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Memorandum 
 
To:  	Hospitalists and ED Providers 
 
From:  	David Blin – Director, Laboratory Services 
 	 	Thomas Suppan, MD – Medical Director, Laboratory Services 
 	 	 
Date:  	June 23, 2026 
 
Re:  	Multistep Algorithm for C. difficile Testing – Aligns with CDC and IDSA/SHEA 
 

 
NMC Laboratory uses a multistep algorithm for C. difficile infection (CDI) testing to improve diagnostic accuracy, reduce unnecessary antibiotic treatment, and support antimicrobial stewardship. This approach aligns with CDC and IDSA/SHEA guidance. Results should be interpreted based on the patient’s history and clinical presentation. 
 
CLOSTRIDIUM DIFFICILE SCREEN (Orderable) - C. DIFF QUIK CHEK COMPLETE® 
This rapid immunoassay detects GDH antigen and toxins A/B. GDH screens for C. difficile whereas toxin detection supports active toxigenic infection. 
 
	CLOSTRIDIUM DIFFICILE SCREEN
	

	Result
	Interpretation
	Action

	GDH Antigen (+) / Toxins A or B (+)
	Confirmed CDI
	Treat

	GDH Antigen (−) / Toxins A or B (−)
	CDI unlikely
	Do not treat

	GDH Antigen (-) / Toxins A and B (+)
	Indeterminate → reflex PCR
	Clinical correlation required


Indeterminate results automatically reflex to PCR/NAAT. 
 
DIFFICILE TOXIN PCR (Reflex only – not orderable) - Cepheid Xpert® C.difficile/Epi Assay 
Detects toxin B gene sequences and presumptively identifies 027/NAP1/BI strains of toxigenic Clostridium difficile using automated real-time PCR. 
 
PCR alone is discouraged because it may detect colonization rather than active toxin-mediated disease, increasing overdiagnosis and overtreatment. 
 
	Why PCR Alone Is Discouraged for C. difficile Testing

	Issue
	Why It Matters
	Impact

	Detects genes, not toxin
	Identifies toxin genes but not active toxin production
	Misidentifies colonization as infection

	Cannot distinguish colonization
	Positive in both infection and asymptomatic carriers
	Poor clinical specificity

	Overly sensitive
	Detects low/irrelevant organism levels
	Overdiagnosis of CDI

	Drives overtreatment
	Leads to unnecessary antibiotics and isolation
	Patient harm, ↑ cost, ↑ Length Of Stay

	Impacts quality metrics
	Inflates CDI rates and NHSN SIR
	Financial and reporting consequences

	Not guideline-preferred
	CDC/IDSA recommend multistep testing, not NAAT alone
	Deviates from best practice

	The molecular "C.DIFFICILE TOXIN PCR" is performed only as a reflex and is not available as a separately ordered test. All other requests for this test must be approved by the NMC Infection Control Practitioner or on-call Pathologist.


 









Please contact the Laboratory (802-524-1070) with any questions or concerns. 
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