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Appendix 1 – PICO questions and search strategies
Q1: Which patients with Clostridioides difficile infection should be considered for faecal microbiota transplant, and how should they be followed up after treatment?
Populations:	Adults (18 years and over) with Clostridioides difficile infection
Intervention:	Faecal microbiota transplant
Comparison:	Placebo
Vancomycin
		Metronidazole
		Fidaxomicin
Rifaximin
Teicoplanin
Tigecycline
		Intravenous immunoglobulin
Bezlotoxumab
Probiotics
Cessation of antibiotics for alternative indication
Outcomes:	Critical:		Cessation of diarrhoea and other symptoms/ relapse	
				Quality of life
				Serious adverse events
		Important:	Negative tests for Clostridioides difficile infection
				Adverse events
Study design:	Randomised trials 
If no randomised trials identified – any other design. Note: During the evidence synthesis, it was determined there were sufficient number of RCTs for establishing whether FMT is safe and effective in general population and only RCTs were included. For other populations, e.g. different types of comorbidities or different types of CDI, all study designs were allowed due to the lack of RCTs. 

Q2:  Which patients at risk of Clostridioides difficile infection should be considered for prophylactic treatment with faecal microbiota transplant? 
Populations:	Adults (18 years and over) perceived to be at risk of Clostridioides difficile infection
Intervention:	Faecal microbiota transplant
Comparison:	Placebo
Standard of care
Outcomes:	Critical:		Diarrhoea and other typical symptoms of CDI
				Positive C. difficile laboratory tests
				Quality of life
				Serious adverse events
		Important:	Adverse events
Study design:	Randomised trials
		If no randomised trials identified – any other design.

Q3:  What recipient factors influence the outcome of faecal microbiota transplant when treating people with Clostridioides difficile infection?
Populations:	Adults (18 years and over) with Clostridioides difficile infection who receive faecal microbiota transplant
Prognostic factors:	Preparation of patient:
Use of bowel purgatives vs no bowel purgatives
For upper GI administration - use of PPI/ acid suppression prior to procedure vs no acid suppression
Use of agents affecting GI motility (e.g. metoclopramide for upper GI/ loperamide for lower GI) vs no use 
Time before procedure that anti-CDI antibiotics are used and stopped (comparing time courses)

Comorbidities:
Severe CDI/ toxic megacolon vs non-severe disease
Age (comparing different ages)
Patients treated with immunosuppressive medication vs no immunosuppressive medication
Co-existing inflammatory bowel disease (IBD) vs no IBD
Chronic liver disease/ cirrhosis vs no chronic liver disease
Cancer, either solid organ or haematological
Recent or concurrent COVID-19 infection/ positive SARS-CoV-2 test
Outcomes:	Critical:		Cessation of diarrhoea and other symptoms/ relapse
Survival and/or need for salvage colectomy (in the case of severe/ fulminant/ critically ill CDI patients)
Quality of life
				Serious adverse events
		Important:	Negative tests for Clostridioides difficile infection
				Adverse events
Study design:	Randomised trials
		If no randomised trials identified – any other design.

Q4:  What donor factors influence the outcome of faecal microbiota transplant when treating people with Clostridioides difficile infection?
Populations:	Adults (18 years and over) with Clostridioides difficile infection who receive faecal microbiota transplant
Prognostic factors:	Related vs unrelated donor
Donor working in healthcare setting vs donor not from healthcare setting
BMI (comparing cut-offs used)
Age (comparing ages)
Length of time since donor had antibiotics (comparing cut-offs used)
Diet (comparing dietary types)
Outcomes:	Critical	: 	Cessation of diarrhoea and other symptoms/ relapse
				Quality of life
				Serious adverse events
		Important:	Negative tests for Clostridioides difficile infection
				Adverse events
Study design:	Randomised trials
		If no randomised trials identified – any other design.

Q5:  What factors related to the preparation of the transplant influence the outcome of faecal microbiota transplant when treating people with Clostridioides difficile infection?
Populations:	Adults (18 years and over) with Clostridioides difficile infection who receive faecal microbiota transplant
Prognostic factors:	Time after delivery when transplant is prepared (comparing time points)
Anaerobic preparation vs preparation in ambient air
Manual preparation vs use of blender/ homogeniser
Diluent used (comparing normal saline, phosphate-buffered saline, water, milk/ yoghurt and others)
Amount of stool used as starting material in preparation of transplant (comparing amounts)
Amount of stool/ transplant administered (comparing amount of stool/ volume of final product)
Single donor product vs pooled donor product
Fresh preparation vs frozen preparation:
-comparing glycerol vs other cryopreservative
-comparing concentration of cryopreservative used
-comparing temperatures that product is frozen at
-comparing length of time that frozen for before use
Outcomes:	Critical:		Cessation of diarrhoea and other symptoms/ relapse
				Quality of life
				Serious adverse events
		Important:	Negative tests for Clostridioides difficile infection
				Adverse events
Study design:	Randomised trials
		If no randomised trials identified – any other design.

Q6:  What factors related to administration of the transplant influence the outcome of faecal microbiota transplant when treating people with Clostridioides difficile infection?
Populations:	Adults (18 years and over) with Clostridioides difficile infection who receive faecal microbiota transplant
Prognostic factors:	Upper GI administration (nasogastric, nasoduodenal or nasojejunal tube; upper GI endoscopy) vs lower GI administration (enema, rectal catheter, flexible sigmoidoscopy, colonoscopy)
-where lower GI administration is used, site of delivery (comparing ileocolonic regions)
Encapsulated vs liquid:
-where encapsulated is used, lyophilised vs ‘wet prep’ product 
Outcomes:	Critical:		Cessation of diarrhoea and other symptoms/ relapse
				Quality of life
				Serious adverse events
		Important:	Negative tests for Clostridioides difficile infection
				Adverse events
Study design:	Randomised trials
If no randomised trials identified – any other design.

Q7:  What is the clinical effectiveness of faecal microbiota transplant in treating conditions other than Clostridioides difficile infection?
Populations:	Adults	 (18 years and over) with conditions of interest (e.g. inflammatory bowel 		disease)
Intervention:	Faecal microbiota transplant
Comparison:	Standard care for the condition of interest
		Placebo
		Autologous faecal microbiota transplant
Outcomes:	Critical:		Clinical improvement
				Improvement in laboratory/ radiological/ endoscopic tests
				Mortality
				Quality of life
				Serious adverse events
		Important:	Adverse events
Study design:	Randomised trials and systematic reviews






Search results for Q1-6

Database: Embase <1974 to 2023 June 29> 
Search Strategy: 
1  Clostridium difficile/ or clostridioides difficile/ or clostridium difficile toxin a/ or clostridium difficile toxin b/ (16646) 
2  (c diff$ or CDAD or CDI or RCDI).ti,ab. (26159) 
3  (clostridium difficile or clostridioides difficile).ti,ab. (26502) 
4  pseudomembranous colitis/ (5249) 
5  pseudomembranous.ti,ab. (3299) 
6  (antibiotic* adj2 (diarrhea or diarrhoea or colitis)).ti,ab. (3243) 
7  or/1-6 (46023) 
8  fecal microbiota transplantation/ (9302) 
9  (FMT or HPI).ti,ab. (10821) 
10  8 or 9 (16677) 
11  transplantation/ (167447) 
12  (transplant$ or infus$ or transfus$ or implant$ or instil$ or donat$ or donor or reconstitut$ or therap$ or bacteriotherapy or encapsulated$ or capsul$).ti,ab. (6928994) 
13  11 or 12 (6954936) 
14  (fecal or faecal or feces or faeces or stool or microbiota).ti,ab. (307258) 
15  13 and 14 (62410) 
16  10 or 15 (71609) 
17  7 and 16 (5725) 
18  limit 17 to yr="2017 -Current" (3265) 



Database: Ovid MEDLINE(R) ALL <1946 to June 29, 2023> 
Search Strategy: 
1  Clostridium difficile/ or clostridioides difficile/ or clostridium difficile toxin a/ or clostridium difficile toxin b/ (11341) 
2  (c diff$ or CDAD or CDI or RCDI).ti,ab. (16881) 
3  (clostridium difficile or clostridioides difficile).ti,ab. (17807) 
4  pseudomembranous colitis/ (7624) 
5  pseudomembranous.ti,ab. (2543) 
6  (antibiotic* adj2 (diarrhea or diarrhoea or colitis)).ti,ab. (2304) 
7  or/1-6 (29853) 
8  fecal microbiota transplantation/ (2759) 
9  (FMT or HPI).ti,ab. (12142) 
10  8 or 9 (13611) 
11  transplantation/ (9016) 
12  (transplant$ or infus$ or transfus$ or implant$ or instil$ or donat$ or donor or reconstitut$ or therap$ or bacteriotherapy or encapsulated$ or capsul$).ti,ab. (4858564) 
13  11 or 12 (4862142) 
14  (fecal or faecal or feces or faeces or stool or microbiota).ti,ab. (234692) 
15  13 and 14 (38530) 
16  10 or 15 (48598) 
17  7 and 16 (2868) 
18  limit 17 to yr="2017 - 2022" (1407) 


Cochrane CENTRAL

Clostridium difficile or clostridioides difficile or clostridium difficile toxin or c diff or CDAD or CDI or RCDI or pseudomembranous colitis or pseudomembranous or antibiotic diarrhoea or antibiotic diarrhea or antibiotic colitis
AND
fecal microbiota transplant or faecal microbiota transplant or fecal microbiota transplantation or faecal microbiota transplant or FMT or HPI or transplant or infusion or transfusion or implant or instill or 
instillation or donate or donation or donor or reconstitution or bacteriotherapy or encapsulated or encapsulation or capsule or stool or feces or faeces or microbiota
Limits: Jan 2017 to July 2023, trials
No. of records: 0 reviews + 759 trials

Search results for Q7


Database: Embase <1974 to 2023 June 29> 
Search Strategy: 
1  exp Inflammatory Bowel Diseases/ (197439) 
2  (inflammatory bowel disease* or IBD).ti,ab. (120319) 
3  1 or 2 (230831) 
4  exp Crohn Disease/ (111389) 
5  (Crohns* or CD).ti,ab. (281396) 
6  4 or 5 (310819) 
7  exp Colitis, Ulcerative/ or exp colitis/ (246123) 
8  (ulcerative colitis or UC).ti,ab. (98087) 
9  7 or 8 (269966) 
10  exp ileal pouch-anal anastomosis/ or exp ileitis/ or exp proctocolectomy/ (14596) 
11  (pouchitis* or IPAA or ileal pouch* or restorative proctocolectomy or Colonic Pouches).ti,ab. (7190) 
12  10 or 11 (16275) 
13  exp Constipation/ (111837) 
14  Constipation.ti,ab. (52764) 
15  13 or 14 (119889) 
16  exp multidrug resistance/ (56363) 
17  (multidrug resistan* or multiple drug resistan* or multi-drug resistan* or MDRO).ti,ab. (101517) 
18  16 or 17 (119476) 
19  exp Metabolic Syndrome X/ or exp nonalcoholic steatohepatitis/ or exp nonalcoholic fatty liver/ (162322) 
20  (NAFLD or MAFLD or metabolic syndrome* or non-alcoholic fatty liver* or nonalcoholic fatty liver* or NASH or steatohepatitis*).ti,ab. (163411) 
21  19 or 20 (195786) 
22  exp graft versus host reaction/ or exp acute graft versus host disease/ or exp chronic graft versus host disease/ (79266) 
23  (graft versus host* or graft vs host* or GvHD).ti,ab. (64428) 
24  22 or 23 (90278) 
25  exp irritable colon/ (32045) 
26  (IBS or irritable bowel syndrome*).ti,ab. (30343) 
27  25 or 26 (38936) 
28  exp Hepatic Encephalopathy/ (23833) 
29  hepatic encephalopathy.ti,ab. (16969) 
30  28 or 29 (26140) 
31  exp autism/ (95331) 
32  (autistic spectrum* or autism or ASD).ti,ab. (94996) 
33  31 or 32 (120980) 
34  exp Immune Checkpoint Inhibitors/ (23782) 
35  checkpoint inhibitor*.ti,ab. (45409) 
36  34 or 35 (53535) 
37  3 or 6 or 9 or 12 or 15 or 18 or "56".mp. or 24 or 27 or 30 or 33 or 36 [mp=title, abstract, heading word, drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword heading word, floating subheading word, candidate term word] (1599381) 
38  Fecal Microbiota Transplantation/ (9302) 
39  FMT.mp. or HPI.ti,ab. [mp=title, abstract, heading word, drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword heading word, floating subheading word, candidate term word] (10997) 
40  38 or 39 (16751) 
41  (transplant$ or infus$ or transfus$ or implant$ or instil$ or donat$ or donor or reconstitut$ or therap$ or bacteriotherapy or encapsulated$ or capsul$).ti,ab. (6928994) 
42  Transplantation/ (167447) 
43  Transplants/ (167447) 
44  41 or 42 or 43 (6954936) 
45  (fecal or faecal or feces or faeces or stool or microbiota).ti,ab. (307258) 
46  44 and 45 (62410) 
47  40 or 46 (71665) 
48  37 and 47 (23339) 
49  limit 48 to yr="2017 -Current" (14488) 



Database: Ovid MEDLINE(R) ALL <1946 to June 29, 2023> 
Search Strategy: 
1  exp Inflammatory Bowel Diseases/ (96798) 
2  (inflammatory bowel disease* or IBD).ti,ab. (65970) 
3  1 or 2 (122818) 
4  exp Crohn Disease/ (44334) 
5  (Crohns* or CD).ti,ab. (191928) 
6  4 or 5 (202990) 
7  exp Colitis, Ulcerative/ or exp colitis/ (62626) 
8  (ulcerative colitis or UC).ti,ab. (57445) 
9  7 or 8 (87450) 
10  exp ileal pouch-anal anastomosis/ or exp ileitis/ or exp proctocolectomy/ (6961) 
11  (pouchitis* or IPAA or ileal pouch* or restorative proctocolectomy or Colonic Pouches).ti,ab. (4446) 
12  10 or 11 (8598) 
13  exp Constipation/ (16062) 
14  Constipation.ti,ab. (28907) 
15  13 or 14 (33605) 
16  exp multidrug resistance/ (0) 
17  (multidrug resistan* or multiple drug resistan* or multi-drug resistan* or MDRO).ti,ab. (79877) 
18  16 or 17 (79877) 
19  exp Metabolic Syndrome X/ or exp nonalcoholic steatohepatitis/ or exp nonalcoholic fatty liver/ (60079) 
20  (NAFLD or MAFLD or metabolic syndrome* or non-alcoholic fatty liver* or nonalcoholic fatty liver* or NASH or steatohepatitis*).ti,ab. (99407) 
21  19 or 20 (106675) 
22  exp graft versus host reaction/ or exp acute graft versus host disease/ or exp chronic graft versus host disease/ (102) 
23  (graft versus host* or graft vs host* or GvHD).ti,ab. (35108) 
24  22 or 23 (35113) 
25  exp irritable colon/ (9456) 
26  (IBS or irritable bowel syndrome*).ti,ab. (17923) 
27  25 or 26 (19057) 
28  exp Hepatic Encephalopathy/ (11199) 
29  hepatic encephalopathy.ti,ab. (9322) 
30  28 or 29 (15474) 
31  exp autism/ (25187) 
32  (autistic spectrum* or autism or ASD).ti,ab. (68923) 
33  31 or 32 (74193) 
34  exp Immune Checkpoint Inhibitors/ (17734) 
35  checkpoint inhibitor*.ti,ab. (25023) 
36  34 or 35 (35657) 
37  3 or 6 or 9 or 12 or 15 or 18 or "56".mp. or 24 or 27 or 30 or 33 or 36 [mp=title, book title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare disease supplementary concept word, unique identifier, synonyms, population supplementary concept word, anatomy supplementary concept word] (917817) 
38  Fecal Microbiota Transplantation/ (2759) 
39  FMT.mp. or HPI.ti,ab. [mp=title, book title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare disease supplementary concept word, unique identifier, synonyms, population supplementary concept word, anatomy supplementary concept word] (12292) 
40  38 or 39 (13729) 
41  (transplant$ or infus$ or transfus$ or implant$ or instil$ or donat$ or donor or reconstitut$ or therap$ or bacteriotherapy or encapsulated$ or capsul$).ti,ab. (4858564) 
42  Transplantation/ (9016) 
43  Transplants/ (5793) 
44  41 or 42 or 43 (4864367) 
45  (fecal or faecal or feces or faeces or stool or microbiota).ti,ab. (234692) 
46  44 and 45 (38532) 
47  40 or 46 (48658) 
48  37 and 47 (9711) 
49  limit 48 to yr="2017 -Current" (5955) 

Cochrane CENTRAL
Inflammatory Bowel Diseases or Inflammatory Bowel Disease or IBD or Crohn Disease or Crohn's Disease or CD or ulcerative colitis or UC or ileal pouch-anal anastomosis or ileitis or proctocolectomy or pouchitis or IPAA or ileal pouch or restorative proctocolectomy or colonic pouches or constipation or multidrug resistance or multi-drug resistance or multidrug resistant or multi-drug resistant or multipledrug resistance or multiple-drug resistance or or multipledrug resistant or multiple-drug resistant or MDRO or metabolic syndrome or nonalcoholic steatohepatitis or non-alcoholic steatohepatitis or nonalcoholic fatty liver or non-alcoholic fatty liver or NAFLD or MAFLD or NASH or steatohepatitis or graft versus host or graft vs host or GvHD or irritable colon or irritable bowel syndrome or IBS or hepatic encephalopathy or autism or autistic spectrum or ASD or immune checkpoint inhibitors or checkpoint inhibitor
AND
fecal microbiota transplant or faecal microbiota transplant or fecal microbiota transplantation or faecal microbiota transplant or FMT or HPI or transplant or infusion or transfusion or implant or instill or  instillation or donate or donation or donor or reconstitution or bacteriotherapy or encapsulated or encapsulation or capsule or stool or feces or faeces or microbiota
Limits: Jan 2017 to July 2023, trials
No. of records: 0 reviews + 975 trials





FMT - Appendix

Appendix 2 – Results of study selection 
a) study selection process

Questions 1-6
[bookmark: _Hlk138233149][bookmark: _Hlk138233150]Number excluded at title/abstract sift: 5,288
Duplicates: 639
Not relevant: 4,649
Total studies retrieved from search strategy: 5,431
Medline: 1,407, Central: 759 EMBASE: 3,265 
Embase: 434





Number remaining after full text search: 46
Additional articles identified from references: 7
Total included: 53

Number included in full text sift: 143
Number excluded: 96
Number full text not found: 1







Question 7
Number excluded at title/abstract sift: 21,289
Duplicates: 2,275
Not relevant: 19,014
Total studies retrieved from search strategy: 21,418
Medline: 5,955, Central: 975 EMBASE: 14,488. 
Embase: 434





Number remaining after full text search: 11
Additional articles identified from references: 2
Total included: 13

Number included in full text sift: 129
Number excluded: 118
Number full text not found: 0






*Reasons for exclusion provided in section 2b – includes articles which were not available for retrieval 


b) Excluded studies table
Question 1-6
	Citation
	Reason for exclusion

	Agarwal A, Maheshwari A, Verma S, Arrup D, Phillips L, Vinayek R, Nair P, Hagan M, Dutta S. Superiority of Higher-Volume Fresh Feces Compared to Lower-Volume Frozen Feces in Fecal Microbiota Transplantation for Recurrent Clostridioides Difficile Colitis. Dig Dis Sci. 2021 Jun;66(6):2000-2004. doi: 10.1007/s10620-020-06459-0.
	Too many variations in the FMT delivery to make inference

	Alhifany AA, Almutairi AR, Almangour TA, Shahbar AN, Abraham I, Alessa M, Alnezary FS, Cheema E. Comparing the efficacy and safety of faecal microbiota transplantation with bezlotoxumab in reducing the risk of recurrent Clostridium difficile infections: a systematic review and Bayesian network meta-analysis of randomised controlled trials. BMJ Open. 2019 Nov 7;9(11):e031145.
	Review – indirect comparison of FMT and bezlotoxumab

	Allegretti JR, Allegretti AS, Phelps E, Xu H, Fischer M, Kassam Z. Classifying Fecal Microbiota Transplantation Failure: An Observational Study Examining Timing and Characteristics of Fecal Microbiota Transplantation Failures. Clin Gastroenterol Hepatol. 2018 Nov;16(11):1832-1833.
	No comparison group

	Allegretti JR, Allegretti AS, Phelps E, Xu H, Kassam Z, Fischer M. Asymptomatic Clostridium difficile carriage rate post-fecal microbiota transplant is low: a prospective clinical and stool assessment. Clin Microbiol Infect. 2018 Jul;24(7):780.e1-780.e3. 
	In previous guidelines

	Allegretti JR, Fischer M, Sagi SV, Bohm ME, Fadda HM, Ranmal SR, Budree S, Basit AW, Glettig DL, de la Serna EL, Gentile A, Gerardin Y, Timberlake S, Sadovsky R, Smith M, Kassam Z. Correction to: Fecal Microbiota Transplantation Capsules with Targeted Colonic Versus Gastric Delivery in Recurrent Clostridium difficile Infection: A Comparative Cohort Analysis of High and Low Dose. Dig Dis Sci. 2019 Jul;64(7):2059.
	Corrigendum 

	Allegretti JR, Fischer M, Sagi SV, Bohm ME, Fadda HM, Ranmal SR, Budree S, Basit AW, Glettig DL, de la Serna EL, Gentile A, Gerardin Y, Timberlake S, Sadovsky R, Smith M, Kassam Z. Fecal Microbiota Transplantation Capsules with Targeted Colonic Versus Gastric Delivery in Recurrent Clostridium difficile Infection: A Comparative Cohort Analysis of High and Lose Dose. Dig Dis Sci. 2019 Jun;64(6):1672-1678.
	Does not answer PICO question

	Allegretti JR, Kao D, Phelps E, Roach B, Smith J, Ganapini VC, Kassam Z, Xu H, Fischer M. Risk of Clostridium difficile Infection with Systemic Antimicrobial Therapy Following Successful Fecal Microbiota Transplant: Should We Recommend Anti-Clostridium difficile Antibiotic Prophylaxis? Dig Dis Sci. 2019 Jun;64(6):1668-1671.
	Does not fit criteria for population

	Allegretti JR, Kao D, Sitko J, Fischer M, Kassam Z. Early Antibiotic Use After Fecal Microbiota Transplantation Increases Risk of Treatment Failure. Clin Infect Dis. 2018 Jan 6;66(1):134-135
	Included in previous guidelines 

	Allegretti JR, Kassam Z, Fischer M, Kelly C, Chan WW. Risk Factors for Gastrointestinal Symptoms Following Successful Eradication of Clostridium difficile by Fecal Microbiota Transplantation (FMT). J Clin Gastroenterol. 2019 Oct;53(9):e405-e408. 
	No relevant outcomes

	Allegretti JR, Mehta SR, Kassam Z, Kelly CR, Kao D, Xu H, Fischer M. Risk Factors that Predict the Failure of Multiple Fecal Microbiota Transplantations for Clostridioides difficile Infection. Dig Dis Sci. 2021 Jan;66(1):213-217. 
	Does not fit criteria for population

	Alukal J, Dutta SK, Surapaneni BK, Le M, Tabbaa O, Phillips L, Mattar MC. Safety and efficacy of fecal microbiota transplant in 9 critically ill patients with severe and complicated Clostridium difficile infection with impending colectomy. J Dig Dis. 2019 Jun;20(6):301-307.
	No comparison group

	Angelica Meighani A, Hart BR, Bourgi K, Miller N, John A, Ramesh M. Outcomes of fecal microbiota transplantation for Clostridium difficile infection in patients with inflammatory bowel disease. Digestive diseases and sciences. 2017 Oct;62:2870-5.
	Wrong study design 

	Aurelia H, Sorin R, Elena M, Eugen D, Magdalena DI. Performance and Consequences for Fecal Transplant in the Treatment of Pseudomembranous Colitis. ARS Medica Tomitana.;26(3):113-6.
	Wrong study design 

	Azimirad M, Yadegar A, Asadzadeh Aghdaei H, Kelly CR. Enterotoxigenic Clostridium perfringens Infection as an Adverse Event After Faecal Microbiota Transplantation in Two Patients With Ulcerative Colitis and Recurrent Clostridium difficile Infection: A Neglected Agent in Donor Screening. J Crohns Colitis. 2019 Jul 25;13(7):960-961.
	No relevant outcomes, no comparison group

	Azimirad M, Yadegar A, Gholami F, Shahrokh S, Asadzadeh Aghdaei H, Ianiro G, Suzuki H, Cammarota G, Zali MR. Treatment of Recurrent Clostridioides difficile Infection Using Fecal Microbiota Transplantation in Iranian Patients with Underlying Inflammatory Bowel Disease. J Inflamm Res. 2020 Sep 18;13:563-570.
	No comparison group

