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Introduction
Ischemic Colitis (IC) is a clinical entity that includes all secondary lesions due to circulatory 

anoxia of the wall of the colon and/or rectum. This complication may occur in connection with 
the use of many drugs. Rare forms were described in combination with chemotherapy are rather 
secondary to neutropenia than to chemotherapy itself. Ischemic colitis induced by Erlotinib use 
is an exceptional form. We describe in this report a case of ischemic colitis during treatment with 
Erlotinib.

Case Presentation
A 60 years old woman, with no history of smoking or particular digestive problems is followed for 

an initially metastatic lung adenocarcinoma. All conducted investigations confirmed the diagnosis 
of non small cells lung adenocarcinoma without activating mutations Epidermal Growth Factor 
(EGFR), Anaplastic Lymphoma Kinase (ALK) os Ras) and showed lymphangitis carcinomatosis, a 
metabolically active pleural and pericardial effusion as well as multiple bone metastasis.

The patient received successively following therapeutic lines

A first protocol by Carboplatin-Paclitaxel-Bevacizuamb showing after four cycles a partial 
response at the price of persistent peripheral neuropathy grade 2 of CTCAE.

Maintenance by Bevacizumab with progressive disease in bones and lungs after 8 cycles.

Pemetrexed as second line with stable disease for 13 cycles.

After disease progression Erlotinib has been started. One week after the patient was admitted to 
hospital for abdominal pain; mucoid-bloody diarrhea and fever. On admission a diffuse abdominal 
tenderness was noted. Laboratory tests were normal (amylase, lipase, liver function tests, and lactate). 
Toxins clostridium difficile were negative. Abdominal CT scan showed a consistent appearance 
with colitis (Figure 1, 2). Colonoscopy showed ischemic colitis (Figure 3) aspect confirmed by 
histological examination of biopsies. Therapeutic management consisted in stopping Erlotinib, 
intravenous hydration and analgesics. The evolution was rapidly favorable with amendment of the 
digestive symptoms after few days and almost completes healing of colonic lesions in the control 
colonoscopy performed after three weeks. Chemotherapy was continued by Vinorelbine and no 
recurrence of colitis was detected.

Discussion
There are three forms of Ischemic Colitis (IC) depending on the extent of tissue necrosis: 

non gangrenous transient and reversible acute IC (65%); acute gangrenous IC which includes 
irreversible damages and can lead to perforation (20%); IC stenosed which has a more pronounced 
necrosis leading to fibrosis (15%) [1]. The ICs are often multifactorial and two mechanisms of 
ischemic lesions are described: obstructive and hemodynamic. The most common mechanisms 
are hemodynamic non obstructive due to decreased blood flow. Physiopathological causes can be 
multiple (hypovolemic cardiac or septic shock, dehydration, drugs, cocaine, and prolonged physical 
effort). Less frequently, obstructive mechanisms are described with acute or chronic perturbation 
of macro or microcirculation [2]. The gastrointestinal toxicity of cancer drugs has long been known 
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Abstract

Ischemic Colitis (IC) is a clinical entity that includes all secondary lesions due to circulatory anoxia of the wall 
of the colon and/or rectum. This complication may occur in connection with the use of many drugs. Rare forms 
were described in combination with chemotherapy are rather secondary to neutropenia than to chemotherapy 
itself. Ischemic colitis induced by Erlotinib use is an exceptional form. We describe in this report a case of 
ischemic colitis during treatment with Erlotinib.
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and can take various forms. Several antimitotic agents have been 
implicated in development of IC. The clinical presentation and the 
pathophysiology of recent cancer drugs induced IC do not necessarily 
obeys to the classical neutropenic mechanism. Taxans induced 
pseudomembranous colitis have been described [3,4]. Description 
of colitis induced by other commonly used cytotoxic agents include 
reports of cases caused by vinorelbine [5], capecitabine [6] rituximab 
[7]. Colitis secondary to cancer immunotherapy have been described 
with sometimes severe forms resistant to steroids [8,9]. However an 
IC induced by Erlotinib remains exceptional and was only reported 
in some case-reports. [10,11] The pathophysiologic mechanism 
of this IC is not well known and not be related to direct toxicity of 
this molecule on the gastrointestinal mucosa as is assumed for the 
all diarrhea induced by erlotinib. Diarrhea can be a major cause of 
treatment discontinuation and of decreased drug efficacy because 
it represents a dose limiting toxic event. The pathophysiological 
mechanism of diarrhea induced by targeted therapies remains 
unclear [12]. EGFR is frequently overexpressed in gastrointestinal 
normal mucosa. There is evidence that EGFR is a negative regulator 
of chloride secretion [13]. EGFR inhibitors could, therefore, increase 
chloride secretion and thereby inducing secretory diarrhea. No 
correlation was observed between plasmatic exposure and diarrhea, 
whereas frequency of diarrhea is known to be dose-related [14]. These 
results suggest direct damage from erlotinib. In a phase II trial, 1 case 
out of 41 patients with vulval squamous cell carcinoma treated by 
Erlotinib developed IC [11].

