Electronic Supplementary Table 1: Study design and characteristics

	Study
	Study design; country, setting and time period
	No of participants
	Mean age
	% Male
	Selection of participants

	Akhtar 2007 26


( ADDIN EN.CITE )

	Case-control; USA; inpatients, Jan 1997 to Dec 2005
	1290 
	NA
	45
	African and Hispanic patients admitted with diagnosis of diarrhoea.  Those with incomplete data were excluded.

	Al-Tureihi 2005 (abstract) 27


( ADDIN EN.CITE )

	Case-control; USA; inpatients, Mar 2002 to  Oct 2003
	53 
	82.3
	16
	Chart review of institutionalized patients who had documented symptomatic CDI, as compared to controls.

	Aseeri 2008 28


( ADDIN EN.CITE )

	Case-control; USA; inpatients,  Oct 2005 to Sept 2006
	188 
	44% >70
	44
	New onset diarrhea >2 loose bowel movements/day, age >18.  Controls matched on admission date, antibiotic use, gender, age, location in hospital.  Exclusions: recent CDI.

	Bajaj 2009 29


( ADDIN EN.CITE )

	Case-control; USA; inpatients, Jan 2002 to  Dec 2006
	83230 
	58
	61
	Patients with cirrhosis diagnosed with diarrhoea and positive toxin test, versus age matched controls. Exclusions: inflammatory bowel disease or liver transplant.

	Baxter 2008 30


( ADDIN EN.CITE )

	Case-control; USA; inpatients.
	4493 
	68
	48
	Diagnosis of CDI ≥ 3 days hospitalization from testing of diarrhoeal stool samples.  Controls matched on time period and similar diagnostic code for other medical conditions. Exclusions:  prior hospitalization 60 days before index date.

	Beaulieu 2007 31


( ADDIN EN.CITE )

	Retrospective cohort study; Canada; inpatients,  Mar 2002 and May 2004
	827 
	Median 65
	60
	All patients admitted to the medical Intensive Care Unit of the hospital with diarrhoea >24 hours and positive toxin test.

	Branch 2007 32


( ADDIN EN.CITE )

	Case-control; USA; inpatients,  Jan 2005 and Oct 2005
	71 
	66
	NA
	History of diarrhoea, age>18 years, in hospital between. Those with recurrent disease were excluded.

	Cadle 2007 33


( ADDIN EN.CITE )
 
	Retrospective cohort looking at recurrence; USA; inpatients, June 2004 and July 2005
	140 
	67
	99
	Retrospective chart review of outcomes and recurrence in those with diarrhoea symptoms and previous positive toxin test. Exclusions: other GI conditions causing diarrhea.

	Cunningham 2003 34


( ADDIN EN.CITE )

	Case-control; England; inpatients, 1999.
	170 
	NA
	NA
	Laboratory and infection control records of patients with diarrhoea and positive toxin test; controls matched on age, sex, month of admission, consultant, and diagnostic code. Exclusions: inflammatory bowel disease, missing case notes.

	Dalton 2009 35


( ADDIN EN.CITE )

	Retrospective cohort study; USA; inpatients, Aug 2002 to May 2006
	14719 
	68
	48
	New hospitalization for any patient age> 18 years, ≥ 7 days of stay, wtih antibiotic use. Stool samples were from patients clinically suspected to have CDI.

	Debast 2009 8


( ADDIN EN.CITE )

	Case-control; Netherlands; inpatients, April to September 2005.
	244 
	68% >65
	40
	Patients in hospital during outbreak of diarrhoea with PCR ribotype 027 CDI. Controls were those with diarrhoea but no evidence of CDI.

	Dial 2004 36


( ADDIN EN.CITE )

	(a)Retrospective cohort and (b) case-control; Canada; inpatients, Aug 2002 to Apr 2003
	1187 (cohort)

98 (case-control)
	74
	45
	Pharmacy database of patients who had received antibiotics. Cases had history of diarrhea with loose bowel movements. Controls matched on hospital ward, age, and antibiotic use.  

	Dial 2005 37


( ADDIN EN.CITE )

	Case-control study; UK; general practice. Jan 1994 to Dec 2004
	13563 
	71
	42
	At least 2 years follow-up within database. First occurrence of symptomatic CDI within medical record, without hospitalization in prior year; controls matched on age from same general practice.

