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ABSTRACT 

Background 

5-Aminosalicybtes (5-ASA) are considered a first-linc thcrapy for inducing and maintaining remission of mild to moderately active 

ulcerative colitis (UC). Whcn inflammation in UC is limitcd to the distal colon, 5-ASA can also be administercd rcctally as a suppository, 

enema or foam. 

Objectives 

A systematic review was undenaken to evaluate thc cfficacy of rectal 5-ASA for trcating active distal UC. 

Search strategy 

Electronic searches of thc MEDLINE database (1966-2008), the Cochranc Ccntral Register of Controllcd Trials and the Cochrane 

IBD/l'BD Croup Specialized Trials Register were supplementcd by manual reviews of refcrence listings and conference proccedings. 

Selection criteria 

Randomizcd rrials comparing rectal 5-ASA ro placcbo or :mother activc thcrapy were eligible for inclusion. Eligible trials enrolled 

patients with a distal disease margin less than 60 cm from the anal verge or distal to the splenic flexure. Trials that cnrolled subjects less 

than 12 years of age wcre excluded. 

Data collection and analysis 

Eligibility was asscssed by three authors. Dara were extractcd by two authors using standardized forms. Pooled odds ratios (POR) 

for inducing improvement and remission by symptomatic, cndoscopic and histologic critcria were calculatcd using an intention to 

trcat principle. Fixcd cffects models were used unless heterogencity was encountered within groups (P < 0.10), where random effccts 

models were used. All statistical analyses wcrc pcrformed using RevMan 5. Wherc suf'ficient data were avaibble, subgroup analyses 

were pcrformed for disease extent, total daily 5-ASA dose, 5-ASA formulation (cncma,suppository, foam) and the type of control 

intcrvention (placebo or another active therapy). 
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Main results 

Thirry-eighr studies fulfilled the inclusion criteria. Rcctal 5-ASA was superior to placebo for inducing symptomatic, endoscopic and 

histological improvcmenc and rcmission, with POR for symptomatic improvemenc 8.87 (8 trials, 95% Cl: 5.30 to 14.83; P < 0.00001), 

endoscopic improvemenc 11.18 (5 trials, 95% CI 5.99 to 20.88; P < 0.00001), hisrologic improvement 7.69 (6 trials, 95% CI 3.26 

ro 18.12; P < 0.00001), symptomatic remission 8.30 (8 trials, 95% CI 4.28 to 16.12; P < 0.00001), endoscopic remission 5.31 (7 

trials, 95% CI 3.15 to 8.92; P < 0.00001), and histologic rcmission 6.28 (5 trials, 95% CI 2.74 to 14.40; P < 0.0001). Rectal 5-ASA 

was supcrior to rectal corticosteroids for inducing symptomatic improvemenc and rcmission wich POR 1.56 (6 trials, 95% CI 1.15 to 

2.11; P = 0.004) and 1.65 (6 trials, 95% CI 1.11 ro 2.45; P = 0.01 ), respcctivdy. Rectal 5-ASA was not superior to oral 5-ASA for 

symptomatic improvement (POR 2.25; 95% CI 0.53 to 19.54; P = 0.27). Neither total daily dose nor 5-ASA formulation affected 

treatment rcsponse. 

Authors' condusions 

Rectal 5-ASA should be considered a first-linc therapy for patients with mild to moderately active distal UC. The optimal total daily <lose 

and <lose frequency of 5-ASA remain to be dctermined. Future rcscarch should define differences in efficacy among patient subgroups 

defined by proximal disease margin and disease activity. Thcre is a strong need for consensus standardization of outcome measurements 

for clinical trials in ulcerative colitis. 

PLAIN LANGUAGE SUMMARY 

5-ASA suppositories, enemas or foam for induction of remission in ukerative colitis 

Ulcerative colitis (UC) is a chronic condition wherein the innermost lining of the !arge bowel becomcs inflamed. IfUC affects only thc 

last part of the bowel (distal UC), medications can be given rectally. 5-Aminosalicylic acid (5-ASA) is used commonly to treat mild to 

moderately active UC. A review of the literature was undertaken to detcrminc how effective rectal 5-ASA (e.g. cncmas, suppositories 

or foam) is for treating distal UC. Thirty-eight studies met the critcria for inclusion in the rcview. Pooled results from these studics 

show that rectal 5-ASA is superior to placebo (fake suppositories, enemas or foam) for improving symptoms, improving the appearance 

of the bowel lining at colonoscopy, and improving the appearance of biopsies of the bowel examined microscopically. Recta! 5-ASA 

is also superior to rcctal steroids for improving symptoms. Side effects were generally mild in nature and included abdominal pain 

or distention, nausca and anal discomfort or irritation. From these results, it was concluded that rectal 5-ASA should be a first-!ine 

treatment for patients with mild to moderately active distal UC. 

BACKGROUND 

Ulcerative colitis (UC) is a chronic inflammatory disorder of the 

!arge intestine that causes diarrhoea, rectal bleedingand abdominal 

pain. Thc inflammation of UC always involves the rectum, and 

extends proximally in a continuous fashion for a variable distance. 

In most patients, the disease does not extcnd proximal to the 

splenic flexurc at presentation. 5-Aminosalicylic acid (5-ASA) is 

considercd to be a first-line therapy for mild to modcratcly active 

UC. 5-ASA can be administered orally, or delivered rectally in the 

form of a suppository, foam or liquid encma. 

Tbc use of rectal therapy to tren UC has several potential advan-

tagcs. Becausc medication can be delivercd directly to the site of 

maximum inflammation, mucosal drug exposure can be increased. 

Local therapy can also reducc mucosal absorption and systemic 

toxicity. However, gains in efficacy and safety must be weighed 

against patient preference, which often favours oral delivery. 

In order to further define the role of rectal 5-ASA in thc managc­

ment of UC, a systematic review and meta-analysis were under­

taken to compare the efficacy of rectal 5-ASA to other oral or rectal 

therapies and to placcbo, for thc treatmenr of mild to moderately 

active distal UC:. 
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OBJECTIVES 

To cvaluate thc cfficacy of rectal 5-ASA in thc trcatment of activc 

distal UC 

METHODS 

Criteria for considering studies for this review 

Types of studies 

Randomiscd controlled trials comparing the efficacy of rccral 5-

ASA to that of pbcebo or another active drug in the treatment of 

distal UC were eligible for inclusion in the review. 

Types of participants 

Studics were acceptcd if they enrolled subjccts who were at least 

12 years of age with a distal disease margin lcss than 60 cm from 

thc anal verge or distal to the splcnic flexure, as dctcrmincd by 

either barium enema or colonoscopy. A minirnum age threshold 

was applied to limit potential differences in distribution of rectal 

formulations that may rcsult from age related diffcrences in colonic 

volurne. 

Types of interventions 

Trials were eligible for inclusion if rectal 5-ASA (formulate<l as 

a liquid enema, foam or suppository) was used in at least one 

trcatment arm. 

Types of outcome measures 

The primary outcome measure was symptomatic improvcrnent. 

Sccondary measures includcd symptornatic remission, histologic 

irnprovement or remission, endoscopic improvement or rernis­

sion, and change in Disease Activity Index (DA!). The influcnccs 

of 5-ASA dose and disease extent on efficacy wcre explored in sub­

group analyses. lt was anticipated, a priori, that there would be 

substantial differences among trials regarding the definitions of re­

sponsc and remission by clinical, endoscopic and histologic crire­

ria. Accordingly, the original authors' definitions for each of thesc 

outcomcs were accepted. Whcrc studics reported only a compos­

ite outcome that combined syrnptom response with eirher cndo­

scopic or histologic response, this outcornc was considcrcd to bc 

a measure of symptomatic response or remission. 

Search methods for identification of studies 

A cornputer aided search was conducted in thc MEDLINE 

databasc ( 1966 to 2008) ro idcntify tandomised clinical trials eval­

uating rectal 5-ASA for treatment of active UC in paticnts over age 

12. Scarch srrategies used thc Boolean operator "and" to cornbine 

the following groups of mcdical subject headings (MeSH): 

• McSH for ulcerative colitis (combined using "or"): 

ulcerativc colitis, proctocolitis, proctosigmoiditis, recrocolitis, 

rccto-sigmoiditis, ulcerative rectocolitis, ulcerative proctocolitis, 

hcmorrhagic ulcerative, hcmorrhagic procrocolitis and proctitis. 

• McSH for 5-aminosalicylic acid (combined using "or"): 5-

ASA, 5-aminosalicylate, mesalamine, Mesalazine, Asacol, 

Claversal, Pentasa, Rowasa, Salofalk, Mesasal and olsalazine. 

• McSH for form of intervention (combined using "or"): 

topical administration, topical drug administration, supposirory, 

rectal administration, rectal instillation, rectal drug 

administration, anal drug administration, foam and enema. 

The MEDLINE databasc scarch was supplemented by a search of 

the Cochrane Central Register ofControllcd Trials (CENTRAL), 

rhc Cochrane IBO Review Group Specialized Trials Register and a 

manual review ofbibliographies and abstracts submitted to major 

gastrocnterology meetings (! 997 to 2008) published in the fol­

lowing journals: Gastroenterology; Gut; American Journal of Gas­

troenterology; Canadian Journal of Gastroenterology; Gastroin­

testinal Endoscopy; European Journal of Gastroenterology and 

Hcpatology; and Scandinavian Journal of Gastroenterology. 

Refcrcncc 1 ists from all articles retrieved were also scanned to iden­

tify additional citations that were overlooked in rhe initial search. 

Data collection and analysis 

Abstracts from citations retrieved from the literature search were 

first reviewed by a singlc author (MT) to exclude papers clearly 

ineligible for the review. For the rcmaining citations, full publica­

tions were retrieved and assesscd formally for eligibility by three 

authors (MT, JN and JKM). Where key data were not provided 

in the publication, original authors were contacted and asked to 

provide clarification. Inter-rarer agreement was assessed using Co­

hen's kappa and disagreements were resolved by consensus of the 

rev1ewers. 

Eligibility Assessment: 

A standardizcd form was used to assess eligibility for inclusion in 

the review. Each of thc following criteria were rated on a three­

point scale as "yes", "no" or "not stated": 

• Agc of all participants at least 12 years; 

• Proven diagnosis of UC in all subjects; 

• Disease extcnt lcss rhan 60crn from anal verge or distal to 
the splenic flexure on bari um enema or colonoscopy; 

• Rcctal 5-ASA assessed as intervenrion in at least one 

ueattnent arn1; 
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• Treatment allocation randomiscd or quasi-randomiscd; and 

• Symptom scorc includcd as at least onc study outcome. 

Data Extraction: 
A standardized data extraction form was used by two indcpendent 

authors. Data extractcd from each cligibility study included the 

following: 

• Numbers of subjects randomised to the 5-ASA treatmcnt 

and control arms; 

• Intervention used in each arm (dose, formulation, <lose 

frequency, duration); 

• Patients characteristics (age, gender, disease extent, disease 

duration, and use of concomitant oral corticosteroids and 5-

ASA); 

• Numbers of subjects in each arm who completed treatmcnt, 

dropped out, or dropped out due to adverse effects; 

• Numbers of subjects in each arm who improved or cntcred 

remission by symptomatic, histologic and endoscopic criteria; 

• Median numbers of days to symptomatic response and 

symptomatic remission; 

• Mean changes in DA!; and 

• Definitions of improvement and remission (symptomatic, 

endoscopic and histologic) used in the study. 

Quality assessment of trials: 
The methodologic quality of each rrial was assessed using the Jadad 

Scale (Jadad 19%), which evaluates the adequacy ofblinding, ran­

domisation and reporting of withdrawals and dropouts. In addi­

tion to the Jadad scale, the aurhors also applied a facc-validated 

scale used in their previous published meta-analyses of therapies 

for UC (Marshall 1995; Marshall 1997). For each of thc following 

methodologic criteria this instrument assigns a score 0 (not de­

scribed), 1 (partially described) or 2 (fully described) and possible 

scores range from 0 to 30: 

• lnclusion and exclusion criteria; 

• Number of subjects excluded and reasons for exclusion 

stated; 

• Proven diagnosis of UC on hisrology; 

• Exclusion of infectious colitis; 

• Patient demographics described and similar among 

rreatn1ent arms; 

• Description of drug preparation for all interventions; 

• Description of randomisation method; 

• Sequenrial enrolmenr; 

• Assessor blinding to treatment arm; 

• Patient blinding to treatmenr arm; 

• Standardized assessment criteria for outcome; 

• Frequency and prahle of adverse events; 

• Description of sratistical methods and their appropriateness; 

• Accounting of all dropours; and 

• Documentation and monitoring of patient compliancc. 

The Cochrane risk ofbias tool as described in thc Cochrane Hand­

book for Systcmatic Reviews of Interventions (Higgins 2008) was 

also utilizcd. Briefly, an assessment was made of the mcthod of 

allocation generation (i.e. was the allocation sequence adequatdy 

generatedl), allocation concealment (i.e. was allocation adequately 

concealed)), blinding (i.e. was knowledge of the allocated interven­

tion adequately prevented during the studyn, incomplete outcome 

data (i.e. werc incomplete outcome data adequately addressed)); 

and selective outcome reporting (i.e. are reports of the srudy free 

of suggestion of selective outcome reporring?). A judgement of 

'Ycs' indicates low risk ofbias, 'No' indicates high risk ofbias, and 

'Unclear' indicates unclear or unknown risk of bias. 

Data Analysis: 
Odds ratios with 95% confidence intervals (CI) were calculated 

for each endpoint (improvement and remission by sympromatic, 

endoscopic and histologic criteria) for each trial. An intention to 

treat principle was used, with the total number of patienrs ran­

domiscd to each study arm as the denominator for each propor­

tion. A pooled odds ratio (POR) for each endpoint was then cal­

cubted for all trials reporting that endpoint using a fixed effects 

modd (Mantel-Haenstzel). PORs were calculated for comparisons 

of rectal 5-ASA versus placebo, rectal corricosteroids and oral 5-

ASA, and for comparisons among rectal 5-ASA <loses and formu­

lations. Homogcneiry was assessed using the chi-square test and 

by visual inspection of Forest plots. If heterogeneity was encoun­

tered within groups (P < O. l O), a random effects model was used. 

All statistical analyses were performed using RevMan 5. Where 

sufficienr data were available, these analyses were repeated within 

subgroups of patients defined by disease extent, total daily 5-ASA 

<lose, 5-ASA formulation (enema, supposirory, foam) and the type 

of control intervention (placebo or another active therapy). 

RESULTS 

Description of studies 

See: Charaneristics ofincluded srudies; Characteristics ofexcluded 

studics. 

A total of 65 studies were retrieved and assessed for eligibility. 

Of these, 27 did not meet the inclusion criteria; 10 were not 

randomised (Barhcr 1985; Biddlc 1990; Brcsci 1997 D'Arienzo 

1987; h:dotin 1985; Guarino 1987; Kandel 1987; McPhcc 1987; 

Robinson l 990; Sercbro 1977); six included patients with disease 

proximal to the splenic flexure, (Paolozi 2002; Van Rockgravcn 

19%; Willoctghby 1986; Marrcau 2005; Yokoyama H 2007; 

Vccchi 2001); two included patients with Crohn's disease (Klotz 

1980; I ucidarme l ')97), six had serious methodological flaws ( 

C:ampieri 1987; Carnpicri 198'); Fruhrnorgen 1980; Pullan l '!95; 

Van l lces 1980; van l logo,md 1988); one used N-Acetyl 5-ASA 
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as ehe ueatmcm drug (Willoughby 1980); one includcd paticms 

with age less than 12 years (Campicri 1981 ); and one reported 

single centre results from a multicenter trial included in the review 

(Sucherland 1 'l87h). In the 38 studics thac sacisfied the inclusion 

criceria (kappa 0. 97) the total daily dose of 5-ASA rangcd from 

lg to 4g and the duration of follow up ranged from two to eight 

weeks. lcn srudies (Cunpicri 1990a; Campicri 19') 1 a; ( :arnpicri 

1990b; Cunpicri 1')9lb; Hanaucr 1998; Molln 197 8; l'aln1'T 

1981; l'okrornciks 2000; Suthcrland l 987a; Williams 1987) com­

pared recral 5-ASA to placebo, 11 recral 5-ASA to recral corticos­

teroids (Bianconc 2007; Anonymmis l ')87; hirup 19')'); Friedrnan 

1986; Cioncherri 2005; Lee 19%; Lemann 1995; Muldcr 1988; 

Muldcr 1996; Bianchi-Porro 1995; Scnagore l 992) and 4 rectal 

5-ASA to oral 5-ASA (Cionchctti 1')98; Kam 19%; Safdi 1997; 

Prantcra 2005). Eleven studies (Andus 2008; Ardiuone 199'); 

Basilien 1 ')87; C:ampicri 1988; Cunpicri 1 'l'J:I; Corwt 2008; 

Eli.1kim 2007; Gionchctti 1999; Gionchctti l 997; Malchow 2002; 

Powdl-Tuck 198(1) compared different rectal 5-ASA formulations 

and/or doses. The remaining two studies (Mincr 200(1; Crn1picri 

1984) compared recta.l 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 srudies. See Additional "fable 

1 and Tablc 2 for further details. 

Table 1. Summary of Eligible Trials 

Author I Year Study Arm(N per arm) Follow up Duration 

Andus 2008 lg 5-ASA suppository 00 (N=201) vs 0.5 g 5-ASA 6 weeks 

suppository TIO (N=207) 

Ardizzone 1999 

Basilico 1987 

Biancone L 2007 

Campieri 1984 

2g 5-ASA foam BIO (N=97: n=26 proccitis; n=52 3 weeks 

proctosigmoiditis; n=20 left sided colitis) vs 2g 5-

ASA enema BIO (N=98: n=23 proctitis; n=57 proc­

tosigmoidicis; n= 17 left sided colitis) 

l.5g 5-ASA enema BID (N= 13: n=5 proctitis; 28 days 

n=8 proctosigmoiditis)vs 1. 5g sulphasalazine enema 

BIO (N=l4: n=lÜ Procritis; n=4 proctosigmoiditis) 

3mg beclomethasone dipropionate enema OD 8 weeks 

(N=26) vs 3mg beclomechasone dipropionate foam 

00 (N=24) vs 3g 5-ASA encma 00 (N=22) vs 3g 

5-ASA foam 00 (N=20) 

2g 4ASA enema OD (N= 31: n=6 proctitis; n=l l 15 days 

proctosigmoiditis; n= 14 left sided colitis) vs 2g 5-

ASA enema 00 (N=32: n=8 proctitis; n=l3 proc­

tosigmoiditis; n=l l left sided colitis)) 
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Table 1. Summary of Eligible Trials ( Cm1ti11ued) 

Campieri 1988 

Campieri 1990 

Campieri 1991 

Campieri 199.3 

Campieri M 1990 

Campieri M 1991 

Cortot 2008 

2g 5-ASA encma OO(N=20) vs Jg 5-ASA supposi- 30 days 

rory BIO (N=l9) 

lg 5-ASA suppository 00 (N=.32: 11=23 proctitis; 4 weeks 

11=9 distal procrosigmoiditis)vsl.5g 5-ASA suppos-

itory 00 (N=.31: n=l9 proctitis; 11=12 distal proc­

rosigmoiditis)vs placebo (N =.31: n=23 proctitis; n=8 

distal proctosigmoiditis) 

2g 5-ASA e11ema OD (N=l8: n=3 proctitis; n=lO 30 days 

proctosigmoiditis n=5 lefr sidcd colitis) vs 1 Og su-

cralfare e11ema 00 (N=l8: 11=2 proctitis; n=lO 

procrosigmoiditis n=6 lefr sidcd colitis) vs placebo 

(N=l4: n=3 proctitis; 11=9 procrosigmoiditis n=2 

lefr sided colitis) 

2g 5-ASA foam 00 (N=6.3: n=55 proctosigmoidi- 3 weeks 

tis, n=8 lefr sidcd colicis) vs 2g 5-ASA enema OD 

(N=54: n=48 procrosigmoiditis, n=6 lefr sided col-

itis) vs 4g 5-ASA foam OD (N=60: 11= 36 recrum 

sigmoid, n=24 lefr colon) vs 4g 5-ASA e11ema OD 

(N=56: n=28 procrosigmoiditis, 11=28 lefr sided col-

icis) 

0.5g 5-ASA suppository TID (N=32) vs placebo 1 monrh 

suppository (N=30) 

lg 5-ASA enema (N=27: n=7 procticis; n=8 proc- 30 days 

rosigmoiditis n= 12 lefr sided colitis) vs 2g 5-ASA cn-

ema (N=30: n=IO proccitis; n=9 proctosigmoiditis 

n= 11 lefr sided colitis) vs 4g 5-ASA enema (N =29: 

n=8 proctitis; n= 12 procrosigmoiditis n=9 left sided 

colitis) vs placebo (N=27: n=8 Proccitis; n= 10 proc­

cosigmoiditis 11=9 lefr sided colicis)) 

lg 5-ASA foam enema(N=l 91: n=81 proctitis; 4 weeks 

n=97 procrosigmoiditis n= 11 lefr sided colitis n=2 

unclear not includcd in the a11alysis) vs lg 5-ASA 

liquid enema (N=l84: 11=82 proctitis; n=91 proc­

tosigmoiditis n=6 lefr sided colitis, n=5 unclear not 

included in the analysis) vs 4g 5-ASA encma (N =29: 

n=8 proctitis; n= 12 proctosigmoiditis n=9 lefr sided 

colitis) vs placebo (N=27: n=8 proctitis; n= 10 proc­

rosigmoiditis n=9 lefr sided eo! iris)) 

Danish 5-ASA Grpl 987 Jg 5-ASA cncma OD (N=62) vs 25mgprednisolonc 14 days 

enema 00 (N=61) 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Table 1. Summary of Eligible Trials ( Co11ti1med) 

Eliakim 2007 

farup 1995 

Friedman 1986 

Gionchetti 1997 

Gionchetti 1998 

Gionchetti 1999 

Gionchetti 2005 

Hanuaer 1998 

Kam 1996 

Lee 1996 

Lemann 1995 

Malchow 2002 

lg 5-ASAfoam 00 (N=l63: n=91 proctitis; n=72 6weeks 
proctosigmoiditis)vs 1 g 5-ASA foam 00 (N = 167: 
n=85 Proctitis; n=82 proctosigmoiditis) 

0.5g 5-ASA suppository BID (N=4 l: n=24 proc- 4 weeks 
titis; n= 17 proctosigmoiditis)vs l 78mg hydrocorti-
sone BIO (N=38: n=26 proctiris; n=l2 procrosig-
moiditis) 

4g 5-ASA enema 00 (N=9) vs IOOmg hydrocorti- 3 weeks 
sone enema 00 (N=9) 

lg 5-ASA supposirory 00 (N=25) vs 0.5g 5-ASA 4 weeks 

suppository BIO (N=25) 

0.8g 5-ASA tablets TID (N=29) vs 0.4g 5-ASAsup- 4 weeks 
pository TID (N=29) 

2g 5-ASAenema 00 (N=50: n=38 proctosigmoidi- 4 weeks 

tis n= 12 left sided coliris) vs 2g 5-ASA foam 00 
(N=53: n=36 proctosigmoiditis n= 17 left sided col-
itis) 

lg 5-ASAenema 00(N=106: n=60 proctitis; n=31 6 weeks 
proctosigmoiditis n= 15 left sided colitis) vs 3mg 
BOP enema 00 (N= 111: n=56 proctitis; n=31 
proctosigmoiditis n=24 left sidcd colitis) 

lg 5-ASA enema 00 (N=73) vs 2g 5-ASA cn<:ma 8 wceks 
OD (N=71) vs 4g 5-ASA enema 00 (N=73) vs 
placebo(N = 70) 

4g 5-ASA enema 00 (N=l9) vs lg Oral sul- 6weeks 
phasalazine QID (N = 19) 

2g 5-ASA foam 00 (N=l67: n=l4 proctitis; 4weeks 
n=97 proctosigmoiditis n=37 left sided colitis: 
n= 1 unknown) vs 20mg prednisolone foam 00( 

N = 167:n= 15 proctitis; n= 101 proctosigmoiditis; 
n=27 left sided coliris; n=3 unknown) 

lg 5-ASA enema 00 (N=49) vs 2mg budcsonide 4 weeks 
enema OD (N=48) 

2g 5-ASA foam OD (N=l33) vs 4g 5-ASA enema 4 wecks 
OD (N=l67) 

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

Miner 2006 

Moller 1978 

Mulder 1988 

Mulder 1996 

Palmer 1981 

Pokromeiks 2000 

Porro-Bi an chi 199 5 

Powell-Tuck 1986 

Prantera 2005 

Safdi 1997 

Senagore 1992 

Surherland 1987 

4g 5-ASA enema 00 (N=54) vs 120mg alicaforsen 6 weeks 

cnema OD (N=55) vs 2mg alicaforsen cncma 00 

(N=50) 

3g sulphasalazine enema (N= 16) vs placebo(N= 14) 2 weeks 

3g 5-ASAenema OD (N= 15) vs 30mgprcdnisolone 28 days 

phosphatc sodium 00(N=14) 

2g 5-ASA enema 00 (N=21) vs 3mg BOP en- 4 weeks 
ema 00 (N=20) vs 3mg BOP+ 2g 5-ASA cnema 

OO(N=19) 

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

(N=23) 

2g 5-ASA foam 00 (N=54: n=l3 proctitis; n=31 6weeks 

proctosigmoiditis n= 10 left sided colitis) vs placebo 

(N=57: n=20 proctitis; n=29 procrosigmoiditis 11=8 
left sided colitis) 

lg 5-ASA enema 00 (N=27: n=9 proctitis; n=l l 3 weeks 

procrosigmoiditis n=7 left sided colitis) vs lOOmg 
hydrocortisone enema 00 (N=25: n=7 proctitis; 

n= 11 procrosigmoiditis n=7 lefr sidcd colitis) 

lg 5-ASA enema 00 (N=12) vs 2g 5-ASA enema 28 days 

00 (N=l3) 

l.2g 5-ASA oral MMX TID + placebo encma 00 8 weeks 

(N=40: n=27 proctosigmoiditis n=13 left sided col-

itis) vs 4g 5-ASA enema 00 + placebo tablet TIO 

(N=39: n=32 procrosigmoiditis n=7 left sided coli-

tis) 

4g 5-ASA enema 00 (N= 18) vs 0.4g 5-ASA tablets 6 weeks 

TID (N=22) vs 4g 5-ASA enema OD + 0.4g 5-ASA 

tablets TID (N=20) 

4g 5-ASAenema 00(N=19) vs lOOmg hydrocorti- 6 weeks 

sonc cnema 00 (N=12) vs 120mg short chain farty 

acid enema BIO (N = 14) 

4g 5-ASA enema OD (N=76: n=28 proctitis; n=29 6 weeks 

proctosigmoiditis n=9 distal ulcerativc colitis) vs 

placcbo (N=77: n=24 proctitis; n=41 proctosig-
moiditis; n= 12 distal ulcerative colitis) 
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Table 1. Summary of Eligible Trials ( Co11tinued) 

Williams 1987 0.5g 5-ASA supposicory TID (N = 14) vs placebo 6 weeks 

(N=l3) 

Table 2. Summary of Endpoint Definition 

Authoryear Clinical Remis- Endo. Histol. Remis- Clinical Endo lmprove- Histol. 

Andus 2008 

sion Remission 

CA! <1=4 on Ek4 on Suther­
Surherland Scale land Scale 

Ardizzone 1999 CA! <1=4 Ek6 on Rach-

Basilisco 1987 

Biancone L 2007 

Campieri 1984 

Campieri 1988 

on Rachmilewitz milewitz scale 

scale 

Sub- nonhaem-

jective weil being orrhagic sigmoi­

described as weil. doscopic appear­

Absent blood or ance 

mucopus in the 

faeces 

DA! < 3 
on Rachmilewitz 

scale 

DAk3 on Rach­

milewitz scale 

Complete Repaired Rectal 

disappearance of mucosa accord­
symptoms (mo- ing to Truelove 

tions, blood mu- and Richards 

cus) according to 

Truelove and 
Richards 

sion 

DA! mucosal 
<I = 1 according 

to FDA recom­

mendation 

Signs of inflam­

mation 

absent according 

to Trucl ovc and 

Richards 

lmprovement ment 

Reduction Reduction 

of DA! score of of DA! score of 

at least onc point at least one point 

According According 

to Truclove and to Truelove and 

Wirts Richards 

Reduction of at 

least one grade 

activity accord­

ing to Truelove 

and Richards 

Reduction of at 

least one grade 
activity accord­
ing to "fruelove 

and Richards 

Rectal S~aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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lmprovement 

Evident trend in 

globet 
cell rcstoration, 

reduction of in­

flammatory cell 

content and re­

duction of vas­

cular congestion 

according 

to Truelove and 

Wim 

Reduction of at 

least one grade 

activity accord­
ing to Truelove 

and Richards 
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Table 2. Summary of Endpoint Definition ( Continued) 

Campieri 1990 

Campieri 1991 

Campieri 1993 

Campieri 

1990 

Campieri 

1991 

Conot 2008 

M 

M 

Symp- According to According 

toms free with Baron Criteria to Truelove and 

no more than Richards 

2 bowel movc-

mcms/ 

day and without 

visible blood 111 

stools 

Disappearance 

of symptoms of 

active dis­

ease (bleeding or 

mucus) accord­

ing to TrueLove 

and Richards 

Re-

rurn to normal 

stool frequency, 

no visible blood 

in stools, No ab­

dominal symp­

toms on 

Complete disap-

pear-

ance of symp-

toms according 

to Truelove and 

Richards 

No symptoms of 

acute disease ac-

cording 

to Truelove and 

Richards 

Repaired Rectal 

mucosa accord-

111g to Truclovc 

and Richards 

Grade=O (nor­

mal mucosa or 

distortion of vas­

cular pattcrn) on 

modified Baron 

criteria 

Repaired rectal 

mucosa accord-

ing to Truelove 

and Richards 

Repaired rectal 

mucosa accord-

ing to Truelovc 

and Richards 

CAI(l-4) <i= 2 Ei<4 on Rach­

on Rachmilewitz milewitz scale 

scalc 

Signs of inflam­

manon 

absent according 

to Truelove and 

Richards 

According 

to TrueLove and 

Richards 

No signs of in-

flammation ac-

cording 

to Truclovc and 

Richards 

No signs of in-

flammation ac-

cording 

to Truelove and 

Richards 

Danish 5-ASA According to According to 

Grpl 987 Binder scale 

Eliakim 2007 CA! 4 
on Rachmilewitz 

scale 

Binder scale 

Ei<4 on Rach­

milewitz scalc 

HI= 1 according 

to Riley 

Decrease 111 the 

severity 

of symptoms but 

not mceting re­

mission criteria 

Reduction of at 

least one grade 

activity accord­

ing to Truelove 

and Richards 

Decrease 111 the 

severity of symp­

roms 

not mccting re­

mission criteria 

Reduction of at 

least one grade 
activity from 

baseline accord-

ing to Truelove 

and Richards 

Rcduction of at 

least one grade 

activity accord-

ing to Truelove 

and Richards 

changc 111 1m­

provement of at 

least one grade 

activity accord­

ing to Baron cri­

teria 

Reduction of at 

least one grade 

activity accord-

111g to Truelove 

and Richards 

Decrease in mu­

cosal inflamma­

tion by one grade 

relative to initial 

asscssment 

Reduction of at 

least one grade 

activity from 

baseline accord-

ing to Truelove 

and Richards 

Reduction of at 

least one grade 

activity accord-

ing to Truelove 

and Richards 

According ro According to 

Binder scale Binder scale 

>I = 1 decrease 

from baseline 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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change 111 1m­

provemem of at 

least one grade 

activity accord­

ing to Truelove 

and Richards 

Reduction of at 

least one grade 

activity accord­

ing to 1ruelove 

and Richards 

Decrease in mu­

cosal inflamma­

tion by one grade 

relative to initial 

assessment 

Reduction of at 

least one grade 

activity from 

baseline accord-

ing to Truelove 

and Richards 

Reduction of at 

least one grade 

activity accord-

ing to Truelove 

and Richards 
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Table 2. Summary of Endpoint Definition ( Gmtilmrd) 

Farup 1995 Complete re­

sponse DAk/= 2 

according to pre­

defincd criteria 

According to DAl>2 bur had 

slightly modified decreased from 

Friedman scalc baseline 

Friedman 1986 Accord- Accord- Accord- Decrease of 

ing to predefined ing to predcfined ing to predefined 

criteria cri teria criteria 

one point on the 

scale from base­

line 

Gionchetti 1997 DA! =0 on the DA! =0 on the HI= 1 according PGAand 
clinical portion endoscopic por- to Truelove and DAk/= 2 

of DA! accord- tion of DA! ac- Richards 

Gionchetti 1998 

ing to predefined cording to predc-
scale fined scale 

DA! =0 on the DA! =Ü on thc HI= 1 according 

clinical portion endoscopic por- to Truelove and 

of DA! accord- tion of DA! ac- Richards 

mg to Surher­
land scale 

cording to 

Surherland scale 

PGAand 

DAk/= 2 

DAi<I= 2 

DAi<I= 2 

Gionchetti 1999 DA! =0 on the DA! =Ü on the Score Decrease by at Decrease by one Decrease by 1 or 

clinical porrion endoscopic por- = Oll according least one grade grade on DA! 2 points 
of DA! accord- tion of DA! to to Truclove and on clinical com-

ing to Baron cri- Baron scale Richards ponent of DA! 

tena 

Gionchetti 2005 DA! =0 accord­

ing to Suther­

land 

Hanauer 1998 Complete remis-

s10n defined as 

!'GA score = 1 ac-

cording to prede-
fined scale 

Kam 1996 DAl=O, 

Composite score 

<4 ar 8 weeks or 

at discontinua-

rion according to 

predefined scale 

Mucosal appear-

Rectal bleeding ance =Ü accord­

score = 0, Evac- ing to Suther­

uation frequenc-y land 

score =0, physi-
cian overall as-

sessmcnt of dis-

ease sevcrity 

score=O accord-

Score =0/], with 

at least 1 point 
reduction from 

baseline accord-

ing to predefined 

scale 

Reduction of at 
least 3 points in 

the DA! score 

from baseline 

PGA score =2, 
de-

fined as marked 

improvement m 
symptoms 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Minima! reduc- lmproved 

rion of the com- least one 

posite score by 5 gory 

points 

by at 
cate-

II 



Table 2. Summary of Endpoint Definition ( Crmti111U'd) 

Lee 1996 

Lemann 1995 

Malchow 2002 

Miner 2006 

Moller 1978 

Mulder 1988 

illg ro Suirhrland 

scorc 

<I= 3 srools 

per day wich no 

blood 

Presence 

of blood score=O 

alld presence 

of mucus score 

=011 Oll prede­

filled scale 

Grade= 1 at week Active inAam-

4 mation score =0 

or at withdrawal at 4 weeks 

according to pre- or withdrawal in 

defined scalc pa-

Score=O Oll pre­

defilled scale 

tients where the 

score was greater 

dun 0 at en­

try according to 

Rudell 

Score= 1 Oll Flo­

ren scale 

CDAl<I= 2 EI</ 2 Oll 

on Rachmilewitz Rachmilewitz 

scale 

DAl<I= 2, stool 

freq uency <I =I, 

rectal 

bleeding =0, en­

doscopy=O, 

PAD<l=l Oll 

summation 

of Schroeder and 

Hanauer scalc 

Excel-
lent =full rem1s­

s10n recroscopi­

cally, subjective 

normalization 

according ro pre­

defined scale 

Excel-
lent =full rem1s­

s1on rectoscopi­

cally, subjective 

normalization 

according to pre­

defined scale 

Shift in CA! after 

4 weeks 

Decrease in DA! 

by 3 points 

Good= normal­

ization of defe­

cation frequency 

and or less blood 

and mucus in the 

stool 

Decrease in clini­

cal activity >2 ac­

cording ro Van 

der Heide 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Median score of 

grade 2 

Reduced score 

Good=marked 

improvement 

rectoscopically 

Decrease in en­

doscopic activity 

> 3 according ro 

Van der Heide 

Reduced score 

Decrease m to­

tal score of 8 or 

more according 

ro Van der Heide 
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Table 2. Summary of Endpoint Definition ( Cu11ti11ued) 

Mulder 1996 

Palmer 1981 

Pokrorneiks 

2000 

Porro-Bianchi 

1995 

Powell-Tuck 

1986 

Pranrera 2005 

Safdi 1997 

CDAk/4 associ- Ek/=3 on Rach­
ated wirh a de- milewitz 

crease of ar least 

2 poinrs from 

baseline accord-

ing ro Rachmile-

witz 

Disappear-

ance of symp­

roms Score =0 
on "Iruelove and 

Wirts 

Score =0 on all 

clinical variables 

according 

to Powell Tuck 

1982 scale 

Elndoscopic 

Score =0 on Tru­

elove and Wirts 

Endoscopic 

grade =0 non fri­

able mucosa ac­

cording ro Pow­

ell- Tuck 1982 

Decrease in clin- Decrease in en- Dccrease in his­

ical score of 2 doscopic score of tological score of 

or more accord- 3 or more ac­

mg to Van der cording to Van 

Heide and Mul- der Heide and 

2 or morc ac­

cording to Van 

der Heide and 

Mulder der Mulder 

A pos­

itive change of 1 

grade : Score of 1 

or 2 according to 

Wright and Tru­

clove 

A pos- A pos­

itive change of 1 irive change of 1 

grade: score of 1 grade according 

or 2 according ro to Wright and 

Wright and Tru- Truelove 
clove 

Rcduction of ar 
least 1 score from 

baseline accord­

ing to Floren 

Histologie Score At least one 

=0 on Truelove grade lower com­

and Wirts pared to base-

least one Ar least one Ar 

grade lower com­

pared to base­

gradelowercom­

pared to base­

line. Grading ac­

cording to Tru­

elove and Wirts 

and Truelove and 

Richards 

Histology 

grade=O 

line. Grading ac­

cording ro Tru­

elove and Witts 

and Tuelove and 

Richards 

li ne. Grading ac­

cording to Tru­

elove and Wim 

and "Iuelove and 

Richards 

CAk/= 2 EI <I= 2 on Histology remis- lmprovement of 

on Rachmilewitz Rachmilewitz 

scale 

sion according to 

score of Floren 

ar least 1 poinr 

on CA! scale 

Absence ofblood 
in stools for a 

minimum of 4 

days and there­

after until rhe Pa­
tient terminated 

rhe study 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Table 2. Summary of Endpoint Definition ( Crmti1111cd) 

Senagore 1992 Recovery but not 

defined 

Sutherland 1987 According to 

predefined scalc 

Williams 1987 DA!= 0 on pre­

defined scalc 

Andm 2008 undertook a 6-wcck single blind randomised mul­

ticenter trial that compared the efficac)' and tolerability of 5-ASA 

suppositories 1.0 g daily (n = 201) compared to 0. 5 g rhrcc times 

daily (n = 207) in 408 adult patients with ulcerativc proctitis ex­

tcnding no more than 15 cm from rhe anal verge and wirh dis­

ease activity index (DA!) scores between 3 and 11 (Smhcrland 

l 987b). Patients who had received oral or recral 5-ASA within 4 

weeks, immunosuppressants within 3 months, or corticostcroids 

within one month of the basclinc assessment were excluded. The 

primary endpoint was clinical remission (defined as DA! < 4) at 

the final/withdrawal visit. Secondary endpoints included clinical 

activity index (CA!), endoscopic and histologic remission and im­

provement (Suthcrland l 987b) and PGA (Hanaucr 1995). The 

rares of remission were similar on 1.0 g daily vs. 0. 5 g rhree timcs 

daily: (clinical in 84.0% versus 84.7%, endoscopic in 80.1 % ver­

sus 85.4% and histologic in 3.0% versus 3.9%). The authors con­

cluded rhat both treatments were of similar efficacy and wcll tol­

erated. 

