara balanced in num-

All ourcomnes bers across intervention groups with simi-
lar reasons tor missing data across groups

Free of selective reporting? Yes The published report includes all expected

ouLcomes

Anonymous 1987

Methods

Randomized mulricenter double-blind randomised conmirolled crial

Tarticipants

Patients with mild o moderately active ulcerative proctosigmoiditis

Intervendons

5-ASA enema 1g OD vs, prednisolone enema 25 mg O for 2 weeks

Outcomes Clinical and endoscopic improvement and remission

Notes

Risk of bias

Item Authors’ judgement Description
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Anonymous 1987  {Continued)

Adequate sequence generation? Yes Compurter generated

Allocation concealment? Yes Adequate

Blinding? Yes Deuble blind

All ourcomes

Incomplete cutcome dara addressed? Yes 8 padients in the 5-ASA group did not com-

All outcomes

plete the study compared to ! in the pred-
nisolone group

Free of selective reporting?

Yes The published report includes all expected
outcotnes

Ardizzone 1999

Methods

Multicentre randomised controlled trial

Parcicipants

Patients with active left-sided uleerative colitis with Clinical Activity Index (CAl) » or =
4 and Endoscopic Index {El}) > or = 6

Interventions

5-ASA enema 2g BID vs. 5-ASA foam 2g BID for 3 weeks

Quecomes Clinical and endoscopic remission

Notes

Risk of bias

Item Auchors’ judgement Description

Adequare sequence generation? Unclear Not deseribed

Allocadion concealment? Unclear Not described

Blinding? No Open swdy

All outcomes

Incomplete outcome data addressed? Yes 9 patients withdrew from enema group com-

All outcomes

pared to 16 from the foam group

Free of selective reporting?

Yes The published report includes all expected
outcomes
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Basilico 1987

Methods

Single center double-hlind randomised conerolled trial

Participants

Patients age 20 to 71 years with ulcerative proctosigmoiditis confirmed clinically, endo-
scopically and histologically

Incerventions

5-ASA enema 1.5g BID vs, SAS enema 1.5g BID for 28 days

Cutcomes Clinical and endescopic remission

Notes

Risk of bias

Item Authors’ judgement Description

Adequare sequence gencration? Undlear Not described

Allocation concealment? Yes Adequate

Blinding? Yes Double blind

All outcomes

[ncomplete outcome dara addressed? Yes Two patients in the 5-ASA group and one

All gutcomes

in the SAS group dropped out

Free of selective repording?

Yes The published report indudes all expected

oulcomes

Bianchi-Perre 1995

Methods Single centre double-blind randemised concralled crial
Participants Patiens age 16 to 67 with endoscopically confirmed mild to moderarely active ulceracive
proctitis

[nterventions 5-ASA enema 1g O vs. hydrocortisone enema 100mg OD for 3 wecks

Qutcomes Clinical, endoscopic, and histologic improvement

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes Compuwr generated

Allocation concealment? Yes Adequare
Rectal S-aminosalicylic acid for induction of remission in uicerative colitis {(Review) 44

Copyright © 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Bianchi-Porro 1995 (Comrinyed)

Blinding? Yes Double blind

All outcomes

[ncomplete ourcome data addressed? Yes Chne patient withdrew from the hydrocor-
All vutcomes tisone group due o worsening disease
Free of selective reporting? Yes The published report includes all expected

outcomes

Biancone 2007

Methods

Multicenter double-blind, randomised controlled crial

Participants

Patients age 18 vears or older with endoscopically confirmed mild to moderately active

ulcerative procrosigmoidits

Interventions

5-ASA enema 2g OD enema vs. 3-ASA foam 2g OD vs. BDI enema 3mg OD vs. BDP

foam 3mg OD for 8 weeks

Quecomes Clinical and endoscopic remission and improvement

Notes

Risk of bias

Item Authors’ judgement Description

Adequarte sequence generation? Yes Computer generated

Allocation concealment? Yes Adequate

Blinding? Yes Double blind

All ourcomes

Incomplete outcome dara addressed? Yes Seven patients were excluded due to proto-

All ourcomes col violations before week 4 assessment (1
in BDP group and 6 in $-ASA}

Free of selective repordng? Unclear Addidonal outcomes that were not pre-

specified appear to be reported

Campieri 1984

Methods

Single centre double-blind randomised conteolled trial

Parcicipants

Patients age 22 to 60} years with endoscopically confirmed mild to moderately acrive left-

sided ulceracive coliis
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Campieri 1984 (Contined)

[ntetvencions 5-ASA enemia 2g OD vs. 4AS5A enema 2g O for 15 days

Quicomes Clinical, endoscopic and histologic improvement

Naotes

Risk of bias

Item Aurthors’ judgement Description

Adequate sequence generation? Unclear Nor described

Allocation concealmene? Yes Adequate

Blinding? Yes Double blind

All outcomes

[ncomplete ourcome data addressed? Yes No drop outs wete reporred
All outcomes

Free of selective reporting? Yes The published report includes all expected

OULCOINES

Campieri 1988

Methods

Single centee randomised conrrolled wrial

Participantes

Patiencs with mild ro moderately acrive ulcerarive procrosigmeiditis

Interventions

5-ASA enema 2g OD vs. 5-ASA suppository g BID for 1 month

Outcomes Clinical. endoscopic, and histologic improvement and remission
Notes

Risk of bias

Ttem Authors’ judgement Description
Adequate sequence gencration? Unclear Ner described
Allocation concealment? Yes Adequate

Blinding? No Single blind

All ourcomus
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Campieri 1988  (Continned)

Incomplete outcome dara addressed? Yes Ne drop outs were reported
All ourcomes
Free of selective reporting? Yes The published report includes afl expected

OULCOITICS

Campieri 1990a

Methods

Multicentre double-blind randomised placebo-conrrolled trial

Participants

Padienrs age 18 to 75 years with endoscopically confirmed mild to moderately active

proctosigmoidiris

Inwervencions 5-ASA suppositories 1.5g OI} vs. 1g OD vs, placebo for 4 weeks

Qurcomes Clinical, endoscopic, and histologic improvement and remission

Notes

Risk of bias

[tem Authors’ judgement Description

Adequate sequence generation? Yes Computer generated

Allacation concealment? Yes Adequate

Blinding? Yes Double blind

All cutcomes

Incomplete outcome data addressed? Yes Nine patientsin the placebo group dropped

All ourcomes our mostly due to worsening symproms
compared to 2 5-ASA patients

Free of selective reporting? Yes The published repore includes all expected

CGULICHNES

Campieri 199%0b

Methads

Single centre double-blind randomised, placebo-controlled rrial

Parcicipants

Patients with endoscopically confirmed mild o moderately acrive ulceracive colitis

{nterventions

5-ASA suppositories 0.5g T} vs. placebo for 1 menth

QOurcomes

Clinical, endoscopic, and histelogic improvement and remission
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Campieri 1990b  (Continned)

Notes

Risk of bias

[tem Authors’ judgement Descriprion

Adequare sequence generation? Unclear Not described

Allocation concealment? Yes Adequare

Blinding? Yes Double blind

All ourcomes

Incomplere outcome dara addressed? Yes No drop outs were reported

All ourcomes

Free of sclective reporting? Yes The published report includes all expected

GUECOmes

Campieri 199%1a

Merhods

Randomized double-blind placebo-controlled trial

Participancs

Patients age 18 years or older wich endoscopically confirmed mild o moderarely active

ulcerarive coliris

Interventions

5-ASA enema 2g OD vs. sulcrafate enema 10g OD vs. placebo for 4 weeks

Outcomes Clinical, endoscopic, and histologic improvement and remission
Notes

Risk of bias

Ttem Aunthors’ judgement Deescription

Adequare sequence generation? Unclear Not described
Allocation concealment? Yes Adequare

Blinding? Yes Double blind

All outcomes

[ncomplete ourcome data addressed? Yes There were no drop oues

All outcomes
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Campieri 1991a  {(Continned)

Free of selective reporting?

Yes The published report includes all expecred
outcoMmes

Campieri 1991h

Merhods

Randomized, double-blind placebo-controlled trial

Pardicipants

Patiencs age 18 yeats or older with endoscopically confirmed mild to moderately active
ulcerative calitis

Interventions

5-ASA enemas 1g OD vs, 2g OD vs, 4g OD ws. placebo for 4 weeks

Qurtcomes Clinical, endoscopic, and histologic improvement and remission

Naotes

Risk of bias

Item Authors’ judgement Description

Adequare sequence generation? Unclear Not described

Allocarion concealment? Yes Adequate

Blinding? Yes Double blind

All outcomes

Incomplete outcome data addressed? Yes There were no drop outs

All succomes

Free of selective reporting? Yes The published report includes al! expected
outcomes

Campieri 1993

Methods

Multicencer single-blind tandomised controlled trial

Parcicipants

Patients age 18 to 75 years with endoscopically confirmed mild to moderartely active
ulcerative colits

Interventions

5-ASA foam 2g OD vs. 5-ASA enema 2g O[3 vs. 5-ASA enema 4g OD) vs. 5-ASA foam
4g O tor 3 weeks

Ourcomes

Clinical. endoscopic. and histelogic improvement and remission

Nores
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Campieri 1993 (Contireed)

Risk of bias

Item Authors’ judgement Description

Adequate sequence generacion? Yes Computer generaced

Allocation concealment? Yes Adequare

Blinding? No Single blind (investigator)

All ouccomes

Incomplete ouccome daca addressed? Yes Missing ourcome dara balanced in num-

All cutcomes

bers across intervention groups with simi-
lar reasons for missing dara across groups

Free of selcctive teporting?

Yes The published report includes all expected
ourcomes

Cortot 2008

Methods

Multicenter randomised conerolled investigator-blinded trial

Participanes

Patienes aged 18 years or older with mild to moderare lefr sided active ulcerarive colitis
with disease extension at lease Scm from the anal verge bur nor above the splenic flexure

Interventions

Mesalamine 5-ASA foam cnema 1g/80ml OD vs.Mesalamine 5-ASA liquid enema
1g/100ml for 4 wecks

Outcomes Clinical and endoscopic remission

Notes

Risk of bias

Item Authory’ judgement Description

Adequare sequence generation? Yes Compurer generated

Allocation concealment? Yes Adequate

Blinding? No Investigator-blinded

All ourcomes

Incomplete ourcome data addressed? Yes Missing outcome dara balanced in num-

All outcomes

bers across intervention groups with simni-
Jar reasons for missing data across groups
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Cortot 2008  (Continued)

Free of selective reporting?

Yes The published report includes all expected
autcomes

Eliakim 2007

Methods Mulricentre single-blind randomised controlled crial

Participants Patients age 18 to 75 vears with endoscopically and histologically confirmed ulcerative

colitis extending no more than 40cm from the anal verge

{nterventions 5-ASA foam 1g/30ml OD vs. 1g/60ml O for 6 weeks

Catcomes Clinical, endoscopic, and histologic remission

Nores

Risk of bias

Item Authors’ judgement Description

Adequare sequence generation? Yes Compurer generated

Allocarion concealmenc? Yes Adequare

Blinding? No Investigator-blinded

All ourcomes

Incomplete outcome dara addressed? Yes Missing outcome data balanced in num-

All outcomes

bers across intervention groups with simi-
lar reasons for missing data actoss groups

Eree of selective reporting?

Yes The published repotr includes all expecred
outcomes

Farup 1995

Merhaods

Multicentre double-blind randemised conrrolled crial

Participancs

Patients age 19 to 70 years with endoscopically confirmed ulcerarive proctosigmoiditis

Intervenrions

5-ASA supposirories 0.5g BID vs, hydrocortisone foam 178mg BID for 4 weeks

Outcomes Clinical and histologic improvement and remission

Noces

Risk of bias
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Farup 1995 (Consinned)

ftem Authors’ judgement Description

Adequate sequence generation? Unclear Mot deseribed

Allocation concealment? Unclear Nor described

Blinding? No Open trial

All ouccomes

Incomplere outcome data addressed? Yes There were no drop ours

All curcemes

Free of selective reporting? Yes The published report includes all expected
outcomes

Friedman 1986

Methoeds

Randomized, double-blind concrolled crial

Pardicipants

lasients age 18 years or older with endoscopically confirmed ulcerative colitis

Incerventions

5-AS5A enema dg O vs. hydrocortisone enema 100mg OD for 3 weeks

Ourcomes Clinical, endescopic and histalogic improvement

Notes

Risk of bias

Item Authors' judgement Deescription

Adequate sequence generation? Yes Adequate

Allacation concealmene? Yes Adequate

Blinding? Yes Double blind

All autcomes

[ncomplete outcome data addressed? Yes One patient dropped out from each group
All outcomes

Free of selective reporring? Yes The published report includes all expected

outcomes
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Gionchetti 1997

Methods

Single-centre randomised, single-blind controlled trial

Tarticipants

Patients age 18 years or older with endoscopically and histologically confirmed ulcerative

proctosigmoidicis

Intervendions 5-ASA suppositories 1g OD vs, 0.5g BID for 4 weeks

Qurcomes Clinical, endoscopic, and histologic improvement and remission
Notes

Risk of bias

Tiem Authors’ judgement Description

Adequate sequence generation? Yes Compurer generated
Allacation concealment? Yes Adequate

Blinding? No Single blind {investigator}
All ourcomes

Incomplere outcome data addressed? Yes There were no drop ourts
All outcomes

Free of selective reporting? Yes The published report includes all expecred

ourcomes

Gioncherti 1998

Merheds

Single-centre single-blind randomised conerelled erial

Participants

Patients age 18 years or older with endoscopically and histologically confirmed ulcerative

proctitis extending no more than 15cm from the anal verge

Interventions

5-ASA suppositories 0,4g TID vs, oral 5-ASA 0.8g TID for 4 weeks

Outcomes Clinical, endoscopic and histalogic remission and clinical improvement
Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generarion! Yes Compurer generated
Allocation concealment? Yes Adequate
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Gioncheni 1998  (Conrinned)

Blinding? Yes Single blind {investigator}

All ourcomes

Incomplere ourcome data addressed? Yes There were no drop oucs

All ourcomes

Free of selecrive reporting? Yes The published report includes all expected

ouLComes

Gionchetti 1999

Methods

Multicenter, single-blind randomised controlled trial

Participants

Patients age 18 to 70 years with endoscopically confirmed mild to moderately aciive

ulcerative colitis

[ntervencions 5-ASA gel enema 2g O vs. 5-ASA foam 2g OD for 4 weeks

Curcomes Clinical. endoscopic and histologic improvement and remission

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes Computer generated

Allocation concealment? Yes Adequare

Blinding? Ne Single blind

All outcomnes

Incomplete cutcome darta addressed? Yes 6 patents were excluded from the foam
All burcomes group and I from the gel group

Free of selective reporting? Yes The published report includes all expected

ouicomes

Gionchetti 2005

Merthods

Multicentre single-blind randemised controlled trial

Parncipants

Patients age 18 to 70 years with endoscopically and histologically confrmed ulcerarive

coliris

Intervenrions

5-ASA enema 1g OD vs. BDP enema 3mg OD for 6 weeks
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Gionchetti 2005 (Consinued)

Curcomes Clinical improvement and remission

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes Coamputer gencrared

Allocation conceal mene? Yes Adequate

Blinding? No Single blind

All cutcomes

[Incomplete outcome data addressed? Yes Missing outcome data balanced in num-

All outcomes bers across intervention groups with simi-
lar reasons bor missing daca across groups

Free of selective reporting? Yes The published report includes all expected

ourcomes

Hanauer 1998

Methods

Multicenter double-blind randomised placebo-controlled trial

Parricipants

Patients with mild to moderately active ulcerative procrosigmoidinis

Interventions 5-ASA 140D vs, 28 OD vs. 4g OD vs. placebo for 8 wecks

Cutcomes Clinical . endoscopic, and histologic improvement and remission

Notes

Risk of bias

Ttem Authors’ judgement Description

Adequate sequence generation? Yes Computer generated

Allocation concealment? Yes Adequare

Blinding? Yes Double blind

All cutcomnes

Incomplete ourcome data addressed? Unclear 37% of placcbo patients dropped out due

All outcomes

to treatment failure compared to compared
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Hanauer 1998 {Continued)

o 8 to 10% of 53-ASA patients. No other
description of drop outs was provided

Free of selective reperting?