	Dial 2006 38


( ADDIN EN.CITE )

	Case-control study; UK; general practice, Jan 1994 to Dec 2004
	3484 
	65
	41
	Community based participant with new prescription of oral vancomycin.  Exclusions: recent CDI (past 1-12 months). 

	Dial 2008 39


( ADDIN EN.CITE )

	Nested case-control; Canada; community, 1996 – 2004.
	9196 
	78
	40
	Age >65 years with hospital admission with diarrhoea and primary diagnostic code of CDI. Controls matched on index date and first hospital admission. Exclusions: recent CDI or metronidazole / vancomycin use

	Dubberke 2007 40


( ADDIN EN.CITE )

	Retrospective cohort and nested case-control study; USA; inpatients, Jan 2003 to Dec 2003.
	36275 
	56
	42
	Hospital stay > 48 hours with clinical history of diarrhoea and stool toxin assay data available. Exclusions: diagnosed <48 hours after admission or recurrent cases.

	Gillis 2005 (abstract0 41()

	Case-control; Canada; inpatients.
	150 
	NA
	47 
	Patients with history of diarrhoea and positive CDI test.

	Hensgens 2011 42


( ADDIN EN.CITE )

	Case-control study; Netherlands; inpatients, July 2006 to April 2009.
	93 CDI, 76 controls.
	29.6% >65
	55
	Inpatients with diarrhoea (≥3 unformed stools per 24 hours), screened for CDI. Controls without diarrhoea were matched for ward and time of admission.  

	Howell 2010 43


( ADDIN EN.CITE )

	Cohort analysis of hospital discharge data, USA, Jan 2004 to Jan 2008.
	101796 
	57
	41
	At least 18 years old and had a length of stay of ≥3 days, based on toxin tests on laboratory samples of loose stool from patients clinically suspected to have CDI. Exclsions: patients with recurrent CDI..

	Ingle 2011 44


( ADDIN EN.CITE )

	Retrospective cohort study; India; inpatients and outpatients, June 2006 to May 2008.
	99
	46.7
	58
	All inpatients and outpatients who had faecal specimens sent to laboratory for CDI toxin testing because of diarrhea.

	Jayatilaka 2007 45


( ADDIN EN.CITE )

	Case-control; USA; inpatients, 2005.
	366 
	Median 69
	62
	Age ≥18 yrs with hospital admission in 2005 and diarrhoea. Unclear how controls selected, but were age and sex-matched.

	Jenkins 2010 46


( ADDIN EN.CITE )

	Case-control; UK; orthopaedic inpatients, Jan 2006 to Dec 2008.
	32 
	76
	44
	Hip or knee replacement surgery and developed diarrhoea as inpatient or following discharge. Age and sex-matched to three controls who had same surgeon and month of operation.

	Kazakova 2006 47


( ADDIN EN.CITE )

	Case-control; USA; inpatients, outpatients, and long term care facility, Sept 2002 to Dec 2003. 
	195 
	Median 77
	38
	Cases had diarrhoeal illness, tested positive for CDI and disease onset periods; and hospitalization in that period. Age and sex-matched to two controls admitted on same date.

	Kim 2010 48


( ADDIN EN.CITE )

	Case-control; South Korea; inpatients.
	125 
	68
	46
	Diarrhoea > 3 days after admission. Exclusions: age < 18 years, recent CDI, failure to complete ≥ 7 days antibiotic therapy, other suspected cause of diarrhea.

	Linney 2010 49()

	Case-control, Canada, inpatients Feb 2007 – Jan 2008.
	284
	76
	47
	Hospital patients during outbreak of diarrhoea with confirmed infection, matched with controls on age, sex, admission date, hospital unit who had negative toxin text. Exclusions – community acquired CDI, recent cancer chemotherapy, recurrent or relapsed CDI, 

	Linsky 2010 50


( ADDIN EN.CITE )

	Retrospective cohort; VA database, USA; inpatients and outpatients, Oct 2004 to Sept 2008.
	1166 
	Median 74 
	97
	At least 1 year health care registration, metronidazole or oral vancomycin started within 3 days before, or after the index date.

	Loo 2005 52


( ADDIN EN.CITE )

	Case-control; Canada; inpatients, Jan to June 2004.
	474 
	Median 76
	48
	Surveillance scheme for patients with diarrhoea during outbreak in hospital.

