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                        LETTERS TO THE EDITOR    

Severe colitis while responding to ipilimumab in metastatic 
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  To the Editor, 

 Ipilimumab is a monoclonal antibody that specifi cally 
blocks the inhibitory signal of cytotoxic T lymphocyte 
antigen 4 (CTLA-4) which results in T cell activation, 
proliferation and lymphocyte infi ltration into tumors, 
leading to tumor cell death. Two phase 3 trials in 
patients with advanced melanoma showed an improve-
ment of overall survival. The fi rst trial showed that 
ipilimumab, with or without a gp100 peptide vaccine, 
as compared to gp100 alone, improved overall sur-
vival in patients with previously treated metastatic 
melanoma [1]. The second trial showed that ipili-
mumab in combination with dacarbazine, as com-
pared to dacarbazine plus placebo, improved overall 
survival in patients with previously untreated meta-
static melanoma [2]. Adverse reactions of ipilimumab 
were most commonly the results of an increased or 
excessive immune activity. Most of these adverse 
events, including grade 3 and 4 toxicity, resolve fol-
lowing initiation of appropriate medical therapy or 
withdrawal of ipilimumab. The most common side 
effects (affecting more than 10% of patients) are 
related to skin (rash, pruritus), gastrointestinal (diar-
rhea, nausea, vomiting and abdominal pain) and gen-
eral (fatigue, decreased appetite) side effects [3]. We 
report a case of severe colitis caused by treatment 
with ipilimumab for which a colectomy was ultimately 
indicated. The patient fully recovered and showed a 
clinical and radiological response to ipilimumab.   

 Case report 

 A 59-year-old female patient was referred to our 
hospital because of metastatic melanoma progressive 

under treatment with dacarbazine. Her medical 
history included an osteomyelitis of the leg with a 
brain abscess, a mastectomy because of ductal carci-
noma in situ (DCIS), a transurethral resection (TUR) 
because of superfi cial bladder cancer and a nodular 
melanoma (Breslow ’ s depth 8 mm, Clark level 5) on 
the back for which wide excision and axillary lymph 
node dissection was performed in July 2008. A few 
months before she received three courses dacarba-
zine because melanoma metastasis in the liver and a 
portocaval lymph node were diagnosed. After three 
courses computed tomography (CT) evaluation 
showed progression of the liver metastasis. We started 
treatment with ipilimumab 3mg/kg every three weeks 
in the named patient program in which a total of four 
courses were planned. A few days after the fourth 
course, she was admitted to the hospital because of 
grade 3 diarrhea. No pathogenic microorganisms 
were cultured from her feces. Colonoscopy showed 
a pancolitis. A biopsy showed infi ltration with eosino-
philic granulocytes and plasma cells in the lamina 
propria with cryptitis with neurophilic granulocytes; 
this was suggestive of an ipilimumab-induced colitis. 
We treated her with prednisone intravenously and 
mesalazine and she recovered in a couple of days. 
However, after two days the diarrhea started again 
and did not react to prednisone treatment anymore. 
We gave her an infusion of 5 mg/kg infl iximab and 
she recovered. CT evaluation showed progression of 
the target and non-target lesions. After two and a half 
weeks the diarrhea started again. Again no patho-
genic microorganisms were cultured from her feces 
and  Clostridium diffi cile  toxine was negative. We 
treated her with 5 mg/kg infl iximab an additional two 
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times. However, this was complicated by a necrotic 
fasciitis of her arm, probably evoked by a phlebitis. 
Since the diarrhea continued and the endoscopic 
infl ammatory lesions did not show any sign of 
improvement and were not suggestive for pseudomem-
branous colitis, we fi nally decided to perform a 
colectomy, since she also had developed a sincere 
complication of the immunosuppressive therapy. 
(Figure 1). A laparoscopic assisted subtotal procto-
colectomy was performed with an ileostomy. 
Histopathology showed a severe mucosal colitis met 
with loss of crypts, ulcerative infl ammation, cryptab-
scesses and pseudomembranes. She fully recovered 
afterwards within one month and restored to good 
clinical condition (WHO 0). CT evaluation two 
months after ipilimumab treatment showed decrease 
of both target and non-target lesions and no new 
lesions (according to RECIST 1.1). After fi ve months 
we saw a further decrease of one target lesion with 
stable other lesions on CT evaluation.    