Anonymous 1987 reported a randomised double-blind multi-ccn­

tre trial comparing 5-ASA enemas (1 g/day) to prednisolone en­

emas (25 mg/day) administcred for 4 weeks in 123 paticnts with 

mild to moderately active distal UC. Clinical and endoscopic dis­

ease activity was gradcd according to Binder 1970, with treatment 

responses catcgorized as remission, improvement, no change or 

deterioration. The overall response to therapy was dcfincd as the 

sum of the clinical and endoscopic effects, wherein a negative ef­

fect on one outcome could cancel a positive effect on anothcr. Sub­

jects who wcre asymptomatic at 2 weeks discontinued thc srndy 

mcdication, while rhe rcmainder continued on trcatment for an­

other 2 wecks. Among 61 subjects randomised to 5-ASA and 62 

ro prednisolone, 4 werc wirhdrawn for protocol violation, 2 for 

poor compliance and 3 for adverse events. Adverse events were 

rcported in 13 patients on 5-ASA (3 leading to srudy withdrawal) 

comparcd to 6 on prednisolone, a difference that was not statis­

tic1lly significant. All adverse events were described as minor and 

reversible. Twenty seven subjects discontinued study medication 

at 2 weeks bccause of remission (15 on 5-ASA versus 12 on pred­

nisolone) and 12 subjecrs discontinued therapy because of worsen­

ing discasc, leaving 75 who were treated for an additional 2 wecks. 

Overall, 77% on 5-ASA versus 72% on prednisolone improved 

afrer 2 weeks (no significant difference), but 51% versus 31% cn­

tered remission (P < 0.05). Among the 27 subjects withdrawn at 

2 wccks because of rcmission, rares of relapse ovcr the subsequent 

2 wecks were similar in borh arms. Among those who continued 

treatment for an additional 2 weeks, incremental rares of remission 

and improvcment were similar in the two arms. The authors con­

cludcd thar topical 5-ASA is an acccptable alternative ro ropical 

corticosteroid rherapy in mild to moderately active distal UC. 

r\rdizzone 1999 conducted a multi-centre randomised, cross-ovcr 

trial comparing 5-ASA foam 2 g twice daily to 5-ASA enema 2 g 

twice daily for 3 weeks (Phase !). If remission was not achieved 

by 3 weeks, parienrs were ctossed over to the other rreatment for 

a further 3 weeks (Phase 11). Patients werc included if they were 

18 to 70 years of age and bad endoscopically confirmed proctitis, 

proctosigmoidiris or lefr-sided UC. Mucosal biopsies and stool 

cultures werc required only for new diagnoses. Subjects were ex­

cluded if they had used glucocorticosteroids within one month 

or immunosuppressive drugs within 3 monrhs. Oral 5-ASA was 

permitted only if the current flare had occurred while on oral 5-

ASA and the <lose was not changed. Outcome measures included 

clinical symptoms (symptom diary cards), clinical examination, 

sigmoidoscopy and quality of life. Disease activity was evaluared 

according to the C:linical Activity Index (CA!) and Endoscopic 

Index (EI) of Rachmilcwitt. 1989. Clinical remission was defined 

as CA! < 4 and endoscopic remission as an EI scorc < 6. An in­

tenrion-to-trear analysis was used. Of 195 patients randomised to 

5-ASA enema (n = 98) or 5-ASA foam (n = 97) for Phase !, 58 

completed Phase II. 'Jwenty live parients withdrew premarurely 

(9 in the enema group and 16 in the foam group. A funher 10 

patients (2 in the cnema gtoup, 8 in the foam group) were lost 

to follow-up. There was an imbalance bctween rhe groups with 
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rcspccr to concomitant oral 5-ASA use (41 % enema, 29% foam 

) but baseline characteristics were othcrwisc sirnilar. Clinical rc­

mission in Phase 1 was achieved by 77% trcatcd with cncma ver­

sus 62% rreated wirh foam. Endoscopic rcmission in Phase I was 

achicvcd by 70% on cnemas versus 57% on foam. Bmh clinical 

and cndoscopic rcmission in Phase 1 was achieved by 67% and 

54%, rcspcctively. In Phase II, clinical and endoscopic rcmission 

was achieved in 66% of subjects who crossed over to the encma 

and 70% of those who crossed over to the foarn. No diffcrcnce 

in remission rares achieved statistical significancc. Alrhough rhis 

study did not use a non-inferiority design, the authors concluded 

that 5-ASA foam and 5-ASA enema were of similar eflicacy. 

B.isilico 1 ')87 randomised 30 patients with mild to moderate distal 

UC to 5-ASA enemas 1.5 g twice daily (n = 13) or sulphasalazine 

cncmas 1.5 g rwice daily (n = 14) for 4 wccks. Paticnrs had ulcer­

ative proctitis or proctosigmoiditis confirmed by sigmoidoscopy 

and hisrology. Oral 5-ASA maintenance therapy was allowed to 

continue at fixed dose, but corricosteroids and immunosupprcs­

sive agenrs were prohibited. Clinical, hisrologic and cndoscopic 

outcomes were graded on 3-point scales by blinded evaluators. Pa­

tients were said to be in remission when subjective well-being was 

"weil", no blood or mucopus was present in the faeccs, and thc sig­

moidoscopic appearance was not hemorrhagic. Three patients (2 

on 5-ASA and 1 on sulphasalazine) did not adherc ro rhe prorocol 

and were excluded from analysis. Patient demographics were sim­

ilar between the two groups wirh rhe exception of disease location 

(10 and 4 patients, respectively, on sulphasalazine had procti tis and 

proctosigmoiditis versus 5 and 8, respectively, on 5-ASA). Among 

subjects who complered the trial, remission was achicvcd in 9 of 

13 patients in the 5-ASA group versus 3of14 on sulphasalazinc. 

No adverse events occurred. Thc authors concluded that the 5-

ASA enema was superior to the sulphasalazine enema for inducing 

remission when given at similar doses, and suggested that rhis was 

because sulphasalazine yiclds a lower effective dosc of 5-ASA. 

Bianchi-Porro 1995 randomised 52 paticnts wirh moderately ac­

rive UC distal to the splenic flexure, to receive 1 g 5-ASA (n = 

27) or 100 mg hydrocortisone encmas (n = 25) for 3 weeks in a 

double-dummy design. Sulphasalazine and 5-ASA were continued 

at stable doses. Subjects were excl uded if rhey had used sreroids 

within 4 wceks. Clinical, cndoscopic and histological activiry was 

assessed using rhe criteria of"li-uelove and Wim Clrudove 19'>5) 

and Truelove and Richards (fruelovc 19'>6). Remission was de­

fined as disappearance of symptoms and endoscopic and histolog­

ical signs of disease activiry index (grade= O). Improvement was 

defined as reduction one or morc grade from basdinc. Thc groups 

wcrc similar at bascline. No adverse events wcre reported. Clinical, 

cndoscopic and hisrologic improvemcnt was scen in 89%, 74% 

and 56% of the 5-ASA group comparcd to 70%, '>6% and 60% of 

rhe hydrocortisone group. The authors noted the unusually high 

rate of clinical improvement in thc 5-ASA group and concluded 

that rccral 5-ASA is an acccptable and safe alternative to topical 

steroids for trcatment of mild to moderately active distal UC. 

Bianuinc 2007 conductcd an 8-week randomised multicenter, 

double blind trial cornparing 3 mg beclomcthasone dipropionate 

(BOP) foam (n = 26) or enema (n = 24) to 2 g 5-ASA foam (n = 

20) or enema (n = 22) in patients with mild to moderate UC. Eli­

gible subjects had a basdine DA! betwecn 3 and 9 and cndoscopic 

scorc or 1 or 2 (R.1chmilewitz 198')), and had not been in remis­

sion for at least 3 months. Hisrology was graded according toTru­

clovc and Richards ('frudovc 1956). Corticosteroids (topical, oral, 

parenteral), immunosuppressants, and topical sulphasalazine or 5-

ASA were not allowed. However, oral sulphasalazine and 5-ASA 

were continued in patientswho had rclapsed on maintenance treat­

mcnt. The primary end poinr was remission at 4 weeks dcfined as 

DA! < 3. Secondary endpoints includcd remission at 8 weeks and 

response (defined as a reduction in DA! of at least 1 point). Rates 

of rcrnission did not differ significandy between BOP and 5-ASA 

(24% versus 28% at 4 weeks and 36% versus 52% at 8 weeks). 

DA! dropped significanrly from baseline at 4 and 8 weeks on borh 

BDP and 5-ASA. Response rares were also similar in borh groups 

at both time points. Adverse events were reported in 33% of pa­

tients on BOP versus 25% on 5-ASA. 'freatment was discontinued 

in 6.0% on BOP versus 7.5% on 5-ASA. The aurhors concluded 

that rectal BOP and rectal 5-ASA had comparable tolerability and 

efficacy in the trcatment of mild to moderate UC. 

Campicri 1984 conductcd a randomised, double-blind clinical 

rrial comparing 4-ASA enemas (2 g/day; n = 31) to 5-ASA encmas 

(2 g/day; n = 32) in 63 patients with mild to moderately active 

distal UC. Discase activiry was evaluated before and afrer a 15-

day treatment pcriod, using clinical, sigmoidoscopic and histo­

logic crireria. Clinical and histological grading was based on Tru­

elovc and Wim (fruclovc 1955) and sigmoidoscopy grading was 

based on Truclove and Richards Clruclovc 1956). Disease could 

not extcnd bcyond the splenic Aexure on either endoscopy or bar­

ium encma. Randomization was stratified by use and non-usagc of 

Salazopyrin 2 g/day mainrenance therapy- which was continued. 

Baseline charactcristics were similar berween the groups. No drop­

outs or adverse cvcnts were observed. Clinical improvemcnt was 

expcricnced by 77% of 4-ASA patients compared to 81 % of 5-

ASA paticnts. Sigmoidoscopic improvement occurred in 77% and 

78%, and hisrological improvement occurred in 41 % and 46% of 

4-ASA and 5-ASA patients, rcspcctively. Although a non-inferior­

ity dcsign was not used, the aurhors concluded that both rectal 4-

ASA and recral 5-ASA are effccrivc for distal UC. 

Cimpicri 1988 randomised 39 subjects with mild to moderatcly 

acrive distal UC to 2 g 5-ASA enemas once daily or 1 g 5-ASA sup­

positorics rwice daily for 1 month. Discase extent was confirmcd 

bctwccn 10 cm and 20 cm from the anal verge at sigmoidoscopy. 

Sulphasalazine was continued in pacients on maintenance therapy. 

Clinical, sigmoidoscopic and histologic rcsponses were defined by 

onc-point reductions in the corresponding Truclovc and Richards 

score Cl ruelovc 1 'J5(1). c:Iinical remission n:quired subjects to be 
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symptom frcc. Sigmoidoscopic rcmission was defined as rcpaircd 

rectal mucosa and histologic rcmission was defincd as thc abscncc 

of intlammation. l'racticality and tolcrability wcrc also scorcd by 

subjects. Among 20 patients randomised to enemas and 19 ran­

domised to suppositories, baseline characteristics were similar wirb 

the exception of gender (25% femalc on cncmas versus 63% on 

suppositories). No drop-outs or adverse events were rcported. At 

4 weeks, outcomes on enemas versus suppositorics wcre 90% ver­

sus 85% for clinical improvcmcnt, 80% versus 75% for clinical 

remission, 85% versus 85% for endoscopic improvement, and 

65% versus 70% for cndoscopic remission, 80% versus 80% for 

histologic improvement, and 45% versus 60% for histologic re­

mission. None of these comparisons was significant. Both enemas 

and suppositorics were weil tolerated but most patients preferrcd 

suppositories. The authors conduded that 5-ASA cncmas and 5-

ASA suppositories are ofsimilar efficacy for trearment of ulcerarive 

proctitis. 

Campicri 1990a reported a mulri-centre double-blind study com­

paring 5-ASA suppositories at total daily <loses of 1 g (n = 32) 

and 1.5 g (n = 31) to placebo (n = 31) for 4 weeks in subjects 

with mild to moderately active ulcerative proctosigmoiditis. Dis­

ease margin extended no more than 20cm from rhe anal verge. 

Oral 5-ASA and sulphasalazine were continued at stable dose but 

steroids were not permitted wirhin 7 days of enrolment. Clinical 

remission was dcfincd as rhe absence of symptoms wirb no mote 

than two bowcl movements per day and no blood. Clinical im­

provement was defined as any other decrease in symptorn scorcs. 

Endoscopic and histologic remissions were defined as one point 

reductions in the Baron 1964 and Truelove and Richards scales 

(Truclove 1956), respectively. Analysis followcd an intention-to­

treat principle. Baseline characteristics were similar except for gen­

der (58% female on 1.5 g 5-ASA versus 25% on 1 g 5-ASA and 

32% on placebo). Eleven patients did not campiere the trial (2 

on 5-ASA 1.5 g/day and 9 on placebo), mostly for non-compli­

ance or worsening of symptoms. At week 4, clinical remission was 

observed in 39% on placebo versus 69% on 5-ASA 1 g/day and 

74% on 5-ASA l.5g/day (P < 0.01 for 5-ASA versus placebo bur 

no significant difference between 5-ASA <loses). Similarly, endo­

scopic remission was observed in 23% on placebo versus 55% on 

1 g 5-ASA and 59% on 1.5 g 5-ASA. Histologie remission was 

attained in 6% on placebo versus 10% on 1 g 5-ASA and 16% on 

1.5 g 5-ASA. Fcw adverse events were documented. The authors 

concluded that 5-ASA suppositorics are effective for mild to mod­

erately active ulcerativc proctosigmoiditis, but that no dosc cffect 

could be confirmed. 

Cunpicri 199 l ;1 reportcd a double-blind placebo-controlled study 

comparing sucralfate 10 g (n = 18) versus 5-ASA 2 g (n = 18) 

and placcbo (n = 14) as 100 ml liquid cnemas in paticnts with 

mild to moderately active UC with proximal disease margin con­

firmed by endoscopy to extend no furthcr than rhc splcnic tlcxure. 

Sulphasalazine was continued if at a stable dose for at least one 

month prior to enrolment, but steroids were not permitted. Clin­

ical, endoscopic and histological activiry was assessed using Tru­

elove and Richards' criteria Clrudove l 'J)(i), wirb improvement 

defined as a one-poinr reducrion in each score. Baseline character­

istics of rhe three treatment groups were similar. Clinical improve­

rnent was reported in 22% on sucralfare, 94% on 5-ASA and 14% 

on placebo. Endoscopic improvement was seen in 22%, 88% and 

14%, rcspectivcly. Histology improved in 17%, 83% and 7%, re­

spectively. All outcomes wirb 5-ASA were significandy better than 

those with sucralfate and placebo, but sucralfate showed no benefir 

over placebo. The authors concluded that 5-ASA enemas, but not 

sucralfare enemas, are effective for distal UC. 

Campicri l ')'J3 reported a randomised investigator-blind trial 

comparing 5-ASA foam to 5-ASA enema for three weeks in pa­

tients with a mild to moderate relapse of distal UC extending 

more rhan 15 cm from rhe anal verge. Subjects were excluded if 

the flare bad lasred langer than rwo weeks, if rhey were already 

recciving rectal 5-ASA, or if rhey bad received steroids for more 

than seven days. The dose of study medication was adjusted to dis­

ease activiry; subjects with mild disease (n = 117) received 2 g/day 

while those with moderate disease (n = 116) received 4 g/day. Oral 

sulphasalazine and 5-ASA were continued at stable doses. Clini­

cal disease activity was assessed by the investigator as remission, 

improved, unchanged and worscned. Endoscopic appearance and 

grading was assessed using modified Baron 1964 criteria, and his­

tology was rated according to Truelove and Richards (Truclovc 

1956). Baseline characteristics were similar in borh arms in both 

disease activity strata. In the mild discase srrarum, clinical remis­

sion was seen in 54% of foam patienrs compared to 31 % of en­

ema patients at 10 days, and in 83% versus 7 4% respectively at 3 

weeks. This difference was statistically significant at 10 days but 

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 6 

subjects dropped out or wcre lost to follow-up. In the moderate 

disease activity strarum, dinical remission on foam versus enema 

was seen in 63% versus 52% at 3 weeks. Endoscopic remission 

was achieved by 38% and 34%, and histological remission was 

achicved by 28% and 20%, of foam and cncma patients, respec­

tively. A total of 11 patients dropped out of the study. The authors 

concluded that no significant difference was seen overall berween 

foam and cnemas, but that numcric trends favoured foam and that 

foam induced response more rapidly in patients wirb mild disease. 

( ~ampicri l 9'JOb reported a randomised double-blind placebo­

controlled study of 5-ASA suppositories 1. 5 g/day for one month 

in 62 patients with mild to moderately activc UC extending 

lcss dun 20 cm from rhe anal verge at sigmoidoscopy. Oral sul­

phasalazine was continued at a stable dosc, but corticosteroids 

were not permitted. Clinical, endoscopic and histological activity 

was assessed after 15 days and 1 month according to Truelove and 

Richards (Truclove 19'56), wirb improvement defined as a onc-
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point reducrion in cach scorc. Clinical rcrnission was dclincd as 

a complere disappearance of syrnproms, endoscopic rcmission as 

repaired rnucosa and hisrologic rernission as rhc ahscnce of active 

inflammation on hiopsy. Baseline characteristics in both arms wen: 

similar. At 30 days, clinical remission was achieved by 56% of 5-

ASA patients compared to 7% of placebo patients. Endoscopic 

remission was achieved hy 41 % versus 7%, and histological re­

mission by 28% versus 3%. No adverse effects or drop ours were 

reported. for all endpoints, 5-ASA suppositories were signilicanrly 

superior ro placebo (P < 0.01). Theauthors confirmed rhat 5-ASA 

suppositories should be the first-line treatrnent for patienrs wirb 

mild to moderately active ulcerative proctitis. 

C:ampieri 1 ')')1 h reporred a randomiscd double-blind dose-re­

sponse rrial comparing 5-ASA enemas (1 g, 2 g and 4 g) to placebo 

for 4 wceks in 113 patients wirb mild to moderarely active UC 

distal to the splenic flexure at endoscopy. Parients wcre stratilied 

by use of sulphasalazine. Clinical, endoscopic and hisrologic ac­

tivity was assessed according to Truclove and Richards (Truclovc 

1 'Vi6), wirb improvcment in each category defined as a one point 

reduction from baseline. Clinical rernission was delined as com­

plete resolution of acute symptoms. Endoscopic remission was de­

scribed as repaired mucosa wirb a visible vascular pattcrn, and his­

rologic remission as rhe ahsence of active inflammarion. "lwenty 

seven patients were randomised to the 1 g 5-ASA group, 30 to 2 g 

5-ASA, 29 to 4 g 5-ASA and 27 to placebo. Baseline characteristics 

of rhe treatment groups were similar, no drop outs occurred and 

1 patient in each group reported a minor adverse evcnt. Clinical 

remission was norcd at 30 days in 85% of subjects on 1 g 5-ASA, 

83% on 2 g 5-ASA, 86% on 4 g 5-ASA and 41 % on placebo. En­

doscopic improvement or remission was achieved in 74%, 73%, 

79% and 30% respectively. Histologie improvement or remission 

was achieved in 63%, 70%, 76% and 15%. There wcre no sta­

tisrically signilicant diffcrences among the 5-ASA treatment arms, 

but all ourcomes for 5-ASA patients were superior to placebo. The 

authors concluded rhat topical 5-ASA is effective for treatrnent of 

distal UC, but rhat its eflicacy is not dose-dependenr. Accordingly, 

rhe lowest dose was advocated as first-line rherapy. 

Cortot 2008 reported a randornised conrrolled investigator blind 

non-inferiority rrial comparing 5-ASA foam enemas (1 g/ 80 

ml/day) to liquid enemas (1 g/100 ml/day) for 4 weeks in 395 

patienrs wirb mild to moderate left sided activc UC distal to the 

splenic flexure by colonoscopy or cndoscopy. Patients were strat­

ilied according to disease extent; firsr stratum included parients 

wirb procriris and procrosigmoiditis and second Stratum included 

patients wirh disease extension from 60 cm to to splenic flexure. 

Patients on a stable oral dosc of 5-ASA maintenance rreatment for 

at least one month or stable dose of azathioprine or rnethotrcx­

ate for at least six months prior to study were includcd. Clinical 

and cndoscopic activity was assessed according to ltichmilcwitz 

198') wirb clinical remission delined by a CAI scorc of S 2 and 

endoscopic remission by EI score of < 4. One hundrcd and nincty 

one patients wcrc randomised to reccivc foam enema and 184 to 

liquid cnema.Baseline characteristics of rhe treatment groups wcre 

similar but thc.:re were more rnen than warnen in rhe foam group. 

Fifty-two patients in rhe foam group and 59 patients in rhe liguid 

enema group reported rninor adverse effects(AE) with gastroin­

testi nal disorders as the most frequenrly reporred AE. At 4 weeks 

clinical rcmission was noted in 66.7% of patients in the foam 

group comparcd to 70.5% in the liquid enema group. Endoscopic 

remission was achicvcd in 64.2% patients in the foam group and 

72.7% in rhe liquid enema. In secondary analysis, clinical remis­

sion was achieved at 2 weeks in 48.1 %% of patients receiving 

foarn cnema ro 50.6% in the liquid enema group. The aurhors 

concluded rhat 5-ASA mcsalamine foam provides a rherapeutic 

alternative to liquid encma in mild to moderately active lefr sided 

UC. Non-inferiority of rhe foam enema was achieved at 2 and 4 

weeks in the ITT population and at 2 weeks in the PP analysis. 

Eliakim 2007 conducted a randomised multicenter rrial compar­

ing low volurne 5-ASA foam (1 g/30 ml) to high volume 5-ASA 

foam (1 g/60 ml) in 330 patienrs wirb distal UC. Eligible patients 

bad baseline CA! > 4 and endoscopy index (EI) > 4 (Rachmilewitz 

1 <)8<J). Histology was graded according to Rilcy ! ')91. Patients 

who bad received stcroids within one monrh or immunosuppres­

sants within thrce monrhs prior to enrry, and rhose who bad re­

lapsed on oral sulphasalazine, oral 5-ASA > 2 g/day or recral 5-

ASA > 1 g/day were excluded. All oral and rectal treatments for 

UC were stopped at baseline. The primary objecrive was clinical 

rernission at rhe final visit, delined as CA! < 4. Secondary end­

points included dinical improvement based on CA!, DA! and EI. 

Clinical rernission rares at 6 weeks were 77% on low-volume foam 

(n = 163) and 77% on high-volume foarn (n = 167). The percent­

ages of patients experiencing adverse events were similar in borh 

groups: 31%versus29% for mild evenrs and 10% versus 11 % for 

moderate events on low- versus high-volume foam. The authors 

concluded rhat low-volume 5-ASA foam is as effecrive as high­

volume foam in the treatment of UC, but that rhe low-volume 

foam rnight offer rhe advantage of improved compliance. 

Farup 1995 reported a 4-week randomised rrial comparing 5-ASA 

suppositories (500 mg bid) to hydroconisone foam (178 mg bid) 

in 79 patienrs wirb mild to moderately active distal UC. Random­

ization was srratified by disease extent (procriris versus proctosig­

rnoiditis). For entry, rhe proximal disease margin bad to extend 

no funher than rhe splenic flexure, wirb a disease acrivity index 

(DAI) score greater rhan 6. Oral 5-ASA and sulphasalazine wcrc 

conrinued at stable doses. The DA! was delined as rhe surn of 

rhe C:AI and EAI. The CAJ scored stool frequency, stool consis­

tency, presence of blood, abdominal pain, recral urgency and a 

physician rating of disease activity. The EAI scored mucosal gran­

ularity, vascular pattcrn, friabiliry and damage (exudate, erosions 

and ulccrs). Hisrology was graded using rnodilied Friedman 1 ')8(, 

critcria. Remission was defined as a DA! lcss than 2. lmprove­

ment was dclincd as a DA! greater than 2 but lower rhan rhe 
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baselinc score. Non-rcsponders had no change or worscning of 

the DA! scorc. Subjects who were in rcmission or non-respondcrs 

at 2 wceks were wirhdrawn from rhe study, whilc the rcrnainder 

completed a 4-wcek rreatmcnt course. Basdine dcmographics of 

the 5-ASA group (n = 41) and the hydroconisonc group (n = 38) 

wcre similar. Six patients in cach group reported adverse evenrs 

but all complered the trial. Twenty scvcn subjects wcre wirhdrawn 

after 2 weeks (17 for remission and 10 for non-response), while 

52 completed 4 weeks of treatment. Compliance was adcquate (> 

80%). The 5-ASA suppository was bettet rolerated than rhe hy­

drocortisone foam. Remission rares at 2 and 4 wccks were 27% 

and 16% for 5-ASA suppositories compared to 42% and 34% for 

hydroconisone foam (differences not significant). Response rares 

were higher among patients with proctitis dun among those with 

proctosigmoiditis. There was a non-significanc rrend toward bct­

ter histologic improvement with 5-ASA suppositorics at 2 and 4 

weeks (70% and 78% versus 50% and 61 %). Subjects on 5-ASA 

supposirories had a greater mean increase in DA! rhan those on 

hydrocortisone foam, which was attribured to better efficacy in 

thc subgroup wirh proctitis. The aurhors concluded rhat, although 

both 5-ASA suppositories and hydrocortisone foam are effectivc 

for distal UC, 5-ASA suppositorics should bc rhe first choicc in 

paticnts with proctitis due to bettcr efficacy, favourable safety and 

good rolerability. 

Friedman 1986 reportcd a small randomised double-blind trial 

comparing 5-ASA enemas (4 g/day) to hydrocortisone encmas in 

18 patients with UC who had not rcsponded to 3 wceks ofhydro­

cortisone enemas. The proximal disease margin was bctween 5 cm 

and 60 cm from rhe anal verge at endoscopy. Systemic steroids or 

immunosuppressants were allowed if administered at stable <lose 

for onc month before study entry. Endoscopy was graded as nor­

mal, erythema, friability, spontaneous bleeding or cxudates and 

ulceration. Thc CA! assessed srool frequency and the proportion 

of stools with watery consistcncy or blood. A change of 1 point in 

the CA! was dctcrmined to bc clinically significant. Hisrology was 

graded as normal, chronic infhmmatory infilrration of thc lamina 

propria with no acute inflammation and or no mild architcctural 

distortion, mild cryptitis with acute inflammatory ccll infiltrate 

and crypt absccsses or extensive crypt injury with abscesses and 

ulceration. There were no significant differences in basdine char­

acteristics. Compliance was greater than 90%, according to symp­

tom diaries and empty medication containers. Afrer 3 wccks 78% 

of subjects on 5-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 events were reported. Parients randomiscd ro hydrocortisone 

were offered a further 3 weeks of open-label 5-ASA enemas, and 

4 of 6 paticnts experienced clinical improvcmcnt. The authors 

concluded rhat 5-ASA enemas are effective in patients with distal 

UC not responding to hydrocortisone encmas (with or wirhout 

sulphasalazinc). 

( ;ioncheni 1997 reported a randomised trial comparing once daily 

l g 5-ASA supposirories ro twice daily 500 mg 5-ASA supposiro­

ries for 4 weeks in 50 patients with active UC extending no more 

dun 20 cm from the anal verge as confirmed by endoscopy and 

hisrology. l'articipants were required to have a bascline DA! scorc > 

3 and were excl uded if they had previously failed topical 5-ASA or 

had raken any rcctal thcrapy within 14 days. lmmunosuppressive 

rhcrapy was discontinued for 3 monrhs and steroids for 2 weeks 

before study entry. Oral sulphasalazine or 5-ASA at a stable dose 

for 4 wceks was continucd. The trial was only investigator-blind, 

due to differences in dose frequcncy and supposirory size between 

rhc two groups. Clinical and endoscopic ourcomes were assesscd 

using the DA! and physician's global assessment (PGA) with clini­

cal remission dcfined as a DA! ofO. The clinical component of rhe 

DA! assessed stool frequcncy and rcctal blecding. Thc endoscopic 

component was graded as normal, mild (erythema, decreased vas­

cular pattern, mild friabiliry), moderate (marked erythema, ab­

sent vascular pattern, friabiliry, erosions) or severe (sponraneous 

bleeding, ulceration). Histology was assessed using Truelove and 

Richards' criteria Cfruelove 1956) with remission defined as a score 

of 1. Twenty five patients received 5-ASA 1 g once daily and 25 

parients reccived 5-ASA 500 mg twice daily. The two groups had 

similar demographic characteristics at srudy enrry and all subjects 

completed thc 4 week trial. After 2 weeks, rhose in the 1 g group 

demonstrated a greater reduction in physician global assessment 

(PGA) and DA! scores, and were more likely to be in remission. 

These differenccs did not persist at 4 weeks. The proportion of 

patients in cach group who reached clinical, endoscopic or his­

tological remission was not statistically different (84%, 80% and 

52% in rhe 1 g group compared ro 76%, 72% and 48% in the 

500 mg group, rcspectivdy). No significant adverse evenrs were 

rcported in eirher group but the 1 g suppository was better rol­

erared. The authors concluded rhat 1 g suppositories once daily 

induccd faster improvement and remission than 500 mg suppos­

irories twice daily. 

(;ionchctti 1998 compared oral 5-ASA (800 mg TID) to 5-ASA 

suppositories (400 mg TID) for 4 weeks in 58 patients wirh UC 

extcnding less rhan ! Sem from the anal verge at endoscopy and 

DA! > 3 in an investigator-blind randomised trial. Patients who 

had previously failed 5-ASA or who were raking 5-ASA or oral sul­

phasalazine at baselinc were excludcd. lmmunosuppressive agents 

had ro be disconrinued for 3 months and corticosteroids for 2 

weeks heforc cnrry. Clinical and endoscopic activiry was assessed 

using Suthcrland 1987a criteria at Weeks 0, 2 and 4 with remis­

sion defincd as a DA! sub-scale scorc of 0. Hisrology was asscssed 

using ·frudove and Richards' criteria CI rudovc 1 956) with remis­

sion dcfined as a scorc of 1. The trcatment groups had similar 

demographic characteristics and all subjects completed the trial. 

At 4 weeks the mean DA! was significandy lower on 5-ASA sup­

positories (1.48 versus 3.48, !' < 0.001). Rates of clinical, endo­

scopic and hisrologic 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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< 0.01 ). No suppository patients compared to 6 oral 'i-ASA pa· 

ticnts reported adverse evcnrs (headachc, abdominal pain, n'lllsca). 

Therc were no serious advcrsc events. Tbc authors conduded thar 

5-ASA suppositories should be considered first-line trcatment for 

parients with active distal UC. 

Cioncherri 1999 reported a randomised, investigator blind, mul­

ticcnter rrial comparing 5-ASA gel enema 2 g/day (n = 'iO) to ') .. 

ASA foam enema 2 g/day (n = 53) in wirb mild to moderatcly 

active distal UC wirb DA! at least 3. Paticnts who bad flared 

whilc receiving rectal stcroids or 5-ASA or who bad rakcn oral 

steroids or immunosuppressives wirhin 3 months were excluded. 

Those on oral 'i-ASA could continue at a stable dosc throughout 

the study. Primary endpoints were clinical, endoscopic and histo­

logic improvement and remission. Endoscopy was asscssed using 

the Baron 1 ~)64 score. Clinical or endoscopic improvement was 

defined by a 1 point improvement in the appropriarc DA! sub­

scale and remission as a sub-scale score of 0. Histologie response 

was assessed using the criteria ofTruelove and Richards ('Iruclovc 

l 9'i6) with remission defincd as a score of 1 and improvement as 

a decrease of a 1 point from baseline. Only a per protocol anal­

ysis was reported. Treatment groups had similar baseline charac­

teristics. A total of 7 patients were excludcd from the clinical and 

endoscopic analysis (1 in the gel group for protocol violation, 6 

in rhe foam group: 1 noncompliancc, 3 protocol violation, 2 lost 

to follow up), leaving 96 subjects. An additional 11 patients were 

excluded from analysis of histologic outcomes (8 on gcl and 3 on 

foam) because of histologic remission at study entry. Five paticnts 

in the foam group withdrew due to lack of improvemcnt or poor 

compliance, but were included in the ITT analysis. At 4 wecks, 

clinical, endoscopic and histologic improvement was achieved by 

18%, 37% and 4'i% in the gel group compared to 19%, 34% 

and 50% in rhe foam group. At 4 weeks clinical, endoscopic and 

hisrologic 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 between the treatment groups. Mean 

DA! scores feil significantly in both groups, but rhere was no dif­

ference between the groups. There was no difference in safety bc­

tween the two groups, but the gel enema was better rolcratcd. The 

authors concluded rhar 5-ASA gel enema is at least as effecrivc as 

5-ASA foam and may be berrer tolerated 

Cionchcrti 2005 randomised patients with active distal UC (DA! 

3 to 10) to receive 5-ASA 1 g enemas (n = 106) or beclometha­

sone dipropionate (BDP) 3 mg enemas (n = 111) for 6 wceks. 

The study was investigator-blind. The primary outcome was the 

Surhcrland l ')87a DA!, with improvement dcfined as a decrease 

of 3 points and rcmission as a score of 0. Sulphasalazine and or,J 

5-ASA were continued if their dose had been stable for 6 weeks. 

l'atients on steroids or immunosuppressive agents werc cxcluded. 

Demographie characreristics of the two groups were similar. Thcre 

wcrc a total of .34 withdrawals (18 BDP and 16 'i-ASA) and 32 

adverse events (15 in BDP and 17 in 5-ASA), with only onc sc-

rious event in the BDP group that was judged not ro be related 

to the study drug. DA! significandy decreased in both groups. 

Rates of clinical improvement and remission were 37% and 30% 

for BDP patients compared to 49% and 25% for 5-ASA patients 

(differenccs not statistically significant). The authors concluded 

that both BOP and 5-ASA enemas improve disease activity and 

are weil tolerated. 

Hanaucr 19')8 randomised 287 patients with mild to moderately 

active UC extending less than 30 cm from the anal verge to 5-

ASA enemas (1 g, 2 gor 4 g daily) or placebo enemas for 8 weeks. 

l'atients were excl uded if they had taken steroids or 5-ASA within 

7 days or immunosuppressives wirhin 90 days of entry. Outcomes 

were assessed at 0, 1, 4 and 8 weeks. Patients rated their symptoms 

on a visual analog scale. A blindcd physician provided a global 

assessment (!'CA), with improvement defined as a score of 1 or 

2. Endoscopic response was assessed in the most severe segment 

between 5 and ! Sem from the anal verge using a 15-point scale 

comprising cryrhema, friability, granulariry/ulceration, mucopus 

and vascularity. Endoscopic improvcment was defined as a 5-point 

reduction in the score and remission as a score < 4. Histology was 

graded as normal (score 0), inactive (score !), low-grade activity 

(score 2) or high-grade activity (score 3). Histologie improvement 

was defined as a 1-point decrease and remission as a score of 0 or 

1 with a 1-point decrease. Clinical remission required a PCA of 

1 wirb endoscopic score < 4 and histologic score 0 or 1 with a 1-

point decrease from baseline. Analysis was by intention to treat. 

All groups were similar with respect to baselinc characteristics. 

