[bookmark: _GoBack]
Appendix Table E3. New included studies standard antibiotic treatments 
	Study / Region /
Funding Source
	Population / Age or Age Range / % Women / Ethnicity /
Inclusion Criteria
	Sample Size (N) / Intervention(s) / Control(s) / Study Duration
	Outcomes Evaluated

	Newly identified trials
	
	
	

	Johnson, 201437

Region: Australia, Canada, Europe, United States

Funding source: Industry
	Population: Hospitalized or ambulatory patients aged ≥18 years with CDI and non–life threatening medical conditions 

Mean age: 64
% women: 52
Ethnicity: not reported

Inclusion criteria: CDI symptoms (≥3 loose stools in 24 hours) and confirmed toxin

Severity: mild (3–5 bowel movements BM/day; WBC ≤15 000/mm3; mild or absent abdominal pain due to CDI), moderate (6–9 BM/day; WBC, 15 001–20 000/mm3; mild, moderate, or absent abdominal pain due to CDI); or severe (10 or more BM/day; WBC ≥20 001/mm3; severe abdominal pain due to CDI). Any one of the defining characteristics could have been used to assign a severity category, and the more severe category was used when characteristics overlapped.
	N=555 randomized (289 in Study 301, 266 in Study 302)

Intervention 1: Vancomycin 125 mg 4 times/day (n=266)

Intervention 2: Metronidazole 375 mg 4 times/day (n=289)

Treatment duration: 10 days
Followup period: 28 days after treatment period
	a. Clinical cure, defined as resolution of diarrhea (attainment of bowel movements with a hard or formed consistency on average or 2 or fewer BM/day with a loose or watery consistency on average) and absence of severe abdominal discomfort due to CDI for more than 2 consecutive days including day 10.
b. Time to resolution of diarrhea
c. Recurrence of CDI, defined as a confirmed CDI diagnosis
d. Nonresponse or change in therapy (scored as failure)
e. Adverse events

	Cornely, 201238

Region: Canada, Europe, United States

Funding source: Industry
	Population: Symptomatic inpatient (68.2%) or outpatient patients age 16 or older 

Mean age: 63 
% women: 61
Ethnicity: not reported

Inclusion criteria: Toxins A or B in stool and ≥3 loose stools in 24 hours preceding randomization

Severity: severe disease was defined by meeting any of the following: WBC count >15,000 cells/mm3, serum creatinine >1.5 mg/dL, or temperature >38.5 C
	N=535 randomized (509 in modified ITT population); 124 with severe infection (24.4%)

Intervention 1: Vancomycin 125 mg 4 times/day (n=257)

Intervention 2: Fidaxomicin 200 mg 2 times/day with intervening placebo (n=252)

Treatment duration: 10 days
Followup period: 28 days
	a. Clinical cure, defined as resolution of diarrhea (3 or fewer unformed bowel movements for 2 consecutive days) for the duration of treatment and no further need for treatment as of the 2nd day after the last dose of study drug. A “substantial reduction” in unformed bowel movements but residual mild abdominal discomfort was also considered a clinical cure if no additional therapy was needed within 2 days of treatment completion
b. Recurrence, # of patients (defined as return of 3 or more unformed bowel movements in 24 hours, a positive stool toxin test, and need for retreatment within 30 days of treatment completion)
c. Sustained cure (clinical cure without recurrence)
d. Adverse events

	Newly identified observational study
	
	
	

	Wenisch, 201239

Region: Austria

Funding source: none received
	Population: Hospitalized adults with mild CDI 

Mean age: 77
% women: 63%
Ethnicity:

Inclusion criteria: Clinical symptoms of mild CDI (stool frequency <4 times daily and no signs of severe colitis) and microbiological evidence of toxin
	N=265 (60 received no treatment and were excluded from analysis)

Intervention 1: Metronidazole 500 mg 3 times/day (oral) (n=121)

Intervention 2: Metronidazole 500 mg 3 times/day intravenous (n=42)

Intervention 3: Vancomycin 250 mg 4 times/day (oral) (n=42)
	a. All-cause 30-day mortality
b. Relative risk of 30-day mortality after adjustment for sex, age (>65 years), and severity of comorbidity
c. Clinical cure
d. Clinical recurrence
e. Adverse events

	Previously identified studies
	
	
	

	Louie 201140

Region: Canada, United States

Funding source: Industry
	Population: Adults with acute symptoms of CDI and a positive result on a stool toxin test

Mean age: 62
% women: 56

Inclusion criteria: 16 years of age or older with a diagnosis of CDI, defined by the presence of diarrhea (a change in bowel habits, with >3 unformed bowel movements in the 24-hour period before randomization) and C. difficile toxin A, B, or both in a stool specimen obtained within 48 hours before randomization.
	N=629