	Loo 2011 51


( ADDIN EN.CITE )

	Multicentre, prospective surveillance study, Canada, inpatients, March 2006 – June 2007
	4143
	63
	50
	Prospective surveillance of all consecutive patients age >18 years admitted to selected units in hospital with and without symptomatic infection. Exclusions: haemodynamic instability, palliative care, neutropaenia, inability to consent.

	Lowe 2006 53


( ADDIN EN.CITE )

	Case-control; Ontario, Canada; inpatients 
	13692 
	78
	60
	Cases were age >66 years, hospitalized with diarrhoea, and had antibiotics in past 60 days. Controls had outpatient antibiotic use and matched on age, sex and type of antibiotic. 

	McFarland 2007 54


( ADDIN EN.CITE )

	Case-control, USA, mainly inpatients (80%), 2003-2005
	368
	64.8
	Not stated
	Patients enrolled in VA healthcare with stool samples analysed for CDI  toxin or culture. Cases had diarrhea with no other active cause; controls without CDI matched on time of sample and assay, age, and location.

	Modena 2005 55


( ADDIN EN.CITE )

	Case-control; USA; inpatients, Aug 2003 and Jun 2004
	250 
	59.7
	47
	Inpatients who had diarrhoea and received antibiotics for ≥ 5 days. Exclusions: recurrent CDI, or missing records.

	Monge 2011 56


( ADDIN EN.CITE )

	Case-control; outbreak of diarrhoea inpatients Spain;, 2006.
	114 
	73
	55.3%
	Inpatients during outbreak of diarrhoea. Controls matched on age, sex and date of admission. Exclusions: recurrent CDI , incomplete records..

	Muto 2005 57


( ADDIN EN.CITE )

	Case-control; USA; inpatients,  Jan 2000 to Apr 2001
	650 
	52
	51
	Inpatients with diarrhoea and positive stool test during study period.

	Novell 2010 58


( ADDIN EN.CITE )

	Case-control; USA; inpatients, July 2007 and 2008
	348 
	70
	51
	Cases : new onset diarrhoea and positive microbiology Controls were matched on location, age, admission date, and sex. 

	Pepin 2005 3


( ADDIN EN.CITE )

	Retrospective cohort; Quebec, Canada; inpatients Jan 2003 to June 2004.
	7421 
	Median 72
	47
	Patients with diarrhoea and positive toxin test from records of adult patients in internal/family medicine or gastroenterology wards; excluded those whose primary reason for admission was CDI. 

	Shah 2000 59


( ADDIN EN.CITE )

	Case-control; UK; inpatients, Jan 1995 to Dec 2006.
	252 
	82
	34
	Age >65 years on general medical or elderly care wards, new diarrhoeal illness after admission. Controls were age matched, on same ward at the time, with negative stool test. Exclusions: previous CDI. 

	Southern 2010 60


( ADDIN EN.CITE )

	Retrospective cohort; two hospitals in USA; abdominal surgery patients from Jan 2007 to Feb 2008.
	3950 
	53
	33
	Postoperative cases with diarrhoea recorded in notes and positive toxin within 30 days after surgery. Controls were those who had surgery but no positive toxin test. Exclusions: community acquired diarrhoea.

	Stevens 2011 61


( ADDIN EN.CITE )

	Retrospective cohort study; inpatients USA, Jan 2005 to Dec 2005.
	7792
	NA
	NA
	Age >18 years, admitted to non-psychiatric inpatient unit, had ≥ 2 consecutive days of antibiotics and diarrhoeal stool sample. Excluded if positive CDI toxin test in previous 60 days or within 2 day of admission.

	Turco 2010 62


( ADDIN EN.CITE )

	Case-control; Italy; inpatients. between Jun 2005 to Jul 2009.
	136 
	8.5
	63
	All children aged 1–18 years hospitalized with protracted diarrhoea (>15 days) and abdominal pain. Controls had no evidence of abdominal infection and negative stool toxin test.

	Yearsley 2006 63


( ADDIN EN.CITE )

	Prospective cohort; inpatients Aug 2003 to Sep 2004.
	308 
	78.9
	43
	Patients from any ward within acute hospital, age >18 years with diarrhoea. Controls were age-matched, and recruited from the same ward at that time.