Adverse events were cqual amongst all groups, but there werc sig­

nificantly more dropouts in the placebo group due to "treatment 

failure." Clinical imptovement was achieved by 27%, 67%, 65% 

and 75% on placebo (n = 70), 1 g 5-ASA (n = 73), 2 g 5-ASA 

(n = 71) and 4 g 5-ASA (n = 73) groups respectively. Clinical re­

mission was attained by 14%, 47%, 49% and 44%, respectively. 

Sigmoidoscopic remission was attained by 24%, 59%, 65% and 

66%, and histologic remission was achieved by 16%, 42%, 49% 

and 55%, respectively. All outcomes were significantly better for 

5-ASA compared to placebo, but there was no 5-ASA dose re­

sponsc. The authors concluded that 5-ASA enemas wcre superior 

to placebo for inducing clinical, endoscopic and histological im­

provcmcnt and remission in mild to moderately active distal UC. 

Kam 1996 conducted a randomised, double-blind double-dummy 

study comparing 4 g 5-ASA enema to oral sulphasalazine 1 g qid 

administered for 6 weeks in 37 patients with active UC extending 

5 to 50 cm from the anal verge and DA! 4 to 9. Patients were 

excluded if they had had prior bowel rcsections, diverticulitis, or 

'i-ASA failure. Oral steroids could bc continued if patients had 

been treated for ar least 4 weeks and thc dose remained less than 

15 mg prcdnisolone throughout thc trial. Immunosupprcssivcs 

were also continued if they bad becn uscd for at least 90 days 

bcfore study cntry and remained at stable doses. The Sutherland 

DA! Surherland 1 ')87,1, a 7-point clinical global improvemcnt 
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(CGI) scale and a 7-poinr patient global improvcmenr (PCI) scale 

were used to assess response. Complete remission was defincd as 

a OAI of 0, rcctal bleeding score 0, evacuation frequency score 

0, mucosal appearance score 0 and PGI score 0. Demographie 

characterisrics were similar on 5-ASA (n = 19) and sulphasalazinc 

(n = 18); 84% on 5-ASA and 72% on sulphasalazinc completed 

the trial. There was 1 patient lost to follow up and 1 parient in 

prorocol violation in the 5-ASA group. In the sulphasalazinc group 

3 patients had adverse events (all minor) leading to withdrawal and 

2 were lost to follow up. In total, 8 patients on 5-ASA compared to 

15 on sulphasalazine experienced minor adverse events (P = 0.02), 

and 3 patienrs on sulphasalazine group withdrew from due to 

adverse evenrs. At 6 weeks, both groups had a significanr decrease 

in the mean DAI score (P < 0.001), although the groups did 

not differ. CGI scores also improved in both groups but did not 

differ between groups. The 5-ASA group had significantly better 

PGI scores than the sulphasalazine group. Complete rcmission was 

achieved by 21 % on 5-ASA compared ro 22% on sulphasalazine. 

The authors concluded that rectal 5-ASA was as effcctive as oral 

sulphasalazine for treating active distal UC with rapid onset and 

good safety. 

l .ee 19% compared 2 g 5-ASA foam to 20 mg prednisolone foam 

for 4 weeks in 295 patients with mild to moderatdy active UC 

distal ro the splenic flexure in a randomised, investigator blind 

trial at 39 centres in the United Kingdom. Oral steroids, rectal 

steroids or rectal 5-ASA were not permitted within one month of 

the trial, but oral sulphasalazine was permitted at a stable dose. 

Symptom diaries were completed at 2 and 4 weeks, and endoscopy 

was performed at 4 weeks. Clinical remission was defined as 3 or 

fewer stools per day with no blood. The endoscopie appear:mee 

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. Histologie grading was graded aceording ro Rudel! 1980 and 

remission was defined as a score of 0 if rhe entry seore was greater 

than 0. Paticnts on 5-ASA (n = 149) and prednisolone (n = 146) 

wcre well matehed wirh respeet to sociodemographic eharacreris­

rics. Clinieal remission was achievcd by 52% of 5-ASA patients 

compared to 31% of prednisolone patients (P < 0.001). 5-ASA 

and prednisolone did not differ for endoscopie (40% versus 31 %) 

or histologic remission (27% versus 21 %). Adverse evenrs were 

uncommon in both groups. The authors concluded that 5-ASA 

foam enemas were assoeiated wirh higher clinieal rcmission rates 

rhan prednisolone foam enemas, and hypothesized that longer fol­

low up might have demonstrated differences in endoscopie and 

hisrological remission. 

Lcmann 1995 condueted a 4 weck randomised, investigaror 

blinded comparison of budesonide enemas (2.3 mg) wirb 5-ASA 

enemas (1 g) in 97 patients with UC distal to the splcnie Aexure at 

endoscopy. Oral 5-ASA was conrinued ifat stable dose for 2 weeks 

beforc study entry. Patients who had received steroids (oral or ree-

ral) within one month or who had previously failed 5-ASA wcre 

excluded. Endoscopic appcaranee was classificd as: normal (score 

O); gr:mularity, cdema and loss ofvascularity (score 1); hyperernia, 

friability and petcchiae (score 2) or ulceration (score 3). Endo­

scopic remission was defined as a score of 0, and improvcment as 

any rcduction from baseline. Histology was assessed according to 

Floren 1 '!87 on a 5-point seale, with remission defincd as a score 

of 1 and improvement as any reduetion from baseline. Clinical pa­

rameters (srool frequency and rectal bleeding) were assesscd as sec­

ondary outcomcs. Remission was defined as no blood and little or 

no mucus per rectum. The budesonide group (n = 48) and 5-ASA 

group (n = 49) were wdl matched with respeer ro demographic 

characteristics. Nine parients in each group were excluded from 

rhc per protocol analysis for protocol violation (7 on budesonide, 

6 on 5-ASA) or loss to follow-up (2 on budesonide, 3 on 5-ASA). 

Thcre was 1 serious adverse event in each group, judged not ro 

be related ro the study drug. There was no statistically significanr 

differenee betwecn budesonide and 5-ASA in rares of cndoseopic 

improvement (76% versus 81 %), endoscopic remission (13% ver­

sus 13%), hisrologie improvemenr (63% versus 67%) or hisrologic 

remission (12% versus 20%). Although there was no differenee 

in clinieal improvement, clinieal remission was achieved by 38% 

of budesonide patients compared to 60% of 5-ASA patients (P = 
0.03). The authors reported that 2 mg budesonide enemas were a 

good alternative to rectal 5-ASA in patients with active distal UC. 

Malchow 2002 eompared 2 g 5-ASA Mesalazine foam to 4 g 5-

ASA liquid enema in patients with UC distal ro the splenic flex­

ure but at least 12 cm from thc anal verge with clinieal activity 

index (C:AI) > 4 in a randomised, investigator blind trial. Patients 

wcre excluded if they were presenting wirh their first flare or had 

rcceived immunosupprcssants or anribiotics for UC. Oral 5-ASA 

was continued if at stable dose for at least 4 weeks. Clinical and 

endoscopic assessment were aceording to Rachmilewitz 1989. The 

primary endpoint was dinical remission at 2 or 4 weeks, defined 

as a CA!< 2. Orher outeomes included clinieal improvemenr (de­

fined as a shifr in CAI afrer 4 weeks) and endoscopie remission 

defined as EI < 2), histologic ehange and quality of life (IBDQ). 

Of400 patients screened, 266 were suitable and randomised, 133 

in eaeh group (2 patients randomised to liquid enema were not 

treated due to safety coneerns). -freatment groups did not differ, 

execpt that oral 5-ASA was used by more subjeets in rhe foam 

group (48.6% versus 43.2%). Tolerability was similar. Adverse 

events werc more common in the foam group. Of those judged not 

to be minor (3 on foam, 1 on liquid), none was fatal or related to 

study mcdication. After 4 weeks, 65% on foam compared to 70% 

on liquid enema achieved clinieal remission and 86% compared 

to 93% aehieved clinieal improvement. Endoseopie remission was 

attained by 38% in both groups. Histologie remission was scen in 

46% on foam comparcd to 50% on liquid enemas. Qualify oflife 

scorcs were slightly higher in the foam group, but no significance 

rest was reported. Thc authors concluded that 2 g 5-ASA foam 

enerna is an effoctive, safe and tolerable treatmenr for aetive distal 
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UC, and is equivalent to 4 g 5-ASA liquid enema. 

1\lincr 2006 compared encmas containing 120 mg (n = 55) or 

240 mg (n = 50) of the antisensc oligonuclcoride alicaforsen to 5-

ASA 4g (n = 54) cnemas in 159 patients wirh mild to modcrarely 

acrive UC extending no more rhan 50 cm from the anal verge in 

a randomised, double-blind rrial for 6 weeks. Clinical and endo­

scopic severiry was rhe summation of DA! index scores according 

Hanaucr 199 3 and Schroeder 1987. Eligiblc parim ts had a DA! of 

4 ro 10. Oral 5-ASA and purine anti-·metabolircs were continued 

at stable <lose, but corricosteroids and other immunosuppressants 

werc not pcrmittcd. The primary end poinr was changc in DA! 

at weck 6. Secondary end points included ehange in DA! at other 

time poinrs up to weck 54, and rares of clinical improvement, clin­

ical remission (DA! < 2, stoo! frequency < 1, rectal bleeding = Cl, 

cndoscopy =Cl, PAD = 1) and clinical rclapse. At weck 6 rhc mean 

perecntage reduerion in DA! was 40%, 41 % and 50% on 120 

mg alicaforsen, 240 mg alicaforsen and 5-ASA respcctively (diffcr­

ences not statisrieally signifieanr). At Week 18 adose-responsc was 

observcd wirh DA! deereases of 43% in rhe 240 mg alicoforsen 

group compared to 17% in the 120 mg alieaforsen group. There 

were a total of 306 adverse events (76 on alieaforsen 240 mg, 113 

on alieaforsen 120 mg, 117 on 5-ASA), ofwhich 17 werc serious 

but not drug-related. The aurhors concluded rhat rectal alicaforsen 

was effccrive for rreatment of distal UC and demonstrates a dose 

response relationship, bur was not superior to recta! 5-ASA. 

Moller 1978 randomised 30 parients with biopsy-confirmed UC 

extending no more than 15 cm from rhe anal verge to receive 

eirher 3 g sulphasalazine enema (n = 16) or placebo enema (n = 

14) every night for 2 weeks. No orher medications were permittcd. 

Clinical assessments and proetoscopies were performed at 1 and 

2 weeks with inflammation graded on a predefined 3 grade scale. 

Treatment response was defined as: Excellent 

(full endoscopic remission with normalized symptoms); good 

(marked endoscopic improvement with normalized symptoms 

and/or less blood/mucus in the srool); and none (no endoscopic or 

symptomaric improvemenr). Demographie eharaeterisries of rhe 

rwo groups were similar and only 1 pacienr (on plaeebo) withdrew 

due to lack ofimprovement. No adverse effeccs were rcported. Due 

to the small sample size rhe oureomes "Good" and "None" were 

grouped together for statistical analysis when compared to rhe out­

come "Excellent." At 2 weeks, 75% and 81 % of sulphasalazine 

parients experienced "excellent" endoscopic and symptomatic re­

sponses, compared to 21 % and 14% of placebo patients. These 

differences were statistically significant. The authors concluded 

rhat sulphasalazine enema was a useful short rcrm treatment in 

ulccrative proctitis and cm be used when oral rherapy is not rol­

erated. 

Muldcr 1 ')88 comparcd 3 g 5-ASA enemas to 30 mg prednisolone 

cnemas in 29 patients with active UC wirhin 20 cm of thc anal 

verge. Sulphasalazine was continued at stable dosc but no other 

medications werc permitted, including srcroids within one month 

of enrolment. Patients were randomised to 5-ASA (n = 15) or pred­

nisolone (n = 14) enemas (40 ml) for 28 days, with improvement as 

rhe primary ourcome. Clinical, endoscopic and hisrologic acriviry 

was assessed blindly using a predefined grading sysrem aecording 

to Van der Heide 1988 at srudy entry and 28 days. Decreases of > 

.1 in cndoscopic score, > 2 in clinical score and > 8 in histological 

score, were considered an improvcment. The 2 groups were sim­

ilar wirh respect to agc, sex, disease duration and sulphasalazine 

rherapy. Clinical, endoscopie and hisrological improvement was 

achieved by 73%, 73% and 73% at 28 days on 5-ASA eompared to 

79%, 86% and 57% on prednisolone. Clinieal remission, defined 

as normalizacion of all variables, was not observed in either group. 

No adverse events were observed in either group. The aurhors eon­

cluded rhat 5-ASA enemas were a safe and effective rreatment for 

distal UC and a reasonable alternative to rectal corcicosteroids. 

Muldcr 19% conducted a mulcicenter randomised double-blind 

crial comparing 3 mg beclomerhasone dipropionate (BOP) enema 

(n = 20) wirh 2 g 5-ASA enema (n = 21) and an enema combina­

tion of BDP/5-ASA (3 mg/2 g; n = 19) for 4 weeks in 60 patients 

wirb acrive UC cxtending 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 <loses. Clini­

cal, endoscopic and histologie activity was assessed at study entry 

and 4 weeks according to the V:m der Heide 1988 scale. Clinieal 

and endoscopic irnprovement was defined as a decrease in clinical 

score > 2 and a deerease in cndoscopic score > 3. Histologie im­

provernent was defined as a decrease in score > 2. All groups had 

similar demographics and complianee was grcater than 95%. After 

4 weeks, clinieal improvement was seen in 70%, 76% and 100% 

of paticnts receiving BDP, 5-ASA and BOP+ 5-ASA respectively. 

Endoscopic improvement was seen in 75%, 71 % and 100%. En­

doscopic healing was noted in 30%, 10% and 37%. Histologie 

improvement was seen in 50%, 48% and 100%. The difference in 

clinical improvement was statistically significant for rhe compar­

ison of BOP+ 5-ASA versus BOP. The differenees in endoscopic 

and hisrologic improvernent was statistically significant for boch 

BOP+ 5-ASA versus BOP and BDP+ 5-ASA versus 5-ASA. No 

adverse evenrs were reporred. The aurhors concluded rhat combi­

nation therapy with BOP + 5-ASA was superior to monotherapy 

wirh BDP or 5-ASA for treatment of active distal UC. 

Palmcr 1981 compared 2 wecks of treatment with sulphasalazine 

3 g encmas (n = 17) or placebo (n = 23) in 40 patients with UC 

in a double-blind randomised trial. Oral sulphasalazine was con­

tinued at srable doses. Clinical, endoscopic and hisrologic activiry 

was gradcd aecording to Wright 1 ')66 as absent, mild, moderate or 

scvere. lmprovement and deterioration was defined as a one-grade 

change in each scorc. The trcatment groups were similar at base­

line. Adverse events occurred equally in borh groups, and rhere 

was onc wirhdrawal on sulphasalazine for non-compliance. At the 

end of2 weeks, 65% on sulphasalazine improved compared to 9% 
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on placebo. The auchors concluded rhat sulphasalazinc enemas 

were effective treatmcnt for active UC and should bc considered 

for those intolerant of oral sulphasalazine. 

l'okrotnciks 2000 randomised 111 patients with mild to mod­

erately active UC distal to the splcnic Acxure to receive placebo 

(n = 57) or 2 g 5-ASA foam enemas (n = 54) for 6 weeks in a 

double-blind, parallel-group study. Subjects were rcquired to have 

a CA! > 3 for procrosigmoiditis and > 4 for kfr-sided UC, and 

an Endoscopic Index (EI) > 4. Subjects were exduded if they had 

used steroids continually for 1 month, immunosuppressants for 

3 months, or oral 5-ASA or NSA!Ds within 2 wceks of srudy 

enrry. Clinical and endoscopic activity was gradcd according to 

Rachmilewicz 198'), and histologic activity according to Horen 

1987. Clinical remission was defined as a CA!< 4 with a decrease 

of at least 2 points from baseline. Endoscopic remission was de­

fined as an EI < 3, and histologic improvement as a l-point reduc­

tion in the histologic score from baseline. The two groups were 

similar at baseline. Compliance was near 90% for each group and 

each group had only 1 drop out, but adverse events were more 

common on placcbo. Thcre were 6 serious advcrse evcnts, 5 of 

which occurrcd in placebo patients and reAccted detcrioration of 

UC requiring hospitalization. Analysis was performed on an in­

tention to treat basis. Of patients on 5-ASA, 65% experienced 

clinical remission, 57% achievcd endoscopic remission and 59% 

had histologic improvement of rheir discase. This was compared 

to 40%, 37% and 41% on placcbo. C'.AI scores were reduced by 

4. 7 and 3.5 points in 5-ASA patients comparcd to placcbo. Dif­

ferences in rares of clinical and endoscopic remission werc statis­

tically significant in favour of 5-ASA. The authors concluded rhat 

5-ASA foam enema was well tolerated and superior to placebo for 

inducing dinical and cndoscopic remission of distal UC. 

l'owcll-·fück 1986 conducted a 28 day randomiscd, double blind 

rrial comparing l g (n = 12) and 2 g 5-ASA enemas (n = 13) in 25 

patients with active ulccrative proctosigmoiditis. Sulphasalazine 

was continued at stablc dose but no orhcr therapics were permit­

ted. Clinical, endoscopic and hisrological activiry was assessed ac­

cording to Powell-Tiick 1982 using a scale from 0 to 2. Remission 

was defined as a clinical score of 0, and an endoscopic score of 0 

(non-friable mucosa). The groups were similar at baseline. One 

patient in the 2 g/day group withdrew for worsening diarrhoca 

but no othcr adverse events were noted. At 28 days, according to 

intention ro treat analysis, 58% of thosc in the l g 5-ASA group 

achieved remission compared to 31 % of the 2 g 5-ASA group. 

This difference was not statistically significant. Thc authors con­

cl uded that l g 5-ASA enemas werc no less cffective rhan 2 g 5-

ASA enemas. 

Prantcra 2005 comparcd rhe efficacy of oral multi-matrix (MMx) 

'i-ASA 1.2 g three timcs daily to 4 g 5-ASA enemas in 79 patients 

wich mild ro moderately activc distal UC in a randomiscd double­

blind double-durnmy trial for 8 weeks. The primary endpoint was 

clinical remission (CA!< 4) at week 8 according to Rachmilcwitz 

1989, with cndoscopic rcrnission (!Zcichmilewitz 1989 EI< 2) and 

histologic remission (Horen 1987) as sccondary cndpoints. Pa­

ticnts wcre enrolled if they werc at least 18 years of age and had 

a CA! > 6 wirh discase extending at least 15 cm from the anal 

vcrgc but not past the splenic Aexure. No steroids or immunosup­

pressivc agents were permitted within 4 weeks of srudy cntry. The 

treatmcnt groups were similar at basdine. There were 20 patient 

withdrawals (8 on oral MMx and 12 on 5-ASA enema) but no se­

vere adverse events. Clinical remission was achieved by 60% in rhc 

oral MMx group compared to 49% of the 5-ASA enema group, 

with no statistically significant difference. Endoscopic and histo­

logic remission was achievcd by 45% and 15% of rhe oral MMx 

group, compared to 36% and 8% of the recral 5-ASA group. The 

authors concluded that oral MMx 5-ASA was comparable to 5-

ASA enema for inducing remission of distal UC. 

Safdi 1997 reportcd a 6 week randomised, double-blind double­

durnmy comparison of oral 5-ASA (800 mg tid) versus rectal 5-

ASA cnema (4 g) versus cornbination therapy in patients with 

active UC extending bctween 5 and 50 cm from the anal verge. 

Eligible paticnts had a DA! bctween 4 and 10 at study entry ( 

SuthcrL111d l 'J87a). Those with previous bowel resections or who 

had uscd other topical or oral UC therapies within 1 week were 

excluded. Outcomes included clinical and cndoscopic parameters 

of the DA!, a dinical global improvement (CGI) scale and a pa­

tient global improvement (PGI) scale. Thc treatment groups were 

similar at baseline. Completion rares were 82%, 94and and 95% 

for oral (n = 22), enema (n = 18) and combination therapy (n 

= 20) groups. Three paticnts in the oral 5-ASA group wirhdrew 

from the study, 1 patient in the enema group withdrew due to 

rclapse and 1 patient in the combination therapy group was re­

moved from the study due to a protocol violation. Adverse events 

were rcported by 41 %, 17% and 45% in the oral 5-ASA, rec­

tal 5-ASA and combination groups, respectively. Most were mi­

nor (e.g. headache in 10%). Five were severe (2 oral, 1 rectal, 2 

combination) but resolved by study completion. At 6 weeks, the 

mean dccrease in DA! was 5.2 on combination therapy, 4.4 on 

encma therapy and 3.9 on oral therapy (no significant difference). 

Clinical improvement (ccssation of rectal bleeding) was achieved 

by 89%, 69% and 46%, with a statistically significant diffcrence 

between combination and oral thcrapy. Combination therapywas 

also superior to oral therapy for improving CGI scores at all visits 

and PCI scores at 3 weeks. The authors concluded that combi­

nation therapy with oral and rcctal 5-ASA was more effective for 

treating mild to modcrately active distal UC than either oral or 

rcctal thcrapy alone. 

Scnagorc 1992 randomised 45 parients wirh UC distal to rhc 

splcnic Bexure to treatrnent with hydrocorrisone enemas (100 mg 

od; n = 12), 5-ASA cnemas (4 g od; n = 19) or shorr-chain fatty 

acid (SCFA) cncmas (bid; n = 14) for 6 wccks. No other therapies 

for UC were permincd. Outcomcs includcd endoscopic and his­

tologic activity. Endoscopic activity was scored as: normal (scorc 
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O); mucosal eryrhema, loss of vascularity and slighr cdcma (score 

1 ); contact friabiliry (score 2); superficial wirh small amounts of 

mocopulem discharge (score 3); and !arge amounts of mucopu­

rulent discharge with severe ulceration (score 4). Histology was 

scored as: normal (score O); trace inflammation (scorc 1); mild in­

fbmmation (score 2); moderate inflammation (scorc 3) or severe 

inllammation (score 4). Treatment groups were similar at base­

line. A !arge number of patients in all rreatments groups expcri­

enced resolurion of clinical symptoms and improved cndoscopic 

and histologic scores. "Recovery" occurred in 83%, 89% and 86% 

of patients in the hydrocortisone, 5-ASA and SCFA groups respec­

tively. A cost minimization analysis showcd a significanr saving 

with SCFA therapy. The aurhors concluded that SCFA enemas 

are an effective and cost-saving therapy for distal UC, and that a 

!arger multiccnter rrial is necessary to confirm these results. 

Suthcrland 1987a randomised 153 patienrs with UC extending 5 

to 50 cm from the anal vcrge to receivc either 4 g 5-ASA (n = 76) 

enemas or placebo enemas (n = 77) for 6 weeks in a double-blind 

rrial. The minimum DA! at emry was 3. Oral sulphasalazine and 

stcroids ( < 30 mg) were permitted if thcir <lose had remained stable 

for 4 weeks but patient using rectal steroids were exduded. Clini­

cal and endoscopic activity was assessed based on a prcdefincd 12-

poinr DA! with up ro 3 points for each of: srool frcquency; rectal 

bleeding; mucosal appearance; and physician rating of discase ac­

tivity. Clinical, endoscopic and histologic activity was assessed at 

srudy entry, 3 weeks and 6 weeks. Subjecrs who deteriorated at 3 

weeks werc withdrawn and enrolled in a separate protocol. Treat­

ment groups were similar at baseline. One subjecr droppcd out 

early for non-compliance and was replaced. A further 20 subjects 

(6 in 5-ASA, 14 in placebo) dropped out due to poor response. 

Few adverse events were reponed. lmprovement in disease activity 

was achieved by 63% on 5-ASA compared to 29% on placebo. 

The DA! score was reduced by 55% in 5-ASA patients compared 

to 22% in placebo patients. Both differences werc statistically sig­

nificant. Treatment response was not influenced by co-treatment 

with oral sulphasalazine. The authors concluded that topical 5-

ASA was an effective treatment for acrive distal UC. 

Vccchi 2001 conducted a randomised multi-cenrre double­

dummy trial 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 CA! betwcen 4 and 

12 (Rachrnilewirz 1')8<J). A total of 130 patients were enrolled, 

67 were randomised to receive oral Mesalazine and 63 were al­

located to receive a combined oral and topical therapy. The pri­
mary endpoint was clinical remission, defined as CA! < 4, and 

clinical improvement, defined as a decrease in CA!> 50%. A sec­

ondary endpoint was endoscopic remission, defined as an EI < 4 

IRachmilcwirz l 'l89). No significant diffcrence was observed be­
rwccn oral 5-ASA and combined oral/recral 5-ASA for clinical re­

mission (820,l,1 versus 87%) or endoscopic remission (58% versus 

71 %). The authors concluded that oral 5-ASA was as effective as 

cornbining oral with rectal 5-ASA for inducing remission in pa­

tients with mild to moderate UC. 

Willirn1s 1987 reporred a randomised, double-blind 6 weck trial 

comparing 5-ASA suppositories (500 mg tid, n = 14) to placebo 

(n ~ 13) in 27 patients with active UC extending lcss than 15 cm 

form thc anal vcrge. 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 weeks 

of study entry. Oral sulphasalazine and prednisone were permit­

tcd at stablc <lose. A subset of patients also received technetium­

labelled 5-ASA ro assess drug disrribution. Response ro treatmenr 

was asscssed by change in the DA! and by endoscopy at 3 and 6 

weeks on a predefined scale. Remission was defined as a DA! scorc 

of 0 . Thc treatment groups were similar at baseline. There were 

2 withdrawals, both in the placebo group, l dropped out and the 

other had Salmonella. After 6 weeks, the mean DA! in the rreat­

ment group was 0.4 +!- 0.9, compared to 5.4 +/- 3.4 in the placebo 

group. Remission was achieved by 79% on 5-ASA compared to 

8% on placebo after 6 weeks. No adverse events were reported. 

1echnetium labdled 5-ASA remained in the rectum and sigmoid 

colon in all patients srudied. The authors concluded that 5-ASA 

suppositories were safe, well tolerated and effective for distal UC. 

They also suggested that 5-ASA suppositories can be used as first 

line thcrapy for UC, or for UC resistant to oral sulphasalazine or 

prcdnisonc. 

Risk of bias in included studies 

Study methodology was reviewed critically by two aurhors us­

ing the Jadad 1996 Scale and the 30-point scale developed and 

used previously by the authors. Overall methodologic quality 

was fair, with 28 of the 38 included srudies scoring at least 3 

points on the J.1dad 1996 scale. Specifically, two studies scored 

5 points (C:ampicri 1 <J90a; Friedman 1 ')86; a);9 studies scored 

4 poinrs (Campieri 19') 1 b; Kam 19%; Moller l 978; Mulder 

19%; Pokrorneiks 2000; Bianchi-Porro 1995; Prantera 2005; 

Safdi l ')')7; Surhcrland l 987a) and 17 srudies scored 3 points 

(C.unpicri l 'JSii; C:ampicri l ')90b; Carnpicri 19') l b; C:ampicri 

1993; Conot 2008 Anonymous 1987; Eliakim 2007; Cionchctti 

1997; Cionchctti 1998; Cionchcni 1999; Cionchctti 2005; 

Hanauer 1998; J ,ee 1996; Mulder 1988; l'alrner 1 ')81; l'owell­

·1ück 1 ')86.Williams 1987). Of the remaining 10 srudies, 9 stud­

ics scored 2 points (Andus 2008; Ardizzone 1999; Basilico 1987; 

lfünrnnc 2007; Campieri 1988; Farup ]')')5; Lemann 1995; 

Mincr 2006; Scnagorc 1 ')')2) and only one scorcd one point ( 

Malchow 2002). Using the 30 point scale, the average score for 

included rrials was 21. 7 and ranged from 14 to 29 (See Additional 

"Lihlc .)). The Cochrane risk ofbias tool indicates that the risk of 

bias was low for 13 of the 38 included studies (See figLtre 1). The 

risk ofbias in the other studies was high for blinding in 14 studies 

(due to single blind design) or unclear for some qualiry items in 

1 1 studies (due ro inadequate descriptions of methods uscd for 

sequcnce gencration and allocation conccalmenr or possible in-
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com plcte outcome data or sclectivc reporting). 

Figure 1. Methodological quality summary: review authors' judgements about each methodological quality 
item for each included study. 
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P.ndus 2008 • • • • • 

Anonymous1987 • • • • • 
Ard1z:zone 1999 ? ? • • • 

Bas1l1co 1987 ? • • • • 
B1anch1-Porro 1995 • • • • • 

B1ancone 2007 • • • • 1 

Camp1en1984 ? • • • • 
Camp1err19BB ? • • • • 

Camp:en 1990a • • • • • 
camp1er1199Db 1 • • • • 
Camp1err1991a ? • • • • 
camp1er11991b ? • • • • 

Camp1er11993 • • • • • 
CJr1ot 2008 • • • • • 

El1ak1m2007 • • • • • 
Farup1995 1 1 • • • 

Fnedman1986 • • • • • 
G1onchett1 1997 • • • • • 
Gwnchett11998 • • • • • 
G1onchett11999 • • • • • 
G1onchett1 2005 • • • • • 

Hanaul?r 1998 • • • 1 • 
l<am 1996 1 • • • • 
Lee 1996 • • • • • 

Lemann 1995 • • • • • 
Malchow2002 • • • ? • 

Miner 2006 • • • • • 
Moller 1978 1 1 • • • 

Mulder1988 ? • • • • 
Mulder1996 • • • • • 
Palmer 1981 • • • • • 

Pokrotne1ks 2000 • • • • • 
Powell-Tuck 1986 • • • • • 

Prantera2005 • • • • • 
Safd11997 • • • • • 

Senagore 1992 ? ? • • • 
SuthE'rl3nd 1987a • • • • • 

W1ll1ams1987 ? • • ~ • 
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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 

Basilisco 1987 2 16.5 

Biancone L 2007 2 27 

Campieri 1984 3 20 

Campieri 1988 2 14 

Cam pieri 1990 5 26 

Campieri M 1990 3 19.5 

Campieri 1991 3 19 

Campieri M 1991 4 21.5 

Campieri 1993 3 22.5 

Cortot 2008 3 24 

Danish 5-ASA Grpl987 3 20.5 

Eliakim 2007 3 29 

Farup 1995 2 23 

Friedman 1986 5 23.5 

Gionchetti 1997 3 24 

Gionchetti 1998 3 23 

Gionchetti 1999 3 24.5 

Gionchetti 2005 3 25 

Hanauer 1998 3 20 

Kam 1996 4 23 

Lee 1996 3 24.5 
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Table 3. Trial Quality Assessment (Co11ti11ucd) 

Lcmann 1995 2 21 

Malchow 2002 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 

Pokrotnieks 2000 4 23.5 

Powell Tuck 1986 3 14.5 

Porro-Bianchi 1995 4 19.5 

Prantera 2005 4 27.5 

Safdi 1997 4 18 

Senagore 1992 2 19 

Surherland 1987 4 22.5 

Williams 1987 3 20.5 

Effects of interventions 

Rectal 5-ASA was superior ro placcbo for inducing symptomatic, 

endoscopic and histological improvemcnt and remission, with a 

POR for symptomatic improvemcnt of 8.87 (8 trials, 95% CI: 

5.30 to 14.83; P < 0.00001; See hgure 2), endoscopic imptovc­

ment 11.18 (5 trials, 95% CI 5.99 to 20.88; !' < 0.00001; See 

Figurc 3), histologic imptovcment 7.69 (6 trials, 95% CI 3.26 to 
18.12; P < 0.00001; See Figure 4), symptomaric remission 8.30 

(8 trials, 95% CI 4.28 to 16.12; P < 0.00001; See Figtire 5), cndo­

scopic remission 5.31 (7 trials, 95% CI 3.15 to 8. 92; P < 0.0000 l; 
See figure 6), and hisrologic remission 6.28 (5 rrials, 95% CI 2.74 

to 14.40; P < 0.0001; Sec Figmc 7). 
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Figure 2. Forest plot of comparison: 1 Rectal 5-ASA vs Placebo, outcome: 1.1 Symptomatic lmprovement. 

Rectal 5-ASA Placebo 0(1tfsRatio Odds Ratio 
SfU(ly or Subgrou11 Events Total Events Total Weight M-H. Hamlom. 95% Cl M-H. Hatulom, 95% Cl 

Carnpieri l 990a 54 63 13 31 14 8% 8.31 [305, 2266] 
Carnpieri 1990b 28 32 10 30 10 8% 14.00 [3 84, 51 05] 
Carnp1en 1991 a 17 18 14 3.7% 102.00 [8 28, 1257.15] 
Carnp1en 1991 b 73 86 11 27 15 4% 8 1 7 [3 10, 21 51] 
Hanauer1998 150 217 1 g 10 23 2% 6.01 [3 30, 10 95] ----Moll er 1 978 15 16 14 41% 55 00 [5.02, 602 15] 
Palrner 1981 11 17 23 6.8% 19.25 [332, 11175] 
Sutherland 1987a 48 76 22 77 21.3% 4.29 [217, 8.46] 

r otal (95% Cl) 525 286 100.0% B.B7 f5.30. 14.831 • Totalevents 396 82 
Heterogene1ty: Tau'= 0.20; Chi'= 12.02, df= 7 (P = 0.10); I'= 42% 

0.01 0.1 10 100 
Test for overall effect Z = 8.32 (P < 0.00001) F avout·; Placebo F avours Rectal 5-ASft. 

Figure 3. Forest plot of comparison: 1 Rectal 5-ASA vs Placebo, outcome: 1.2 Endoscopic lmprovement. 

Rec1al 5-ASA Placebo Odds Hatio Odds Ratio 
S1udy or Subgroup Events Total Events Total Weight M-11, R<1ndom. 95% Cl M-ll. Random. 95% Cl 

Carnpieri 1990a 53 63 12 31 30.3% 8.39 [3 12, 2257] -Carnpien 1990b 25 32 30 22.6% 11.73 [357, 3861] --Carnp1eri 1991 a 17 18 2 14 59% 102 00 [8 28, 1257.15] 
Carnp1en 1991 b 65 86 8 27 31 7% 7.35[281,1923] ---Moller 1978 14 16 14 9.4% 25.67 [3.63, 181.44] 

Total (95% Cl) 215 116 100.0% 11.18 [5.99, 20.88) „ 
Totalevents 174 32 
Heterogeneity: Tau'= O 08; Chi'= 4 72, df= 4 (P = O 32); I'= 15% 

0.01 0.1 10 100 
Test for overall effect Z ~ 7.57 (P < 0.00001) F;;.ivours F'la( ebo F8\o'OtHS Rectal 5-,t.l.SA 

Figure 4. Forest plot of comparison: 1 Rectal 5-ASA vs Placebo, outcome: 1.3 Histologie lmprovement. 

Rectal 5-ASA Placebo Odds Hatio 
Stmly or Subgroup Events Total Events Total Weight M-ll. Handom, 95% Cl 

carnpieri 1 990a 46 63 10 31 20 7% 

Carnpieri 1 990b 21 32 30 17 0% 
Carnp1er11991 a 15 18 1 4 8.8% 
Carnpieri 1991 b 60 86 4 27 18.3% 
Palrner 1981 17 2 23 12.9% 
Pokrotne1ks 2000 26 54 18 57 22.4% 

Total (95% Cl) 270 182 100.0% 

Totalevents 175 39 
Heterogene1ty. Tau'= 0.70, Chi'= 14.58, df = 5 (P = 0.01);1·~ 66% 
Test for overall effect Z = 4.66 (P < 0 00001) 

5.68 [2 23, 14 49] 
12 41[345,4466] 

65.00 (6 00, 703 67] 
13.27 [4.17, 42 21] 

7.35 [1.29, 41 98] 
2.01 [O 93, 4 36] 

7.69 [3.26, 18.121 
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Figure 5. Forest plot of comparison: 1 Rectal 5-ASA vs Placebo, outcome: 1.4 Symptomatic Remission. 

Rectal 5-ASA Placebo Odds Ratio 
Stutly or SUb[lfOUJl Events Tot<JI Events Total Weu1ht M-H. Rdntlom. 95% Cl 

Campieri 1990a 45 63 12 3·1 17.4% 3.96 [1.60, 9 80) 
Camp1eri 1 990b 18 32 2 30 10.3% 18.00 [3.65, 88 76) 
Camp1eri 1991 a 12 18 1 14 6.5% 26.00 [272, 248 59) 
Camp1er1 1991 b 58 86 n 131% 16 57 [4 60, 59 73] 
Hanauer 1998 101 217 10 70 19.7% 5.22 [2 54, 10 74) 
Moller 1978 13 16 2 14 80% 26.00 [3.69, 183.42) 
Pokrotneiks 2000 35 54 23 57 19.1% 2 72 [1 26, 5 88) 
Williams 1987 11 1 4 13 5.9% 44.00 [3.97, 488 19) 

Total (!15% Cl) 500 256 100.0% B.30 [4.?B. 16.12] 

Total events 293 54 
Heterogeneity: Tau'= 0.45, Chr'= 15.76, df= 7 (P = o 03), I'= 56% 
Testfor overall effect z = 6.25 (P < O 00001) 

Odds Ratio 

M-H. Hanclom, 95% Cl 

1 

I_~ 

[--___ 
~1~~-+-1~~~!~_ ..... ___,lf-----+-
0.01 0.1 1 10 100 

Figure 6. Forest plot of comparison: 1 Rectal 5-ASA vs Placebo, outcome: 1.5 Endoscopic Remission. 