	Bamba S, Nishida A, Imaeda H, Inatomi O, Sasaki M, Sugimoto M, Andoh A. Successful treatment by fecal microbiota transplantation for Japanese patients with refractory Clostridium difficile infection: A prospective case series. J Microbiol Immunol Infect. 2019 Aug;52(4):663-666.
	Wrong study design 

	Blount KF, Shannon WD, Deych E, Jones C. Restoration of Bacterial Microbiome Composition and Diversity Among Treatment Responders in a Phase 2 Trial of RBX2660: An Investigational Microbiome Restoration Therapeutic. Open Forum Infect Dis. 2019 Apr 11;6(4):ofz095.
	Not FMT

	Chauhan A, Apostolov R, van Langenberg D, Garg M. Faecal microbiota transplantation for recurrent Clostridioides difficile infection: an Australian experience - effective, safe, yet room for improvement. Intern Med J. 2021 Jan;51(1):106-110.
	No relevant outcomes, no control group

	Chehri M, Christensen AH, Halkjær SI, Günther S, Petersen AM, Helms M. Case series of successful treatment with fecal microbiota transplant (FMT) oral capsules mixed from multiple donors even in patients previously treated with FMT enemas for recurrent Clostridium difficile infection. Medicine (Baltimore). 2018 Aug;97(31):e11706.
	No comparison group 

	Chen QY, Tian HL, Yang B, Lin ZL, Zhao D, Ye C, Zhang XY, Qin HL, Li N. [Effect of intestinal preparation on the efficacy and safety of fecal microbiota transplantation treatment]. Zhonghua Wei Chang Wai Ke Za Zhi. 2020 Jul 10;23(Z1):48-55.
	No relevant outcomes, not in English

	Cheng YW, Phelps E, Ganapini V, Khan N, Ouyang F, Xu H, Khanna S, Tariq R, Friedman-Moraco RJ, Woodworth MH, Dhere T, Kraft CS, Kao D, Smith J, Le L, El-Nachef N, Kaur N, Kowsika S, Ehrlich A, Smith M, Safdar N, Misch EA, Allegretti JR, Flynn A, Kassam Z, Sharfuddin A, Vuppalanchi R, Fischer M. Fecal microbiota transplantation for the treatment of recurrent and severe Clostridium difficile infection in solid organ transplant recipients: A multicenter experience. Am J Transplant. 2019 Feb;19(2):501-511.
	No comparison group

	Cheng YW, Phelps E, Nemes S, Rogers N, Sagi S, Bohm M, El-Halabi M, Allegretti JR, Kassam Z, Xu H, Fischer M. Fecal Microbiota Transplant Decreases Mortality in Patients with Refractory Severe or Fulminant Clostridioides difficile Infection. Clin Gastroenterol Hepatol. 2020 Sep;18(10):2234-2243.e1.
	No relevant outcomes

	Cold F, Svensson CK, Petersen AM, Hansen LH, Helms M. Long-Term Safety Following Faecal Microbiota Transplantation as a Treatment for Recurrent Clostridioides difficile Infection Compared with Patients Treated with a Fixed Bacterial Mixture: Results from a Retrospective Cohort Study. Cells. 2022 Jan 27;11(3):435.
	No relevant outcomes

	Cheng F, Huang Z, Li Z, Wei W. Efficacy and safety of fecal microbiota transplant for recurrent Clostridium difficile infection in inflammatory bowel disease: a systematic review and meta-analysis. Rev Esp Enferm Dig. 2022 Jan 1;114(9):543-9.
	Also included paediatric population

	Cold F, Svensson CK, Petersen AM, Hansen LH, Helms M. Long-term safety following faecal microbiota transplantation as a treatment for recurrent Clostridioides difficile infection compared with patients treated with a fixed bacterial mixture: results from a retrospective cohort study. Cells. 2022 Jan 27;11(3):435.
	No relevant outcomes
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Appendix 3 – Quality appraisal 
a) QA checklists
Systematic reviews: ROBIS tool
http://www.bristol.ac.uk/media-library/sites/social-community-medicine/robis/robisguidancedocument.pdf
Randomised controlled and cross-over trials: Cochrane RoB tool (2.0) https://sites.google.com/site/riskofbiastool/welcome/rob-2-0-tool 
Non-randomised trials and cohort studies: Cochrane ROBINS-I https://sites.google.com/site/riskofbiastool/welcome/home 
Case control studies: CASP case control checklist http://docs.wixstatic.com/ugd/dded87_63fb65dd4e0548e2bfd0a982295f839e.pdf 
Cross-sectional studies: JBI checklist for cross sectional study https://jbi.global/sites/default/files/2019-05/JBI_Critical_Appraisal-Checklist_for_Analytical_Cross_Sectional_Studies2017_0.pdf 
Case series, intervention studies: Institute of Health Economics (IHE) checklist for case series http://www.ihe.ca/publications/ihe-quality-appraisal-checklist-for-case-series-studies 
ITS and uncontrolled before-after studies: Effective Practice and Organisation of Care (EPOC) RoB Tool (for interrupted time series study) http://epoc.cochrane.org/resources/epoc-resources-review-authors 
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●=yes, ▲=no ꚛ=can’t tell

Cross-sectional
	Study
	Q1
	Q2
	Q3
	Q4
	Q5
	Q6
	Q7
	Q8

	McCune 202028
	●
	▲
	●
	●
	●
	●
	●
	●

	Hirten 201927
	●
	▲
	■
	●
	●
	●
	●
	●

	Pringle 201939
	●
	▲
	■
	■
	●
	●
	●
	●

	Lynch 201951
	●
	▲
	●
	●
	▲
	▲
	●
	●

	Suchman 2022
	▲
	●
	●
	●
	▲
	▲
	●
	

	Barberio, 202068
	
	●
	●
	●
	
	
	●
	

	Kim 201940
	■
	●
	●
	●
	●
	●
	●
	●

	Watts, 202223
	●
	■
	■
	●
	●
	●
	●
	●


[bookmark: _Hlk137548131]●=yes, ▲=no, ■=unclear, = not applicable

Interrupted series and before-after studies
	citation
	Q1
	Q2
	Q3
	Q4
	Q5
	Q6
	Q7

	Vigvari 201995
	
	?
	
	?
	
	
	


= not applicable, = low risk, != high risk, ?= unclear risk

Case series
	 citation
	Q1
	Q2
	Q3
	Q4
	Q5
	Q6
	Q7
	Q8
	Q9
	Q10
	Q11
	Q12
	Q13
	Q14
	Q15
	Q16
	Q17
	Q18
	Q19
	Q20

	Vigvari 201995
	●
	■
	●
	■
	
	●
	●
	●
	
	●
	■
	ᴥ
	●
	●
	●
	■
	▲
	●
	●
	●

	Ianiro 202132
	●
	●
	▲
	●
	ᴥ
	●
	●
	●
	ᴥ
	●
	■
	●
	●
	
	●
	
	▲
	▲
	●
	●

	Navalkele, 202041
	●
	▲
	▲
	●
	●
	●
	●
	●
	
	●
	■
	●
	▲
	●
	●
	■
	▲
	●
	●
	●

	Vigvari 2019b108
	●
	●
	▲
	■
	ᴥ
	●
	●
	●
	
	●
	■
	ᴥ
	●
	●
	ᴥ
	●
	▲
	ᴥ
	●
	●

	Cheng, 201946
	●
	▲
	●
	▲
	●
	●
	●
	ᴥ
	■
	●
	▲
	●
	▲
	●
	●
	●
	▲
	●
	●
	■

	Cheng 202147
	●
	▲
	●
	■
	●
	●
	●
	■
	
	●
	■
	●
	▲
	●
	●
	■
	▲
	●
	●
	●

	Cheminet, 201842
	●
	■
	▲
	●
	●
	●
	●
	●
	
	●
	■
	●
	■
	●
	●
	●
	▲
	●
	●
	●

	Tariq, 202030
	●
	▲
	●
	■
	●
	●
	●
	●
	
	■
	■
	ᴥ
	■
	●
	▲
	ᴥ
	▲
	●
	ᴥ
	■

	Stebel 2020
	●
	▲
	▲
	▲
	■
	●
	●
	ᴥ
	●
	●
	■
	●
	■
	●
	●
	ᴥ
	▲
	▲
	●
	●

	Staley 202194
	●
	●
	▲
	■
	ᴥ
	●
	●
	●
	●
	●
	■
	●
	●
	●
	■
	■
	▲
	▲
	●
	●

	Rupawala, 202116
	●
	●
	▲
	●
	●
	●
	●
	●
	
	●
	▲
	●
	●
	●
	●
	
	▲
	●
	ᴥ
	●

	Reigadas 202096
	●
	●
	▲
	●
	●
	●
	●
	●
	
	●
	■
	●
	●
	●
	●
	
	▲
	●
	●
	●

	Mendelsohn 202244
	●
	●
	▲
	■
	●
	●
	●
	●
	
	●
	■
	ᴥ
	●
	●
	●
	
	▲
	●
	●
	●

	Suchman 2022
	●
	▲
	▲
	■
	●
	●
	●
	●
	
	●
	■
	●
	●
	●
	●
	■
	▲
	●
	●
	●

	Ali 2021
	●
	▲
	▲
	●
	●
	●
	●
	●
	●
	●
	■
	●
	●
	●
	●
	
	▲
	●
	●
	●

	Allegretti 202031
	●
	●
	●
	●
	●
	●
	●
	●
	●
	●
	■
	●
	●
	●
	●
	●
	▲
	●
	●
	●

	Cold 202253
	●
	▲
	▲
	■
	●
	●
	●
	●
	
	●
	■
	●
	●
	●
	●
	●
	▲
	●
	●
	●

	Roshan, 202029
	●
	▲
	▲
	■
	ᴥ
	●
	●
	●
	●
	●
	■
	ᴥ
	●
	■
	●
	●
	▲
	▲
	●
	●

	Porcari, 202333
	●
	▲
	▲
	▲
	ᴥ
	●
	●
	●
	●
	●
	■
	●
	●
	●
	●
	●
	▲
	●
	●
	●

	van Lingen, 202334
	●
	▲
	●
	■
	●
	●
	●
	●
	ᴥ
	●
	■
	●
	●
	●
	●
	●
	▲
	●
	●
	●


●=yes, ▲=no, ■=unclear, ᴥ=partial, = not applicable




Appendix 4 – Evidence tables 
a) characteristics of included studies
Effectiveness and safety of FMT (section 4.1)
General population
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	van Nood 20132
	RCT
	Netherlands
	1
	Patients >18y w/ CDI 
	10 weeks
	FMT (ND tube)
	Vancomycin
	Cure, adverse events

	Hvas, 201911
	RCT
	Denmark
	1
	Patients >18y w/ CDI, not frail or septic
	8 weeks
	FMT (colonoscopy or NJ tube)
	C1: vancomycin
C2: fidaxomicin 
	Cure, adverse events

	Baunwall 202112
	RCT
	Denmark
	1
	Patients >18y w/ CDI 
	8 weeks
	FMT (oral) to prevent recurrence
	Placebo
	Cure, adverse events

	Cammarota 201513
	RCT
	Italy
	1
	Patients >18y w/ CDI 
	10 weeks
	FMT (colonoscopy)
	Vancomycin
	Cure, adverse events

	Hota 201714
	RCT
	Canada
	1
	Patients >18y w/ CDI 
	120 days
	FMT (enema)
	Vancomycin
	Cure, adverse events

	Kelly 201615
	RCT
	USA
	2
	Patients >18y w/ CDI 
	8 weeks
	FMT (colonoscopy, donor)
	FMT (colonoscopy, autologous)
	Cure, adverse events



Patients with severe or complicated CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Rupawala, 202116
	Case series
	USA
	1
	Patients >18, w/ CDI severe or complicated 
	30 days
	FMT (retention enema)
	-
	Cure, adverse events



Patients with severe vs mild/moderate CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Popa, 202117
	Retrospective cohort
	Romania
	1
	Patients >18y, undergoing FMT
	12 months
	Severe CDI
	Non-severe CDI
	Cure

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients w/ severe CDI (successful)
	Number of patients w/ severe CDI (failed)
	Cure, adverse events

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Number w/ severe CDI (success)
	Number w/ severe CDI (failure)
	Cure

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Severe CDI
	Non-severe CDI
	Cure

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients w/ severe CDI (success)
	Number of patients w/ severe CDI (fail)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of severe CDI (success)
	Proportion of severe CDI (failed)
	Cure

	Watts, 202223
	Case control 
	USA
	1
	Patients >18y, w/ recurrent CDI
	NS
	Severe CDI
	Non-severe CDI
	Cure



Patients with refractory or fulminant vs recurrent CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Ponte 201824
	Retrospective cohort
	Portugal
	1
	Patients with CDI, >18yo, immunocompetent undergoing FMT (colonoscopy or gastroscopy) 
	2 months
	Refractory CDI
	Recurrent CDI
	Cure

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion w/ recurrent vs refractory CDI (success)
	Proportion w/ recurrent vs refractory CDI (failure)
	Cure

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised 
	90 days
	Fulminant CDI
	Recurrent CDI
	Cure

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised 
	90 days
	Partially responded to abx for CDI 
	Did not respond to abx for CDI 
	Cure

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Refractory CDI
	Recurrent CDI
	Cure

	McCune 202028
	Case control
	UK
	1
	Patients >18y undergoing FMT for confirmed symptomatic CDI
	90 days
	Refractory CDI
	Recurrent CDI
	Cure



Patients with pseudomembranous vs no pseudomembranous CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients w/ pseudomembranous (successful)
	Number of patients w/ pseudomembranous (failed)
	Cure, adverse events

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients w/ pseudomembranes (success)
	Number of patients w/ pseudomembranes (fail)
	Cure



Patients with first episode of CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Roshan, 202029
	Case series
	Australia
	1
	Patients >18y with 1st CDI
	6 months
	FMT (colonoscopy + enema)
	-
	Cure



Patients with Inflammatory Bowel Disease (IBD)
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Tariq, 202030
	Case series 
	USA
	3
	Patients >18, w/ CDI + IBD 
	Up to 51 months
	FMT (via colonoscopy into the caecum)
	none
	Cure, adverse events

	Allegretti 202031
	Case series
	USA
	4
	Patients >18, w/ CDI + IBD 
	8 weeks
	FMT (via colonoscopy)
	none
	Cure

	Ianiro 202132
	Case series
	Italy
	1
	rCDI + confirmed IBD (UC/CD), adults
	8 weeks
	FMT (colonoscopy)
	none
	Cure, adverse events



Effectiveness in patients with IBD and CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Tariq, 202030
	Case series 
	USA
	3
	Patients >18, w/ CDI + IBD 
	Up to 51 months
	FMT (colonoscopy into the caecum)
	none
	Cure, adverse events

	Allegretti, 202031
	Case series
	USA
	4
	Patients >18, w/ CDI + IBD 
	8 weeks
	FMT (colonoscopy)
	none
	Cure

	Ianiro 202132
	Case series
	Italy
	1
	rCDI + confirmed IBD (UC/CD), adults
	8 weeks
	FMT (colonoscopy)
	none
	Cure, adverse events

	Porcari, 202333
	Case series
	Italy
	1
	rCDI + confirmed UC, >16years
	8 weeks
	FMT (colonoscopy)
	none
	Cure, adverse events

	van Lingen, 202334
	Case series
	International (France, Denmark, Italy, Netherlands, Germany)
	5
	Patients >18, w/ CDI + IBD 
	8 weeks
	FMT (different routes)
	none
	Cure






Patients with IBD and CDI vs no IBD
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Hirten 201927
	Retrospective cohort
	USA
	1
	Patients >18y undergoing FMT for recurrent or severe CDI
	6 months
	With IBD
	No IBD
	Cure, adverse events

	Tabaa, 201835
	Retrospective cohort
	USA
	1
	Patients>18y w/ CDI undergoing FMT
	Median 25 month
	IBD
	No IBD
	Cure, adverse events

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients w/ IBD (successful)
	Number of patients w/ IBD (failed)
	Cure, adverse events

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion w/IBD (success)
	Proportion w/ IBD (failure)
	Cure

	Raghu Subramanian, 202036
	Case control
	USA
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	1 month + based on symptoms
	Number of patients w/ IBD (success)
	Number of patients w/ IBD (fail)
	Cure, adverse events

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients w/ IBD (success)
	Number of patients w/ IBD (fail)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients w/ IBD (success)
	Proportion of patients w/ IBD (failed)
	Cure

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion w/ IBD (success)
	Proportion w/ IBD (failed)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion w/ IBD disease (success)
	Proportion w/ IBD disease (fail)
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of patients w/ IBD (1 FMT)
	Proportion of patients w/ IBD (>1 FMT needed)
	Cure

	Kim 201940
	Cross-sectional
	USA
	1
	Patients w/ recurrent CDI undergoing FMT
	8 weeks
	IBD
	Not IBD
	Cure



Effectiveness in immunosuppressed or immunocompromised patients
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Navalkele, 202041
	Case series
	USA
	1
	Patients >18y w/ CDI immunocompromised 
	12 weeks
	FMT (retention enema)
	none
	Cure, adverse events

	Cheminet, 201842
	Case series
	France
	1
	Patients, >18y, w/ CDI immunocompromised 
	Up to 24 months
	FMT (oral, frozen)
	-
	Cure, adverse events



Immunosuppressed or immunocompromised patients vs not immunocompromised/suppressed
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of immunocompromised patients (successful)
	Number of immunocompromised patients (failed)
	Cure, adverse events

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Immunosuppression
	No immunosuppression
	Cure

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of immunocompromised patients (success)
	Number of immunocompromised patients (fail)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of immunocompromised patients (success)
	Proportion of immunocompromised disease (failed)
	Cure

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion immunocompromised (success)
	Proportion immunocompromised (failure)
	Cure

	Raghu Subramanian, 202036
	Case control
	USA
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	1 month + based on symptoms
	Number of immunocompromised patients (success)
	Number of immunocompromised patients (fail)
	Cure, adverse events

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion of immunocompromised patients (success)
	Proportion of immunocompromised patients (failed)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion immunocompromised (success)
	Proportion immunocompromised (fail)
	Cure

	Urbonas, 202143
	Case control
	Lithuania
	1
	Patients >18y, w/ CDI
	36 months
	Proportion on immunosuppressants (success)
	Proportion on immunosuppressants (failed)
	Cure

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	On immunosuppression 
	Not on immunosuppression 
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of immunosuppressed patients (1 FMT)
	Proportion of immunosuppressed patients (>1 FMT needed)
	Cure

	Kim 201940
	Cross-sectional
	USA
	1
	Patients w/ recurrent CDI undergoing FMT
	8 weeks
	On immunosuppression 
	Not on immunosuppression 
	Cure



Effectiveness in cancer patients
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Mendelsohn 202244
	Case series
	USA
	1
	Patients >18y w/ CDI + cancer
	6 months
	FMT (colonoscopy or upper endoscopy)
	none
	Cure, adverse events

	Ali, 202145
	Case series
	USA
	1
	Patients >18y w/ CDI + cancer
	1 year
	FMT (colonoscopy)
	none
	Cure, adverse events



Cancer patients vs no cancer
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients w/ history of cancer (successful)
	Number of patients w/ history of cancer (failed)
	Cure, adverse events

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Higher ESOG status
	Lower ESOG status
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion w/ cancer (1 FMT)
	Proportion w/ cancer (>1 FMT needed)
	Cure



Effectiveness in post-transplant patients
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Cheng, 201946
	Case series
	USA, Canada
	10
	Patients >18y, w/CDI
Post-solid transplant
	3 months
	FMT (different types)
	-
	Cure, adverse events



Post-transplant vs no transplant patients
No studies
Effectiveness in patients with liver disease
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Cheng 202147
	Case series 
	USA, Canada, Italy
	8
	Patients >18, w/ CDI + liver cirrhosis
	12 weeks
	FMT (different types)
	-
	Cure, adverse events



Patients with liver disease vs no liver disease
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Meighani 202048
	Retrospective cohort
	UK
	1
	Patients >18 undergoing FMT for recurrent or refractory CDI
	1 year
	Patients with chronic liver disease
	No liver disease
	Cure

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion w/ decompensated liver disease (success)
	Proportion w/ decompensated liver disease (failed)
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Cirrhosis
	No cirrhosis 
	Cure



Effectiveness in patients with kidney disease
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients w/ ESRD (successful)
	Number of patients w/ ESRD (failed)
	Cure, adverse events

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients w/ severe kidney disease (success)
	Proportion of patients w/ severe kidney disease (failed)
	Cure

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion on dialysis (success)
	Proportion on dialysis (failed)
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of CKD patients (1 FMT)
	Proportion of CKD patients (>1 FMT needed)
	Cure



Patients with kidney disease vs no kidney disease
No studies

Effectiveness in patients with diabetes mellitus
No studies
Patients with diabetes mellitus vs no diabetes
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients w/ DM (successful)
	Number of patients w/ DM (failed)
	Cure, adverse events

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion w/ DM (success)
	Proportion w/ DM (fail)
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of patients w/ DM (1 FMT)
	Proportion of patients w/ DM (>1 FMT needed)
	Cure



Effectiveness in patients with cardiovascular disease
No studies
Patients with cardiovascular disease vs no cardiovascular disease
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion w/ CVD (success)
	Proportion w/ CVD (fail)
	Cure



Effectiveness in patients with urinary infections
No studies
Patients with urinary tract infections vs no urinary infections
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients w/ recurrent UTI (success)
	Proportion of patients w/ recurrent UTI (failed)
	Cure



Effectiveness in patients with COVID-19 infection
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Boicean, 202349
	Retrospective cohort
	Romania
	1
	Patients >18y, 1st CDI + COVID-19
	8 weeks
	FMT + abx
	Abx only
	Cure, improvement, adverse events



Patients with COVID-19 infection vs no infection
No studies

Effectiveness in patients with other conditions
No studies

Patients with other conditions vs no other conditions
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Diverticular disease

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients w/ diverticulitis (successful)
	Number of patients w/ diverticulitis (failed)
	Cure, adverse events

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients w/ diverticulosis (success)
	Number of patients w/ diverticulosis (fail)
	Cure

	Gastrointestinal disease 

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion w/GI disease (success)
	Proportion w/GI disease (fail)
	Cure

	Cognitive impairment

	Vaughn, 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion w/ cognitive impairment (success)
	Proportion w/ cognitive impairment (failed)
	Cure

	Neuro-muscular and neurological impairment 

	Vaughn, 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion w/ neuro-muscular impairment (success)
	Proportion w/ neuro-muscular impairment (failed)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion w/ neurological disease (success)
	Proportion w/ neurological disease (fail)
	Cure

	Mood disorders

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion w/ mood disorders (success)
	Proportion w/ mood disorders (fail)
	Cure



Effectiveness in patients with higher Charlson comorbidity index or multiple comorbidities 
No studies
Charlson comorbidity index and presence of multiple comorbidities vs no comorbidities
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Charlson comorbidity index

	Niccum 201850
	Retrospective cohort
	USA
	1
	Patients >18 undergoing FMT for recurrent CDI
	90 days
	Higher CCI score
	Lower CCI score
	Cure

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Median CCI (success)
	Median CCI (failure)
	Cure

	Raghu Subramanian, 202036
	Case control
	USA
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	1 month + based on symptoms
	Number of patients w/ CCI>5 (success)
	Number of patients w/ CCI>5 (fail)
	Cure, adverse events

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised 
	90 days
	Charlson comorbidity 3 or more
	Charlson comorbidity <3 
	Cure

	Comorbidities 

	Urbonas, 202143
	Case control
	Lithuania
	1
	Patients >18y, w/ CDI
	36 months
	Proportion w/ comorbidities (success)
	Proportion w/ comorbidities (failed)
	Cure

	Lynch 201951
	Cross-sectional
	USA
	1
	Patients who underwent FMT for CDI
	3 months
	0-1 comorbidities
	>1 comorbidity
	Cure



Additional data from excluded studies
	Author

	Quality of life

	Hammeken, 202252

	Mortality

	Cold 202253

	Mortality (severe, refractory or fulminant CDI)

	Hocquart, 201854

	Cheng, 202055

	Tixier, 201956

	Long-term effectiveness

	Saha 2021b57

	Saha, 202158

	Perler, 202059

	Shin, 201960

	Terveer, 202022

	Lee, 201961

	Incidence of asymptomatic carriage

	Allegretti, 201862

	 Onset of new diseases or worsening of old conditions

	Cold 202253

	Saha, 202158

	Perler, 202059

	Terveer, 202022

	Lee, 201961

	Dawwas, 202263

	Tabaa, 201835

	Ooijevaar, 202164

	Resolution or improvement of other chronic conditions 

	Cold 202253

	Perler, 202059

	Lee, 201961



Recipient factors (section 4.2)
Demographic factors 
Age
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Nivet, 202267
	Retrospective cohort
	France
	1
	Patients w/ recurrent CDI undergoing FMT
	6 months
	Very old patients: 80 and older
	Adults: 18-79yo
	Cure, adverse events

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Median age (successful)
	Median age (failed)
	Cure, adverse events

