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(February 2018) 

Guidelines should not be viewed as rules of practice that require 100% compliance. Rather, they 
should be used to assist in clinical decision-making.  Furthermore, guidelines may not be 
applicable to all patients. If questions or problems arise, then an Infectious Diseases consultant 
should be contacted.  

 These guidelines are based on the clinical epidemiology of patients seen at VA Greater Los 
Angeles Healthcare System and are not necessarily applicable to patients seen at other local or 
distant medical care facilities. 
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Purpose  

To describe the diagnosis, treatment and prevention of Clostridium difficile infection for 
inpatients and outpatients seen in the VA Greater Los Angeles Healthcare System.  
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Background 

• Clostridium difficile infection (CDI) is a toxin-mediated diarrheal disease that almost always 
occurs as a consequence of antibiotic therapy given within the prior 6-8 weeks.  Third- and 
fourth-generation cephalosporins, fluoroquinolones, and clindamycin are particularly 
associated with increased risk for CDI. 

• Clostridium difficile is one of the most common nosocomial (hospital-associated) infections, 
accounting for 15,000-30,000 deaths in the United States annually, with excess acute care 
costs exceeding $4.8 billion.   

• Spread of C. difficile from patient to patient by healthcare workers is thought to be the 
major factor in disease spread in the nosocomial setting. 

• Overall severity of CDI has increased with the emergence of the PCR ribotype 027 epidemic 
strain (also known as the North American pulsed field type 1 (NAP1) or restriction 
endonuclease analysis pattern “BI”) over the past two decades.  
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Clinical presentation 

Common clinical presentation  



• Diarrhea: unexplained and new-onset passage of >3 liquid stools/24 hours 

• Mild abdominal pain or cramps 

• Treatment with an antimicrobial agent within the past 6-8 weeks (CDI may occur in the 
absence of inciting antibiotic therapy, but this is quite rare).    

Less common clinical presentations 

• Up to 25% of cases may be mistaken for “sepsis,” intra-abdominal infection or other non-
gastrointestinal infections because of the presence of some or all of the following findings:   

• High fever 

• Marked leukocytosis  

• Ileus 

• Rarely, fever & leukocytosis may precede onset of diarrhea 

"Think C. difficile", if your patient has fever, leukocytosis and a "silent" abdomen.  
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Diagnostic tests 

Usual indications for performing Clostridium difficile molecular assays 

Both of the following should be present:  

• Diarrhea: passage of >3 liquid stools/24 hours that conform to the shape of the container, 
and that represent a change from baseline.  

• Treatment with an antimicrobial agent within the past 6-8 weeks (CDI may occur in the 
absence of inciting antibiotic therapy, but this is quite rare).  

Clostridium difficile assay:    

• The current GLA laboratory test for Clostridium difficile is a highly sensitive molecular assay; 
the yield of positives is not increased by repeat testing and serial testing is not warranted.  
The test is highly specific for the presence of Clostridium difficile but can frequently stay 
positive for several weeks even with successful treatment.  As such, it should not be used as 
a test of cure. 

Endoscopy 

• Endoscopic detection of colonic pseudomembranes or plaques is diagnostic for CDI; 
however, they are present in no more than 50% of cases. 

Other considerations 

Other causes of diarrhea should always be considered; these include antibiotic-associated 
diarrhea not necessarily caused by C. difficile, inflammatory bowel disease, administration of 
hyperosmolar tube feeding mixtures or nutritional supplements (e.g., Ensure®) and 
administration of cathartics.  
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Management guidelines for patients with suspected initial or recurrent CDI 

General management 

• Obtain C. difficile assay  



• Place patient in contact isolation pending test results. 

• Assess the severity of CDI and treat accordingly, using the Infectious Diseases Society of 
America guidelines (reference #2) 

  

Clinical definition Supportive clinical 
data 

Treatment 

Initial episode, not 
fulminant 

Absence of 
hypotension or shock, 
ileus, megacolon 

Vancomycin 125mg po qid x 10d (extend 
to 14d if clinical response is delayed).   
 
Oral vancomycin is favored over 
fidaxomicin as first line therapy at GLA 
(fidaxomicin is not on the VA national 
formulary due to fidaxomicin’s higher 
cost and lack of clear superiority). 

Initial episode, 
fulminant 

Hypotension or shock, 
ileus, megacolon 

Vancomycin, 500mg po q6h plus 
metronidazole 500mg IV q8h. If complete 
ileus, add rectal instillation of 
vancomycin 500mg q6h.  Consult 
Infectious Diseases. 

First recurrence  Vancomycin taper: 125mg po qid x 10-
14d, then 125mg po bid x 7d, then 125mg 
po qd x 7d, then 125mg po q3d x 15d 

OR 
Enrollment in (pending) VA cooperative 
study in which the patient is randomized 
to one of three treatment arms: 

• Vancomycin 125mg po qid x 10d 

• Vancomycin taper 

• Fidaxomicin 200mg po bid x 10d 

Second recurrence  Extended vancomycin taper: 125mg po 
qid x 14d, then 125mg po bid x 7d, then 
125mg po qd x 7d, then 125mg po q3d x 
4-8wk 

Consult Infectious Diseases for third and subsequent recurrences. 

Other management pearls: 

• Clear-cut improvement usually occurs within 72-96 hours, though complete return to 
normal stools may take several weeks even with successful therapy. 

• Anti-peristaltic agents (loperamide, diphenoxylate/atropine [Lomotil®] and opiates) may 
worsen the condition and should be avoided.  

• Discontinue empiric C. difficile-directed therapy if an alternative cause of diarrhea is 
found. 

• Review the patient’s non-C. difficile-directed antibiotic regimen for discontinuation or 
streamlining; continued antibiotic therapy is associated with greater rates of relapse. 

• Discontinue proton-pump inhibitors if possible; continued use of proton pump inhibitors 
is associated with increased risk of relapse. 

Consider Infectious Diseases consultation in the following situations:  

• All patients with fulminant initial disease or recurrent disease, especially 



• Patient displays marked toxicity 

• Presence of complete ileus (this precludes oro-gastric treatment) 

• Suspected toxic megacolon or impending toxic megacolon 

• Suspected compromise of bowel wall integrity 

• Extended antibiotic treatment of a non-enteric infection is thought to be indicated 

• Multiple relapses/recurrences of CDI  
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Prevention 

• Inpatients for whom CDI is suspected should be placed in contact isolation pending stool 
testing.  

• Staff should wash hands before and after touching patient and objects in room to avoid 
transferring C. difficile spores to other patients or spreading them in the environment.  

• Use soap and water for handwashing, rather than alcohol gel, as spores can survive 
exposure to alcohol.  

• Prudent use of antimicrobials is essential; use of broader spectrum antimicrobials for longer 
periods of time is a risk factor for CDI.  
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