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CASE REPORT

A case of infectious mononucleosis in a patient with
ulcerative colitis on infliximab
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Abstract

A 19 year old woman with ulcerative colitis presented to our clinic with low grade fevers, fatigue, nausea, dizziness,
anorexia, and swollen neck glands. Her symptoms developed after receiving induction and two maintenance doses of
infliximab. Her physical exam was notable for bilateral large, tender submandibular lymph nodes. Her laboratory values
revealed an elevated C-reactive protein, a normal white blood cell count, but prominent lymphocytes, and a positive
heterophile antibody. Tumor necrosis factor (TNF- a) is a central mediator in chronic inflammation and, thus, has been a
target of treatment in chronic inflammatory disorders, such as inflammatory bowel disease (IBD). It also plays an
important role in the immune response and host defense, especially in the control of viral infections. Increased rates of
bacterial infection in patients treated with anti-TNF-a is a known risk and, recently, there have been investigations into
risks of other opportunistic infections. However, few studies have looked at the risk of viral infections and anti-TNF-a use.
As a result, there are no (or few) guidelines for treatment of patients who develop a viral infection, such as Epstein-Barr
virus, while being treated with an anti-TNF-a agent. Many of the studies assessing the possible association between
anti-TNF-o use and viral infections have been case reports. Therefore, in order for physicians to better treat these immune
compromised patients, more needs to be dedicated to investigating the risk of viral infections and in turn, how best to
monitor, prevent, and treat patients who develop viral infections while on immunosuppressants, such as anti-TNF-a
agents.
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1 Introduction

When reviewing the side effects of immunosuppressives used to treat IBD, it is common for clinicians to mention an
increased risk of developing infections. This increased risk is supported by the current available literature, but there is little
data to characterize the incidence of opportunistic infections, and even less on the incidence of viral infections with the use
of specific IBD treatments. In the following case report, we discuss a patient with ulcerative colitis (UC) who was being
treated with infliximab and subsequently was diagnosed with infectious mononucleosis.
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2 Case presentation

A 19 year old woman with pan-UC diagnosed one year prior by pathology obtained at endoscopy, presented to our
ambulatory gastroenterology clinic with a one week history of low-grade fevers, malaise, anorexia, and submandibular
lymphadenopathy. Her UC was not well controlled on mesalamine so she was started on infliximab in November 2011.
She had received the induction doses as well as two maintenance doses of infliximab at Smg/kg when the above mentioned
symptoms started. In addition, her abdominal pain was unchanged and she was having diarrhea two to three weeks after
her infusions.

Her physical exam revealed an afebrile young woman with large, bilateral submandibular lymphadenopathy, noted to be
firm, mobile, and tender to palpation. Her abdomen was soft, not distended or tender. Her laboratory evaluation revealed
an elevated aspartate aminotransferase of 113 (units/L), elevated alanine aminotransferase of 126 (units/L), elevated
alkaline phosphatase of 428 (units/L), elevated C - reactive protein of 2.1 (mg/dL), decreased hemoglobin of 9.1 (g/dL),
white blood cell count within normal limits at 10.7 10e9/L, with 65.4% lymphocytes (normal range 21.1%-52.8%), and
heterophile antibody positive.

Her infliximab infusions were held and she was started on prednisone 40mg. Within 6 weeks, she recovered completely
from her infectious mononucleosis and the infliximab infusions were restarted without any complications.

3 Discussion

Patients with inflammatory bowel disease (IBD) are at an increased risk of developing infections, which can be
characterized as non-therapy dependent, i.e. due to IBD, or therapy-dependent, i.e. due to the medications used to treat
IBD " It is difficult to determine the incidence of opportunistic infections among IBD patients due to limited reporting.
The medications used to induce and/or maintain remission, such as corticosteroids, immunomodulators [Azathioprine
(AZA), 6-mercaptopurine (6-MP), and methotrexate], and biologics (infliximab, certolizumab pegol, adalimumab, and
natalizumab) increase the risk for infections. A case-control study by Tourner, et al. showed that use of immune-
suppressive medications was significantly associated with the development of opportunistic infections in IBD patients
and, when used in combination, the risk was further increased '»'. This increased risk was also shown in a retrospective
cohort study by Marehbian, et al *). The updated Therapy, Resource, Evaluation, and Assessment Tool (TREAT) registry
looked at long-term outcomes of various treatment regimens used in Crohn's disease and found a higher incidence of
overall infections with infliximab .

The association with immunosuppressive medication use in IBD patients and viral infections is less well documented.
Tumor necrosis factor (TNF-a) plays an important role in the body’s response to viral infections. Cells of the innate
immune system and cytotoxic T cells produce cytokines, such as TNF-a, which recruit and activate macrophages, natural
killer cells, and T cells, triggering an antiviral function in effector T cells *). TNF-a can also kill viruses independent of the
actions of cytotoxic T cells ©*. Thus, blocking TNF-a impedes the body’s response to viral infections and leads to their
reactivation.

In IBD patients receiving infliximab, herpes simplex virus (HSV), cytomegalovirus (CMV), Epstein-Barr virus (EBV) or
varicella zoster virus (VZV) virus infections have accounted for the majority of viral infections. EBV, one of the most
common human viruses, lays dormant in memory B cells and is reactivated by acquired immunodeficiency “'. There have
been several case reports that have depicted associations between EBV-related conditions, such as infectious
mononucleosis and lymphoproliferative disorders, and the use of anti-TNF agents ). However, there are no documented
reports of EBV infections specifically in IBD patients treated with anti-TNF agents, such as infliximab. Currently, there
are no guidelines regarding discontinuing immunosuppressives at the onset of EBV infections, if anti-viral treatment needs
to be initiated at the time of diagnosis, or if patients need prophylactic therapy when immunosuppressive agents are
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started. In patients treated with anti-TNF agents who develop lymphoproliferative disorders, regression of disease occurs

upon medication cessation *. Therefore, pending further investigation, IBD patients should receive preventative

vaccinations, when possible, prior to initiating treatment with immunosuppressive agents, such as infliximab, and require

close monitoring while immune suppressed for potential bacterial, fungal, and viral infections.
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