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Median age (success)
	Median age (failure)
	Cure

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Higher age
	Lower age
	Cure

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Median age (success)
	Median age (fail)
	Recurrence 

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Mean age (success)
	Mean age (failed)
	Remission

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Median age (success)
	Median age (failure)
	Cure

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised 
	90 days
	65 or older
	<65
	Remission

	Raghu Subramanian, 202036
	Case control
	USA
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	1 month + based on symptoms
	Mean age (early fail)
	Mean age (late fail or cure)
	Cure, adverse events

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion of patients >65 (success)
	Proportion of patients >65 (failed)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Median age (success)
	Median age (fail)
	Cure

	Urbonas, 202143
	Case control
	Lithuania
	1
	Patients >18y, w/ CDI
	36 months
	Mean age (success)
	Mean age (failed)
	Remission

	Barberio, 202068
	Case control
	Italy
	1
	Patients with recurrent or refractory CDI undergoing FMT
	24 months
	Median age (successful)
	Median age (failed)
	Cure, adverse events

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Mean age (success)
	Mean age (fail)
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of older patients (1 FMT)
	Proportion of older patients (>1 FMT needed)
	Remission



Sex
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of males (successful)
	Number of males (failed)
	Cure, adverse events

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Number of males (success)
	Number of males (failure)
	Remission

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Female
	Male
	Failure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of males (success)
	Proportion of males (failed)
	Remission

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion of males (success)
	Proportion of males (failure)
	Cure

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised 
	90 days
	Male
	Female
	Remission

	Raghu Subramanian, 202036
	Case control
	USA
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	1 month + based on symptoms
	Number of males (success)
	Number of males (fail)
	Cure, adverse events

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion of male patients (success)
	Proportion of male patients (failed)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion of males (success)
	Proportion of males (fail)
	Cure

	Urbonas, 202143
	Case control
	Lithuania
	1
	Patients >18y, w/ CDI
	36 months
	Proportion of males (success)
	Proportion of males (failed)
	Remission

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Females
	Males 
	Recurrence 

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of males (1 FMT)
	Proportion of males (>1 FMT needed)
	Remission



Body mass index
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Mean BMI (successful)
	Mean BMI (failed)
	Cure, adverse events

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Median BMI (success)
	Median BMI (fail)
	Cure



Factors associated with CDI 
Number of CDI episodes before FMT
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Mean no. of CDI episodes before FMT (successful)
	Mean no. of CDI episodes before FMT (failed)
	Cure, adverse events

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Number w/ 3 or more recurrences (success)
	Number w/ 3 or more recurrences (failure)
	Cure

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Higher number of CDI recurrences 
	Lower number of CDI recurrences 
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Mean no. of relapses (success)
	Mean no. of relapses (failed)
	Cure

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion w/ 2 or more CDI recurrences in last year (success)
	Proportion w/ 2 or more CDI recurrences in last year (failed)
	Cure

	Urbonas, 202143
	Case control
	Lithuania
	1
	Patients >18y, w/ CDI
	36 months
	Mean no. of CDIs before FMT (success)
	Mean no. of CDIs before FMT (failed)
	Cure

	Barberio, 202068
	Case control
	Italy
	1
	Patients with recurrent or refractory CDI undergoing FMT
	24 months
	Median no. of CDI episodes before FMT (successful)
	Median no. of CDI episodes before FMT (failed)
	Cure, adverse events

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Mean number of CDI episodes (success)
	Mean number of CDI episodes (fail)
	Cure



Number of days from first CDI to FMT
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised 
	90 days
	Median no. of days from CDI diagnosis to FMT (success)
	Median no. of days from CDI diagnosis to FMT (failed)
	Cure



Hospitalisation due to CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients hospitalised due to CDI before FMT (successful)
	Number of patients hospitalised due to CDI before FMT (failed)
	Cure, adverse events

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion w/ prior CDI hospitalisation (success)
	Proportion w/ prior CDI hospitalisation (failed)
	Cure



Antibiotics used for treatment of CDI before FMT
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Number of antibiotic courses for CDI before FMT

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Median no. of CDI abx courses before FMT (success)
	Median no. of CDI abx courses before FMT (fail)
	Cure

	Vancomycin use

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients treated w/ vancomycin before FMT (successful)
	Number of patients treated w/ vancomycin before FMT (failed)
	Cure, adverse events

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients on vancomycin before FMT (success)
	Number of patients vancomycin before FMT (fail)
	Cure

	Barberio, 202068
	Case control
	Italy
	1
	Patients with recurrent or refractory CDI undergoing FMT
	24 months
	Proportion on vancomycin (success)
	Proportion on vancomycin (failure)
	Cure, adverse events

	Metronidazole use

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients treated w/ metronidazole before FMT (successful)
	Number of patients treated w/ metronidazole before FMT (failed)
	Cure, adverse events

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients on metronidazole before FMT (success)
	Number of patients metronidazole before FMT (fail)
	Cure

	Fidaxomicin use

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients on fidaxomicin before FMT (success)
	Number of patients on fidaxomicin before FMT (fail)
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of patients w/ fidaxomicin (1 FMT)
	Proportion of patients w/ fidaxomicin (>1 FMT needed)
	Cure



C. difficile strain
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	CDI ribotype 027
	CDI ribotype not 027
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients w/ hypervirulent clade (success)
	Proportion of patients w/ hypervirulent clade (failed)
	Cure

	Kim 201940
	Cross-sectional
	USA
	1
	Patients w/ recurrent CDI undergoing FMT
	8 weeks
	Hypervirulent strain
	Not hypervirulent strain
	Cure



Healthcare-acquired CDI
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Number w/ HCAI-CDI (success)
	Number w/ HCAI-CDI (failure)
	Cure



Medications
On Proton Pump Inhibitors and other anti-secretory medications
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients on PPI (successful)
	Number of patients on PPI (failed)
	Cure, adverse events

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients on H2 blockers (successful)
	Number of patients on H2 blockers (failed)
	Cure, adverse events

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Number on PPI (success)
	Number on PPI (failure)
	Cure

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients on anti-secretory therapy before FMT (success)
	Number of patients on anti-secretory therapy before FMT (fail)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients on PPI (success)
	Proportion of patients on PPI (failed)
	Cure

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion on PPI 90d before CDI (success)
	Proportion on PPI 90d before CDI (failure)
	Cure

	Raghu Subramanian, 202036
	Case control
	USA
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	1 month + based on symptoms
	Number of patients on PPI (success)
	Number of patients on PPI (fail)
	Cure, adverse events

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion on acid suppression (success)
	Proportion on acid suppression (failed)
	Cure

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	On PPI
	Not on PPI
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of patients using PPI (1 FMT)
	Proportion of patients using PPI (>1 FMT needed)
	Cure

	Kim 201940
	Cross-sectional
	USA
	1
	Patients w/ recurrent CDI undergoing FMT
	8 weeks
	On PPI
	Not on PPI
	Cure



Corticosteroids
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of patients using steroids (1 FMT)
	Proportion of patients using steroids (>1 FMT needed)
	Cure



Lactulose
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of patients using lactulose (1 FMT)
	Proportion of patients using lactulose (>1 FMT needed)
	Cure



Probiotic use
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients using probiotics before FMT (successful)
	Number of patients using probiotics before FMT (failed)
	Cure, adverse events

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients on probiotics before FMT (success)
	Number of patients on probiotics before FMT (fail)
	Cure



Non-CDI antibiotic use
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients on non-CDI abx between CDIs (success)
	Proportion of patients non-CDI abx between CDIs (failed)
	Cure

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion on abx before CDI (success)
	Proportion on abx before CDI (failure)
	Cure

	Pringle 201939
	Cross-sectional
	USA
	NR
	Patients 7-99y, w/ CDI undergoing FMT (oral)
	8 weeks
	Proportion of patients using rifaximin (1 FMT)
	Proportion of patients using rifaximin (>1 FMT needed)
	Cure



Narcotics
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion on narcotics (success)
	Proportion on narcotics disorders (fail)
	Cure



Hospitalisation status
Hospitalised at or before FMT
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Hospitalised at or before FMT

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients hospitalised at FMT (success)
	Number of patients hospitalised at FMT (fail)
	Cure

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion inpatient at FMT (success)
	Proportion inpatient at FMT (failure)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	>60d
	Proportion inpatient procedure (success)
	Proportion inpatient procedure (fail)
	Cure

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Hospitalised 90d before FMT
	Not hospitalised 90d before FMT
	Cure

	Hospitalised before CDI

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion hospitalised 90d before CDI (success)
	Proportion hospitalised 90d before CDI (failure)
	Cure



Blood biomarkers
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Albumin

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Median albumin (success)
	Median albumin (failure)
	Cure

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Mean albumin (success)
	Mean albumin (fail)
	Cure

	WBC/leukocytes

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Median leukocytes (success)
	Median leukocytes (failure)
	Cure

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Mean WBC (success)
	Mean WBC (fail)
	Cure

	Haemoglobin

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD >18y undergoing FMT for recurrent or severe CDI
	6 months
	Mean haemoglobin (success)
	Mean haemoglobin (fail)
	Cure

	C-Reactive Protein

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Median CRP (success)
	Median CRP (failure)
	Cure

	Zinc deficiency

	Niccum 201850
	Retrospective cohort
	USA
	1
	Patients >18 undergoing FMT for recurrent CDI
	90 days
	Zinc deficiency
	No zinc deficiency
	Cure

	Niccum 201850
	Retrospective cohort
	USA
	1
	Patients >18 undergoing FMT for recurrent CDI
	90 days
	Zinc supplements
	No zinc supplements
	Cure



Other risk factors
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	White race

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion of white race patients (success)
	Proportion of white race patients (failed)
	Cure

	High risk population

	Kim 201940
	Cross-sectional
	USA
	1
	Patients w/ recurrent CDI undergoing FMT
	8 weeks
	High risk population
	Not High risk population
	Cure

	Microbiome composition in recipient’s stool

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised 
	90 days
	Microbiome composition in stool (success)
	Microbiome composition in stool (failed)
	Cure

	Previous FMT in the last 12 months

	Vaughn 202237
	Case control
	USA
	6
	Patients undergoing FMT
	2 months
	Proportion w/ recurrences after FMT in last year (success)
	Proportion w/ 2 recurrences after FMT in last year (failed)
	Cure

	Number of risk factors

	Barberio, 202068
	Case control
	Italy
	1
	Patients with recurrent or refractory CDI undergoing FMT
	24 months
	Median no. of risk factors for failure at FMT (successful)
	Median no. of risk factors for failure at FMT (failed)
	Cure, adverse events



Donor factors (section 4.3)
Related vs not related donor
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT CDI
	1 year
	Related donor
	Non-related donor
	Cure

	Watts, 202223
	Case control 
	USA
	1
	Patients >18y, w/ recurrent CDI
	NS
	Related donor
	Non-related donor
	Cure

	Lynch 201951
	Cross-sectional
	USA
	1
	Patients undergoing FMT for CDI
	3 months
	Related to donor
	Not related to donor
	Cure



Age of the donor
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Mean donor age (success)
	Mean donor age (success)
	Cure

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, excluding immunocompromised and cirrhosis patients
	90 days
	Age of the donor
	Age of the donor
	Cure



Sex of the donor
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of donor females (success)
	Proportion of donor females (success)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of donor/ patient sex mismatch (success)
	Proportion donor/ patient sex mismatch (success)
	Cure



Amount of stool produced
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, excluding immunocompromised and cirrhosis patients
	90 days
	Age of the donor
	Age of the donor
	Cure



Microbiome composition of the donor stool
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, excluding immunocompromised and cirrhosis patients
	90 days
	Age of the donor
	Age of the donor
	Cure



Preparation factors (section 4.4)
Fresh vs frozen stool
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Frozen 
	Fresh
	Cure, adverse events

	McCune 202028
	Case control
	UK
	1
	Patients >18y undergoing FMT for confirmed symptomatic CDI
	90 days
	Frozen 
	Fresh
	Cure, adverse events

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Frozen
	Fresh
	Cure

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, excluding immunocompromised and cirrhosis patients
	90days
	Frozen
	Fresh
	Cure

	Barberio, 202068
	Cross-sectional
	Italy
	1
	Patients >18 w/ recurrent or refractory CDI undergoing FMT
	24 months
	Frozen
	Fresh
	Cure

	Hirten 201927
	Cross-sectional (nested)
	USA
	1
	Patients w/ and w/o IBD, >18y undergoing FMT for recurrent or severe CDI
	6 months
	Frozen 
	Fresh
	Cure



Stool frozen at -20°C vs -80°C
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Satokari, 202093
	Retrospective cohort
	Finland
	1
	Patients w/ recurrent or refractory CDI undergoing FMT
	3 months
	Frozen at -80C
	Frozen at -20C
	Cure



Lyophilised stool
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Staley 202194
	Case series
	USA
	1
	Patients >18y, w/ recurrent CDI
	NR
	FMT (lyophilised capsule) 
	-
	Cure

	Vigvari 2019b108
	Case series
	Hungary
	1
	Patients >18y, w/ CDI
	6 weeks
	Lyophilised
	-
	Cure

	Reigadas 202096
	Case series
	Spain
	1
	Patients >18y, w/ recurrent CDI
	2 months
	FMT (lyophilised)
	-
	Resolution, adverse events



Type of capsule
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Varga 202197
	RCT
	Hungary
	1
	Patients >18y, w/ recurrent CDI
	NR
	Supernatant capsule
	Sediment capsule
	Cure



Processing time
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Allegretti 2020b98
	Prospective cohort
	USA
	257
	Patients w/ recurrent CDI undergoing FMT
	8 weeks
	Processing time (success)
	Processing time (fail)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Duration of processing of the faeces (success)
	Duration of processing of the faeces (fail)
	Cure



Storage time
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Allegretti 2020b98
	Prospective cohort
	USA
	257
	Patients w/ recurrent CDI undergoing FMT
	8 weeks
	Storage time (success)
	Storage time (fail)
	Cure

	Satokari, 202093
	Retrospective cohort
	Finland
	1
	Patients w/ recurrent or refractory CDI undergoing FMT
	3 months
	Stored for over 2 months (frozen)
	Stored for under 2 months (frozen)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Duration of storing the faeces (success)
	Duration of storing the faeces (fail)
	Cure



Additional data from excluded studies:
	Citation

	Anaerobic vs aerobic conditions

	Papanicolas, 201992

	Shimizu, 202199

	Burz, 2019100

	fresh vs frozen conditions

	Papanicolas, 201992

	Dorsaz, 2020101

	Burz, 2019100

	Emulsion processes

	Quaranta, 2020102




Administration factors (section 4.5)
Route of delivery
Colonoscopy vs other methods
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Ponte 201824
	Retrospective cohort
	Portugal
	1
	Patients with recurrent or refractory CDI, >18yo, immunocompetent 
	2 months
	FMT (upper, via gastroscopy)
	FMT (lower GI via colonoscopy)
	Remission, adverse events

	Vaughn 202237
	Retrospective cohort
	USA
	6
	Patients undergoing FMT
	2 months
	Oral capsules
	Colonoscopy
	Cure

	Bestfater, 2021103
	Retrospective cohort
	Germany
	35
	Patients undergoing FMT for recurrent CDI
	90 days
	I1: FMT (upper)
I2: FMT (oral)
	FMT (colonoscopy)
	Cure, adverse events

	Reigadas 2018104
	Retrospective cohort
	Spain
	1
	Patients >18y, w/ recurrent CDI
	2 months
	I1: FMT (oral) 
I2: FMT (NJ tube)
	FMT (colonoscopy)
	Resolution, adverse events

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients with colonoscopy vs EGD (success)
	Number of patients with colonoscopy vs EGD (success)
	Cure, adverse events

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	I1: FMT (oral) 
I2: FMT (upper GI to duodenum or jejunum)
	FMT (colonoscopy)
	Resolution 

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion of patients receiving colonoscopy (success)
	Proportion of patients receiving colonoscopy (fail)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT
	>60d
	Proportion given colonoscopy (success)
	Proportion given colonoscopy (fail)
	Cure

	Staley 202194
	Cross-sectional
	USA
	1
	Patients >18y, w/ recurrent CDI
	NR
	FMT (lyophilised colonoscopy)
	FMT (lyophilised capsule)
	Remission



Enema vs other methods
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Jiang 2018105
	RCT
	USA
	1
	Patients >18y, FMT for recurrent CDI
	60 days
	FMT (oral lyophilised)
	FMT (enema, frozen)
	Cure, adverse events

	Svensson, 2022106
	Retrospective cohort
	Denmark
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	12 months
	FMT (capsules)
	FMT (retention enema)
	Remission

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion of patients receiving enema (success)
	Proportion of patients receiving enema (fail)
	Cure

	Navalkele, 202041
	Case series
	USA
	1
	Immunocompetent or immunocompromised, w/ CDI not responding to standard treatment
	12 weeks
	FMT (retention enema)
	none
	Remission, adverse events



Lower GI (unspecified) vs other methods
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Osman 2022107
	Prospective cohort
	International (NR)
	681
	Patients with confirmed CDI
	8 weeks
	FMT (upper GI via upper endoscopy or nasoenteric) 
	FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)
	Remission

	Osman 2022107
	Prospective cohort
	International (NR)
	681
	Patients with confirmed CDI
	8 weeks
	FMT (oral capsules)
	FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)
	Remission

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	FMT infusion via lower GI
	FMT infusion via upper GI
	Remission

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised
	90 days
	Antegrade delivery
	Retrograde delivery
	Remission



Upper GI vs other methods
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Osman 2022107
	Prospective cohort
	International (NR)
	681
	Patients with confirmed CDI
	8 weeks
	FMT (upper GI via upper endoscopy or nasoenteric)
	FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)
	Remission

	Ponte 201824
	Retrospective cohort
	Portugal
	1
	Patients with recurrent or refractory CDI, >18yo, immunocompetent 
	2 months
	FMT (upper, via gastroscopy)
	FMT (lower GI via colonoscopy)
	Remission, adverse events

	Bestfater, 2021103
	Retrospective cohort
	Germany
	35
	Patients undergoing FMT for recurrent CDI
	90 days
	FMT (upper)
	FMT (colonoscopy) 
FMT (oral)
	Cure, adverse events

	Reigadas 2018104
	Retrospective cohort
	Spain
	1
	Patients >18y, w/ recurrent CDI
	2 months
	I2: FMT (NJ tube)
	FMT (colonoscopy) 
I1: FMT (oral)

	Resolution, adverse events

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients with colonoscopy vs EGD (success)
	Number of patients with colonoscopy vs EGD (success)
	Cure, adverse events

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	I2: FMT (upper GI to duodenum or jejunum)
	FMT (colonoscopy) 
I1: FMT (oral)

	Resolution 

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	FMT infusion via lower GI
	FMT infusion via upper GI
	Remission

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion of patients receiving upper FMT (success)
	Proportion of patients receiving upper FMT (fail)
	Cure

	Yoon, 202126
	Case control
	Korea
	1
	Patients >18y, w/ CDI, no cirrhosis or immunocompromised
	90 days
	Antegrade delivery
	Retrograde delivery
	Remission

	Vigvari 201995
	Uncontrolled before-after
	Hungary
	1
	Patients, >18y undergoing FMT for CDI
	6 weeks
	FMT (upper via NG)
	FMT (upper via ND)
	Remission, symptom improvement



Oral capsules vs other methods
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Jiang 2018105
	RCT
	USA
	1
	Patients >18y, FMT for recurrent CDI
	60 days
	FMT (oral lyophilised)
	FMT (enema, frozen)
	Cure, adverse events

	Osman 2022107
	Prospective cohort
	International (NR)
	681
	Patients with confirmed CDI
	8 weeks
	FMT (oral capsules)
	FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)
	Remission

	Vaughn 202237
	Retrospective cohort
	USA
	6
	Patients undergoing FMT
	2 months
	Oral capsules
	Colonoscopy
	Cure

	Bestfater, 2021103
	Retrospective cohort
	Germany
	35
	Patients undergoing FMT for recurrent CDI
	90 days
	FMT (oral)
	FMT (colonoscopy) 
FMT (upper)

	Cure, adverse events

	Reigadas 2018104
	Retrospective cohort
	Spain
	1
	Patients >18y, w/ recurrent CDI
	2 months
	I1: FMT (oral)
	FMT (colonoscopy) 
I2: FMT (NJ tube)
	Resolution, adverse events

	Svensson, 2022106
	Retrospective cohort
	Denmark
	1
	Patients >18y, w/ recurrent CDI undergoing FMT
	12 months
	FMT (capsules)
	FMT (retention enema)
	Remission

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	I1: FMT (oral)
	FMT (colonoscopy) 
I2: FMT (upper GI to duodenum or jejunum)
	Resolution 

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Proportion of patients receiving oral FMT (success)
	Proportion of patients receiving oral FMT (fail)
	Cure

	Staley 202194
	Cross-sectional
	USA
	1
	Patients >18y, w/ recurrent CDI
	NR
	FMT (lyophilised colonoscopy)
	FMT (lyophilised capsule)
	Remission

	Cheminet, 201842
	Case series
	France
	1
	Patients, >18y undergoing FMT for recurrent CDI
	Up to 24 months
	FMT (oral, frozen)
	-
	Adverse events

	Cold 202253
	Case series
	Denmark
	1
	Patients >18y undergoing FMT for recurrent, refractory or fulminant CDI
	8 weeks
	FMT (oral)
	-
	Adverse events



Bidirectional vs other methods
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Bestfater, 2021103
	Retrospective cohort
	Germany
	35
	Patients undergoing FMT for recurrent CDI
	90 days
	FMT (bidirectional)
	FMT (colonoscopy) 
FMT (oral) 
FMT (upper)
	Cure, adverse events



Other factors
Location of delivery
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	>60d
	Proportion delivered to terminal ileum (success)
	Proportion delivered to terminal ileum (fail)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	>60d
	Most distal delivery (success)
	Most distal delivery (fail)
	Cure



Volume of FMT infused
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure 
	Control
	Outcomes

	Dogra, 202225
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	Median 2.5mths
	Mean volume of FMT infused (success)
	Mean volume of FMT infused (fail)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	>60d
	Mean volume delivered (success)
	Mean volume delivered (fail)
	Cure



PPI before FMT
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	PPI @ FMT
	No PPI @ FMT
	Cure



Antimotility agents used
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Antimotility agents
	No antimotility agents
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	>60d
	Proportion given loperamide (success)
	Proportion given loperamide (fail)
	Cure



Bowel lavage/prep used
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Peri, 201920
	Case control
	Germany 
	35
	Patients >18y, undergoing FMT for CDI
	10-90 days
	Bowel lavage given
	No bowel lavage given
	Cure

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Quality of bowel prep (success)
	Quality of bowel prep (success)
	Cure

	Weingarden, 202238
	Case control
	USA
	2
	Patients undergoing FMT for CDI
	>60d
	Proportion bowel prep (success)
	Proportion bowel prep (fail)
	Cure




Post-FMT factors (section 4.6)
Use of non-CDI antibiotics
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Alghamdi, 201918
	Case control
	Saudi Arabia
	1
	Patients >18 w/ CDI
	8 weeks
	Number of patients on non-CDI abx (<12weeks from FMT) (successful)
	Number of patients on non-CDI abx (<12weeks from FMT) (failed)
	Cure, adverse events

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients on non-CDI abx after FMT (success)
	Number of patients on non-CDI abx after FMT (fail)
	Cure

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients on non-CDI abx between CDIs (success)
	Proportion of patients non-CDI abx between CDIs (failed)
	Cure



Post-FMT infection
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients w/ post-FMT infection (not CDI) (success)
	Proportion of patients w/ post-FMT infection (not CDI) (failed)
	Cure



On anti-secretory therapy after FMT vs no therapy
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Tariq, 202121
	Case control
	USA
	1
	Patients undergoing FMT for recurrent or refractory CDI
	1 year
	Number of patients on anti-secretory therapy after FMT (success)
	Number of patients on anti-secretory therapy after FMT (fail)
	Cure



Hospitalised after FMT (not CDI) vs not hospitalised
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Terveer, 202022
	Case control
	Netherlands
	1
	Patients w/ CDI – age NS
	Up to 149 weeks
	Proportion of patients hospitalised after CDI (not for CDI) (success)
	Proportion of patients hospitalised after CDI (not for CDI) (failed)
	Cure



Median time from FMT to first defecation
	Author, Year
	Study Design
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Time from FMT to first defecation

	Kachlikova, 202019
	Case control
	Slovakia
	1
	Patients w/ recurrent CDI undergoing FMT
	12 weeks
	Median time from FMT to 1st defecation (success)
	Median time from FMT to 1st defecation (failure)
	Cure



Prophylactic FMT (section 4.7)
No studies 
Additional data from excluded studies:
	Citation
	

	[bookmark: _Hlk133484178]Kates AE et al, 2020112
	Study protocol




FMT for non-CDI indications (section 4.8)
Ulcerative colitis
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Chehade, 2022113
	Systematic review (6x RCT)
	USA (3x Australia, 1x Canada, 1x Netherlands, 1x USA)
	NR
	Patients >18 w/ ulcerative colitis
	7-12 weeks
	FMT (various types)
	Placebo
	Effectiveness, adverse events