Intervention 1: Fidaxomicin 200 mg 2 times/day (n=302)

Intervention 2: Vancomycin 125 mg 4 times/day (n=327)

Treatment duration: 10 days
Followup period: 30 days
	a. Clinical cure, defined by the resolution of diarrhea (i.e., 3 or fewer unformed stools for 2 consecutive days), with maintenance of resolution for the duration of therapy and no further requirement (in the investigator’s opinion) for therapy for CDI as of the second day after the end of the course of therapy.
b. Clinical recurrence, defined by the reappearance of more than 3 diarrheal stools per 24-hour period within 4 weeks after the cessation of therapy; C. difficile toxin A or B, or both, in stool; and a need for retreatment for CDI
c. Median time to resolution of diarrhea
d. All-cause mortality
e. Adverse events

	Zar, 200741

Region: United States

Funding source: none stated
	Population: Mild or severe symptomatic inpatient adults with comorbid conditions 

Mean age: 58 (47% <60 years)
% women: 45

Inclusion criteria: Clostridium difficile-associated diarrhea (CDI), testing positive for C. difficile cytotoxin

Severity: patients with ≥2 points were considered to have severe CDI based on an assessment score developed for this study. One point each was given for age >60 years, temperature >38.3°C, albumin level <2.5 mg/dL, or peripheral WBC count >15,000 cells/mm3 within 48 hours of enrollment. Two points were given for endoscopic evidence of pseudo-membranous colitis or treatment in the intensive care. All patients had received antimicrobial treatment prior to onset of CDI (>90% within 14 days)
	N=172 (mild 54%, severe 46% based on 150 patients completing trial)

Intervention 1: Vancomycin (liquid) 125 mg 4 times/day + placebo pill (n=82)

Intervention 2: Metronidazole (oral) 250 mg 4 times/day plus placebo liquid (n=90)

Treatment duration: 10 days
Followup period: 21 days
	a. Cure, # of patients (defined as resolution of diarrhea by day 6 of treatment and a negative result of a C. difficile toxin A assay at days 6 and 10 of treatment)
b. Relapse, # of patients (defined as recurrence of C. difficile toxin A-positive diarrhea by day 21 after initial cure)
c. All-cause mortality

	Wenisch, 199642

Region: Austria

Funding source: none stated
	Population: Symptomatic adults hospitalized for a minimum of 5 days

Mean age: 42
% women: 48

Inclusion criteria: age of >18 years and the presence of CDI. Diarrhea was defined as >3 loose stools per day. CDI was diagnosed on the basis of the results of a C. difficile toxin assay and/or endoscopic evidence of typical colitis, with the finding of granulocytes in stools
	N=126

Intervention 1: Metronidazole 500 mg 3 times/day (n=31)

Intervention 2: Fusidic acid 500 mg 3 times/day (n=29)

Intervention 3: Vancomycin 500 mg 3 times/day (n=31)

Intervention 4: Teicoplanin (injection) 400 mg 2 times/day (n=28)

Treatment duration: 10 days
Followup period: 30 days
	a. Clinical cure, # of patients (defined as no loose stools, gastro-intestinal symptoms, or fever and normalization of serum levels of C-reactive protein and leukocyte counts)
b. Clinical failure (defined as persistence of diarrhea after 6 days of treatment   
c. Clinical relapse (defined as the reappearance of CDI and other symptoms during the followup period) 
d. Adverse events 

	Teasley, 198343

Region: United States

Funding source: Veterans Affairs and industry
	Population: Symptomatic inpatient adults

Mean age: 65
% women: 1

Inclusion criteria: C difficile-associated diarrhea and its cytotoxin. All patients had received antimicrobial treatment 14-55 days prior to diarrhea
	N=101

Intervention 1: Vancomycin 500 mg 4 times/day (n=56)

Intervention 2: Metronidazole 250 mg 4 times/day (n=45)

Study duration: 10 days

Followup period: 21 days
	a. Cure (defined as diarrhea resolved within 6 days of treatment, toleration of complete treatment course, and no relapse in the 21-day followup period)
b. Treatment response based diarrhea resolution (defined as <2 stools formed/day)
c. Treatment failure (defined as ≤4 loose stools/day after 6 days of treatment.
d. Treatment relapse (defined as recurrence with 21 days of diarrhea with ≤4 loose stools/day for a minimum of 2 days)


BM=bowel movements; CDI=C. difficile infection; WBC=white blood cell counts
E-7
