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Case Report

Case

A 31-year-old white female was admitted with complaints of 
progressively worsening abdominal pain, diarrhea, nausea, 
fatigue, and anorexia for 10 weeks. She had a past medical 
history of type 2 diabetes mellitus, diagnosed in 2010 and 
treated with ertugliflozin, and psoriasis. The patient’s psoria-
sis was unresponsive to treatment with topical steroids, sys-
temic retinoids, and methotrexate. She was started on 
secukinumab 4 months prior to the hospitalization for diffuse 
abdominal pain and diarrhea. The abdominal pain had 
relieved after passing watery bowel movements. On examina-
tion, she had localized epigastric tenderness and scaling over 
erythematous patches on the knees and right elbow, consis-
tent with a psoriatic rash. Her workup revealed a normal 
hemoglobin of 14.2 g/dL on arrival. Her inflammatory mark-
ers C-reactive protein (CRP) and erythrocyte sedimentation 
rate (ESR) were within normal limits. Normal tissue transglu-
taminase antibodies and IgA levels ruled out celiac disease. 
Stool studies were unremarkable along with fecal calprotec-
tin. Ultrasound abdomen was unremarkable. Computed 
tomography (CT) abdomen pelvis with contrast was normal. 
Further workup with magnetic resonance cholangiopancrea-
tography showed nonspecific dilation without evidence of 
choledocholithiasis. A colonoscopy was performed that was 

unremarkable. Biopsies taken from the ascending and 
descending colon revealed lymphocytic colitis (Figures 1 and 
2). Her pain, nausea, and vomiting resolved with supportive 
care during her hospital stay, and the patient was discharged 
in stable condition. Secukinumab was permanently stopped at 
discharge. The patient followed up at the primary care clinic 
and confirmed symptom resolution.

Discussion

Lymphocytic colitis, a phenotype of microscopic colitis, is a 
long-term inflammatory condition characterized by long-term 
diarrhea and normal or near normal colonic mucosa, with the 
presence of pronounced infiltration of the colonic mucosa by 
lymphocytes.1,2 It is a histopathological diagnosis character-
ized by intraepithelial lymphocytes, epithelial damage such as 
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Abstract
Secukinumab an interleukin-17 (IL-17) monoclonal antibody inhibitor is currently approved for the treatment of rheumatological 
conditions, such as psoriasis and ankylosing spondylitis. Lymphocytic colitis, a phenotype of microscopic colitis, is a long-
term inflammatory condition, is characterized by relapsing diarrhea. The specific entity of drug-induced lymphocytic colitis 
has been discussed with numerous individual cases being reported from around the world. Secukinumab has been linked 
with exacerbation of and de novo cases of inflammatory bowel disease. However, lymphocytic colitis in association with this 
drug has not been documented. The management of drug-induced lymphocytic colitis is complicated, as patients frequently 
exhibit spontaneous remission of symptoms. Removal of the offending agent has shown some benefit; however, some 
patients continue to exhibit symptoms months after drug cessation and washout. Although our patient’s lymphocytic colitis 
was benign and responded to the cessation Secukinumab, it is an important diagnosis to consider in patients with new onset 
relapsing diarrhea treated with biologics.
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flattening and mucin depletion, and inflammation in the lam-
ina propria with mainly mononuclear cells. Since its discov-
ery, the reported prevalence rates of are 69 per 100 000 persons, 
making this disorder rare.3

Drug-induced lymphocytic colitis has been widely dis-
cussed with numerous individual cases reported from around 
the world. The most common culprits remain nonsteroidal 
anti-inflammatory drugs (NSAIDs) and proton pump inhibi-
tors (PPIs), namely lansoprazole. Certain studies have 
reported NSAID use in 61% of patients with lymphocytic 
colitis, with other studies showing an increased incidence 
with concomitant multidrug usage.2,3 Other noteworthy 
agents of mention are Cyclo 3 fort, which was used for long-
term venous insufficiency, acarbose, ticlopidine, flutamide, 
paroxetine, sertraline, and duloxetine.2,4,5 More recently, 
biological agents have been implicated in isolated cases of 
lymphocytic colitis. Pembrolizumab, used commonly for 
head and neck cancer, was reported to be associated with a 
case of lymphocytic colitis in a patient who was undergoing 
chemotherapy. Pembrolizumab has been linked to autoim-
mune colitis; however, this patient was discovered to have 
histopathological findings suggestive of lymphocytic coli-
tis. The patient reported full resolution of his diarrhea soon 
after diagnostic colonoscopy.6 Another case report revealed 
teriflunomide, an agent used for the treatment of relapsing 
multiple sclerosis, to be linked to lymphocytic colitis. 
Teriflunomide is an active form of the drug leflunomide 
used to treat rheumatoid arthritis. The drug has reported gas-
trointestinal symptoms as potential adverse effects, which 
usually are self-limiting and alleviated with drug elimina-
tion and washout with cholestyramine. However, this patient 
continued to have long-term diarrhea 5 months after teriflu-
namide therapy was stopped along with subsequent washout 
with cholestyramine.7 Histopathological features were con-
sistent with lymphocytic colitis.7 Ipilimumab, used for the 
treatment of advanced melanoma, was reported to have 
caused lymphocytic colitis. Previous studies have shown 

that ipilimumab can cause various degrees and forms of 
colitis, with one phase III trial revealing 4 drug-related 
deaths due to gastrointestinal perforation.8 In the only other 
study that evaluated colon pathology in patients taking ipili-
mumab, Berman evaluated 115 patients for colonic histol-
ogy, of which the most frequent microscopic findings were 
focal cryptitis and neutrophilic infiltrates in the lamina 
propria.9