Yes The published report includes all expecred
OULCOmes

Kam 1996

Methods

Multicenter, double-blind randomised, double-dummy controlled trial

Parricipants

Pudients age 18 years or older with endoscopically confirmed distal ulcerarive colitis

Interventions 3-ASA encma 4g OD vs. oral SAS 1g QLI for 6 weeks

Qutcomes Clinical and endoscopic improvement and remission

Nores

Risk of bias

Ttem Authors’ judgement Description

Adequate sequence generation? Unclear Not described

Allocation concealment? Yes Adequate

Blinding? Yes Double blind, double dummy

All outcomes

Incomplere ourcome data addressed? Yes Missing outcome dara balanced in num-

All outcomes

bers across intervention groups with simi-
lar reasons for missing data across groups

Free of selective reporting?

Yes The published report includes all expected
outcomes

Lee 1996

Methods

Multicenter, single-blind randomised, controtled crial

Parcicipants

Patients age 18 years and older with ulcerarive colits distal to the splenic Rexure

Interventions

5-ASA foam 2g OD vs. prednisolone foam 20mg OD for 4 weeks

Outcomes

Clinical, endoscopic, and histologic improvemnent and remission

Mortes
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Lee 1996 (Coniinited)

Risk of bias

Item Authors’ judgement Description

Adequare sequence generarion? Yes Computer generated

Allocation concealment? Yes Adequare

Blinding? No Single blind

All outcomes

Incomplete curcome dara addressed? Yes Missing outcome data balanced in num-

All ouccomes bers across intervention groups wich simi-
lar reasons for missing data across groups

Free of selective reporting? Yes The published report includes all expected

OUCCOMeEs

Lemann 1995

Mechods

Muldicenter, single-blind randomised controlled trial

Participants

Patients age 18 years and older with endoscopically and histologically confirmed dista)

ulcerarive colitis

[nrerventions 5-A5A cnema 1g OD vs. budesonide enema 2mg OD for 4 weeks

Qurcomes Endoscopic and histolegic improvemenr and remission

Notes

Risk of bias

Item Authors’ judgement Description

Adequare sequence generarion? Yes Compurer enerated

Allocation concealment? Yes Adequate

Blinding? No Single blind (investigaror)

All outcomes

[ncomplete outcome data addressed? Yes Missing ourcome dara balanced in num-

All curcomes

bers across intervention groups with simi-
lat reasons for missing data across groups
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Lemann 1995  (Continued)

Free of selecrive reporting?

Yes The published report includes all expected
ourcomes

Malchow 2002

Methods Multicenter double-blind randomised controlled trial

Pacticipants Patients age 18 to 75 years with endoscopically and histologically confirmed distal ul-

cerative colitis

[nterventions 5-ASA foam 2g OD vs. 5-ASA enema 4g QD for 4 weeks

Qurcomes Clinical and endoscopic improvement and remission

Notes

Risk of bias

heem Authers' judgement Deescription

Adequate sequence generation? Yes Computer generated

Allocation concealmenr? Yes Adequate

Blinding? No Investigator blinded

All outcomes

Incomplete cutcotne data addressed? Unclear A similar proportion of patients dropped

All outcomes

out from each group. However, reasons for
withdrawal are not adequately explained

Free of selective reporting:

Yes The published report includes all expected
outcomes

Miner 2006

Methods

Multicentre double-blind randomised controlled trial

Participants

Patients age 18 years and older with ulcerative colidis extending 5 to 50cm from the anal
verge and DAL 4 ¢0 10

[nwervencions 5-ASA enema 4g O vs. alicaforsen enema 120mg vs. 240mg OD for 6 weeks
Ouitcomes Clinical and endoscopic improvement and remission
Notes
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Miner 2006  (Contivnned)

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes Computer generated

Allocadon concealmenc? Yes Adequate

Blinding? Yes Double blind

All ourcames

Incomplete ourcome dara addressed? Yes Missing outcome data balanced in num-

All cutcomes

bers across intervention groups with simi-
lar reasons for missing daia across groups

Free of selective reporting?

Yes The published report includes all expected
ourcomes

Moller 1978

Methods

Single center single-blind randomised placebo-controlled rial

Parricipants

Patients with ulcerative procritis

[nterventions SAS enema 3g OD vs. placebo for 2 weeks

Qurcomes Clinical and endoscopic improvement and remission

Notes

Risk of bias

Trem Authors’ judgement Description

Adequate sequence generation? Unclear Not described

Allocation concealment? Unclear Net described

Blinding? Yes Double blind

All cutcomes

Incomplere outcome dara addressed? Yes One placebo parient dropped our due 1o

All outcomes lack of benefic

Frec of selective reporting? Yes The published reporr includes all expecred
ourcomes
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Mulder 1988

Methods

Single centre single-blind randomised controlled wsial

Participants

Patients with ulcerative procuitis extending no more than 20cm from the anal verge

Interventions 5-ASA enema 3g OD vs. prednisolone enema 30mg OD for 28 days

Outcomes Clinical, endoscopic, and histologic improvement

Notes

Risk of bias

Itemn Authors’ judgement Description

Adequate sequence generation? Unclear Not described

Allocation concealment? Yes Adequate

Blinding? Yes Double blind

All outcomes

Incomplete ourcome data addressed? Yes Na drop outs were described

All ouecomes

Free of selective reporring? Yes The published reporr includes all expected
outcomes

Mulder 1996

Methods

Multicentre, double-blind conrrolled trial

Participants

Paciencs age 18 years and older with ulcerative procritis extending no mote than 20 em

from the anal verge

[nterventions 5-ASA encema 2 g OD vs, beclomethasone enema 3 mg OD vs, both for 4 weeks
Qurtcomes Clinical, endoscopic or histologic improvemenr and remission

Notes

Risk of bias

Item Authors’ judgement Description

Adequare sequence generation? Yes Compurer generated

Allocarion concealment? Yes Adequare

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis {Review)
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Mulder 1996 {Continned)

Blinding? Yes Double blind

All outcomes

Incomplete ourcome dara addressed? Yes No drop outs were described

All ourcomes

Free of sclective reporting? Yes The published report includes all expected

oufcomes

Palmer 1981

Merhods

Randomized double-blind placebo-controlled erial

Participanrs

Patients with endoscopically and histologically confirmed ulcerative colics

Intervencions

5AS enema 3g OD vs, placebo for 2 weeks

Gurcomes Clinical and histologic improvement

Notes

Risk of bias

Item Authors’ judgement Deescription

Adequate sequence generation? Yes Compurer generated

Allocation concealmene? Yes Adequate

Blinding? Yes Double blind

All outcomes

Incomplete outcome dara addressed? Yes One patient was withdrawn from the treat-
All outcomes ment group due to pon compliance

Free of selective reporting? Yes "The published repert includes all expected

outcomes

Pokrommeiks 2000
Methods Muliicenter double-blind randomised placebo-concrolled trial
Participants Paticnts age 19 1o 69 years with mild to moderately active left-sided ulcerative colitis

[nterventions

5-ASA enemna 2g O vs, placebo for 6 weeks

Outcomes

Clinical, endoscopic and histologic improvemenr and remission

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis {Review)
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Pokrotneiks 2000  {Contrnmed)

Nores

Risk of bias

Ttem Authors’ judgement Deescription

Adequate sequence generation? Yes Computer generated

Allocation concealment? Yes Adequate

Blinding? Yes Double blind

Al curconies

Incomplere ourcome dara addressed? Yes Missing outcome data balanced in num-

All outcomes

bers across intervention groups with simi-
lar reasons for missing data across groups

Free of selective reporting?

Yes The published report includes all expected
outcomes

Powell-Tuck 1986

Methods

Single centre randomised controlled crial

Participants

Patients with endoscopically and histologically confirmed ulcerative colitis

Interventions

5-ASA enema 1g OD vs. 2g OD for 28 days

Qurcomes Clinical, endescopic, and histologic remission

Notes

Risk of bias

Item Authors” judgement Description

Adequace sequence generation? Yes Adequare

Allocation concealment? Yes Adequare

Blinding? Yes Double blind

All outcomes

Incomplete ourcome data addressed? Yes One patient was withdrawn from the 2 g

All outcomes

group for worsening diarrhea
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Powell-Tuck 1986  {Continued)

Free of selective reporting?

Yes

The published report includes all expected
outcomes

Prantera 2005

Merthods

Multicenter, double-blind randomised double-durnmy conrrolled trial

Participants

Patienes with mild to moderarely acrive lefi-sided ulcerative coliris

Interventions

5-ASA enema dg QI vs. oral 5-ASA MMX 1.2g TID for 8 weeks

Outcomes Clinical, endoscopic, and histologic improvement and remission
Notes

Risk of bias

hem Authors’ judgement Description

Adequate sequence generation? Yes Computer generated

Allocarion concealment? Yes Adequate

Blinding? Yes Double blind, double dummy

Al ouccomes

[ncomplete outcome dara addressed! Yes Missing outcome data balanced in num-

All ourcomnes bers across intervention groups with simi-
lar reasons for missing data across groups

Free of selective reporting? Yes The published report includes all expected

ourcomes

Safdi 1997

Methods

Multiceniter double-blind randomised conrrolled rrial

Tarticipants

Patients with endescopically confirmed ulcerative colitis

[nterventions 5-ASA encmna 4g OD vs_ oral 5-ASA 0.8g TID vs, borth for 6 weeks
Ourcomes Clinical improvement

Notes

Risk of bias
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Safdi 1997  (Coutinmed}

Trem Authors’ judgement Description

Adequare sequence generation? Yes Computer generated

Allocation concealmend? Yes Adequare

Blinding? Yes Double blind, double dummy

All outcomes

Incomplete ourcome dara addressed? Yes Missing outcome dara balanced in num-

All outcomes

bers across intervention groups with simi-
lar reasons for missing data across groups

Free of selective reporting?

Yes The published report includes all expected
outcomes

Senagore 1992

Methods Single center, randomised concrolled crial

Participants Pacients with endoscopically and histologically confirmed ulcerative proceosigmoiditis
[neerventions 5-ASA enema 4g OD vs. hydrocordsone cnema 100mg OD vs, short chain facry acid

enema [ 20ml O for 6 weeks

Qurcomes Clinical improvement

Notes

Risk of bias

ftem Authors’ judgement Deescription

Adequare sequence generation? Unclear Nor described

Allocarien concealmend? Unelear Not described

Blinding? Neo Single blind

All outcomes

Incomplete cutcome data addressed? Yes No drop oucs

All outcomes

Free of selective reporting? Yes The published report includes all expected

ourcomes
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Sutherland 1987a

Methods

Multicentre double-blind randomised placcho-controlled trial

Participants

Patients with active ulcerative colitis extending no more than 50 cm from the anal verge

[nterventions

5-ASA enema 4g O vs. placebo for 6 weeks

Outcomes Clinical improvement

Notes

Risk of bias

Ltem Authors’ judgement Description

Adequace sequence generation? Yes Table of random numbers

Allocation concealment? Yes Adequate

Blinding? Yes Double blind

All outcomes

Incomplete outcome daca addressed? Yes 6 patients dropped out of the 5-ASA group

All outcomes for worsening, disease or unsatisfacrory re-
sponse compared to 14 placebo patients

Free of selective reporting? Yes The published report includes all expected

Quicemes

Williams 1987

Methods

Single centre double-blind placebo-controlled trial

Parricipants

Pacients and 18 and older with endoscopically confirmed ulcerative proctitis extending

no more than 15¢m from the anal verge

Interventions 5-ASA supposiories 0.5g TID vs. placebo for 6 weeks
Qurcomes Clinical remission

Notes

Rish of bias

Itemn Auchors’ judgement Drescription
Adequare sequence generation? Unciear Not described
Allocation concealment? Yes Adequate
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Williams 1987  (Coutinsed)

Blinding? Yes
All ourcomes

Double blind

Incomplete ourcome daca addressed? Yes
All outcomes

There were 2 drop outs in the placebo
group

Free of selective reporting? Yes

The published report includes all expected
outcomes

Rectal S.aminosalicylic acid for induction of remission in uicerative colitis {Review)
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Characteristics of excluded studies ferdered by study ID}

Barber 19585

Case reports, not randomised, disease extent not described, symprom score not an outcome

Biddle 190

Not a randemised trial, retrospective study

Bresci 1997

Nort randomised, some patients with pancoliis

Campieri 1981

Some patienr less than 12 years of age

Campien 1987

Limited information about study design (randomisation not stated}

Campieri 1939

Analysis based on cycles withowr definition of cycle

D'Arienzo 1987

MNor a randomised erial, single arm erial

Fedortin 1985

Not a randomised trial, no symprom-based outcome

Fruhmorgen 1980

Results for some patients not evaluable, treatment allocation unclear, lacks methodological rigour.

