SUPPLEMENT
Figure S1: Unadjusted Kaplan-Meyer Curves for C. difficile Toxin Positivity-Free Survival by Initial Test Result Among C. difficile Tests Conducted at Duke University Health System from 15 March 2020 to 31 December 2023
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Table S1: Comparison of Effect Estimates Across Various Time to Event Models 
	Model
	Variable
	Univariate HR (95% CI)
	Multivariable HR (95% CI)
	Multivariable HR with strata (95% CI)

	PWP-GTa
	Preceding state
	
	
	

	
	  NAAT-, no antibiotics
	Reference
	Reference
	Reference

	
	  NAAT-, antibiotics
	6.54 (4.53-9.43)
	5.80 (4.02-8.38)
	5.79 (4.01-8.36)

	
	  NAAT+/toxin-, no antibiotics
	5.16 (3.69-7.23)
	5.07 (3.62-7.11)
	5.06 (3.61-7.10)

	
	  NAAT+/toxin-, antibiotics
	15.68 (9.83-25.02)
	15.68 (9.83-25.02)
	15.71 (9.85-25.06)

	
	  NAAT+/toxin+, no antibiotics
	23.46 (17.59-31.30)
	23.46 (17.59-31.30)
	23.47 (17.61-31.28)

	
	  NAAT+/toxin+, antibiotics
	30.81 (18.39-51.59)
	30.81 (18.39-51.59)
	30.82 (18.35-51.75)

	
	Two or more prior CDI
	7.00 (4.62-10.63)
	1.24 (0.82-1.86)
	1.24 (0.83-1.87)

	
	Age 
	1.01 (1.00-1.02)
	1.01 (1.00-1.01)
	1.01 (1.00-1.01)

	
	Chronic kidney disease
	1.60 (1.24-2.07)
	1.26 (0.99-1.61)
	Stratified

	
	Cancer
	1.60 (1.23-2.07)
	1.06 (0.82-1.38)
	1.07 (0.83-1.39)

	
	Hematopoietic transplant
	2.07 (1.39-3.09)
	1.80 (1.22-2.68)
	Stratified

	Frailty
Model
	Preceding state
	
	
	

	
	  NAAT-, no antibiotics
	Reference
	Reference
	Reference

	
	  NAAT-, antibiotics
	6.89 (5.10-9.30)
	6.39 (4.72-8.67)
	6.28 (4.63-8.53)

	
	  NAAT+/toxin-, no antibiotics
	5.27 (3.74-7.42)
	5.20 (3.69-7.33)
	5.13 (3.64-7.24)

	
	  NAAT+/toxin-, antibiotics
	17.64 (10.93-28.46)
	16.68 (10.34-26.90)
	16.23 (10.03-26.27)

	
	  NAAT+/toxin+, no antibiotics
	12.76 (9.68-16.82)
	12.50 (9.46-16.50)
	12.43 (9.42-16.42)

	
	  NAAT+/toxin+, antibiotics
	16.78 (9.99-28.18)
	15.99 (9.51-26.89)
	16.32 (9.68-27.54)

	
	Two or more prior CDIc
	--
	--
	--

	
	Age 
	1.01 (1.01-1.02)
	1.01 (1.00-1.02)
	1.01 (1.00-1.02)

	
	Chronic kidney disease
	1.47 (1.16-1.87)
	1.16 (0.93-1.45)
	Strata

	
	Cancer
	1.50 (1.17-1.91)
	1.01 (0.79-1.30)
	Strata

	
	Hematopoietic transplant
	1.90 (1.28-2.82)
	1.66 (1.17-2.37)
	Strata

	aPWP-GT: Prentice-Williams-Peterson, gap time
bPrior episodes of C. difficile interfered with model convergence when included in first event model
cTwo or more CDI events was no longer a significant predictor in the frailty model 



Table S1: Comparison of Effect Estimates Across Various Time to Event Models (cont’d)
	Model
	Variable
	Univariate HR (95% CI)
	Multivariable HR (95% CI)
	Multivariable HR with strata (95% CI)