	Brezina, 2021114
	RCT
	Czech Republic
	NR
	Patients >18 w/ left-sided ulcerative colitis
	NR
	FMT (enema)
	Topical mesalamine
	Effectiveness, adverse events

	Tkach, 2022115
	RCT
	Ukraine
	1
	Patients >18 w/ ulcerative colitis
	8 weeks
	FMT (colonoscopy) + mesalazine 
	Mesalazine
	Effectiveness, adverse events, QoL



Crohn’s Disease
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Sokol, 2020126
	RCT
	France
	6
	Patients >18 w/ CD (in flare)
	24 weeks
	FMT after steroids
	Sham FMT after steroids
	Effectiveness 



Pouchitis
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Herfarth, 2019127
	RCT
	USA
	1
	Patients >18 w/ abx-dependent pouchitis
	16 weeks
	FMT (endoscopy + capsules)
	Placebo
	Effectiveness, adverse events

	Karjalainen, 2021128
	RCT
	Finland
	1
	Patients >18 w/ chronic pouchitis
	52 weeks
	FMT (endoscopy + capsules)
	Autologous FMT
	Effectiveness, adverse events



Irritable Bowel Syndrome
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Wu, 2022129
	Systematic review (7xRCT)
	China (RCTs x6 Europe, x1 USA)
	12 (min-max 1-3)
	Patients >18 w/ IBS
	24weeks to 12 months
	FMT (upper GI, capsules, colonoscopy)
	Placebo
	Effectiveness, adverse events, QoL

	Singh, 2021130
	RCT
	USA
	1
	Patients >18 w/ IBS
	10 weeks
	FMT alone or FMT + abx
	Placebo
	Effectiveness, adverse events, QoL

	Tkach, 2022b131
	RCT
	Ukraine
	1
	Patients >18 w/ post-infectious IBS
	12 weeks
	FMT (colonoscopy) 
	Standard care
	Effectiveness, adverse events



Constipation
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Fang, 2021142
	Systematic review (5xRCT)
	China (RCTs x5 China)
	NR
	Patients >18 w/ functional constipation
	4-12 weeks
	FMT + oral laxatives (same as control)
	Oral laxatives
	Effectiveness 



Preventing hepatic encephalopathy in patients with decompensated cirrhosis
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Hong, 2022143
	Systematic review (2xRCT, 1 case series)
	USA (RCT x2 USA, CS x1 India)
	NR*
	Patients >18 w/ Decompensated Cirrhosis. 
	8 weeks
	FMT (enema, capsules, colonoscopy)
	Standard care (x2 RCT) or no comparison
	Effectiveness, adverse events 



Metabolic syndrome
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Mocanu, 2021145
	RCT
	Canada
	1
	Patients >18 w/ obesity & metabolic syndrome
	6 weeks
	I1: FMT + high-fermentable fibre
I2: FMT + low-fermentable fibre
	C1: high-fermentable fibre
C2: low-fermentable fibre
	Effectiveness

	Smits, 2018146
	RCT
	USA
	1
	Patients >18 w/ obesity & metabolic syndrome
	2 weeks
	FMT 
	Autologous FMT
	Effectiveness




Obesity
	Author, Year
	Study Design 
	Country
	Number of sites
	Population
	Length of follow-up
	Exposure or intervention
	Control
	Outcomes

	Allegretti, 2020c151
	RCT
	USA
	1
	Patients >18 w/ BMI>35
	12 weeks
	FMT (capsules)
	Placebo (capsules)
	Effectiveness




Data from excluded studies 
	Koopen, 2021147
	Metabolic syndrome

	Craven, 2020148
	NAFDL & metabolic syndrome

	Yu, 2020149
	Obesity and insulin resistance

	De Groot, 2019150
	Obesity and insulin resistance

	Huttner, 2019156
	MDRO

	Bilsen, 2022158
	MDRO




b) summary of findings tables
Effectiveness and safety of FMT (section 4.1)
General population
Effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Hvas, 201911
	No. of patients w/ clinical resolution + -ve CDI test @ 1 week
	24
	C1: 16
C2: 24
	13 (54%)
	C1: 2 (13%)
C2: 9 (38%)
	C1: p=0.01
C2: p=0.25

	FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 


	Hvas, 201911
	No. of patients w/ clinical resolution + -ve CDI test @ 8 weeks
	24
	C1: 16
C2: 24
	17 (71%)
	C1: 3 (19%)
C2: 8 (33%)
	C1: p=0.001
C2: p=0.009
	FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 


	Hvas, 201911
	No. of patients w/ clinical resolution @ 1 week
	24
	C1: 16
C2: 24
	21 (88%)
	C1: 6 (38%)
C2: 14 (58%)
	C1: p=0.02
C2: p=0.002
	FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 


	Hvas, 201911
	No. of patients w/ clinical resolution @ 8 weeks
	24
	C1: 16
C2: 24
	22 (92%)
	C1: 3 (19%)
C2: 10 (42%)
	C1: p=0.0002
C2: p<0.0001
	FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 


	Hvas, 201911
	No. of patients w/ -ve CDI test @ 1 week
	24
	C1: 16
C2: 24
	16 (67%)
	C1: 7 (44%)
C2: 14 (58%)
	C1: p=0.21
C2: p=0.55
	FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 


	Hvas, 201911
	No. of patients w/ -ve CDI test @ 8 weeks
	24
	C1: 16
C2: 24
	17 (71%)
	C1: 5 (31%)
C2: 11 (46%)
	C1: p=0.01
C2: p=0.08
	FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 


	Baunwall 202112
	No. of patients w/ -ve CDI test @ 8 weeks
	21
	21
	19 (90%)
	7 (33%)
	p<0.001
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. Trial terminated early due to superiority of FMT.
Resolution = no symptoms and -ve test at 8 weeks. Trial terminated early due to superiority of FMT.

	Baunwall 202112
	No. of patients w/ -ve CDI test @ 1 week
	21
	21
	19 (90%)
	16 (76%)
	p=0.40
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	van Nood, 20132
	No. of patients w/ success at 10 weeks
After 1 FMT
	16
	a. 12
b. 13
T=25

	13 (81%)
	a. 4 (31%)
b. 3 (23%)
T=7 (27%)

	p<0.001
	Intervention was 5d vancomycin w/ bowel lavage on D5 and FMT via ND tube on D6. Control was a. vancomycin for 14d or b. vancomycin for 14d + bowel lavage on D4 or 5. Fresh stool infused within 6hrs. Success defined as cure and no relapse within 10 weeks. If second FMT, the follow up was 10 weeks after the second. Trial terminated early due to superiority of FMT – all relapsed patients given rescue FMT. 

	van Nood, 20132
	No. of patients w/ success at 10 weeks
After 1 or more FMT
	16
	a. 13
b. 13
T=26

	15 (94%)
	a. 4 (31%)
b. 3 (23%)
T=7 (27%)

	p<0.0001
	Intervention was 5d vancomycin w/ bowel lavage on D5 and FMT via ND tube on D6. Control was a. vancomycin for 14d or b. vancomycin for 14d + bowel lavage on D4 or 5. Fresh stool infused within 6hrs. Success defined as cure and no relapse within 10 weeks. If second FMT, the follow up was 10 weeks after the second. Trial terminated early due to superiority of FMT – all relapsed patients given rescue FMT. 

	Cammarota 201513
	No. of patients w/ success at 10 weeks
After 1 FMT
	20
	19
	13 (65%)
	5 (26%)
	p<0.0001
	Intervention was vancomycin for 3 days, bowel clean on a last day and FMT (mostly from related donors) via colonoscopy the next day. Control was vancomycin for 10d followed by 3 weeks of ‘pulse’ vancomycin every 2 or 3 days. 
Protocol was updated shortly after the start of the trial and all PMC patients received FMT every three days until resolution of colitis. Stoll was fresh, infused within 6 hrs from the time of donation (time from defecation to donation not specified, but authors reported that the stool was ‘rapidly transported’). Follow up was 10 weeks, for FMT, this was from the last infusion, for vancomycin the last day of treatment. Trial terminated early due to superiority of FMT. Worth noting that all 13 patients were non-PMC and remaining 7 were all PMC. Two patients in vancomycin group also died due to CDI recurrence

	Cammarota 201513
	No. of patients w/ success at 10 weeks
After 1 or more FMT
	20
	19
	18 (90%)
	5 (26%)
	p<0.0001
	Intervention was vancomycin for 3 days, bowel clean on a last day and FMT (mostly from related donors) via colonoscopy the next day. Control was vancomycin for 10d followed by 3 weeks of ‘pulse’ vancomycin every 2 or 3 days. 
Protocol was updated shortly after the start of the trial and all PMC patients received FMT every three days until resolution of colitis. Stoll was fresh, infused within 6 hrs from the time of donation (time from defecation to donation not specified, but authors reported that the stool was ‘rapidly transported’). Follow up was 10 weeks, for FMT, this was from the last infusion, for vancomycin the last day of treatment. Trial terminated early due to superiority of FMT All repeated FMTs were in patients with PMC – 5/7 cured. Two patients had recurrence and both deteriorated and died. These were two first patients in FMT group and were the reason for protocol change. Two patients in vancomycin group also died due to CDI recurrence

	Kelly 201615
	No. of patients w/ success at 8 weeks
After 1 FMT
	22
	24
	20 (9%)
	15 (63%)
	p=0.042
	Authors mentioned that of the two patients who did not respond to FMT, one had 20g faeces infused while the other had 60g. One of these patients was given repeat FMT and achieved cure. Also mentioned mean time to recurrence was 10 days and that all 9 patients in autologous FMT were given donor FMT and were cured. Also mentioned that of all cured patients, 3 were CD toxin positive at 8 weeks but asymptomatic. There were no late recurrences in either group (8-weeks to 6-months)
FMT delivered fresh within 6hrs from donation
Protocol said patients were supposed to receive 100g faeces but this was not possible to achieve for many and 37/46 were given less than 100g. 

	Hota 201714
	No. of patients w/ success at 120 days
After 1 FMT
	16
	12
	7 (44%)
	7 (58%)
	NR
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	Median days until recurrence
	16
	7
	9 days
	35 days (from day 0 but 7 days after finishing the taper)
	NR
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups




Data for meta-analysis
	[bookmark: _Hlk132805913]Author
	Intervention details
	Total in FMT
	Response in FMT
	Total in non-FMT comparator
	Response in non-FMT comparator

	van Nood, 20132
	I: FMT ND tube; C: vancomycin
	16
	15
	26
	7

	Cammarota 201513
	I: FMT colonoscopy; C: vancomycin
	20
	18
	19
	5

	Kelly 201615
	I: FMT colonoscopy; C: autologous FMT colonoscopy
	22
	20
	24
	15

	Hota 201714
	I: FMT enema; C: vancomycin
	16
	7
	12
	7

	Hvas, 201911
	I: FMT colonoscopy; C: vancomycin or fidaxomicin
	24
	22
	40
	13

	Baunwall 202112
	I: FMT oral capsules; C: placebo capsules
	21
	19
	21
	7
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Figure 1: Meta analysis: RR FMT vs standard care or placebo. 
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Figure 2: Meta analysis: RR FMT vs standard care or placebo excluding enema study. 
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Figure 3: Meta analysis: RR FMT vs standard care or placebo excluding autologous transplant study. 
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Figure 4: Meta analysis: RR FMT vs standard care or placebo excluding fidaxomicin study. 
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Figure 5: Meta analysis: RR FMT vs standard care or placebo excluding fidaxomicin and autologous transplant study. 
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Figure 6: Meta analysis: RR FMT vs standard care or placebo excluding fidaxomicin, autologous transplant and enema study. 
Adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Hvas, 201911
	No. of patients developing adverse events immediate events
	24
	C1: 16
C2: 24
	10
	C1: NR
C2: NR
	C1: NS
C2: NS

	[bookmark: _Hlk133428116]FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube. Developed pain (x1), bloating (x5), constipation (x1), diarrhoea (x3) – all transient
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 
Adverse events in control groups not reported but authors mentioned NS. No changes in body weight, haemoglobin or albumin in either group.

	Hvas, 201911
	No. of patients developing adverse events serious (up to 8 weeks)
	24
	C1: 16
C2: 24
	1
	C1: NR
C2: NR
	C1: NS
C2: NS

	[bookmark: _Hlk133430444]FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube. Developed sepsis-like symptoms which resolved without treatment within 24hrs
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 
Adverse events in control groups not reported but authors mentioned NS. No changes in body weight, haemoglobin or albumin in either group. 

	Hvas, 201911
	No. of adverse events up to 8 weeks 
	24
	C1: 16
C2: 24
	48
	C1: NR
C2: NR
	C1: NS
C2: NS

	FMT: preceded by 4–10 d vancomycin 125mg x4/d, 19x colonoscopy, 5x NJ tube. More than one adverse event could be observed in patients 
C1: vancomycin 10d, 125mg x4/d
C2: fidaxomicin 10d, 200mg x2d
Reported 23% of 64 participants had IBD. 
Adverse events in control groups not reported but authors mentioned NS. No changes in body weight, haemoglobin or albumin in either group.

	Hvas, 201911
	No of patients from rescue therapy developing adverse events
	22
	-
	4
	-
	-
	Patients In rescue therapy: either not included in RCT or in control group given rescue therapy: headache and dizziness x1, bloating x1, pain and vomiting x1, pain and nausea x1

	Baunwall 202112
	No. of patients w/ at least one adverse event
	21
	21
	20 (95%)
	21 (100%)
	p =1.0
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of adverse events
	21
	21
	112 (5.3 per participant)
	92 (4.4 per participant)
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of serious adverse events
	21
	21
	2 (10%)
	2 (10%)
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	[bookmark: _Hlk133430525]Baunwall 202112
	Total number of serious adverse events related to FMT or placebo
	21
	21
	1 (5%)
Hospitalisation due to severe abdominal pain, and vomiting consistent w/ constipation 
	2 (10%)
1x bacteraemia and confusion
1x pneumonia 
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of diarrhoea
	21
	21
	23
	14
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of abdominal pain
	21
	21
	14
	11
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of nausea
	21
	21
	12
	5
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of bloating
	21
	21
	6
	7
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of malaise
	21
	21
	6
	4
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of abdominal sounds
	21
	21
	6
	2
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of urgency to defecate
	21
	21
	4
	3
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of fatigue
	21
	21
	1
	5
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of fever
	21
	21
	4
	2
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of vomiting
	21
	21
	4
	1
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of flank pain
	21
	21
	23
	
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of hot flushes
	21
	21
	4
	0
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of constipation
	21
	21
	2
	2
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of GI events at administration
	21
	21
	7
	0
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of GI events within 24hrs
	21
	21
	40
	26
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	Baunwall 202112
	Total number of GI >24hrs
	21
	21
	33
	31
	-
	Patients were >18y, w/ first or second CDI (diarrhoea + +ve CDI), on vancomycin only. Intervention: FMT, oral capsules, Control: placebo capsules. Both groups were on vancomycin for a minimum of 10d before FMT. After vancomycin finished, oral capsules given on D1, D3 and D7. Followed for 8 weeks. All given 10 mg oral metoclopramide 10 min before FMT, capsules swallowed w/ apple juice or diet cola after 6h fasting. 
Reported all patients offered rescue FMT if CDI recurred, regardless of the allocation. 
Resolution = no symptoms and -ve test at 8 weeks

	van Nood, 20132
	No. of patients w/ adverse events
	16
	NR

	15 (94%)
	NR

	-
	[bookmark: _Hlk133428619]Adverse events were noticed immediately on a day of the infusion: 15x diarrhoea (94%), 5x cramping (31%), 3x belching (19%) and 2x abdominal pain (12.5%), 1x dizziness with diarrhoea all resolved within 24hrs; afterhis time 3 patients (19%) developed constipation. 4 non-GI events were >24hrs and UTI, fever during haemodialysis, hospital admission for choledocholithiasis. In control group, not reported. Authors mentioned death in control group not related to treatment or CDI

	Cammarota 201513
	No. of patients w/ diarrhoea
	20
	19

	19 (94%)
	0

	-
	Intervention was vancomycin for 3 days, bowel clean on a last day and FMT (mostly from related donors) via colonoscopy the next day. Control was vancomycin for 10d followed by 3 weeks of ‘pulse’ vancomycin every 2 or 3 days. 
Protocol was updated shortly after the start of the trial and all PMC patients received FMT every three days until resolution of colitis. Stoll was fresh, infused within 6 hrs from the time of donation (time from defecation to donation not specified, but authors reported that the stool was ‘rapidly transported’). Follow up was 10 weeks, for FMT, this was from the last infusion, for vancomycin the last day of treatment. Trial terminated early due to superiority of FMT
All symptoms immediately after infusion, resolved within 12hrs
No adverse events due to vancomycin

	Cammarota 201513
	No. of patients w/ bloating
	20
	19

	12 (60%)
	0

	-
	Intervention was vancomycin for 3 days, bowel clean on a last day and FMT (mostly from related donors) via colonoscopy the next day. Control was vancomycin for 10d followed by 3 weeks of ‘pulse’ vancomycin every 2 or 3 days. 
Protocol was updated shortly after the start of the trial and all PMC patients received FMT every three days until resolution of colitis. Stoll was fresh, infused within 6 hrs from the time of donation (time from defecation to donation not specified, but authors reported that the stool was ‘rapidly transported’). Follow up was 10 weeks, for FMT, this was from the last infusion, for vancomycin the last day of treatment. Trial terminated early due to superiority of FMT
All symptoms immediately after infusion, resolved within 12hrs. there is a typo in a paper which says 12/29 patients (60%) – 29 must be a mistake as 12/20=60% No adverse events due to vancomycin.+54

	Kelly 201615
	No. of patients w/ adverse events
	22
	24
	NR
	NR
	NS
	[bookmark: _Hlk133430226]Authors reported that frequent AE in both groups included diarhoea, abdo pain, fatigue and gas, less frequently bloating, nausea, flatulence, vomiting, anorexia and constipation. The only almost significant difference was chills which occurred more common in autologous group (p=0.053). 

	Kelly 201615
	No. of patients w/ severe adverse events
	22
	24
	1
	3
	NS
	In intervention group: one patient had a polyp identified during FMT, this was removed after four months and patient was admitted to hospital w/ bleeding. Bit considered related to FMT/CDI. In control group: hospitalisation for diarrhoea 3-months after a-FMT (self-limited and CDI-negative), hospitalisation 9 weeks after a-FMT + hospitalisation of mood disorder, hospitalisation 3d after a-FMT – symptoms resolved after vancomycin and d-FMT.
New conditions at 6 months, all in d-FMT group: 20lb weight gain, pulmonary nodule which required additional investigations, recurrence of bowel cancer, worsening chronic shoulder pain, improvement of dry month. 

	Hota 201714
	No. of patients w/ fever early (d1-7 occurrence)
	16
	7
	1 (6.2%)
	0 (0.0%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ fever late (d>7 occurrence)
	16
	7
	2 (18.2%)
	1 (8.3%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ nausea or vomiting early (d1-7 occurrence)
	16
	7
	4 (25.0%)
	3 (25.0%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ nausea or vomiting late (d>7 occurrence)
	16
	7
	0 (0.0%)
	3 (25.0%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ abdo pain or tenderness early (d1-7 occurrence)
	16
	7
	6 (37.5%) 
	5 (41.7%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ abdo pain or tenderness late (d>7 occurrence)
	16
	7
	4 (36.4%) 
	9 (75.0%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ abdo distention early (d1-7 occurrence)
	16
	7
	6 (37.5%) 
	4 (33.3%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ abdo distention late (d>7 occurrence)
	16
	7
	3 (27.3%)
	4 (33.3%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ abdo bloating early (d1-7 occurrence)
	16
	7
	6 (37.5%) 
	6 (50.0%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ abdo bloating late (d>7 occurrence)
	16
	7
	3 (27.3%) 
	7 (58.3%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients feeling unwell early (d1-7 occurrence)
	16
	7
	6 (37.5%) 
	3 (25.0%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients feeling unwell late (d>7 occurrence)
	16
	7
	3 (27.3%) 
	4 (33.3%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ mucoid stools early (d1-7 occurrence)
	16
	7
	6 (37.5%) 
	2 (16.7%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ mucoid stools late (d>7 occurrence)
	16
	7
	4 (36.4%) 
	6 (50.0%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ bloody stools early (d1-7 occurrence)
	16
	7
	1 (6.2%) 
	0 (0.0%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ bloody stools late (d>7 occurrence)
	16
	7
	2 (18.2%) 
	2 (16.7%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ smelly stools early (d1-7 occurrence)
	16
	7
	6 (37.5%) 
	2 (16.7%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ smelly stools late (d>7 occurrence)
	16
	7
	3 (27.3%) 
	6 (50.0%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ faecal incontinence early (d1-7 occurrence)
	16
	7
	4 (25.0%) 
	3 (25.0%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ faecal incontinence late (d>7 occurrence)
	16
	7
	3 (27.3%) 
	4 (33.3%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ anorexia early (d1-7 occurrence)
	16
	7
	4 (25.0%) 
	2 (16.7%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ anorexia late (d>7 occurrence)
	16
	7
	2 (18.2%) 
	3 (25.0%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ fatigue early (d1-7 occurrence)
	16
	7
	5 (31.2%) 
	5 (41.7%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ fatigue late (d>7 occurrence)
	16
	7
	4 (36.4%) 
	8 (66.7%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ skin rash early (d1-7 occurrence)
	16
	7
	0 (0.0%) 
	1 (8.3%) 
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups

	Hota 201714
	No. of patients w/ sin rash late (d>7 occurrence)
	16
	7
	0 (0.0%) 
	2 (16.7%)
	
	FMT given via enema, stool was 50g infused fresh up to 48hrs after defecation. Followed for 120days, day 0 was the day of FMT for intervention and a day vancomycin taper started for control group. Reported patients who failed offered crossover treatment and followed for further 120 days. 120 days = 17 weeks – longer than in other groups




QoL
No studies
Effectiveness in patients with severe or complicated CDI
Effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Rupawala, 202116
	Number of patients who experienced sustained cure after 1 or more FMT (defined as no recurrence within 30 days)
	15
	-
	5 (33%)
	-
	-
	Case series study (n=16) which reported the use of FMT (via retention enema) in patients with severe or severe/complicated CDI. The median number of FMTs performed in this cohort was 3 and 2 patients received 4 FMTs. One patient excluded as later diagnosed with UC and FMTs stopped. 



Adverse events 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Rupawala, 202116
	Number of patients who experienced severe adverse events within 30d
	15
	-
	8 (53%)
	-
	-
	Case series study (n=16) which reported the use of FMT (via retention enema) in patients with severe or severe/complicated CDI. The median number of FMTs performed in this cohort was 3 and 2 patients received 4 FMTs. One patient excluded as later diagnosed with UC and FMTs stopped. Included 5 (33%) deaths, 2 hospitalisations (13.3%) and 1 (97%) colectomy. Four of these events were considered to be associated with CDI (27%) and further 4 unrelated. 



QoL 
No studies
Patients with severe vs mild/moderate CDI
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Popa, 202117
	Number of patients with initial success after one FMT
	63
	33
	54 (85.7%)
	31 (93.9%)
	
	Severe vs non-severe. Severe CDI defined as WBC >15,000, CRP >50, temperature >38.5, septic shock or pseudomembranous colitis. FMT given 24-48hrs after 10d antibiotics, fresh sample given via colonoscopy after bowel prep. Loperamide given afterwards
Those who replaced (n=11) had a repeat FMT but results not reported

	Popa, 202117
	Number of patients with initial success and no recurrence after one FMT 
	63
	33
	45 (71.4%)
	29 (87.8%)
	
	Severe vs non-severe. Severe CDI defined as WBC >15,000, CRP >50, temperature >38.5, septic shock or pseudomembranous colitis. FMT given 24-48hrs after 10d antibiotics, fresh sample given via colonoscopy after bowel prep. Loperamide given afterwards 
Authors reported recurrence rates as 14.3 in severe and 6.0% in non-severe infection but the denominator doesn’t make sense: based on total number of patients while numerator is the number of patient who experienced initial success but failed later – thus excluding patient with an initial failed FMT. Denominator should have been number of patients who experienced success only (i.e. recurrence could only be defined as initial success and return of CDI), which would be 9/54 (17% in severe and 2/31 (6.5%) in non-severe. 