Guarino 1987

MNor a randomised crial

Kandel 1987

Ner a randomised trial

Klowz 1930

Some subjects with extensive ulcerative colitis and Crohn’s disease

Lucidarme 1997

Some subjects with Crohn’s disease

Marteau 2005

Some patienrs with extensive colids

McPhee 1987

Mot a randomised trial

Paclozi 2002

Not 2 randomised trial, some patients with pancolitis

Pullan 1993

Some patients withdrew after randomise withour description of treatment allocation

Robinson 1990

Mot 2 randomised tnal, some patients with Crohn’s disease

Serebro 1977

Mot a randomised trial, age of subjects not reported

Sutherland 1987h

Duplicate publication (reports single-centre results from Multicentre erial)

Van Bodegraven 1996

Some subject with pancoliris

Van Hees 1980

Some subjects included twice (crossed over during relapse)

van Hogezand 1988

Some subjects included owice

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis (Review)
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{Conttrned)

Vecchi 2001

Some patients had disease extending o ascending and wransverse colon

Willoughby 1980

Trearment drug N-Acetyl-3-ASA rather than 5-ASA

Willoughby 1986

Some subjects with extensive colis

Yokoyama H 20K7

Some subjecrs with pancolitis, minimal duration of remission prior to randomisarion less than 4 weeks
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DATA AND ANALYSES

Comparison 1. Recial 5-ASA vs Placebo

No. of
Outcome or subgroup title

No. of
studies  participants

Statistical method

Effect size

1 Symptomatic Improvement
2 Endoscopic Improvermnent
3 Histologic Improvemen

4 Sympromatic Remission

5 Endoscopic Remission

RELTE W = - AR R

O Hlistologic Remission

811
331
452
736
729
588

Odds Rario {M-H, Random, 95% CI)
Odds Ratie (M-H, Random, 95% CI)
Odds Racio (M-H. Random, 95% CD)
dds Rane (M-H, Random, 95% CI[)
Odds Rane (M-H, Random, 95% Cl)
Odds Ratio (M-H, Random, 95% Cl}

8.87 [5.30, 14.83]

11.18 [5.99, 20.88]

7.69 [3.26, 18.12]
3.30 14.28, 16.12]
5.31 [3,15, 8.92]

6.28 {2.74, 14.40)

Comparison 2. Rectal 5-ASA vs Recial Corticosteroid

No. of
Quicome or subgroup title

No. of
studies  participants

Stadistical methed

Effect size

1 Sympromacic Improvement 9
2 Endoscopic Improvement 6
3 Histologic Improvernent G
4 Symptomatic Remission G
5 Endoscopic Remission 4
6 Histologic Remission 2

937
300
316
942
595
431

Odds Ratio {M-H, Random., 95% CI)
Qdds Rartio (M-H, Fixed, 95% CI}
Qrdds Racio (M-H. Fixed, 95% CI)
(dds Rario {M-H, Random, 95% CI)
Odds Rane {(M-H, Random, 95% CI}
(Odds Raro (M-H, Random, 95% Cl)

1.56 (115, 2.11]
1.11 [0.71, 1.72]
1.49 [0.95, 2.34]
165 [1.11, 2.45)
1.16 [0.69, 1.94)
146 (0.90, 2.37)

Comparison 3. Rectal 5-ASA vs Oral 5-ASA

No. of
Quicome or subgroup title

No. of
studies participants

Statistical method

Effect size

1 Sympromatic Improvement
2 Syapromatic Rermission

3 Endoscopic Remission

SIS VR VAN Y

4 Histologic Remission

214
174
174
137

Qdds Ratio (M-H., Random, 93% CI}
Odds Ratio (M-H, Random, 95% Cl)
(Odds Batio {(M-H. Random, 95% CI}
Odds Rane (M-H, Random, 95% CI}

2.25 [0.53, 9.54]
1.94 [0.35, 10.72)
1.45 [0.41, 5.10]
198 {0.13, 31.23]
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Comparison 4. Rectal 5-ASA vs Oral + Rectal 5-ASA

No. of No. of

Qutcome or subgroup title studies participants Staristical method

Effect size

I Sympromatic [mproverment 1 38

Odds Ratio (M-H, Random, 95% CD)

0.39 [0.09, 1.67)

Comparison 5. Rectal 5-ASA vs Rectal 4-ASA

No. of No. of

stadies  participants Stacistical method

Outcome or subgroup dtle

Effect size

1 Sympromatic Improvement 1 63 Odds Ratio (M-H, Random, 95% CI)
2 Endoscopic Improvement 1 63 Odds Ratio (M-H, Random, 95% CI)
3 Histologic lmprovement 1 63 Odds Ratio (M-H, Random, 95% CI)

1.26 [0.37, 4.30]
1.04 [0.32, 3.42)
1.22 {0.45, 3.31]

Comparison 6. Frequency of Rectal 5-ASA

No. of No. of

Quicome or subgroup title studies participants Statistical method

Effect size

1 Sympromartic Inprovement 2 59 Odds Ratio (M-H, Random, 95% CI}
Once daily vs more than one
daily

2 Endoscopic Improvement once a 2 447 Odds Ratio (M-H, Random, 95% CI)

day vs more than once a day

J Histolugic Improvement once o 2 447 Odds Rario {M-H, Random., 95% CI)
dﬂ)" vE ITOTS th:ll'[ Onee a da}'

4 Svmpromatic Remission Once 3 497 QOdds Rario (M-H, Rardom, 93% CI)
duily vs More than once a day

3 Endescopic Remussion onee 3 497 (dds Rario (M-H, Random, 95% CI)

daily vs Mare than once a day

6 Histologic Remission 2 89 Odds Ratio (M-H, Random, 95% Cl}

0.80 [0.20, 3.23]

1.05 [0.62, 1.77]
1.20 [0.82, 1.76)
0.89 [0.54, 1.47]
0.86 [0.55, 1.34]

0.79 [0.33, 1.90)
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Comparison 7. Dose of 5-ASA

Outcome or subgroup tide

No. of

studies  participants

No. of

Statistical method

Effect size

1 Sympromatic lnprovemen 5-
ASA v Placebo
L1 O-1y 3-ASA vs Placehw
1.2 =1g-2g 5-ASA vs Placcho
1.3 =2g-40, 5-ASA vs Placebo
2 Endoscopic [mprovement 5-
ASA v Placebo
21 0-1g 5-AS5A vs Placcho
2.2 »1g-2¢ 5-ASA vy Placche
2.3 »2p-dg 5-ASA vs Placebo
3 Histologic Improvement 3-ASA
vs I'lacebo
3.1 0-1g 5-ASA vs Placebo
3.2 »1g-22 5-ASA v Placebo
3.3 =2g-4p 5-ASA v Phaccho
4 Sympromatic Remission 9-A5A
vy placeba
1 O-lyg 5-ASA vy Dlacebo
4,2 5120 5-ASA vs Placcbo
4.3 »2p-d4g 5-ASA vs Placebo
5 Endoscopic Remission 5-ASA vs
Placebo
5.1 0-tg S-A5A vs Placebo
3.2 21g-28 5-ASA v Placebo
3.3 22g-4g 3-ASA vi Placebo
6 Histologic Remission 3-ASA vy
PMucebo
6.1 0-1g 3-ASA vs Placeboy
0.2 »1g-2¢ 5-ASA vs Placebo
6.3 >2p-4p 3-ASA vs Placebo
7 Symptomatic Improvement
Comparison of Dose of 5-ASA
70 1g 5-ASA Vs 2g 3-ASA
7.2 2 5-ASA vs dg S-ASA
§ Enduscopic Improvement
Comparison of Dosc of 5-ASA
B.1 1g 3-ASA Vs 25 5-ASA
8.2 Zg S-ASA vs 4g 2-A%A
9 Histologic Improvement
Comparison of Yose of $-ASA
9.1 Iy 5-ASA V. 2z S-ASA
0.2 2 5 ASA v e 5-ASA
19 Symptotatic Remission
Comparison of Dose of 5-ASA
T 1 5-A8A Vs 22 5-A5A
102 2g 3-ASA vs 4y 5-ASA

8

R G

| ST C ] N S N R} L R - R R L L R SN R ) [y N TR R 3

bd

[p—

6

3
4

81t

179
274
358
33

83
180
68

452

83
291

78
756

179
412
165
729

179
385
16%
588

179
274
135
802

150
652
319

42
277
319

42
277
817

17%
(52

Odds Racio (M-H, Randam, 95% Cl}

(Odds Ratio (M-H, Random, 95% CI)
Odds Ratio {(M-H, Random, 95% CI)
Odds Ratio (M-H, Random, 95% CI)
Odds Racio (M-H, Random, 95% CI}

(Odds Rano (M-H, Random, 95% CI)
(rdds Ratio {(M-H, Random, 95% CI)
Odds Racio (M-H, Random, 95% CI)
Odds Ratio (M-H, Random, 93% CI)

Odds Rane (M-H, Random, 95% CI)
Qdds Ratio (M-H, Random, 95% CI)
Odds Racio {M-H, Random, 95% CD
Oids Rario (M-H, Random, 95% Cl)

Odds Rario (M-H, Random, 95% CI}
(dds Rane (M-H, Random, 99% CI)
Ondds Ratie {M-H, Random, 95% CI)
(Odds Ratio (M-H, Random, 5% CI)

Odds Ragio (M-H, Random, 95% C)
Odds Ratie (M-H, Random, 95% CI}
Odds Rario (M-H, Random, 95% CI)
0Odds Ratio {M-H, Randem, 95% CI)

Odds Rarie (M-H, Random, 95% CI)
Odds Ratio (M-H, Random, 95% CI}
Odds Ratie {M-H, Random, 95% CI}
Odds Ratie (M-H, Random, 95% CI}

Odds Ratio (M-H, Random, 95% CI)
Qdds Rano (M-H, Random, 93% Cl)
Odds Rane (M-H, Random, 95% CI}

(Odds Ratio {(M-H, Random, 95% CI)
Odds Ratio (M-H, Random, 95% CI}
Odds Ratio (M-H, Random, 95% Cl)

Qdds Rarie (M-H, Random, 95% CI}
Odds Ranio (M-H, Random, 95% CI)
Odds Rario (M-H. Rindom, 95% CI)

Odds Rado (M-H. Random, 95% C1)
Odds Ratie (M-H, Random, 952% 1)

7.6215.26. 11.04§

6.25 [2.96, 13.19)
10.22 [4.75, 21.98]
8.73 14.12, 18.49)
10.70 [6.12, 18.69]

8.78 {2.90, 26.53]
11.41 (4.73, 27.49]
12.68 (3.59, 44.78)
7.60 [3.81, 15.15)

6.60 1212, 20.55)
8.63 [2.70, 27.64)
8.95 [2.57, 31.15)
6.98 {4.29, 11.38)

513 (2.21, 11.91)
8.13 [3.73, 17.70)
10.07 (2.66, 38.18)
4.80 (3.27,7.07)

5.52 [2.45, 12.45)
4.22 [2.31, 7.69]
7.53{3.21, 17.63]
5.7813.28, 10.20]

4,76 [1.66, 13.60]
5.98 [2.53, 14.11]
6.77 [2.29, 20.04]
0.78 [0.53, 1.14]

1.13 [0.53, 2.42]
0.71 [0.43, 1.16)
0.94 [0.57, 1.56]

1.04 [0.25, 4.35]
0.93 (00,54, 1.60]
0.77 [0.48, 1.24]

0.85 [0.23, 3.211
0.7G [0.46, 1.27]
1.37 (0,67, 2.78]

1.09 {0.38, 2.00
1.43 [0.50, 4.13]
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11 Endescopic Remission
Comparsson of Dosc of 3-ASA
FLT Ig 3-ASA Vs 2g S-ASA
11.2 2g 5-ASA vs 4g S-ASA
12 Histologic Remission
Comparnison of Dose of 5-A5A
12.1 le S-ASA Vs 28 5-A5A
12,2 2¢ 5-ASA ve 4y 5-ASA

a7

175
52
827

175
(52

Odds Racio (M-H, Random, 95% CI}

dds Ratie (M-H, Random, 952 CI)
Odds Racio (M-H, Random. 95% CI)
Odds Radio (M-H, Random, 95% CI)

Odds Ratio (M-H, Random. 95% CI)
Odds Ratio (M-H. Random, 95% Ch

1.23 (0.76. 2.01]

1.14 [0.52, 2.48]
1.24 {0.64, 2.42]
1.16 [0.73, 1.84]

1.36 [0.44, 4.16]
1.14 [0.65, 1.99)

Comparison 8. Drug formulation

Outcome or subgroup title

No. of

studies pardcipants

No. of

Statistical method

Effect size

1 Sympromatic Iimprovemene 5-
ASA foam vs Enema

2 Endoscopic Improvement 5-
ASA Foam vs Enema

3 Histologic Improvemens 5-ASA
Foum ¥s Enema

4 Sympromatie Remission 3-A5A
Foam vs Fneina

3 Endoscopic Rernission 5-ASA
Encema vs 3-ASA Foam

6 Histologic Romission 3-ASA
Engma vs 5-ASA Foam

7 Sympromatic bmprovement 3-
ASA coema vs Suppository

8 Endoscopic Improvement 5-
ASA Encma vsSuppository

9 Hiswlogical Improvement 5-
ASA enema vs Suppository

10 Symptomacie Remission 5-ASA
CReMA VS Suppository

11 Endascopic Remission 5-ASA
enetiu ¥s Suppository

12 Histologic Remission 3-ASA
e vs Suppository

4

i

I

644

336

336

1172

1172

602

40

49

39

39

(dds Ratio (M-H, Random, 95% CI}
dds Ratio tM-H, Random, 95% CI)
(dds Ratio (M-H, Random, 95% CI}
Odds Ratio {M-H, Random, 95% CI)
(3dds Ratio (M-H, Random, 95% CI)
Odds Radio {M-H, Random, 95% CI)
Odds Ratio (M-H, Fixed, 95% CI)
Odds Ratio (M-H, Fixed, 95% CI}
Odds Ratio {M-H, Fixed, 95% CI)
Odds Ratie (M-H., Fixed, 95% CI}
Odds Ratio {M-H, Fixed, 95% CD)

Odds Ratio (M-H, Fixed. 95% CD

2.07 [0.88, 4.84)
1.51 (0.48, 4.71]
0.64 [0.41, 1.00]
0.84 [0.43, 1.66]
0.8110.59, 1.11]
0.94 [0.67, 1.33]
1.59 [0.24, 10.70]
0.15 [0.03, 0.79]
0.75 10.14, 3.90)
1.07 [0.23, 5.05]
0.66[0.17, 2.62}

0.4810.13,1.72]
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Analysis 1.1. Comparison | Rectal 5-ASA vs Placebo, Qutcome | Symptomatic Improvement.