Rec.1al 5-ASA Placebo Odds Ratio Odds Ratio 
Stutly or Sullgroup Events Total Events Total Weight M-H, Ranclom, 95% Cl M-H. Random. 95% Cl 

Campien 1990a 36 63 7 31 18.0% 4.57 [1.72,1216) 
Campien 1990b 13 32 2 30 8.7% 9 58 [1.94, 47 38) 
Camp1eri 1991 a 1 0 18 0 14 2.9% 35.82 [1.86, 691 79) . 
Campieri 1991 b 40 86 27 9.7% 10.87 [2 42, 48 78) 
Hanauer 1998 137 217 17 70 29.4% 5.34 [290, 9 85) • 
Moll er 1 978 12 16 3 14 7.8% 11 00 [2 00, 60 57] 
Pokrotneiks 2000 26 54 17 57 23.5% 2.18 [100,4 76) 

I~ Total (95% Cl) 486 243 100.0% 5.31 [3.15, 8.92] 

Total events 274 48 1 

Heterogeneity Tau'= 0.14; Chi'= 8.69, df= 6 (P = 0.19); I'= 31 % 
0 1 0.2 0.5 10 

Testfor overall effect Z= 6.29 (P < 0 00001) F;ivows Placetio Favours Rectal i:-1-A.S.A. 

Figure 7. Forest plot of comparison: 1 Rectal 5-ASA vs Placebo, outcome: 1.6 Histologie Remission. 

Rectal 5-ASA Placebo Odds Ratio 

Study or Subgrou11 Events Total Events Total Weight M-H, Randotn, 95% Cl 

Campieri 1990a 8 63 2 31 200% 2.11 [0.42, 10 59] 
Campieri 1 990b 9 32 30 12.8% 11.35 [1.34, 96.18] 
Campieri 1991 a 9 18 14 7.2% 29.00 [1 50, 559 17) 
Camp1eri 1991 b 35 86 0 27 7.8% 37.91 [2 24, 642 05) 
Hanauer1998 106 217 11 70 52.2% 5.12 [2.55, 10 28] 

Total (95% Cl) 416 172 100.0% 6.28 [2.74, 14.40] 

Totalevents 167 14 

Heterogene1ty: Tau'= O 22; Chi'= 5.14, df= 4 (P = 0 27); I'= 22% 
Testfor overall eliect Z= 4.34 (P < 0 0001) 
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Rectal 5-ASA was superior to rectal corticosreroids for inducing 

symptomatic improvement and remission wirh PORs of 1. 56 (6 

rrials, 95% CI 1.15 to 2.11; P = 0.004; See hgure 8), and 1.65 (6 

rrials, 95% CI 1.11 to 2.45; P = 0.01; Sec Figurc 9) rcspcctively 

wirb favourablc non-significant trends for otber endpoints. 

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

Rectal 5-ASA Rectal coticosteroicl Oclcls Ratio Odds Ratio 
Studyor Subgroup Events Total Events Total Weigtrt M-fl, Random, 95% Cl M-fl, Random, 95% Cl 
Anonymous 1987 32 61 33 62 17 3% 0 97[048,1 97] -

B1anch1-Porro 1995 24 27 16 25 43% 4 50 [1.05, 1 9 22] 
B1ancone 2007 39 42 42 50 4.7% 2 48 [O 61, 1 0 01] 
Fnedman 1986 7 9 2 9 19% 12 25 [1 33, 11 3 06] 
Gionchett1 2005 52 106 41 111 28.3% 1.64 [O 96, 2 83] ------Lee 1996 130 167 117 167 33 5% 1 50[092,246] ,........._ 
Mulder 1988 11 15 11 14 31% 0 75[O14, 417] 
Mulder 1 996 16 21 14 20 4.7% 1 37 [O 34, 5 49] 
Senagore 1992 17 19 10 12 2.1% 170[021,1402] 

Total (95% Cl) 467 470 100.0% 1.56 (1.15, 2.111 ... 
Totalevents 328 286 
Hetero ene1 . Tau'= 0.01 Chi'= 8.31 df= 8 p = 0.40 I'= 4% g ty 
Test for overall effect Z = 2.85 (P = O 004) 

), 
0 1 0 2 0.5 10 

Favours i:ort1i:1J·:,teto F;;ivo1J1~. F.'e(tal 5-P.„::;p., 

Figure 9. Forest plot of comparison: 2 Rectal 5-ASA vs Rectal Corticosteroid, outcome: 2.4 Symptomatic 
Remission. 

Rectal 5-ASA Rectal coticosteroicl Oclds Ratio 
Stucly or Subgroup Events Total Events Total Welglrt M-fl Ranclom Q5% Cl " 
Anonymous 1987 
Biancone 2007 
Farup 1995 
Gionchetti 2005 
Lee 1996 
Lemann 1995 

Total (95% Cl) 

27 
22 
17 
26 
77 
28 

61 
42 
41 

106 
167 

49 

466 

1 g 

18 
13 
33 
45 
17 

Totalevents 197 145 

62 15 9% 
50 13.8% 
38 12.3% 

111 19 6% 
167 24 3% 

48 14.1% 

476 100.0% 

Heterogeneity: Tau'= 0.11; Chi'= 9 56, df = 5 (P = 0 09), 1' = 48% 
Testfor overall effect: Z= 2 49 (P = O 01) 

Rectal 5-ASA was not supcrior to oral 5-ASA for symptomatic 

improvement, wirb a POR of 2.25 (95% C[ 0. 53 to 9. 54; P = 

0.27; See Figure 10). Neither total daily <lose nor 5-ASA form 

affecred rreatment rcsponse. 

1 80 [O 86, 3 76] 
196[O85, 452] 
1 36 [O 55, 340] 
0 77 0.42 1 40 1 1 
2 32 [1.47, 367] 
2.43 [1 07, 5 51] 

1.65 [1.11. 2.451 
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Figure 1 O. Forest plot of comparison: 3 Rectal 5-ASA Vs Oral 5-ASA, outcome: 3.1 Symptomatic 
lmprovement. 

Rectal 5-ASA Oral 5-ASA Oflds Ratio 01Jds Ratio 
Study or Suhgroup Events Total Events Total Weif)ht M-H, Random, 95% Cl M-H, Random, 95% Cl 

Gionchetti 1998 24 29 10 29 25.2C.(J 9 1 2 [2 66, 31 22] --------·-f<am 1996 16 19 1 0 18 22.8% 4.27 [0.91, 19 99] 
Prantera 2005 23 39 31 40 27.0% 0.42[0.16,1.11] -------Safdi 1997 11 18 10 22 24.9% 1.89 [0.53, 6 69] 

Total (95% Cl) 105 109 100.0% 2.25 (0.53, 9.54] 

Totalevents 74 61 

0.01 0.1 10 100 
Heterogeneity Tau•= 1.76; Chi'= 16 45, df= 3 (P = O 0009), I'= 82% 
Test for overall eflect: Z = 1 .1 0 (P = 0.27) F;ivoursCiral 5-fl.Sl~ F . .::i·,,1our:; Rect<il 15-.A.S.A. 

No crial reported health-rdated quality of lifc as an outcomc 

measure. Overall safcty and tolerability for rectal 5-ASA was cxcd­

lcnt with no apparent incre;LSC in advcrse events relative to com­

parator therapics (See Additional '13.ble 4). Few trials assessed pa­

ticnt preference for alternate rectal formulations. Among those 

that assessed prefcrcnce, results were quite heterogeneous. Suppos­

irories were generally preferred over foam and liquid enema for­

mulations, whilc foam was generally preferrcd over liquid enemas 

(See Additional Tahlc -!). 

Table 4. Summary of Adverse Events and Patient Preference 

Author Year Reported Adverse Evcnts: Preference 

Andus 2008 lg 5-ASA suppository 00 (n=201): overall adverse 00 suppository (92.5%) 

events in 38 (19%); headache (n=5); nasopharyn-

Ardizzone 1999 

Basilisco 1987 

gytis (n= 5); ulcerative colitis (n= 3); constipa-

tion (n=2); increased lipase (n= !); decreasc platelet 

count (n=I); abdominal pain (n=I); nausea (n=I) 

0.5g 5-ASA suppository TID (n=207): ovcrall ad-

verse events in 43 (21.2%); headache (n=l l); na-

sopharyngyris (n=6); ulcerative colitis (n=5); con-

stipation (n= !); increased lipase (n= 1 ); decreased 

platelet count (n= l); pruritus (n=2); anal discomfort 

(n=l); back pain (n=l); defecation urgency (n= !); 

flatulence (n= 1) 

2g 5-ASA foam BIO (n=97): overall adverse events Enema (56%) 

in 6 (6.2%); perianal burning and meteorism (n= !); 

perianal burning and worsening of disease (n= 1) 

2g 5-ASA enema BIO (n=98): overall adverse events 

in 2 (2%); perianal burning (n= 1) 

1. 5g 5-ASA enema BIO (n= 13): adverse evcnts not 

reported 

l.5g sulphasalazine enema BIO (n=14): adverse 

events not rcporred 
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Table 4. Summary of Adverse Events and Patient Preference ( Conti11ued) 

Bianconc L 2007 

Campicri 1984 

Campieri 1988 

Campieri 1990 

Campieri M 1990 

Campieri 1991 

Campieri M 1991 

3mg bcclomethasone dipropionate (n=50): overall 

adverse events in 17 (33%); drug discontinuation 

for bloody stools or diarrhoca (n=3 in foam group); 
abnormal cortisol level (n=2 in foam group and n=4 

in cnema group) 

3g 5-ASA (n=22): ovcrall adverse cvcnts in 10 
(25%); drug discontinuation for abdominal pain or 

bowel tenderness (n=3 in foam group) 

2g 4ASA encma OD (n=31): adverse evcnts not re­

porred 
2g 5-ASA enema OD (n=32): adverse evcnts not 

reporred 

2g 5-ASA enema OD (n=20): adverse events not Suppository 

reporred 

lg 5-ASA suppository BID (n= 19): adverse evenrs 

not reporred 

lg 5-ASA suppository OD (n=32); facial eryrhema 

(n= l); mild fever (n= 1) 

l.5g 5-ASA suppository OD (n=31); worsening of 

symproms (n=l) 
Placebo (n=3 l); overall advcrsc cvents in 6 (19.4%); 

worsening symproms (n=5); headache (n=l) 

0.5g 5-ASA supposirory TID (n=32): adverse events 

not reported 

Placebo (n=30): adverse evenrs not reporred 

2g 5-ASA enema 00 (n= 18): adverse evcnts not 

reported 
1 Og sucralfate encma OD (n= 18): overall adverse 

evenrs in 3 (16.7%); constipation (n= l); worsening 

of symptoms (n=2) 

Placebo (n= 14): overall adverse events in 4 (28.6%); 

worsening of symptoms in (n=4) 

lg 5-ASA enema (n=27): adverse evenrs not re­

porred 

2g 5-ASA enema (n=30): adverse events not re­

porred 
4g 5-ASA encma (n=29): adverse events not re­

ported 
Placebo (n=27): adverse events not rcported 
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Table 4. Summary of Adverse Events and Patient Preference ( Conti11ued) 

Campieri J 993 5-ASA foam (n= J23); ovcrall adverse events in Foam 

5 (4.1 %); worsening of tenesmus and flarulence 

(n= !); occasional chills after administration (n= !); 

abdominal gas (n=3) 

5-ASA encma (n=J 10); overall adversc events in 2 

(1.8%); worsening tcnesmus and flarulencc (n= l); 
abdominal gas (n=l) 

Cortot 2008 Jg 5-ASA foam enema (n=J91); ovcrall adverse 

evcnts in 52 (27.2%); gastrointestinal disorders 

(n=32); drug discontinuation in 4 (7.3%) 

Jg 5-ASA liquid enema (n= J 84); overall adverse 

events in 59 (32.4%); gastrointestinal disorders 

(n=37); drug discontinuation in 4 (6.6%) 

Danish 5-ASA Grpl987 Jg 5-ASA enema OD (n=62): overall adverse cvcnts 

in J4 (22.9%); nausea or vomiting (n=2); abdomi­

nal distension (n=3); colic (n=3); farigue (n=l); de­

pression (n= J); difficulties in retainingenema (n=2); 

joint stiffness (n=J); minor complaints (n=J); with­

drawal due ro side effects (n=3) 

Eliakim 2007 

25mg prednisolone enema OD (n=61); overall ad­

versc events in 6 (9.7%); nausea or vomiting (n=2); 

abdominal disrension (n=J); farigue (n= !); minor 

complaints (n=2) 

Jg/30ml 5-ASA foam 00 (n= 163): overall ad­

verse evenrs in 63 (39%); gastroinrestinal disorders 

(n=25); nervous sysrem disorders (n= 15); infecrions 

and infestations (n= 18); general disorders and ad­

ministration site condirions (n=7); musculoskele­

tal and connective rissue disorders (n=4); investiga­

rions (n=5); skin and subcutaneous tissue disorders 

(n=4); respiratory, rhoracic and mediastinal disor­

ders (n=2); reproductivc system and breast disorders 

(n= J ); heparobiliary disorders (n= 1 ); psychiatric dis­

orders (n=l); renal and urinary disorders (n=J) 

lg/60ml 5-ASA foam 00 (n= 167): overall ad­

verse events in 62 (37%): gastroinrestinal disorders 

(n=22); nervous sysrem disorders (n= 18); infecrions 

and infestarions (n= J O); general disorders and ad­

ministration site condirions (n=8); musculoskcle­

tal and connective rissue disordcrs (n=5); investiga­

tions (n=5); skin and subcutaneous rissue disordcrs 

(n=2); rcspiratory, rhoracic and mediastinal disor­

ders (n=4); reproducrive sysrem and brcast disor­

ders (n=4); hepatobiliary disorders (n=2); psychi­

atric disordcrs (n=2); injury poisoning and proce-
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Table 4. Summary of Adverse Events and Patient Preference (Gmtinued) 

Farup 1995 

Friedman 1986 

G ionchetti 1997 

Gionchetti 1998 

Gionchetti 1999 

Gionchetti 2005 

Hanauer 1998 

Kam 1996 

dural complications (n=2); cardiac disorders (n=l); 

surgical and medical proccdures (n= l); vascular dis­

orders (n=l) 

0.5g 5-ASA suppository BID (n=4 l ): overall advcrse Supposirory 

events in 6 (14.6%); rash and fever (n=l); exan-

thema (n=l); perianal burning (n=4) 

l 78mg hydrocorrisonc foam BIO (n=38): overall 

adverse events in 6 (15.8%); rash (n=l); perianal 

burning (n=l) 

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

ported 

!OOmg hydrocorrisone enema OD (n=9): adverse 

events not reporred 

Jg 5-ASA suppository OD (n=25): adverse events 

not reported 

0.5g 5-ASA suppository BID (n=25): overall adverse 

events in 5 (20%); perianal irritation (n=5) 

0.8g 5-ASA tablets TID (n=29): overall adverse 

evenrs in 6 (20.7%); headache (n= !); abdominal 

pain (n=2); nausea (n=3) 

0.4g 5-ASAsuppository TID (n=29): adverse cvents 

not reported 

2g 5-ASA enema OD (n=50): seif limiring renal 

colic, insomnia and skin eruprion (n=2); difficulty 

in retention (n=3); abdominal bloating (n= 13); dis­

comfort during administrarion (n= 13) 

2g 5-ASA foam OD (n=53): selflimiting renal colic, 

insonmia and skin eruption (n= 1); difficulry in re­

renrion (n= 13); abdominal bloaring (n=26); dis­

comfort during adminisrrarion (n=25) 

lg 5-ASA enema OD (n= 106): overall adverse 

events in 13 (12.6%) 

3mg BDP enema OD (n= 111): overall adverse 

events in 12 (10.8%); pneumonia (n=l) 

5-ASA cnema OD (n=2 l 7): overall adverse cvcnts in 

31 (14%); abdominal pain (n=7), diarrhoea (n=S) 

Placebo (n=70): overall adverse evcnts in 7 (10%); 

abdominal pain (n=2); diarrhea (n=3) 

4g 5-ASA enema OD (n= 19): overall adverse events 

in 8 (42.1 %): hcadache (n=3); abdominal pain 

(n=2); nausea (n=2); dizziness (n= 1 ); flarulence 
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Table 4. Summary of Adverse Events and Patient Preference (Continued} 

Lee 1996 

Lemann 1995 

Malchow 2002 

Miner 2006 

(n=I); back pain (n=I); consriparion (n=I); recral 

disorder (n= 1) 

lg sulphasalazine PO QID (n=l9): ovcrall ad­

verse events in 15 (83%); headache (n=6); nausea 

(n=5); abdominal pain (n=l); dizziness (n=i); flat­

ulence (n= !); dyspepsia (n= !); dysuria (n=l); gen­

eral edema (n= I); menstrual disorder (n= 1 ); pruri­

tus (n= !); rash (n= I); sweat (n= I); urinary abnor­

maliry (n=l); peripheral vascular disease (n= !); va­

sodilarion (n= !) ; verrigo (n= 1) 

2g 5-ASA foam 00 (n=l67): overall adverse 

events in 57 (34%): headache (n=7); abdominal 

pain (n=l2); nausea and vomiting (n=5); bloating 

(n= 1 O); worsening disease (n=5) 

20mg prednisolone foam 00 (n=l67): overall ad­

verse evenrs in 43 (26%): headache (n=4); abdomi­

nal pain (n=7); nausea and vomiting (n=7); bloating 

(n=2); worsening disease (n=7) 

lg 5-ASA enema 00 (n=49): overall adverse events 

in 1 (0.2%): 

2mg budesonide enema OD (n=48): overall adverse 

events in 4 (8.3%): acne (n=2); disease deterioration 

(n=I) 

2g 5-ASA foam 00 (n= 133): Aatulence, nausea, 

abdominal pain and diarrhoea (n=3) 

4g 5-ASA enema OD (n= 167): Aatulence, nausea, 

abdominal pain and diarrhoea (n=I) 

4g 5-ASA enema 00 (n=54): overall adverse events 

in 40 (63. 5%); gasrroinresrinal disorders (n= 19); in­

fections and infestations (n= 14); infections and in­

festarion (n= 1 O); arrhralgia (n= I); sinus congesrion 

(n=2); skin disorders (n=3) 

120mg alicaforsen enema 00 (n=55): overall ad­

verse evenrs in 40 (61.5%); gasrroinresrinal dis­

orders (n= 13); infections and infestations (n=9); 

headache (n=4); arthralgia (n=3); sinus congestion 

(n=3) 

240mg alicaforscn cnema 00 (n=50): overall ad­

verse evenrs in 35 (57.4%); gasrrointesrinal dis­

orders (n=l6); infecrions and infesrarions (n=l4); 

arrhralgia (n=2); skin disorders (n= 1 ); headache 

(n= 1) 
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Table 4. Summary of Adverse Events and Patient Preference (Co11ti11ued) 

Moller 1978 

Mulder 1988 

Mulder 1996 

Palmer 1981 

Pokromieks 2000 

Porro-Bianchi 1995 

l'owell Tuck 1986 

l'rantera 2005 

3g sulphasalazine enema 00(n=16): adverse cvents 

not rcporred 

Placebo (n= 14): adverse events not reporred 

3g 5-ASA enema 00(n=15): markcd dcterioration 

in 2 (1.3%) 

30mg prednisolone phosphate sodiurn enema OD 

(n= 14): adverse events not rcportcd 

2g 5-ASA enema 00 (n=2 l): marked deterioration 

(n=2) 

3mg BDP enema 00 (n=20): marked deteriorarion 

(n=3) 

3mg BOP 00 + 2g 5-ASA enema 00 (n= 19): ad­

verse events not reported 

3gsulphasalazine enema 00(n=17): overall adverse 

events in 8 (47. l %); lower abdominal discomfort 

(n=8) 

Placebo (n=23): overall adverse events in 7 (30.4'Yo): 

lower abdominal pain (n=6); headaches (n= !) 

2g 5-ASA foam OD (n=54): ovcrall advcrse events 

in 6 (11 %); deterioration of ulccrative colitis (n= !); 

hallucination (n=I) 

Placebo (n=57): overall adverse events in 11 (19%); 

deterioration of ulcerative colitis (n=4); decompen­

sation of diabetes mellitus (n= !); diarrhoea and ab­

dominal cramps (n= 1) 

Jg 5-ASA enema 00 (n=27): (microscopic hema­

turia (n=2); proteinuria (n=2); increased alkaline 

phosphate (n=l) 

IOOmg hydroconisonc enema 00 (n=25): worsen­

ing of clinical activity (n= 1); microscopic hematuria 

(n= !); proteinuria (n= !); increased scrum transam­

inases (n=3) 

lg 5-ASA enema 00 (n=l2): adversc cvcnts not 

reported 

2g 5-ASA enema 00 (n=l3): worsening diarrhoea 

(n=l) 

l.2g 5-ASA PO TID (n=40): overall adverse events 

in 6 (15.0%); increased serum lipase (n= !); in­

creased serum creatininc (n= 1) 

4g 5-ASA enema OD (n=39): ovcrall adverse events 

in 11 (28%): abdominal and anal pain and hcadache 
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Table 4. Summary of Adverse Events and Patient Preference ( Co11ti11ued) 

Safdi 1997 

Senagore 1992 

Sutherland 1987 

Williams 1987 

DISCUSSION 

(n= l ); increased blood urea nitrogen (n= 1) 

4g 5-ASA enema 00(n=18): ovcrall adverse evcnts 

in 4 (17%); headacl1e (n=2) 

0.4g 5-ASA PO TID (n=22): overall adverse evcnts 

in 10 (41%); headache, ehest pain and heartburn 

(n= l); increased platelet count and decreased ery­

throcyte count (n=2) 

4g 5-ASA enema 00 + 0.4g 5-ASA PO TID 

(n=20): overall advcrse events in 9 (45%); headache 

and urinary tract infection (n=2) 

4g 5-ASA enema 00 (n= 19): allergic rash (n= 1) 

IOOmg hydrocortisonc enema 00 (n= 12): adverse 

events not reported 

120mg short chain fatty acid enema BIO (n=l4): 

disease progression (n= 1) 

4g 5-ASA enema 00 (n=76): headache (n=7); hair 

loss (n= 1) 

Placebo (n=77): headache (n=4); rash (n=2); nau­

sea and vomiting (n=2); arthralgia (n= I); periorbital 

edema (n= 1 ); diarrhoca (n= 1) 

0.5g 5-ASA suppository TID (n= 14): adverse events 

not reported 

Placebo (n= 13): advcrse cvents not reported 

This systematic review confirms rhe efficacy of rectal 5-ASA for 

inducing remission of mild to moderate ulcerativc colitis and up­

dates previously published meta analyses (Marshall 19')'); Marshall 

1 'J<J7; Marshall 2000) with an increased sample size and Cochrane 

Collaboration formatting. Among 10 placebo-controlled tri als, 

rcctal 5-ASA was superior to placebo for symptomatic, cndoscopic 

and hisrological improvemcnt or remission. Recral 5-ASA was also 

superior to rectal corticosteroids for inducing symptomatic remis­

sion, with favourable non significant trends for endoscopic and 

hisrologic outcomcs. 

firms observations made by individual rrials, and suppons the poor 

<lose response seen in clinical trials of oral 5-ASA for induction of 

rcmission. However, the absence of a <lose response must bc rcc­

onciled with observations that the combination of oral and rectal 

5-ASA appears tobe more effective than either given as monother­

apy, evcn in subjects with extensive UC (Martcau 2005; Vecchi 

2001; Safdi 1997). One possible explanation is that, rather than in­

creasinglocal drug concentrations, combination therapy promotes 

more homogcneous drug disrribution across affccted segments in 

patients with active disease. This would suggest that gcographic 

coverage is a more important determinant of response than local 

drug concenrration. More studies comparing rectal monotherapy 

to combination oral and rccral 5-ASA are needed (Saf<.li 1 <J'J7). 

Within thc definition of distal ulccrative colitis are patients with 

limited proctitis and those with discase extending as far as the 

splenic flexurc. Wc planned a priori to conduct subgroup anal-

No 5-ASA <lose rcsponse relationship was observed, wirh no signif~ 

icant differenccs in outcomes among 5-ASA <lose strata. This con-
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yses of efficacy by proximal disease margin but were unablc to 

extract sufficicnt subject-level information. Accordingly, it is un· 

clcar whether paticnts with proctitis and proctosigmoiditis re· 

spond equally to rectal 5-ASA rhcrapy. l'urthcr srudics comparing 

oral, rectal and combination therapy with adequate power to assess 

such subgroups should be considcred. 

No consistent diffcrence in efficacy was noted among the various 

rectal 5-ASA formulations (liquid enema, foam enema or suppos· 

itory) but comparative data are limited. This is consistcnt with 

scintigraphic studies showing that suppositories distributc drug to 

rhe rectum, foam enemas to the sigmoid colon and liquid cnemas 

to the splenic flexure. However, it should bc notcd that most trials 

cvaluating suppositories restrictcd enrolment to paticnts with only 

proctitis, while srudies of foam and liquid encmas morc often in· 

cluded patients with more extensive lefr-sided disease. hrup 1995 

found suppositories to bc superior to foam enemas in patients with 

proctitis and also tobe preferred by patients. For patients with dis­

easc extending more proximally, foam and liquid enemas appcar 

equally cffective but patients gencrally prefer foam hecausc of cas· 

ier adminisrration and more comfortable retention. Whilc 5-ASA 

foam is arguably the preferred first·line rhcrapy for patients with 

mild to moderately active proctosigmoiditis, it is not availablc in 

all jurisdictions. 

A considerable challenge to producing summary cvaluations of 

efficacy data in active ulcerative colitis is rhe heterogeneity ofout· 

come dcfinitions across clinical trials. for quantitative pooling of 

resulrs, the original authors' definitions of outcomes wcre accepted, 

if they were established a priori. Wirb sufficient individual suh· 

ject data, it would have been prcferable to transpose each trial's 

outcomcs to common definirions of response and rcmission. This 

would likely have reduced inter-study heterogcneity and improvcd 

the precision of the point estimates of response and remission. 

The standardi1.~tion of outcome measurement in clinical trials for 

ulcerative colitis is rcquired (Cooney 2007; LYHaens 2007), to 

facilitate quantitative pooling and comparisons of efficacy across 

thcrapies. 

AUTHORS' CONCLUSIONS 
lmplications for practice 

Rectal 5-ASA should bc considcrcd rhe first-line rherapy for pa· 

tients with mild to moderately active distal ulcerative colitis who 

arc willing to use rectal therapies and who do not have clinically 

important contraindications to 5-ASA therapy. Thc optimal total 

daily dosc an<l dose frequency remains to be define<l. 

lmplications for research 

l'uture research should consi<ler further evaluation of the relative 

efficacics of rectal 5-ASA delivery systems, and bettet comparison 

of cfficacy across patient subgroups define<l by proximal diseasc 

margin an<l <lisease activity. There is a strong need for consensus 

stan<lardization of outcomc measurements for clinical trials in ul· 

ccrative colitis. 

ACKNOWLEDGEMENTS 

Funding for the IBD/FBD Review Group (Octobcr 1, 2005 · 

Septem bcr 30, 2010) has bcen provided by rhe Canadian Insti· 

tutes of Hcalth Research (CIHR) Knowledge Translation Branch; 

the Canadian Agency for Drugs and Tcchnologies in Health 

(CADTH); and the CIHR Institutes of Health Services an<l Pol· 

icy Research; Musculoskeletal Health an<l Arthritis; Gender and 

Health; Human Development, Child and Youth Health; Nutri· 

tion, Metabolism and Diabetes; and lnfection an<l lmmunity. 

Miss Ila Stewart has provi<le<l support for the IBD/l'BD Review 

Group through the Olive Stewart Fund. 

REFERENCES 

References to studies induded in this review 

Andus 2008 (published data on/y} 
Andus T, Kocjan A, Muser M, Simenenkov V, ßaranovsky, 

Mikhailova TL, et al.A novel high dose 1 g mesalaminc supposirory 

(Salofalk) is as efficacious as SOOmg TID supposicories in mild tn 

moderate active ulcerative proctitis: A mulricenter, randomized 

rrial. Gzstroenterolog_y 2008;134(4 Suppl l):TI l.l7. 

Anonymous 1987 {published data only} 

Anonymous. Topical 5-aminosalicylic acid versus pre<lnisolonc in 

ulcerarivc proctosigmoidiris. A randomized, double-blind 

mulricenrer rrial. Danish 5-ASA Croup. Dig Dis Sei 1987;32(6): 

598-602 

Ardizzone 1999 (published data only} 

Ardizzone S, Doldo !~ Ranzi 1: Srurniolo GC, Giglio LA, Annese V, 

er al.Mesalazine foam (Salofalk foam) in rhe rreatment of acrive 

distal ulccrativc coliiis. A compararive rrial vs Salofalk cnema. The 

SAF· 3 srudy group. !tal J Gastroenterol Hepatol 1999;3 I (8):677-84. 

Basilico 1987 {published data on/y} 
Basilisco G, Ranzi T, C:ampanini M, Piodi L, Velio P, ßianchi PA. 

5-Aminosalicylic acid or sulphasalizine retention cncmas in distal 

ulcerative colitis. A randomized rherapeutic trial. Curr Ther Res 

l 'J87;42(5);9 I 0-5. 

Bianchi-Porro 1995 (published data only} 
flianchi-Porro Cß, Ardizzone S, Pcrrillo M, Fasoli A, Molreni P, 

Irnbcsi V. Low Pcnt.1sa dosage versus hydrocortisone in the topical 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

37 



ueaunenc of acrivc ulceracive colicis: a randomized, doubk-blind 

study. Am J (,{1stroentero! l 995;90(5):736-9. 

Biancone 2007 (published data on/y} 

Biancone L, Gionchctti !~ Dei Vecchio Blanco G, Orlando A, 

Annese V, Papi C, et al.Beclomcchasone dipropionare vcrsus 

mesalazine in disral ulccrative colitis: a multiccnrer, ran<lomize<l, 

double-blind study. Dig Livrr Dis 200739:329-37. 

Campieri 1984 {published data only} 

Campieri M, Lanfranchi GA, Berroni F, Brignola C, Hazzocchi C, 

Minguzzi MR, et al.A double-blind clinical rrial to compare the 

cffccts of 4-aminosalicylic acid to 5-aminosalicylic acid in topical 

rrcatment of ulcerative colitis. Digestion l 984;29(4):204-8. 

Cam pieri 1988 {published data only} 

Campieri M, Gionchetti P, ßclluzzi A, Brignola C, ·Eibanelli GM, 

Miglioli M, et al.5-Aminosaliq•lic acid as enemas or supposirories 

in distal ulcerative colitis'. J C!in Gtlstroentero! 1988: 10(4):406-9. 

Campieri 1990a {published data only} 

Campieri M, De Franchis R, Bianchi Porro G, Ranzi 1~ Brunetti G, 

Barbara L. Mesalazinc (5-aminosalicylic acid) supposirorics in thc 

treatmcnt of ulcerative proctitis or distal proctosigmoiditis. A 

randomized controlled trial. Smnd J Ga.rtroentero! 1990;25(7): 

663-8. 

Campieri 1990b (published data on/y} 

C:ampieri M, Gionchetti P, Belluzzi A, Brignola C, Tunpicri M, 

lannone P, et al.Topical rreatment with 5-aminosalicylic in distal 

ulcerative colitis by using a new suppository preparation. A double­

blind placebo controlled trial. fnt J Co!orec!dl Dis 1990;5(2): 79-81. 

Campieri 199la {published data only} 

Campieri M, Gionchetti P, Belluzi A, et al.Sulcrafate 5-

Aminosalicylic acid and placebo enemas in the treatment of 

ulcerative colitis. Eur J Gmtroentero! Hepilto! 1991;3:41--4. 

Cam pieri 1991 b {published data on/y} 

Campieri M, Gionchctti P, ßelluzzi A, Brignola C, Tampieri M, 

lannone P, et al.Optimum dosage of 5-aminosalicylic acid as recral 

enemas in patients with active ulcerative colitis. Gut 1991 ;32(8): 

929-31. 

Campieri 1993 {published data on/y} 

Campieri M, Paoluzi P, D'Albasio G, Brunetti G, Pera A, Barbara 

L. Better quality of therapy with 5-ASA colonic foam in active 

ulcerativc colitis. A mulriccnter comparative trial with 5-ASA 

enema. Dig Dis Sei 1993;38(10):1843-50. 

Cortot 2008 {published data on/y} 

Cortot A, Maetz D, Degoutte E, Delette 0, Meunier P, Tan G, et 

al.Mesalamine foam enema versus mesalamine liquid enema in 

active lefr-sided ulcerative colitis. Am J Gastroentero! 2008; 103( 12): 

3106-14. 

Eliakim 2007 {published data on/y} 

Eliakim R, ·folassay Z, Kupcinskas L, Adamonis K, f'okrornieks J, 

Bar-Meir S, et al.Clinical tri.il: randomized-conrrolled clinical 

study comparing the efficacy and safcty of a low-volume vs. a high­

volumc mcsalazinc foam in active distal ulcerative colitis. Aliment 

I'ham{({co! lhrr 2007;26:1237--49. 

Farup 1995 {published data only} 

Farup PG, Hovde 0, Halvorsen l'A. Rakncrud N, Brodin U. 

Mcsalazinc supposirories versus hy<lrocortisone foam in paricnts 

with distal ulcerativc colicis. A comparison of rhe efficacy and 

pr.iccicaliry of two topical treatment regimens. Stand J Gt1stroenterol 

l '!95;30(2): 164-70. 

Friedman 1986 (published data only} 

Fricdman l.S, Richter JM, Kirkham SE, DeMonaco HJ, May RJ. 5-

Aminosalicylic acid enenus in refractory distal ulccrativc colitis: a 

r.rndomizcd, conrrolled trial. Am J Gastroenterol 1986;8 I (6):412-8. 

Gionchetti 1997 {published data on/y} 

Gionchetti I~ Rizzello F, Venruri A, Brignola C, Ferretti M, f'eruzzo 

S, et al.Comparison of mcsalazine suppositories in proctitis and 
distal proctosigmoiditis. Aliment I'hm-mr1co! Ther 1997; 11(6): 

1053--7. 

Gionchetti 1998 {published data on/y} 

Gionchetti P, Rizzello F, Venturi A, Ferretti M, ßrignola C, Miglioli 

M, Campieri M. Comparison of oral with rectal mesalazine in the 

treatment of ulcerative proctitis. Dis Colon Rectum 1998;41(1): 

93-7. 

Gionchetti 1999 {published data only} 

Gionchetti I; Ardizzone S, Benvenmi ME, et al.A new mesalazinc 

gel enema in the treatment oflefr-sided ulcerative colitis: a 

randomized control!ed mulricentre trial. Aliment I'harmacol Ther 
1999;13(3):.)81-8. 

Gionchetti 2005 {published data on/y} 

Gionchetti I; D'Arienzo A, Rizzello F, Manguso !', Maieron R, Lecis 

PE, et al.Topical treatment of distal active ulccrative colitis with 

beclomethasone dipropionate or mesalamine: a single-blind 

randomizcd controlled trial. J C!in GilStroenterol 2005;39(4):291-7. 

Hanauer 1998 {published data only} 

Hanauer SB. Dose-ranging study of mesalamine (PENTASA) 

enemas in the trcatment of acute ulcerative proctosigmoiditis: 

results of a multicentered placebo-conrrolled trial. The U.S. 

PENTASA Enema Study Group. Injlllmm Bowel Dis 1998;4(2): 

79-83. 

Kam 1996 {published data on/y} 

Kam L, Cohen H, Dooley C, Rubin l; Orchard]. A comparison of 

mesalamine suspension cnema and oral sulfasalazine for ueatment 

of active distal ulcerative colitis in adults. Am/ Gastroentero! 1996; 

91(7): Ll38--42. 

Lee 1996 {published data only} 

Lee FI, Jewell DP, Mani V, Keighley MR, Kingston RD, Record 

CO, et al.A randomised trial comparing mesalazine and 

prcdnisolonc foarn enemas in patients with acute distal ulcerative 

colitis. Gut l 996;38(2):229-33. 

Lemann 1995 (published data only} 

l.emann M, Galian A, Rutgeerts P, Van Heuverzwijn R, Corror A, 

Viteau JM, et al.Comparison of budesonide and 5-aminosalicylic 

acid enemas in active distal ulccrativc colitis. Aliment Pharmacoi 

Ther l 995;9(5):557-D2. 

Malchow 2002 {published data only} 

Malchow H, Gertz B, CLAFOfu'vl Study group. A new mesalazine 

foam enema (Claversal Foam) compared with a standard liquid 

enema in patients with active distal ulcerative colitis. Aliment 

!'h11rrrwco! Ther 2002; 16(3):415-23. 

Miner 2006 {published data on/y} 

Miner PB J r, Wedel MK, Xia S, Baker BF Safrty and efficacy of rwo 

dosc formularions of alicafr)rscn cnema compared with mesabzine 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

38 



cnema fi)f treacmenc of mild eo moder~Hc lcfc-si<led ulcer.Hive 

colitis: a randomized, double-blind, active-controllcd rrial. Alimrnt 

Ph11nnaco! Ther 2006:23(10): 1403-U. 

Moller 1978 /published data only} 

Moller C, Kiviluoco 0, Sancavirca S. Local creacment of ulceracive 

proctitis with Salicylazosulphapyridine (Salazopyrin) enema. Clin 

Trir1!s j 1978: 15(6): 199-203. 

Mulder 1988 /published data only} 
Mulder CJ, Tytgat GN, Wiltink EH, HouthoffHJ. Comparison of 

5-aminosalicylic acid Cl g) and prednisolone phosphate sodium 

cnemas (30 mg) in the treatmenr of distal ulcerative colitis. A 

prospective, randomized, double-blind uial. Sa111d] Gmtroentero! 