	Traditional Cox proportional hazards model limited to first events
	Preceding state
	
	
	

	
	  NAAT-, no antibiotics
	Reference
	Reference
	Reference

	
	  NAAT-, antibiotics
	8.74 (5.91-12.91)
	8.00 (5.39-11.88)
	7.99 (5.38-11.86)

	
	  NAAT+/toxin-, no antibiotics
	6.41 (4.10-10.01)
	6.20 (3.96-9.69)
	6.20 (3.96-9.69)

	
	  NAAT+/toxin-, antibiotics
	22.63 (12.90-39.69)
	20.56 (11.67-36.22)
	20.58 (11.68-36.26)

	
	  NAAT+/toxin+, no antibiotics
	38.88 (27.56-54.86)
	37.52 (26.55-53.02)
	37.60 (26.60-53.14)

	
	  NAAT+/toxin+, antibiotics
	61.45 (34.00-111.08)
	53.81 (29.61-97.80)
	53.15 (29/24-96.60)

	
	Two or more prior CDIb
	NA
	NA
	NA

	
	Age 
	1.02 (1.01-1.03)
	1.01 (1.00-1.02)
	1.01 (1.00-1.02)

	
	Chronic kidney disease
	1.75 (1.37-2.24)
	1.33 (1.03-1.72)
	1.33 (1.03-1.72)

	
	Cancer
	1.56 (1.22-2.01)
	0.97 (0.74-1.29)
	0.98 (0.74-1.29)

	
	Hematopoietic transplant
	2.00 (1.34-2.98)
	2.03 (1.31-3.14)
	Strata

	aPWP-GT: Prentice-Williams-Peterson, gap time
bPrior episodes of C. difficile interfered with model convergence when included in first event model














Table S2: Sensitivity Analysis for Best- and Worst-case Censoring Scenarios
	Model
	Variable
	Multivariable HR (95% CI)
Censor=toxin positivity
	Multivariable HR (95% CI)
Censor=negative

	PWP-GTa
	Preceding state
	
	

	
	  NAAT-, no antibiotics
	Reference
	Reference

	
	  NAAT-, antibiotics
	1.24 (1.17-1.30)
	5.79 (4.01-8.36)

	
	  NAAT+/toxin-, no antibiotics
	1.05 (1.00-1.10)
	5.06 (3.61-7.10)

	
	  NAAT+/toxin-, antibiotics
	1.35 (1.18-1.53)
	15.71 (9.85-25.06)

	
	  NAAT+/toxin+, no antibiotics
	1.24 (1.16-1.33)
	23.47 (17.61-31.28)

	
	  NAAT+/toxin+, antibiotics
	1.38 (1.11-1.70)
	30.82 (18.35-51.75)

	
	Two or more prior CDI
	0.99 (0.87-1.13)
	1.24 (0.83-1.87)

	
	Age 
	1.00 (1.00-1.00)
	1.01 (1.00-1.01)

	
	Chronic kidney disease
	Strata
	Strata

	
	Cancer
	0.81 (0.79-0.84)
	1.07 (0.83-1.39)

	
	Hematopoietic transplant
	Strata
	Strata

	

















Table S3: Proportion of Initially NAAT+/toxin- Subjects with Each Outcome Over Time
	
	Proportion with Outcome (95% CI)

	Event Type
	Day 10
	Day 30
	Day 60
	Day 90

	Presumptive treatment
	0.28 (0.27-0.30)
	0.31 (0.29-0.33)
	0.32 (0.30-0.34)
	0.33 (0.31-0.35)

	Suppression
	0.01 (0.01-0.01)
	0.01 (0.01-0.02)
	0.01 (0.01-0.02)
	0.01 (0.01-0.02)

	NAAT+/Toxin+
	0.00 (0.00-0.00)
	0.02 (0.01-0.02)
	0.04 (0.03-0.04)
	0.05 (0.04-0.06)

	Death
	0.02 (0.01-0.03)
	0.03 (0.03-0.04)
	0.05 (0.04-0.06)
	0.07 (0.05-0.08)
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