Pevicw:  Rectal S-arminosaboghc acd for mduchon of remission in alcgrative colitis

Cormparizon: | Reclal 54548 v Placebo

Outeore: | Symptomatic Inprovernent

Study oF subgroup Rectal 5-A55 Flacet dlds Rato Wiight Odds Ratio
nf n/d M-H,Random,25% ¢ P-H Random 95% 1
Camper 19903 5463 1231 - 148 % 821305 2266)
Campren | 9900 28132 1630 —_ 133 % (HRE[ 384, 51.05]
Carnpieni 19914 17718 P L] E— 37 % 10200 [B.28, 1257.15]
Carrprnt 19910 72/B6 127 —-— 15.49% BI7[310.2151]
Hanauver |98 15007 1470 - 2I2H GO0 [ 333 1095]
tMoller 1978 1516 it - 40 % SEO0[ 502 602153
Palenar 1981 17 23 —_— 68 % 122533211175 ]
Sutherland 19874 87 77 - 3% 429 [ 217,846 ]
Total {(95% CI) 525 286 - 100.0 % 8.87 [ 5.30, 14.83 ]
iotal events: 3%6 (Rectal 5-A5AY 82 (Placebio)
Heterageneity Tau® — 020, Chi’ - 1202, df = 7 {P = Q100 1° —42%
et far overall effect: £ = 8.32 (P < 400001)
el 0l 1 10 W00

Favins Placshe.

Firaur s Rezctal 5.a%n
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Analysis 1.2. Comparison | Rectal 5-ASA vs Placebo, Qutcome 2 Endoscopic Improvement.

Fewew:  Roctal S-aminosihcyhe aeid for nduction of vormssaon n ulcorative ool

Camparson: | Rectal 5458 s Placebo

Chcome: 2 [ndoscops Improvement

Study or subaroup Rectal 5-A54, Plac by Oidds Rato Weight Odds Ratic

it it M- L Random 95% CI M-H Pandom 55% |

Campien 9903 561 1231 —— 303% 83%[312 2257

Campien 19900 532 710 —— 226% 1173 257, 1861 ]

Campicn 1991 1718 214 _ EU% 10200[828 125715 ]

Campier 19910 586 817 —a— 7% 73502811923

Mollgr 1973 14/16 34 —_— %4 % 2567 [ 363, 181447

Total (95% CB 215 116 - 100.0 % 11.18 [ 5.99, 20.88 |
Total events 174 (Rectal 5.454), 32 (Placebo)

Heterogeneity: Tau® = 008, Chi® = 4.72.df = 4 (P - 032), F - 15%
Test for overall effect 2 = 757 (P < Q00001
e i . .
ool ol I [T
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Analysis 1.3. Comparison | Rectal 5-ASA vs Placebo, Qutcome 3 Histologic Improvement.
Rewaw  Roctal S-ammnecabeye s for induction of reonssen i loerative colites
Companson: | Rectal 5-A54 o Placebo

Outcame: 3 Histologic Fmpravement

Study or subgroup Rectal b-Ahd Mlazebo Olds Ratio Wight Oidds Ratio
RYN i MeFRandom 357 CI M-HRandom #5% QI
Campieri 1990, 16063 1931 —a— 07 % S6B[223, 1149
Carnpieri 1330t M 30 — 170 % 1241 [ 345, 1466
Campier 13914 1513 HEl - 88 % 65001 600. 70367 )
Campicri 1991b 60/86 27 e 183 % 1327 [4.17, 4221 }
Palmer 1381 7 123 — 129% 735 1.29, 4198 ]
Pakrstiets 2000 26/54 18157 S 24% 200 (093,436 ]
Total (95% CI} 270 182 - 100.0 % 7.69 [ 3.26, 18.12]
Total events: 175 (Peclal 524543 39 (Placcbo)
Heteropenety: Tau! = 070, Ch? = 4458, df = 5 (P = 0015 1° ~667

Tect for overall elfect 2 = 466 (P = 0000013

Qs o \ \a i)
Favoars Placelx Fawours Rend § A%
Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 5
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Analysis 1.4. Comparison | Rectal 5-ASA vs Placebo, Qutcome 4 Symptomatic Remyission,

Review:  Rectal S-aminasalcyhc aod lor induction of rermssion n wleeratree colin

Camparison: | Rectal 5-A545 @ Placeba

Cuteome: 4 Symptomabic Remission

Swady or subgroup Rectat 5- 854 Placebo Qdits Rt Wizight s Fatio
vl i M-I Random,#5% C M- Randar 95% O
Campiere 19904 15163 1231 —— 174 % 3% [ 1a0. 980]
Camperi 19900 19432 40 - 103% 1800 365 8870 ]
Campiers 19914 1208 114 — 65 % 2600 [ 17224859 )
Campier 19310 53186 37 - 131 % PA57 [ 460 5973 ]
Hanawer | 998 10127 1070 —-= 19,7 % 5220254 1074]
Mofler 1978 1316 w4 —_ 8.0% 2600 169, 18342 ]
Pokrotneiks 2000 3554 23/57 f-— 19.0 % 272[ 1,26, 583
Williams 1987 (NNE! [F ] = 59 % 4400 337.438.09
Tatal (95% CI} 500 256 - 100.0 % 8.30 [ 4.28, 16.12 ]
Total events: 293 (Rectal 5-A54), 54 {Placebol
Heterogenety: Taw' = 045 Chi® = 1576, df = 7{P = 0033 ¥ =56%
Test for overall elfect 2 = .25 (P < QE0001)
1 D 100

Vinour 5 Recty 5-A%8,
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Analysis 1.5, Comparison 1 Rectal 5-ASA vs Placebo, Outcome 5 Endoscopic Remission.

Reviews Rectal S-aminsahieyhe acid dor induction of remissiom i ubceraing calie

Comparison: | Pectal 5-A54 v Placcbo

Outcome, 5 Endoscome Remission

Study or subgroug Rectal 5-A5M Placatya Odels Rato Wiight Odds Pabio
n/hd 't M-H R indoem 35% 1-H fandorn, 75% C1
Camprery | 9903 E-x 730 - 180 % 457170 1218
Campieri 1990b 1332 230 —_— 87% 958194, 4738
Campueri 19912 Wiig o4 o 25 % 35820186671 73]
Campieri 1931b LTS 27 _— 97% 1087 [ 242 4878 ]
Flanguer 1998 13727 17670 —— 294 % 534290, 285 )
Moller 1974 1216 3 — 78% OO 200, 6057 ]
Pokrotneiks 2000 26154 1757 — 135% 2B 100475
Total {95% CI) 486 243 e 100.0 % 5.31[3.15,8.92)
Total events 274 {Recab 5-A54), 48 (Placebo)
Heterogeneity, Taw” = 014 Chi' = B&%.di = & (P = 09 —31%
Test Tor overall effect £ = 6.2% (P < 000001
R/ S B S ST+

Taeewes Placeho

basrs Bectal & AL
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Analysis 1.6, Comparison | Rectal 5-ASA vs Placebo, OQutcome é Histologic Remission.

Rewew Rectdl S-aminosalicyhe acid dor indurtion of rerission mouleeratie colitis

Cormparison: | Rectal 5-A5A v Placebo

Crateome & Hhatologc Rermission

Study o subgeog Rectal 5-A%A Plicebe Oty atio Wizight Clds Ratio

il nfid M1 Fandom 5% ) M-H Random 255 )

Zammeni 1990 8ind 2431 - 00% TAL[ @Az 1052

Carnpien 1990k %32 Fxu) - 128 % P31 1.34. 3608 )

Campian 13314 SN Ditd - T2 2900 [ 1.50, 559 17 ]

Carmnpiert 19916 3586 027 - 78 % I71[224, 64205

Hanauer 1998 106217 11470 - 522 % SA2L255 1038 ]

Total (95% C1) 416 172 - 100.0 % 6.28 [ 2.74, 14.40 )
Total events: 167 (Reclad 5-A54% 14 {Placeba)

Helerogenety: Tau! = 022 Chi? = 804, df = 4P = 027; P 222%
Test {or aveeall gflect 7 = 434 (P = 0000014y
agr | 14 10
Favours Placelis Fivoue s Becral 5 At
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Analysis 2.1. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Qutcome | Symptomatic Improvement,

Beview  Rectal S-aminosahevic aod lor induction of remission in ulceralre cohlys

Compgrison. 2 Reclal 5-A54 v Rectal Corticostecqid

Oulcoene: P Symptomatic Improvemnent

Swudy or subgroup Rectal 5-454 Pectal cotcosterond Qdds Rano Wiight Odds Ratio
it it P11 Faneorm 95% M-HRandom,35% Cl
Anonymous 1987 361 3362 —— 17.3% 097 [ 048, 197)
Bianchu-Parro 1995 2927 [&25 — 43 % 450 [ 106, 19.22]
Biancone 2007 39442 42750 — 47 % 1481061, 1001 )
Foedrnan 1986 e % . 1% 12254133 11506
Gionchett) 2005 524106 HT —.— W83% 164 [ 096 283 ]
Les 1996 130167 1170067 —— 335 % HE0 (092, 245
Mulder 1988 LS (il 31 % O75[014.407)
Mulder 199 16/21 14/20 - 47 % L3734, 54% ]
Senagore 1992 17719 Tz - 21 % A0 021 14402 ]
Total (95% CI) 467 470 - 100.0 % 1.56 [ 1.15,2.11 ]
Total cvents: 328 (Hectal 54543 186 {Pectal coticasterod)
Heterogenenty lau’ = O0H; Chi' = 831, di = B (P = 40y 1! =%
Test for gverall effoct 2 = 285 (P = Q0044
LI VL 4

Fwours Lor ik aslens

Favaurs Reciat & A58
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Analysis 2.2. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Qutcome 2 Endoscopic Improvement.
Review: Rectal S-aminosalicylic acid for induction of remission n ulcerative cohtes
Zernparisor 1 Rectal 5-A5A s Reowal Cortcostersid

Cutcome: } Endoscopic Improvement

Study or subgroup Rectal 5-A5A Rectal coticosterod Oelds Rate Weight Crdds Ratio
ik nt b Fixed 25% CI M-HFixed 35% 1

Anonmous 1957 347t 4062 —— 169 % 069 [034, 143}
Buanchi-Porrg 1395 27 |25 _‘_'— 101 % L24[070,722]
Friedmnan 1986 &9 29 ‘_'“‘__"' 1.8 % FO0{ 086 5687 )
Leonann 1995 3849 34r48 “""'"_ 2006 % 142 [ 057, 355]
Mulder 1933 [REE 1214 S T— 8.8 % 046 [0.07.302]
Mulder 996 1521 15120 e a— 1.7 % 083[021.333)
Toral (95% CI) 182 178 - 100.0 % L11[071,1.72]

Total everits 124 {Rectal 5-A5A). 117 (Rectal coticosterod)
Heterogenenty: Chid = 728,07 = 5 (P = 020012 =31%
Test for ewerall effect 7 = (245 (P = 0.65) :

P R T S SO W

or 02 08 1 2 50

Favours con tcostera Fawours Rertal 5-A5A
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Analysis .3, Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 3 Histologic Improvement.

Review:  Redal S-aminosalicylic acd for widuction ol remission in ulcerative collis

Companson: 2 Rectal 5-454 vi Rectal Corticosterand

Outcome. 3 Histaloge Improverment

Study or subgroup Rectal 5-A5A Fectal eeticasteraid 2dds Fatig Wght s Ratin
it niid MM wed 5% C) M-H Fimed 95% O

Bianchi-Forrn 1925 15027 1525 —_— 244% 083[078 251 ]
Farup 1995 3t| 22038 - 1B.0% 225 [086, 567 )
Friedman 1986 L 33 - 2% T00[ 086, S8BT
Lemann 1995 30549 2648 —'—“— 129 % 134 [ 060, 300 ]
Mulder 1388 11415 B4 1% 206043 980]
Mulder 1996 10421 V20 174 % 091 [0.27,310]
Total (95% CI) 162 154 100.0 % 1.49 [0.95, 2.34 ]

Total events, |03 (Redlal 5-A54), 83 {Rectal coticostercid)
Heterageneity: Chit = 4.74, df = 5 (P = 0.45); 1! =00%
Test for overall effect: 2 = 173 (P = 0.084)

1 . N 1 1 L 'l

ov o o5 o2 5

Fawours Corteasters Favours Reeral $ ASA
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Analysis 2.4, Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 4 Symptomatic Remission.

Rewiewr  Fectal S-aminesalieylic acid for induction gl vermission n ulcorative colitis
Comparnon: 2 Rectal 5-A5A vs Rectal Corteosterod

Cutcorne 1 Symptomatic Rermissian

Study or subgroup Rectal 3-A5A Rectal coticostersd Odds Ratio Weight Odds Ratio
ity e M-I Random 355 CI M-HRandom,55% CI

Ananyonous 987 2761 19762 —"'— 15.9 % 180086, 376]
Biancone 2007 2242 18/50 —— 138% |96 [ 085 452]
Farup 199% 17141 13138 - 123 % |36 [ .55, 340]
Gioncheri 2005 264106 3z —— 196 % 077042, 1407
Les [9%6 File? 45167 —u 143 % L32[ 047, 367 ]
Lemnann 1935 2B/49 17/48 1414 % 24211.07.551)
Toral (95% CI} 466 476 100.0 % 1.65 [ 1.11, 2.45 )

Total events: |97 (Rectal 5-454), 145 (Redial coticostercid)
Heterogenaity: Tau® = 011: Chi* = 9.56,df = 5 (P = 0.0%): 1 =48%
Test bar averall efiect 7 = 24% (P = 001 3)

L L L

GF 02 G4

Favaus Cortcostens

2 5 10
Favours Recia 5-A%8,

Analysis 2.5. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Qutcomne 5 Endoscopic Remission.

