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CMV and C. difficile Co-Infection in Patient on Immunotherapy

Demetrios Stavrakis, MD and Craig Gluckman, MD

Case

A 75-year-old-female with a recurrent C. difficile colitis and
breast cancer was brought in by emergency services following
a syncopal episode. Two weeks prior, the patient developed
right upper quadrant and epigastric abdominal pain. She also
reported worsened nausea and diarrhea with urgency and rectal
bleeding. Her inflammatory breast cancer was s/p right radical
mastectomy and currently treated with trastuzumab and
pertuzumab.

On admission, the patient was tachycardic and hypotensive.
Labs were notable for WBC 3.4, Hb 8.6, AST 53, ALP 128,
CRP 44.3, Albumin 1.6. An abdominal ultrasound demon-
strated acute cholecystitis. CT abdomen and pelvis demon-
strated marked wall thickening and mucosal hyper-
enhancement of the descending colon, sigmoid colon, and
rectum. C. diff PCR and toxin were positive. The patient
underwent laparoscopic cholecystectomy and was treated with
fidoxamicin and metronidazole for her C. diff colitis. This was
the patient’s third episode of C. diff colitis.

Given concern for possible concomitant immunotherapy asso-
ciated colitis, a flexible sigmoidoscopy was performed which
demonstrated moderately congested mucosa with areas of mild
superficial ulceration in the rectum, rectosigmoid colon, and
sigmoid colon. Pathology demonstrated CMV colitis. The
patient continued treatment with fidoxamicin and metronida-
zole for C. difficile colitis and started gancyclovir for CMV
colitis. Her symptoms improved over the following days and
she was discharged home within the week.

Discussion

Both C. difficile and CMV are common colonizers in patients.
Active infections usually occur in the setting of antibiotics (in
the case of C. difficile) or immunosuppression.t Co-infection
with C. difficile and CMV is rare, but has been previously re-
ported. Patients with C.difficile and CMV co-infection have
poorer outcomes with high mortality rates.*

C. difficile colitis is characterized by fevers, abdominal cramp-
ing, and watery diarrhea. CMV colitis presents similarly to C.
difficile; however, is more often associated with rectal bleed-
ing. Endoscopically, C. difficile colitis is commonly charac-
terized by pseudomembranes whereas CMV colitis is charac-
terized by punched out ulcerations with or without exudates.>®

Immunohistochemistry demonstrating intranuclear inclusion
bodies is required to make the diagnosis of CMV colitis.

Co-infections are more likely to occur in the setting of immuno-
suppression, such as cancer immunotherapy. Our patient
developed active co-infection with C. difficile and CMV in the
setting of immunotherapy with trastuzumab and pertuzumab.
Trastuzumab is a monoclonal antibody against the human
epidermal growth factor receptor 2 (HER2) receptor. Pertuzu-
mab is a monoclonal antibody that inhibits HER2 dimerization,
preventing its activation. Both drugs result in cessation of
HER2 signaling, resulting in cellular death. Both agents
increase the risk of infection, including gastrointestinal
infections, given their immunosuppressive properties.”

This case highlights the importance of thorough evaluation for
causes of gastrointestinal infection including stool studies and
endoscopy, to avoid missing concomitant infections.
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