 Discussion 

 We describe a case of severe colitis induced by 
ipilimumab for metastatic melanoma, for which 
ultimately a colectomy had to be performed. Although 
diarrhea and colitis are both known immune related 
gastrointestinal events [31 – 46% (any grade) after a 
median of seven weeks of treatment], a colectomy is 
almost never necessary to resolve colitis [4]. 

 Based on the specifi c guidelines, treatment of 
mild diarrhea is symptomatic, with loperamide, 
rehydration and electrolyte substitution. For grade 2 
gastro-intestinal immune-related adverse effects 
(irAEs), ipilimumab is suspended and budesonide, a 
locally acting corticosteroid with low bioavailability 
after oral administration, or 1 mg/kg prednisone 

should be started. Patients with severe diarrhea or 
colitis (grade  �    3) require high-dose steroids (e.g. 
methylprednisolone or dexamethasone) or, in case of 
no improvement after a week, infl iximab, and 
additionally ipilimumab is permanently withheld. 
Refractory cases of colitis, like our case, may require 
ileostomy or colectomy. Treatment of gastro-intestinal 
irAEs according to specifi c guidelines is effective in 
reducing the occurrence of serious complications, 
such as perforation or colectomy, and results in 90% 
resolution of grade 3 or 4 events [5,6]. 

 Our patient had a delayed tumor response on 
ipilimumab. The patterns of tumor response to ipili-
mumab differ from those observed with cytotoxic 
chemotherapeutic agents, since patients may have a 
delayed but yet durable response and can obtain 
long-term survival from the immunotherapy despite 
an initial tumor growth [7]. 

 Several trials have reported a possible correlation 
between grade 3 and 4 irAEs and clinical effi cacy of 
ipilimumab, suggesting that tumor regression is asso-
ciated with the development of autoimmunity [8 – 10]. 
However, clinical benefi t can still be seen also in 
patients who do not develop irAEs [9]. Nevertheless, 
the association between antitumor effect and autoim-
mune phenomena needs to be assessed in large pro-
spective studies. Our case is an example of a specifi c 
pattern of tumor response to ipilimumab despite a 
life-threatening immune-related adverse effect.    

   Declaration of interest:   The authors report no 
confl icts of interest. The authors alone are respon-
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  To the Editor, 

 In number 2 in 2011, Acta Oncologica published 
several papers from the Nordic Cancer Rehabilitation 
Symposium. In that issue, Helle Ploug Hansen and 
co-workers stressed that the effects of a support-
intervention as measured by quantitative question-
naires cannot be properly interpreted without taking 
into account parameters such as human interaction, 
the organization or the staff, i.e. parameters not 
formalized in the intervention program [1]. 

 We agree and would like to discuss the necessity 
of including existential aspects in the evaluation of 
support programs for breast cancer women, as this 
is seldom done in a systematic way, despite the fact 
that most of the cancer patients go through an 
existential crisis [2 – 5]. Our arguments are based on 
our own current experience of randomized breast 
cancer women ́ s experiences of a support program. 

 Despite substantial improvements as regards sur-
vival prospects, a breast cancer diagnosis still exerts 
a signifi cant impact on quality of life (QoL) due to 
uncertainty and strong negative emotions. In order to 
support these women, different support programs 
have been tested, with psychological, psychosocial 
and/or physical focus [6 – 9]. Even internet support 
groups have been studied [10]. Generally, the 
emotional impact has been evaluated with validated 

instruments such as HAD (Hospital Anxiety and 
Depression Scale), Beck scale (a depression inven-
tory) or STAI (State and Trait Anxiety inventory). The 
psychosocial effects and the general effects on QoL 
have been evaluated with instruments such as the 
EORTC QLQ-30, POMS (Profi le of Mood State) or 
FACT/FACIT (The Functional Assessment of Can-
cer Therapy) with variable outcomes [6 – 9]. Recent 
meta analyses and systemic reviews have indicated 
methodological weaknesses in many studies [6 – 9]. 

 However, evaluations rarely include existential or 
spiritual aspects, as they are seldom a part of the 
commonly used QoL questionnaires, despite the fact 
that existential crisis greatly contribute the patients’   
suffering [2 – 5]. 

 In many evaluations, the participants are encour-
aged to provide spontaneous comments on the 
intervention, besides the validated instruments, but 
these responses are seldom used in a systematic way 
for improvement of the intervention, as open-ended 
responses are more cumbersome to summarize.   

 Our own experience 

 As a part of a randomized one-week long psycho-
educational rehabilitation study, which was supple-
mented with relaxation, massage, qi-gong and art 