Review; Rectal S-aminasalicydi acid for induction of remission in uicorative eohtis
Comparison: 2 Rectal 5-AS4 v Rectal Corticosteroid

Qutcome: S Endoscopr: Remission

Study or subgroup Fectal 5-ALA Rectal coticosteroid Odds Ratio “Weight Crtds Pabe
nftl nil PM-H Random, 355 M-H Random, 5% (I
Anonymous 1987 17461 15062 —— 275% 121 [054,271]
Les 1996 591167 1167 A 195 % 1,53 [0%6. 244]
Lerann 1995 /49 613 - 150 % 058[0129.327]
Mulder }996 2 6720 _—— 80 % 025 [004. 140 ]
Total (95% CI) 298 297 - 100.0 % 1.16 [ 0.69, 1.94 ]
Total events: B4 (Rectal 5-A54), 71 {Rectal cotcostercid}
Heterogeneity: Tau® = 008; Chi* = 4.21, df = 3 {P = 024 ¥ =29%
Test for overali effect: 2 = 056 (P - 058
G0y 05 11 5l

Favour s oo csien o

Faugurs Rectal b-ASA
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Analysis 2.6. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 6 Histologic Remission.
Review; Reclal S-arminosalicylic acd for mduction af remission in wicerative colitis
Companson 2 Rectal 5-A58 us Recal Corticosteraid

Ctcome 6 Histelogic Rernssion

Study or subgroup Rectal 5-A%4 Reqal Cotrasterid s Rato Weight Odds Ratie
i it M-HPandom 95% M-HRandom 95% ¢

Lee 1996 40167 IHS7 B32% 1.33 (082,234 ]
Lernann 1995 9/49 5i4B B Sl 168 % F94 [ 060, 627 ]
Total {(95% CI) 216 215 100.0 % 1.46 [ 0.90, 2.37 |

Toral events: 4% (Rectal 5458}, 36 {Rectal Coticosterad)
Heterogereity Tau? = 00; Chit = 0,26 df = | {P = 0l P =008
Test for overall effect: 7 = 1.55 (P = 0.12)

0ol 01 1 10 16X}

Fawaurs Cortcosters Favours Rectal b-A5A

Analysis 3.1. Comparison 3 Rectal 5-ASA vs Oral 5-ASA, Qutcome | Symptomatic Improvement,
Review:  Rectal S-aminosalicylic acid for induction of remission in ulcerative colils
Comparson 3 Rectal 5-A54 vs Oral 5-A%A

Cutcome: | Synptomalic Improverment

Study or subgroup Rectal 5454, Ciral 5-A54 Crdds Ratio Wazht, Didds Raue
it nil M-HFandom55% C| M-HR.andom 55% 1
Gronchetti 1998 24129 1029 s 82% FII[ 2062012 ]
Kam 199 1619 1318 —a— 128% 437081, 1959 ]
Prantera 2005 23139 3140 —— 70% GA2[016 111
Saldi 1997 1118 1022 —— 9% 189 (053, 649}
Total (95% CI} 105 109 - 100.0 % 2.25[0.53,9.54 |
Total events: 74 {Rectal 5-A5A) 61 {Oral 5.454)
Heterogeneity: Tau® = F.76: Ch' = 1645 df = 3 (P = 000092), I* =82%
Test for cverall efleel 7 = 1 I0H{P = 037
N N i N L
Gl [+h} ) 10 100
Favoursial §5-A54 Favoun s Bectal 5-A58
Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis {Review) k]
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Analysis 3.2. Comparison 3 Rectal 5-ASA vs Oral 5-ASA, Outcome 2 Symptomatic Remission.

Review:  Rectal S-aminosalicpc acd For nductran al rermssion in ulceratree colitis

Cornparson: ¥ Pectal 5458 v Oral 5-A58

Chiteorne: 2 Symptomatic Pemission

Study or subpraup Rectal 3-A54 Chal §-A5A Crdds Ratio Waighl Chdds Ratio
N it M- Random 35% 61 M-HRandom 35% CL
Gionchert 1998 2679 119 315% 1228 ( 304, 5004 ]
Kam 1996 919 818 —— 325% L1303, 410]
Prantera 2005 19739 24M0 — 360% 063[ 026, 154]
Total (95% CI) 87 87 ————— 100.0 % 1.94 [0.35,10.72]
Totat events 54 (Rectal 5-ASA} 44 (Oral 5-ASA} .
Heterogeneity: Tau® = | 90, Chi? = 1247, dl= 2 {P = 0.002); |1 =84%
Test lor overall efiect: Z = 076 (P = 045)
01 o2 05 1 2 LI ]

Favours Oral 5-A5%4

Tavours Recra 5-A%0

Analysis 3.3. Comparison 3 Rectal 5-ASA vs Oral 5-ASA, Outcome 3 Endoscopic Remission,

Review:  Rectal S-aminosaticylic acd for nducton of rermssian in diceratree calits

Cormparison: 3 Rectal 5454 w Oral 5-A5A

Cutcome 3 Endoscope Remission

Study or subgroup Rectal 5-ASA Oral 5.A5A Odds Ratio Weight Qdds Ratio
s nitd I-H.Random,%5% C| M-H Random. 5% C|
Gioncheti 1998 2729 1429 . —a— 13% 499163, 1525)
Kam 9% 79 718 — 300 % 092[0.24,344]
Pranters 2005 14/39 18/40 —a— 367 % 068028, 169
Total (95% Cl} 87 87 T——— 100.0 % 1.45 [ 0.41,5.10)
Total events: 42 {Rectal 5-a54), 35 (Cral 5-A5A)
Heterogeneity: Taul = 091: Chl =775 ai = 2 (P = 002); IF =74%
Test for overall effect: 7 = 058 (P = 056)
N L N M
oo o0y 1 7 ]

Fawours Chil 5-A54 Fivours Rectak 5-A548
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Analysis 3.4. Comparison 3 Rectal 5-ASA vs Oral 5-ASA, Outcome 4 Histologic Remission.

Redew,  Rectl S-amingsalioyhs acd for induction of remission m wlcerative gohtis
Comparson. 3 Pectal 5-ASA v Oral 5-A54

Oulegme: 4 Histologic Femission

Swody or subgroup Rectal 5-A5A Oral 5-A5A Ddds Ratio Weight Chdds Ratio
nihJ n/N M-HRandom,95% Cl M-HRandorm55% Cl
Gionchetty 1998 18029 529 — " 511% THS [ 231 2663 ]
Prantera 2005 3139 &40 — 483 % QAT [0, 204 ]
Toral {(95% CI) 68 69 e 100.0 % 1.98 [ 0.13, 31.23 ]
Total events: 21 {Rectal 5-454) 11 [Oral 5-ASA)
Fleterogenety: Tau® = 348 Chit = 8.37,df = | (P = 0.004). 1* =B8% ]
Test for averall effect: 2 = 04% (P = 0.63)
01 02 03 1 2 5 10

Favaurs Cral 5-a52, Favours Recial b ASA

Analysis 4.1. Comparison 4 Rectal 5-ASA vs Oral + Rectal 5-ASA, Outcome | Symptomatic Improvement,

Review  Rectal S-amincsakicyc acd for induction of remission in ufcerative colitis
Companson: 4 Rectat 5-ASA vs Oral + Rectal 5-454

Outcorne 1 Symptomatic Improvernent

Study er subgroup Pectal G-AGa Cral + Rectal 5-A5A s Rate Weight Ciddds Ratio
N N M-H Random 95% C| M-H Random 5% CI

Safd 1997 18 16720 ——— 1000 % 339 [ 009, 167 ]
Total (95% CI) 18 20— 1000%  039[0.09 1.67]

Total events: 11 (Rectal 5-ASA) 16 {Oral + Rectal 5-A5A}
Heterogeneity not applicable
Test o overall effect 7 = 126 P = 021}

[ S v S 5 10

Fertal § A% +Cval Favours Recsal 5454
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Analysis 5.1. Comparison 5 Rectal 5-ASA vs Rectal 4-ASA, Outcome | Symptomatic Improvement.

Rewiew:  Rectal S-amingsalicylic acid for induction of remission i ulcoratee colilis
Comparicon. % Rectal 5-454 vs Rectal 4-A54,

Outcome: | Syrmptomatic Improvement

Study or subgreup Pectal 5-A54 Rectal -A54 Ciedds Rato Weight Odds Ratio
riffd e M-H.Random. 35% Ci F-HRandom,95% O

Campieri 1984 %32 24131 —— 1060 % 126 [ 037 430 ]
Total (95% CI) 32 31 T——— 100.0 % 1.26 [ 0.37, 430 ]
Tolal evenis 26 (Rectal 5-A54% 24 (Reaal 4-454)
Heteragenaity: not applicable
Test for averall effect: 2 = Q.38 (P = 0.71)

ol 0z o5 112 5 1D

Tavorrs Rectal 4-A58, Favcurs Recta § A%

Analysis 5.2. Comparison 5 Rectal 5-ASA vs Rectal 4-ASA, Outcome 2 Endoscopic Improvement.

Rewiew:  Rectal S-armingsalicylic acd for mduction of rersaion m uleeralive cokte
Comparison, % Rectal $-45A vs Rectal 4-454

Outeewne: 2 Erdoscapic Impravement

Study or subgroup Rectal 5-A54 Rectal 4-A54 (dds Ratwo Weight dds Ratio
nd n M-HPRandom,95% CI M-HRarndam35% C

Campieri 1984 2532 24121 —i— 1000 % 104 [ 032 342 ]
Toral (95% CI) 32 31 _'_"" 100.0 % 1.04 [ 0.32,3.42 |
Tolal evenits: 25 (Rectal 5-ASAY, 24 {Reqal 4-454)
Heterogereity: not appheable
Test for overall eflect: 2 = 007 (P = 095}

L0 0% 1 2 500

Fawours Aectal b A%A Favours Rectal 4-A5A
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Analysis 5.3. Comparison 5 Rectal 5-ASA vs Rectal 4-ASA, Outcome 3 Histologic Improvement.

Rewview  Rectal S-arminosahcyh acd For induction of remission w ulcerative colitis

Comparson: 5 Rectal 5-A54 e Reclal 4-454

Outcorne, 3 Histologie Improvernent
Study of subgroup Rectat 5-A5A Rectal 4-A54 Odds Ratie Wight Odds Ratio
n/i nil M-H Fandom,25% Cl M-HPandom 95% C

Campier! 1984 1532 1331 —— 1000 % 122045, 331 3
Toual (95% CI) 32 31 ——— 100.0 % 1.22 { 0.45, 3.31 )
Total events: |5 (Rectal 5-A54) 13 [Rectal 4-A5A)
Heterogeneity not applicable
Test kar cverall effect Z = 039 {F = 0.6%)

092 4y 12 510

Favours Fectal 4 454

Favours Rectal 5-A54

Analysis 6.1. Comparison é§ Frequency of Rectal 5-ASA, Outcome | Symptomatic Improvement Once daily
vs more than one daily.

Review:  Rectal S-aminosalicdic acid for nduction of remission in ulcertive colitis

Comparison: 6 Frequency of Recta) 5-A545

Outcome: | Symptomatic mprovernent Once daily s mone than one daly
Study or subgroup Once daily More than Once 1 day Odds Ratio Waight Odds Ratio
it it M-H,Pandorn,95% Cl M-HRandom 95% Ci
Campren 1988 1820 17719 s 453% |06 [ 013, 828]
Gionchetti 1997 1225 1325 — & 547 % 064 [ 0.10, .19 ]
Total (95% CI) 45 44 e 100.0%  0.80[0.20,3.23 ]

Total events; 40 (Onee dailyd, 40 (More than Once a day)
Heterogeneity. Tau? = 00, Chit = 013.df = | (P = 072): 12 =00%
Test lor overall effect: Z = Q.31 {P = D76}

a1 g2 0y ¢ 2 5

Favours Flarelo

Favours Rectal 5-A5A
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Analysis 6,2, Comparison § Frequency of Rectal 5-ASA, Outcome 2 Endoscopic Improvement once a day vs

more than once a day.

Review  Rectal S-armnasabcylic acid for induction of rermsaion in ulcerative colitis

Comparison: & Frequency of Rectal 5-A54

Outcome: 1 Endascopic npreveoent once g day ve more than once a day

Study ar subgroup Once daily mere than once a day Cidds Fato “Aeight Ordds Hatio
it i M-HRandam 95% Ol M-H Random 5% (1

Andos 2008 FI2/201 1750207 925 % FOB[ 063, 187]
(Campieri 1988 | 720 172 5% 067 [010.451]
Toral (95% CI) 221 226 100.0 % 1.05 [0.62,1.77 ]

Total evenits 189 (Dnce daily). 192 {more than once a day)
Heterogenaity: Tau® = 00; Chi* = 023, df = | (P = 063). 1" =00%

Test for overall effect 7 = QU7 (P = 047)

DA v B I B )

Favours Macebo Fawoums Feceat 5-A%54

]

Analysis 6.3. Comparison é§ Frequency of Rectal 5-ASA, Qutcome 3 Hiscologic Improvement once a day vs

more than once a day.

Review,  Rectal S-aminosalicyhc acd for induction of remission in ulcerative ¢olitis

Cormparison: & Frequency of Rectal 5-454

Cuteewne: 3 Histologic Innproverent, once a day va moee than once 3 day

Study or subgroup Once a day Maore than ance a Day Odds Ratio Weight Cdds Ratio
it ni M-H.Random95% C1 M-H Randerm ¥5%

Andus 2009 1217204 45207 . 946 % 123083 183]
Campieri 1989 16/20 16419 54 % 075 (004, 390
Toral (95% CI) 221 226 - 100.0 % 1.20 [ 0.82,1.76 )

Total events: | 37 (Cince a day), 130 (Mare than once a Day)
Heterogeneity: Tan? = 00 Chi* = 033, df = 1 {P = 0570 F 200%

Test for overalt effect: 7 = 094 (P = 0.35)

Q00 05 17 b}

Favewan 2 Placebo Favcurs Rectal 5-A58
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Analysis 6.4. Comparison 6 Frequency of Rectal 5-ASA, Qutcome 4 Symptomatic Remission Once daily vs
Mare than once a day.

Peviewr  Rectal S-aminesalicyhc acd for inducbion ot remssion in olcerative colitis
Comparison: & Frequency of Reclal 5-A54

Outcome 4 Sympromatic Remission Once daly ve More than onee a day

Study o subgroup Once a day Meore than pnee a day Odds Ratio Ywlepht Odds Ratic
it - I1-H.Random 5% Cl M-HRandom 35% O

Andus 2008 1714201 VBT —.’_ 770 % Q7T 0a4, 138]
Campiers 1968 16520 15/19 — 1004 % 107 [423,505]
Gionchetts 1997 21425 19425 — 126 % 166 [04F, 678]
Total (95% CI) 246 251 ——— 100.0 % 0.89 [ 0.54, 1.47 |

Tatat events 208 (Once a day), 216 {Mare than once a day)
Heterogenety: Tau® = 04k Chi = 099, dr = 2 (P = 06} I =00%
Test for overall effeci: 7 = 046 [P = 0.64)

N N L 1 1 PR

nloor o os 1 2 S0
Favapur § Placeto Favours Recty 5454

Analysis 6.5. Comparison é Frequency of Rectal 5-ASA, Qutcome 5 Endoscopic Remission once daily vs
More than once a day.

Fewew:  Rectal S-aminosalicylic acid for mdution of remisson n ulcerative coktis
Comparison 6 Frequency of Rectal 5-A5A

Outcorme: 5 Endoscopic Rermission once daily vs More than once a day

Study or subgroup Qnce a day more than once a day Oxdds Ratio “Weight Odds Ratio
i ni M-HFandem95% CI M-H Random,95% CI

Andus 2008 1614201 1720207 - T30 % 0BZ[050. 1.35]
Camper [ 986 13720 1442 _‘_‘—_ 10.4 % 066 [ Q17,262
Gignehett 1997 20025 18/25 —"_"_ 11.4% 156 [042, 578 ]
Tocal (95% CI) 246 251 - 100.0%  0.86[0.55, 1.34]

Tatal events |94 (Once a dayl, 204 {more than once a day)
Heterogenedy: Tau® = 00; Chi* = 096, df = 2 {P = el I -0.0%
Test flor guerall effect 7 = 066 (P = 0513

Q002 0% 10k 5o

Faours Placebo Favours Rectal & A54
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Analysis 6.6. Comparison § Frequency of Rectal 5-ASA, Qutcome & Histologic Remission.