	Alghamdi, 201918
	Number of patients with severe CDI
Successful vs failed
	27
	2
	8 (29.6%)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Kachlikova, 202019
	No of patients w/ severe CDI successful vs failed
	45
	15
	NR
	NR
	Univariate OR= 1.6 [0.9–2.7] p=0.157
	All FMT given by retention enema. NS at univariate, not taken to multivariate analysis

	Peri, 201920
	OR failure at 30d
Severe CDI
	49
	191
	
	
	UV: OR=NR, p=0.374 
MV: OR= 0.311 [0.083-1.166], p=0.083
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Tariq, 202121
	Type of CDI
successful vs failed
	70
	70
	Recurrent: 66 (94.2%)
Severe: 2 (2.8%) 
Recurrent severe: 2 (2.8%) 
	Recurrent: 67 (95.7%)
Severe: 1 (1.4%) 
Recurrent severe: 2 (2.8%) 
	p=0.53
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Terveer, 202022
	Proportion of patients with severe CDI relapsed vs cured within 2m
	13
	116
	1 (8%)
	2 (2%)
	OR 4.8 [0.4-56.3], p=0.28
	Severe CDI was an indication for FMT

	Watts, 202223
	OR for failure: Severe CDI 
	11
	92
	NR
	NR
	Multivariate OR for failure: 3.86 [0.91-16.25], p=0.065
	Incidence cases not reported but 13 were family donation and the rest from the faeces bank. Authors also reported that universal donor testing was more robust 



Adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Popa, 202117
	Number of patients who died following FMT
	63
	33
	1 (1.6%)
	0 (0%)
	-
	Severe vs non-severe. Severe CDI defined as WBC >15,000, CRP >50, temperature >38.5, septic shock or pseudomembranous colitis. FMT given 24-48hrs after 10d antibiotics, fresh sample given via colonoscopy after bowel prep. Loperamide given afterwards
Death unrelated to FMT or CDI



QoL
No studies
Patients with refractory or fulminant vs recurrent CDI
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Ponte 201824
	No of people w/ cure after first FMT refractory vs recurrent CDI
	12
	13
	11 (91.7%)
	11 (84.6%)
	p=0.6
	Recurrent defined as at least 3x episodes of mild/moderate CDI or at least 2x episodes of severe CDI
Refractory defined as moderate CDI not responding to vancomycin within 1 week or severe CDI not responding to vancomycin within 48hrs
All on abx until the day before the FMT, all underwent bowel prep w/ 4L polyethylene glycol night before. PPI (evening before and morning) for gastroscopy, 
loperamide before FMT if colonoscopy
there were 28 patients total and 34 FMTs, three patients lost to follow-up. Two patients in gastroscopy group who experienced recurrence were given colonoscopy and were cured, one patient received gastroscopy and experienced recurrence again. In ‘cured’ group there were three patients who had abx-associated diarrhoea (for respiratory infection) who were still considered ‘cured’. Cure defined as resolution of diarrhoea (due to CDI) and no recurrence up to two months.

	[bookmark: _Hlk133587053]Dogra, 202225
	Proportion of patients w/ recurrent CDI successful vs failed 
	140
	25
	109 (77.9) 
	12 (48.0)
	p=0.006
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5). the remaining patients had refractory CDI

	[bookmark: _Hlk133587633]Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
Fulminant vs recurrent CDI
	9
	11
	5 (55.6%)
	10 (90.9%)
	p=0.127
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 

	[bookmark: _Hlk133587817]Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
Partially responded to abx for CDI vs not
	13
	7
	13 (100%)
	2 (28.6%)
	p=0.001
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 

	Hirten 201927
	Proportion of patients w/ recurred CDI within 2 months refractory vs recurrent CDI
	37
	80
	7 (18.9%) 

	16 (20%)
	p=0.89
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 117 patients available at 2 month follow-up

	Hirten 201927
	Proportion of patients w/ recurred CDI within 6 months refractory vs recurrent CDI
	24
	59
	11 (45.8%) 
	20 (33.9%)
	p=0.31
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 83 patients available at 6 month follow-up

	[bookmark: _Hlk133587254]McCune 202028
	No of patients with resolution of diarrhoea within 7 days refractory vs recurrent
	48
	70
	35 (73%)
	64 (91%)
	p=0.007
	Based on patients who were alive after 7 days and available for follow up. Total were 124 patients but 3x lost to follow up, 2x died (1x colon cancer and 1x perforated viscous and CDI presumed non-response to treatment) and 1x excluded as received abx at the same time

	McCune 202028
	No of patients with no recurrence of diarrhoea within 90 days refractory vs recurrent
	34
	51
	28 (82%)
	38 (75%)
	p=0.4
	Based on patients who responded to therapy with one or more FMT and survived until d90



Adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Ponte 201824
	No of people w/ adverse events after first FMT refractory vs recurrent CDI
	12
	13
	0
	0
	
	Recurrent defined as at least 3x episodes of mild/moderate CDI or at leadt 2x episodes of severe CDI
Refractory defined as moderate CDI not responding to vancomycin within 1 week or severe CDI not responding to vancomycin within 48hrs
All on abx until the day before the FMT, all underwent bowel prep w/ 4L polyethylene glycol night before. PPI (evening before and morning) for gastroscopy, 
loperamide before FMT if colonoscopy
there were 28 patients total and 34 FMTs, three patients lost to follow-up. Two patients in gastroscopy group who experienced recurrence were given colonoscopy and were cured, one patient received gastroscopy and experienced recurrence again. In ‘cured’ group there were three patients who had abx-associated diarrhoea (for respiratory infection) who were still considered ‘cured’. Cure defined as resolution of diarrhoea (due to CDI) and no recurrence up to two months.
Adverse events assessed immediately and after 2 months follow-up



QoL
No studies
Patients with pseudomembranous v no pseudomembranous CDI
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	[bookmark: _Hlk133588994]Alghamdi, 201918
	Number of patients with pseudomembranous 
Successful vs failed
	27
	3
	3 (11.5%)
	1 (33%)
	p=0.2611
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	[bookmark: _Hlk133589343]Tariq, 202121
	Number of patients w/ pseudomembranes before FMT successful vs failed
	70
	70
	0 (0%)
	3 (4.3%)
	p=0.03
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis not performed – no. of events too small. Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria




QoL
No studies

Patients with first episode of CDI
Effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Roshan, 202029
	Number of patients w/ successful FMT
	54
	53 (98%)
	-
	-
	-
	Based on a sample of 54/59 patients who underwent FMT but completed a questionnaire at follow-up. All were first time CDI patients, all except one first given 10-12d vancomycin and/or metronidazole and followed up by two courses of FMT: first as colonoscopy and followed by enema the following day – all fresh, all from universal donors actively donating to the centre. One patient not given abx for CDI before FMT Treatment success was -ve culture and CDI toxin at 4-8 weeks follow up. Reported 44% patients ad other medical conditions, 20% patients had IBD or IBS. The authors also reported symptom improvement at 6m follow-up but only p-value reported. 



Adverse events
No studies
QoL
No studies

Patients with Inflammatory Bowel Disease (IBD)
Effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Tariq, 20207
	Number of patients who experienced cure after 1 or more FMT
	145
	-
	116 (80%)
	-
	-
	[bookmark: _Hlk132460721][bookmark: _Hlk132461266]Patients with IBD (UC, CD or indeterminate colitis). Cure was defined as improvement of symptoms or negative CDI test or no response to abx after FMT. Follow up was 0.1 to 51.3 months – median 9.3 months. However, authors reported that only 48 (33.1%) self-reported improvement in symptoms and overall well-being. 
Authors also assessed the risk factors for failure but this is out of scope for this review (note: no risk factors identified). 

	Allegretti 202031
	Number of patients who responded to FMT and had no recurrence within 8 weeks
	49
	-
	44 (90%)
	-
	-
	Patients with IBD and CDI +ve. 15x CD and 35x UC – one patient recruited did not receive FMT. Total sample = 49 of which one lost to follow-up and treated as FMT failure. Further four patients with failure were CD+ve and had recurrent symptoms – all four were non-respondents and underwent second FMT and achieved cure. 

	Allegretti 202031
	Number of patients who were decolonised 1 week after FMT and remained negative for 8 weeks
	49
	-
	45 (92%)
	-
	-
	

	Ianiro 202132
	No of patients with negative C. diff toxin test after 8 weeks (one or multiple infusions)
	18
	-
	17 (94%)
	-
	-
	All patients with severe CDI received at least two FMTs and those with pseudomembranous colitis underwent FMT until disappearance of pseudomembranes - all delivered every three days. If diarrhoea persisted – test for C. diff toxin and repeat FMT for +ves. 
All patients received light diet and 2L macrogol before each procedure and FMT was frozen from unrelated donors. In total, 9/18 received at least two FMT, 10/17 (54%) – clinical remission, 4/18 (24%) amelioration from severe to moderate or from moderate to mild.

	Ianiro 202132
	No of patients with negative C. diff toxin test after 8 weeks (one infusion)
	15
	-
	9 (60%)
	-
	-
	All patients with severe CDI received at least two FMTs and those with pseudomembranous colitis underwent FMT until disappearance of pseudomembranes - all delivered every three days. If diarrhoea persisted – test for C. diff toxin and repeat FMT for +ves. 
All patients received light diet and 2L macrogol before each procedure and FMT was frozen from unrelated donors. Number differs from above as three patients with PMC were scheduled for repeat FMTs at the start and were excluded

	Porcari, 202333
	No of patients with negative C. diff toxin test after 8 weeks (one or multiple infusions)
	35
	-
	32 (91%)
	-
	-
	Age was >16yo, not really our inclusion criteria but median age was 51 and SD was 22. 

	Porcari, 202333
	No of patients with negative C. diff toxin test after 8 weeks (one infusion)
	35
	-
	16 (46%)
	-
	-
	Authors reported 16/32 – denominator was no. of patients who were cured. 

	van Lingen, 202334
	No of patients with clinical resolution
	105
	-
	75 (71%)
	-
	-
	Clinical resolution was defined as resolution of diarrhoea or diarrhoea with -ve test. Authors also stated that they performed a case control study to identify risk factors for failure. They did not identify any differences between successful and failed group (demographic, clinical and FMT-related factors). 



Results: adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Tariq, 202030
	Number of patients who experienced worsening of IBD
	145
	-
	11 (7.6%)
	-
	-
	Patients with IBD (UC, CD or indeterminate colitis). Additional 32 patients continued to have a flare that started before FMT

	Tariq, 202030
	Median (min-max) number of days until IBD flare
	11
	-
	15 (4-60)
	-
	-
	Patients with IBD (UC, CD or indeterminate colitis). 

	Tariq, 202030
	Number of patients with severe AE
	145
	-
	3 (2.1%)
	-
	-
	2x patients had severe abdominal pain which required A&E visit and investigations (only IBD flare found)
1x patient had severe hypotension requiring hospitalisation and IVF resuscitation 

	Ianiro, 202132
	No of patients with negative adverse events
	18
	-
	0
	-
	-
	All patients with severe CDI received at least two FMTs and those with pseudomembranous colitis underwent FMT until disappearance of pseudomembranes - all delivered every three days. If diarrhoea persisted – test for C. diff toxin and repeat FMT for +ves. 
All patients received light diet and 2L macrogol before each procedure and FMT was frozen from unrelated donors. No adverse events observed 

	Porcari, 202333
	No of patients with serious adverse events
	35
	-
	0
	-
	-
	Age was >16yo, not really our inclusion criteria but median age was 51 and SD was 22. 




Effectiveness IBD vs no IBD
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Hirten 201927
	Percentage of patients with recurrence within 2 months IBD vs no IBD
	NR
	NR
	22.5%
	17.9%
	p=0.63
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. No difference in time to first recurrence IBD vs n-IBD (p=0.46)

	Hirten 201927
	Percentage of patients with recurrence within 6 months IBD vs no IBD
	NR
	NR
	38.7%
	36.5%
	p>0.99
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Hirten 201927
	Percentage of patients requiring second FMT within 2 months IBD vs no IBD
	NR
	NR
	17.2%
	16.7%
	p>0.99
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Hirten 201927
	Proportion of IBD patients w/ recurred CDI within 2 months CD vs UC patients
	17
	23
	3 (17.6%) 
	6 (26.1%) 
	p=0.71
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 40 IBD patients available at 2 month follow-up

	[bookmark: _Hlk133505942]Hirten 201927
	Proportion of IBD patients w/ recurred CDI within 6 months CD vs UC patients
	13
	18
	3 (23.1%)
	9 (50%) 
	p=0.13
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 31 IBD patients available at 6 month follow-up

	Hirten 201927
	Proportion of IBD patients w/ recurred CDI within 2 months remission vs active IBD
	8
	31
	1 (12.5%) 

	7 (22.6%) 
	p>0.99
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 39 IBD patients available at 2 month follow-up

	[bookmark: _Hlk133506056]Hirten 201927
	Proportion of IBD patients w/ recurred CDI within 6 months remission vs active IBD
	5
	25
	1 (20%) 
	10 (40%)
	p=0.63
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 30 IBD patients available at 6 month follow-up

	Tabaa, 201835
	Number of patients achieving cure at one year
	21
	57
	15 (714%)
	45 (789%)
	RR = 1.36 [0.58-3.15], p=0.4775
	Cure @ 1year defined as no diarrhoea and -ve test for CDI. Comparing IBD and non-IBD. Calculated in MedCalc

	Tabaa, 201835
	Number of patients who had early recurrence
	21
	57
	2 (9.5%)
	6 (10.5%)
	RR = 0.90 [0.20 - 4.14], p=0.8973
	Cure @ 1year defined as no diarrhoea and -ve test for CDI. Comparing IBD and non-IBD. Early recurrence = <90d Calculated in MedCalc – NS but possibly due to a small sample size

	Tabaa, 201835
	Number of patients who had late recurrence
	21
	57
	4 (19%)
	6 (10.5%)
	RR = 1.81 [0.57 - 5.78], p=0.3172
	Cure @ 1year defined as no diarrhoea and -ve test for CDI. Comparing IBD and non-IBD. Late recurrence = >90d Calculated in MedCalc – NS but possibly due to a small sample size

	Alghamdi, 201918
	Proportion of patients with IBD
Successful vs failed
	27
	2
	3 (11%)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Dogra, 202225
	Proportion of patients w/ IBD successful vs failed 
	140
	25
	29 (20.7) 
	8 (32.0)
	p=0.30
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Raghu Subramanian, 202036
	Number of patients w/ IBD early fail vs no early fail (cured + late fail)
	2
	18
	1 (50%)
	2 (11%)
	-
	Late fail = initially cured but failed after 1 month

	Raghu Subramanian, 202036
	Number of patients w/ IBD fail vs no fail 
	6
	14
	2 (33%)
	1 (7%)
	-
	No fail = cured after one FMT with no recurrence


	[bookmark: _Hlk133506167]Tariq, 202121
	Number of patients with IBD successful vs failed
	70
	70
	11 (15.7%)
	24 (34.3%)
	p=0.01
M: OR for failure: 4.34 [1.24-15.15]
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Terveer, 202022
	Number of patients with IBD relapsed vs cured within 2m
	13
	114
	1 (8%) 
	13 (11%)
	OR 0.7 [0.1-5.4], p=1.0
	

	Vaughn 202237
	Proportion of patients w/ IBD successful vs recurred
	227
	41
	13%
	12%
	p=0.90
	Recurred = recurred within 2 months – primary failure excluded

	Weingarden, 202238
	Proportion of patients w/ IBD successful vs failed
	168
	67
	13 (7.74%)
	6 (9.00%)
	multivariate OR for success: 1.746 (0.192–15.857), p=0.621
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	Pringle 201939
	Proportion of patients with IBD
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 0.51 [0.15-1.77] p=0.29 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis

	Kim 201940
	No of patients who responded to FMT
IBD vs no IBD
	8
	27
	6 (75%)
	24 (89%)
	NS
	Data calculated from table 3. OR and significance not reported but NS
Patients received FMT via colonoscopy or NJ tube, all fresh. 



QoL
No studies

Immunosuppressed or immunocompromised patients
Effectiveness in immunocompromised/suppressed patients
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Navalkele, 202041
	No of patients with no recurrence within 12 weeks (after first FMT)
	17
	-
	14 (82%)
	-
	-
	All patients treated with frozen FMT with abx stopped 24 hrs before procedure

	Navalkele, 202041
	No of patients with no recurrence within 12 weeks (after second FMT)
	17
	-
	16 (94%)
	-
	-
	All patients treated with frozen FMT with abx stopped 24 hrs before procedure. All delivered via retention enema

	Cheminet, 201842
	Proportion of patients with successful FMT (after one dose)
	11
	-
	11 (100%)
	-
	-
	Success defined as initial response and no recurrence. Capsules from one of three healthy donors, given to patients with recurrent CDI, abx discontinued 48hrs earlier. Regime was 15 capsules/day for 2 days (15-24g total). Minimum follow up was three months and all patients recovered with no relapse. Three patients died (malignancies) with no relapse before death. One patient had new CDI (3 months after FMT, provoked by new abx treatment, due to the initial response and time lapsed this was considered new infection rather than a relapse) and responded to 2nd FMT with no sign of relapse 4 months later. 



Results: adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Navalkele, 202041
	Adverse events within 12 weeks 
	17
	-
	0
	-
	-
	All patients treated with frozen FMT with abx stopped 24 hrs before procedure. All delivered via retention enema. No side effects in immunocompromised group. One person died but determined unrelated to FMT. 

	Cheminet, 201842
	Proportion of patients experiencing adverse events
	11
	-
	0 (0%)
	-
	-
	Success defined as initial response and no recurrence. Capsules from one of three healthy donors, given to patients with recurrent CDI, abx discontinued 48hrs earlier. Regime was 15 capsules/day for 2 days (15-24g total). Minimum follow up was three months and all patients recovered with no relapse. Three patients died (malignancies). Two patients had new CDI (3 and 12 months after FMT, due to the initial responses and time lapsed these were considered new infections rather than relapses) and both responded to 2nd FMT with no sign of relapse 4 and 5 months later. No AE




Effectiveness immunocompromised/suppressed vs not immunocompromised/suppressed
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of immunocompromised patients 
Successful vs failed
	27
	2
	1 (3.7%)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Peri, 201920
	OR failure at 30d
Immunosuppression
	49
	191
	
	
	UV: OR=NR, p=0.093
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Tariq, 202121
	Number of immunocompromised patients successful vs failed
	70
	70
	18 (25.7%)
	28 (40%)
	p=0.07
M: OR for failure: 1.08 [0.36-3.23]
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Terveer, 202022
	Number of immunocompromised patients relapsed vs cured within 2m
	13
	114
	C: 8 (61%) 
M: 3 (23%) 
S: 2 (15%)
	C: 93 (82%)
M: 20 (18%)
S: 1 (1%)
	p=0.01
	C: Immunocompetent 
M: moderately immunocompromised 
S: Severely immunocompromised - neutropenic, (scheduled or received last 100 days) an allogenic stem cell transplantation, active Graft-versus-host-disease requiring immunosuppressive agents, and moderately immunocompromised when: having <200 CD4 T-cells/ml, prolonged use of corticosteroids at a mean dose of 0.3 mg/kg/d of prednisone equivalent for >3 weeks, treatment with other recognized T-cell immunosuppressants during the last 90 days or have an inherited severe immunodeficiency.

	Dogra, 202225
	Proportion of immunosuppressed patients successful vs failed 
	140
	25
	23 (16.4) 
	9 (36.0)
	p=0.03
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Hirten 201927
	Proportion of patients w/ recurred CDI within 2 months immunosupression vs not
	37
	81
	8 (21.6%) 
	15 (18.5%)
	p=0.55
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 23/118 patients who experienced recurring CDI within 2 months

	Hirten 201927
	Proportion of patients w/ recurred CDI within 6 months immunosupression vs not
	29
	54
	11 (37.9%) 
	20 (37%)
	p>0.99
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 31/83 patients who experienced recurring CDI within 6 months

	Raghu Subramanian, 202036
	Number of immunosuppressed patients early fail vs no early fail (cured + late fail)
	2
	18
	2 (100%)
	4 (22%)
	-
	Late fail = initially cured but failed after 1 month

	Raghu Subramanian, 202036
	Number of immunosuppressed patients fail vs no fail 
	6
	14
	3 (50%)
	6 (43%)
	-
	No fail = cured after one FMT with no recurrence

	Vaughn 202237
	Proportion of immunocompromised  successful vs recurred
	227
	41
	23%
	21%
	p=0.80
	Recurred = recurred within 2 months – primary failure excluded

	Weingarden, 202238
	Proportion of immunocompromised patients successful vs failed
	168
	67
	50 (29.8%) 
	13 (19.4%)
	[bookmark: _Hlk133511880]multivariate OR for success: 0.124 (0.024–0.642), p=0.013
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	Pringle 201939
	Proportion of patients with immunosupression
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 1.56 [0.65-3.74] p=0.32 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis

	Kim 201940
	No of patients who responded to FMT
Immunosuppressant use not
	8
	27
	5 (63%)
	25 (93%)
	NS
	Data calculated from table 3. In binary logistic regression OR not reported, p=0.052
Patients received FMT via colonoscopy or NJ tube, all fresh.

	Urbonas, 202143
	Proportion of patients using immunosuppressants responded vs not responded
	48
	12
	6 (12.5%)
	3 (25%)
	p=0.365
	



QoL
No studies  
Cancer patients
Effectiveness in cancer patients
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Mendelsohn 202244
	Number of patients who recovered after FMT
	10
	-
	8 (80%)
	-
	-
	Population was patients over 18yrs with solid tumour and underwent chemo in the last 6 months. FMT via colonoscopy (n=3) or upper endoscopy (n=7). Treatment before was vancomycin alone or in combination with other abx. 

	Ali, 202145
	Number of patients who responded to FMT 8-week follow-up
	19
	-
	16 (84%)
	-
	-
	Response defined as absence of diarrhoea and no recurrence for 8 weeks. Recurrence defined as initial response and return of symptoms w/ positive CDI test. FMT was 25g fresh stool in 250ml saline, frozen and thawed, delivered to caecum via colonoscopy. Patients given colon cleansing and instructed to take 4mg loperamide before FMT. Three patients who had no response: 2x had persistent diarrhoea but negative CDI test, one responded initially but recurrent CDI four days after FMT after using abx. Authors conducted a case control study comparing different risk factors – all NS but very small sample size. Cancer type, treatment, state of the disease, use of abx and immunosuppressants, age – all NS

	Ali, 202145
	Number of patients who responded to FMT 1-y follow-up
	19
	-
	14 (74%)
	-
	-
	

	Ali, 202145
	Number of patients who responded to FMT 8-week follow-up solid vs haematological
	12
	7
	10 (83%)
	6 (86%)
	
	

	Ali, 202145
	Number of patients who responded to FMT 1-y follow-up solid vs haematological
	12
	7
	8 (67%)
	6 (86%)
	
	

	Ali, 202145
	Median (IQR) duration of symptoms solid vs haematological
	NR
	NR
	1 (1-1.5)
	1.5d (1-2)
	
	Based on 11 participants total but not possible to determine in which group



Adverse events in cancer patients
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Mendelsohn, 202244
	Number of patients who had an infection following FMT
	10
	-
	0 (0%)
	-
	-
	Population was patients over 18yrs with solid tumour and underwent chemo in the last 6 months. FMT via colonoscopy (n=3) or upper endoscopy (n=7). Treatment before was vancomycin alone or in combination with other abx. 

	Mendelsohn, 202244
	Number of patients experiencing fever following FMT
	10
	-
	4 (40%)
	-
	-
	Fever developed after two weeks and none thought related to FMT

	Mendelsohn, 202244
	Number of patients experiencing other side effects after FMT
	10
	-
	2 (20%)
	-
	-
	All side effects were mild and self-limited and included abdominal pain/cramping, constipation, diarrhoea, back ache, malaise, toothache (related to upper endoscopy), gas

	Ali, 202145
	Number of patients who experienced adverse events
	19
	-
	3 (16%)
	-
	-
	Response defined as absence of diarrhoea and no recurrence for 8 weeks. Recurrence defined as initial response and return of symptoms w/ positive CDI test. FMT was 25g fresh stool in 250ml saline, frozen and thawed, delivered to caecum via colonoscopy. Patients given colon cleansing and instructed to take 4mg loperamide before FMT. Three patients who had no response: 2x had persistent diarrhoea but negative CDI test, one responded initially but recurrent CDI four days after FMT after using abx. Authors conducted a case control study comparing different risk factors – all NS but very small sample size. Cancer type, treatment, state of the disease, use of abx and immunosuppressants, age – all NS
Abdominal pain and nausea only adverse events. Two patients died (one in each group but not due to FMT: one due to failed FMT + septic shock due to pneumonia and cancer progression and one due to liver failure)

	Ali, 202145
	Number of patients who experienced adverse events solid vs haematological
	12
	7
	2 (17%) 
	1 (14%)
	-
	



Effectiveness cancer vs no cancer patients
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of patients with history of cancer
Successful vs failed
	27
	2
	6 (22%)
	2 (100%)
	p=0.0690
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Peri, 201920
	OR failure at 30d
ECOG status
	49
	191
	
	
	UV: OR=NR, p=0.144
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
ECOG = Eastern Cooperative Oncology Group
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Pringle 201939
	Proportion of patients with cancer 
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 1.84 [0.79-4.28] p=0.16 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis



QoL
No studies
Post-transplant patients
Effectiveness in post-transplant patients
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Cheng, 201946
	No. of patients achieving primary cure at 1month
	94
	-
	60 (63.8%)
	-
	-
	Transplant patients. Cure was defined as resolution of diarrhoea or negative test or both and no further need for CDI treatment after 1 FMT up to 1 month
Some risk factors for failure included non-CDI abx at FMT, fresh stool FMT, presence of pseudomembranes and severe CDI

	Cheng, 201946
	No. of patients achieving primary cure at 3 months
	92
	-
	54 (58.7%)
	-
	-
	Transplant patients. Cure was defined as resolution of diarrhoea or negative test or both and no further need for CDI treatment after 1 FMT up to 3 months. Two patients loft to follow-up

	Cheng, 201946
	No. of patients achieving cure at 3 months
	92
	-
	84 (91.3%)
	-
	-
	Transplant patients. Cure was defined as resolution of diarrhoea or negative test or both and no further need for CDI treatment after one or more FMT up to 3 months. Two patients loft to follow-up



Adverse events in post-transplant patients
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Cheng, 201946
	No. of patients experiencing any adverse events
	94
	-
	21 (22.3%)
	-
	-
	Transplant patients. Most included nausea, abdominal pain, abdominal cramping, and/or loose stools and resolved within one week. 3/21 patients had recurrent CMV

	Cheng, 201946
	No. of patients experiencing severe adverse events
	94
	-
	3 (3.2%)
	-
	-
	Transplant patients. Severe events were severe diarrhoea requiring hospitalisation, fever, AKI. There were also three deaths but not related to FMT

	Cheng, 201946
	No. of patients experiencing worsening of IBD
	16
	-
	4 (25%)
	-
	-
	Transplant patients, based on 16 patients with an underlying IBD

	Cheng, 201946
	No. of patients experiencing bacteraemia
	94
	-
	0 (0%)
	-
	-
	Transplant patients.