1988;23(8): 1005-8. 

Mulder 1996 fpublished data only} 
Mulder CJ, Fockens !~ Meijer JW, van der Heide H, Wiltink EH, 

T)~gat GN. Beclomethasone dipropionate (3 mg) versus 5-

aminosalicylic acid (2 g) versus the combination of both (3 mg/2 g) 

as recencion enemas in accive ulcerative proctitis. EurJ (1~tstroenterol 

Hepatol l 996;8(6):549-53. 

Palmer 1981 /published data only} 

Palmcr KR, Goepel JR, Holdswonh CD. Sulphasalazine retention 

enemas in ulcerative colitis: a double-blind uial. Br f>.fed J (Clin Res 

Ed) 1981:282(6276):1571-3. 

Pokrotneiks 2000 {published data only} 

Pokrotnieks J, Marlicz K, Paradowski L, Margus B, Zaborowski P, 

Greinwald R. Efficacy and tolerabiliry of mesalazine foam enema 

(Salofalk foam) for distal ulcerative colitis: a double-blind, 

randomized, placebo-controlled srudy. Aliment PhamMco/ Ther 

2000:14(9):1191-8. 

Powell-Tuck 1986 {published data only} 

Powell-'li.1ck J, MacRae KD, Healy MJ, Lennard-Jones JE, l'arkins 

RA. A defence of the small clinical trial: evaluation of three 

gastroenterological srudies. Br Med J (Clin Res Ed) 1986;292 

(6520):599-602. 

Prantera 2005 {published data only} 

Pranrera C, Viscido A, Biancone L, Francavilla A, Giglio 1 „ 

Campicri M. A new oral delivery system for 5-ASA: prcliminary 

clinical findings for MMx. Inflamm Bowel Dis 2005; 11 (5):421-7. 

Safdi 1997 fpublished data only} 
Safdi M, DeMicco M, Sninsky C, Banks P, Wruble L, Deren J, et 

al.A double-blind comparison of oral versus recral mesalamine 

versus combination cherapy in ehe treacment of distal ulceracive 

colitis. Am J Gizstroenterol 1997;92(10): 1867-71. 

Senagore 1992 fpublished data only} 

Senagore AJ, MacKeiganJM, Scheider M, Ebrom JS. Shon-chain 

focty acid encmas: a cost-effective alternative in ehe treatment of 

nonspecific procrosigmoidiris. Dis Colon Rectum 1992:35(10): 

923-7. 

Sutherland 1987a fpublished data only} 

Sutherland LR, Martin F, Greer S, Robinson M, Grcenherger N, 

Saibil F, et al.5-Aminosalicylic acid enema in the treatmcnt ofdisral 

ulccrativc coliris, proctosigmoidiris, and prnctitis. Grtstrorntrrology 

1987:92(6): 1894-8 

Williams 1987 fpublished data only} 

Williams C:N, Haber G, Aquino JA. Douhle-hlind, placebo­

conrrollcd cvaluation of';-ASA suppositories in acrivc discal 

procritis and mcasurement ofextent of spread using 99mTc-labe1ed 

)-ASAsuppositories. DigDisSci 1987;32((12 Supp1)):71S-75S. 

References to studies exduded from this review 

Barber 1985 fpublished data only} 

fürber GB, Lee DE, Antonioli DA, Peppercorn MA. Refactory 

Ji.scal ulcerative colicis responsive eo 5-Aminosalicylace enemas. Am 

./ Gastroentero/ 1985;80(8):612-4. 

Biddle 1990 (published data only} 

Biddle WL, Miner PB J r. Long-term use of mesalamine enemas to 

in<luce rcmission in ulcerative colicis. Gastroenterology 1990;99(1): 

11.3-8. 

Bresci 1997 fpublished data only} 

Bresci G, Parisi G, Gambardella L, Banti S, Benoni M, Rindi G, et 

al. Evaluation of clinical patterns in ulcerative colicis: a long-term 

follow-up. lnt J Clin Phamwcol Res 1997; 17(1): 17-22. 

Campieri 1981 {published data only/ 

Campieri M, Lanfranchi GA, Bazzocchi G, Brignola C, Sani F, 
Franzin G, et al.Treatment of ulcerative colitis with high-dose 5-

aminosalicylic acid enemas. Lrmcet 1981 ;2(8241 ):270-1. 

Campieri 1987 {published data only} 

Campieri M, Gionchetti P, Belluzzi A, Brignola C, Migaldi M, 

Tabanelli (;M, et al.Efficacy of 5-aminosalicylic acid enemas versus 

hydrocorrisone enemas in ulcerative colitis. Dig Dis Sei 1987:32(12 

Suppl):67S-70S. 

Campieri 1989 /published data only} 

Campieri M, Gionchetti P, Belluzzi A, Brignola C, Torresan F, 

Tampieri M, et al. 5-Aminosalicylic acid suppositories in the 

management of ulcerative colitis. Dis Colon Rectum 1989:32(5): 

398-9. 

D' Arienzo 1987 (published data only} 

D'Arienzo A, Panarcse A, et al.5-Aminosalicylic acid suppositories 

in long and shon term therapy for idiopathic distal procrocolitis in 

p.uients intolerant or unresponsive eo salazopyrine. Clinietd Trialr 
1987:24(6):430-40 

Fedotin 1985 /published data only} 

Fedocin MS. Five-aminosalicylic acid enemas in treatment of 

ulcerative colitis. Mo Med 1985:82(6):301-3. 

Fruhmorgen 1980 (published data only} 

Fruhmorgen P, Demling L. On the efficacy of ready-made-up 

commercially available salicylazosulphapyridinc enemas in the 

treatment of proctiris, proccosigmoidicis and ulcerative colicis 

involving rectum, sigmoid and dcscending colon. 

Hep11togastroenterology 1980:27(6):47.3-6. 

Guarino 1987 {published data only} 
Guarino J, Chatzinoff M, Berk '[ Friedman LS. 5-Aminosalicylic 

acid cnemas in refractory distal ulcerative colicis: long-term results. 

Am/ Gastroenterol l 987;82(8):732-7. 

Kandel 1987 {published data only} 

Kandel G, Prokipchuk EJ. 5-ASA enemas for refractory distal 

ulcerative colitis. An open trial. J Clin GilStroentero/ 1987:9(5): 

53(>-40 

Rectal S~aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

39 



Klotz 1980 {published data only} 

Klotz U, Maier K, l'ischer C, Heinkel K. Thcrapeutic cffic.1cy of 

sulfasalazinc .rnd its metabolites in paricnts wich ulcer.uive coliris 

and Crohn's diseasc. N Engl] Med l'J80;303(2(i):l4')')-502. 

Lucidarme 1997 {published data only} 
Lucid.lfme D, Maneiu P, Foucault M, Vautrin B, Filochc B. 

Efhcacy and tolerance of mesalazine suppositories vs. 

hydrocortisone foam in proctitis. Aliment Phamu1eol Ther 1'J'J7:11 

(2):335-40. 

Marteau 2005 {published data only} 
Matteau P, Probert CS, Lindgren S, Gassul M, 'Ern TG, Dignass A, 

et al.Combined oral and enema trcarmcm wich Pentas.1 

(mesalazine) is supcrior to oral therapy alone in patienrs wirb 

extensive mild/moderate acrive ulccrative coliris: a randomiscd, 

double blind, placebo controlled study. Gut 2005:54:960-5. 

McPhee 1987 {published data only} 
McPhee MS, Swan JT, Biddle WL, Greenbergcr NJ. l'roctncolitis 

unresponsivc to conventional therapy. Response to )-aminosalicylic 

acid enemas. Dig Dis Sei 198732(12):765-81 S. 

Paolozi 2002 {published data only} 
Paoluzi !', D'Albasio G, Pera A, Bianchi l'orro G, Paoluzi OA, Pica 

R, et al.Oral and topical 5-aminosalicylic acid (mesalazinc) in 

inducing and maincaining rcmission in mild-moderate relapse of 

ulcerative colitis: one-ycar randomised multicentre uial. Dig Li11er 

Dis 2002:34(11):787-93. 

Pullan l 993 {published data only} 
Pulbn RD, Ganesh S, Mani V, Morris J, Evans BK, Williams Cl~ et 

al.Comparison ofbismuth citrate and 5-aminosalicylic acid enemas 

in distal ulcerative colitis: a controlled trial. Gut 1993:34(5):676-'J. 

Robinson l 990 {published data only} 

Robinson MG, et al.Efficacy of 5-ASA enemas in thc treatmcnt of 

distal ukerative colitis. Ctmj Gastroenterol 1990;4(7):468-71. 

Serebro 1977 (published data only} 

Scrcbro H, Kay S, Javett S, Abrahams C. Sulphasalazine rectal 

enemas: topical merhod of inducing remission of active ulcerative 

colitis affecting rectum and dcscending colon. Br Mrd J 1 'J77:2 

(6097): 1264. 

Sutherland l 987b (published data only} 
Sutherland LR, Martin F, Greer S, et al. 5-Aminosalicylic acid 

enema in ehe treatmenr of distal ulcerative coliris, procrosigmoiditis, 

and proctitis in Canada. Dig Dis Sei 1987:32(12):64s-(i6s. 

Van Bodegraven l 996 (published data only} 
van Bodegraven AA, Bocr RO, Lourens J, '!Uynman HA, Sindram 

]\V. Distribution of mesalazine enemas in active and quiescent 

ulcerative colitis. Aliment I'harmaco/ Ther 1996; 10(3):327-32. 

Van Hees 1980 (published data only} 

van Hees PA, Bakkcr JH, van Tongcren JH. Effecr of 

sulphapyridine, 5-aminosalicylic acid, and pbccbo in patients with 

idioparhic procritis: a srudy to determine rhe active therapeutic 

moiety of sulphasalazine. Gut 1980:21 (7):632-5. 

van Hogezand l 988 (published data only} 

van Hogezand RA, van Hees PA, van Gorp Jl~ van Lier HJ, Bakker 

JH, Wesseling P, et al.Double-blind comparison of5-aminosalicylic 

Jcid and acetyl-'5-aminosalicylic acid supposirorics in paricnts with 

idiopathic proctitis. Aliment l'h11rm!lco/ ?her 1'J88;2(1 ):3_l-40. 

Vecchi 200 l {published data only} 

Vecchi M, Meucci G, Gionchctti [~ Bcltrami M, Di Maurizio P, 

Bcretta L, et al.llral versus combinarion mcsalazine thcrapy in active 

ulcerative colitis: a double-blind, double-dummy, randomized 

multicentre srudy. Aliment l'hilmlilcol Ther 2001; 15:251-D. 

Willoughby l 980 (published data only} 
Willoughby CP, Piris J, Truelove SC. The eflect of topical N-acetyl-

5-aminnsalicylic acid in ulcerative colitis. Scand.f Gastroenterol 

l 'J80;l5(6):715-9. 

Willoughby l 986 (published data only} 

Willoughby C:P, C:ampieri M, Lanfranchi G, Truelove SC, Jewel DP. 

5-Aminosalicylic acid (Pentasa) in enema form for the treatment of 

active ulcerative colitis. !tttl j Gmtroentrol 1986;18: 15-7. 

Yokoyama H 2007 (published data only} 
Yokoyama H, Takagi S, Kuriyama S, Takahashi S, Takahashi H, 

lwabuchi M, et al. Effect of weckend 5-aminosalicylic acid 

(mesalazine) enema as maintenance therapy for ulcerative colitis: 

results from a randomized controlled smdy. !nflamm Bowel Dis 

2007:13(9): 1115-20. 

Additional references 

Baron 1964 

B.1ron JH, C:onnell AM, Lennard-Jones JE. Variation bctwcen 

observers in dcccribing mucosal appearances in proctocolitis. Br 
Med j 1964:1(5375):89-92. 

Binder 1970 

Binder V. A comparison between clinical stare, macroscopic and 

microscopic appearances of rectal mucosa, and cytologic picture of 

mucosal exudate in ulcerative colitis. Scand J Gastroenterol 1970;5 

(7):627-32. 

Cooney 2007 

Cooney RM, Warren BF, Altman DG, Abreu MT, Travis SP. 

Outcorne measurement in clinical uials for ulcerative coliris: 

towards standardization. Trials 2007;8: 17. 

D'Haens 2007 

D'Hacns G, Sandborn WJ, Feagan BG, Geboes K, Hanaucr SB, 

lrvine EJ, et al.A review of activity indices and efficacy end points 

for clinical trials of medical therapy in adults with ulcerative colitis. 

Gmtroenterology 2007;132:763-86. 

Floren 1987 

Floren CH, Benoni C, Willen R. Histologie and colonoscopic 

assessment of disease extension in ulcerarive colitis. Scrmd j 
G{wroenterol 1987;22(4):459-62. 

Hanauer 1993 

H.111aucr S, SchwartzJ, Robinson M, Roufail W, Arora S, Cello J, 

et al.Mesalamine capsules for treatment of acrive ulcerative colitis: 

results of a controlled trial. Pentasa Study Croup. Am J 
(;{zstroentero/ 1993;88(8): 1188-97. 

Higgins 2008 

Higgins Jl"L Alrman DG (editors). C:hapter 8: Assessing risk of 

bias in included srudics. In: Higgins )PT, Green S editor(s). 

Cochnwe Httndbook Jor Systenu1tic Reviews of Interventions Version 

5. 0. 0 fupdflted Felmtrtry 2008/. The Cochrane C:ollaboration, 

2008. Availablc from www.cochrane-handbook.org, 2008. 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

40 



Jadad 1996 
Jadad AR, Moore A, Dawn C, Jenkisons C, Reynolds DJM, 

Gavaghan DJ, et al.Assessing the qualiry of repons of randomized 

clinical rrials: is blinding neccssary'. Contra/ Clin Ji-ials 19%:17: 

1-12. 

Marshall 1995 

Marshall JK, lrvine EJ. Rectal aminosalicylate therapy for distal 

ulcerativc colitis: a meta-analysis. Alimmt Pharmacol Ther 1995;9: 

293-300. 

Marshall 1997 

Marshall JK, lrvine EJ. Rectal conicosteroids versus alternative 

trt'atmenrs in ulcerative colitis: a mcta-analysis. Gut 1997;40(6): 

775-81 

Marshall 2000 

Marshall JK, lrvine EJ. Putting rectal 5-aminosalicylic acid in its 

place: the role in distal ulcerative colitis. Am J Gizstroentrrol 2000; 

95(7): 1628-36. 

Powell-Tuck 1982 

Powell-Tuck J, Day DW, ßuckell NA, Wadswonh J, l.cnnard-Jones 

JE. C:orrelations between defined sigmoidoscopic appearances ,md 

other measures of disease acriviry in ulcerarive coliris. Dig Dis Sei 

1982:27(6):533-7. 

Rachmilewitz 1989 

Rachmilewitz D. Coated mesalazine (5-aminosalicylic acid) versus 

sulphasalazine in the treatment of acrive ulccrative coliris: J 

randomised rrial. HMJ 1989:298:82-6. 

Riley 1991 

Riley SA, Mani V, Goodman MJ, Dutt S, Herd ME. Microscopic 

activiry in ulcerative colitis: what does it mean'. Gut 199132(2): 

174-8. 

Rudell 1980 

Ruddell WS, Dickinson RJ, Dixon MF, Axon AT "freatment of 

distal ulcerativc colitis (proctosigmoiditis) in relapse: comparison of 

hydrocortisone enemas and rectal hydrocortisone foam. Gut 1980; 

21 (10):885-9. 

Schroeder 1987 

Schroeder KW, 'li-emaine WJ, !lstrup DM. Coated oral 5-

aminosalicylic acid thcrapy for rnildly to moderately active 

ulcerative colitis. A randomized study. N Engl J Med 1987:317 

(26):1625-9. 

Truelove 1955 

"fruelove SC, Witts LJ. Corrisone in ulcerative colitis; final reporr 

011 a therapeutic rrial. Br Med J l 955;2(4947): 1041-8. 

Truelove 1956 

Truelove SC, Richards WC. Biopsy srudies in ulcerative colitis. Br 
Med I 1956:1(4979): 1315-8. 

Van der Heide 1988 

van der Heide H, van den Brandt-Grade! V, T ytgat GN, Enden E, 

Wilrink EH, Schipper ME, et al.Comparison ofbeclomethasone 

dipropionate and prednisolone 21-phosphate enemas in the 

treatment of ulcerative proctitis. J Clin GilStroenterol 1988;10(2): 

169-72. 

Wright 1966 

Wright R, Truelove SR. Serial rectal biopsy in ulcerative colitis 

during the course of a controlled therapeutic rrial of various diets. 

Am] Dig Dis 1966:11(11):847-57. 

' lndiuztes the major pub!ication Jor the study 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 20 1 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

41 



CHARACTERISTICS OF STUDIES 

Characteristics of included studies {ordered by study IDJ 

Andus 2008 

Methods 

Parricipants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

Incomplete outcome data addressed? 

All outcomes 

Free of selective reporting? 

Anonymous 1987 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Multiccntrc single-blind randomised conrrolled trial 

l'atienrs wich active ulccrativc proctitis, confirmed by endoscopy and histology 

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

Clinical, histologic and endoscopic remission and Endoscopic/histologic improvement 

Abstract 

Authors' judgement 

Yes 

Yes 

No 

Ycs 

Yes 

Description 

Computer generated 

Adequate 

Single blind (investigaror) 

Missing outcome data balanced in num­

bers across intervention groups with simi­

lar reasons for missing data across groups 

The published report includes all expected 
outcomes 

Randomized multicenrer double-blind randomised conrrolled trial 

Patienrs wi th mild to moderately active ulcerarive proctosigmoiditis 

5-ASA encma lg OD vs. prcdnisolone enema 25 mg OD for 2 weeks 

Clinical and endoscopic improvement and remission 

Authors' judgement Description 

Rectal S~aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

42 



Anonymous 1987 (Conti11ued) 

Adequate sequence generation? 

Allocarion concealment? 

Blinding? 

All ourcomes 

Incomplete ourcome data addressed? 

All ourcomes 

Free of selecrive rcporting? 

Ardizzone 1999 

Methods 

Participanrs 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequare sequence generation? 

Allocation concealmenr? 

Blinding? 

All ourcomes 

Incomplete outcome data addressed? 

All outcomes 

Free of selecrive rcporting? 

Yes 

Yes 

Yes 

Yes 

Yes 

Mu!ticcntre randomised conrrolled trial 

Computer gcnerated 

Adequate 

Double blind 

8 patienrs in rhe 5-ASA group did not cam­

piere the study compared ro 1 in rhe pred­

nisolone group 

The published reporr includes all expected 

outcomes 

Patients with active left-sided ulcerative colitis with Clinical Activity Index (CA!) > or = 

4 and Endoscopic Index (EI) > or = 6 

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

Clinical and cndoscopic remission 

Authors' judgement 

Unclear 

Unclear 

No 

Yes 

Yes 

Description 

Not described 

Not described 

Open srudy 

9 patients withdrew from enema group com­

pared ro 16 from the foam group 

The published report includes all expccted 

outcomes 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 O The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

43 



Basilico 1987 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

Item 

Adequate sequence gencration' 

Allocation concealment? 

Blinding? 

All outcomes 

Incomplete outcome data addressed? 

All outcomes 

Free of selective reporting? 

Bianchi-Porro 1995 

Methods 

Panicipants 

Interventions 

Outcomes 

Not es 

Risk ofbias 

ltem 

Adequare sequence generation? 

Allocation concealment? 

Single center double-blind randomised controlled trial 

Patients age 20 to 71 years with ulcerativc proctosigmoiditis confirmed clinically, endo­

scopically and histologically 

5-ASA enema l .5g BID vs. SAS enema l.5g BIO for 28 days 

Clinical and endoscopic rcmission 

Authors' judgement 

Unclcar 

Ycs 

Yes 

Yes 

Ycs 

Description 

Not described 

Adcquate 

Double blind 

Two patients in the 5-ASA group and one 

in the SAS group dropped out 

The published repon includes all expected 

outcomcs 

Single centre double-blind randomised controlled trial 

Patients age I6 to 67 with endoscopically confirmed mild to moderatelyacrive ulcerative 

procritis 

5-ASA enema Jg 00 vs. hydrocorrisone enema IOOmg 00 for 3 weeks 

Clinical, endoscopic, and histologic improvement 

Authors' judgement Description 

Ycs Compmer gcnerated 

Yes Adequate 

Rectal S~aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

44 



Bianchi-Porro 1995 ( Continued) 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 

All outcomes 

Free of selective reporring? 

Biancone 2007 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 
All ourcomes 

Incomplete outcome data addressed' 

All outcomes 

Free of selective reporring? 

Campieri 1984 

Methods 

Parricipanrs 

Yes 

Yes 

Yes 

Double blind 

One patienr withdrew from the hydrocor­
tisone group due to worscning disease 

The published reporr includes all expected 
outcomes 

Multicenter double-blind, randomised controlled rrial 

Patients age 18 years or older with endoscopically confirmed mild ro moderately active 
ulcerative procrosigmoiditis 

5-ASA enerna 2g 00 enema vs. 5-ASA foam 2g OD vs. BOP enerna 3mg 00 vs. BOP 
foam 3mg OD for 8 weeks 

Clinical and endoscopic remission and improvement 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Unclear 

Description 

Computer generated 

Adequate 

Double blind 

Seven patienrs were excluded due to proto­
col violations before week 4 assessment ( 1 

in BOP group and 6 in 5-ASA) 

Additional outcomes that were not pre­

specified appear to be reported 

Single cenrre double-blind randomised controlled rrial 

Parienrs age 22 to 60 years with endoscopically confirmcd mild to moderately active left­

sided ulcerative colitis 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

45 



Campieri 1984 (Continued) 

Interventions 5-ASA enema 2g OD vs. 4ASA enema 2g OD for 15 days 

Outcomes Clinical, endoscopic and histologic improvement 

Notcs 

Risk ofbias 

Item 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 
All outcomes 

lncomplete outcome data addressed? 

All outcomes 

Authors' judgement Description 

Unclear Not described 

Ycs Adequate 

Yes Double blind 

Yes No drop outs were reported 

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

outcomes 

Campieri 1988 

Methods Single cenrre randomised conrrolled trial 

Participants Patients with mild to moderately active ulcerative proctosigmoiditis 

Interventions 5-ASA enema 2g OD vs. 5-ASA suppository Jg BIO for l month 

Outcomes Clinical. cndoscopic, and histologic improvement and remission 

Notes 

Risk ofbias 

Item Authors' judgement Description 

Adequate sequence generation? Unclear Not descri bed 

Allocation concealmcnt? Yes Adequate 

Blinding? No Single blind 

All outcomes 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

46 



Campieri 1988 (Co11ti11ued) 

Incomplete outcome data addressed? 

All outcomes 

Free of selcctive reporting) 

Campieri l 990a 

Merhods 

Parcicipants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 

All outcomes 

Free of selective reporting? 

Campieri 1990b 

Methods 

Panicipants 

Interventions 

Outcomes 

Yes 

Yes 

No drop outs were reported 

The published report includes all expecred 

outcomcs 

Multiccntre double-blind randomised placebo-controlled trial 

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

procrosigmoidiris 

5-ASA suppositorics l .5g OD vs. lg OD vs. placebo for 4 weeks 

Clinical, endoscopic, and histologic improvement and remission 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Yes 

Description 

Computer generated 

Adequate 

Double blind 

Nine patients in ehe placebo group dropped 

out mostly due to worsening symptoms 

compared to 2 5-ASA paticnts 

The published reporr includes all expected 

ourcomes 

Single ccntre double-blind randomised, placebo-controlled rrial 

Patients with endoscopically confinned mild ro moderately active ulcerative colitis 

5-ASA suppositories 0.5g TID vs. placebo for 1 month 

Clinical, endoscopic, and hisrologic improvcrncnt and rcmission 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

47 



Campieri l 990b ( Colltiuued) 

Nores 

Risk ofbias 

ltem 

Adequare sequence generarion? 

Allocarion concealment? 

Blinding? 

All ourcomes 

Incomplere ourcome dara addrcssed? 

All ourcomes 

Frcc of sclecrive reponing? 

Campieri 199la 

Merhods 

Panicipanrs 

Interventions 

Ourcomes 

Nores 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocarion concealment? 

Blinding? 

All ourcomes 

Incomplete ourcome dara addrcssed? 

All ourcomes 

Authors' judgement 

Unclear 

Yes 

Yes 

Yes 

Yes 

Description 

Not described 

Adequare 

Double blind 

No drop ours were reponed 

The published repon includes all expecred 

ourcomes 

Randomized double-blind placebo-comrolled rrial 

Parients agc 18 years or older wich endoscopically confirmed mild ro moderarely active 

ulcerarive colitis 

5-ASA enema 2g 00 vs. sulcrafate enema lüg OD vs. placebo for 4 weeks 

Clinical, cndoscopic, and hisrologic improvement and remission 

Authors' judgement Description 

Unclear Not described 

Yes Adequare 

Yes Double blind 

Yes Therc wcre no drop ours 
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Campieri 199la (Continued) 

Free of selecrive reporting? 

Campieri 199lh 

Methods 

Parricipants 

Interventions 

Outcomes 

Nores 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocarion conccalment? 

Blinding? 

All outcomes 

lncomplete ourcome data addressed? 

All outcomes 

Free of selective reporting? 

Campieri 1993 

Merhods 

Participants 

Interventions 

Outcomcs 

Notes 

Yes The published report includes all expected 

outcomes 

Randomized, double-blind placebo-conrrolled rrial 

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

ulcerative colitis 

5-ASA enemas lg 00 vs. 2g 00 vs. 4g 00 vs. placebo for 4 weeks 

Clinical, cndoscopic, and hisrologic improvement and remission 

Authors' judgement 

Unclear 

Yes 

Yes 

Yes 

Yes 

Description 

Not described 

Adequate 

Double blind 

There were no drop ours 

The published reporr includes all expected 

outcomes 

Multicenter single-blind randomiscd conrrolled rrial 

Patienrs agc 18 to 75 years with endoscopically confirmed mild to moderately active 

ulcerativc colitis 

5-ASA foam 2g 00 vs. 5-ASA enema 2g 00 vs. 5-ASA cncma 4g 00 vs. 5-ASA foam 

4g OD for 3 wccks 

Clinical. cndoscopic, and histologic improvemenr and remission 
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Campieri 1993 ( Continued) 

Risk ofbias 

ltem 

Adequatc sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome data addrcssed? 

All outcomes 

Free of selective reporting? 

Cortot2008 

Methods 

Parricipants 

Interventions 

Outcomes 

Nores 

Risk ofbias 

ltem 

Adcquate sequcnce generation? 

Allocation concealment? 

Blinding) 

All outcomes 

lncomplete oui:come data addressed? 

All ourcomcs 

Authors' judgement 

Yes 

Yes 

No 

Yes 

Yes 

Description 

Computer gcnerated 

Adequate 

Single blind (investigator) 

Missing outcome data balanced in num­

bers across inrervention groups with simi­

lar reasons for missing data across groups 

The published report includes all expected 

outcomes 

Multiccnter randomised controlled investigaror-blinded trial 

Patients agcd 18 years or older with mild to moderate left sided active ulcerative colitis 

with disease extension at least 5cm from the anal verge but not above thc splenic Hexurc 

Mesalamine 5-ASA foam cncma lg/Süml 00 vs.Mesalamine 5-ASA liquid enema 

lg/lüüml for 4 wccks 

Clinical and endoscopic remission 

Authors' judgement 

Yes 

Yes 

No 

Yes 

Description 

Computer generated 

Adequate 

lnvestigator-blinded 

Missing outcome data balanced in num­

bers across intervention groups with simi­

lar reasons for missing data across groups 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Cortot 2008 ( Co11ti11ued) 

free of selecrive reporring? 

Eliakim 2007 

Merhods 

Participanrs 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocarion concealment? 

Blinding? 

All ourcomes 

Incomplere outcome data addressed? 

All ourcomes 

hee of selective reporting? 

Farup 1995 

Methods 

Participants 

Interventions 

Outcomcs 

Nores 

Risk ofbias 

Yes The published reporr includes all expecred 

outcomes 

Mulriccntre single-blind randomised controlled trial 

Patients age 18 to 75 years with cndoscopically and histologically confirmed ulcerative 

colitis extending no more than 40cm from the anal vcrge 

5-ASA foam lg/30ml OD vs. lg/60ml 00 for 6weeks 

Clinical, endoscopic, and histologic remission 

Authors' judgement 

Yes 

Yes 

No 

Yes 

Yes 

Description 

Computer generated 

Adequate 

Investigator-blinded 

Missing outcomc data balanced in num­

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

The published report includes all cxpected 

outcomes 

Multicenrre double-blind randomised controlled rrial 

Patients agc 19 to 70 ycars with endoscopically confirmed ulcerative proctosigmoiditis 

5-ASA suppositories 0. 5g BID vs. hydrocortisonc foam l 78mg BIO for 4 weeks 

Clinical and hisrologic improvcment and rcmission 
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Farup 1995 (Continued) 

Item 

Adequare sequence generarion? 

Allocation concealmenr' 

Blinding? 

All ourcomes 

lncomplece ouccome data addressed? 

All ouccomes 

Free of seleccive reporcing? 

Friedrnan 1986 

Mechods 

Parcici pancs 

Interventions 

Ouccomes 

Notes 

Risk ofbias 

ltern 

Adequace sequence generation? 

Allocation concealmenr? 

Blinding? 

All ourcomes 

lncomplete outcome data addressed? 

All ouccomes 

Free of seleccive reporcing? 

Authors' judgement 

Unclear 

Unclear 

No 

Yes 

Yes 

Randomized, double-blind concrolled crial 

Description 

Not described 

Not described 

Open rrial 

There were no drop oucs 

The published repon includes all expecced 

outcomes 

Patiencs age 18 years or older with endoscopically confirmed ulceracive colicis 

5-ASA enema 4g OD vs. hydrocorcisone enema lOOmg OD for .3 weeks 

Clinical, endoscopic and hisrologic improvement 

Authors' judgernent 

Yes 

Yes 

Ycs 

Yes 

Yes 

Description 

Adequace 

Adequace 

Double blind 

One patient dropped out from each group 

The published reporc includes all expected 

outcomes 
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Gionchetti 1997 

Mcthods 

Participams 

lmerven tions 

Outcomcs 

Notes 

Risk ofbias 

Item 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 

All outcomes 

Free of selectivc reporting? 

Gionchetti 1998 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequatc sequence gcneration? 

Allocarion concealment? 

Single-crntre randomiscd, single-blind controlled trial 

l'atients age 18 years or olderwith cndoscopically and histologically confirmed ulcerative 

proctosigmoidi tis 

5-ASA supposirories Jg OD vs. O.Sg BID for 4 wccks 

Clinical, cndoscopic, and histologic improvcment and remission 

Authors' judgement 

Ycs 

Yes 

No 

Yes 

Yes 

Description 

Computer generated 

Adequate 

Single blind (investigator) 

There were no drop outs 

The published report includes all expected 

outcomes 

Single-centre single-blind randomised comrolled trial 

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

proctitis extending no more than l 5cm from the anal verge 

5-ASA suppositories 0.4g TID vs. oral 5-ASA 0.8g TID for 4 weeks 

Clinical, endoscopic and histologic remission and clinical improvement 

Authors' judgement Dcscription 

Ycs Computer generatcd 

Yes Adequatc 
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Gionchetti 1998 ( Co11ti11ued) 

Blinding) 

All outcomes 

lncomplete ourcome data addressed? 
All outcomcs 

hee of selective reporting? 

Gionchetti 1999 

Methods 

Partici pams 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 
All outcomes 

Free of selective reporting? 

Gionchetti 2005 

Methods 

Partici pams 

Interventions 

Yes 

Yes 

Yes 

Single blind (investigator) 

There were no drop outs 

The published report includes all expected 
outcomes 

Multicenter, single-blind randomised controlled rrial 

Patients age 18 to 70 years with endoscopically confirmed mild to moderarely active 
ulcerative coliris 

5-ASA gel enema 2g OD vs. 5-ASA foam 2g 00 for 4 weeks 

Clinical, endoscopic and histologic improvement and remission 

Authors' judgement 

Yes 

Yes 

No 

Yes 

Yes 

Description 

Computer generated 

Adequate 

Single blind 

6 patients were excluded from the foam 

group and 1 from rhe gel group 

The published report includes all expected 

outcomcs 

Multiccntre single-blind randomised controlled trial 

Parients age 18 to 70 ycars with endoscopically and histologically confirme<l ulcerative 

colitis 

5-ASA enema lg 00 vs. BDP encma 3mg OD for 6 wceks 
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Gionchetti 2005 ( Conti11ued) 

Outcomes Clinical improvement and remission 

Notcs 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment' 

Blinding? 

All outcomes 

lncomplere outcome data addressed? 

All outcomes 

Frce of selective rcporting? 

Hanauer 1998 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequatc sequence generation? 

Allocation concealment? 

Blinding? 

All outcomcs 

lncomplete outcome data addresscd? 

All outcomcs 

Authors' judgement 

Ycs 

Yes 

No 

Ycs 

Yes 

Description 

Computer generated 

Adequate 

Single blind 

Missing outcome data balanced in num­

bers across intervention groups with simi­

lar reasons for missing data across groups 

The published report includes all cxpected 

outcomes 

Multicenter double-blind randomised placebo-controlled trial 

Patients with mild to moderately active ulcerative procrosigmoiditis 

5-ASA 1 g OD vs. 2g OD vs. 4g OD vs. placebo for 8 weeks 

Clinical , endoscopic, and hisrologic improvement and remission 

Authors' judgement 

Yes 

Yes 

Yes 

Unclcar 

Description 

Computer generated 

Adequate 

Double blind 

37% of placebo patients dropped out due 
to treatment failure compared to compared 
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Hanauer 1998 ( Co11tilzuecl) 

Free of sclective reporting? 

Kam 1996 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence gcneration? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 
All outcomes 

Free of selective reporting? 

Lee 1996 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Yes 

to 8 to 10% of 5-ASA patients. No other 

descri ption of drop outs was provided 

The published report includes all expected 

outco1nes 

Mu!ticenter, double-blind randomised, double-dummy controlled trial 

Paticnts age 18 years or older with endoscopically confirmed distal ulcerativc colitis 

5-ASA encma 4g OD vs. oral SAS Jg QID for 6 weeks 

Clinical and endoscopic improvement and remission 

Authors' judgement 

Unclear 

Ycs 

Yes 

Yes 

Yes 

Description 

Not described 

Adequate 

Double blind, double dummy 

Missing outcome data balanced in num­
bers across intervemion groups with simi­

lar reasons for missing data across groups 

The published repon includes all expected 
outcomes 

Multicentcr, singlc-blind randomised, controlled trial 

Patients age 18 years and older with ulcerative colitis distal to the splenic flexure 

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

Clinical, cndoscopic, and hisrologic improvement and remission 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

56 



Lee 1996 ( Crmti11ued) 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 

All ourcomes 

Free of selective reporting? 

Lemann 1995 

Methods 

Parricipants 

Interventions 

Ourcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequcnce generation? 

Allocation concealment? 

Blinding' 

All outcomes 

Incomplere outcome data addressed? 

All outcomes 

Authors' judgement 

Ycs 

Yes 

No 

Yes 

Yes 

Description 

Computer generared 

Adequate 

Single blind 

Missing outcome data balanced in num­
bers across inrervention groups with simi­

lar reasons for missing data across groups 

The published report includes all expected 

outcomes 

Mulricenter, single-blind randomised controlled trial 

Parients age 18 years and older with endoscopically and hisrologically confirmed distal 

ulcerative colitis 

5-ASA enema 1 g OD vs. budesonide enema 2mg OD for 4 weeks 

Endoscopic and hisrologic improvement and remission 

Authors' judgement 

Yes 

Yes 

No 

Yes 

Description 

Computer generated 

Adequate 

Single blind (investigator) 

Missing outcome data balanced in num­

bers across intervention groups with simi­

lar reasons for missing data across groups 
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Lemann 1995 (Continued) 

Free of selective repotting? 

Malchow 2002 

Methods 

Parricipants 

Interventions 

Ourcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncornplete ourcome data addressed? 

All outcomes 

Free of selective reponing? 

Miner 2006 

Merhods 

Participants 

Interventions 

Outcomcs 

Notes 

Yes The published repott indudes all expected 

outcomes 

Multicentcr double-blind randomiscd controlled rrial 

Patients agc 18 to 75 years with cndoscopically and hisrologically confirmed distal ul­

ccrative colitis 

5-ASA foarn 2g 00 vs. 5-ASA enema 4g 00 for 4 weeks 

Clinical and endoscopic irnprovement and remission 

Authors' judgement 

Yes 

Yes 

No 

Undear 

Yes 

Description 

Computer generated 

Adequate 

lnvestigator blinded 

A similar proportion of patients dropped 

out from each group. However, reasons for 

withdrawal are not adequately explained 

The published report indudes all expected 

outcornes 

Multicemre double-blind randomised controlled trial 

Patients age 18 years and older with ulcerative colitis extending 5 to 50cm from the anal 

verge and DA! 4 to 10 

5-ASA enerna 4g 00 vs. alicaforsen enema 120mg vs. 240mg 00 for 6 weeks 

Clinical and endoscopic improvement and remission 
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Miner 2006 (Co11ti11ued) 

Risk ofbias 

ltem 

Adequate scquence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome dara addressed? 

All outcomes 

Free of selective reporting? 

Moller 1978 

Methods 

Participants 

Interventions 

Ourcomes 

Notcs 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All ourcomes 

lncomplete outcome dara addressed? 