Rewiew:  Rectal S-aminosalicyfic and for meuclion of remissian i ubcer e calitn
Companson: & Frequency of Rectal 5-A50

Quicome: & Histologic Rermssion

Study o sulegroup Cinee a diay Fwnce a chay Didds Ratio Wyieigh Ddds Ratio
m ] I LRandborn 35% | P+ R andsem 5% CL

Camnpeeri 1988 %20 1219 —a— 133% 048{013,1.72]
Gionchetti 1997 P25 L2425 + 567 % 1T [03% 356 ]
Total (95% CI) 45 44 ———— 100.0 % 0.79[0.33,1.90]

Teal everns: 22 (Cnie @ day), 24 {Face a day)
Hetercgeneity Tau® = 003, Chi' = 108, dl = | (P = 0300 F -8%
Test for overall effect 2 = 052 (P = 0.61)

L L L L N L L

ar o2 okx 1% 510

Favoun s Plaveba Favima s Rectal 5-A54

Analysis 7.1. Comparison 7 Dose of 5-ASA, Outcome | Symptomatic Improvement 5-ASA vs Placebo.

R, Reetdl S-aminasalicylic acid for inducton of rerission in ulceratve cohte
Companzon: 7 Dose of 5.A5A

Outcorne: | Symptomatic Impraverment 5-A5A vs Flarebo

Study or subgroup E-A5A Flacelw Odds Ratio Weight s Ratie
n'Td nitd M-t LRandorm 5% CJ M-H Random,$5% Cl
I {12 5-ASA s Placebo :
Campiert 19903 26032 &5 T 6.5 % 650 [ 1.66, 2538 )
Carmpieri 1991 2327 449 P 16% 719 1.3 3895
Hanauer 1998 4973 6123 P 2% 578 202 1655 ]
Subtotal (95% CI) 132 47 [ e— 227 % 6.25 [ 2,96, 13.19 )
Total events; 93 (S-A541, |4 [Placebo) :
Heterogeneity. Tau® = 00; Chit — 005, df = 2 (P = G698 1° =0.0%
lest for aversll effect: ¢ = 481 (P = 00000 )
2 =13-2g 5-A%A v Mlancbe
Carnpier 19903 268131 e — 55 % 1200 [ 155 5637 ]
Campicri 199Cb 2832 10730 E— T6% 1400 384, 5105 ]
[T T ¢ L B ER 4]

F i Ll [ asenan s Recral 5-A454

{Cantinued ..., )
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{... Comunued}

Stody on subgroup 5458 Flaretso Cidd: Fatio Wizighl Oids e
ik it PM-H Rancdam 35% O FM-H Random 35% 1
Campren 1991 17418 k] : - 1% t0200 [8.28, 1257.45 ]
Campien 1991h 25430 W e 50% 625 [ 133 3084 ]
Hanauer 1998 871 523 - HL2% S20E LB 1450
Subroeal (95% CI) 182 92 —- 314 % 10.22 [ 475, 21.98 ]
Total events: |14 (5-A54), 1% {Placebo)
Fleterogemety: Tzt = 0.200 Chit = 53% df = 4 (P = 0.25% 1F - 26%
Tesl for averall effect Z = 599 (P < 0.00001)
3 =29-1p 5-ASA v Placebo
Carnpicns 1991b 250 k] - 43 % 1250 [21%.71.36]
Hanauor 1998 55173 M _— 116% TA2[ 265 1076 ]
Maoller 1976 15716 34 - 13% 5500 [ 502, 60215 )
Palrer 1981 a7 U3 - 43% 19.25[ 332 11175
Sutherland 19374 1876 2UFT — 34% 41F3[ 217, 846
Subtotal (95% CI) 211 147 i 45.9 % 8.73 [ 4.12, 18.49 ]
Total events: 154 {5-ASAY, 37 (Placcho)
Heterogeneity: Tau® = 027 Chid = 656 ol = 4 (P = Q16311 -39%
lest for cverall effect. S~ 566 (P < 000001
Total (95% CI) 525 286 - 100.0 % 7.62 [5.26,11.04]
Totsl evenits: 3%6 (5-A5AY 82 (Placeba)
Fleterogereity: Tau® — 003 Chit = 12931, di = 12{P ~ (L3817 -7%
Test for overall effect: 7 = 1073 (P < GO0001)
oror 08 o1 5 o

Fawnnrs Placebo

Foaars Revral 54504
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Analysis 7.2. Comparison 7 Dose of 5-ASA, Outcome 2 Endoscopic Improvement 5-ASA vs Placebo.

Review:  Rectdl S-armincsalicylic acid for nduction ol remession in uliorative cobls

Camparson: T Dose of 5-A54

Cuncome: 2 Endoscopic Improvement 9-A5A v Plicebo

Study o subgroup S-A5A Placebe Crdds Ratio Weaphit Oddy Faua
n il M1 [ andom,95% C t-HRandom 5% C
I 313 5-A5A us Placche E
Cameri 19903 2732 615 - 157 % 810198 3305
Campieri 1991k W17 bl . 97 % FOOO[ 167, 6000 ]
Subrotal (95% CI) 59 24 e 25.4 % 8.78 [ 2.90, 26.53 }
Total events: 47 (S-A5A), B {Placebo)
Heterogenaity: T = 00, Thi® = 003 di = | (P = 08er it -00%
Test for overall effect: £ = 385 (P = 0.00012)
2 >1g-2g 5-A%A we Placebo
Campieri 19904 26434 616 — 1640 % 867 [ 215 31490 ]
Campieri 19906 25712 T30 — 1% % FETI[ 257 3861 ]
Camprery 19914 1718 4 - 49% 10200 [ 828, 125715 )
Campicsi 1991k L kL T 121 % SS[ L2737
Subtotal (95% CI) 111 oY - 55.0 % 11.41 [ 4.73, 27.49 ]
Total events; 30 (5-454), 18 (Placeba)
Heterogeneity Tau® = 01% Ch' = 388, df = 3¢P = 027); I 23%
lest for oweralt effect 7 - 542 (P < 000001}
3w 2g-g b-abA ys Placebo
Campery 13910 1 39 —_— 14 5% TEF[ 147 3999 ]
Meller 1473 1416 314 — a1 % 567 [ 36118144
Subtotal (95% CI) 45 23 ——— 19.5 % 12,68 [ 3.59, 44.78 |
Total events: 37 {5-454), & (Plceha)
Hewerogenety: Tau? = 00, Chi* = 086, dl = ) (P = 035) 1* =0 0%
Test for querall effect. & = 395 (P = 0O00080)
Total (95% CI) 215 116 ~- 100.0 % 10.70 [ 6.12, 18.69 ]
Totdl events: 174 (5-a54}, 32 {Placebo)
Fleterogenenly: Taw' = 00, Chi® = 497, df = 7 (P = D 1 ~00%
Test lor overall effect 2/ = B.32 (P < 000K
[ (L T 50
Faveurs Placeta Fasow s Rectal 5 A%8
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Analysis 7.3. Comparison 7 Dose of 5-ASA, Outcome 3 Histologic Improvement 5-ASA vs Placebo.

Rewiew:  Rectadt S-armunosaeyhe aeid for nduction of rermission inlegr itng colitis

Companson 7 Dose of 5-A%A

Outeome 3 Fhstologic mproverment S-450% v Plicelo

Study or subgroup §-A5A, Placcho Odds Ratio Weight Odds Ratio
nit niM P-H Fandam 95% Cl F-H Random 5% C|

I Q-1 5-254 v Placcbo
Campen 19903 23432 T — F34% ST 136 1916]
Campien 159910 17427 19 T |3600 148, 12531 ]
Subtotal (95% CI) 59 24 ——— 20.4 % 6.60[2.12,2055]

Total events. 40 ;5-A54) & (Placeba)

Heterageney: Tau' = 00; Chit = 056, df = | (P = 0.45) I° -00%

Test for owerall effect: £ = 336 (P = 00011}
2 =1 g-2g 5ASA v Placeho

Campiers 1990 233 S
Campreny 1990t 21432 HID
Campien 19914 1518 b4
Campier 1991h 21130 119
Pokeotngiks 2004 26/54 18157
Subtoeal (95% CI) 165 126
Total events 106 {5-454), 29 (Placcbo)
Heterogenenty. Tau® = 114, Che* = 1327, dl = 4 (P = O0FL F -
Tesl for overal eltect 2 = 363 (P = 000028)
3 »2g-4g 5-ASA vs Flacebo
Campren 19910 AT Pl
Palmer 1941 mn? w2l
Subtotal (95% Cl) 46 32

Total everits: 29 (5.A5A3, 4 (Placeba)

70%

Heterogeneity. lau® = 00, Chw’ = 10, dl = 1 {P = 075 ¥ -0

lest for averall elfect: 2 = 344 {F = 0.00058)
Total (95% CI} 270
Total events: 175 (5-A54), 19 (Placebo)

182

Heterogenety: Tau? = 047 Ch’ — 1479, dl = 8 (P = 06 I° =46%

Test T overall elfece 2= 577 {17 < 000001}

13.3%
138 %
64 %

T

198 %

— 60.3 %

EE—— 95 %
|

19.3 %

— 100.0 %

L I

633 [ 1ad 1383 )
1241 [ 345 4466 )
65,00 [ 600, 70367 ]
IB67 [203,17199 ]
204 [093.436)

B.63 [ 2.70, 27.64 ]

11001 1 B4, 6568 )
7I5[129,4198)

8.95 [ 2,57, 31.15)

7.60 [ 3.81, 15.15 |

0s |2 510

Favcuirslag ety Favours Fecual b-ASA
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Analysis 7.4. Comparison 7 Dose of 5-ASA, Outcome 4 Symptomatic Remission 5-ASA vs placebo.

Rz

Comparson

7 Dose of 5-A54

Cutcomer 4 Symplamatic Rermission 5-A30 vi placebo

Rectal 5-aminccaboyhe and o induzlicn of remisaon in aceralve cols

Study or subgroup §-m5A Placabia Chlds Rang WWiight Odds Fatia
nft n/ M-HRardom 5% CI M-HMandom 95% O
101 5-A%4 s Placebo
Carnpiere 19904 pyixe) [ I — 3.9 % TIO[05L 1141]
Campien 19911 17127 113 I 42 % ITEO[ 148 12531]
Harauer 1538 3473 3 — 7% 581 [i.5% 2128 ]
Subtoal (95% CI) 132 47 ——— 23.8% 5.13[2.21,11.91 ]
Total events 73 {5-ASAY, 10 (Placeba)
Heterogenety Tau® = 00, Che® = 125 af = 2{F = 053 P =00%
[ost for overall elfect: £ = 380 (P = 00001 4)
2 mhe-de SASA ve Placeba
Campuern 19905 2331 &lla - 97 % 473 [ 132 1746 ]
Campen 19906 18/32 H30 I Tr% 1800 [ 3465 8876 ]
Campuen 991 1218 1414 - 11 % 600 272, MBS ]
Campreny 9910 0 19 - 12 % PG00 [ 175 11631 ]
Hanawer | %98 3571 323 —_— 97 % 648 [ 772277
Pokrotneaks 2000 3554 2357 —— 174 % LT[ 106, 588 ]
Williams 1587 114 13 _— 6% 4400 [ 397.4RR.19 ]
Subroral (95% CI}) 250 162 e 55.8 % 8.13 [3.73,17.70 ]
lotal events |54 {5-A5A), 37 (Placebo)
Ileteragenety Taw® = 047, Chi® = 1112, df = & (P = 008% I° =16%
Test for overall effect. £ = S.28 (P < DOOD0 1)
3 »2g-9p 5-ALA s Placebo
Camgieri 19910 1029 149 I 41 % 2100 225, 195682 ]
Hanauer 1598 3T 4i24 — 1% M 121 1256])
Mallar |78 1314 24 —-— 52% 2600 369, 18342 ]
Subroral (95% CI} 118 47 —— 20.4 % 10.07 [ 2.66, 38.18 ]
Tortal events: 64 {5-a58) 7 (Placebo}
Floterogenedty Taw® = 062, Chi® = 356, 0 = 2{P = Q.17 17 =11%
Test for overall effect Z - 340 (F = 0.00068)
Total (95% CI) 500 256 - 100.0 % 6.98 [ 4.29,11.38 ]
Tetal events: 233 (5-A58) 54 (Placebo)
Hleterogencity lau” - 0.20: Chi' = 1639, df - 12(P - QU730 -27%
Test o everall effect: 7 = 7RO (P < 000001
ar gy as o1 501

baumurs Placebio

Firamrs Rertal y-aha
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Analysis 7.5. Comparison 7 Dose of 5-ASA, Outcome 5 Endoscopic Remission 5-ASA vs Placebo.

