
episode in 70-80% of patients with steroid-re-
sistant ulcerative colitis1,2 and avoids emer-
gency colectomy. However, 19% to 36% of
patients may fail to respond to cyclosporine1,2

and serious toxicity has been reported, main-
ly due to infectious problems3, with high rates
of relapsed discontinuation.

Up to now the efficacy of Infliximab, an
anti-TNF-α chimerical monoclonal antibody,
for the treatment of ulcerative colitis, has not
been assessed in a controlled fashion. The
first and only double blind placebo controlled
trial was sponsored by an industry and was
interrupt because of slow accrual after enrol-
ment of 8 Infliximab patients receiving either
5, 10, 20 mg/kg IV and 3 placebo patients4.
Preliminary data from open studies suggest a
benefit of Infliximab therapy in patients with
steroid-refractory ulcerative colitis although
some conflicting results are reported proba-
bly owing to differences among groups of pa-
tients5-8. 

In this study we report the clinical outcome
of 13 patients with severe steroid-refractory
ulcerative colitis treated with Infliximab and
the results of long term follow-up.

Methods

An open study has been carried out on 13
patients9, ranging from 12 to 62 years of age,
admitted to S. Camillo Hospital in Rome (No
= 7) or to Mauriziano Hospital in Torino (No
= 6) with severe ulcerative colitis refractory
to intravenous corticosteroid therapy (methyl
prednisolone 60 mg daily) performed for sev-
en or more days. The severity of disease was
established according to the Truelove and
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Abstract. – Conventional treatment op-
tions for patients with severe steroid-refractory
ulcerative colitis (UC) include intravenous cy-
closporine, which is frequently burdened by tox-
icity, or colectomy. Preliminary data suggest a
benefit of anti-tumor necrosis factor alpha
(Infliximab) therapy in patients with steroid re-
fractory UC. Thirteen patients with severe UC,
refractory to therapy with methyl-prednisolone,
60 mg IV daily were treated with a single intra-
venous infusion of Infliximab 5 mg/kg. Ten out
of 13 patients (77%) had a clinical response to
therapy defined by a CAI ≤ 10 on two consecu-
tive days. Two patients (15%) underwent total
colectomy because of clinical worsening; one
patient refused surgery and was lost to follow-
up. Infusion with Infliximab produced no signifi-
cant adverse events. The mean time of follow-up
was 25.6 months (range 17-24); in this period of
time 8 out of 10 patients (80%) maintained clini-
cal remission and were able to discontinue corti-
costeroids therapy.

Infliximab appears to be an effective agent for
inducing long standing remission in refractory
patients with severe UC.
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Introduction

Approximately 15% patients with ulcera-
tive colitis have a severe attack requiring hos-
pital admission at some time during their ill-
ness. Lack of response to intravenous corti-
costeroid therapy accounts for about 30-40%
of severe attacks of ulcerative colitis and re-
quires cyclosporine administration1 or colec-
tomy. Continuous intravenous infusion of cy-
closporine induces a remission of the acute
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Witts classification. Abdominal complications
were roule out by plain abdominal X-ray film
and disease activity was evaluated by flexible
proctosigmoidoscopy. A chest x-ray was ob-
tained to exclude respiratory tract infections.
All patients received a single intravenous in-
fusion of Infliximab at a dose of 5 mg/kg; four
patients who responded to the first infusion
received a second infusion of Infliximab, af-
ter 2 weeks due to the severity of endoscopi-
cal lesions. Clinical activity was assessed by
means of a Clinical Activity Index (CAI) for
the evaluation of patients with Ulcerative
Colitis1; the patients were included if the CAI
score was > 10.

All concomitant medications were contin-
ued and oral food intake was permitted at the
discretion of the gastroenterologist. Patients
whose condition worsened or whose CAI
score did not fall below 10 for two consecutive
days, within 7 days after infusion of Infliximab,
were considered to have no response to treat-
ment and underwent colectomy.

After hospital dismission  all patients were
followed with serial clinical evaluation at 6,
12 and 24 months and clinical activity was
evaluated using CAI.