All outcomes 

Free of sclective reporting? 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Yes 

Description 

Computer generated 

Adequate 

Double blind 

Missing ourcome data balanced in num­

bers across intervention groups with simi­

lar reasons for missing data across groups 

The published report includcs all expected 

outcomes 

Single center single-blind randomised placebo-controlled trial 

Patients with ulccrative proctitis 

SAS enema 3g OD vs. placeho for 2 weeks 

Clinical and cndoscopic improvement and remission 

Authors' judgement 

Unclear 

Unclear 

Yes 

Yes 

Yes 

Description 

Not described 

Not described 

Double blind 

One placebo patient dropped out due to 

lack of benefit 

Thc published report includes all cxpected 

outcomes 
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Mulder 1988 

Methods 

Partici pants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence gcneration? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 

All outcomes 

Free of selective reporting? 

Mulder 1996 

Methods 

l'articipants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence gcncration? 

Allocation concealment' 

Single centre single-blind randomiscd controllcd trial 

Patients wich ulcerative proctitis extending no more than 20cm from the anal verge 

5-ASA enema 3g 00 vs. prednisolone enema 30mg 00 for 28 days 

Clinical, endoscopic, and histologic improvement 

Authors' judgement 

Unclear 

Yes 

Yes 

Yes 

Yes 

Multicentre, double-blind controlled trial 

Description 

Not described 

Adequate 

Double blind 

No drop outs were described 

The published report includes all expected 

outcomes 

Patients age 18 years and older with ulcerative proctitis extending no more than 20 cm 
from the anal verge 

5-ASA enema 2 g 00 vs. beclomethasone enema 3 mg 00 vs. both for 4 weeks 

Clinical, endoscopic or histologic improvemcnt and remission 

Authors' judgement Description 

Yes Computer generated 

Yes Adequate 
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Mulder 1996 ( Co11ti11ued) 

Blinding? 

All outcomes 

lncomplere outcome data addresscd? 

All outcomes 

Free of sclective reporting? 

Palmer 1981 

Methods 

Parricipants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

lncomplere outcome dara addressed? 

All outcomes 

hee of selective reporting? 

Pokrotneiks 2000 

Methods 

Participants 

Interventions 

Outcomes 

Yes 

Yes 

Yes 

Double blind 

No drop outs were described 

The publishcd report includes all expected 

outcomes 

Randomized double-blind placebo-controlled rrial 

Patients with endoscopically and histologically confirmed ulcerative colitis 

SAS enema 3g OD vs. placebo for 2 wecks 

Clinical and histologic improvement 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Yes 

Description 

Computer generated 

Adequate 

Double blind 

One patient was withdrawn from the treat­

ment group due to non compliance 

The published report includes all expected 

outcomes 

Multicenter double-blind randomised placcbo-controlled trial 

Paticnts age 19 to 69 years with mild to moderately active left-sided ulcerative colitis 

5-ASA enema 2g OD vs. placebo for 6 weeks 

Clinic1l, endoscopic and histologic improvement and remission 
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Pokrotneiks 2000 (Continued) 

Notes 

Risk ofbias 

Item 

Adequate sequence generation? 

Allocation concealmenr' 

Blinding? 

All ourcomes 

lncomplete ourcome data addressed? 

All ourcomes 

Free of selective reporting? 

Powell-Tuck 1986 

Methods 

Participanrs 

Interventions 

Outcomes 

Notes 

Risk ofbias 

Item 

Adequate sequence generation? 

Allocarion concealment? 

Blinding? 

All outcomes 

lncomplete ourcome data addressed? 

All outcomes 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Yes 

Single centre randomised controlled trial 

Description 

Computer generated 

Adequate 

Double blind 

Missing outcome data balanced in num­
bers across intervention groups with simi­

lar reasons for missing data across groups 

The published report includes all expected 

outcomes 

Patients with endoscopically and hisrologically confirmed ulcerative colitis 

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

Clinical, endoscopic, and hisrologic remission 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Description 

Adequate 

Adequate 

Double blind 

One patient was wirhdrawn from the 2 g 

group for worsening diarrhea 
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Powell-Tuck 1986 ( Continued) 

Free of selectivc reporring? 

Prantera 2005 

Methods 

Panicipants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence gcneration? 

Allocation concealment? 

Blinding? 

All ouccomes 

lncomplete outcome data addressed? 

All outcomes 

Free of selective reporting? 

Safdi 1997 

Methods 

Participants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

Yes The published reporr includes all expected 

outcomes 

Multiccnter, double-blind randomised double-dummy controlled crial 

Paticnts wich mild to moderately active left-sided ulcerative colitis 

5-ASA enema 4g OD vs. oral 5-ASA MMX l .2g TID for 8 weeks 

Clinical, endoscopic, and histologic improvement and remission 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Yes 

Description 

Computer generated 

Adequate 

Double blind, double dummy 

Missing ouccome data balanced in num­

bers across intervention groups wich simi­

lar reasons for missing data across groups 

The published report includes all expected 

outcomes 

Multicenter double-blind randomised controlled trial 

Patients wich endoscopically confirmed ulcerative colitis 

5-ASA encma 4g OD vs. oral 5-ASA O.Sg TID vs. both for 6 weeks 

Clinical improvement 
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Safdi 1997 (Co11ti11ued) 

Item 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 
All outcomes 

lncomplere ourcome daca addressed? 

All outcomes 

Free of selective reporting? 

Senagore 1992 

Methods 

Partici pants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

Item 

Adequate sequence generation? 

Allocation conccalment? 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 

All ourcomes 

hee of selective reporting? 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Yes 

Single center, randomised controlled crial 

Description 

Computer generated 

Adequate 

Double blind, double dummy 

Missing ourcome data balanced in num­

bers across intervention groups wirh simi­

lar reasons for missing data across groups 

The published report includes all expected 
ourcomes 

Patients wich endoscopically and histologically confirmed ulcerative proctosigmoiditis 

5-ASA enema 4g 00 vs. hydrocortisone enema IOOmg 00 vs. short chain fatty acid 

enema 120ml 00 for 6 weeks 

Clinical improvement 

Authors' judgement 

Unclear 

Unclear 

No 

Yes 

Ycs 

Description 

Not described 

Not described 

Single blind 

No drop outs 

The published rcpon includes all expccted 

outcomes 
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Sutherland 1987a 

Mcrhods 

Partici pants 

Interventions 

Ouccomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealment? 

Blinding? 

All outcomes 

Incomplere outcome data addressed? 

All outcomes 

Free of seleccive reporcing? 

Williams 1987 

Methods 

Parcicipants 

Interventions 

Outcomes 

Notes 

Risk ofbias 

ltem 

Adequate sequence generation? 

Allocation concealmcnt? 

Mulricentre double-blind randomised placebo-controlled trial 

Patients with acrive ulcerative colitis extending no more than 50 cm from rhe anal verge 

5-ASA cnema 4g OD vs. placebo for 6 weeks 

Clinica.l improvemcnt 

Authors' judgement 

Yes 

Yes 

Yes 

Yes 

Yes 

Description 

1able of random numbers 

Adequate 

Double blind 

6 patients dropped ouc of rhe 5-ASA group 
for worsening disease or unsatisfaccory re­

sponse compared to 14 placebo patients 

The published reporc includes all expected 

outcomes 

Single ccntre double-blind placebo-conrrolled trial 

Patients and 18 and older wich endoscopically confirmed ulcerarive proctitis extending 

no more chan 15cm from the anal verge 

5-ASA supposirories 0.5g TID vs. placebo for 6 weeks 

Clinica.l remission 

Authors' judgement Description 

Unclear Not described 

Yes Adequate 
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Williams 1987 ( Co11ti11ued) 

Blinding? 

All outcomes 

lncomplete outcome data addressed? 

All outcomcs 

Free of selective reporting? 

Yes 

Yes 

Yes 

Rectal S·aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Double blind 

There were 2 drop outs m the placebo 

group 

The published repon includes all expected 

outcomes 
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Characteristics of excluded studies [ordered by study ID} 

Barber 1985 Case reports, nor randomised, disease extern not describcd, symprom score not an ourcome 

Biddle 1990 Nota randomised rrial, retrospective study 

Bresci 1997 Nor randomised, some patienrs with pancolitis 

Campieri 1981 Some patienr less than 12 years of age 

Campieri 1987 Limited information about study design (randomisation nor statcd) 

Campieri 1989 Analysis based on cycles without definition of cycle 

D'Arienzo 1987 Nota randomised trial, single arm trial 

Fedotin 1985 Nor a randomise<l rrial, no symptom-base<l ourcome 

Fruhmorgen 1980 Results for some patienrs not evaluable, treatment allocation unclear, Jacks metho<lological rigour. 

Guarino 1987 Nota ran<lomise<l trial 

Kandel 1987 Nor a randomised rrial 

Klotz 1980 Some subjects with extensive ulcerative colitis and Crohn's <lisease 

Luci<larme 1997 Some subjects with Crohn's disease 

Maneau 2005 Some patients with extensive colitis 

McPhee 1987 Not a randomised trial 

Paolozi 2002 Nota randomised trial, some parients with pancolitis 

Pullan 1993 Some patients withdrew alter ran<lomise without description of treatment allocation 

Robinson 1990 Nota randomise<l trial, some patients with Crohn's disease 

Serebro 1977 Not a randomised trial, age of subjects not reporred 

Sutherlan<l l 987b Duplicate publication (reports single-cenrre resulrs from Mulricentre trial) 

Van Bodegraven 1996 Some subject with pancolitis 

Van Hees 1980 Some subjects included rwicc (crosscd over <luring relapse) 

van Hogezand 1988 Some subjects included twicc 
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( Co11tinued) 

Vecchi 2001 Some patients had disease extending to ascending and transvcrse colon 

Willoughby 1980 Treatment drug N-Aceryl-5-ASA rather than 5-ASA 

Willoughby 1986 Some subjccts with extensive coliris 

Yokoyama H 2007 Some subjeccs wich pancolitis, minimal duration of remission prior eo randomisacion less rhan 4 weeks 
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DATA AND ANALYSES 

Comparison 1. Rectal 5-ASA vs Placebo 

No.of No.of 
Outcome or subgroup title studies participants Statistical method 

l Symptomatic lmprovcrncnt 8 811 Odds Ratio (M-H, Random, 95% CI) 
2 Endoseopic lmprovcmcnt 5 331 Odds Ratio (M-H, Random, 95% CI) 
_1 Hiotologic lmprovcmcnt 6 452 Odds Ratio (M-H, Random, 95% CI) 
4 Sympromatic Remission 8 756 Odds Ratio (M-H, Random, 95% CI) 
5 Endoscopie Remission 7 729 Odds Ratio (M-H, Random, 95% CI) 
(,Histologie Remi"ion 5 588 Odds Ratio (M-H, Random, 95% CI) 

Comparison 2. Rectal 5-ASA vs Rectal Corticosteroid 

No.of No. of 
Outcome or subgroup title studies participants Statistical method 

1 Svmpromatic lrnprovement 9 937 Odds Ratio (M-H, Random, 95% CI) 

2 Endoseopic Irnprovcrnent 6 360 Odds Ratio (M-H, fixed, 95% CI) 

3 Histologie lrnprovement 6 316 Odds Ratio (M-H, Fixed, 95% CI) 

4 Syrnpromatic Remission 6 942 Odds Ratio (M-H, Random, 95% CI) 

5 Endoscopic Remission 4 595 Odds Ratio (M-H, Randorn, 95% CI) 

6 Histologie Remission 2 431 Odds Ratio (M-H, Random, 95% CI) 

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

No. of No.of 
Outcome or subgroup title studies participants Statistical method 

1 Sympromaric lmprovcment 4 214 Odds Ratio (M-H, Randorn, 95% CI) 

2 Sympromatic Remission 3 174 Odds Ratio (M-H, Random, 95% CI) 

J Fndoscopic Remission 3 174 Odds Ratio (M-H, Random, 95% CI) 

4 Histologie Remission 2 ß7 Odds Ratio (M-H, Randorn, 95% Cl) 
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Effect size 

8.87 [5.30, 14.83] 

11.18 [5.99, 20.88] 

7.69 [3.26, 18.12] 

8.30 [4.28, 16.12] 

5.31 [3.15, 8.92] 
6.28 [2.74, 14.40] 

Effect size 

1.56 [1.15, 2.11] 

1.11[0.71,1.72] 

1.49 [0.95, 2.34] 

1.65 [ 1.11, 2.45] 

1.16 [0.69, 1.94] 

1.46 [0.90, 2.37] 

Effect size 

2.25 [0.53, 9.54] 

1.94 [0.35, 10.72] 
1.45 [0.41, 5.10] 

1.98 [0.13, 31.23] 
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Comparison 4. Rectal 5-ASA vs Oral + Rectal 5-ASA 

No. of No. of 
Outcome or subgroup title studies participants 

1 Symptomatic Improvemcnt 38 

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

Outcome or subgroup title 

1 Symprornatic lrnproverncnt 
2 Fndrncopic Improvcment 

3 Hi,tologic Improvcment 

No. of No.of 
studies participants 

63 

63 

63 

Comparison 6. Frequency of Rectal 5-ASA 

No. of No.of 
Outcome or subgroup title studies participants 

1 Sympromatic lmprovcmcnt 2 89 
Once daily vs more than one 

daily 

2 Endoscopic lmprovement once a 2 447 

day vs more tlian once a day 

3 Histologie Improvt:ment oncc a 2 447 

day vs rnorc tlian once a day 

4 Svmptornatic Rt:mission Oncc 3 497 

dail y vs More dian oncc a day 

5 Endoscopic Remission once 3 497 

daily vs More dun once a day 

6 Histologie Remission 2 89 

Statistical method 

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

Statistical method 

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

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

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

Statistical method 

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

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

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

Odds Ratio (M-H, Randorn, 95% CI) 

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

Odds Ratio (M-H, Random, 95% CI) 
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Effect size 

0.39 [0.09, 1.67] 

Effect size 

1.26 [0.37' 4.30] 
1.04 [0.32, 3.42] 

1.22 [0.45, 3.31] 

Effect size 

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 
---------- -

No. of No.of 
Outcome or subgroup title studies participants Statistical method Effect size 

1 Symptomatic lmprovcmcnt 5- 8 811 Odds Ratio (M-H, Random, 95% CI) 7.62 15.26, 11.04] 
ASA ,.s Placebo 

1.1 0- 1 g 5-ASA vs Placebo 3 179 Odds Ratio (M-H, Random, 95% Cl) 6.25 [2.96, 13.19] 
1.2 > 1 g-2g 5-ASA vs Placebo 5 274 Odds Ratio (M-H, Random, 95% CI) 10.22 [4.75, 21.98] 
1.3 >2g-4g 5-ASA vs Placebo 5 358 Odds Ratio (M-H, Random, 95% CI) 8.73 [4.12, 18.49] 

2 Endoscopic lrnprovernenr 5- 5 331 Odds Ratio (M-H, Randorn, 95% CI) 10.70 [6.12, 18.69] 
ASA vs Placebo 

2.1 0- lg 5-ASA vs Placebo 2 83 Odds Ratio (M-H, Randorn, 95% CI) 8.78 [2.90, 26.53] 
2.2 > 1 g-2g 5-ASA vs Placebo 4 180 Odds Ratio (M-H, Random, 95% CI) 11.41 [4.73, 27.49] 
2„1 >2g-4g 5-ASA vs Placebo 2 68 Odds Ratio (M-H, Randorn, 95% Cl) 12.68 [3.59, 44.78] 

_'\ Histologie lrnprovemern 5-ASA 6 452 Odds Ratio (M-H, Randorn, 95% CI) 7.60 [3.81, 15.15] 

vs Placebo 

5.1 0- lg 5-ASA vs Placebo 2 83 Odds Ratio (M-H, Random, 95% Cl) 6.60 [2.12, 20.55] 

3.2 > 1 g-2g 5-ASA vs l'bccbo 5 291 Odds Ratio (M-H, Random, 95% CI) 8.63 [2.70, 27.64] 

:U >2g-4g 5-ASA vs Placebo 2 78 Odds Ratio (M-H, Random, 95% CI) 8.95 [2.57, 31.15] 

4 Symptornatic Remission 5-ASA 8 756 Odds Ratio (M-H, Random, 95% CI) 6.98 [4.29, 11.38] 

vs placcbo 

4.1 0-lg 5-ASA vs Placebo 3 179 Odds Ratio (M-H, Random, 95% CI) 5.13 [2.21, 11.91] 

4.2 > lg-2g 5-ASA vs Placebo 7 412 Odds Ratio (M-H, Random, 95% CI) 8.13 [3.73, 17.70] 

4.5 >2g-4g 5-ASA vs Placebo 3 165 Odds Ratio (M-H, Random, 95% CI) 10.07 [2.66, 38.18] 

5 Endoscopic Remission 5-ASA vs 7 729 Odds Ratio (M-H, Random, 95% CI) 4.80 [3.27, 7.07] 

Placebo 

5. 1 0-1 g 5-ASA vs Placebo 3 179 Odds Ratio (M-H, Random, 95% CI) 5.52 [2.45, 12.45] 

5.2>1 g-2g 5-ASA vs Placebo 6 385 Odds Ratio (M-H, Random, 95% CI) 4.22 [2.31, 7.69] 

5.5 >2g-4g 'i-ASA vs Placebo 3 165 Odds Ratio (M-H, Random, 95% Cl) 7.53 [3.21, 17.63] 

6 Histologie Remission 5-ASA vs 5 588 Odds Ratio (M-H, Random, 95% CI) 5.78 [3.28, 10.20] 

Placebo 

6.1 0-lg 5-ASA vs Placebo 3 179 Odds Ratio (M-H, Random, 95% CI) 4.76 [1.66, 13.60] 

6.2 > lg-2g 5-ASA vs Placebo 5 274 Odds Ratio (M-H, Random, 95% CI) 5.98 [2.53, 14.11] 

(d >2g-4g 5-ASA vs Placebo 2 135 Odds Ratio (M-H, Random, 95% CI) 6.77 [2.29, 20.04] 

7 Syrnptom,1tic lmprovement 4 802 Odds Ratio (M-H, Ran<lom, 95% CI) 0. 78 [0.53, 1.14] 

Compari,on of Dche of 5-ASA 

7.1 lg 5-ASA Vs 2g 'i-ASA 2 150 Odds Ratio (M-H, Random, 95% CI) 1.13 [0.53, 2.42] 

7.2 2g 5-ASA vs 4g 5-ASA 4 652 Odds Ratio (M-H, Random, 95% CI) 0.71 [0.43, 1.16] 

8 F.ndoscopic lmprovcmcnt 2 319 Odds Ratio (M-H, Random, 95% Cl) 0.94 [0.57, 1.56] 

Comparison of Dose of 5-ASA 

8.1 lg 5-ASA Vs 2g 5-ASA 42 Odds Ratio (M-H, Random, 95% CI) 1.04 [0.25, 4.35] 

8.2 2g 5-ASA vs 4g 5-ASA 2 277 Odds Ratio (M-H, Random, 95% CI) 0.93 [0.54, 1.60] 

') Histologie lrnprovemenr 2 319 Odds Ratio (M-H, Random, 95% Cl) 0.77 10.48, t.24J 

Compcirison of Dose of 5-ASA 

9.1 lg 5-ASA Vs 2g 5-ASA 42 Odds Ratio (M-H, Random, 95% CI) o.85 10.23, 3.21] 

'J.2 2g 'i-ASA vs ig 'i-ASA 2 277 Odds Ratio (M-H, Random, 95% CI) 0.76 [0.46, 1.27] 

1 ll SympuHn,nic Remission 6 827 Odds Ratio (M-H, Random, 95% CI) 1.37 [0.67, 2.78] 

Comparison ofDose of5-ASA 

10.1 lg 5-:\SA Vs 2g 5-ASA 3 175 Odds Ratio (M-H, Random, 9')% CI) 1.09 [0.58, 2.06] 

10.2 2g 'i-ASA vs ·4g 5-,\SA 4 6'i2 Odds Ratio (M-H, Random, 95% CI) 1.43 !0.50, 4.13] 
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11 Endosrnpic Remission 5 

Comparison of Dose of 5-t\SA 

l l. 1 1 g )-ASA Vs 2g 5-ASA 3 

11.2 2g 5-t\SA vs 4g 5-ASA 4 

12 Histologie Remission 5 
Comp.irison of Dose of 5-ASA 

12. l l g 5 ASA Vs 2g 5-ASA 3 
12.2 2g 5-ASA vs "lg 5-ASA 4 

Comparison 8. Drug formulation 

Outcome or subgroup title 

1 Symptom.nie lmprovcmcnt 5-

ASA foam vs Encma 

2 Endoscopie Irnprovcmcnt 5-

ASA foam vs Enema 

.) Histologie lmprovcmenr 5-ASA 

Foam vs Enema 

4 Symptonutic Remission 5-ASA 

Foam vs Encma 

') Endoscopic Remission 5-ASA 

Enema vs 5-ASA Foam 

6 Histologie Remission 5-ASA 

Encma vs 'i-ASA Eoam 

7 Symptomatic lmprovemcnt 5-

ASA enema vs Suppository 

8 Fndoscopic lmprovement 'i­

ASA Encma vsSuppository 

9 1 Iistological lmprovcmcnr 5-

r\SA cncma vs Suppository 

10 Symptomatic Remission 5-ASA 

cncma vs Supposirory 

1 1 F.ndoscopic Remission 'i-ASA 

cnema vs Suppository 

12 Histologie Remission 'i-ASA 

cncrna vs Suppository 

No. of 
studies 

4 

2 

2 

5 

5 

3 

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

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

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

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

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

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

No.of 
participants Statistical method 

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

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

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

1172 Odds Ratio (M-H, Random, 95% CI) 

1172 Odds Ratio (M-H, Random, 95% CI) 

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

40 Odds Ratio (M-H, Fixed, 95% CI) 

49 Odds Ratio (M-H, Fixed, 95% CI) 

39 Odds Ratio (M-H, Fixed, 95% Cl) 

39 Odds Ratio (M-H, Fixed, 95% CI) 

39 Odds Ratio (M-H, Fixed, 95% CI) 

39 Odds Ratio (M-H, Fixed, 95% CI) 

Rectal S-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 20 1 O The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

l.23 [0.76, 2.01] 

L 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, l.99J 

Effect size 

2.07 [0.88, 4.84] 

151 [0.48, 4.71 J 

0.64 [0.41, 1.00] 

0.84 [0.43, I.66] 

0.81 [0.59, 1.11) 

0.94 [0.67, 1.33] 

1.59 [0.24, 10.70) 

0.15 [0.03, 0.79) 

0.75 [0.14, 3.90) 

1.07 [0.23, 5.05] 

0.66 [0.17, 2.62] 

0.48 [0.13, !. 72] 
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Analysis 1.1. Comparison 1 Rectal 5-ASA vs Placebo, Outcome 1 Symptomatic lmprovement. 

Review: RcctJI S-Jm1nosalicyl1c .--1.cid for 1nduct1on of rem1ssion 1n ulccr-,lt1vc col1t1s 

Comparison 1 Rect.11 5-/\S/\ vs Placebo 

Outcome: 1 Symptomat1c lmpmvemen t 

Study or subgroup Rectal 5-/\S/\ Placebo 

n/N n/N 

Camp1en 1 990a 54163 13/31 

Camp1en 1 990b 28/32 10/30 

Campien 1 99 1 d 17118 2114 

C1mp1cn 1991 b 73186 11/27 

Hanau er 1 99 8 150/217 19/70 

Moller 1978 15116 3/ l '1 

Palmer 1981 11/17 2123 

Sutherland l 987a 48176 22177 

Total (95% CI) 525 286 
!otal events: 396 (Rectal 5-ASA), 82 (Placebo) 

Heterogeneity:Tau2 -020: Chi' - 1202. df= 7 (P ~ 0.10): 12 -42% 

lest for overall effect Z c 8.32 (P < 0.00001) 

001 

Odds Ratio 

M-HKtnJom.95% Cl 

--

-
0.1 10 100 

F-avour s PIJcebo F-avour s RectöLI 5-/\SA 
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Wc1ght Odds Ratio 

M-H.Random.95% Cl 

14.8 % 83 1 r Jos. 22.66 i 

10.8 % 14.00 [ 384, 51.05 l 

3.7 % 102.00 [ 8.28. 1257 15 J 

154% 8.1 7 [ 3.1 0, 21 5 1 J 

23.2 % 6.ül [ 330, 1095 J 

4.1 % 55.00 [ 5.02. 602 15 J 

6.8 % 19.25 [ 3.32. 1 1 1 75 J 

21.3 % 4 29 [ 2 17, 846 J 

100.0 % 8.87 [ 5.30, 14.83] 
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Analysis 1.2. Comparison 1 Rectal 5-ASA vs Placebo, Outcome 2 Endoscopic lmprovement. 

Review: f\cctal S-am1nosdl1cyl1c ac1d for 1nduct1on ol rcm1ss1on 1n LJlcci-ctt1ve colit1s 

Compa1·1son: 1 Rcctal 5-ASA vs Placebo 

Outcome: 2 [ ndoscopic lmprovement 

Study or subgroup Redal 5-/\S/\ PlcJ.ccbo Odds Ratio 

n/N n/N M-H,P,andom,95% Cl 

Camp1en l 990a 53/63 12131 --
Camp1en l 990b 25/32 7130 --
Camp1en 1991 a 17118 2111 

Camp1en 1 99 1 b 65/86 8127 --
Molle!' 1978 14/16 3/ 11 

Total (95% CI) 215 116 -Totalevents: 174 (1'\ectal 5-ASA), 32 (Placebo) 

Hetcrogcne1ty: Tau 2 = 0.08: Chi2 = 4.72. df ~ 4 (P - 0 32), I·' 15% 

Test for overall effect: Z = 7.57 (P < 0.00001) 

001 ü 1 1 ü 100 

f-,wour s PIJccbo Favours Redal 5-ASA 
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We1ght Odds Ret10 

M-H.Random,95% Cl 

303 % 8.39 [ 312, 2257 J 

226 % 1 1 73 [ 3.57, 38 61 l 

5.9 % 1 02.00 [ 8 28, 1 25 7. 1 5 l 

31.7% 7.35 [ 2.81. 19.2.3 l 

9.4 % 25.67 [ 363, 181.44 J 

100.0 % 11.18 [ 5.99, 20.88 l 
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Analysis 1.3. Comparison 1 Rectal 5-ASA vs Placebo, Outcome 3 Histologie lmprovement. 

Companson 1 l~ectal 5-/\SA vs Placebo 

Outcomc: 3 Histologie lmprovcmcnt 

Study or subgmup Rectal 5-ASA fJlaccbo 

n/N n/N 

Camp1cn l 990a 16/63 10/31 

Camp1en l 990b 21/32 1130 

Camp1en 1991 a 15/18 1/1·1 

C1mp1cn 1 99 1 b 60/86 •1/27 

Palmer 1981 7/17 2123 

Pokrotne1ks 2000 26/54 18/57 

Total (95% Cl) 270 182 
fotal events 175 (Rectal 5-ASA). 39 (Placebo) 

Heterogene1ty Tau 2 - 0.70; Ch1 2 = 14.58. df = 5 (P ~ 001 ); I' --66cb 

fest for ovei-all effect: Z ~ 4.66 (P < 0.00001) 

Odds Ratio 

M-H,l\rtndom.95% Cl ----
-------

-----
001 01 10 .00 

t avour s Placebo Fc1vour~ Rec_tdl 5 ASA 
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We1ght Odds Ratio 

M-H.Random,95% Cl 

207 % 5.68 [ 223. 11.49 J 

17.0% 12.41 [ 345, 11.66 l 

8.8 % 65.00 [ 600. 703.67 J 

183 % 1327[117,42.21] 

12.9 % 735 [ 1 29. 41.98 l 

224 % 2.01 [ 093. 436] 

100.0 % 7.69 [ 3.26, 18.12] 
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Analysis 1.4. Comparison 1 Rectal 5-ASA vs Placebo, Outcome 4 Symptomatic Remission. 

Compar-ison 1 Rcctal 5-1\SA vs l'laccbo 

Outcome: 4 Symptomat1c f~emiss1on 

Study or subgroup Rectal 5-ASA Placebo 

n/N n/N 

Camprerr l 990a 15/63 12/31 

Camprcri l 990b 18/32 2130 

Camprerr 1991 a 12/18 1/14 

Campierr 1991 b 58/86 3/27 

Hanauer 1998 101/217 10/70 

Moller 1978 13/16 2/14 

Pokmtneiks 2000 35/54 23/57 

Wrlliams 1987 11/14 1 II J 

Total (95% CI) 500 256 
Totalevents 293 (Rectal 5-AS/\), 51 (Placebo) 

Hetcmgencrty: fau 2 ~ 045: Chi2 = 15.76, df c 7 (P ~ O.ü3); 1-' ~56% 

Test for over-all cffect 7 ~ 6.25 (P < 0.00001) 

001 

Odds Ratio 

M-1 U~"ndom.95% Cl 

0 1 '0 100 

r JV()ljf s P1ac ebo 1 dvour s Rec1a 5-ASA 
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We1ght Odds Ratio 

M-H.Random.95% Cl 

17.4 % 3 96 [ 1.60. 9.80 l 

10.3% 18 00 [ 3.65, 88.76 l 

6.5% 26.00 [ 2 72, 248.59 l 

111 % 16.57 [ 4 60. 59.73 J 

197% 5.22 [ 254, 10.71 ] 

8.0% 26.00 [ 3 69, 183.42] 

19.1 % 2.72 [ 1 26, 5.88 l 

5.9 % 44.00 [ 3.97, 488. 19 l 

100.0 % 8.30 [ 4.28, 16.12] 
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Analysis 1.5. Comparison 1 Rectal 5-ASA vs Placebo, Outcome 5 Endoscopic Remission. 

Review· RcctJ.1 S-aminosal1cyl1c acid for 1nduct1on of rem1ssion ir1 ulcei-at1vc col1ti::. 

Companson 1 Rectal 5-ASA vs Pl<lccbo 

Outcome: 5 EndoscopiC Rem1ss1on 

Study or subgroup f\ectal 5-ASA 

n/N 

Camp1en l 990a 36/63 

Camp1eri l 990b 13/32 

Camp1eri 1991 a 10/18 

Camp1eri 1991 b 40/86 

Pldcebo 

n/N 

7/31 

2130 

0/14 

2/27 

Odds RJt10 

M-l-IJ(andom.95% Cl 

Hanaue1- 1998 137/217 17/70 -
Mollcr 1978 12116 3/11 

Pokrotneiks 2000 26/54 17/57 

Total (95% CI) 486 243 --
Total evcnts: 274 (Rectal 5-ASA), 48 (Placebo) 

Hcterogene1ty. Tau-' - 0 14: Ch12 = 8.69. df = 6 (P -_ 0.19): 1-' -313 

Test for ovei-all effect: Z = 6.29 (P < 0.00001) 

0.1 02 0 5 10 

t avotn Placebo ~ avoun RectJI 5 ASA 
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Weight Odds Ratio 

M-Hfündom,95% Cl 

18.0 % 4.57 [ 1 72. 12 16 l 

8.7 % 9.58 [ 1 94, 4738] 

2.9 % 35.82 [ 1 86, 691 79] 

9.7 % 10.87 [ 2 42, 48.78] 

29.4 % 534 [ 2 90, 9.85 J 

7.8 % 11.00 [ 200, 60.57] 

23.5 % 2.18 [ 100, 476] 

100.0 % 5.31 [ 3.15, 8.92 J 
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Analysis 1.6. Comparison 1 Rectal 5-ASA vs Placebo, Outcome 6 Histologie Remission. 

Review Rcct,11 S-arrnnosrllicyl1c ac1d for 1nduct1on of 1-em1ssion 1n ulcerat1vc col1t1s 

Compmson 1 P,ectal 5-AS/\ vs Placebo 

Outcomc 6 Histologie Rem1ss1on 

Study or subgroup Rectal 5-ASA Placebo 

n/N n/N 

Camp1eri l 990a 8/63 2/31 

Camp1en 1 990b 9/32 1/30 

Camp1en 199 1 d 9/18 0/11 

Camp1cn 1991 b 35/86 0/27 

Hanauer 1998 106/217 11/70 

Total (95% Cl) 416 172 
Totalevents: 167 (Rcctal 5-/\SA). 14 (Placebo) 

Heterngenc1ty: Tau' = 0.22: Ch1 2 ~ 5. 14. df ~ 4 (P -_ 0 27): 12 = 22% 

Test fo1- ovcrall cffect: / = 4.3-1 (P = 0.000014) 

001 

Odds flat10 

M-H.Random.95% Cl 

----
0 1 10 100 

Favours Placebo F,lVour s Rectal 5 ASA 
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We1ght Odds Ratio 

M-H.Random.95% Cl 

200% 2.11 [ 0.42, 1059 J 

12.8% 11.35 [ 134. 96.18 J 

72% 29.00 [ 150. 559.17 J 

7.8 % 37.91 [ 2 24, 642.05 J 

52.2 % 512 [ 255. 10.28 J 

100.0 % 6.28 [ 2.74, 14.401 
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Analysis 2.1. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 1 Symptomatic lmprovement. 

Review Rectal S-am1nOSdlicyrrc ac1d for· induct1on of rem1ss1on 1n ulce1·at1ve colit1s 

Compdnson: 2 Rectal 5-ASA vs Rectal Cort1costero1d 

Outcome: 1 SymptomJt1c lmpmvement 

Study rn· subgmup Rcctal 5-ASA Rcctal cot1costem1d 

n/N n/N 

Anonymous 1987 32161 33/62 

B1anch1-Porro 1995 24/27 16/25 

B1ancone 2007 39/42 42150 

Friedman 1986 719 2/9 

G1onchett1 2005 52/106 11/111 

Lee 1996 130/167 117/167 

Mulder 1988 11/15 

Mulder 1996 16/21 

Senagore 1992 17119 

Total (95% CI) 467 
Total cvents 328 (l\ectal 5-ASA). 286 (Rectal cot1costero1d) 

Heterogene1ty lau2 ~ 0.01: Chi' = 8.31, df = 8 (P = 0.40): 12 =4% 

Test for overall effect: Z = 2.85 (P = 0.0014) 

11/14 

14/20 

10/12 

470 

Odds Ratio 

M-1 IKmdom.95% Cl 

-

0 1 02 0 :. 10 

F,.iVour~ c_or t1coster o Favovrs f~ectal 5 ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Weight Odds Ratio 

M-H,Random,95% Cl 

173 % 0.97 [ 0.48, 1.97 J 

43 % 4.50 [ 1 05. 19.22 J 

4.7 % 2.48 [ 0.61. 10.01 l 

19% 12 25 [ 1 33. 1 13.06 l 

283 % 1 64 [ 0.96. 2.83 l 

335 % 150 [ 0.92. 2.46 ] 

31 % 0 75 [ 0. 14. 4.17 l 

4.7% 137 [ 0.34, 5.49 l 

2.1 % 1.70 [ 0.21. 14.02 l 

100.0 % 1.56 [ 1.15, 2.11 l 
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Analysis 2.2. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 2 Endoscopic lmprovement. 

Review Rectal 5-aminosalicylic acid for 1nduction of rcm1ss.1on 1n ulcer-at1ve col1t1s 

Compar·ison· 2 Rectal 5-ASA vs Rectal Cort1costcroid 

Outcome 2 E:_ndoscop1c lmprovement 

Study or subgroup Rectal 5-ASA Rectal cot1costcro1d 

n/N 

Anonymous 1987 34/61 

Branchr-Porro 1995 20/27 

Friedman 1986 6/9 

Lemann 1995 38/49 

Muldcr 1988 11/15 

Mulder 1996 15/21 

Total (95% CI) 182 
Total events: 1 24 (Rectal 5-ASA), 1 17 (Rectal cot1costero1d) 

Heterogeneity: Ch1 2 = 7.28. df = 5 (P = 0.20); 12 ~ 31 % 

Test for overall effect: Z = 0.45 (P = 0.65) 

n/N 

40/62 

14/25 

2/9 

34/48 

12114 

15/20 

178 

Odds Ratio 

M-f l.Fixed,95% Cl 

-
0.1 02 0.5 10 

Favours cort1costcro Favour·s Rectal 5-ASA 

We1ght Odds Ratio 

M-H.Frxed,95% Cl 

46.9 % 0.69 [ 0.34. 143] 

10.1 % 2.24 [ 0 70. 7.22 l 

1.8 % 7.00 [ 086, 56.89 J 

20.6% 1.42 [ 0.57, 3.55 l 

8.8 % 0.46 [ 007, 3.02 J 

11.7% 0.83 [ 0.21, 3.33 J 

100.0 % 1.11 [ 0.71, 1.72] 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 80 
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Analysis 2.3. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 3 Histologie lmprovement. 

