Supplementary Information 
Supplementary Table 1. International Classification of Diseases, Tenth Revision (ICD-10) Codes Used for Study Variable Definitions.
	Variable
	ICD-10 Code 

	Clostridioides difficile infection
	A04.71, A04.72

	Esophageal cancer
	C15.3, C15.4, C15.5, C15.8, C15.9, C49.A1, D00.1

	Gastric cancer 
	C16.0–C16.6, C16.8, C16.9, C49.A2, D00.2

	Small intestine cancer
	C17.0–C17.3, C17.8, C17.9, C49.A3, D01.49

	Colorectal cancer
	C18.0–C18.9, C19, C20, C26.0, C49.A4, C49.A5, D01.0, D01.1, D01.2, D01.40

	Colorectal carcinoid
	C7A.020–C7A.026, C7A.029	

	Liver cancer
	C22.0, C22.2–C22.4, C22.7–C22.9, D01.5

	Anal cancer
	C21.0–C21.2, C21.8, D01.3

	Cholangiocarcinoma
	C22.1

	Gallbladder cancer
	C23

	Biliary tract cancer
	C24.0, C24.1, C24.8, C24.9

	Peritoneal/retroperitoneal cancer
	C48.0–C48.2, C48.8, D01.7, D01.9

	Pancreatic cancer
	C25.0–C25.4, C25.7–C25.9

	Inflammatory bowel disease
	K50.x (all subcodes), K51.x (all subcodes)

	Chronic kidney disease
	N18, N18.1–N18.9, N19

	Solid organ transplant history
	Z94.0, Z94.1, Z94.2, Z94.4, Z94.83, Z94.8

	HIV/AIDS
	B20, B21.0–B21.9, B22.0–B22.7, B23.0–B23.8, B24, Z21

	Cirrhosis
	K70.30, K70.31, K71.7, K72.10, K72.11, K74.3, K74.4, K74.5, K74.60, K74.69

	COPD
	J44.x (all subcodes)

	Obesity
	E66.x (all subcodes)

	Diabetes mellitus
	E10.9, E10.10–E10.69, E11.9, E11.00–E11.69, E13.9, E13.00–E13.69

	Mechanical ventilation
	0BH17EZ, 0BH18EZ, 5A1935Z, 5A1945Z, 5A1955Z

	Vasopressor support
	3E030XZ, 3E033XZ, 3E040XZ, 3E043XZ, 3E050XZ, 3E053XZ, 3E060XZ, 3E063XZ

	Renal replacement therapy
	5A1D00Z, 5A1D60Z, 5A1D70Z, 5A1D80Z, 5A1D90Z





Supplementary Table 2. Clostridioides difficile Infection Among Patients with Gastrointestinal Cancer Stratified by Year
	Calendar Year
	Weighted GI Cancer Hospitalizations, n (95% CI)
	Weighted CDI Hospitalizations, n (95% CI)
	CDI Prevalence (%)

	2018
	581,750 (548,998–614,502)
	9,470 (8,767–10,173)
	1.63

	2019
	602,840 (568,531–637,149)
	9,035 (8,360–9,710)
	1.50

	2020
	562,480 (530,556–594,404)
	7,465 (6,885–8,045)
	1.33

	2021
	585,985 (552,247–619,722)
	7,420 (6,846–7,994)
	1.27

	2022
	595,950 (561,304–630,596)
	7,650 (7,045–8,255)
	1.29

	2023
	643,115 (616,818–669,412)
	7,860 (7,292–8,428)
	1.22

	Overall
	3,572,119
	48,900
	1.37


Abbreviations: GI: Gastrointestinal; CI: Confidence interval; CDI: Clostridioides difficile infection

Supplementary Table 3. Clostridioides difficile Infection Prevalence Among Patients with Gastrointestinal Cancer Stratified by Cancer Type
	Cancer Type
	CDI Prevalence (%)
	Per 1,000

	Esophageal cancer
	1.12
	11.2

	Gastric cancer
	1.13
	11.3

	Small intestine cancer
	1.15
	11.5

	Colorectal cancer
	1.44
	14.4

	Colorectal carcinoid
	1.72
	17.2

	Anal cancer
	2.32
	23.2

	Liver cancer
	1.14
	11.4

	Gallbladder cancer
	1.14
	11.4

	Cholangiocarcinoma
	1.55
	15.5

	Biliary tract cancer
	1.35
	13.5

	Pancreatic cancer
	1.46
	14.6

	Peritoneal/retroperitoneal cancer
	1.25
	12.5



Supplementary Table 4. Unadjusted Bivariate Associations with CDI Among Adult GI Cancer Hospitalizations
	Variable
	Unadjusted Odds Ratio (OR)
	95% CI
	P Value