Treatment of the patient is dictated by the severity of the ischemia. 
The absence of colonic gangrene or perforation, supportive care is 
appropriate (bowel rest, intravenous fluids, Empiric broad-spectrum 
antibiotics…). Approximately 20% of patients with ischemic colitis 
will require surgery because of peritonitis or clinical deterioration 
despite conservative management.  Despite resection, the mortality 
rates exceed 50% in those with infracted bowel [15]. This highlights the 
need of collaboration with other medical specialties (e.g. surgeon) in 
order to avoid an unnecessary and possible lethal surgical procedure.

Figure 1: Coronal CT scan aspect of circumferential colorectal thickening 
with mucosa taking contrast and submucosal edema giving an aspect of 
target and infiltration of the adjacent fat.

Figure 2: Sagittal CT scan aspect of circumferential colorectal thickening 
with mucosa taking contrast and submucosal edema giving an aspect of 
target and infiltration of the adjacent fat.

Figure 3: Endoscopic aspect of ischemic colitis with petechial hemorrhages, 
edematous and fragile mucosa, segmental erythema, scattered erosion and 
sharply defined segment of involvement.
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Conclusion
Given the increasingly frequent use of chemotherapeutic agents 

capable of causing colitis, clinicians and oncologists should be 
knowledgeable of this complex condition and its various pathogeneses, 
risk factors, and prognoses to enhance patient care.

References

1. Marston A, Pheils MT, Thomas L, Morson BC. Ischaemic colitis. Gut. 1966; 
7: 1-15.

2. Toursarkissian B, Thompson RW. Ischemic colitis. Surg Clin North Am. 1997; 
77: 461-470.

3. Ibrahim NK, Sahin AA, Dubrow RA, Lynch PM, Boehnke -Michaud L, Valero 
V, et al. Colitis associated with docetaxel-based chemotherapy in patients 
with metastatic breast cancer. Lancet. 2000; 355: 281-283.

4. Kaur H, Loyer EM, David CL, Sawaf H, DuBrow RA, Ibrahim NK. Radiologic 
findings in taxane induced colitis. Eur J Radiol. 2008; 66: 75-78.

5. Olithselvan A, Gorard DA. Vinorelbine and ischaemic colitis. Clin Oncol (R 
Coll Radiol). 2003; 15: 166-167.

6. Alexandrescu DT, Dutcher JP, Wiernik PH. Capecitabine-induced pancolitis. 
Int J Colorectal Dis. 2007; 22: 455.

7. Ardelean DS, Gonska T, Wires S, Cutz E, Griffiths, Harvey E, et al. Severe 
ulcerative colitis after rituximab therapy. Pediatrics. 2010; 126: e 243-246.

8. Pagès C, Gornet JM, Monsel G, Allez M, Bertheau P, Bagot M, et al. 
Ipilimumab-induced acute severe colitis treated by infliximab. Melanoma Res. 
2013; 23: 227-230. 

9. Abdel-Rahman O, ElHalawani H, Fouad M. Risk of gastrointestinal 
complications in cancer patients treated with immune checkpoint inhibitors: 
a meta-analysis. Immunotherapy. 2015; 7: 1213-1227.  

10. Ahmad W. Erlotinib: Ischaemic colitis (first report) in an elderly patient: case 
report. Case Report: Reactions Weekly. 2006; 1126: 9. 

