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INTRODUCTION
Fecal microbiota transplant (FMT) is a highly effective 
treatment for Clostridium difficile colitis, with cure rates 
around 94%. With recalcitrance as low as 6%, many providers 

may not have first hand 
experience providing care for 
patients with FMT resistant C. 
diff. While consensus opinion 
favors FMT after failure of first 
line therapies, there is not yet 
consensus on what to do when 
FMT fails.

KEY POINTS

1.   Clostridium difficile is a serious cause 
of mortality and morbidity requiring 
multiple treatment modalities

2.     In severe or recurrent cases, new 
antibiotic regimens should be 
considered 

3.      When FMT is not effective, novel 
immunologic agents show promise 

•  Received clindamycin and amoxicillin
•  Developed n/v/d, >12 bouts per day

•  PO vancomycin 125mg QID
•  PO vancomycin 250mg QID
•   ID Consult: IV metronidazole, PR  

vancomycin, and PO vancomycin 500mg QID

•   1st FMT
•   Recurrence of diarrhea, restart antibiotics
•   Discharge to SNF on IV metronidazole, PO 

fidaxomicin, and IV tigecycline

•   2nd FMT
•   Recurrence of diarrhea, restart antibiotics
•   DC to SNF on IV tigecycline, PO vancomycin 

with plans for 3rd FMT as outpatient
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to Admission

Initial 
Admission

Treatment 
Escalation

Second 
Admission

DISCUSSION

II. Tigecycline
 A.  Evidence limited to case series and retrospective studies
 B.  Most often used as triple therapy: PO vancomycin, IV 

metronidazole, IV tigecycline
 C.  There are not currently studies that compare efficacy of 

tigecycline to that of fidaxomicin.

Evaluation for other Causes

“Pseudomembranous colitis” has become synonymous with C. 
diff infection, but there are other causes. Other infections including 
salmonella, CMV, campylobacter, and E coli 0157:H7 can cause a 
similar gross appearance in the colon. Also consider inflammatory 
bowel disease, colonic ischemia, and medication induced colitis. 

Novel Agents

I.  Bezlotoxumab is a fully human monoclonal antibody that binds to 
C. diff toxin B. 

 A.  Use: Prevent recurrence, not necessarily to treat an ongoing 
infection. One time infusion of 10mg/kg

 A.  FDA approved October 2016
 A.  MODIFY and MODIFY II, New England Journal3 in January 2017 

and showed a post-treatment relapse risk reduction of 40%. 
 A.  Mechanism of Action: Passive immunity by binding the 

enterotoxin thought to be responsible for most of C. diff’s 
toxicity to humans. One interesting realm of future study 
would be the use bezlotoxumab in conjunction with fecal 
microbiota transplant to provide treatment of the infection 
and to further reduce the rates of reinfection and/or 
recurrence. 

IIl.  Actoxumab is a fully human monoclonal antibody that bids to C. 
diff toxin A. It was not shown to decrease recurrence rates when 
used alone.3 

This case provides an illustration of the potential avenues of 
treatment for recurrent C. diff colitis, including escalation of 
antibiotic therapy, evaluation for other causes, and novel agents.

Escalation of  Antibiotic Therapy

2010 IDSA Practice Guidelines recommend an escalation of 
antibiotic therapy that is based on severity of disease. Oral 
metronidazole is the starting point, with escalation through 
oral vancomycin, high dose oral vancomycin (500mg four times 
daily), to a combination of oral vancomycin and IV metronidazole 
for severe cases. 

I.  Fidaxomicin
 A.  FDA Approved in 2011
 B.  2014 New England Journal1 shows non-inferiority to 

vancomycin
 C.  2017 Cochrane Review2 suggests that fidaxomicin may be 

superior to vancomycin 
 D.  Cost: 3 times that of vancomycin
 E.  May be cost effective for high risk patients 

(chemotherapy)
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1/24/2017 Colonoscopy of Patient’s Sigmoid Colon.
Showing pseudomembranous colitis.
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CASE DESCRIPTION
The patient is a 66-year-old female who presented with recurrent 
nausea, vomiting, and diarrhea following an extended hospital stay.


