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Abstract. – INTRODUCTION: Acute severe
exacerbations of Ulcerative Colitis (UC) repre-
sent a medical emergency in children and
adults. Intravenous steroids remain the first
line therapy for this condition, although the
steroid refractoriness is common. Second-line
therapy, based on the infliximab or thiopurines
should be started if no response to corticos-
teroids is noted. The use of infliximab in chil-
dren with acute severe UC, nevertheless, does
not avoid the colectomy in all cases.

METHODS: We present a case of severe acute
UC in a paediatric patient successfully treated
with thalidomide following the failed treatment
with infliximab and a review of the literature.

CONCLUSIONS: This is the first case of a pa-
tient presenting with acute severe UC who was
treated with thalidomide, with favorable evolu-
tion. In our case the use of this drug was able
to avoid the colectomy that represent the con-
ventional but very invasive recommended ther-
apeutic option of this condition. Therefore,
thalidomide may be considered as rescue ther-
apy in selected and carefully monitored cases
of acute severe CU.
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Introduction

Acute severe exacerbations of Ulcerative Coli-
tis (UC) represent a medical emergency in chil-
dren and adults1. Intravenous steroids remain the
first line therapy for this condition1. Nevertheless,
steroid refractoriness is common, making early
recognition of acute severe exacerbation impor-
tant, so that appropriate medical and, if necessary,
surgical treatment can be provided in a timely
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kind to minimize morbidity1. Second-line therapy,
based on the infliximab or thiopurines should be
started if no response to corticosteroids is noted1.
The use of infliximab in children with acute se-
vere UC, nevertheless, does not avoid the colecto-
my in all cases. We report a case in which thalido-
mide was used as rescue medical third therapy in
a patient who failed infliximab therapy for acute
severe UC.

Case Report
A 12.5-year-old adolescent female presented

with a seven-day history of more than ten large
volume bloody diarrhea per day. She experiences
also colicky abdominal pain, vomiting, worsening
fatigue and weight loss (about 2.5 kg since the
symptoms onset). She was, therefore, admitted for
a suspected onset of an inflammatory bowel dis-
ease (IBD). Her initial bloodwork showed reduced
level of hemoglobin, raised inflammatory markers
(CRP, ESR and platelets) and fecal calprotectin
and positive pANCA. Stool cultures and stool test
for Clostridium difficile toxins A and B were all
negative. Abdominal radiography excluded
colonic dilatation and silent perforation.

Transabdominal ultrasound showed an in-
creased bowel wall thickness (small bowel and
colon) with associated lymphatic hyperplasia.

For the suspected IBD the patient underwent
upper and lower GI endoscopy. Endoscopic find-
ings revealed ulcers and erythema in the stom-
ach, erythema in the duodenum, pseudopolyps in
the colon and stenosis in the ileo-cecal valve, that
impeded the intubation of the terminal ileum.
Histological features were according to an acute
colonic inflammation and to a chronic gastritis,
without abnormalities suggesting Crohn’s Dis-
ease (CD) or UC. The ultrasound findings, the
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blood and stool examinations and the involve-
ment of the upper gastrointestinal tract led us to
conclude that she was affected by a subtype of
IBD suggesting the CD and, therefore, she start-
ed mesalazine (50 mg/kg), oral prednisolone (2
mg/kg) and azathioprine (2 mg/kg) that deter-
mined some beneficial effects (increased weight,
reduced volume and blood in the stool). The pa-
tient was discharged although nocturnal diarrhea
and hematochezia persisted. Two weeks later, at
the first follow up after the discharge, she pre-
sented with patent bloody diarrhea. Then the pa-
tient was ever readmitted two days later due to
the severe re-exacerbation of the symptoms, with
bowel movement frequency >12/day, bloody di-
arrhea, colicky abdominal pain, vomiting and
weight loss. Intravenous prednisolone and
metronidazole were started without beneficial ef-
fects on the symptoms. The abdominal radi-
ograph showed a paucity of bowel gas in all the
colon. Upper and lower endoscopy were repeat-
ed. Upper endoscopy revealed only a mild gastric
erythema. The colonscopy showed diffuse and
continuous mucosal inflammation involving the
rectum, without terminal ileum involvement. Mu-
cosa was easy bleeding when touched by endo-
scope and it showed loss of vascular pattern and
diffuse small superficial ulcers (Figure 1A). His-
tology of the colon specimen confirmed acute
UC with inflammation of the mucosa and crypt
abscesses throughout. Magnetic resonance imag-
ing and capsule endoscopy were also performed,
but did not show features suggesting for CD. As
a result of all the above findings, we started in-
fliximab therapy at 5 mg/kg, after we had sus-
pended azathioprine. The PUCAI index was 65.
Since the first infusion, although the bowel
movement frequency decreased, she was still
having six to seven bowel movements per day
with more than 50% of stools that were bloody.
The PUCAI index dropped at 50. Based on this
partial response, we scheduled the further inflix-
imab infusions at higher dose (10 mg/kg), one
and two weeks later. The patient experienced at
the third infliximab infusion an anaphylactic re-
action, that required the infusion’s suspension.

Meanwhile her symptoms deteriorated and she
was passing liquid blood-stained stools ten times
per day. On examination, she was distressed,
apyrexial and appeared anemic. Parenteral nutri-
tion by a central venous catheter was started;
within a few days, her hemoglobin dropped and
she required transfusion. The PUCAI index in-
creased at 65.