Many uncertainties lie regarding the mechanism of 
drug-induced lymphocytic colitis. We can hypothesize that 
LC could be attributed to the activation of CD25+ T-cells 
and expression of HLA-DR antigen by colonic epithelial 
cells. These findings are consistent with mucosal immune 
cell activation. In a study from 1994, Beaugerie performed 
serial examinations in patients with suspected LC second-
ary to Cyclo 3 fort.4 During the study, the patients under-
went a rechallenge period after drug withdrawal.4 Diarrhea 
recurred during the rechallenge period and histopathologi-
cal findings were suggestive of the involvement of HLA-DR 
antigen expression seen on epithelial cells.4

As mentioned earlier, the management of a patient with 
lymphocytic colitis has many variables due to its multifacto-
rial cause and spontaneous remission of symptoms. In 
patients with suspected lymphocytic colitis, blood studies are 
usually within the reference range, but anemia, hypokalemia, 
hypoalbuminemia, and elevation of ESR may be present.3 
Diagnosis is confirmed by biopsies obtained by sigmoidos-
copy or colonoscopy. Classically under endoscopic visual-
ization, the mucosa appears normal with mild mucosal 
edema.10 However, extensive linear “furrowed” mucosal pat-
terns extending from the transverse colon to the rectum, with 
an elaborate mosaic pattern seen in the rectum, have been 
reported.10 In a study conducted by Hanyang University Guri 
Hospital in Korea, colonoscopy revealed macroscopic 
lesions associated with hypervascularity. In 6 of the 7 patients 
with macroscopic lesions, hypervascularity was observed, 
mainly in the descending colon.11 There were some limita-
tions in this study, which include a single center and a small 
number of patients.11

Figure 1. Image from right colon. Multiple glands/acini seen 
with intraepithelial lymphocytes (black arrows). “Block” seen 
surrounding a gland/acini. Lamina propria labeled between the 
glands/acini. Most glands/acini have at least 5-6 intraepithelial 
lymphocytes present, pathognomonic for lymphocytic colitis.

Figure 2. Image from left colon. Multiple glands/acini seen with 
intraepithelial lymphocytes (black arrows). Most glands/acini have 
at least 5-6 intraepithelial lymphocytes present, pathognomonic 
for lymphocytic colitis.
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Evaluating treatment options for lymphocytic colitis has 
also been impaired by the frequent occurrence of spontane-
ous remission of symptoms. Farrukh and Mayberry per-
formed a systematic assessment of the available treatment 
options, unfortunately treatment is primarily based on anec-
dotal evidence and findings from double-blind randomized 
trials with budesonide.3 A trial of dietary restriction and 
avoidance of aggravating drugs can help alleviate symptoms 
in few patients, but many require medical therapy.3,12 
Guidelines recommend induction with oral budesonide, 
however, loperamide may be used in mild lymphocytic coli-
tis.12 If patients fail therapy with budesonide, thiopurines, 
anti-tumor necrosis factor (TNF), or vedolizumab may be 
used to induce and maintain clinical remission. Surgery is the 
last option if all medical therapies fail.12

As previously mentioned, newer biological agents in iso-
lated situations around the world are being implicated as a 
cause of lymphocytic colitis. Secukinumab, an interleukin 
(IL)-17 antagonist, with U.S. Food and Drug Administration 
(FDA) approval for treatment of psoriasis, psoriatic arthritis, 
and ankylosing spondylitis has been associated with inflam-
matory bowel disease (IBD). It has been linked to Crohn’s 
disease exacerbation and de novo cases of IBD.13,14 What 
remains an uncertainty is the role of IL-17, as it is involved 
in the pathogenesis of inflammatory bowel disease, and this 
drug is a specific antagonist to the cytokine. This may sug-
gest that IL-17 may carry a protective effect in inflammatory 
bowel disease. However, in our patient secukinumab was 
neither associated with the development of fulminant colitis 
nor inflammatory bowel disease. Pathology from the biop-
sies revealed lymphocytic colitis. The drug was held, fol-
lowed by resolution of symptoms soon after. This is a unique 
case describing the onset of lymphocytic colitis in a patient 
with psoriasis on secukinumab. Although her lymphocytic 
colitis was benign and responded to the cessation of the drug, 
it is important to consider in patients with new onset diarrhea 
taking new biologics. Pembrolizumab, teriflunomide, ipilim-
umab, and secukinumab have all been demonstrated links to 
autoimmune colitis, gastrointestinal side effects, colitis, and 
inflammatory bowel disease; however, it is important to con-
sider lymphocytic colitis as a potential adverse effect of 
these medications.
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