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ASPIRES Treatment Guidelines: Clostridioides difficile Infection (CDI) 
ANTIBIOTIC MANAGEMENT DURATION 

Mild or Moderate Disease 
(First episode) 
 

First line: Vancomycin 125 mg PO/NG QID  
 

Second line: Metronidazole 500 mg PO/NG TID (case-by-case basis or 
if cost of vancomycin prohibits use upon discharge) 
 

If unable to administer orally or enterally:  
Metronidazole 500 mg IV q8h 

10 days 
  

Severe Disease (First episode) 
(WBC > 15 x 109/L OR  
SCr > 1.5x baseline or > 130 

umol/L* OR 
pseudomembranous colitis) 

Vancomycin 125 mg PO/NG QID 
 

Consider ID consult 
10 days 

(14 days, if improved 
but incomplete 

resolution by 10 days)  

Fulminant Disease  
(Hypotension, shock, ileus or 
toxic megacolon) 

Vancomycin 125 mg PO/NG QID 
 

If complete ileus or critically ill: Add Metronidazole 500 mg IV q8h 
 

If unable to administer orally or enterally: Consider adding 
Vancomycin 500 mg in 100 mL NS rectally q6h as a retention enema. 
Consider ID, General Surgery, and/or Critical Care consult 

10 days 
(14 days, if improved 

but incomplete 

resolution by 10 days)  

First Recurrence 
(Within 8 weeks after 
treatment of an initial episode 
of CDI) 

Vancomycin 125 mg PO/NG QID x 10 days  
 

10 days 

If first recurrence was severe and previously received vancomycin to 
treat primary episode, may consider a tapered regimen such as: 
Vancomycin 125 mg PO/NG BID x 7 days, then  
Vancomycin 125 mg PO/NG daily x 7 days, 
Vancomycin 125 mg PO/NG q2days x 4 doses, and 
Vancomycin 125 mg PO/NG q3days x 5 doses 

 
 

+/- taper 

Second or Multiple 
Recurrences 

Vancomycin 125mg PO/NG QID x 14 days, then consider a tapered 
regimen such as: 
Vancomycin 125 mg PO/NG BID x 7 days, then  
Vancomycin 125 mg PO/NG daily x 7 days,  
Vancomycin 125 mg PO/NG q2days x 4 doses, and 
Vancomycin 125 mg PO/NG q3days x 5 doses 
 

Consider fecal microbiota transplantation (FMT) in multiple relapses 
especially after failed vancomycin taper. Consult ID and/or GI consult 

14 days 
 

 +/- taper  

 

* if baseline SCr is unavailable 

CONSIDERATIONS 
 Discontinue or minimize frequency, number & duration of high-risk antibiotics if possible, especially clindamycin & quinolones 

 Discontinue antimotility or promotility agents 

 Discontinue proton pump inhibitors if possible 

 Discontinue bowel protocol 

 Asymptomatic patients with a positive C. difficile test (e.g. patients whose symptoms have spontaneously resolved without treatment 
after test was sent but before results were received) should not receive treatment 

 Failure to improve after 7 days of vancomycin strongly suggests an alternative etiology; consult ID and/or GI  
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