After a frank discussion with the parents and
the patient about the available options, represent-
ed by the colectomy and by the unconventional
medical therapy by thalidomide or basiliximab,
both used in previous cases of UC refractory to
conventional therapy, they decided to try medical
therapy once more before deciding for the colec-
tomy. The previous treatment by infliximab, led
us to choice the thalidomide in this patients.
Therefore, patient and family were fully in-
formed about the potential side effects of this
therapy (teratogenicity, peripheral neuropathy,
drowsiness and rash). A written consent to the
treatment was obtained from the parents. Thus,
the patient was enrolled in the program of the
Italian Ministry for Health for the control of the
use of the thalidomide. A detailed neurologic ex-
amination including responses to vibration and
pin-prick tendon reflexes and nerve conduction
studies (electromyography) were performed be-
fore starting thalidomide. A baseline complete
evaluation of the coagulation assessment was al-
so performed. Thalidomide was started at
50mg/day and continued at 50 and 100 mg every
other day. The patient’s symptoms resolved at
this dosage, with initial improvement of abdomi-
nal pain and diarrhea between 1 and 2 weeks and
complete remission of the symptom at 1 months
of the therapy. The last colonscopy (Figure 1B)
reveales maintained vascular pattern without mu-
cosal inflammation and scar tissue in ascending
colon and cecum. Histological findings resulted
according to a quiescent UC. The PUCAI when
she was submitted to the second colonscopy was
5. Therefore, we decreased the dosage of thalido-
mide at 50 mg/day. At the current time, nine
months after starting thalidomide, the patient is
asymptomatic, has 2-3 regular bowel move-
ments/day, without blood or mucus. He denies
abdominal pain, nausea, and vomiting and com-
plaint of neuropathy. Her weight increased by 9
kg. Laboratory test shows normal inflammatory
activity (CRP, ESR, calprotectin, platelet and he-
moglobin within the normal range). The patient
was continuously monitored since the discharge
by clinical and biochemical evaluations per-
formed every week during the first three months
and every month up to the last follow up.

Discussion

Thalidomide has re-emerged as an anti-inflam-
matory and immunosuppressive drug. The effects

1691

Thalidomide as rescue therapy for acute severe ulcerative colitis



1692

A. Diamanti, D. Knafelz, F. Panetta, P. De Angelis, M. Candusso, F. Bracci, B. Papadatou, et al.

of thalidomide relate, in part, to the down-regula-
tion of TNF-α, and the inhibition of
angiogenesis2. It also inhibits NFκB activity, and
suppresses IL-123,4. This drug has been used
mainly in CD5. Only a previous Italian survey6

reported the use of this drug in UC patients. In
this study Lazzerini et al found that 5 out of the 9
UC patients enrolled, affected by mild-moderate
activity and not responder to steroids, thyopurine
and infliximab, achieved the remission by
thalidomide. In this survey, nevertheless, patients
with severe fulminant disease in imminent need
of surgery were excluded.

Therefore, this is the first reported case of us-
ing thalidomide as rescue medical therapy from
the surgery due to the failure of infliximab ther-
apy. The patient responded with rapid clinical
improvement over 4 weeks and she did not re-
lapse after 6 months since the thalidomide start-
ing. Acute severe UC may represent a relevant
medical emergency at pediatric age, and intra-
venous corticosteroids represent the first line
therapy for it1. The steroid refractoriness rate in
acute severe UC is 34%7,8. For pediatric patients
failing intravenous corticosteroids a second line
therapy should be approached before indicate
the surgery. In this cases, indeed, the use of ei-
ther calcineurin inhibitors or infliximab (if an
adequate previous trial of thiopurine failed) is
recommended, as second line therapy1. Howev-
er, the failed response to infliximab therapy, as
seen in our case, is not rare in children and ado-
lescents: although the colectomy, indeed, de-
clined since the use of infliximab, the short-
term and 1-year colectomy rates after infliximab

therapy seem to be 9% and 19% respectively9.
Patients positive to pANCA, as in our case,
seem to be at risk of a suboptimal response to
infliximab, according to that reported in
adults10. If the second line therapy fails, sequen-
tial therapy (calcineurin inhibitor following in-
fliximab or viceversa) is not recommended.
Therefore, in our patient we had two options:
the conventional surgery or the attempt of un-
conventional medical therapy, as strongly re-
quired by parents and patient, who refused the
colectomy. In literature basiliximab and thalido-
mide have been reported in the cases of severe
UC refractory to other conventional therapies.
The successful use of basiliximab has been re-
ported in 4 children poorly responsive to com-
bined therapy with intravenous steroids and cal-
cineurin inhibitors, but not previously treated
with infliximab11. Thus, we decided to begin the
thalidomide according to the previously report-
ed Italian survey, in which the use of thalido-
mide followed that of infliximab, with continu-
ous clinical and biochemical monitoring over
the time. The patient did not show any side ef-
fects of thalidomide until now and she is con-
tinuing at 50 mg/day. We have scheduled a fur-
ther colonscopy at one year and the suspension
of the thalidomide at 18-24 months since the
beginning of this treatment, in absence of clini-
cal and histological relapse of the disease, that
will require the surgery. The maintenance ther-
apy will be modulated on the results of the fur-
ther endoscopic and histologic examinations
and it may be based on mesalazine alone or
mesalazine associated with azathioprine.

Figure 1. A, Active ulcerative colitis. There is active chronic on inflammation with crypt abscesses and early crypt rupture.
Crypt epithelium is attenuated with goblet cell depletion. HE, 10x. B, Resolved ulcerative colitis with no evidence of previous
damage. The goblet cell population is recovering. Mild oedema of the lamina propria. HE, 10x.
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Conclusions

To our knowledge, this is the first case report
of a patient presenting with acute and severe UC
who was treated with thalidomide, with favorable
evolution. In our patient the use of this drug was
able to avoid the colectomy that represents the
conventional but very invasive recommended1

therapeutic option of this condition. Therefore,
thalidomide may be considered as rescue therapy
in selected and carefully monitored cases of se-
vere acute UC.
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