	Yip 2001 64()

	Case-control; Canada; inpatients, Oct- Dec 1998.
	54 
	73
	48
	Records of all inpatient stool specimens within study period were checked, and relevant case notes retrieved for those with positive test and loose stools >2 days. Controls matched on age, gender, admission date, ward, and length of stay.


Electronic Supplementary Table 2: Study outcomes, interventions and validity assessment 

	Study
	Ascertainment of PPI use
	Positive CDI Toxin test (Yes/No)
	Adjustments for potential confounding variables
	Risk Estimates (95% CI)

	Akhtar 2007 26


( ADDIN EN.CITE )

	Use within preceding 3 months from patient charts and consultation reports
	Y
	Demographic variables, comorbidity and the use of antibiotic or chemotherapy
	Adjusted OR: 1.7 (1.4-2.2) 

Crude OR: 2.13 (1.67-2.71)

	Al-Tureihi 2005 (abstract) 27


( ADDIN EN.CITE )

	Based on chart review, unclear exposure and ascertainment.
	Y
	N
	PPI in 15/25 (cases) vs 9/28 (controls)

Crude OR 3.17 (1.03 – 9.77)

	Aseeri 2008 28


( ADDIN EN.CITE )

	Not described
	Y
	Renal failure and H2RA use
	Crude OR 3.08 (1.61-5.91) 

Adjusted OR 3.6 (1.73-8.26)

	Bajaj 2009 29


( ADDIN EN.CITE )

	Nationwide Inpatient Sample database with previous PPI use recorded in emergency room notes.
	Y
	Age, gender, Child-Pugh score, PPI use, outpatients SBP prophylaxis and inpatient antibiotic use
	Outpatient PPI use crude OR 23.78 (95% CI 5.66-99.8) Adjusted OR 37.6 (95% CI 6.22-227.6).

	Baxter 2008 30


( ADDIN EN.CITE )

	PPIs within past 60 days in Kaiser Permanente insurance database. 
	Y
	Age, sex, demographics, health status,  antibiotic exposure
	Adjusted OR 1.23 (1.03-1.48)

	Beaulieu 2007 31


( ADDIN EN.CITE )

	Unclear
	Y
	Demographics, hospital stay, APACHE II score, antibiotics, tube feeding, tracheal tube
	Crude HR: 1.02 (0.71 – 1.46)

Adjusted HR: 0.90 (0.59 – 1.38)

	Branch 2007 32


( ADDIN EN.CITE )

	Medication histories or inpatient dispensing records.
	Y
	N
	PPI use 34/57 (cases) vs. 37/57 (controls)

Crude OR 0.90 (95%CI 0.37 – 1.71) 

	Cadle 2007 33


( ADDIN EN.CITE )
 
	Electronic medical records, >7 days PPI use prior to index date.
	Y
	N
	Recurrence of CDI crude OR 4.17 (1.66-10.38)

	Cunningham 2003 34


( ADDIN EN.CITE )

	Information on PPI use within last 2 months from case notes 
	Y 
	N
	Adjusted  OR 2.5 (1.5-4.2)

	Dalton 2009 35


( ADDIN EN.CITE )

	Electronic pharmacy records
	Y (Includes histopathology)
	Age, length of stay, antibiotics and other drugs e.g. antidepressants through stepwise regression
	Crude OR 1.96 (1.42-2.72)

Adjusted OR per day 1.01 (1.00-1.02)

	Debast 2009 8


( ADDIN EN.CITE )

	Electronic pharmacy database; medications within past 3 months.
	Y
	Sex, length of stay, co-morbidity, level of care, co-medication.
	Crude OR 1.6 (0.8-3.4) 

Adjusted OR 1.1 (0.5-2.6) 

	Dial 2004 36


( ADDIN EN.CITE )

	Inpatient medical records with PPI prescription≥3 days in hospital prior to diarrhoea.
	Y
	Antibiotics and ward (cohort study)

Multiple variables e.g.antibiotics, sex, co-morbidities.(case-control). Charlson score and age dropped from initial model
	Cohort: Crude OR 2.1 (1.4-3.4), Adjusted 2.1 (1.2- 3.5) 

Case-control: Crude OR 3.1 (1.7 – 5.6) Adjusted 2.6 (1.3-5.0).