	Demographics
	
	
	

	Age
	
	
	

	18–44 
	Reference
	-
	-

	45–64
	1.12
	1.01–1.24
	.039

	65–79
	1.41
	1.27–1.57
	<.001

	≥80
	1.38
	1.24–1.55
	<.001

	Female sex
	1.24
	1.18–1.30
	<.001

	Race/Ethnicity 
	
	
	<.001

	White 
	Reference
	-
	

	Black
	0.81
	0.75–0.87
	<.001

	Hispanic
	0.75
	0.69–0.81
	<.001

	Asian/Pacific Islander
	0.75
	0.67–0.85
	<.001

	Native American
	0.79
	0.58–1.08
	0.137

	Other
	0.89
	0.78–1.02
	0.101

	Primary Payer 
	
	
	

	Medicare
	Reference
	
	

	Medicaid
	0.79
	0.74–0.85
	<.001

	Private
	0.75
	0.71–0.78
	<.001

	Self-pay/Other
	0.57
	0.48–0.68
	<.001

	Income Quartile
	
	
	

	Quartile 1, lowest
	Reference
	-
	-

	Quartile 2
	1.09
	1.03–1.16
	.003

	Quartile 3
	1.15
	1.09–1.22
	<.001

	Quartile 4, highest
	1.17
	1.10–1.24
	<.001

	Hospital Characteristics
	
	
	

	Bed size: small 
	Reference
	—
	—

	Bed size: medium
	0.97
	0.91–1.03
	.322

	Bed size: large
	0.99
	0.93–1.05
	.756

	Rural
	Reference
	—
	—

	Urban non-teaching 
	0.95
	0.87–1.05
	.320

	Urban teaching
	0.86
	0.79–0.93
	<.001

	Region
	
	
	

	Northeast
	Reference
	—
	—

	Midwest
	1.16
	1.08–1.24
	<.001

	South
	0.82
	0.77–0.88
	<.001

	West
	0.95
	0.88–1.02
	.150

	Comorbidities
	
	
	

	Inflammatory bowel disease
	2.47
	2.17–2.80
	<.001

	Solid organ transplant
	1.78
	1.40–2.26
	<.001

	Chronic kidney disease
	1.61
	1.52–1.70
	<.001

	HIV/AIDS
	1.35
	1.10–1.65
	.004

	Cirrhosis
	0.90
	0.84–0.97
	.007

	COPD
	1.09
	1.02–1.16
	.007

	Obesity
	0.79
	0.74–0.85
	<.001

	Diabetes mellitus
	1.01
	0.97–1.05
	.715

	GI Cancer Subtype
	
	
	

	Esophageal cancer
	0.81
	0.74–0.88
	<.001

	Gastric cancer
	0.81
	0.74–0.88
	<.001

	Small intestine cancer
	0.83
	0.72–0.97
	.016

	Colorectal cancer
	1.09
	1.05–1.14
	<.001

	Colorectal carcinoid
	1.26
	0.83–1.91
	.282

	Anal cancer
	1.73
	1.54–1.95
	<.001

	Liver cancer
	0.82
	0.76–0.88
	<.001

	Gallbladder cancer
	0.83
	0.69–1.01
	.059

	Cholangiocarcinoma
	1.14
	1.04–1.25
	.005

	Biliary tract cancer
	0.98
	0.86–1.13
	.822

	Pancreatic cancer
	1.09
	1.04–1.14
	<.001

	Peritoneal/retroperitoneal cancer
	0.91
	0.79–1.04
	.181







Supplementary Table 5. Adjusted Clinical Outcomes Associated with Clostridioides difficile Infection Stratified by Gastrointestinal Cancer Subtype
	
	In-hospital mortality
	Mechanical ventilation
	Vasopressor support
	Renal replacement therapy

	GI cancer type
	aOR (95% CI)
	P value
	aOR (95% CI)
	P value
	aOR (95% CI)
	P value
	aOR (95% CI)
	P value

	Esophageal cancer
	1.29 (0.96–1.74)
	.091
	2.18 (1.64–2.89)*
	<.001
	1.54 (0.91–2.58)
	.105
	3.27 (1.89–5.67)*
	<.001

	Gastric cancer
	1.76 (1.34–2.30)*
	<.001
	2.60 (1.96–3.43)* 
	<.001
	2.43 (1.62–3.65)*
	<.001
	2.95 (1.86–4.67)*
	<.001

	Small intestine cancer
	0.98 (0.45–2.11)
	.956
	2.10 (1.11–3.95)
	.022
	2.43 (1.14–5.22)
	.022
	2.94 (1.17–7.40)
	.022