Foview:  Rectal S-amingsalicylic acu far maduclion of remission in ok erative colits

Comparison: 7 [Doce of 5-A5%4

Outcome: 5 Endoscopic Remission 5-A5%4 v Placebo

Study or subgroup 5458 Placetuo Cilels Pty Wigight Cidds Hato
nt - M- Randemn 35% C M-t LRandom 95% CI
| {12 S-A5A v Placebo
Carmpicri 19903 19432 IS —_— 1% SB[ 137 2489
Camnpiers 19510 1227 1/% R ———— 10% 640 [ 070 5852
Hanaver 1998 4373 523 _— 124 % SE6[ 1731542 ]
Subtotal {95% CI) 132 47 ——— 22.5% 5.52 [ 2.45, 12,45 ]
Total ovents: 74 (5-454), 9 (Pleeba)
Heterogeneity: Taw® = DO, Chi® = 004 dl = 2P = (098) 1 =005
Test for gverall effect 7 = L1 2 (P = 0000037
T =g S-ARA v Placebo
Campreri | 390 17431 Hhe e B4% Ted [ 096 1384 ]
Campiert 19900 13432 H30 - " LE% 958 194, 4738
Campieri 993 10§13 04 - 1.7 % 3582 [ 1BE 69179 ]
Campieri 19910 F 330 5 _— % 812 [ 068, 55.25 |
Hanaucr 998 4671 623 - 135 % 5211821450
Pakratretks 2000 2ai54 17157 e 245 % ZIB[100.476]
Subtoual (95% CI) 236 149 - 56.9 % 422 [231,7.69)
Tertal events: 125 {5-A5A), 30 (Placebo)
Heterogeneity: Tau® = 000 Chi® = 609.df — S (P = 030k F = 18%
Test for averall effect Z = 449 {F < 000001)
3 »2g-9g 5-A5A vs Placebo
Campieri 1591 15129 %] —_— 17% 2030 [ 10838135
Hanauer 1939 4873 /24 —_— 137 % 576 [ 203 1634 )
Moller 1978 1M1 34 - S % 1HO0 [ 200, 6057 ]
Subtocal {(95% CI) 118 47 ——— 20.5% 753 [3.21,17.63)
Total everits: 75 {5-2S54), % {Placebo)
Heterageneity: Tau® = O Chi' = 090, 0 = 2 (P = Q64): 17 =00%
Test for oweralt efect 2 = 465 {P < 000001)
Total (95% CI) 486 243 ey 100.0 % 4.80 [ 3.27,7.07 ]
Total events: 274 {5-A5A3 18 (Placebo)
Heterogeneily Tau® = 00 Cha® - 886, of = 11 (P = 042k 1 ~00%
lest for ouerall effect 2 - 758 {P < 0.000CH)
GUoD2oah o7 510

Farory s P ebio [wours Fectal b A%
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Analysis 7.6. Comparison 7 Dose of 5-ASA, Qutcome 6 Histologic Remission 5-ASA vs Placebo.
Review:  Rectal S-aminasalicyhic acid for nduction of remission n uliertive cohtis
Compaisan: 7 Dose of 5-454
Oucome: & Histologe Remsssion 5-A85 v Placgho

Study or subdroup S-A5A Flaccbio Crdds Ratin Wieight Cads Ratio
ik il 1-H Fandem,35% M- | Random, 95% 1

| Q- lg 5-A5A4 w5 Placels

Zarmpert 19904 532 1415 - 64k 159 [ 028, 2440]
Campee 19 b 127 0 — — T 1LAG] D60, 21671 ]
Harauer 1998 31473 EI R — 190 % 4920 1.34.1804)
Subtotal (95% CI} 132 47 ——- 29.1 % 4,76 [ 1.66, 13.60 |
Total evenls: 16 (5-A54), 4 (Placeba)
Heterogenaity: Tau® — 00; Ch' = 063, dl = 24P = 073k I° -D0%
Test for overall efiect: 2 = 2910 (P = 00036)
2wl B854 s Placeba
Campiert 19904 3 bl g —_——— 58 % 161015 [683]
Campera | 9900 Hi2 b3l T F0% 1135 12496 18]
Campreri 19913 W8 ol 4 — 7% 900 150, 55017 ]
Carnpeers 19911 13430 o] —— 7% 1466 [ 078 17480 ]
Hamauer 955 3571 4523 — 2331% 462 [ 1431494
Subtoral (95% CI) 182 92 — 43.6 % 5.98 [ 2.53, 14,11 ]
lotal events: 69 {5-A3A). 6 (Placebo}
Heterogeneity: Tau® = 00, Che® = 328, d = 1(P = 051517 0485
Test for owerall effect Z = 408 (P = 0.000015)
3 = 2o-4p 5-ASA vs Placcba
Carrpen 19910 1223 o9 e I7% 1357 [ 072 15543
Hanauer 1938 A7 24 —_— PR 606183, 194%]
Subtoral (95% CI) 102 33 ———— 27.3 % 6.77 { 2.29, 20.04 ]
Tolal events: 52 (5-ASA) 4 (Placebo)
Hetevogeneity Taw® = 00 Che® = 026, dl - 1{P = del) I© —0.0%
Test for overall offect & = 345 (P = 0000%6)
Total (95% CI) 416 172 - 100.0 % 5.78(3.28, 10,20 ]
Total events: 167 (5-ASAY |4 (Macebo)
Helerogeneity: Taw’ = 00 Chd = 436, di = 3 (P = 089 1! —00%
lost Far averall effect: 2 = 607 (P < 000001
ol o9 0L o1 2 5 1
Favrn s Flassts [ s Recral b-A%A
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Analysis 7.7. Comparison 7 Dose of 5-ASA, Outcome 7 Symptomatic Improvement Comparison of Dose of
5-ASA.

Paaens Pectl S-amnncahcyhe acwd for nduction of remission wi ubeeriieae cobios

Companson: 7 Dose of 5454

Duteame: 7 Symplomatic Improverment Companson of Doce of 5-A5A

Sludy on subgroop Lo Dose 5-A548 1lhgh | Jorae 3-A58 Doileds Pl Waght Cdds Ratio
mi nihd M-HRandam $5% I M-HRandom 35% Ci
| 1g5-ASA Vs 2 5-ASA '
Campieni 1994b 13027 1415 52% 144 [028 7501
Hanauer 1998 49i73 235 — 177% 107 [ 045, 25¢]
Subtotal (95% CI) 100 50 - 229%  1.13[0.53,2.42)
Teal events: 72 (Lo Dhose 5-A54%, 35 (High Doze 5-A528) :
Heterogerety: Tau” = G0 Che® = 010, df = | (P = 075 17 =005
Test for overall eflect 7 = 033 (P =074
2g 5-A5A ws g 5-ALA
Campieri 19916 1315 25029 _— 13% DAL 017, 645 ]
Campreri 1993 [P B 16 —_ 115% 125 [ 080, 262 ]
Hanauer 1993 23038 5573 —a— 173% 058 [0, 1.37)]
Falchow 2002 93132 1106133 — 2130% 043 [0.27.037)
Subtoal (95% CI) 301 351 - 771%  0.71{043,1.16]
Total events: 230 {Low Dose 5-A528), 288 {(High Dose 5-ASA}
Fleterogeneiy: Taw’ = 007 Chi* = 421, di = 3 (P = 0.2 I =3%%
Test for overall effect, Z = 137 (F = 0.17) :
Total (95% CI} 401 401 - 100.0 % 0.78 [0.53, 1.14 ]
Total everts: 303 ) ow Dose 5454 323 {High Dose 5-454) :
Heterogenenty Tau? = 003 Chi? = 567, df 2 5 (P 203411 =12%
Test for overall effect Z = 128 {P = 0.20)
1 0r 65 12 5D
Hgh Chose 5-ASA Lowy Ervse 5- ASA,

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis {Review}
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Analysis 7.8. Comparison 7 Dose of 5-ASA, Qutcome 8 Endoscopic Improvement Comparison of Dose of 5-

ASA,
Poacw Rectal S-amincsalicelic acd for induction of nomission n uleeralie cols
Comparisan: 7 [Dose ol 5-A58

Duteome 8 Endoscopn Improvement Comparison of Daose ol 5,458

Study or subdioup Lo Dlose B-A50 High Diose 5-A%A Oxlds Ratio Winight Odds Ratio
nit nét M Random 35% I M-HRandorm 5% CI

g 5-ASA Vs 2g SASA

Carapicri 19910 w27 [RE3 e — 125 % |0 [0.25,435]
Subroual (95% CI}) 27 15 T————— 12.5 % 1.04 [0.25, 435 ]
lotal events: 20 {Law Dose 5-A5AY, 11 (1 Iigh [Dasc 5-254) :
Heteragenedy. not apphcable
Test for overall effect £ = 005 (P = 0.5%8)
7 2z 5.A%A v g B-ARA

Campent 19916 (I 2319 —_— 121 % 07IE0.17. 307

Camprer) 1993 86117 860114 —— 75.3% 097 [ 054, 1.74)
Subtotal {95% CI) 132 145 o 87.5 % 0.93 [ 0.54, 1.60 ]
Total events: 97 [Low Dhose 5-A5AY 109 (High Dose 5-A54)
Vieterogerety Tau® — OO0 Chit = Q04 dl - 1 {P = 0715 1 =00%
Test for averdll effects & = 027 (P - 079
Total (95% CI) 159 160 - 100.0 % 0.94 £ 0.57, 1.56 ]
Total events: 117 (Low Dose 5-ASA), 120 (High Dose 5-A%4)
Heterogeneity: Tau® = 0.0 Chi = Qe of = 2 (P = 052). ¥ -00%
Test for owerall effect 2 = 023 (P - 041

Q: 0 0% 1 2 510
High dase b-ASA Lusy Lrose S-A55,
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Analysis 7.9. Comparison 7 Dose of 5-ASA, Outcome % Histologic Improvement Comparison of Dose of 5-

ASA,
Beaemyr Rectal S-aminosaboghic acid for indoction of remission in ulcerative colits
Coriparisen: 7 Doce ol 5-ASA

Sutcome: 9 Histologic Improvernent CZomparsan of ose of 5-A54

Total evenis: OO (Low Dose 5-A%54) |1 (High Dose 5-A%4)
Pleterogeneity Taw® - 00 Chit - 006 df = 2P = 0970 I —00%
Test for cvenall effect 2 = P06 (P = 0239

Sludy or subgroup 1 ow Digse 5-A54 High Diose 5-A5A Crdds Patio Waight Cidds Rato
ikl nfll M- Random 5% C M-H Random 35% 1
b lg 5-ASA Vs 2g 5-ASA
Campien 1991 | 7127 10415 - 126 % 085 [023 321
Subtotal (95% CI) 27 15 T —— 12.6 % 0.85[0.23,3.21]
Testal ewents |7 {Lowe Dhose 5-A541 L0 (High Dose 5-A54)
Heterogeneity not apphcable
Test for overall effect: 2 = 0.21 (P = 041}
I 2z 5-A5A v g S-A5A
Campieni 1999k 1115 208 e — 109 % 0841020, 3.61]
Campieri 1993 717 %114 —- 764 % 0750, 1.29]
Subtotal (95% CI) 132 145 - 87.4 % 0,76 [ .46, 1.27 )
Total events: B3 (Low [Jose S-A54% 101 iHigh Mose S-A548)
Heterogeneity: lau® — 0.0; Chit — 004, di = | (P = 08410 -00%
Test for overall effect: £ = 1.05 (P = 0.30)
Total {95% CI) 159 160 - 100.0 % 0.77 [ 0.48, 1.24 ]

G ar 05 1 2 510

High Dione & ALe Low Dicse 5 ASA,
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Analysis 7.10. Comparison 7 Dose of 5-ASA, Qutcome 10 Symptomatic Remission Comparison of Dose of

5-ASA.

Rewew,  Pectal S-armmosahcylie aod for nduction of remisson in ulcerative colitis

Caompanson; 7 Diose of 5-A54

Outeame: 10 Symptomatie Remission Comparison of Dose of 5-A5A

Study or wubigraup Low Dose 5-ASA High Diose 5-454 Odds Ratio izight Cdds Ratio
ni Al M-HRandom,%5% O M-FIRandom,35% CI
11z 5-A5A Vs g S-AGA
Carnpieri 19914 17527 1515 e — 11.7% 0850032 321
Hanauer 1998 3473 17135 ——— 158% 092 (041,207
Peswzll-Tuck 1986 Tz 413 e 96% FAE[06I 1631 ]
Subtotal (95% CI} 112 63 - 37.0 % 1.09 [ 0.58, 2.06 ]
Towal ewenrs: 58 (1o Dose 5-A52), 31 (High Daose S-ASA}
Heterogereity: Tau® = 00 Chit = 190.dI — 2(P ~ 039 ¥ =00%
Tect for overall effect 7 = 0.26 (P = 079)
I lg B-ARA vs dp 5-ALA
Carepieri 1995 1015 21529 - FIE % 076 [0.20,293]
Campieri 1933 97 19116 —a— 175 % 503 [ 283, 8595]
Flanaucr 1998 1836 3273 e 15.8% 128 [ (158, 2.85 ]
Malchow 2007 721133 82133 + 180 % O.73[045. 120
Subtoral (95% CI} 301 351 T ——— 63.0 % 1.43{0.50, 4.13 ]
Total evenids: 92 fhow Duose 5-AS5A) 184 {High [Doce 5-A54)
Heterogeneily: Taw' — 0.9% Chi? = 2635, df = 3 (P<00001): 11 =85%%
Test lor gverall effect 7 — 067 (P = 050
Total (95% CI) 413 414 100.0 % 1.37 [ 0.67, 2.78 |

lotal events: 250 {1 ow | 3ose 3-A54) 215 {High Diose 5-A54)

Hetorogeneity: law® = 066 Chi® = 2905, dil = & (P = 00006 1P =79%

lest ior overall effec Z = 087 (P = 0.39)

&1 G 0.
High Mase & ASA

1 oI
Lo Dose 5oASA
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Analysis 7.11. Comparison 7 Dose of 5-ASA, Outcome |1 Endoscopic Remission Comparison of Dose of 5-

ASA.

Review:  Reclal Saminosalicyhc aod for induction of reerission in uloeratre cotts

Cornparison 7 Dase of 5-454

Dutcormne: |1 Fndoscopic Remission Comparison of [Doce of 5-A5A

Study on subgroup L [Dose 5-A5A8 High Drase 5.254 {2dds Rato Weight Odds Ratio
il nfld I-HRandom 5% | F-H Randam 5% C
I 1g 5-A%A Vs 2p S-A5A
Campieri 1991b | 427 15 e — QT 120033, 432
Hanauer [ 996 4373 2X35 — 155 % 075 (032 1.73)
Powedl-Tuck 1988 912 613 R — 64% 350 [ 064, 1919 ]
Subtotal (95% CI) 112 63 e 31.6 % 1.14 [ 0.52, 2.48 ]
Total events. 64 {Low [Dose 5-A54} 35 (High Dose 5-A5A} ;
Floterogeneity: Tau® = 012, Chit = 259, df = 2(P = 0.27% F -23%
Test for overalk effect Z - 032 (P = 0.75)
2 25 S-ASA vs 4g 5-ASA
Campien 1991 75 1529 — 100 % 0BI[0.23, 285]
Carmpert 1993 Ty AL e —— A% 2731604462
Hanauer 1958 23136 1372 — 156 % 052 (040, 212]
Matchow 2002 3733 40133 —=— 201% 090052 152]
Subtotal (95% CI) 301 351 "'-"' 68.4 % 1.24 [ 0.64, 2.42 )
Tatdl events; 1328 (Lo Dose 5-854), 145 (Hiph Dose 5-454)
Heterogeneity: Tau® = 031 Chid — 1042 df = 3 (P = 002 I =71%
Test for overall effect: Z = 063 (P = 053)
Total (95% CI} 413 414 - 100.0 % 1.23 [ 0.76, 2.01 ]
Tolal everits: 202 (Lew Diose S-A54), 180 (Migh Dose 5-A5A)
Heterogeneity: Tau® = 022 Chi? = §351 dF = 6 (P = 004 I =56%
Test for overall effert ¢ — 084 (P = 040}
ar gr o as 17 510

High Dioze 5 ASA Lo Diosp L5
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Analysis 7.12. Comparison 7 Dose of 5-ASA, Outcome 12 Histologic Remission Comparison of Dose of 5-

Reagw:
Cornparison: 7 Daose of 5-A54

Ohuteorme:

121 hstologic Rermission Companzon of Dase of 5-454

ASA.

