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Treatment of Refractory or Recurrent Clostridium difficile Infection

Sang Woo Kim

Department of Internal Medicine, The Catholic University of Korea School of Medicine, Seoul, Korea

The incidence and severity of Clostridium difficile infection (CDI) has increased over the past decades. It is related to the
emergence of hypervirulent strains and increased use of antibiotics. The incidence of refractory CDI to standard therapies
and the risk for recurrent CDI are also increasing. Current guidelines recommend the first recurrence to be treated with the
same agent used for the initial episode. However, data are lacking to support any particular treatment strategy for severe
refractory CDI or cases with multiple recurrence. Treatments currently available for CDI are inadequate to prevent recurrence.
Widely used method for managing a subsequent recurrence involves tapering followed by pulsed doses of vancomycin. Other
potentially effective strategies for recurrent CDI are use of other antibiotics such as fidaxomicin, nitazoxanide, rifaximin, tigecycline,
and teicoplanin. There are efforts to recover gut microflora and to optimize immune response to CDI. These include use
of probiotics, fecal microbiota transplantation, intravenous immunoglobulin, monoclonal antibodies directed against C. difficile
toxins, and active vaccination. However treatment of patients with refractory CDI and those with multiple CDI recurrences
is based on limited clinical evidence, and there is an ongoing need for continued research to improve the outcomes these
patients. (Korean J Gastroenterol 2012;60:71-78)
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Table 1. Recommendations for the Treatment of Clostridium difficile Infection

Clinical definition Recommended treatment

Supportive clinical data

Initial episode, mild or
moderate

Initial episode, severe

Initial episode, severe,
complicated

Metronidazole, 500 mg tid PO for 10-14 days

Vancomycin, 125 mg qid PO for 10-14 days

Leukocytosis with a WBC count of 15,000 cells/uL or
lower and a serum creatinine level less than 1.5 times
the premorbid level

Leukocytosis with a WBC count of 15,000 cells/uL or
higher or a serum creatinine level greater than or
equal to 1.5 times the premorbid level

Vancomycin, 125 mg qid PO or nasogastric tube, plus Hypotension or shock, ileus, megacolon
Metronidazole, 500 mg tid IV. If complete ileus,

consider adding rectal instillation of vancomycin

First recurrence
Second recurrence

Same as for initial episode

Vancomycin in a tapered and/or pulsed regimen

Quoted from the article of Cohen et alt

tid, 3 times daily; PO, by mouth; qgid, 4 times daily; WBC, white blood cells; IV, intravenous.

Table 2. Strategies for Managing Multiple Clostridium difficile In-
fection Recurrences

Antibiotics
Vancomycin tapered and/or pulsed regimen
Fidaxomicin
Nitazoxanide
Rifaximin chaser
Tigecycline
Teicoplanin
Fecal microbiota transplantation
Probiotics
Immunologic approach
Intravenous immunoglobulin
Anti-toxin A and anti-toxin B monoclonal antibodies
Active vaccination
Non-absorbed toxin-binding agents
Cholestyramine/colestipol
Tolevamer
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