Effectiveness post-transplant patients vs no transplant
No studies
QoL
No studies

Patients with liver disease
Effectiveness in patients with liver disease
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Cheng 202147
	No. of patients achieving cure with one FMT at 8 weeks
	63
	-
	54/63 (86%)
	-
	-
	Follow up was 12 weeks but success was defined as symptom improvement and no occurrence within 8 weeks. Different types of FMT were given but most patients had colonoscopy, frozen stool and mostly from unrelated donor. Authors looked at different risk factors for failure and identified the use of non-CDI abx at FMT, use of probiotics before FMT as risk factors. 

	Cheng 202147
	No. of patients achieving cure with one FMT at 8 weeks
Severe/fulminant vs recurrent
	55
	8
	48 (85.7%)
	6 (75%)
	NR
	

	Cheng 202147
	No. of patients achieving cure with one or more FMT 
	62
	-
	62/63 (98.4%)
	-
	-
	



Adverse events in patients with liver disease
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Cheng, 202147
	No. of patients with at least one adverse event
	63
	-
	30 (47.6%)
	-
	-
	Follow up was 12 weeks but success was defined as symptom improvement and no occurrence within 8 weeks. 

	Cheng, 202147
	No. of patients with AE related to FMT
	63
	-
	19 (30.2%)
	-
	-
	

	Cheng, 202147
	No. of patients with FMT-related pain or cramping
	63
	-
	10 (15.9%)
	-
	-
	

	Cheng, 202147
	No. of patients with FMT-related diarrhoea
	63
	-
	9 (14.3%)
	-
	-
	

	Cheng, 202147
	No. of patients with AE not related to FMT
	63
	-
	11 (14.3%)
	-
	-
	

	Cheng, 202147
	No. of patients with serious FMT-related AE
	63
	-
	5 (7.9%)
	-
	-
	hospitalizations for Crohn’s disease flare, fecal urgency, AKI/dehydration post-procedure, hepatic encephalopathy, portal hypertensive bleed

	Cheng, 202147
	No. of patients with serious not FMT-related AE
	63
	-
	6 (9.5%)
	-
	-
	



Effectiveness liver disease vs no liver disease
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Meighani 202048
	No of patients who responded to at least one FMT had no recurrence within 90d
	14
	187
	12 (87%)
	164 (88%)
	p=0.68
	Patients with CLD included those with liver cirrhosis, chronic hepatitis C infection, non-alcoholic steatohepatitis, or metabolic liver disease
Recurrent is had at least one CDI episode recurrent within a year, refractory is had no response to 5d abx treatment. 
All patients given vancomycin before referred for FMT. FMT administered fresh via colonoscopy, retention enema or NG tube, donors mostly family members, from universal donors if could not identify a suitable family member. Can’t collect the data from table 2 – these are only for people who had a successful FMT
Reported in conclusion that FMT safe but no mention of adverse events (or lack of) anywhere. 

	[bookmark: _Hlk133513423]Pringle 201939
	Proportion of patients with cirrhosis One dose FMT vs 2-3 FMT needed
	NR
	NR
	2.7% 
	22.6%
	ORu 10.65 [3.31–34.27] p<0.0001 ORm 18.24 [3.18-104.89], p<0.001
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis

	Pringle 201939
	Proportion of patients receiving cure with 1-3 FMT doses Cirrhotic vs non-cirrhotic
	14
	211
	92.9%
	94.2%
	p=0.84
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 


	Pringle 201939
	Proportion of patients with non-cirrhotic liver disease 
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 0.94 [0.27-3.34] p=0.93 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis

	Vaughn 202237
	Proportion of patients w/ decompensated liver disease successful vs recurred
	227
	41
	2.2%
	2.4%
	p=0.90
	Recurred = recurred within 2 months – primary failure excluded



QoL
No studies

Patients with kidney disease
Effectiveness
No studies
Adverse events in patients with kidney disease
No studies
Effectiveness compared to general population
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of patients with ESRD
Successful vs failed
	27
	2
	5 (18.5%)
	2 (100%)
	p=0.0517
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Terveer, 202022
	Number of patients with severe kidney comorbidity relapsed vs cured within 2m
	13
	112
	1 (8%) 
	24 (9%)
	OR 1 [0.1-8.2], p=1.0
	

	Vaughn 202237
	Proportion of patients on dialysis successful vs recurred
	227
	41
	1.3%
	12%
	p=0.02 multivariate OR for failure 9.4 [2.0-43.8]
	Recurred = recurred within 2 months – primary failure excluded

	Pringle 201939
	Proportion of patients with CKD 
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 1.10 [0.45-2.71] p=0.84 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis



Adverse events kidney disease vs no kidney disease
No studies
QoL
No studies
Patients with diabetes mellitus
Effectiveness
No studies
Effectiveness compared to general population
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of patients with diabetes
Successful vs failed
	27
	2
	7 (26%)
	1 (50%)
	p=0.4828
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Weingarden, 202238
	Proportion of patients w/ DM successful vs failed
	168
	67
	22 (13.1%) 
	10 (14.9%)
	multivariate OR for success: 0.879 (0.156–4.944), p=0.883
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	Pringle 201939
	Proportion of patients with DM
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 1.61 [0.61-4.27] p=0.33 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis



Adverse events
No studies
QoL
No studies
Patients with cardiovascular disease
Effectiveness in patients with cardiovascular disease
No studies
Adverse events in patients with cardiovascular disease
No studies
Effectiveness patients with cardiovascular disease vs no cardiovascular disease
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Weingarden, 202238
	Proportion of patients w/ CVD successful vs failed
	168
	67
	61 (36.3%) 
	22 (32.8%)
	[bookmark: _Hlk133515310]multivariate OR for success: 1.616 (0.384–6.807), p=0.513
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 



Adverse events
No studies
QoL
No studies
Patients with urinary tract infections
Effectiveness in patients with urinary tract infections
No studies
Adverse events
No studies
Effectiveness patients with urinary tract infections vs no urinary tract infections
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Terveer, 202022
	Number of patients with history of rUTI relapsed vs cured within 2m
	13
	113
	0 (0%) 
	9 (8%)
	p=0.60
	



Adverse events
No studies
QoL
No studies
Patients with COVID-19 infection
Effectiveness in patients with COVID-19
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Boicean, 202349
	No of patients with improved symptoms and no relapse in 8 weeks 
	46
	40
	45 (98%)
	23 (58%)
	p=0.0001
	Patients who had 1st episode CDI and moderate to severe COVID-19. I: abx + FMT, C: abx only. Abx were vancomycin with metronidazole if needed in both groups. FMT group had abx stopped 24hr before the procedure. FMT was via ileoscopy, fresh from related donor, patients given intestinal lavage with 4 L of PEG a day before. Significantly more patients were given metronidazole in control group. All patients characteristics, disease severity and symptoms were similar in both groups. Only one FMT given. Length to no abdominal pain not defined. Calculated from tbl 3 from no of patients who relapsed

	Boicean, 202349
	No of patients with no abdominal pain after treatment 
	46
	40
	42 (91%)
	7 (17.5%)
	p=0.0001
	Comparing patients who had 1st episode CDI and moderate to severe COVID-19. I: abx + FMT, C: abx only. Abx were vancomycin with metronidazole if needed in both groups. FMT group had abx stopped 24hr before the procedure. FMT was via ileoscopy, fresh from related donor, patients given intestinal lavage with 4 L of PEG a day before. Significantly more patients were given metronidazole in control group. All patients characteristics, disease severity and symptoms were similar in both groups. Only one FMT given. Length to no abdominal pain not defined. 



Adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Boicean, 202349
	No of patients with adverse events
	46
	NR
	0 (0%)
	-
	-
	Comparing patients who had 1st episode CDI and moderate to severe COVID-19. I: abx + FMT, C: abx only. Abx were vancomycin with metronidazole if needed in both groups. FMT group had abx stopped 24hr before the procedure. FMT was via ileoscopy, fresh from related donor, patients given intestinal lavage with 4 L of PEG a day before. Significantly more patients were given metronidazole in control group. All patients characteristics, disease severity and symptoms were similar in both groups. Only one FMT given. Length to no abdominal pain not defined. Authors reported that they observed no adverse events (reported for intervention group only)



Effectiveness in patients with COVID-19 vs no COVID-19
No studies

Adverse events in patients with COVID-19 vs no COVID-19
No studies
QoL
No studies
Patients with other conditions
Effectiveness in patients with other conditions 
No studies
Adverse events in patients with other conditions
No studies
Effectiveness compared to general population
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Diverticular disease

	Alghamdi, 201918
	Number of patients with diverticulitis
Successful vs failed
	27
	2
	5 (18.5%)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Tariq, 202121
	Number of patients w/ diverticulosis successful vs failed
	70
	70
	17 (24.2)
	12 (17.1)
	p=0.2
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Gastrointestinal disease

	Weingarden, 202238
	Proportion of patients w/ GI disease successful vs failed
	168
	67
	58 (34.5%)
	22 (32.8%)
	[bookmark: _Hlk133508659]multivariate OR for success: 0.124 (0.026–0.589), p=0.009
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 


	Cognitive impairment


	Vaughn 202237
	Proportion of patients w/ cognitive impairment successful vs recurred
	227
	41
	7.5%
	7.3%
	p=0.90
	Recurred = recurred within 2 months – primary failure excluded


	Neuro-muscular or neurological impairment


	Vaughn 202237
	Proportion of patients w/ neuromuscular impairment successful vs recurred
	227
	41
	11%
	22%
	p=0.05 multivariate OR for failure: 1.08 [0.69-4.4]
	Recurred = recurred within 2 months – primary failure excluded

	Weingarden, 202238
	Proportion of patients w/ neurologic disease successful vs failed
	168
	67
	19 (11.3%) 
	11 (16.4%)
	p=0.287
[bookmark: _Hlk133520964]multivariate OR for success: 8.012 (1.041–61.684), p=0.046
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 


	Mood disorders


	Weingarden, 202238
	Proportion of patients w/ mood disorders successful vs failed
	168
	67
	23 (37.5%) 
	23 (34.3%)
	multivariate OR for success: 1.195 (0.371–3.854), p=0.681
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 



Adverse events other conditions vs no other conditions
No studies
QoL
No studies
Patients with multiple comorbidities 
Effectiveness in people with comorbidities
No studies
Adverse events for patients with multiple comorbidities
No studies
Effectiveness multiple comorbidities vs no comorbidities 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments


	Charlson Comorbidity Index


	Kachlikova, 202019
	Median (min max) CCI score successful vs failed
	45
	15
	5 (3-6)
	7 (6–9)
	Multivariate OR for CCI >7 7.0 [1.5–30.6], p<0.05
	All FMT given by retention enema

	Niccum 201850
	No of patients with successful FMT Charlson comorbidity index
	NR
	NR
	NR
	NR
	Adjusted Cox regression for recurrence: HR= 1.4, [1.1–1.9], p= 0.011
	All patients received FMT via colonoscopy
Success was defined as responded to FMT and no recurrence within 90d. not possible to know the cut-off point for CCI

	Raghu Subramanian, 202036
	Number of patients w/ CCI >5 early fail vs no early fail (cured + late fail)
	2
	18
	1 (50%)
	7 (39%)
	-
	Late fail = initially cured but failed after 1 month 
CCI = Charlson comorbidity index

	Raghu Subramanian, 202036
	Number of patients w/ CCI >5 fail vs no fail 
	6
	14
	2 (33%)
	6 (43%)
	-
	No fail = cured after one FMT with no recurrence
CCI = Charlson comorbidity index

	Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
Charlson morbidity index 3 or more vs <3
	14
	6
	9 (64.3%)
	6 (100%)
	p=0.26
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 


	[bookmark: _Hlk132290240]Comorbidities


	Urbonas, 202143
	Proportion of patients with comorbidities responded vs not responded
	48
	12
	40 (83.3%)
	10 (83.3%)
	p=1.00
	

	Lynch 201951
	Number of patients who recovered
	48
	44
	43 (90%)
	36 (82%)
	p=0.29
	Comparing 0-1 comorbidities vs more than one. FMT via colonoscopy, fresh stool, all recipients received bisacodyl



Adverse events patients with multiple comorbidities vs not multiple comorbidities 
No studies
QoL
No studies
Additional data from excluded studies
	Author
	Findings

	Quality of life

	Hammeken, 202252
	[bookmark: _Hlk132790412]This is a follow up of the RCT by Hvas,1 which included patients who had a recurrence of CDI after being assigned to the RCT group and given treatment. As per protocol, all failed patients were given rescue FMT. This included 13 treated with vancomycin, 12 treated with fidaxomicin and 3 treated with FMT. Health related quality of life (HrQoL) was measured using EQ-5D-3L scale ranging from 0 to 1. At the time of recurrence, the health related quality of life (HrQoL) for untreated patients (n=64) was 0.675. At week 8, the value increased to 0.813 (p<0.001) and at week 26, the value slightly decreased but was still significantly higher than at baseline 0.773 (p=0.003)

	Mortality

	Cold 202253
	Retrospective cohort but long-term outcomes reported as case series: patients with recurrent or refractory given bacterial therapy or FMT. 145 patients received FMT via colonoscopy, enema or stoma. 24 received FMT from a family donor. Median follow-up was 603 days. There were no differences in mortality.

	Mortality (severe, refractory or fulminant CDI)

	Hocquart, 201854
	[bookmark: _Hlk132810941][bookmark: _Hlk132810851]A retrospective cohort of CDI patients who did or did not undergo FMT, authors also undertook a nested case control study for 3-month mortality. Significant predictors of mortality were 027 ribotype and severe CDI. FMT was a protective factor OR 0.13 [95% CI, 0.04–0.44], p=0.001. After stratifying FMT prevented mortality in severe cases (OR, 0.08 [95% CI 0.016–0.34], p=0.001) but not in non-severe cases (OR 1.07 [95% CI, 0.02–56.3], p=0.97

	Cheng, 202055
	[bookmark: _Hlk132811904]A before-after study which investigated the effect of introducing FMT for treatment of C Diff. The authors reported that the incidence of CDI-related mortality decreased from 10.2% to 4.4% (p=0.02), for patients with fulminant CDI from 21.3% to 9.1% (p=0.015) and for patients with refractory SFCDI, 43.2% to 12.1% (p<0.001). FMT also reduced the need for CDI-related colectomy in patients with SFCDI 6.8% to 2.7% (p=0.041), in patients with fulminant CDI (15.7% to 5.5% p=0.017), and patients with refractory SFCDI (31.8% to 7.6%; p=0.001).

	Tixier, 201956
	[bookmark: _Hlk132812101]A retrospective study with matched controls which included 48 patients with severe or fulminant CDI who required care in ICU. The authors reported that patients who received FMT (n = 16) had a 77% decrease in odds for mortality (OR 0.23, 95% CI 0.06-0.97) compared to those who received abx only. 

	Long-term effectiveness

	Saha 2021b57
	Case series study. Reporting 374 patients who underwent FMT (colonoscopy, frozen) and were followed up. The aim was to establish the durability of FMT and risk factors for subsequent CDIs. All patients were exposed to at least one of the following risk factors: comorbidities (IBD, chronic liver disease, dialysis-dependent kidney disease, cancer), healthcare exposure, and use of systemic antibiotics or acid suppressant medications. Patients followed up to a year 53 (21.9%) patient had CDI recurrence within one year with a median time until CDI 119 days (min-max 7–338) after FMT. The only significant risk factor for CDI recurrence was exposure to non-CD antibiotics (HR 0.27 [0.15–0.48], p<0.001). other risk factors (age, sex, PPI use, exposure to healthcare, cancer, chronic liver disease, IBD, being on dialysis) were not significant. 

	Saha, 202158
	Reports long term efficacy and adverse events following FMT. 
Up to 1 year: the proportion of patients with recurrent CDI increased with time: 0.9% at 1 week, 4% at 1 month, 6.2% at 6 months, 9.5% at 1 year

	Perler, 202059
	Case series study reporting 207 patients available for follow up at least 6 months after FMT. 31 had FMT w/ oral capsules, the rest were colonoscopy. Age at FMT was 18 to 95y. follow up was 6-84 months, median 30 months. 6 month cure was 177/207 (85.5%). Of 30 patients who experienced recurrence, 20 were successfully treated with more FMTs and 9 with vancomycin alone or w/ combination. Further 20 patients experienced CDI after 6 months. A total of 100 patient reported using abx for CDI-non related infections with 11 subsequently developing CDI, 51/100 patients reported prophylactics to prevent CDI. Another cohort was 52 patients who died post-FMT – none of the deaths were related to FMT, there appeared to be two recurrences. 

	Shin, 201960
	Retrospective cohort. Authors report two cohorts of patients w/ recurrent CDI and who were eligible for FMT. The first cohort (n=52) underwent FMT while the second cohort (n=25) did not. Reason for not doing FMT was apparently resolved CDI, not following up in a patient clinic, preference for no FMT and other. After 12 months, where patient data were available, 12.5% experienced recurrence of CDI in FMT group and 29.2% in non-FMT group. It was also reported that 6/25 (24%) of the non-FMT eventually underwent FMT. The authors reported that the self-reported improvement at one, three and twelve months was higher in the FMT group than in non-FMT group

	Terveer, 202022
	Study reported 129 patients who underwent FMT. Initial success was 116/129 (89.9%) defined as cure and no relapse in the first 2 months. Follow up was for median follow up was 42 months (min-max 19-143 weeks). Of 84 patients who were still alive after a long-term follow-up (over 57 weeks), 61 (73%) had a sustained cure. Self-reported defecation pattern long-term post FMT compared to CDI episode: improved: 38% (25/65), similar 46% (30/65), deteriorated 15% (10/65).

	Lee, 201961
	Case series study reporting patients who underwent FMT and were available for follow-up 6-24 months after. Reported 23 patients, none of whom reported recurrence or new episode of CDI, 12 of these patients received abx for various not CDI related infections and 9/23 received probiotics. 

	Incidence of asymptomatic carriage

	Allegretti, 201862
	Describes asymptomatic carriage after FMT. Total 167 patients underwent FMT. At week 1, 144 were asymptomatic and 141/144 (97.9%) asymptomatic were negative for CDI. At 4 weeks, 129 were asymptomatic and 125/129 (96.9%). Thus, asymptomatic carriage rare. 

	 Onset of new diseases or worsening of old conditions

	Cold 202253
	Retrospective cohort but long-term outcomes reported as case series: patients with recurrent or refractory given bacterial therapy or FMT. Only FMT data extracted. 145 patients received FMT via colonoscopy, enema or stoma. 24 received FMT from a family donor. Median follow-up was 603 days. Onset of new diseases up to five years included: cancer x 8, MDRO (up to six months) x7 (3x in a first month), DM x4, hypertension x3, IBD (Crohn’s) x1. 

	Saha, 202158
	Reports long term efficacy and adverse events following FMT. 
Up to 1 year: constipation increased: 19% at 1 week, 33% at 1 year – most did not need treatment
Other symptoms: urgency (approx. 46% rate throughout the year), cramping (50% patients reported to experience this at least once up to 1 year) – most did not need treatment, incidence of IBS up to 1 year 16.9%
Risk factors: On multivariable analysis, the presence of IBD, dialysis-dependent kidney disease, and multiple FMTs were significantly associated with the risk of developing diarrhea
2 years after FMT, new conditions: weight gain median 30 pounds min-max 10-70 pounds (10.3%), DM (3%), dyslipidaemia (3%), thyroid problems (2.3%), GI problems (13.4%), serious infections (11.8% including CDI, pneumonia, sepsis and UTI). Nine patients reported life threatening diseases but approx. 20m after FMT thus considered unlikely due to transplant. Some risk factors identified for conditions but not multivariate analysis – also difficult to establish whether these were due to FMT: age for IBD, female sex for IBS, age, cancer and depression for chronic diarrhoea and pre-existing IBS and depression for constipation

	Perler, 202059
	Case series study reporting 207 patients available for follow up at least 6 months after FMT. 31 had FMT w/ oral capsules, the rest were colonoscopy. Age at FMT was 18 to 95y. follow up was 6-84 months, median 30 months. There were 143 new conditions at follow up after 143 – most were acute and infectious episodes not related to FMT. Chronic conditions included IBS (n=10), pancreatic insufficiency (n=1), intestinal overgrowth (n=3), GERD (n=1), colon resection due to IBD (n=1), UC requiring colectomy (n=1), MI (n=2), hypertension (n=1), congestive heart failure (n=1), AF (n=1), hyperlipidaemia (n=1), valve replacement (n=1). Worsening of chronic conditions: 10 IBD, 1 RA

	Terveer, 202022
	Study reported 129 patients who underwent FMT. Initial success was 116/129 (89.9%) defined as cure and no relapse in the first 2 months. Follow up was for median follow up was 42 weeks (min-max 19-143 weeks). Of 84 patients who were still alive after a long-term follow-up: Nausea 18% (13/73); Abdominal pain 21% (15/71); Diarrhoea 33% (24/73). No definitely or probably related serious adverse events were reported. 

	Lee, 201961
	Case series study reporting patients who underwent FMT and were available for follow-up 6-24 months after. Reported 23 patients, 21/23 reported weight gain up to 19kg and 2 reported weight loss (9 and 20kg). 8/23 had new diagnosis breast cancer, osteoarthritis, stage 4 osteoporosis, TIA, RA, hypertension (all n=1) IBS (n=2). 

	Dawwas, 202263
	A retrospective cohort study which reviewed the records of 1165 patients who underwent FMT for CDI and 3692 who were given 1 or 2 abx only. All patients had at least 12 months of follow up data available with longest follow up of 2.34 years. The outcome was the diagnosis of new conditions. Found that the incidence of IBD, RA, psiorasis, DM, hypertension, stroke or IBS was similar in both groups. There was a slightly higher incidence of MI in FMT group compared to no FMT (aHR 1.68/1000p/year [1.01–2.81], p value NR. 

	Tabaa, 201835
	Follow up of patients (median 25 months) with CDI w/ or w/o IBD. New diagnoses were basal cell carcinoma (x1), dysphagia (x1), Schatzki ring (x1), CAP (x1), partial large bowel obstruction (x1), shingles (x1), carpal tunnel syndrome (x1), hospitalisation for colonic decompression (x1), more sensitivity to gas-provoking foods (x1) 

	Ooijevaar, 202164
	A ten-year follow up of patients to assess long-term safety of FMT. The authors reported that there were no new diagnoses of autoimmune diseases, GI disorders or malignancies. After ten years 7/34 patients were still alive and none of the deaths were attributed to FMT. 

	Resolution or improvement of other chronic conditions 

	Cold 202253
	Retrospective cohort but long-term outcomes reported as case series: patients with recurrent or refractory given bacterial therapy or FMT. Only FMT data extracted. 145 patients received FMT via colonoscopy, enema or stoma. 24 received FMT from a family donor. Median follow-up was 603 days. Disappearance of disease: MDRO in six months x2, hypertension in 5 years x2, 

	Perler, 202059
	Case series study reporting 207 patients available for follow up at least 6 months after FMT. 31 had FMT w/ oral capsules, the rest were colonoscopy. Age at FMT was 18 to 95y. follow up was 6-84 months, median 30 months. Improvement of chronic conditions: 10 IBS, 4 IBD, 1 alopecia areata (hair started regrowing). 