Results

Ten of the 13 patients (77%) had a clini-
cal response to therapy as defined by a CAI

≤ 10 on two consecutive days; nine patients
(69%) showed a dramatic clinical improve-
ment after the first 48-72 hours, one of ten
responded after 6 days (Figure 1). Two pa-
tients (15%) underwent total colectomy
within 3 days because of clinical worsening;
one patient, with no evidence of clinical re-
sponse after 7 days, refused surgery and
was lost to follow-up. Four patients who re-
sponded to the first infusion were retreated
after 2 weeks. Nine out of 10 patients
(90%) who reached remission were dis-
charged on immune modifier treatment
with Azathioprine or 6-MP alone or in
combination with sulfasalazine or 5-acetyl-
salycilate.

All patients who responded to treatment
(10/13) were followed and 80% (8/10) main-
tained remission off steroids at a mean of
25.6 months (range, 17-24 months). One pa-
tient, on treatment with azathioprine 2
mg/kg of body weight, relapsed after 17
months and underwent elective colectomy;
1 patient, on treatment with azathioprine
and sulfasalazine, relapsed after 5 and 20
months requiring steroids in this last occa-
sion, for 8 wks, with good clinical outcome
(Figure 2). 

As a whole 77% of patients with severe re-
fractory colitis treated with a single infusion
of Infliximab 5 mg/kg, repeated in few cases a
second time, avoided colectomy. In these pa-
tients Infliximab acted as a “bridge therapy”
to immunomodifiers and, after 24 months,
62% of patients were still on remission with-
out steroids.
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Figure 1. CAI: individual values before (0), 3 and 7
days after single infusion of Infliximab 5 mg/kg iv
(Kohn A et al., 2001)9.
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Figure 2. Mean values (SD) of the CAI in the 10 pa-
tients who responded to Infliximab during acute phase
(7 days) and follow-up period of 24 months. �% of pa-
tients treated with Infliximab 5 mg/kg, in remission not
requiring steroids.

C
A

I

%



References

1) LICHTIGER S, PRESENT DH, KORNBLUTH A, et al.
Cyclosporine in severe ulcerative colitis refractory
to steroid therapy. N Engl J Med 1994; 330:
1841-1845.

2) D’HAENS G, LEMMENS L, GEBOES K, et al. Intra-
venous Cyclosporine versus intravenous corticos-
teroids as single therapy for severe attacks of ul-
cerative colitis. Gastroenterology 2001; 120:
1323-1329.

3) SANDBORN WJ. A critical review of cyclosporine
therapy in inflammatory bowel disease. Inflamm
Bowel Dis 1995; 1: 48-63.

4) SANDS BE, TREMAINE WJ, SANDBORN WJ, et al.
Infliximab in the treatment of severe, steroid- re-
fractory ulcerative colitis: a pilot study. Inflamm
Bowel Dis 2001; 7: 89-93.

5) GORNET JM, COUVE S, HASSANI Z, et al. Infliximab for
refractory ulcerative colitis or indeterminate coli-
tis: an open-label multicentre study. Aliment
Pharmacol Ther 2003; 18: 175-181. 

6) PROBERT CS, HEARING SD, SCHREIBER S, et al.
Infliximab in moderately severe glucocorticoid re-
sistant ulcerative colitis: a randomised controlled
trial. Gut 2003; 52: 998-1002. 

7) CHEY WY. Infliximab for patients with refractory ul-
cerative colitis. Inflamm Bowel Dis 2001; 7 (Suppl
1): S30-S33. 

8) KASER A, MAIRINGER T, VOGEL W, TILG H. Infliximab in
severe steroid-refractory ulcerative colitis: a pilot
study. Wien Klin Wochenschr 2001; 113: 930-933.

9) KOHN A, PRANTERA C, PERA A, et al. Anti-tumour
necrosis factor alpha (infliximab) in the treatment
of severe ulcerative colitis: result of an open study
on 13 patients. Dig Liver Dis 2002; 34: 626-630.

237

Infliximab in the treatment of severe ulcerative colitis: a follow-up study