Review Rectal 5-aminosalicylic ac1d for 1nduct1on of rern·1ss1on 1n ulcerdt'1vc col1tis 

Companson: 2 Rectal 5-ASA vs Rectal Corticostero1d 

Outcome: 3 Histologie lmprovement 

Study or subgroup Rectal 5-ASA Rectal coticostem1d 

n/N 

Bianchi-Porro 1995 15/27 

Farup 1995 31/41 

Fnedman 1986 6/9 

Lemann 1995 30/49 

Mulder 1988 11115 

Mulder 1996 10/21 

Total (95% CI) 162 
Total events: 103 (Rectal 5-ASA). 83 (Rectal cot1costeroid) 

Heterogeneity: Chi2 = 4,74, df = 5 (P = 0.45); 12 =0.0% 

Test for overall effect: Z = 1.73 (P = 0.084) 

n/N 

15/25 

22138 

219 

26/48 

8/14 

10/20 

154 

Odds Ratio 

M-HJ1xed,95% Cl 

0 1 0.2 0 0 10 

Favours Cort1costero FavOLws Rectal 5 ASA 

Rectal S~aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Weight Odds Ratio 

M-H,Fixed,95% Cl 

22.4 % 0.83 [ 0,28, 2.51 l 

18.0% 2.25 [ 0 86, 5,89 l 

2,2 % 700 [ 0.86, 56.89 l 

32.9 % 1 34 [ 0 60, 3.00 l 

7.1 % 2.06 [ 043. 9.80 J 

17.4% 0.91 [ 0.27, 3. 10 J 

100.0 % 1.49 [ 0.95, 2.34 l 
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Analysis 2.4. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 4 Symptomatic Remission. 

Review Rectal S-am1nosalicylic acid for induction of rem1ssion in ulcerrtt1ve colitis 

Comparison· 2 Rectal 5-ASA vs Rectal Corticostero1d 

Outcome: 4 Symptomatic Remission 

Study or subgroup Rectal 5-ASA Rectal cot1costeroid 

n/N n/N 

Anonymous 1987 27/61 19/62 

ßiancone 2007 22/42 18/50 

Farup 1995 17/41 13/38 

G1onchetti 2005 26/106 33/11 1 

Lee 1996 77/167 45/167 

Lemann 1995 28/49 17/48 

Total (95% CI) 466 476 
fotal events: 197 (Rectal 5-ASA), 145 (Rectal cot1costeroid) 

Heterogene1ty: Tau 2 ~ 0.1 1 Chi2 = 9.56. df = 5 (P = 0.09): 12 =48% 

Test for overall effect: Z = 2.49 (P ~ 0.013) 

Odds Ratio 

M-H,Random.95% Cl 

----

0.1 0.2 O.o 10 

Favours Cort1costero F avours Recta ':J-ASA 

We1ght Odds Ratio 

M-H,Random,95% Cl 

15.9 % 1.80 [ 0.86, 3.76] 

13.8 % 1.96 [ 085, 4.52] 

123% 136 [0.55, 3.40] 

19.6% 0.77 [ 0.42, 1.40 l 

24.3 % 2.32 [ 1.47, 3.67] 

14.1 % 2.4 3 [ 1 .07, 5.5 1 l 

100.0 % 1.65 [ 1.11, 2.45] 

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

Review: Rectal 5-aminosalicylic acid for induction of remiss1on 1n ulccrative colit1s 

Comparison: 2 Rectal 5-ASA vs Rectal Cort1costeroid 

Outcome: 5 Endoscopic Remission 

Study or subgroup Rectal 5-ASA Rectal cot1costero1d 

n/N n/N 

Anonymous 1987 17/61 15/62 

Lee 1996 59/167 44/167 

Lemann 1995 6/49 6/48 

Mulder 1996 2121 6/20 

Total (95% Cl) 298 297 
lotal events: 84 (Rectal 5-ASA), 71 (Rectal cot1costero1d) 

Heterngene1ty: Tau 2 ~ 0.08: Chi2 ~ 4.21. df = 3 (P = 0.24): 12 =29% 

Test for ove1·all dfect: Z ~ 0.56 (P - 0.58) 

Odds Ratio 

M-11,Random.95% Cl 

-
0 1 0) 05 10 

~dvours Cort1c0'.>1ero Favour5 Recta.I S-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Weight Odds Ratio 

M-H.Random,95% Cl 

27.5 % 1.21 [0.54, 271 J 

49.5 % 1.53 [ 096. 2.44 l 

15.0 % 0.98 [ 029, 3.27] 

80% 0.25 [004, 1.40] 

100.0 % 1.16 [ 0.69, 1.94 l 
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Analysis 2.6. Comparison 2 Rectal 5-ASA vs Rectal Corticosteroid, Outcome 6 Histologie Remission. 

Review: Rectal S-am1nosalicyl1c acid for· 1nduction of rem1ssion 1n ulcer-at1ve colitis 

Companson 2 Rcctal 5-ASA vs Rectal Cort1costeroid 

Outcome: 6 Histologie Remission 

Study or subgroup Rectal 5-ASA 

n/N 

Rectal Coticostcm1d 

n/N 

Lee 1996 40/167 311167 

Lemann 1995 9/49 

Total (95% CI) 216 
Total cvents: 49 (Rectal 5-ASA), 36 (Rectal Coticosteroid) 

Heterogeneity: Tau 2 = 0.0: Ch12 = 0.26. df = 1 (P = 0.61 ): 12 =0.0% 

Test for overall effect: Z = 1.55 (P = 0. 12) 

5/48 

215 

001 

Odds Ratio 

M-H.Random,95% Cl 

• 

01 10 100 

Favour·s Cor·t1costero Favour·s Rectal )-ASA 

Weight 

83.2 % 

16.8 % 

100.0 % 

Odds Ratio 

M-H,Random,95% Cl 

1.38 [ 0 82, 2.34 l 

1.94 [ 0.60, 6.27 l 

1.46 [ 0.90, 2.37 l 

Analysis 3.1. Comparison 3 Rectal 5-ASA vs Oral 5-ASA, Outcome 1 Symptomatic lmprovement. 

Review: Rectal 5-aminosalicylic acid for 1nduct1on of remission 1n ulccrative colit1s 

Companson: 3 Rectal 5-ASA vs Oral 5-ASA 

Outcome· 1 Symptomatic lmprovement 

Study or subgroup Rectal 5-ASA Oral 5-ASA 

n/N n/N 

Gionchetti 1998 24/29 10/29 

Kam 1996 16/19 10/18 

Prantera 2005 23/39 31/10 

Safd1 1997 1 1/18 10/22 

Total (95% CI) 105 109 
Totalevents: 74 (Rectal 5-ASA). 61 (Oral 5-ASA) 

Heterogene1ty: Tau 2 ~ 176: Ch1 2 = 1645. df = 3 (P = 0.00092): 12 =82% 

Test for overall effect 7 = 1 1 0 (P ~ 0.27) 

001 

Odds Ratio 

M-H,Random,95% Cl -
-

0 1 10 100 

Favour·sOral 5-ASA Favour'i Rcctal 5-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Weight Odds Ratio 

M-H.Random,95% Cl 

25.2 % 9.12[266,31.22] 

22.8% 4.27 [ 0.91, 19.99 l 

27.0 % 042 [ 0. 16, 1. 1 1 l 

24.9 % 1.89 [ 0.53, 6.69 l 

100.0 % 2.25 [ 0.53, 9.54 l 
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Analysis 3.2. Comparison 3 Rectal 5-ASA vs Oral 5-ASA, Outcome 2 Symptomatic Remission. 

Review: Rectal S-am1nosal1cylic acid for 1nduction of rem1ssion 1n ulcerative col1t1s 

Companson: 3 Rectal 5-ASA vs Oral 5-ASA 

Outcome 2 Symptomatic Remission 

Study or subgroup Rectal 5-ASA Oral 5-ASA 

n/N n/N 

Gionchetti 1998 26/29 12/29 

Kam 1996 9/ 19 8118 

P1-antera 2005 19/39 24/40 

Total (95% CI) 87 87 
Total events: 54 (Rectal 5-ASA). 44 (Oral 5-ASA) 

Heterogene1ty: Tau2 = 1.90: Chi2 = 12.47, df = 2 (P = 0.002): 12 =84% 

Test for overall effect: Z = 0.76 (P = 0.45) 

Odds Ratio 

M-l·l,ll.andom.95% Cl 

0.1 0.2 OS 10 

Favours Or-al 5-ASA t avours Recta 5-ASA 

Weight Odds Ratio 

M-H.Random.95% Cl 

31.5% 1 2.28 [ 3.0 I, 50.04 ] 

32.5 % 1.13 [031. 410] 

36.0 % 0.63 [ 026, 1.54] 

100.0 % 1.94 [ 0.35, 10.72 J 

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

Review: Rectal 5-aminosalicylic acid for 1nduction of rem1ssion in ulcerative colit1s 

Companson: 3 Rectal 5-ASA vs Oral 5-ASA 

Outcome: 3 Endoscopic Remission 

Study or subgroup Rectal 5-ASA Oral 5-ASA Odds Ratio 

n/N n/N M-H.Random.95% Cl 

Gionchetti 1998 21/29 10/29 -
Kam 1996 7/19 7118 

Prantera 2005 14/39 18/40 

Total (95% CI) 87 87 
Total events: 42 (Rectal 5-ASA), 35 (Oral 5-ASA) 

Heterogene1ty: Tau 2 = 0.91: Ch1 2 = 7.75. df = 2 (P = 0.02): 12 =74% 

Test for overall effect Z = 0.58 (P = 056) 

0.1 0.2 0 s 10 

Favour·s Oral 5 ASA F avours Rectal S-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Weight Odds Ratio 

M-H.Random,95% Cl 

333 % 4.99 [ 1 63, 15.25 l 

30.0 % 0.92 [ 0 24, 3.46 J 

36.7 % 0.68 [ 028. 1.69 J 

100.0 % 1.45 [ 0.41, 5.10 l 
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Analysis 3.4. Comparison 3 Rectal 5-ASA vs Oral 5-ASA, Outcome 4 Histologie Remission. 

Review Recta.1 S-am1nosal1cylic acid for 1nduction of rem1ss1on 1n ulce1-at1ve col1tis 

Companson 3 Rectal 5-ASA vs Oral 5-ASA 

Outcome: 4 H1stolog1c Remission 

Study or subgroup Rectal 5-ASA Oral 5-ASA 

n/N n/N 

G1onchetti 1998 18/29 5/29 

Prantera 2005 3139 6/40 

Total (95% CI) 68 69 
Totalevents: 21 (Rectal 5-ASA), 1 1 (Oral 5-ASA) 

Heterogeneity: Tau 2 = 3.48; Chi2 = 8.37, df = 1 (P = 0.004); 12 =88% 

Test for overall effect: Z = 0.49 (P = 0.63) 

Odds Ratio 

M-H.Random,95% Cl 

-----• 

0 1 0.2 0.5 10 

Favours Oral 5-ASA Favours Rectal ') ASA 

We1ght Odds Ratio 

M-H,Random.95% Cl 

511 % 7.85 [ 232. 26.63 l 

48.9 % 0.47 [ 0 1 1, 2.04 l 

100.0 % 1.98 [ 0.13, 31.23] 

Analysis 4.1. Comparison 4 Rectal 5-ASA vs Oral + Rectal 5-ASA, Outcome 1 Symptomatic lmprovement. 

Review: Rectal 5-aminosalicylic acid for induct1on of remission 1n ulceratrve col1t1s 

Comparison: 4 Rectal 5-ASA vs Oral + Rectal 5-ASA 

Outcome: 1 Symptomatic lmprovement 

Study or subgroup Rectal 5-ASA 

n/N 

Oral ' Rectal 5-ASA 

n/N 

Safdi 1997 11/18 

Total (95% CI) 18 
Total events: 1 1 (Rectal 5-ASA). 1 6 (Oral + Rectal 5-ASA) 

Heterogene1ty: not appl1cable 

Test for overall effect: Z = 1.26 (P ~ 0.21) 

16/20 

20 

Odds Ratio 

M-H,Random,95% Cl 

• 

0 1 02 OS 10 

Rectal 5 ASA +Oral Favours Rectal 5-ASA 

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

100.0 % 

100.0 % 

Odds Ratio 

M-H,Random,95% Cl 

0.39 [ 009, 1.67 l 

0.39 [ 0.09, 1.67 l 
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Analysis 5.1. Comparison 5 Rectal 5-ASA vs Rectal 4-ASA, Outcome 1 Symptomatic lmprovement. 

Review: Rectdl S-am1nosalicylic acid for 1nduction of rem1ss1on 1n ulccrative col1tis 

Companson 5 Rectal 5-ASA vs Rectal 4-ASA 

Outcome: 1 Symptomatic lmpmvemcnt 

Study or subgroup 

Camp1eri 1984 

Total (95% CI) 

Rectal 5-ASA 

n/N 

26/32 

32 
Total events 26 (Rectal 5-ASA), 24 (Rectal 4-ASA) 

Heterogene1ty: not applicable 

Test for overall effect: Z = 038 (P = 0.71) 

Rectal 1-/\S/\ 

n/N 

24/31 

31 

Odds Ratio 

M-H,Random.95% Cl 

• 

0.1 0 2 0.5 10 

f avours Rectal 4-ASA Favours Rectdl 5 ASA 

We1ght Odds Ratio 

M-H,Random,95% Cl 

100.0 % 1 .26 [ 0.37, 4.30 l 

100.0 % 1.26 [ 0.37' 4.30 l 

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

Review: Rectal 5-aminosalicylic acid for induct1on of rem1ssion 1n ulcerative colttis 

Comparison: 5 Rectal 5-ASA vs Rectal 4-ASA 

Outcome: 2 Endoscopic lmprovement 

Study or subgroup 

Camp1eri 1984 

Total (95% CI) 

Rectal 5-ASA 

n/N 

25/32 

32 
Total events: 25 (Rectal 5-ASA). 24 (Rectal 4-ASA) 

Heterogeneity: not applicable 

Test for overall effect: Z = 0.07 (P = 0.95) 

Rectal 4-ASA 

n/N 

24/31 

31 

Odds Ratio 

M-H,Random.95% Cl 

• 

0 1 0.2 0.5 10 

Favours Rectal S·ASA Favour·s Rectal 4-ASA 

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

100.0% 

100.0 % 

Odds Ratio 

M-H,Random.95% Cl 

1.04 [ 0.32. 3.42] 

1.04 [ 0.32, 3.42 l 
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Analysis 5.3. Comparison 5 Rectal 5-ASA vs Rectal 4-ASA, Outcome 3 Histologie lmprovement. 

Review: Rectal S-am1nosalicylic ac1d for 1nduction of rem1ssion 1n ulceral1ve col1t1s 

Companson: 5 Rectal 5-ASA vs Rectal 4-ASA 

Outcome. 3 Histologie lmprovement 

Study or subgroup 

Campien 1984 

Total (95% CI) 

Rectal 5-AS/\ 

n/N 

15/32 

32 
Totalevents: 15 (Rectal 5-ASA), 13 (Rectal 4-ASA) 

Heterogeneity: not applicable 

Test for overall effect: Z = 0.39 (P = 0.69) 

Rectal 4-ASA 

n/N 

13/31 

31 

Odds Ratio 

M-H.Random,95% Cl 

• 

0.1 0.2 OS 10 

Favours Rectdl 4 AS/\ Favours Rectal 5-ASA 

Weight 

100.0 % 

100.0 % 

Odds Ratio 

M-H,Random,95% Cl 

1.22 [ ü.45, 3.31 l 

1.22 [ 0.45, 3.31 ] 

Analysis 6.1. Comparison 6 Frequency of Rectal 5-ASA, Outcome 1 Symptomatic lmprovement Once daily 
vs more than one daily. 

Review Rectal 5-aminosalicylic ac1d for induct1on of remiss1on 1n ulcerat1ve colit1s 

Companson: 6 Frequency of Rectal 5-ASA 

Outcome: 1 Symptomat1c lmprovement Once daily vs more than one daily 

Study or subgroup 

Campien 1988 

Gionchetti 1997 

Total (95% CI) 

Once daily 

n/N 

18/20 

nn5 

45 

More than Once a day 

n/N 

17/19 

23/25 

44 
Totalevents: 40 (Once daily), 40 (More than Once a day) 

Heterogeneity: Tau 2 = 0 0: Ch12 = 0 13. df = 1 (P = 0 72): 12 =0.0% 

Test for overall effect: Z = OJ 1 (P = 0.76) 

Odds Ratio 

M-H.Random,95% Cl 

• 
• 

0 1 0) 01 10 

Favours Placebo Favours Rectal 5-ASA 

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

45.3 % 

54.7 % 

100.0 % 

Odds Ratio 

M-H,Random.95% Cl 

1.06 [ 013. 8.38 l 

0.64 [ 0. 10, 4 19 l 

0.80 [ 0.20, 3.23 l 
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Analysis 6.2. Comparison 6 Frequency of Rectal 5-ASA, Outcome 2 Endoscopic lmprovement once a day vs 
more than once a day. 

Review· Rectal S-am1nosalicylic ac1d for 1nduction of rem1ssion 1n ulcerJt1ve colit1s 

Companson· 6 Frcquency of Rectal 5-ASA 

Outcome 2 Endoscop1c lmprovement oncc a day vs morc than once a day 

Study or subgmup 

Andus 2008 

Campieri 1988 

Total (95% Cl) 

Once daily 

n/N 

172/201 

17/20 

221 

more than once a day 

n/N 

175/207 

17119 

226 
Totalevents: 189 (Once daily), 192 (more than once a day) 

Heterogeneity: Tau 2 = 0.0; Chi2 = 0.23, df = 1 (P = 0.63); 12 =0.0% 

Test for overall effect: Z = 017 (P = 0.87) 

Odds Ratio 

M-H,Random,95% Cl 

-----

0.1 02 0.5 10 

Favour·s Placebo Favours Rectal 5-ASA 

Weight Odds Ratio 

M-H,Random,95% Cl 

925 % 1.08 [ 0.63, 1.87 J 

75% 0.67 (0.10, 451 J 

100.0 % 1.05 [ 0.62, 1.77 l 

Analysis 6.3. Comparison 6 Frequency of Rectal 5-ASA, Outcome 3 Histologie lmprovement once a day vs 
more than once a day. 

Review: Rectal S-am1nosalicylic ac1d for induction of remission 1n ulcerative colitis 

Comparison: 6 Frequency of Rectal 5-ASA 

Outcome: 3 Histologie lmprovement once a day vs more than once a day 

Study or subgroup 

Andus 2008 

Campien 1988 

Total (95% CI) 

Once a day 

n/N 

121/201 

16/20 

221 

More than once a Day 

n/N 

114/207 

16/19 

226 
Totalevents: 1 37 (Once a day), 130 (More than once a Day) 

Heterogencity: Tau 2 = 0 O; Chi2 = 0.33, df ~ 1 (P = 057); 12 =O 0% 

fest for ovei-all effect: Z ~ 0.94 (P = 0.35) 

Odds Ratio 

M-H,Random,95% Cl 

-
0 1 0.7 0.5 10 

F dvour·s Placebo Favows Rertal 5-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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We1ght 

94.6 % 

54% 

100.0 % 

Odds Ratio 

M-H,Random,95% Cl 

1 .23 [ 0.83, 1.83 J 

0.75 [ 014, 3.90 J 

1.20 [ 0.82, 1.76 l 
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Analysis 6.4. Comparison 6 Frequency of Rectal 5-ASA, Outcome 4 Symptomatic Remission Once daily vs 
More than once a day. 

Review Rectal 5-aminosalicylic acid for 1nduct1on ot rem1ss1on 1n ulcerative col1tis 

Companson: 6 Frcquency of Rectal 5-ASA 

Outcome 4 Symptomat1c Remission Once daily vs More than once a day 

Study or subgroup Once a day More than once a day 

n/N n/N 

Andus 2008 171/201 182/207 

Campieri 1988 16/20 15/19 

G1onchetti 1997 21/25 19/25 

Total (95% CI) 246 251 
Totalevents: 208 (Once a day). 216 (More than once a day) 

Heterogene1ty: Tau 2 = 0.0: Chi2 = 0.99, df = 2 (P = 0.61 ). 12 =0.0% 

Test for overall effect: Z = 0.46 (P = 0.64) 

Odds Ratio 

M-H,Random,95% Cl 

-
0.1 0.2 0 s 10 

Favour s Placebo Favours Recta 5-ASA 

Weight Odds Ratio 

M-H.Random,95% Cl 

77.0 % 0.78 [ 0.44, 138 J 

104 % l .ü7 [ 0.23, 5.05 l 

12.6 % 1.66 [ 0.41, 6.78] 

100.0 % 0.89 [ 0.54, 1.47) 

Analysis 6.5. Comparison 6 Frequency of Rectal 5-ASA, Outcome 5 Endoscopic Remission once daily vs 
More than once a day. 

Review: Rectal S-aminosal1cylic acid for induct1on of rem1ss1on 1n ulcerdtive col1t1s 

Comparison: 6 Frequency of Rectal 5-ASA 

Outcome: 5 Endoscopic Remission once daily vs More than once a day 

Study or subgroup Once a day more than once a day 

n/N n/N 

Andus 2008 161/201 172/207 

Campien 1988 13/20 14/19 

Gionchetti 1997 20/25 18/25 

Total (95% CI) 246 251 
Totalevents. 194 (Once a day), 204 (more than oncc a day) 

Hcterogene1ty: Tau2 = 0.0: Chi2 = 0.96, df = 2 (P = 0.62). 12 -0.0% 

Test for overall effect: Z = 0.66 (P = 0.51) 

Odds Ratio 

M-H,Random.9 5% Cl 

-
0 1 0.2 0 s 10 

favours Placebo Favou1 s Rec~al 5-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
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Weight Odds Ratio 

M-H,Random,95% Cl 

78.1 % 0.82 [ 0.50, 1 35 ] 

10.4 % 0.66 [ 0.17, 2.62] 

11.4% 1.56 [ 0.42, 5.78 J 

100.0 % 0.86 [ 0.55, 1.34 1 
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Analysis 6.6. Comparison 6 Frequency of Rectal 5-ASA, Outcome 6 Histologie Remission. 

Review: P,ectr:tl S-am1nosal1cylic c1nd for 1nduct1on of rcm1ss1on iri ulccr at ivc col1t1s 

Comp<lnson 6 frequency of f\cctal 5-1\51\ 

Outcome 6 H1stolog1c Rem1o;,s1on 

Study or subgroup Once a day Tw1cc a day 

n/N nlN 

Camp1cri 19 88 9/20 12/19 

Gionchett1 1997 13/25 12/25 

Total (95% CI) 45 44 

Tot<ll evcnts: 22 (Once a day), 24 ( Tw1ce a day) 

Heterogcne1ty: Tau 2 ~ 0.03; Chi' - 1.08, df = (P = OJO); 12 -8% 

Test for overall effect: Z = 052 (I' = 0.61) 

Odds Ratio 

M-11,Random,95% Cl 

• 
• -

0 1 0.2 05 10 

~ d\IOL11 s Placebo Favour s Rectal 5-ASA 

13.3 % 

56 7 % 

100.0 % 

Odds Ratio 

M-HJ\andom,95% Cl 

048 [ 013, 172 J 

1. 17 [ 0.39, 356 J 

0.79 [ 0.33, 1.90 l 

Analysis 7.1. Comparison 7 Dose of 5-ASA, Outcome 1 Symptomatic lmprovement 5-ASA vs Placebo. 

Review Rectal 5-dm1nosalicylic acid for 1nduction of rem1ss1on 1n ulcerat1ve col1t1s 

Comp,mson· 7 Dose of 5-ASA 

Outcomc: 1 Symptomatic lmpmvement 5-ASA vs Placebo 

Study or subgmup 5-ASA Placebo 

n/N n/N 

1 0- 1 g 5-ASA vs Placebo 

Camp1en l 990a 26/32 6/15 

Camp1en 1991 b 23127 1/9 

Hanauer 1998 49/73 6/23 

Odds Ratio 

M-11,1\andom,95% Cl 

Subtotal (95% CI) 132 47 -
Total events: 98 (5-ASA), 1 6 (Pldccbo) 

Heterogenc1ty. Tau 2 = 0 O; Ch12 - 0.05, df ~ 2 (P = 0.98); 12 ~0.0% 

lest roi- overall effect / c 4.81 (P < 0.00001) 

2 > 1 g-2g 5-ASA vs Placebo 

C1mp1c1·1 l 990a 28/31 7/16 

Camp1m 1 990b 28/32 10/30 

c 1 () 2 () '1 10 

f Jv'O.Jrs Recta.1 5-ASA 

Rectal S~aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 O The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

We1ght 

6.9 % 

4.6 % 

11.2 % 

22.7% 

5 5 % 

7.6 % 

Odds Ratio 

M-H,Random,95% Cl 

6.50 [ 1.66, 25.38 l 

7.19 [ 133, 38.95 J 

5.78 [ 2.02, 16.55 l 

6.25 [ 2.96, 13.19] 

12.00 [ 255, 5637 l 

11.00 [ 3.84, 51.05 l 

( Cnntinued ... ) 
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Study or ::.uUgroup 5-ASA PlaccUo 

n/N n/N 

Cemp1en 199 1 c1 17/18 2/1 ·1 

Cimp1en 1 99 1 b 25/30 1/9 

Hanauer 1998 46/71 6/23 

Subtotal (95% CI) 182 92 
Totalevents: l '11 (5-ASA), 29 (Placebo) 

Hcterngene1ty fau 2 = 0.20: Ch1 2 = 539, df = 4 (P ~ 0.25): 12 -26% 

Test fo1· overall effect Z = 5.95 (P < 0.00001) 

3 > 2g-4g 5-ASA vs Placebo 

Camp1m 1991 b 25/29 3/9 

Hanauer 1998 55/73 7/21 

Moller 1978 15/16 l/14 

Palmer 1981 11117 2J23 

Sutherland l 987a 48/76 22177 

Subtotal (95% CI) 211 147 
Totalevents 154 (5-ASA). 37 (Placebo) 

Heterogene1ty: fau 2 = 0.27: Ch1 2 ~ 656. df = 4 (P = 0 16): 12 -39% 

lest for· overall effect / ~ 5.66 (P < 0.00001) 

Total (95% CI) 525 286 
Totalevents 396 (5-ASA). 82 (Placebo) 

l leterngene1ty· Tau 2 - 0.03: Ch1 2 ~ 12.91. df = 12 (P - 038): 1-' -7% 

Test for- overall effect Z = 1 0.73 (P < 0.00001) 

Odds Ratio 

M-H,Rrtndorn,95% Cl 

-

--lt-

-
-

0 1 0) 0 5 10 

r avours Placebo ~dVOUr'S kectal 5-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

2.1 % 

5.0% 

11.2% 

31.4 % 

43 % 

11.6 % 

2.3 % 

4.3 % 

23.4 % 

45.9 % 

100.0 % 

( ... Conunued) 

Odds Rdt10 

M-H,Random,95% Cl 

102.00 [ 8.28, 1257.1 5 l 

6.25 [ 1 23, l 1.84 l 

5,2 I [ 1 82, 14.90 l 

10.22 [ 4.75, 21.98] 

1250 [ 2.19, 71.36] 

742 [ 2.65, 20.76] 

55.00 [ 5.02, 602. 15 l 

19.25 [ 332. 111,75 l 

4.29 [ 2.17, 846] 

8.73 [ 4.12, 18.49] 

7.62 [ 5.26, 11.04 l 
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Analysis 7.2. Comparison 7 Dose of 5-ASA, Outcome 2 Endoscopic lmprovement 5-ASA vs Placebo. 

Review l\ectctl S-am1nosalicylic c1cicl for· 1nduct1on ot run1s':.1on 1n ulccr·dt1vc col1l1s 

Cmnpanson: 7 Dose of 5-ASA 

Outcome: 2 Endoscop1c lmprovement 5-ASA vs Placebo 

Study 01- subgroup 5-ASA Placebo 

n/N n/N 

1 0-1 g S-/\S/\ vs l'lacebo 

Camp1eri 1 990a 27132 6/ 15 

Camp1en 1991 b 20/27 219 

Subtotal (95% CI) 59 24 
Totalevents: 47 (5-AS/\). 8 (Placebo) 

Heterogencity: Tau2 ~ 0.0: Chi2 - 0 03. df = 1 (P ~ 0.86 ): 12 -0 0% 

Test for ovcrall effect: Z = 3.85 (P = 000012) 

2>1 g-2g 5-ASA vs Placebo 

Campiert l 990a 26/31 6/16 

Campten l 990b 25/32 7/30 

Camp1eri 1991.1 17/ 18 2/14 

Campim 1991 b 22130 3/9 

Subtotal (95% CI) 111 69 
Totalevents: 90 (5-ASA). 18 (Placebo) 

Heterogcne1ty: Tau 2 = 0.19: Ch1 2 ~ 388. df = 3 (P =- 0.27): 12 -233 

lest fOI- overall effect: Z - 5.42 (!' < 0_00001) 

3 > 2g-4g 5-ASA vs Placebo 

Campien 199 1 b 23/29 3/9 

Moller 1978 14/16 3/14 

Subtotal (95% CI) 45 23 
Totalevents: 37 (5-ASA). 6 (Placebo) 

Hctcrogene1ty: Tau' ~ 0.0: Ch1 2 = 0 86. df = 1 (P = 0.35): 12 -00% 

Test f01- overall effect: ! = 3.95 (P = 0.000080) 

Total (95% Cl) 215 116 
Totalevents: 174 (5-ASA). 32 (Placebo) 

Hetcrogene1ty: Tau 2 ~ 0.0. Chi2 - 4.97. df = 7 (P = 0.66): 12 =0.0% 

Test for overall effect: ! = 8.33 (P < 0.00001) 

Odds Ratio 

M-l l.IZandom.95% Cl 

-
-

-

-
-

0 1 02 05 IÜ 

1-avours Placebo f rlvou1 s Rectal 5 ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

Wcight 

15.7% 

9.7 % 

25.4% 

16.0% 

219 % 

4.9 % 

12.1 % 

55.0 % 

114% 

8.1 % 

19.5 % 

100.0 % 

Odds P-at10 

M-H,Randorn,95% Cl 

8.1 0 [ 1 98. 33.05 l 

10.00 [ 1 67. 60.00 l 

8.78 [ 2.90, 26.53 l 

8.6 7 [ 2.1 5. 34 90 l 

11.73 [ 357. 38.61 l 

102.00 [ 828. 1257.15 l 

550 [ 1.11. 2737] 

11.41 [ 4.73, 27.49] 

7.67 [ 1.47. 39.99 l 

25.67 [ 363. 181.44] 

12.68 [ 3.59, 44.78 l 

10.70 [ 6.12, 18.69] 

92 



Analysis 7.3. Comparison 7 Dose of 5-ASA, Outcome 3 Histologie lmprovement 5-ASA vs Placebo. 

Review Rectal S-am1nosal1cyl1c ac1d for 1nduction of rem1ss1on 1n ukcr dt1vc col1t1s 

Comp.1rison 7 Dose of 5-ASA 

Outcome 3 ~ l1stolog1c lmprovement 5-ASJ\ vs Pldcebo 

Study or subgroup 5-ASA fJlaccbo 

n/N n/N 

1 0- 1 g 5-ASA vs PL1ccbo 

Camp1en l 990a 23/32 5/15 

Camp1en 1991 b 17/27 1/9 

Subtotal (95% CI) 59 24 

Totalevents: 40 (5-ASA). 6 (Placebo) 

Heterogene1ty: Tau' = 0 0: Ch1 2 = 0.56, df = 1 (P = 0.45): 12 -0.0% 

Test for overall effect Z = 3.26 (P = 0.001 1) 

2 > 1 g-2g 5-ASA vs Placebo 

Camp1en l 990a 23/31 5116 

Camp1en l 990b 21/32 ·1/30 

Camp1eri 1991 a 15/18 1114 

Campier·i 1991 b 21/30 1/9 

Pokrotncrks 2000 26/54 18/57 

Subtotal (95% CI) 165 126 

Totalevents: 106 (5-ASA), 29 (Placebo) 

Heterogenerty: Tau' - 1 14: Chi2 = 13.27. df = 4 (P = 0.01 ): 12 -70% 

Test for overall effect Z = 3.63 (P = 0 00028) 

3 > 2g-4g 5-ASA vs Placebo 

Campreri 1991 b 

Palmer 1981 

Subtotal (95% CI) 
Totalevents: 29 (5-ASA). 4 (Placebo) 

22129 2/9 

7/17 2123 

46 32 

Heterogenerty: lau·' ~ 0.0: Chi' = 0.10, df ~ 1 (P = 0.75): 12 -0.0% 

Test for overall effect Z = 3.41 (P = 0.00058) 

Total (95% CI) 270 182 

Totalevents: 175 (5-ASA), 39 (Placebo) 

Heterogene1ty: Tau 2 - 0.47: Ch1 2 - 14 79. df = 8 (P = 0.06): 12 =46% 

Test for overall effect Z - 5.77 (1' < 0.00001) 

Odds Ratio 

M-H,Random,95% Cl 

-

-----------

-
-

0 1 0 2 0.1 10 

r a.vour·s Rectal )-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

We1ght 

13.4 % 

7.1 % 

20.4% 

133 % 

13.8 % 

6.4 % 

7.1 % 

19.8 % 

60.3 % 

95% 

9.8% 

19.3 % 

100.0 % 

Odds Ratio 

M-H,Random.95% Cl 

5.1 1 [ 136. 1 9 1 6 J 

13.60 [ 1 .48, 12531 J 

6.60 [ 2.12, 20.55 J 

633 [ 1.68, 23.88 l 

12.41 [ 34 5, 44 66 l 

65.00 [ 6.00, 703.67 J 

18 67 [ 2.03, 171.99 J 

2.ül [ 0 93. 436 J 

8.63 [ 2.70, 27.64] 

1 1.00 [ 1.84, 65.68 J 

7.35 [ 1.29, 41.98 l 

8.95 [ 2.57, 31.15 l 

7.60 [ 3.81, 15.15 J 
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Analysis 7.4. Comparison 7 Dose of 5-ASA, Outcome 4 Symptomatic Remission 5-ASA vs placebo. 