11. Horowitz NS, Olawaiye AB, Borger DR, Growdon WB, Krasner CN, Matulonis 
UA, et al. Phase II trial of erlotinib in women with squamous cell carcinoma of 
the vulva. Gynecol Oncol. 2012; 127: 141-146.

12. Boussios S, Pentheroudakis G, Katsanos K, Pavlidisa N. Systemic treatment-
induced gastrointestinal toxicity: incidence, clinical presentation and 
management. Ann Gastroenterol. 2012; 25: 106-118.

13. Uribe JM, Gelbmann CM, Traynor-Kaplan AE, Barrett KE. Epidermal growth 
factor inhibits calcium-dependent chloride secretion in T84 human colonic 
epithelial cells. Am J Physiol Cell Physiol. 1996; 271: 914-922.

14.  Lu JF, Eppler SM, Wolf J, Hamilton M, Rakhit A, Bruno R, et al. Clinical 
pharmacokinetics of erlotinib in patients with solid tumors and exposure-
safety relationship in patients with non-small cell lung cancer. Clin Pharmacol 
Ther. 2006; 80: 136-145.

15.  Green BT, Tendler DA. Ischemic colitis: a clinical review. South Med J. 2005; 
98: 217-222.

http://www.ncbi.nlm.nih.gov/pubmed/5906128
http://www.ncbi.nlm.nih.gov/pubmed/5906128
http://www.ncbi.nlm.nih.gov/pubmed/9146725
http://www.ncbi.nlm.nih.gov/pubmed/9146725
http://www.ncbi.nlm.nih.gov/pubmed/10675076
http://www.ncbi.nlm.nih.gov/pubmed/10675076
http://www.ncbi.nlm.nih.gov/pubmed/10675076
http://www.ncbi.nlm.nih.gov/pubmed/17553645
http://www.ncbi.nlm.nih.gov/pubmed/17553645
http://www.ncbi.nlm.nih.gov/pubmed/12801059
http://www.ncbi.nlm.nih.gov/pubmed/12801059
http://www.ncbi.nlm.nih.gov/pubmed/16032391
http://www.ncbi.nlm.nih.gov/pubmed/16032391
http://www.ncbi.nlm.nih.gov/pubmed/20566611
http://www.ncbi.nlm.nih.gov/pubmed/20566611
http://www.ncbi.nlm.nih.gov/pubmed/23458760
http://www.ncbi.nlm.nih.gov/pubmed/23458760
http://www.ncbi.nlm.nih.gov/pubmed/23458760
http://www.ncbi.nlm.nih.gov/pubmed/26513491
http://www.ncbi.nlm.nih.gov/pubmed/26513491
http://www.ncbi.nlm.nih.gov/pubmed/26513491
http://www.ncbi.nlm.nih.gov/pubmed/22750258
http://www.ncbi.nlm.nih.gov/pubmed/22750258
http://www.ncbi.nlm.nih.gov/pubmed/22750258
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3959393/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3959393/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3959393/
http://www.ncbi.nlm.nih.gov/pubmed/8843722
http://www.ncbi.nlm.nih.gov/pubmed/8843722
http://www.ncbi.nlm.nih.gov/pubmed/8843722
http://www.pubfacts.com/detail/16890575/Clinical-pharmacokinetics-of-erlotinib-in-patients-with-solid-tumors-and-exposure-safety-relationshi
http://www.pubfacts.com/detail/16890575/Clinical-pharmacokinetics-of-erlotinib-in-patients-with-solid-tumors-and-exposure-safety-relationshi
http://www.pubfacts.com/detail/16890575/Clinical-pharmacokinetics-of-erlotinib-in-patients-with-solid-tumors-and-exposure-safety-relationshi
http://www.pubfacts.com/detail/16890575/Clinical-pharmacokinetics-of-erlotinib-in-patients-with-solid-tumors-and-exposure-safety-relationshi
http://www.ncbi.nlm.nih.gov/pubmed/15759953
http://www.ncbi.nlm.nih.gov/pubmed/15759953

	Title
	Abstract
	Introduction
	Case Presentation
	The patient received successively following therapeutic lines

	Discussion
	Conclusion
	References
	Figure 1
	Figure 2
	Figure 3