	Lee, 201961
	Case series study reporting patients who underwent FMT and were available for follow-up 6-24 months after. Reported 23 patients, 7/23 reported resolution or improvement of undifferentiated colitis (n=1), CD (n=2), UC (n=1), DM2 (n=1 – discontinued oral medication), Parkinson’s (n=2 – improved mobility.  



Recipient factors (section 4.2)
Demographic factors 
Age
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Median (range) age at follow up
Successful vs failed
	27
	2
	64.4 (20)
	77.5 (1.4)
	p=0.3752
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Kachlikova, 202019
	Median (min-max) age successful vs failed
	45
	15
	75 (70-82)
	72 (58–80)
	Multivariate OR for age 1.0 [0.9–1.0] p=0.607
	All FMT given by retention enema
Age threshold not specified

	Peri, 201920
	OR  failure at 30d
age
	49
	191
	-
	-
	UV: OR=NR, p=0.001
[bookmark: _Hlk133498939]MV: OR= 1.060 [1.025–1.097], p=0.001
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
Age not well defined – authors only mentioned that higher age was a risk factor
UV=univariate, MV=multivariate

	Tariq, 202121
	Median (min-max) age successful vs failed
	70
	70
	54.8 (19-92)
	53.8 (18.89)
	p=0.9
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Terveer, 202022
	Mean (min-max) patient age at FMT relapsed vs cured within 2m
	13
	116
	69 years (41–96)
	70 years (2–92)
	p=0.76
	

	Dogra, 202225
	Median (IQR) age at FMT successful vs failed 
	140
	25
	53 (32.8-72) 
	52 (33-71)
	p=0.92
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
Age 65 and older vs <65
	18
	2
	13 (72.2%) 
	2 (100%)
	p=1.00
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 

	Hirten 201927
	Mean (SD) age recurred vs not recurred within 2 months
	NR
	NR
	52 (23.1%)
	53.5 (22.3)
	p=0.79
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Hirten 201927
	Mean (SD) age recurred vs not recurred within 6 months
	NR
	NR
	51.2 (22.4)
	50.6 (23.1)
	p=0.92
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Raghu Subramanian, 202036
	Age of the patient (SD)
	EF: 2
LF: 4
	14
	EF: 65.5 (N/A)
LF: 56.3 (23.5)
	64 (16)
	-
	EF: early failure
LF: late failure
C: primary cure

	Vaughn 202237
	Proportion of patients >65 successful vs recurred
	227
	41
	47%
	70%
	[bookmark: _Hlk133499354]p=0.007
Multivariate OR for failure: 0.92 [0.41-2.1]
	Recurred = recurred within 2 months – primary failure excluded

	Weingarden, 202238
	Median (IQR) age successful vs failed
	168
	67
	65 (51–79)
	66 (48–83)
	multivariate OR for success: 1.015 (0.984–1.047), p=0.326
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	Urbonas, 202143
	Mean (SD) age responded vs not responded
	48
	12
	71.8 (12.9)
	61.7(19.5)
	p=0.124
	This was a cohort of 60 patients with recurrent CDI divided into those who initially responded to FMT and those who did not. Authors reported that of 12 non-respondents, 10 responded after a second one and the remaining two after the third one. Followed up to 36 months (some patients died) but not reported if there was any recurrence. No cardiovascular or oncological diseases reported up to 36 months

	Nivet, 202267
	Proportion of patients experiencing recurrence-free survival very old vs adult
	19
	39
	86.9%
	94.3%
	p=0.44
	Comparing very old vs adult patients. FMT was via colonoscopy, retention enema, rectoscopy, nasoduodenal tube or capsules, all frozen. All treated w/ vancomycin up to 48hrs before the procedure. All given 1L polyethylene glycol except those receiving retention enema and rectoscopy. Older patients were less likely to receive naso-duodenal FMT and more likely to receive enema and rectoscopy. There was no difference in the number of severe CDI between groups. There were four deaths in each group – none related to FMT

	Nivet, 202267
	Proportion of patients experiencing relapse @52w very old vs adult
	NR
	NR
	4 (23.5%)
	5 (14.3%)
	p=0.45
	

	Barberio, 202068
	Median (min-max) age of the patients successful vs failed
	14
	6
	71y (22-87)
	72.5y (70-86)
	-
	All patients underwent colonoscopy, with bowel prep (Macrogol), refeeding 6-8hrs after procedure and advice on no PPI or abx after procedure. 3 patients had an early failure and further 3 had symptom recurrence. Success defined as responded to FMT and no recurrence for 24months

	Pringle 201939
	Age (older vs younger)
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 1.01 [0.99-1.04] p=0.17 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	[bookmark: _Hlk133500060]Nivet, 202267
	Proportion of patients experiencing adverse events (any)
	19
	39
	7 (36.8%)
	16 (41%)
	p=0.45
	Comparing very old vs adult patients. FMT was via colonoscopy, retention enema, rectoscopy, nasoduodenal tube or capsules, all frozen. All treated w/ vancomycin up to 48hrs before the procedure. All given 1L polyethylene glycol except those receiving retention enema and rectoscopy. Older patients were less likely to receive naso-duodenal FMT and more likely to receive enema and rectoscopy. There was no difference in the number of severe CDI between groups. There were four deaths in each group – none related to FMT
[bookmark: _Hlk133500386]Majority of adverse events were mild to moderate: diarrhoea, abdominal pain, vomiting, constipation occurring early or late after FMT

	[bookmark: _Hlk133500259]Nivet, 202267
	Proportion of patients experiencing severe adverse events
	19
	39
	2 (10.5%)
	2 (5.1%)
	p=0.59
	Comparing very old vs adult patients. FMT was via colonoscopy, retention enema, rectoscopy, nasoduodenal tube or capsules, all frozen. All treated w/ vancomycin up to 48hrs before the procedure. All given 1L polyethylene glycol except those receiving retention enema and rectoscopy. Older patients were less likely to receive naso-duodenal FMT and more likely to receive enema and rectoscopy. There was no difference in the number of severe CDI between groups. There were four deaths in each group – none related to FMT
[bookmark: _Hlk133500441]Severe events were: sepsis and IBD (not related to FMT) in very old group, sepsis and severe psychiatric collapse in adult

	Nivet, 202267
	Death 
	19
	39
	4
	4
	-
	Not related to FMT but 1 associated with FMT failure 



Impact on QoL
No studies
Sex
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of males
Successful vs failed
	27
	2
	7 (26%)
	1 (50%)
	p=0.4828
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Dogra, 202225
	Proportion of males successful vs failed 
	140
	25
	58 (41.4) 
	10 (40.0)
	p=1.00
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Kachlikova, 202019
	No of male patients successful vs failed
	45
	15
	NR
	NR
	Multivariate OR for male sex 0.7 [0.2–3.3] p=0.687
	All FMT given by retention enema, male sex significant in univariate analysis [OR=0.5 0.3–0.8], p< 0.05) but not multivariate 

	Peri, 201920
	OR failure at 30d
sex
	NR
	NR
	NR
	NR
	UV: OR=NR, p=0.546
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Raghu Subramanian, 202036
	Number of males early fail vs no early fail (cured + late fail)
	2
	18
	0 (100%)
	7 (39%)
	-
	Late fail = initially cured but failed after 1 month

	Raghu Subramanian, 202036
	Number of males fail vs no fail 
	6
	14
	1 (17%)
	6 (43%)
	-
	No fail = cured after one FMT with no recurrence

	Terveer, 202022
	Proportion of males relapsed vs cured within 2m
	13
	116
	3 (23%)
	49 (42%) 
	OR 2.4 for success when female [0.6–9.3], p=0.24
	

	Urbonas, 202143
	Proportion of male patients responded vs not responded 
	48
	12
	21 (44%%)
	6 (50%)
	p=0.124
	

	Vaughn 202237
	Proportion of male patients successful vs recurred
	227
	41
	28%
	27%
	p=0.90
	Recurred = recurred within 2 months – primary failure excluded

	Weingarden, 202238
	Proportion of males successful vs failed
	168
	67
	47 (28.0%)
	19 (28.4%)
	multivariate OR for success when female: 2.256 (0.520–9.788), p=0.277
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
Male vs female
	10
	10
	7 (70%)
	8 (80%)
	p=1.00
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 

	Hirten 201927
	Proportion of patients w/ recurred CDI within 2 months females vs males
	75
	43
	15 (20%) 
	8 (18.6%)
	p=0.85
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 23/118 patients who experienced recurring CDI within 2 months

	Hirten 201927
	Proportion of patients w/ recurred CDI within 6 months females vs males
	50
	33
	18 (36%) 
	13 (39.4%)
	p=0.75
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 31/83 patients who experienced recurring CDI within 6 months

	Pringle 201939
	Proportion of male patients 
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 1.41 [0.66-2.99] p=0.37 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis



Impact on adverse events
No studies
Impact on QoL
No studies
Body mass index
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Mean (SD) BMI
Successful vs failed
	27
	2
	24 (6)
	27 (1.4)
	p=0.4938
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Weingarden, 202238
	Median (IQR) BMI successful vs failed
	168
	67
	23.79 (20.37–27.46)
	23.33 (19.92–29.3)
	[bookmark: _Hlk133515743]multivariate OR for success: 0.856 (0.754–0.970), p=0.015
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 



Impact on adverse events
No studies
Impact on QoL
No studies
Factors associated with CDI 

Number of CDI episodes before FMT
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Mean (SD) number of CDI episodes before FMT
Successful vs failed
	27
	2
	2.8 (0.95)
	3.5 (0.7)
	p=0.3195
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Barberio, 202068
	Median (min-max) number of CDI episodes successful vs failed
	14
	6
	3 (2-5)
	3.5 (3-5)
	-
	All patients underwent colonoscopy, with bowel prep (Macrogol), refeeding 6-8hrs after procedure and advice on no PPI or abx after procedure. 3 patients had an early failure and further 3 had symptom recurrence. Success defined as responded to FMT and no recurrence for 24months

	Barberio, 202068
	Mean (SD) no. of CDI before FMT recurred vs not recurred within 2 months
	NR
	NR
	3.7 (1.9) 
	3.5 (1.8)
	p=0.60
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 


	Kachlikova, 202019
	No of patients w/ 3 or more recurrences successful vs failed
	45
	15
	NR
	NR
	Univariate OR= 1.1 [0.9–1.4] p=0.541
	All FMT given by retention enema. NS at univariate, not taken to multivariate analysis

	Peri, 201920
	OR failure at 30d
Number of recurrences
	49
	191
	
	
	UV: OR=NR, p=0.054
MV: OR= 1.477 [0.955-2.284], p=0.080
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Treveer, 20209
	Mean number of CDI relapses before FMT relapsed vs cured within 2m
	13
	114
	2.6  
	2.8
	p=0.69
	

	Urbonas, 202143
	Mean (SD) number of CDI episodes before FMT responded vs not responded
	48
	12
	2.6 (1.3)
	2.6 (1.3)
	p=0.804
	

	[bookmark: _Hlk133590362]Vaughn 202237
	Proportion of patients w/ 2 or more CDI recurrences in past year successful vs recurred
	227
	41
	79%
	95%
	p=0.02 multivariate OR for failure 3.9 [0.89-17.3]
	Recurred = recurred within 2 months – primary failure excluded

	Hirten 201927
	Mean (SD) no. of CDI before FMT recurred vs not recurred within 6 months
	NR
	NR
	3.7 (1.9)
	3.5 (1.5)
	p=0.62
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 




Impact on adverse events
No studies
Impact on QoL
No studies

Number of CDI days from diagnosis to FMT
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Yoon, 202126
	Median number of days from CDI diagnosis to FMT responded vs not responded
	15
	5
	15d
	8d
	p=0.044
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 



Impact on adverse events
No studies
Impact on QoL
No studies
Hospitalisation due to CDI
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	[bookmark: _Hlk133591433]Alghamdi, 201918
	Number of patients hospitalised due to CDI before FMT
Successful vs failed
	27
	2
	16 (59%)
	2 (100%)
	p=0.5123
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	[bookmark: _Hlk133591722]Vaughn 202237
	Proportion of patients w/ prior CDI hospitalisation successful vs recurred
	227
	41
	34%
	54%
	p=0.02
multivariate OR for failure: 1.6. [0.76-3.3]
	Recurred = recurred within 2 months – primary failure excluded



Impact on adverse events
No studies
Impact on QoL
No studies
Antibiotics used for treatment of CDI before FMT
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Number of antibiotic courses for CDI before FMT

	Weingarden, 202238
	Median (IQR) no of prior abx courses for CDI successful vs failed
	168
	67
	4 (3–5)
	4 (3–5)
	[bookmark: _Hlk133593136]multivariate OR for success: 0.683 (0.476–0.981), p=0.039
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	Vancomycin use

	Alghamdi, 201918
	Number of patients previously treated with vancomycin
Successful vs failed
	27
	2
	26 (96.3)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Barberio, 202068
	Number of patients on vancomycin successful vs failed
	14
	6
	7 (50%)
	1 (17%)
	p=0.2267 (MedCalc)
	All patients underwent colonoscopy, with bowel prep (Macrogol), refeeding 6-8hrs after procedure and advice on no PPI or abx after procedure. 3 patients had an early failure and further 3 had symptom recurrence. Success defined as responded to FMT and no recurrence for 24months
Before FMT, patients received vancomycin alone or vancomycin as well as metronidazole and/or fidaxomicin 

	Tariq, 202121
	Number of patients w/ 1 or more vancomycin courses before FMT successful vs failed
	70
	70
	70 (100%)
	69 (98.5%)
	p=0.23
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Metronidazole use

	Alghamdi, 201918
	Number of patients previously treated with w/ metronidazole
Successful vs failed
	27
	2
	24 (88.8%)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	[bookmark: _Hlk133593596]Tariq, 202121
	Number of patients w/ 1 or more metronidazole courses before FMT successful vs failed
	70
	70
	53 (75.7%)
	43 (61.4%)
	p=0.06
M: OR for failure: 1.68 [0.69-4.07]
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Fidaxomicin use

	Pringle 201939
	Proportion of patients w/ prior fidaxomicin treatment One dose FMT vs 2-3 FMT needed
	NR
	NR
	19.1%
	35.5%
	[bookmark: _Hlk133593893]ORu 2.33 [1.04-5.22] p=0.04 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis

	Tariq, 202121
	Number of patients w/ 1 or more fidaxomicin courses before FMT successful vs failed
	70
	70
	9 (13%)
	16 (22.8%)
	p=0.12
M: OR for failure: 2.1 [0.72-6.09]
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria



Impact on adverse events
No studies
Impact on QoL
No studies
C. difficile strain
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	[bookmark: _Hlk133594401]Peri, 201920
	OR failure at 30d
Ribotype 027
	49
	191
	
	
	UV: OR=NR, p=0.766
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	[bookmark: _Hlk133594572]Terveer, 202022
	Number of patients with hypervirulent clade relapsed vs cured within 2m
	8
	65
	2 (25%) 
	13 (20%)
	OR 1.3 [0.2-7.4], p=0.66
	

	Kim 201940
	No of patients who responded to FMT
Hypervirulent strain vs not
	5
	30
	3 (60%)
	27 (90%)
	[bookmark: _Hlk133594748]Multiple logistic regression for failure OR=13.8 [1.2-155] p=0.034
	Patients received FMT via colonoscopy or NJ tube, all fresh.



Impact on adverse events
No studies
Impact on QoL
No studies
Healthcare-acquired CDI
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	[bookmark: _Hlk133595066]Kachlikova, 202019
	No of patients w/ HCAI-CDI successful vs failed
	45
	15
	NR
	NR
	Univariate OR= 1.8 [0.3–17.0] p=0.795
	All FMT given by retention enema. NS at univariate, not taken to multivariate analysis



Impact on adverse events
No studies
Impact on QoL
No studies
Effect of medication 
On Proton Pump Inhibitors and other anti-secretory medications
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of patients on H2 blockers
Successful vs failed
	27
	2
	5 (18.5%)
	0 (0%)
	p=0.1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Alghamdi, 201918
	Number of patients on PPI
Successful vs failed
	27
	2
	11 (40.7%)
	0 (0%)
	p=0.5195
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Dogra, 202225
	Proportion of patients w/ PPI use 90d prior to CDI successful vs failed 
	140
	25
	14 (10.0) 
	0 (0.0)
	p=0.13
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Kachlikova, 202019
	No of patients on PPI successful vs failed
	45
	15
	NR
	NR
	Univariate OR= 1.4 [0.8–2.6] p=0.290
	All FMT given by retention enema. NS at univariate, not taken to multivariate analysis

	Raghu Subramanian, 202036
	Number of patients using PPI early fail vs no early fail (cured + late fail)
	2
	18
	1 (50%)
	12 (67%)
	-
	Late fail = initially cured but failed after 1 month

	Raghu Subramanian, 202036
	Number of patients using PPI fail vs no fail 
	6
	14
	4 (67%)
	9 (64%)
	-
	No fail = cured after one FMT with no recurrence

	Tariq, 202121
	Number of patients w/ antisecretory therapy before FMT successful vs failed
	70
	70
	20 (28.7%)
	27 (38.7%)
	p=0.2
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Terveer, 202022
	Number of patients with PPI use relapsed vs cured within 2m
	13
	116
	8 (61%) 
	55 (51%)
	OR 1.5 [0.5-5.0], p=0.47
	

	Hirten 201927
	Proportion of patients w/ recurred CDI within 2 months PPI vs no PPI
	46
	72
	12 (26.1%) 
	11 (15.2%)
	p=0.16
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 23/118 patients who experienced recurring CDI within 2 months

	Hirten 201927
	Proportion of patients w/ recurred CDI within 6 months PPI vs no PPI
	33
	50
	18 (54.5%)
	13 (26%)
	p=0.01
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 31/83 patients who experienced recurring CDI within 6 months

	Pringle 201939
	Proportion of patients using PPI One dose FMT vs 2-3 FMT needed
	NR
	NR
	33.3%
	51.6%
	ORu 2.13 [1.001-4.55] p<0.05 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis

	Kim 201940
	No of patients who responded to FMT
PPI use vs no PPI
	9
	26
	7 (78%)
	23 (88%)
	NS
	Data calculated from table 3. OR and significance not reported but NS
Patients received FMT via colonoscopy or NJ tube, all fresh.



Impact on adverse events
No studies
Impact on QoL
No studies
Corticosteroids
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Pringle 201939
	Proportion of patients with steroid use 
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 1.76 [0.73-4.23] p=0.21 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis



Impact on adverse events
No studies
Impact on QoL
No studies
Lactulose
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Pringle 201939
	Proportion of patients using lactulose One dose FMT vs 2-3 FMT needed
	NR
	NR
	1.8%
	9.7%
	ORu 5.92 [1.26-27.83] p=0.02 ORm 0.38 [0.04-3.61], p=0.40
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis



Impact on adverse events
No studies
Impact on QoL
No studies
Probiotic use
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of patients using probiotics before FMT
Successful vs failed
	27
	2
	2 (7.4%)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Tariq, 202121
	Number of patients using probiotics before FMT successful vs failed
	70
	70
	24 (34.2%)
	18 (25.7%)
	p=0.26
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria



Impact on adverse events
No studies
Impact on QoL
No studies
Non-CDI antibiotic use
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Dogra, 202225
	Proportion of patients on abx prior to CDI successful vs failed 
	140
	25
	60 (42.9) 
	7 (28.0)
	p=0.19
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Terveer, 202022
	Number of patients who used non-CDI abx between CDI infections relapsed vs cured within 2m
	13
	113
	6 (46%) 
	43 (38%)
	OR 1.4 [0.4-4.4], p=0.57
	

	Pringle 201939
	Proportion of patients with Rifaximin use
One dose FMT vs 2-3 FMT needed
	NR
	NR
	NR
	NR
	ORu 3.04 [0.56-16.26] p=0.20 ORm NT
	All patients treated w/ oral FMT, regime was 15 tables/d for two days. Abx treatment + repeat if needed. 
ORu – univariate analysis
ORm – multivariate analysis
NT – not tested in multivariate analysis



Impact on adverse events
No studies
Impact on QoL
No studies
Narcotics
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	[bookmark: _Hlk133582254]Weingarden, 202238
	Proportion of patients w/ baseline narcotics use successful vs failed
	168
	67
	49 (29.2%) 
	26 (38.8%)
	p=0.165
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. Univariate analysis.



Impact on adverse events
No studies
Impact on QoL
No studies
Other risk factors
Hospitalised at or before FMT
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	


	Hospitalised at or before FMT


	[bookmark: _Hlk133596335]Dogra, 202225
	Proportion of in-patients at FMT successful vs failed 
	140
	25
	19 (13.6) 
	9 (36.0)
	p=0.02
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Tariq, 202121
	Number of hospitalised at FMT successful vs failed
	70
	70
	26 (37.1%)
	26 (37.1%)
	p=1
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Weingarden, 202238
	Proportion of patients w/ inpatient procedure successful vs failed
	168
	67
	10 (5.95%)
	9 (13.4%)
	multivariate OR for success: 0.338 (0.033–3.513), p=0.364
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	[bookmark: _Hlk133596500]Hirten 201927
	Proportion of patients w/ recurred CDI within 2 months hospitalised 90d before FMT vs not
	60
	58
	12 (20%)
	11 (19%)
	p=0.89
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 23/118 patients who experienced recurring CDI within 2 months

	[bookmark: _Hlk133596704]Hirten 201927
	Proportion of patients w/ recurred CDI within 6 months hospitalised 90d before FMT vs not
	37
	46
	18 (48.6%)
	13 (28.3%)
	p=0.06
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data calculated from table 2 based on 31/83 patients who experienced recurring CDI within 6 months


	Hospitalised before CDI


	[bookmark: _Hlk133596939]Dogra, 202225
	Proportion of patients hospitalised at least 90d prior to CDI successful vs failed 
	140
	25
	38 (27.1) 
	8 (32.0)
	p=0.63
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).



Impact on adverse events
No studies
Impact on QoL
No studies
Blood biomarkers
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments


	Albumin 


	Hirten 201927
	Mean (SD) albumin recurred vs not recurred within 2 months
	NR
	NR
	3.2 (0.8)
	3.5 (0.9)
	p=0.14
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Hirten 201927
	Mean (SD) albumin recurred vs not recurred within 6 months
	NR
	NR
	3.4 (0.8) 
	3.7 (0.7)
	p=0.09
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Kachlikova, 202019
	Median (min-max) albumin (mg/L) successful vs failed
	45
	15
	34.15 (26.77–39.15)
	28.90 (25.30–32.72)
	Multivariate OR for albumin OR=1.1 [1.0-1.2], p=0.170
	All FMT given by retention enema 
Albumin threshold not specified, found significant difference in median albumin, but not significant in multivariate analysis


	[bookmark: _Hlk132291920]White blood cells/leukocytes


	Hirten 201927
	Mean (SD) WBC count recurred vs not recurred within 2 months
	NR
	NR
	11.2 (5.7) 
	10.4 (10.6)
	p=0.68
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Hirten 201927
	Mean (SD) WBC count recurred vs not recurred within 6 months
	NR
	NR
	11.2 (7.0) 
	9.2 (11.1)
	p=0.37
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	Kachlikova, 202019
	Median (min-max) leukocytes (1000/ml) successful vs failed
	45
	15
	10.21 (6.59–15.46)
	7.48 (5.52–12.05)
	NS
	All FMT given by retention enema


	Haemoglobin


	[bookmark: _Hlk133597919]Hirten 201927
	Mean (SD) haemoglobin recurred vs not recurred within 2 months
	NR
	NR
	10.5 (2.3) 
	11.6 (1.8)
	p=0.10
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 

	[bookmark: _Hlk133598133]Hirten 201927
	Mean (SD) haemoglobin recurred vs not recurred within 6 months
	NR
	NR
	10.8 (2.1) 
	12.0 (1.7)
	p=0.02
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 


	C-Reactive Protein


	Kachlikova, 202019
	Median (min-max) CRP (mg/L) successful vs failed
	45
	15
	44.14 (6.54–119.50)
	47.30 (5.62–111.00)
	NS
	All FMT given by retention enema


	Zinc


	Niccum 201850
	No of patients with successful FMT zinc deficiency
	31
	49
	26 (84%)
	46 (94%)
	Unadjusted Kaplan-Mayer: p=0.097
[bookmark: _Hlk133598273]Adjusted Cox regression for recurrence: HR= 11.3
[2.2–59.3] p= 0.004
	Comparing patients with zinc deficiency vs no deficiency. Patients identified by screening notes for those who had zinc status checked within 90d before FMT. Cut-off for zinc deficiency was 0.66ug/ml. All patients received FMT via colonoscopy
Success was defined as responded to FMT and no recurrence within 90d. 