Review Rectal S-a.m1nosalicyl1c ac1d for 1nduct1on of remiss1on 1n ulccr,1t1vc colit1s 

Companson 7 Dose of 5-ASA 

Outcome 4 Symptornat1c Rem1ss1on 5-ASJ\ vs placebo 

Study or subgrnup 

1 0- 1 g 5-ASA vs Placebo 

C<lmp1en l 990a 

Camp1en 1991 b 

Hanauer 1998 

Subtotal (95% CI) 

5-AS/\ 

n/N 

22132 

17/27 

34173 

132 
Total cvcnts: 73 (5-ASA), 10 (Placebo) 

Placebo 

n/N 

6/15 

1/9 

3/23 

47 

Heterogene1ty Tau' 0.0; Chi' = 1.25, df = 2 (P = 0.53); 12 -0.0% 

fest for overall effect: Z = 3.81 (P = 0.00014) 

2 > 1 g-2g 5-/\SA vs Placebo 

Camp1cn l 990a 23/31 6/16 

Camp1en l 990b 18/32 2/30 

Camp1cn 1991 a 12118 1/14 

C amp1eri 1991 b 20/30 1/9 

Hanauer 1 S·98 35/71 3123 

Pokrotneiks 2000 35/54 23/57 

Williams 1987 11/14 1 /13 

Subtotal (95% CI) 250 162 
l'otal events 1 54 (5-ASA), 37 (Placebo) 

l lete1ogene1ty fau 2 ~ 0.47; Ch1 2 = 11.12. df = 6 (P = 0.08); I' _c46% 

Test for overall effect Z = 5.28 (P < 0.00001) 

3 > 2g-4g 5-ASA vs Placebo 

Camp1eri 1991 b 21/29 119 

Hanauer 1 S•98 32173 4/24 

Moller 197(3 13/16 2/14 

Subtotal (95% CI) 118 47 
Totalevents: 66 (5-ASA). 7 (Placebo) 

l leterogcne1ty Tau-' ~ 0 62, Chi2 = 3.56. df = 2 (P = 0.17); 12 =11% 

Test for overall effect Z 3.40 (P - 0.00068) 

Total (95% CI) 500 256 
lotal evcnts: 293 (5-ASA). 54 (Placebo) 

l lctcrogene1ty Jau 2 - 0.20; Chi2 = 16.39. df - 12 (P - 0.17); 1-' -27'% 

Test for ovei-all effect Z = 7.80 (P < 000001) 

Odds Ratio 

M-H.Random.95% Cl 

-----

---------

-

-

0 1 0) 05 '0 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

Wc1ght 

9.9 % 

4.2 % 

9.7 % 

23.8 % 

9.7 % 

7.2 % 

4.1 % 

4.2 % 

9.7 % 

17.4 % 

3.6 % 

55.8 % 

4.1 % 

11.1 % 

5.2 % 

20.4% 

100.0 % 

Odds Ratio 

M-HJZandom.95% Cl 

3.30 [ 0.92. 11.81 l 

1 3 60 [ 1 .48, 1 25.3 1 l 

5.81 [ 159. 21.28] 

5.13 [ 2.21, 11.91) 

4.79 [ 1.32. 17.46] 

18.00 [ 365. 88.76] 

26.00 [ 272, 24859 J 

16.00 [ 1 75. 146.31 l 

6.48 [ 1.77, 23.77] 

2.72 [ 1.26, 5.88 l 

44.00 [ 3.97, 488.19 l 

8.13 [ 3.73, 17.701 

21.00 [ 2.25. 195.82] 

390 [ 1 21. 12.56 l 

26.00 [ 369, 183.42] 

10.07 [ 2.66, 38.18 J 

6.98 [ 4.29, 11.38 1 
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Analysis 7.5. Comparison 7 Dose of 5-ASA, Outcome 5 Endoscopic Remission 5-ASA vs Placebo. 

f\cv1ew Rectal 5-aminosalicylic ac1d lor 1nduct1on of l"Cm1ss1on 1n ulccrdt1vc col1t1s 

Compcwison: 7 l)ose of 5-/\SA 

Outcome: 5 Endoscop1c Remission 5-ASA vs PL-tcebo 

Study rn- subgroup 5-/\SA Placebo OclJs Ratio 

n/N n/N M-11,Random,95% Cl 

1 0- 1 g 5-ASA vs Placebo 

Campieri 1 990a 19/32 3/15 

Carnpien 1 99 1 b 12/27 1/9 

Hanauer 1998 43/73 5/23 

Subtotal (95% CI) 132 47 -
lotal events: 74 (5-ASA), 9 (Placebo) 

Heterogene1ty: fau 2 = 0 0, Chi' = 0 04. df = 2 (P •= 0 98): 12 =00% 

Test for overall effcct: Z. = 4.12 (P = 0.000037) 

2 > 1 g-2g 5-ASA vs Placebo 

Camp1en 1 990a 17/31 4/16 

Camp1en l 990b 13/32 2130 

Camp1eri 1991 a 10/18 0/14 

Camp1eri 1991 b 13/30 1/9 

Hanaucr 1998 46171 6/23 

Pokrotne1ks 2000 26/54 17/57 --
Subtotal (95% CI) 236 149 -
Totalevents: 125 (5-/\SA), 30 (Placebo) 

Heterogene1ty: Tau 2 = 0.10: Chi2 = 6.09, df - 5 (P •= 0.30): I! -=18% 

Test for ovcrall effect: Z = 4 .69 (P < 0.00001) 

3 > 2g-4g 5-ASA vs Placebo 

Camp1eri 1991 b 15/29 0/9 

Hanaue1- 1998 48173 6/24 

Mollcr 1978 12/16 3/14 

Subtotal (95% CI) 118 47 -Totalevents: 75 (5-ASA), 9 (Placebo) 

Heterogene1ty Tau 2 = 0.0: Ch1 2 •= 0 90, df = 2 (P = 0.64): 12 =0.0% 

Test for overall effect: Z - 4.65 (P < 000001) 

Total (95% CI) 486 243 
Total cvcnts: 274 (5-ASA). ·18 (Placebo) 

Heterogeneity Tau 2 = 00: Ch12 - 8 86, df - 1 1 (P -- 0.63): 12 =0.0% 

lest for overall effect Z - 798 (P < 0.00001) 

0 1 02 Oo 10 

f-avour~ ~'l,uebo f ,-1 1,our s Rcct,LI ':J 1\S/\ 

Rectal S·aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

Weight Odds l-\at10 

M-1 l,Random,95% Cl 

7.1 % 5.85 [ 1 37. 24.89 J 

3.0% 6.40 [ 0 70. 5852] 

12.4 % 516[ 173, 15.42] 

22.S % 5.52 [ 2.45, 12.45 l 

8.4% 3 64 [ 0.96, 1 3.84 l 

5.8 % 9.58 [ 1 94, 47 38 l 

1.7 % 35.82 [ 1.86, 691.79 l 

3.1 % 6.1 2 [ 0.68, 55.25 l 

135 % 5.21 [ 182, 14.90 l 

245 % 2.18 [ 1.00, 4.76] 

56.9 % 4.22 [ 2.31, 7.69] 

1.7% 20.31 [ 108, 381 35] 

13.7 % 5.76 [ 203, 1634 J 

5.1 % 1 1.00 [ 200, 60.57 l 

20.S % 7.53 [ 3.21, 17.63] 

100.0 % 4.80 [ 3.27, 7.07] 

95 



Analysis 7.6. Comparison 7 Dose of 5-ASA, Outcome 6 Histologie Remission 5-ASA vs Placebo. 

l\cv1cw l\cctal 5-am1nosal1cylic dCld for 1nduct1on of rem1<,)1on 1n ulcert1l1ve col1tis 

Comparison: 7 Dose of 5-ASA 

Outcome: 6 H1:,tolog1c Remission 5-/\S/\ vs Pldccbo 

Study or subgmup 5-ASA Placebo Odds Ratro 

n/N n/N M-H.Random.95% Cl 

1 0- 1 g 5-ASA vs Placebo 

Camprerr l 990a 5/32 l/ 15 

Camprer-i 1991 b 10/27 0/9 

Hanauer 1998 31/73 3/23 

Subtotal (95% Cl) 132 47 -
Totalevents. ·16 (5-ASA). 4 (Placebo) 

Heterogenerty: Tau 2 - 00: Chi2 = 063. df ~ 2 (P = 0.73): 12 -0.0% 

Test for overall effcct: Z = 2.91 (P = 0.0036) 

2 > 1 g-2g 5-ASA vs Placebo 

Campieri l 990a 3/31 1/16 

Camprerr l 990b 9/32 1/30 

Campreri 199 1 a 9/18 0/14 

Campren 199 1 b 13/30 0/9 

Hanauer 1998 35/71 4123 

Subtotal (95% CI) 182 92 -
lotal events: 69 (5-ASI\). 6 (Placebo) 

Heterogenerty: Tau 2 = 0.0: Chr2 = 3.28, df = 4 (P - 0.51 ): 12 -0.0% 

lest for overall effect: Z = 4.08 (P ~ 0.000045) 

3 > 2g-4g 5-ASA vs Placebo 

Camp1en 1 991 b 12/29 0/9 

Hanaucr 1998 40/73 4/24 ----------
Subtotal (95% CI) 102 33 -
Totalevents: 52 (5-ASA). 4 (Placebo) 

Heterogeneity: Tau 2 = 0.0: Ch12 = 026. df - 1 (P = 0.61 ): 12 -00% 

Test for ovcrall effect: Z = 3.45 (P = 0.00056) 

Total (95% CI) 416 172 -
Totalevents. 167 (5-1\SI\). 11 (Placebo) 

Heterogenerty: Tau' ~ 0.0: Ch1 2 = 4.36. df ~ 9 (P = 0.89): 12 -00% 

lest for overall effect: Z - 6.07 (P < 0.00001) 

ü 1 02 OS ro 

~Jvou <; Pldrebo r avours Rccdl ':J-ASA 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 
Copyright© 201 0 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd. 

Werght Odds Ratio 

M-11.Random.95% Cl 

6.4% 259 [ 0 28, 2440 J 

37 % 1 1.40 [ 0.60, 216.71 l 

19.0% 4.92 [ 134, 18.04 l 

29.1 % 4.76 [ 1.66, 13.60 l 

58 % 1.61 [ 0 1 5, 1 6 83 l 

7.0% 1 1.35 [ 134. 96.18 l 

3.7 % 29.00 [ 1.50. 559.17] 

37% 14.66 [ 0 78, 274.80 l 

233 % 4.62 [ 1.43, 14.94] 

43.6% 5.98 [ 2.53, 14.11 l 

37 % 13.57 [ 072. 255.43 l 

235 % 6.06 [ 188. 19.49] 

27.3 % 6.77 [ 2.29, 20.04 l 

100.0 % 5.78 [ 3.28, 10.20 l 
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Analysis 7. 7. Comparison 7 Dose of 5-ASA, Outcome 7 Symptomatic lmprovement Comparison of Dose of 
5-ASA. 

kev1ew Rectal S-c1m1nosalicyl1c ac1d fo1- 1nduction of r-em1'::.s1on 1n uln:T,tt1vc col1t1s 

Comp,mson· 7 l)me of 5-ASA 

Outcome: 7 Symptoma.tic lmprovcmcnt Compa1-ison of Dose of 5-ASA 

Study or subgroup l_ow Dose 5-ASA 1 ligh Umc 5-ASA 

n/N 

1 g 5-ASA Vs 2g 5-ASA 

Camp1en 1991 b 23/27 

Hanaucr 1998 49/73 

Subtotal (95% CI) 100 
Total events: 72 (Low Dose 5-ASA), 35 (High Dose 5-ASA) 

Heterogene1ty: Tau1 = 0.0: Ch12 = 0, 10, df = 1 (P = 0.75): 12 =O 0% 

Test for overall cffcct: / ~ 033 (P = 0.74) 

2 2g 5-/\SA vs 4g 5-/\S/\ 

Camp1en 1991 b 13/ 15 

Camp1en 1993 102/I 17 

Hanaucr 1998 23/36 

Malchow 2002 93/133 

Subtotal (95% CI) 301 
Total events: 23 1 (Low Dose 5-ASA), 288 (High Dose 5-ASA) 

l leterogene1ty: Tau1 = 0.07: Ch1 2 = 4.21. df = 3 (P = 0.24): I' =29% 

Test for overall effect Z = 1 37 (P = 0. 17) 

n/N 

12/15 

23/35 

50 

25/29 

98/ 1 16 

55173 

1 1Oll33 

351 

Total (95% CI) 401 401 
Totalevents: 303 (1 ow Dose 5-ASA). 323 (l ligh Dose 5-ASA) 

Heterogene1ty. Tau2 = O.ü3: Ch1 2 = 5.67. df = 5 (P = 0.31): I·' = 12% 

Test for overall effect Z = 1 .28 (P = 0.20) 

Odds Ratio 

M-H,Random,95% Cl 

-----
----

----

0 1 0.2 0.5 10 

High Dose 5-ASA Low Uose 5- /\SA 

5.2 % 

17.7 % 

22.9 % 

4J % 

225 % 

173% 

330% 

77.1 % 

100.0 % 

Odds Ratio 

M-H,Random,95% Cl 

1 44 [ 0,28, 7.50 l 

1 .07 [ 045, 250 l 

1.13 [ 0.53, 2.42 l 

1 01 [ 0. 17, 6.45 l 

1 .25 [ 0 60, 2.62 l 

058 [ 0 24, 137] 

0.49 [ 027, 0.87] 

0.71 [ 0.43, 1.16 J 

0.78 [ 0.53, 1.14] 

Rectal 5-aminosalicylic acid for induction of remission in ulcerative colitis (Review) 97 
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Analysis 7.8. Comparison 7 Dose of 5-ASA, Outcome 8 Endoscopic lmprovement Comparison of Dose of 5-
ASA. 

Review Rect'11 S-rtm1nos,:i.lic1lic ac1d for 1nduct1on of rcm1'.:.s1on 1n ulcei-c1t1ve col1t1s 

C ompansoff 7 Dooe of 5-/\S/\ 

Outcomc 8 cndoscop1c lmprovement Companson of Dose of S-/\S/\ 

Study or subgrnup L ow Dose 5-AS/\ High Dose 5-ASA 

n/N 

1 g 5-ASA Vs 2g 5-/\S/\ 

Campicn 1 99 1 b 20/27 

Subtotal (95% CI) 27 
lotal events: 20 (Low Dose 5-ASA), 1 1 (l l1gh Dose 5-AS/\) 

Heterogene1ty. not applicable 

Test for overall effed: Z = 0 05 (P = 0.96) 

2 2g 5-AS/\ vs 4g 5-ASA 

Camp1en 1991 b 

Camp1en 1993 

Subtotal (95% CI) 

1 1 /15 

86/I 17 

132 

1otal evcnts: 97 (Low Dose 5-/\S/\). 109 (High Dose 5-ASA) 

l leterogene1ty: fau 2 - 0 0: Chi' ~ 0.14, df 1 (P = 0.71 ): 12 ~0.0% 

Test for overall cffect: Z = 0.27 (P '- 0.79) 

n/N 

11/15 

15 

23129 

861116 

145 

Total (95% CI) 159 160 
Total events: 1 17 (Low Dose 5-ASA). 120 (High Dose 5-ASA) 

Heterogene1ty: Tau 2 = 0.0: Ch1 2 = 0.1 6. df ,- 2 (P = 0.92): 12 -0.0% 

Test for ovcrall effed. Z = 0.23 (P - 0 82) 

Odds f\atio 

M-11,Random.95% Cl 

-

0' 02 05 10 

1-ligh dose l /\SA L ow Dose 5-ASA 

12.5% 

12.S % 

12.1 % 

75.3 % 

87.S % 

100.0 % 

Odds Ratio 

M-H,R.mdom,95% Cl 

1.04 [ 0 25. 4.35 l 

1.04 [ 0.25' 4.35 l 

0 72 [ 0.17, 3.07] 

0.97 [054, 1.74] 

0.93 [ 0.54, 1.60 l 

0.94 [ 0.57, 1.56] 
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Analysis 7.9. Comparison 7 Dose of 5-ASA, Outcome 9 Histologie lmprovement Comparison of Dose of 5-
ASA. 

Review· Rccta.1 S-am1nos,1l1cylic ,Kid fo1· 1nducl1on of rem1ss1on 1n ulcei-ativc col1t1s 

Companson: 7 Dose of 5-/\S/\ 

Outcomc 9 H1stolog1c lmpmvement Companson of [)osc of 5-ASA 

Study or subgroup 1 ow Dose 5-/\SA High Dose 5-/\S/\ 

n/N 

1 g S-ASA Vs 2g 5-ASA 

C1mp1eri 1991 b 17/27 

Subtotal (95% CI) 27 
Total evcnts: 17 (Low Dose 5-ASA), 10 (High Dose 5-ASA) 

Heterogene1ty not appltcable 

Test for overall effect: Z = 0.21 (P = 0.81) 

2 2g 5-ASA vs 4g 5-ASA 

Campten 1991 b 

Camp1eri 1 99 3 

Subtotal (95% CI) 

1 1/ 15 

72/117 

132 
Totalevents: 83 (Low Dose 5-ASA), 101 (High llosc 5-ASA) 

Heterogene1ty: lau' - 0.0; Ch12 - 0 04, df - 1 (P = 0.84); 12 -0.0% 

Test for overall effect: L = 1.05 (P = 030) 

Total (95% CI) 159 

total events: 100 (Low Dose 5-ASA), 1 1 1 (High Dose 5-ASA) 

1 letcrogeneity: Tau' - 0 0: Ch12 - 0.06, df ~ 2 (P = 0.97); 12 -o 0% 

lest for overall effect Z ~ 1.06 (P = 0 29) 

n/N 

10115 

15 

22/29 

791116 

145 

160 

Odds Ratio 

M-11,Random,95% Cl 

-
-

0.1 0) OS 10 

High Dose 5 ASA Low Dose 5 ASA 

12.6 % 

12.6% 

10.9 % 

761 % 

87.4 % 

100.0 % 

Odds Ratio 

M-H,Random,95% Cl 

0.85 [ 023, 3.21 J 

0.85 [ 0.23, 3.21 l 

0.88 [021, 3.64 J 

0.75 [ 041, 1.29 J 

0.76 [ 0.46, 1.27 l 

0.77 [ 0.48, 1.24 l 
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Analysis 7 .10. Comparison 7 Dose of 5-ASA, Outcome 10 Symptomatic Remission Comparison of Dose of 
5-ASA. 

H.eview Rectal S-aminosJlicyl1c ac1d for 1nduction of rcm1':is1on 1n ulcer-at1ve colifr, 

CompJnson 7 Dose of 5-ASA 

Outcome 10 Symptomat1c Remission Companson of Dose of 5-1\S/\ 

Study or subgroup Low Dose 5-ASA High Dose 5-ASA 

n/N 

1 g 5-ASA Vs 2g 5-ASA 

Cunp1en 1991 d 17/27 

Handuer 1998 34173 

Powell-Tuck 1986 7/12 

Subtotal (95% CI) 112 
fatal cvcnts. 58 (1 ow Dose 5-ASA). 31 (High Dose 5-ASA) 

Heterogene1ty Tau 2 ~ 00: Chi2 = 1.90. dl - 2 (P ~ 039), 12 =O 0% 

Test frn- overall effec\: Z = 0.26 (P = 0.79) 

2 2g 5-ASA vs 4g 5-ASA 

Camp1en 1991 b 10/15 

Camp1eri 1993 92/117 

1 lanaucr 1998 18/36 

Malchow 2002 721133 

Subtotal (95% CI) 301 
fatal events: 192 (Low Dose 5-ASA). 184 (High Dose 5-ASA) 

n/N 

10/15 

17/35 

4/ 13 

63 

21/29 

49/1 16 

32173 

821133 

351 

Heterogene1ty Tau 2 - 0 99: Ch1 2 = 26.35. df = 3 (P<0.00001) 12 =89% 

fest for overall effcd: Z ~ 0.6 7 (P = 0.50) 

Total (95% CI) 413 414 
lotal events: 250 (1 ow Dose 5-ASA). 215 (High Dose 5-ASA) 

1 lctcrogcnc1ty: Tau 2 = 0.66: Chi' = 2905. df = 6 (P = 0.00006); 12 ~79% 

fest for overall effect: Z = 0.87 (P = 0.39) 

Odds Rit10 

M-H.Random.95% Cl 

-
----

-----

-
0.1 0.2 O.S 10 

High Dose 5 ASA Low Dose 5-AS/\ 

Weight Odds F\atio 

M-11,Random,95% Cl 

11.7% 0.85 [ 023. 3.21 J 

15.8% 0.92 [ 041 . 2.ü7 J 

9.6 % 3.15 [ 061. 1 6. 31 J 

37.0 % 1.09 [ 0.58, 2.06 l 

11.5% 0.76 [ 020. 2.93 J 

17.5% 5.03 [ 2 83, 8.95 J 

15.8 % 1.28 [ 0.58. 2.85 J 

18.1 % 073 [ 045. 1.20 J 

63.0 % 1.43 [ 0.50, 4.13 l 

100.0 % 1.37 [ 0.67, 2.78] 
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Analysis 7 .1 1. Comparison 7 Dose of 5-ASA, Outcome 11 Endoscopic Remission Comparison of Dose of 5-
ASA. 

Review Rectal S-,tm1no::.dlicylic dc1d for 1nduct1on of 1·cm1ss1on 1n ulccrat1vc colit1s 

Companson 7 Dme ol 5-ASA 

Outcome: 1 1 ! ndoscop1c Remission Comp,u-ison of Dose of 5-AS/\ 

Study or subgroup Low Dose 5-ASA High Dose 5-ASA 

n/N 

1 g 5-/\S/\ Vs 2g 5-ASA 

Camp1eri 1991 b l 7J27 

1 lanauer 1998 43173 

Powell-Tuck 1986 9/12 

Subtotal (95% CI) 112 
Totalevents 64 (low Dose 5-ASA), 35 (High Dose 5-ASA) 

fleterogeneity: 1au2 = 0 12: Chi' ~ 2.59, df ~ 2 (I' = 0.27): 12 -23% 

Test for overall effecl: Z - 0.32 (P = 0.75) 

2 2g 5-AS/\ vs 4g 5-ASA 

Camp1m 1991 b 7/15 

Camp1en 1993 71/117 

Hanauer 1998 23/36 

Malchow 2002 37/133 

Subtotal (95% CI) 301 
Totdl events: 138 (Low Dose 5-ASA), 145 (High Dose 5-ASA) 

Heterogeneity: Tau 2 - OJ I, Ch1 2 - 10.42, df '' 3 (1' = 0.02): 12 =71 % 

Test for overall effect: Z = 0.63 (P ~ 0.53) 

Total (95% CI) 413 
Totalevents: 202 (Low Dose 5-ASA), 180 (l ligh Dose 5-ASA) 

Heterogene1ty: Tau 2 '' 0.22: Ch1 2 - 13.51, df = 6 (P = 0.04): 12 ' 56% 

Test for overall effect: I - 0 84 (P = 0.40) 

n/N 

6/15 

23/35 

6/ 13 

63 

15/29 

4211 16 

48/73 

40/ l 33 

351 

414 

Odds Ratio 

M-H,Random,95% Cl 

-

-
--------------
--

0.1 02 0) 10 

High Dose 5 ASA Low Dose ':J-ASA 

We1ght Odds Ratio 

M-H,Random,95% Cl 

9.7 % 1.20 [ 0 33, 4.32] 

155 % 0.75 [ 032, 1.73] 

6.4 % 3.50 [ 064, 19.19] 

31.6 % 1.14 [ 0.52, 2.48] 

10.0 % 0.82 [ 0 23, 2.85 l 

21.4% 2 72 [ 1 60, 4.62] 

15.6 % 0.92 [040, 2.12] 

21.4% 0.90 [ 0.53, 1.52 J 

68.4 % 1.24 [ 0.64, 2.42 l 

100.0 % 1.23 [ 0.76, 2.01 l 
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Analysis 7.12. Comparison 7 Dose of 5-ASA, Outcome 12 Histologie Remission Comparison of Dose of 5-
ASA. 

Review Rcctal 5-dm1nosdlicyl1c dCld for 1nduct1on of rcm1ss1on 1n ulcc1-(1t1vc col1t1'.> 

Companson: 7 Dose of 5-ASA 

Outcome· 12 f l1stolog1c f:Zem1ssion Comparison of Dose of 5-ASA 

Study or subg.-oup Low Dose 5-AS/\ High Dose 5-1\S/\ 

n/N 

1 g 5-ASA Vs 2g 5-ASA 

Campim 1 991 b 10/27 

Hanauer 1998 31/73 

Powell- fuck 1986 9/12 

Subtotal (95% CI) 112 
Totalevents: SO (Low Dose 5-ASA). 27 (High Dose 5-ASA) 

Heterogene1ty Tau 2 - 0.58; Chi2 = 4.89, df c 2 (P ~ 0.09); 12 -59% 

Test for- overall effect: Z = 0.53 (P ~ 0.60) 

2 2g 5-ASA vs 4g 5-ASA 

Camp1cri 1991 b 7/1 s 

Camp1eri 1993 47/117 

Hanauer 1998 18/36 

Malchow 2002 5 l /133 

Subtotal (95% CI) 301 
Total evcnts: 123 (1 ow Dose 5-ASA), 139 (1 ligh Dose 5-ASA) 

Heterogene1ty: Tau 2 ~ 0 19; Ch1 2 = 7.54, df = l (P = 0.06); 12 =60% 

Test for overall effect: Z = 0 46 (P = 0.65) 

Total (95% Cl) 413 
Totalevents: 173 (Low Dose 5-1\SA), 166 (High Dose 5-1\S/\) 

l-letc.-ogcne1ty: Tau 2 = 0. 18; Chi2 = 12.44, df -c 6 (P = 0 05); 12 -52% 

Test for overall effcct: L - 0.63 (P = 0.53) 

n/N 

6/ I s 

17135 

4113 

63 

12/29 

28/116 

40173 

59/ 133 

351 

414 

Odds Rot10 

M-l IJ\andom,95% Cl 

----

---------------
-

ü 1 0 J OS 10 

f f1gh Dose ':J-/\S/\ Lo.v Dose 5-ASA 

Wcight Odds R.at10 

M-H,l-\andorn,95% Cl 

9.0 % 088 r 024_ 3.22 J 

15.9 % 0 78 [ 035, 1 76] 

5.7 % 6.75 [ 1 16, 39.20 l 

30.5 % 1.36 [ 0.44, 4.16] 

9.4 % 1.24 [ 0 35, 4 35 l 

21.1 % 211 [ 1 20, 171 l 

16.0 % 0.83 [ 037, 1 84] 

22.9% 0.78 [ 0 48, 1 27] 

69.5 % 1.14 [ 0.65, 1.99] 

100.0 % 1.16 [ 0.73, 1.84 l 
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Analysis 8.1. Comparison 8 Drug formulation, Outcome 1 Symptomatic lmprovement 5-ASA foam vs 
Enema. 

Review Recta.1 S-aminosal1cylic a.c1d for- 1nduct1on of 1·em1ss1on 1r1 ulcc1-,-lt1vc colit1s 

Companson 8 IJrug formulat1on 

Outcome 1 Symptomat1c lmprovement 5-/\S/\ foa.m vs Enem,1 

Study or subgroup 5-ASA Enem.1 5-/\S/\ 1 o.im Odds Ratio Weight Odds RJtio 

n/N n/N M-H,Random,95% Cl M-H.Random,95% Cl 

81ancone 2007 22122 17/20 6 7 % 9.00 [ 044, 185 96 J 

Camp1en 1993 93/I 10 1071123 --------- 330% 0.82 [ 039, 1.71 J 

G1onchett1 1999 46/50 37/53 238 % 4.97 [ 153, 16.15 J 

Malchow 2002 1 10/133 93/ 133 - 364 % 2.06 [ 1 15, 3.68 J 

Total (95% CI) 315 329 - 100.0 % 2.07 [ 0.88, 4.84 l 
Totalevents 271 (5-ASA Enema). 254 (5-/\S/\ 1 oam) 

Heterogene1ty: Tau 2 = 0.43: Ch1 2 = 8 56. df ~ 3 (P - 0 04): 12 ~65% 

Test fo1· overall effect:? = 1.67 (P ~ 0.095) 

0 1 ()) 05 10 

~avour-s FoarTI 

Analysis 8.2. Comparison 8 Drug formulation, Outcome 2 Endoscopic lmprovement 5-ASA Foam vs 
Enema. 

f\ev1ew Rectal 5-aminosalicylic a.c1d for- 1nduct1on of rem1ss1on 1n ulcerat1ve col1t1s 

Companson 8 Drug formulation 

Outcome: 2 Endoscop1c lmprovement 5-ASA ~oam vs f ncma 

Study or subgroup 

Camp1en 1993 

G1onchctti 1 999 

Total (95% CI) 

5-ASA lcncma 

n/N 

80/110 

43/50 

160 
lotal cvcnts: 123 (5-ASA Enema). 128 (5-/\S/\ 1 oam) 

5-ASA Foam 

n/N 

92/123 

36/53 

176 

f leterogcne1ty lau2 - 0.52; Ch12 ~ 4 02. df - 1 (P - 0.01); I' - 75% 

Test for overall effcct Z "0.70 (P - OAB) 

Odds Ratio 

M-H,Random.95% Cl --------

0 1 0 2 0 s 10 

f-,tvOl,'S E:'1C'll\J 
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Weight Odds Ratio 

M-H,Random.95% Cl 

56.0 % 0.90 [ 050, 1.61 J 

44.0 % 2.90 [ 1 08, 7.77 l 

100.0 % 1.51 [ 0.48, 4.71 l 
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Analysis 8.3. Comparison 8 Drug formulation, Outcome 3 Histologie lmprovement 5-ASA Foam vs Enema. 

f\cv1cw: Rectal S-am1nosc1l1cylic ,1cid fo1- 1nduction of 1·cmiss1on 1n ulcc1·,it1ve colit1:, 

Companson: 8 Drug formuLttion 

Outcome 3 H1stolog1c lmprovemcnt 5-ASA roam vs tncma 

Study 01· subgroup 

Camp1en 199 3 

G1onchett1 1999 

Total (95% CI) 

5-ASA Fncma 

n/N 

73/123 

30/53 

176 

5-ASA F oam 

n/N 

78/1 10 

32150 

160 
Totalevents: 103 (5-ASA Enema). 1 10 (5-ASA r oam) 

Heterogeneity: Teu 2 = 0.0; Ch12 = 0.17, df = 1 (P - 0.68); 12 
c 0.0% 

Test for overall effect: ? ~ 1.95 (P = 0.051) 

Odds Ratio 

M-HKnidom,95% Cl 

---------
0 1 0 l OS 10 

r avour s Enema 

We1ght Odds Ratio 

M-11,Random.95% Cl 

67.8 % 0.60 [ 035, 1.03 J 

32.2 % 073 [ 033, 1.62] 

100.0 % 0.64 [ 0.41, 1.00 l 

Analysis 8.4. Comparison 8 Drug formulation, Outcome 4 Symptomatic Remission 5-ASA Foam vs Enema. 

Review: Recta.1 S-am1nosalicyl1c acid for induction of remiss1on in ulcerative col1t1s 

Companson: 8 Drug forrnulation 

Outcome 4 Symptomatic Remission 5-ASA Foam vs E:_nema 

Study or subgroup 5-ASA Foam 5-ASA 1 ncma 

n/N n/N 

Ard1zzone 1999 55/97 74/98 

Camp1en 199 3 90/123 51 II 10 

Cortot 2008 126/191 126/184 

G1onchetti 1999 29/53 37/50 

Malchow 2002 721133 821133 

Total (95% CI) 597 575 
Totalevents. 372 (5-ASA Foam), 370 (5-ASA tncma) 

1 lctcrogeneity: fau 2 - 0.51; Chi2 ~ 2979, df - 4 (P<0.00001 ); 11 ~87% 

lest for ovc1·all cffcct: ! ' 050 (P ~ 0.62) 

Odds Ratio 

M-H.Rmdom,95% Cl 

-
0 1 0) OS 10 

ravours fo;1m 
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We1ght Odds Ratio 

M-H.Random.95% Cl 

19.8 % 042 [023. 0.78 J 

204 % 3.16 [ 1.83, 545 J 

21.5 % 0.89 [ 058, 1 37 l 

17.1 % 042 [ 0.18, 0.98 J 

21.0% 0.73 [ 0 45, 1.20 l 

100.0 % 0.84 [ 0.43, 1.66 l 
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Analysis 8.5. Comparison 8 Drug formulation, Outcome 5 Endoscopic Remission 5-ASA Enema vs 5-ASA 
Foam. 

Review Rect1I S-am1nosal1cyl1c ac1d for 1nduct1on or rem1ss1on 111 ulcc1-at1ve col1t1c, 

Outcome 5 tndoscopic Remission 5-ASA cnem<J vs 5-ASA loam 

Study or· subgroup 5-AS/\ F oam 5-AS/\ Enema 

n/N n/N 

Ard1nonc 1999 51/97 67198 

Campiert 1993 64/123 49/110 

Cortot 2008 121/191 130/184 

G1onchett1 1999 22/53 25150 

Malchow 2002 37/ 133 401133 

Total (95% Cl) 597 575 
Total cvents: 295 (5-1\S/\ Foam), 31 1 (5-AS/\ Enema) 

l lcterogene1ty Tau·' - 0.05, Ch1 2 ~ 6 67. df = 4 (P - 0 1 S): 12 ~40% 

Test for overall effect: Z - 1.31 (P = 0.19) 

Odds l\at10 

M-11,Random,95% Cl 

--
0 1 0 2 O.S 10 

1-avour '.> Fnema Favours 1-onm 

Weight Odds Ratio 

M-H,Random,95% Cl 

18.7 % 051 [ 0.29, 0.92] 

21.7 % 135 [081 226] 

26.1 % 072 [0.47, 1.11 J 

125% 0.71 [ 0.33, ISS] 

21.0% 0.90 l 053. 152] 

100.0 % 0.81 [ 0.59, 1.11 l 

Analysis 8.6. Comparison 8 Drug formulation, Outcome 6 Histologie Remission 5-ASA Enema vs 5-ASA 
Foam. 

Review Rectal S-am1nosalicyl1C ac1d for 1nduct1on of rem1ssion 1n ulccrative col1t1s 

Companson 8 Drug for·mulat1on 

Outcome: 6 Histologie Remission 5-ASA Enema vs 5-ASA 1-oam 

Study or- subgroup 

Camp1en 1993 

G1onchctt1 1999 

Malchow 2002 

Total (95% CI) 

5-ASA Foam 

n/N 

421123 

12/53 

511133 

309 
Total evcnts 105 (5-1\S/\ f oam), 104 (5-ASA lncma) 

S-ASA f nema 

n/N 

3311 10 

12150 

59/133 

293 

Heterogene1ty: 1.w2 0.0, Chi2 - 1 36, df ~ 2 (P = 051 ): 12 --0.0% 

Te;t fo1~ ovffell clfcct / - 0 34 (P - 0 7'1) 

Odds Ratio 

M-H.Random,95% Cl 

-----

------
0 1 [) 2 115 10 

~,JVCJU' S f llC''ld ~dvour~ Fodn1 
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Weight Odds Ratio 

M-H,Random,95% Cl 

379 % 1 .2 1 [ 0 70, 2. 1 0 l 

138 % 0.9 l [ 0.37, 2.31 l 

48.3 % 0.78 [ 0.48, 1.27 l 

100.0 % 0.94 [ 0.67' 1.33 l 
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Analysis 8.7. Comparison 8 Drug formulation, Outcome 7 Symptomatic lmprovement 5-ASA enema vs 
Suppository. 

Review: Rcctdl 5-dminosalicylic ac1d for 1nduct1on of rcm1ss1on 1n ulcerat1ve col1t1s 

Compcmson: 8 Drug fo1-muldtion 

Outcome: 7 Symptomat1c lmprovement 5-ASA cncma vs Suppos1tor·y 

Study or· subgroup lncma Odds f\at10 

n/N 

Suppositor·y 

n/N M-HJ1xed,95% Cl 

Camp1en 1988 18/20 

Total (95% CI) 20 
Total events. 18 (Enema), 17 (Suppos1tor·y) 

! lctcrogcncity: not applicable 

Test for· over·all effect Z = 0.48 (P ~ 0 63) 

17/20 • 
20 

0 1 0 2 0.5 'Ü 

f-dvour s tr-ecttrnent f .JVOUI ~ Lüntr oi 

Weight Odds f\at10 

M-f-IJ1xed,95% Cl 

100.0 % 159 [ 0.24, 10.70 l 

100.0 % 1.59 [ 0.24, 10.70 l 

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

Review: Rectdl 5-aminosalicylic acid for 1nduction of rcm1ss1on 1n ulcerat1ve colit1s 

Companson: 8 Drug formulat1on 

Outcome. 8 Endoscop1c lmprovement 5-ASA E.nemd vsSuppos1tory 

Study or subgroup [nema 

n/N 

Camp1err 1988 17/30 

Total (95% CI) 30 
Totalevents: 17 (Enema), 17 (Supposrtor·y) 

Heterogenerty not Jpplicable 

lest for ovcrall cffcct: I = 2.25 (P = 0.025) 

Supposrtory 

n/N 

17/ 19 

19 
• 

Odds Ratio 

M-11.fixcd,95% Cl 

0 1 0.2 0.5 10 

f-dvous toritrul 
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Weight 

100.0 % 

100.0% 

Odds Ratio 

M-1 IJrxcd,95% Cl 

0.15 [ 003, 079] 

0.15 [ 0.03, 0.79] 
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Analysis 8.9. Comparison 8 Drug formulation, Outcome 9 Histological lmprovement 5-ASA enema vs 
Suppository. 

Review Rectal 5 ,1m1nosalicylic ac1d for 1nduction of rem1ssion 1n ulccrat1vc colit1s 

Comp,u-ison 8 Drug for-mulat1on 

Outcomc· 9 H1stolog1cal lmpmvement S-ASA cncma vs Suppos1tory 

Study or· subgmup [ncma 

n/N 

Camprer-i 1988 16/20 

Total (95% CI) 20 
Totalevents: 16 (rnema), 16 (Suppository) 

Heterogenerty not applicable 

Test for overall cffcct. Z = 0.34 (P = 0.73) 

Supposrtor·y 

n/N 

16/ 19 

19 

Odds f\atio 

M-H,Fixcd,95% Cl 

• 

0 1 02 0.\ 10 

Favour ~ tr eatment f-dvours control 

We1ght Odds Ratro 

M-Hfixed,95% Cl 

100.0 % 0.75 [ 0 14, 3.90 l 

100.0 % 0.75 [ 0.14, 3.901 

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

Review Rectdl 5-aminosalicylic acid for induction of rcmiss1on 1n ulcerat1vc colitis 

Comparison: 8 Drug formulatron 

Outcome. 10 Symptomat1c !\cmission 5-J\SA encma vs Suppos1tory 

Study or subgroup f nema 

n/N 

Camprerr 1988 16/20 

Total (95% Cl) 20 
Total events: 16 (l nema). 15 (Supposrtory) 

Heterogenerty not applicable 

Test for· overall effect: / ~ 0.08 (P ~ 0.94) 

Supposrtory 

n/N 

15/ l 9 

19 

Odds Ratio 

M-H.Frxed,95% Cl 

• 

0.1 0.2 0.5 10 

F avours treatment Fdvours contrnl 
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100.0 % 

100.0 % 

Odds Ratio 

M-H.Frxed,95% Cl 

1.07 [ 0 23. 5.05 l 

1.07 [ 0.23, 5.05 l 
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Analysis 8.1 1. Comparison 8 Drug formulation, Outcome 1 1 Endoscopic Remission 5-ASA enema vs 
Suppository. 

Review: Rectal S-am1nos<1.licylic ac1d for 1nduct1on of rem1ss1on 1n ulcerc1.t1ve colit1s 

Compdnson· 8 Drug formulat1on 

Outcomc 1 1 Endoscop1c f:Zcmiss1on 5-ASA enema vs Supposrtory 

Study or subgroup Enema 

n/N 

Camp1en 1988 13/20 

Total (95% CI) 20 
Total events: 13 (Enema), 14 (Suppository) 

Heterogene1ty: not applicable 

Test for overall effect: L = 059 (P = 0.56) 

Suppositor-y 

n/N 

14/ 19 

19 

Odds Ratio 

M-11,Fixed,95% Cl 

• 

0 1 02 OS 10 

Favour·s tr'eatment Favours control 

Weight Odds Ratio 

M-H,Fixed,95% Cl 

100.0 % 0.66 [ 0 17, 2.62] 

100.0 % 0.66 [ 0.17, 2.62) 

Analysis 8.12. Comparison 8 Drug formulation, Outcome 12 Histologie Remission 5-ASA enema vs 
Suppository. 

Review: Rectal S-aminosal1cylic acid for 1nduct1on of rem1ss1on in ulcerat1ve colit1s 

Comparison: 8 Drug formulat1on 

Outcome· 12 l l1stologic Remission 5-ASA enema vs Suppository 

Study or subgroup Enema 

n/N 

Camp1eri 1988 9120 

Total (95% CI) 20 

Totalevents: 9 (Enema). 12 (Suppository) 

Heterogene1ty: not applicablc 

Test for overall effect: Z = 1. 13 (P = 0.26) 

Suppos1tory 

n/N 

12119 

19 

Odds Ratio 

M-HFixed,95% Cl 

• 

0 1 Q) 05 10 

F c1vou1 s tr·eatment f dVOUrS contrnl 
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Weight 

100.0 % 

100.0 % 

Odds Ratio 

M-H,Fixed,95% Cl 

0.48 [ 0 13, 1.72] 

0.48 [ 0.13, 1.72) 
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