Retal S-aminoeaboyhe aod for ndoction of rerugson n alceratve cohibe

Study or subgroup Low Dose 5-A54 High Drose 5-A50 Odds Ratio Wieighl Odd: Ratis
niM nit M.l LRandom,95% CI M-bLRandom,25% O
I 1z 5-A54 Vs 2g S.A5A
Campieri 19910 1027 &5 e XV 0BB[ 0.4 322)
Hamauer 1938 37 17435 —_— 1559 % Q7E[03% 1 78]
Fowell Tuch 1986 92 413 e 57% 675 [ 116, 3930
Subtoual (95% CI) 112 63 ——— 30.5 % 1.36 [ 0.44, 4.16 ]
Total events: 54 {Low Dose 5-A54). 27 {Hiph Deoze 5-A54)
Heterageneny: Tau® — 0.58; Ch' = 489, df = 2 {P = O.09); I -59%
Test for overalf effecl: 2 = Q53 (P = 060
2 2y BASR s 4g BoALA
Carnpuers 19910 s 1202% —_— 34 % 124035 435]
Campren 1993 a7 W6 —— 201 % [ 120,371 ]
Harauer | %38 1836 W73 — 160 % QB[ 037 184
Malchonw 2002 51133 29113 —— 119% 07B[ 048,127
Subroral (95% CI) 301 351 e 69.5 % 1.14 [ 0,65, 1.99 ]
Total events: 123 (Lo Zose 54543, 139 () ligh Dose 5-A54)
Heterogeneity: Tau? =019 Chit = 754, df = 3{P = O06k I© =605
Test for overall effect; £ = 046 (P = 365}
Total (95% CI) 413 414 - 100.0 % 1.16 [ 0.73, 1.84 ]
Total events: 173 [Low Diose S-ASA). 166 (High Dose 5-A5A}
Heterogenaity: Tan® = 018 Chi? = 1244, df = & (P = 005) ' =52%
Test Far averall effect: £ — 063 (P = 053}
D03 a5 1 r 4]
Hign Cuose 5-A%A Low Derie 5854
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Analysis 8.1. Comparison 8 Drug formulation, Qutcome | Symptomatic Improvement 5-ASA foam vs

Enema.

Rewew: Rectal S-amincsabcylc acd for induction of rermiswion in ulceratre calitis

Comparisor: 8 Diug fmnulation

Oteome: | Symptomate mprovement 5-A5A foam vs Enema

Sludy or subgroup E-ASA Enema 5-ASA Foam Qs Rae Wieghl Cdds Rato
it nitd M-HRandom,25% CI M-HRandom95% CI
Buncone 2007 2212 (70 - - 67 % GO A4 18596 ]
Campieri 1993 33110 1074123 - 330% 082039, 171]
Cwoachett 1939 46450 3753 — 238% 497 [ 1531615 ]
Halchow 2002 119¢133 934133 —— 364 % 2061115 368)
Toral (95% Cl) 315 329 ———— 100.0 % 2,07 [0.88, 4.84 ]
Total events: 271 [5-A5A Enenna), 254 {5-ASA Foam)
Fleteragenaity: Tau® = 043 Chi* = 856, df = 3{P ~ Q043 F 765%
lest for gverall effect 2 = 167 {P = 0095}
ar ar o0y 12 50M

bavones Foam

Tavoues Fnemg

Analysis 8.2. Comparison 8 Drug formulation, Qutcome 2 Endoscopic Improvement 5-ASA Foam vs

Enema.

Review:  Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis

Caompanzon, 8 Lrug formutation

Outcome: 2 Endoseopic Impravement 5-454 Foam vs 1 nema
pie Irmp

Sludy or subgroup 5-A%4 bnema 5-454 Foam Odds Ratio Wipight Cdds Ratio
P T M- Random,35% F1-H Random $5% O
Campieri 1993 B9 92123 —— 560 % 050 [0.50. 161}
Gunchetti 1999 4350 3653 —— 440 % 2300 1.08,777)
Total (95% CI) 160 176 ———— 100.0 % 1.51 [ 0.48, 4.71]
Total events: 123 (5-A52 Enerma), 128 {5-A% Toamy)
Flaterogenety lau® = 052, Chit = 402, di - 1 (P - 004 1 -75%
Test for orveradl elfect: 2 = 070 (P - 048)
o ar oS o} B

Fonnvir s Foain

bz B
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Analysis 8.3. Comparison 8 Drug formulation, Qutcome 3 Histologic Improvement 5-ASA Foam vs Enema.

Revica:  Bectal S-aminosalicylhc acd far mduction of remission nouleeralve coble
Compancor: B Drug fsrmalaion
Ctcome 3 Histologic Innprovement 5-454, Foar v Enerma

Study or subgroup 5-454 Fnema 5-A%4 Foam ks Ralis Weight Odds Ratic
i nft M-HRandorm,55% CI M-l andom 95% CI
Camnpieri 1993 73123 TBAD M 678 % Qa0 (035, 103]
Gionchelt b9949 353 IHED — i 0730033, 162]
Total (95% Cl) 176 160 - 100.0 % 0.64 [ 0.41, 1.00 ]
Total events: 103 (5-A5A Enema), |10 {5-A5A Toam)
Helerogereity: Taw! = 00; Chid = 17, dr= 4 (P - 0.68). 1 =00%
Test for averall effect 2 = 135 (P = 0.051)
o gr o as 2 5 10

Fawoans hoam

Fivveowes Enerna

Analysis 8.4. Comparison & Drug formulation, Qutcome 4 Symptomatic Remission 5-ASA Foam vs Enema.

Review  Rectal S-aminosalicyic acid for induction of rermicsion in ulcerdlive colits

Companson: B Dinug formulation

Outcome: 4 Symptomatic Remission 5-A%A Foam vs Enema

Study or subgroup B-ASA Foam 5-ASA [ nema Odds Ratio Werght Odds Ratio
n/l nik M-H.Random 95% CI M-HR.ardam35% C1
Ardizzone 1959 S5/97 74198 — 198 % 042[0323.073]
Campieri 1993 0/123 S1i10 —— 204% I16[ 183,545
Corot 2008 12e4151 1267184 —-— 215 % 089 [ 058 1.37]
Cunnchetti 1999 2353 37480 — 174 % 042008, 098]
Malchowy 2002 TA133 2133 + 210 % Q73 [95, 4.20)
Total (95% CI) 597 575 ——— 100.0 % 0.84 [ 0.43, 1.66 |
Totd! events: 372 (5-A58 Faarm), 370 (5-AS4 Enema)
blcterogeneity Tau® = 058 Chi' = 2279, df — 4 (P<0ODOO01 L 11 =87%
tact lor averdll effect & = 050 (P = 0.62)
Qi 0} 0> o1 % Lo

Fawmnn Eowsiogg

Fawoun < Toam
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Analysis 8.5. Comparison 8 Drug formulation, Qutcome § Endoscopic Remission 5-ASA Enema vs 5-ASA

Foam.

Review  Rectal S-amnasaheyhe acd for induction of remission s ulcerative eolite,

Cermparion: 3 Drog fommulation

Qutcom 5 Endescopic Remission 5-A35A Enema v 5-A54 Faam

Study or subgroup 5-ASA Foam 5-A%A Enema Qdds Ratie Wigight Cdds Ratio
nld it M-t | Random 95% CI M-H Random,%5% I

Ardzzone 1999 S5/97 B —— 157 % G50 [0.19,092]
Carnpieri 1993 40123 41 1) + 2T% 135081 228]
Cortot 108 1216191 1304134 - %1 % 0720047111
Gionchel 1999 P 25450 - 125% G071 [033,155]
Malchw: 20002 7133 404132 —_ Han QR0 {353 152)

Total (95% Cl1) 597 575 - 100.0 % 0.81 [ 0.59, 1.11 ]

Total events: 235 (5-A5A Foam, 311 {5-A54 Enema)

tleterogeneity Tau’ — 005, Chi? = &62.d0 = 1 (P - QISLI* ~40%

Test for averall effect, Z = 131 (P =0 1%

g ooy o1 2 5 10

Favorns Frema Favouws Foam

Analysis 8.6. Comparison 8 Drug formulation, Qutcome é Histologic Remission 5-ASA Enema vs 5-ASA

Foam.

Roview:  Rectal 5-arunosalicyhe acd for nducton of rermission in ulgerative colitis

Cormparson: B Drog formelation

Cutcome B Histologic Renission 3-A%8 Enerna ve 5454 Foam

Study or subgroup S-ARA Faam S-A58 | nenny Crdds Pato Wigight Cidds Ratie
il it F-H Randorm,35% Cl P-H Pandrorm 955 O
Carnpieri 1993 424122 33010 —— 78 % L3070, 210
Gionchati 1999 1253 1250 -t 138 % 03[037,231]
Ttk 2402 514133 597132 " 8.3 % DTB[0A8,127]
Total (95% Cl} 309 293 - 100.0 % 0.94 [ 0.67,1.33 ]
Toral events: 105 (5-A5A Toamy. 104 {5.A%4 bnema)
Heterogereity [a? © 00 Chid = 136, df = 2 (P = 051,10 -00%
Test foe cwerall effect /- 034 (F = Q74
LUV N VO B 510
Foe s bonsiag Favoury, Foam
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Analysis 8.7. Comparison 8 Drug formulation, Qutcome 7 Symptomatic Improvement 5-ASA enema vs

Suppository.

Rovea:  Hectal S-arminosabcylic acid for nduction of remisseon in ulceralive coling

Compansan 8 Drug formulation

Dutcome: 7 Symptomatic Improvement 5-ASA cnema v Suppository

Study or subgroup L'rerna Supposiory Odds Ratie Wieight Odds Ratic
n/tJ 't M- Fieed 25% 1 M- H M xed 95%

Campieri 1988 18720 1720 10040 % 159 [ 024, 10.70]
Total (95% CI) 20 20 100.0 % 1.59 [ 0.24, 10.70 ]

Total events: 18 {Enema), | 7 {Suppasitory)
Hleterogensity: not apphcable
Test for overall effect £ = DAB (P - 083

Fawtn & v gatrrgny

1 0@ Dy 7 Lo

Forvmn s eomitres

Analysis 8.8. Comparison 8 Drug formulation, Outcome 8 Endoscopic Improvement 5-ASA Enema

vsSuppository.

Rewiew:  Rectal S-amnosabiylic acid foc nduction of rermsson i ulceratvg colbs

Caornparson: 8 Crag lorrulation

Outcome. 8 Endoscopic Improwernent S-454 Enema veSuppomory

Sty ar subgroup lnema SUppOsitory Odds Ravo Wigight Cdds Ratie
nff nitd M-t bixed 95% 1 M| L med 35% 1
Campieri 1758 17730 1719 . 100.0 % 0I5 [ 003, 079]
Toczl (95% CI}) 30 19 ——— 100.0 % 0.15 [ 0.03,0.79]
Total events: | 7 (Enerna), 17 {Suppository)
Heterogeneity: nol apphicable
lest for owerall effect /£ = 225 (F = 0.025)
ORI U S ¢ O 510
Fawurs traalnwn) Fawcr s cenniol
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Analysis 8.9. Comparison 8 Drug formulation, Qutcome ¢ Histological Improvement 5-ASA enema vs

Suppository.
Rewew Rectal S-amingsalicyhc acd for oduction of rerission i ulcgrative colits
Comparison: 3 Binug formutation

Cutcome 9 Histalogieal Imprevennent 5-A54 cnema vs Supposlory

Study o subaroup Lrema Suppasitory Odds Rato Wieight Odds Fatia
nfTd i M-HFixed 5% CI M-H Fixerd 95% Ct

Campueri 1988 16720 1619 —— 1000 % D75 [0.14, 390
Total {95% CI) 20 19 "_-_"'_ 100.0 % 0.75[0.14,3.90 |
Total events 16 {Enermad, |6 (Suppository) :
Heterpgenety not appiicable
Test for owerall offect: 2 =03 (P = 070

[0 S ¢ L I ]

Favours treaiment Fawiurs control

Analysis 8.10. Comparison 8 Drug formulation, Outcome 10 Symptomatic Remission 5-ASA enema vs

Suppasitory.
Review:  Recual S-amiinosaboylic acid for induction of remission in ulceratve colits
Comparison: 8 Drug fomaolation

Outcome: 10 Symptomatc Remission 5-A54 enema vs Suppository

Study or subgroup f nerma Suppasitory Ordds Ratio Weghl Cdds Fane
il nitg -H Fixed 55% O M-HFixed 55% €
Campeery 1938 16/20 15019 —a— 1000 % 107 [ 023,505
Total {95% CI) 20 19 T —— 160.0 % 1.07 [ 0.23, 5.05 ]
Tatal everits: |6 {knemal, |5 [Suppositary)
Heterogenaity: not applicable
Test Tor owverall eifect: 7 = DOB P = 054)
Gz s o1 2 R 4]
Froours treatrmont Farstun s controd
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Analysis 8.11. Comparison 8 Drug formulation, Qutcome | | Endoscopic Remission 5-ASA enema vs

Suppository.
Rewiew:  Roctal S-aminosdeyhe acd for nduction of renssion i ulcerative colites

Cornparison:. 8 Drug formudation

Outcomeg: |1 Endoscopic Romizssion 5-A55 enema vs Supprsaitory
Study or subgroup Enema Suppositary Qs Ralio Weght COdds Ratio
it it M- Fixed 35% CI -H Fied 953 C

Campieri 1988 1320 1919 —— 1000 % 066 [ D17, 262 ]
Total (95% CI) 20 19 e —— 100.0 % 0.66 [ 0.17, 2.62 |
Toal everts: 13 (Enemab 14 (Suppository)
Hleterogerety: not applicable
Test for averall offect & = 059 (P = 0.56)

ar o7 0% 4 2 L[]

Favours treatrnent

Favours eorrol

Analysis 8.12. Comparison 8 Drug formulation, Qutcome |2 Histologic Remission 5-ASA enema vs

Suppository.
Rewiewe. Rectal S-amingsalicylic acd for nduction of remission in ulcerative cobtic
Companson: & Drug formulaton

Quteome: |12 Histologic Remission 5-454 enema vs Suppository

Swdy or subgroup Encma Suppaository Dields Ratio Wzight Odds Ratic
nfid nit M-H Fixed 95% CI M-H Fried 35% CI

Campeeri 1588 920 119 —— 1000 % 0AB[ 913,172 ]
Total (95% CI) 20 19 100.0 % 0.48 [0.13, 1.72 ]

Total events. 9 (Enerna). 12 (Suppository)
Fleternsenety: not applicable
Test for overall elfect: Z = 113 (P = 0.26)

aror o os 12 5

Fagnals treatment

10

Tavours control
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