Relapse 5.1 (1.1 -24.9)

	Dial 2005 37


( ADDIN EN.CITE )

	Electronic prescription records in General Practice Research Database, PPI use in past 90 days
	Y
	Age, gender, medical history, comorbidities and medication.
	Adjusted analysis current PPI use toxin positive cases RR 3.0 (2.5-3.7)

	Dial 2006 38


( ADDIN EN.CITE )

	Electronic prescription records in General Practice Research Database, PPI use in past 90 days
	N (Proxy measure of oral vancomycin prescription)
	Age, gender, medical history, comorbidities and medication.
	Adjusted OR 3.5 (2.3-5.2)

	Dial 2008 39


( ADDIN EN.CITE )

	Hospital discharge summary and Quebec regional database 45 days use before index date.
	N (Based on ICD code as primary diagnosis in hospital discharge summary)
	 Demographics, healthcare use and co-morbidiites
	Adjusted RR 1.6 (1.3-2.0)

	Dubberke 2007 40


( ADDIN EN.CITE )

	Inpatient medication use from  medical informatics database.  
	Y
	Variables with p<0.20 in univariate analysis, or those with biological plausibility
	Crude OR 4.1 (3.2-5.2). Adjusted OR 2.2 ( 1.6-3.0).

	Gillis 2005 (abstract0 41()

	Unclear
	Y
	N
	Crude OR 1.34 (0.68-2.62)



	Hensgens 2011 42


( ADDIN EN.CITE )

	Medication use (in previous 3 months) from patient records and hospital electronic database. .
	Y (Toxin A in first 12 months, and Toxin A and B subsequently)
	Age, sex, ward, Charlson co-morbidity index, medications and interventions.
	Crude OR 2.21 (1.18-4.14)

Adjusted OR 1.14 (0.51-2.58) 

	Howell 2010 43


( ADDIN EN.CITE )

	Inpatient medication in electronic database; no data on PPI or antibiotics before admission.
	Y
	Propensity score matching, as well as adjusted model for variables such as Charlson comorbidity score, age, and antibiotics.
	PPI daily use adjusted OR 1.74 (1.39-2.18)

	Ingle 2011 44


( ADDIN EN.CITE )

	Hospital records
	Y
	Unclear what variables were adjusted for.
	Crude OR 2.88 (0.8-9.8)

Adjusted OR 1.84 (0.45-7.45) 

	Jayatilaka 2007 45


( ADDIN EN.CITE )

	PPI use pre-, during or post- admission based on admission and discharge medical records. 
	Y
	Antibiotic use
	PPI use pre- or during admission adjusted OR 2.75 (1.68-4.52)

	Jenkins 2010 46


( ADDIN EN.CITE )

	Postoperative PPI use obtained from case notes.
	Y
	N
	PPI use 2/8 (cases) vs 5/24 (controls). Crude OR 1.27 (0.19 – 8.29)

	Kazakova 2006 47


( ADDIN EN.CITE )

	Medical records..
	Y
	Y
	Adjusted OR 5.02 (1.30-19.36)

	Kim 2010 48


( ADDIN EN.CITE )

	Inpatient medical records; at least 3 days exposure prior to index date, and continuous use after that. 
	Y (recurrent CDI on toxin A test within 90 days of cure)
	Probably, but did not state what variables were adjusted for.
	Adjusted OR 3.48 (1.64-7.69)

	Linney 2010 49()

	Past use from electronic medical records and patient history
	Y
	Multivariate stepwise regression
	Adjusted OR 2.4 (1.4-4.3)

	Linsky 2010 50


( ADDIN EN.CITE )

	Outpatient and inpatient pharmacy records ; PPI dispensed in 14 days after diagnosis of C.difficile.
	Y (Toxin test 15 to 90 days after incident CDI)
	Age, antibiotics, co-morbidities
	Crude HR 1.42 (1.11-1.82). Adjusted HR 1.42 (CI 1.10-1.83). 