	Colorectal cancer
	1.21 (1.05–1.38)
	.007
	1.37 (1.17–1.59)*
	<.001
	1.49 (1.19–1.85)*
	<.001
	1.89 (1.56–2.30)*
	<.001

	Anal cancer
	1.15 (0.60–2.21)
	.684
	0.83 (0.36–1.90)
	.665
	1.42 (0.62–3.28)
	.410
	1.45 (0.69–3.05)
	.325

	Liver cancer
	1.12 (0.89–1.41)
	.352
	2.00 (1.57–2.54)*
	<.001
	1.61 (1.11–2.35)
	.012
	2.83 (2.20–3.63)*
	<.001

	Gallbladder cancer
	1.73 (0.85–3.51) 
	.130
	2.00 (0.79–5.04)
	.143
	0.58 (0.08–4.31)
	.593
	1.35 (0.24–7.50)
	.729

	Cholangiocarcinoma
	0.95 (0.63–1.42)
	.797
	1.90 (1.23–2.94)*
	.004
	1.81 (1.11–2.94)
	.018
	2.64 (1.62–4.29)*
	<.001

	Biliary tract cancer
	1.43 (0.85–2.41)
	.172
	2.12 (1.18–3.80)
	.012
	1.10 (0.42–2.88)
	.854
	2.48 (1.00–6.15)
	.051

	Pancreatic cancer
	1.10 (0.91–1.31) 
	.322
	1.53 (1.21–1.94)*
	<.001
	2.09 (1.61–2.70)*
	<.001
	1.78 (1.29–2.44)*
	<.001

	Peritoneal/retroperitoneal cancer
	1.81 (1.04–3.16)
	.036
	3.23 (1.91–5.47)*
	<.001
	2.92 (1.46–5.81)*
	.002
	2.00 (0.90–4.45)
	.090


Abbreviations: GI: Gastrointestinal; aOR: adjusted odds ratio; CI: Confidence interval
*Meets the Bonferroni-corrected threshold (P < .05/11 = .0045). Other P < .05 values are nominal and considered exploratory. Colorectal carcinoid was excluded from subtype-specific modeling because of insufficient observations. Each model was adjusted for age category, sex, race and ethnicity, primary payer, geographic region, chronic kidney disease, cirrhosis, inflammatory bowel disease, chronic obstructive pulmonary disease, obesity, admission type, and diabetes mellitus, within each cancer subtype.


Supplementary Table 6. Adjusted Effect of Clostridioides difficile Infection on Hospital Length of Stay and Total Hospital Charges Stratified by Gastrointestinal Cancer Subtype 
	GI cancer type
	LOS ratio (95% CI)
	P value
	CR (95% CI)
	P value

	Esophageal cancer
	1.78 (1.61–1.97)*
	<.001
	1.78 (1.55–2.06)*
	<.001

	Gastric cancer
	1.82 (1.65–2.00)*
	<.001
	1.76 (1.55–1.99)*
	<.001

	Small intestine cancer
	1.56 (1.34–1.81)*
	<.001
	1.45 (1.18–1.78)*
	<.001

	Colorectal cancer
	1.58 (1.52–1.64)*
	<.001
	1.30 (1.24–1.36)*
	<.001

	Anal cancer
	1.43 (1.28–1.61)*
	<.001
	1.30 (1.13–1.49)*
	.003

	Liver cancer
	1.73 (1.59–1.87)*
	<.001
	1.64 (1.44–1.88)*
	<.001

	Gallbladder cancer
	1.53 (1.30–1.81)*
	<.001
	1.47 (1.14–1.90)*
	.003

	Cholangiocarcinoma
	1.45 (1.30–1.61)*
	<.001
	1.28 (1.12–1.45)*
	.001

	Biliary tract cancer
	1.51 (1.32–1.73)*
	<.001
	1.63 (1.12–2.38)
	.012

	Pancreatic cancer
	1.56 (1.49–1.64)*
	<.001
	1.36 (1.27–1.45)*
	<.001

	Peritoneal/retroperitoneal cancer
	1.88 (1.58–2.22)*
	<.001
	1.93 (1.51–2.46)*
	<.001


Abbreviations: GI: Gastrointestinal; LOS: length of stay; CR: Charge ratio; CI: Confidence interval
*Meets the Bonferroni-corrected threshold (P < .05/11 = .0045). LOS was modeled with survey-weighted negative binomial regression and total charges with a gamma generalized linear model (log link); exponentiated CDI coefficients are reported as LOS ratios and charge ratios. Colorectal carcinoid was excluded from subtype-specific modeling because of insufficient observations.