	Loo 2005 52


( ADDIN EN.CITE )

	Unclear
	Y (Positive toxin test or culture)
	N
	PPI use 112/237 (cases) vs 111/237 (controls). Crude OR  1.02 (0.71 – 1.46) 

	Loo 2011 51


( ADDIN EN.CITE )

	Medical records and patient history of drug use within preceding 8 weeks, and  dates of inpatient use
	Y  (Also used culture or histological or endoscopic evidence)
	Age, sex, Charlson comorbidiity index, previous hospitalizations, serologic data, medication history
	PPI CDI Adjusted OR: 2.64 (1.71 – 4.09)

H2RA CDI Adjusted OR: 0.98 (0.55 – 1.73)

	Lowe 2006 53


( ADDIN EN.CITE )

	Computerized database records of dispensed prescriptions, and hospitalization.
	N  (Based on ICD codes in hospital)
	Drug exposure and comorbidities
	Crude OR 1.2 (1.1-1.4) Adjusted OR 0.9 (0.8–1.1)

	McFarland 2007 54


( ADDIN EN.CITE )

	Use of PPIs within previous 3 months on outpatient and inpatient electronic medical records
	Y  (also looked at stool culture)
	N
	34/184 vs. 39/184; Crude OR 0.84 (0.50 – 1.41)

-0.1711 0.2619

	Modena 2005 55


( ADDIN EN.CITE )

	Inpatient medical records
	Y
	N
	Crude OR: 3.36 (1.66 - 6.81)

	Monge 2011 56


( ADDIN EN.CITE )

	Computerized databases with clinical and pharmacy dispensing data.
	Y
	All covariates with p<0.10.
	Crude OR 3.6 (1.3-10.1)

Adjusted OR 6.6 (1.1-41.1) 

	Muto 2005 57


( ADDIN EN.CITE )

	Electronic medical archival retrieval system with information on source of PPI and date
	Y
	N
	Crude OR: 1.8 (1.2–2.9); Adjusted OR: 2.4 (1.3-4.4)

	Novell 2010 58


( ADDIN EN.CITE )

	Electronic medical record and pharmacy database
	Y (microbiology records)
	N
	PPI use 109/174 (cases) vs 132/174 (controls).

Crude OR: 0.53 (0.34–0.85)

	Pepin 2005 3


( ADDIN EN.CITE )

	Inpatient medical records
	Y
	Multivariate stepwise regression
	Unadjusted HR 1.67 (1.32-2.10). Adjusted HR 1.00 (0.79–1.28).

	Shah 2000 59


( ADDIN EN.CITE )

	Clinical notes; defined as up to 16 weeks exposure prior to admission
	Y
	N
	PPI use 24/126 (cases) vs 27/126. (controls) Crude OR 0.86 (0.47 – 1.60) 

	Southern 2010 60


( ADDIN EN.CITE )

	Electronic medical databases; defined as any PPI 10 days prior to surgery
	Y
	Age and Charlson comorbidity score
	Adjusted OR 2.32 (1.18-4.58)

	Stevens 2011 61


( ADDIN EN.CITE )

	Prescribing / dispensing data from  inpatient pharmacy, database 
	Y
	Age, antibiotics, other medications and procedures, co-morbidities, length of stay
	Crude HR 7.6 (5.7-10.2)

Adjusted HR 4.5 (2.3-9.0) 

	Turco 2010 62


( ADDIN EN.CITE )

	PPI exposure within 3 months prior to hospitalization – no other details given.
	Y
	Co-morbid conditions and other drugs
	Crude OR 4.52 (1.4-14.4). 

Adjusted OR 1.2 (1.04-1.39).

	Yearsley 2006 63


( ADDIN EN.CITE )

	Hospital admission letters and patient history of pre-admission use, and on inpatient charts
	Y
	N
	Crude OR 2.03 (1.21-3.41), Adjusted OR for acid suppression therapy (predominantly PPI) 1.90 1.10-3.29)

	Yip 2001 64()

	Patient charts.
	Y
	Control group matched by age, gender, admission date, and ward, 
	Comparison with control group 1: Crude OR: 3.0 (0.81- 11.0)


CDI = Clostridium difficile infection, HR = Hazard Ratio, OR = Odds Ratio, ICD = International Classification of Diseases

Table 3. Adjusted Indirect Comparison between different drug therapies, and assessment of interaction

	Drug Exposure
	Pooled OR (95% CI)
	 I2 (Heterogeneity)

	Studies that reported data on PPI alone, and on H2RA alone (n=15) 3


 ADDIN EN.CITE.DATA 


( ADDIN EN.CITE , 28, 31, 35-40, 43, 45, 47, 51, 57, 61)


	PPI  alone
	2.10 (1.66 – 2.66)
	85

	H2RA alone
	1.50 (1.23 – 1.83)
	60

	Studies that reported data on PPI alone, and on PPI with antibiotics (n=6) 26


( ADDIN EN.CITE , 32, 34, 36, 61, 63)


	PPI alone
	1.98 (1.39 – 2.83)
	66

	PPI + Antibiotic
	3.87 (2.28 – 6.56)
	72

	Studies that reported data on antibiotic alone, PPI alone, and on PPI with antibiotics 26


( ADDIN EN.CITE , 34, 63)


	Antibiotics alone
	1.97 (1.29-3.01)
	60

	PPI alone
	1.82 ((1.50-2.21)
	0

	PPI + Antibiotic
	3.44 (2.43-4.87)
	16


Table 4. Subgroup Analysis

	Study characteristic
	Number of studies
	Pooled OR (95% CI)
	Heterogeneity (%)

	Case Control 8


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


( ADDIN EN.CITE , 26-30, 32-34, 36-42, 45-50, 52-59, 62, 64)

	29
	1.71 (1.40 – 2.10)
	87

	Cohort 3


 ADDIN EN.CITE.DATA 


( ADDIN EN.CITE , 31, 35, 36, 43, 44, 51, 60, 61, 63)

	10
	1.81 (1.36 – 2.41)
	77

	Laboratory confirmation 3


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


( ADDIN EN.CITE , 8, 26-36, 40-52, 54-64)

	35
	1.68 (1.43 – 1.96)
	75

	No laboratory confirmation 37-39


( ADDIN EN.CITE , 53)

	4
	1.95 (1.02 – 3.72)
	97

	Inpatients only 3


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


( ADDIN EN.CITE , 8, 26-36, 40-43, 45, 46, 48-53, 55-64)

	33
	1.65 (1.40 – 1.94)
	80

	Community patients, or a mixture of community and inpatients 37-39


( ADDIN EN.CITE , 44, 47, 54)

	6
	2.13 (1.35-3.35)
	87

	Adjusted Data, with Laboratory Confirmation 3


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


( ADDIN EN.CITE , 8, 26, 28-31, 35, 36, 40, 42-45, 47, 49, 51, 56, 59-62)

	23
	1.77 (1.49 – 2.11)
	76


Table 5. Estimate of absolute risks and number needed to treat for harm 

	Population
	Estimated Incidence
	Odds Ratio with change in therapy
	Change in CDI cases per 1000 patients
	NNT for Harm

	Unselected hospital admissions without PPI use 51


( ADDIN EN.CITE )

	16.7/1000 at 14 days
	Add PPIs: 1.93 (1.61 – 2.31)
	+15
	67 (48-101) 

	PPI users admitted to hospital 51


( ADDIN EN.CITE )

	53/1000 at 14 days
	Switch from PPI to H2RA 0.71 (0.53 -0.97)
	-15
	If 69 (42– 668) PPI users switched to H2RA, one case of CDI prevented

	PPI users admitted to hospital 51


( ADDIN EN.CITE )

	53/1000 at 14 days
	Add concomitant antibiotics to PPI 1.96 (1.03 – 3.70)
	+45
	22 (9-670) 

	Impact of adding PPIs according to baseline risk of CDI in different settings

	Hospital admissions with antibiotic use 51


( ADDIN EN.CITE )

	42/1000 at 14 days
	Add PPIs: 1.93 (1.61 – 2.31)
	+36
	28 (21 – 42)

	Hospital admissions with no antibiotic use 51


( ADDIN EN.CITE )

	5.4/1000 at 14 days
	Add PPIs: 1.93 (1.61 – 2.31)
	+5
	202 (144 – 307)

	Community patients 72


( ADDIN EN.CITE )

	1.2/1000 per year
	Add PPIs: 1.93 (1.61 – 2.31)
	+1
	899 (638 to 1369) 


Supplementary Electronic Appendix 1 Search Terms

Search Strategy for Ovid SP, with suffix .mp (mp=ti, ab, sh, hw, tn, ot, dm, mf, dv, kw, ps, rs, nm, ui). Limited to Human.

Drug  terms: [(proton-pump-inhibitor$.mp.) 
AND

Disease terms: (clostridium.mp OR difficile.mp OR c.difficile.mp OR (antibiotic.mp AND diarrhoea.mp)]
Monthly Automated electronic updates from PubMed (up to February 2012) for any new articles based on the following search terms 
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