	Niccum 201850
	No of patients with successful FMT zinc supplements
	25
	6
	2 (8%)
	3 (50%)
	[bookmark: _Hlk133598487]Adjusted Cox regression for recurrence: HR= 0.12, [0.02–0.74],
P=0.022
	All patients received FMT via colonoscopy
Success was defined as responded to FMT and no recurrence within 90d. 25/31 of those deficient received supplementation 



Impact on adverse events
No studies
Impact on QoL
No studies
Other risk factors
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments


	White race


	Vaughn 202237
	Proportion of white race patients successful vs recurred
	227
	41
	93%
	93%
	p>0.90
	Recurred = recurred within 2 months – primary failure excluded


	High-risk population


	Kim 201940
	No of patients who responded to FMT
High risk vs not
	25
	10
	20 (80%)
	10 (100%)
	NS
	High risk included working in healthcare setting (e.g. hospital, rehabilitation centre, nursing home) or family member with CDI
Data calculated from table 3. OR and significance not reported but NS
Patients received FMT via colonoscopy or NJ tube, all fresh.


	Microbiome composition in recipient’s stool


	[bookmark: _Hlk133599727]Yoon, 202126
	Microbiome composition of recipient stools before FMT responded vs not responded
	15
	5
	Firmicutes & Bacteroidetes 43.3%; Proteobacteria & Fusobacteria 55.4%
	Firmicutes & Bacteroidetes 33.0%; Proteobacteria & Fusobacteria 66%
	p=0.001
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 

	Previous FMT in the last 12 months

	Vaughn 202237
	Proportion of patients w/ prior FMT recurrences in past year successful vs recurred
	227
	41
	12%
	15%
	p=0.70
	Recurred = recurred within 2 months – primary failure excluded


	Number of risk factors


	Barberio, 202068
	Median (min-max) risk factors for relapse successful vs failed
	14
	6
	2 (0-3)
	2.5 (0-4)
	-
	All patients underwent colonoscopy, with bowel prep (Macrogol), refeeding 6-8hrs after procedure and advice on no PPI or abx after procedure. 3 patients had an early failure and further 3 had symptom recurrence. Success defined as responded to FMT and no recurrence for 24months
Risk factors included age, immunosuppression, female sex, comorbidities and others (not specified)



Impact on adverse events
No studies
Impact on QoL
No studies
Donor factors (section 4.3)
Related vs not related donor
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Lynch 201951
	Number of successful FMT 
	First degree: 40
Second degree: 8
Other: 27
Spouse: 14
	First degree: 35 (88%)
Second degree: 7 (88%)
Other: 23 (85%)
Spouse: 12 (86%)
	p=0.99
	Comparing different types of donors. Outcome based on the number of procedures not number of patients
FMT via colonoscopy, fresh stool, all recipients received bisacodyl

	Tariq, 202121
	Type of donor stool successful vs failed
	70
	70
	Family: 8 (11.4%)
Standard: 62 (88.5%)
	Family: 5 (7.1%)
Standard: 65 (92.8%)
	p=0.38
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	Watts, 202223
	Type of donor family vs universal
	13
	89
	NR
	NR
	[bookmark: _Hlk133673521]Multivariate OR for failure from family donor 4.13 [1.00,
17.01], p=0.049)
	Incidence cases not reported but 13 were family donation and the rest from the faeces bank. Authors also reported that universal donor testing was more robust 



Impact on adverse events
[bookmark: _Hlk138425639]No studies
Impact on QoL
No studies
Age of the donor
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Yoon, 202126
	Mean age (years) of a donor
Responded vs not responded
	15
	5
	45y
	47y
	p=0.793
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 

	Terveer, 202022
	Mean (min-max) donor age at donation relapsed vs cured within 2m
	13
	116
	36 years (24–46)
	35 years (24–46)
	p=0.82
	



Impact on adverse events
No studies
Impact on QoL
No studies
Sex of the donor
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	[bookmark: _Hlk133673987]Terveer, 202022
	Proportion of donor females relapsed vs cured within 2m
	13
	116
	7 (54%) 
	58 (50%)
	OR 1.2 [0.4-3.7], p=0.79
	

	Terveer, 202022
	Proportion of donor/patient sex mismatch c relapsed vs cured within 2m
	13
	116
	5 (39%) 
	 54 (47%)
	[bookmark: _Hlk133674162]OR 0.7 [0.2-2.3], p=0.58
	



Impact on adverse events
No studies
Impact on QoL
No studies
Amount of stool produced
Impact on ffectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	[bookmark: _Hlk133674536]Yoon, 202126
	Proportion of patients responding to therapy
Stool volume 100g or over vs <100g
	13
	7
	10 (76.9%)
	5 (71.4%)
	p=1.0
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 



Impact on adverse events
No studies
Impact on QoL
No studies
Microbiome composition of the donor
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Microbiome composition of donor stool

	Yoon, 202126
	Microbiome composition of donor stools responded vs nor responded
	15
	5
	Firmicutes & Bacteroidetes 84.5%; Proteobacteria & Fusobacteria 7.6%
	Firmicutes & Bacteroidetes 89.6%; Proteobacteria & Fusobacteria <1%
	p=1.0
	



Impact on adverse events
No studies
Impact on QoL
No studies
Preparation factors (section 4.4)
Fresh vs frozen stool
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Stool type
Successful vs failed
	27
	2
	Fresh: 17 (63%)
Frozen: 10 (37%)
	Fresh: 0 (0%)
Frozen: 2 (100%)
	p=0.1626
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	McCune 202028
	No of patients with resolution of diarrhoea within 7 days frozen vs fresh
	87
	31
	74 (85%)
	25 (81%)
	p=0.57
	Based on patients who were alive after 7 days and available for follow up. Total were 124 patients but 3x lost to follow up, 2x died (1x colon cancer and 1x perforated viscous and CDI presumed non-response to treatment) and 1x excluded as received abx at the same time

	McCune 202028
	No of patients with no recurrence of diarrhoea within 90 days frozen vs fresh
	60
	25
	45 (75%)
	21 (84%)
	p=0.36
	Based on patients who responded to therapy with one or more FMT and survived until d90

	Peri, 201920
	OR of failure at 30d
frozen
	49
	191
	UV: OR=NR, p=0.283
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
	7
	13
	5 (71.4%)
	10 (77.0%)
	p=1.00
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. Frozen vs fresh

	Barberio, 202068
	Number of patients with successful FMT
Frozen vs fresh
	11
	9
	8 (73%)
	6 (67%)
	-
	All patients underwent colonoscopy, with bowel prep (Macrogol), refeeding 6-8hrs after procedure and advice on no PPI or abx after procedure. 3 patients had an early failure and further 3 had symptom recurrence. Success defined as responded to FMT and no recurrence for 24months

	Hirten 201927
	Proportion of patients with frozen vs fresh FMT recurred vs not recurred within 2 months
	55
	59
	11 (20%)
	11 (18.6%)
	p=0.86
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 114 patients available at 2 month follow-up

	Hirten 201927
	Proportion of patients with frozen vs fresh FMT recurred vs not recurred within 6 months
	34
	47
	13 (38.2%)
	17 (36.2%)
	p=0.85
	All patients received vancomycin before FMT and FMT via colonoscopy or flexible sigmoidoscopy, all received bowel prep. 
Data based on 81 patients available at 6 month follow-up



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	McCune 202028
	No of patients with bacteraemia frozen vs fresh
	87
	31
	0 (0%)
	2 (6.4%)
	-
	Based on patients who were alive after 7 days and available for follow up. Total were 124 patients but 3x lost to follow up, 2x died (1x colon cancer and 1x perforated viscous and CDI presumed non-response to treatment) and 1x excluded as received abx at the same time. Both developed approx. 24hrs post-FMT although not proven that due to FMT as both patients also had same pathogens in urine



Impact on QoL
No studies
Stool frozen at -20°C vs -80°C
Impact on effectiveness -20 vs -80
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	[bookmark: _Hlk133749997]Satokari, 202093
	Resolution at 3 months
	45
	59
	44 (98%)
	56 (95%)
	p>0.05
	Comparing faeces stored at -80 and -20C and thawed for the procedure. Delivered via colonoscopy into caecum. 
Approx. 1/3 patients in each group immunocompromised
Resolution = Symptom improvement after at least one FMT and no recurrence for 3 months

	[bookmark: _Hlk133750174]Satokari, 202093
	Cure at 1 year
	42
	57
	38 (90%)
	50 (88%)
	p>0.05
	



Impact on adverse events
No studies
Impact on QoL
No studies
Lyophilised stool
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	[bookmark: _Hlk133751037]Staley 202194
	Proportion of patients who achieved no CDI recurrence after one dose of FMT
	27
	-
	23 (85.2%)
	-
	-
	[bookmark: _Hlk133750871]Patients chose a route of administration themselves. Authors hypothesised that the timing of recolonisation is important in preventing CDI occurrence. They previously observed that FMT from oral capsules requires more time for the microbiota to be established in the GI and that bacteria from lyophilised samples are less viable and therefore this method is particularly affected by this. Both groups received lyophilised sample from the similar capsules. The capsule was broken and the contents were dissolved in normal saline for those who had it delivered via colonoscopy (ileum or cecum). They also received bowel prep, oral patients did not but were asked to take capsules on empty stomach and consume clear liquids for 2hrs after the treatment. Authors reported that the patients with unsuccessful FMT were cured with a second or third dose of FMT, thus the overall success was 100%. 

	[bookmark: _Hlk133751289]Vigvari 2019b108
	Proportion of patients who responded to 1 FMT and had no recurrence in 6 weeks
	19
	-
	15 (78.9%)
	-
	-
	Intervention: lyophilised sample
All FMT from unrelated donor delivered via NG, reported 16/19 (84.2%) had severe CDI at the time of the transplant. 15/19 had symptom resolution within 48hrs. Four did not respond to treatment, two had repeated FMT also lyophilised. One person died shortly after FMT and one was treated with abx successfully.  
Authors reported different percentages for first and second treatment but this is because they excluded one patient who died. 

	[bookmark: _Hlk133751371]Vigvari 2019b108
	Proportion of patients who responded to 1 or 2 FMT and had no recurrence in 6 weeks
	19
	-
	17 (89.5%)
	-
	-
	

	[bookmark: _Hlk133751543]Reigadas 202096
	Proportion of patients who achieved primary resolution
	32
	-
	26 (81%)
	-
	-
	Authors described a delivery of lyophilised capsules delivered as one dose (4-5 capsules per one treatment). All patients had a light dinner 12h before FMT and were fasting for 10-12 hrs after. 
Primary resolution: resolution after 1 treatment and no recurrence within 2 months Authors reported risk factors but these were for CDI before FMT

	Reigadas 202096
	Proportion of patients who achieved resolution
	32
	-
	28 (88%)
	-
	-
	Authors described a delivery of lyophilised capsules delivered as one dose (4-5 capsules per one treatment). All patients had a light dinner 12h before FMT and were fasting for 10-12 hrs after. One of six patients who did not respond to initial FMT was not re-treated but included here as well (considered not responded)
Resolution: resolution after 1 or more treatment and no recurrence within 2 months
Authors reported risk factors but these were for CDI before FMT



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Vigvari 2019b108
	Proportion of patients who experienced headache, GI symptoms, fever, fatigue or rash.  (follow-up until discharge)
	19
	-
	0
	-
	-
	Self-reported, enquired by medical staff



Impact on QoL
No studies
Type of capsule
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Varga 202197
	Proportion of patients who responded to 1 or more FMT
	16
	12
	15 (94%)
	8 (67%)
	p=0.133
	Comparing supernatant capsule to sediment capsule. P value based on Fisher’s exact, 2-tailed test (because counts less than 5 in one cell and the direction of effect not known)
I can’t really figure out how supernatant and the sediment capsules were obtained



Impact on adverse events
No studies
Impact on QoL
No studies
Processing time
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Allegretti 2020b98
	Number of patients experiencing cure and no recurrence within 8 weeks
Process time
	I1: 466
I2: 623
I3: 682
I4: 122
I5: 8
	23
	I1: 84.98%
I2: 79.94%
I3: 80.06%
I4: 85.25%
I5: 87.50%
	86.96%
	p=0.48
	Comparing different process times in min:
C: 30
I1: 31-60
I2: 61-90
I3: 91-120
I4: 121-150
I5: >150

	[bookmark: _Hlk133753439]Terveer, 202022
	Mean time for processing faeces relapsed vs cured within 2m
	13
	116
	163min
	168min
	p=0.73
	Defined as number of minutes from defecation to freezing



Impact on adverse events
No studies
Impact on QoL
No studies
Storage time
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Allegretti 2020b98
	Number of patients experiencing cure and no recurrence within 8 weeks
Storage time
	I1: 142
I2: 319
I3: 989
I4: 439
I5: 12
	123
	I1: 80.28%
I2: 79.94%
I3: 85.04%
I4: 80.64%
I5: 83.33%
	82.61%
	p=0.34
	Comparing different storage time (frozen) in days:
C: 30
I1: 31--60
I2: 61-90
I3: 91-180
I4: 181-360
I5: 361-720

	Satokari, 202093
	Resolution at 12 months for stools stored at 20C
	I1: 13
I2: 13
I3: 6
	16
	I1: 11 (85%)
I2: 12 (92%)
I3: 5 (83%)
	15 (94%)
	NS
	Comparing faeces stored frozen: 
C = under two months
I1: 2-4 months
I2: 4-6 months
I3> 6 months
and thawed for the procedure. Delivered via colonoscopy into caecum. 
Approx. 1/3 patients in each group immunocompromised
Resolution = Symptom improvement after at least one FMT and no recurrence for 3 months
For two patients this was not recorded but two patients relapsed (82% cure)

	[bookmark: _Hlk133754586]Terveer, 202022
	Mean (SD) storage time of faecal suspension at -80C relapsed vs cured within 2m
	13
	116
	214
	275
	p=0.27
	



Impact on adverse events
No studies
Impact on QoL
No studies
Additional data from excluded studies:
	Citation
	Findings

	Anaerobic vs aerobic conditions

	Papanicolas, 201992
	Study examined stools samples processed within 15 minutes from passage in either anaerobic chamber or in ambient air. Same anaerobic samples were also stored for 48hrs at 80C and allowed to thaw in anaerobic chamber to assess the freeze-thaw process. Reported that with immediate anaerobic processing, 50% microbiota remained viable within the stool but this was only 19% for samples processed in ambient air remained viable (p=0.007). After the freeze-thaw of the anaerobic samples, 23% microbiota remained viable, significantly different than fresh anaerobic samples (p=0.027). It was also reported that the diversity of microbiota was significantly better in fresh anaerobically processed samples with anaerobic commensal bacteria particularly affected by ambient air and freeze-thawing process. 

	Shimizu, 202199
	Reported that processing samples under anaerobic conditions helps in preserving anaerobic bacteria in the donor stool. 

	Burz, 2019100
	[bookmark: _Hlk133759977]Study examined taxonomic and metabolomic fingerprints of the samples of obtained from the stools from two donors which were left for different times, at different temperatures and exposed to aerobic or anaerobic conditions. They reported some changes due to these conditions and concluded that the best results for the samples tested at three months of storage, those prepared in maltodextrin-trehalose solutions and stored in a -80°C standard freezer and then rapidly thawed at 37°C, retained the best revivification potential . Maltodextrin-trehalose was also effective in preserving lyophilized samples. The study also reported that if time before transformation to transplants would exceed 24hours, fresh samples should not be exposed to temperatures above 20°C, and recommended refrigeration at 4°C for these samples and that oxygen-free atmosphere was not necessary as long as the air above collected samples removed. 

	fresh vs frozen conditions

	Papanicolas, 201992
	Study examined stools samples processed within 15 minutes from passage in either anaerobic chamber or in ambient air. Same anaerobic samples were also stored for 48hrs at 80C and allowed to thaw in anaerobic chamber to assess the freeze-thaw process. Reported that with immediate anaerobic processing, 50% microbiota remained viable within the stool but this was only 19% for samples processed in ambient air remained viable (p=0.007). After the freeze-thaw of the anaerobic samples, 23% microbiota remained viable, significantly different than fresh anaerobic samples (p=0.027). It was also reported that the diversity of microbiota was significantly better in fresh anaerobically processed samples with anaerobic commensal bacteria particularly affected by ambient air and freeze-thawing process. 

	Dorsaz, 2020101
	[bookmark: _Hlk133760143]Assessed the microbiota composition during freezing for up to one year. Reported that microbiota changes occurred progressively throughout the year with the abundance of Bacteroidetes decreasing and Firmicutes remaining stable. 

	Burz, 2019100
	[bookmark: _Hlk133760267]Study examined taxonomic and metabolomic fingerprints of the samples of obtained from the stools from two donors which were left for different times, at different temperatures and exposed to aerobic or anaerobic conditions. They reported some changes due to these conditions and concluded that the best results for the samples tested at three months of storage, those prepared in maltodextrin-trehalose solutions and stored in a -80°C standard freezer and then rapidly thawed at 37°C, retained the best revivification potential . Maltodextrin-trehalose was also effective in preserving lyophilized samples. The study also reported that if time before transformation to transplants would exceed 24hours, fresh samples should not be exposed to temperatures above 20°C, and recommended refrigeration at 4°C for these samples and that oxygen-free atmosphere was not necessary as long as the air above collected samples removed. 

	Emulsion processes

	Quaranta, 2020102
	[bookmark: _Hlk133760428]Reported using two different protocols for processing stool samples: magnet plate emulsion (MPE) and Seward StomacherTM Emulsion (SSE), comparing different handling conditions. Results showed that both methods were similar in terms of maintaining microbial load and with SSE being marginally better preserving anaerobic bacteria. Quaranta, G., Fancello, G., Ianiro, G., Graffeo, R., Gasbarrini, A., Cammarota, G., Sanguinetti, M. and Masucci, L. (2020), Laboratory handling practice for faecal microbiota transplantation. J Appl Microbiol, 128: 893-898.




Administration factors (section 4.5)
Route of delivery
Colonoscopy vs other methods
Impact on effectiveness 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 30days 
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
I2: 59 (76%)
I3: 28 (76%)
	C: 47 (84%) 
	1:p=0.0946
2:p=0.2543
3:p=0.5632
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group MedCalc

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 90days
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
I2: 57 (73%)
I3: 26 (70%)
	C: 47 (84%) 
	1:p=0.0946
2:p=0.1494
3:p=0.7523
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group MedCalc

	Ponte 201824
	No of people w/ cure after first FMT
	24
	2
	21 (88%)
	2 (100%)
	RR 0.84 [0.06-12.6], p=8997
	Upper vs lower. All on abx until the day before the FMT, all underwent bowel prep w/ 4L polyethylene glycol night before. PPI (evening before and morning) for gastroscopy, 
loperamide before FMT if colonoscopy
there were 28 patients total and 34 FMTs, three patients lost to follow-up. Two patients in gastroscopy group who experienced recurrence were given colonoscopy and were cured, one patient received gastroscopy and experienced recurrence again. In ‘cured’ group there were three patients who had abx-associated diarrhoea (for respiratory infection) who were still considered ‘cured’. Cure defined as resolution of diarrhoea (due to CDI) and no recurrence up to two months.
Blue font = RR for cure calculated in MedCalc patients 

	Ponte 201824
	No of successful FMTs
	24
	4
	21 (88%)
	4 (100%)
	-
	Upper vs lower. Based on the number of procedures, not patients. Cure defined as resolution of diarrhoea (due to CDI) and no recurrence up to two months.
All on abx until the day before the FMT, all underwent bowel prep w/ 4L polyethylene glycol night before. PPI (evening before and morning) for gastroscopy, 
loperamide before FMT if colonoscopy
there were 28 patients total and 34 FMTs, three patients lost to follow-up. Two patients in gastroscopy group who experienced recurrence were given colonoscopy and were cured, one patient received gastroscopy and experienced recurrence again. In ‘cured’ group there were three patients who had abx-associated diarrhoea (for respiratory infection) who were still considered ‘

	Reigadas 2018104
	Proportion of patients who achieved primary resolution
	I1: 5
I2: 5
	2
	I1: 4 (80%)
I2: 4 (80%)
	2 (100%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT. 
Primary resolution: resolution after 1 treatment and no recurrence within 2 months

	Reigadas 2018104
	Proportion of patients who achieved resolution
	I1: 5
I2: 5
	2
	I1: 5 (100%)
I2: 4 (80%)
	2 (100%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT.
Resolution: resolution after 1 or more treatment and no recurrence within 2 months

	Vaughn 202237
	Proportion of cured patients after one FMT at 1 month follow-up
	170
	96
	143 (84%)
	87 (91%)
	p=0.12
	Comparing oral capsules to colonoscopy. No of patients with outcome calculated from percentages

	Vaughn 202237
	Proportion of cured patients after one FMT at 2 month follow-up
	170
	96
	138 (81%)
	80 (83%)
	p=0.70
	Comparing oral capsules to colonoscopy. No of patients with outcome calculated from percentages

	Alghamdi, 201918
	Delivery method
Successful vs failed
	27
	2
	Colonoscopy: 19 (70%)
EGD: 8 (30%)
	Colonoscopy: 1 (50%)
EGD: 1 (50%)
	p=0.5320
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Dogra, 202225
	Proportion of patients receiving FMT via colonoscopy successful vs failed 
	140
	25
	122 (87.1)
	17 (68.0)
	p=0.003
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Peri, 201920
	OR of failure at 30d
Lower GIT vs other methods
	49
	191
	UV: OR=NR, p=0.254
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Weingarden, 202238
	Proportion of patients given colonoscopy successful vs failed
	168
	67
	161 (95.8%)
	59 (88.1%)
	p=0.033
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. Univariate analysis.

	Staley 202194
	Proportion of patients who achieved no CDI recurrence after one dose of FMT
	9
	18
	9 (100%)
	14 (77.8%)
	p=0.2677
	Lyophilisaed FMT given as colonoscopy or capsule. Nonrandomised as patients chose a route of administration themselves. Authors hypothesised that the timing of recolonisation is important in preventing CDI occurrence. They previously observed that FMT from oral capsules requires more time for the microbiota to be established in the GI and that bacteria from lyophilised samples are less viables and therefore this method is particularly affected by this. Both groups received lyophilised sample from the similar capsules. In intervention group, the capsule was broken and the contents were dissolved in normal saline before being delivered via colonoscopy (ileum or cecum). Colonoscopy patients received bowel prep, oral patients did not but were asked to take capsules on empty stomach and consume clear liquids for 2hrs after the treatment. Authors reported that the patients with unsuccessful FMT were cured with a second or third dose of FMT. The authors reported that colonoscopic delivery of lyophilised resulted in a faster engraftment. 



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Ponte 201824
	Adverse events
	24
	4
	0
	0
	-
	FMT gastroscopy vs colonoscopy, events assessed immediately and at follow-up

	Reigadas 2018104
	Proportion of patients who experienced any adverse events
	I1: 5
I2: 5
	2
	I1: 0 (0%)
I2: 0 (0%)
	1 (50%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT.
Adverse event was E coli bacteraemia 

	Vaughn 202237
	Proportion of patients experiencing adverse events within a week
	170
	96
	0 (0%)
	2 (2%)
	-
	Comparing oral capsules to colonoscopy. No of patients with outcome calculated from percentages
One patient was admitted to ICU with chest pain but later all negative results, another patient had aspiration pneumonia 
There was also one patient who died (not possible to know which group) but death was not due to FMT or CDI
There were also some other adverse events but not possible to determine in which group: diarrhoea, constipation, bloating, flatus, fever – no differences between both groups reported. 



Impact on QoL
No studies
Enema vs other methods
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Jiang 2018105
	Proportion of patients cured after one FMT course 
	31
	34
	26 (84%)
	30 (88%)
	p=0.76
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
Cure = no recurrence within 60days
Small sample size – cannot rely on results if we are to assess inferiority. 

	Svensson, 2022106
	Proportion of patients with resolution after 8 weeks post FMT 
	69
	92
	55 (78%)
	49 (53%)
	Adjusted OR: 
3.79 [1.82 - 8.26]
	There were three groups. Comparing here FMT capsules vs FMR retention enema. A third group (excluded) was bacteriotherapy. Choice of treatment was based on physician decision, patient preference and availability of the therapy. There were some changes in abx prescription for CDI, although this should have affected the groups equally. Most patients received FMT from unrelated donors (frozen), but there were 9 patients in enema group wo received FMT from close relatives (fresh). All capsule patients had PPI stopped 24hrs before FMT and fasted 6hrs before. Capsules were not lyophilised but were frozen, – consumed w/ apple or orange juice. Al patients FMT as a single treatment (and dose). The amount of donor material was significantly higher in enema group as 9 patients received 37-200g derived from fresh stool while other patients received standard 50g in both groups from universal donor. 
Resolution was absence of diarrhoea and negative CDI-PCR test. 
Adjusted OR capsule vs enema adjusted for age, sex, CCI, CDI episodes and severity and duration of abx. 

	Svensson, 2022106
	Proportion of patients cured and no recurrence within 12m
	69
	92
	52 (75%)
	38 (41%)
	RR for success 0.42, 0.27- 0.66, p<0.0001
	There were three groups. Comparing here FMT capsules vs FMR retention enema. A third group (excluded) was bacteriotherapy. Choice of treatment was based on physician decision, patient preference and availability of the therapy. There were some changes in abx prescription for CDI, although this should have affected the groups equally. Most patients received FMT from unrelated donors (frozen), but there were 9 patients in enema group wo received FMT from close relatives (fresh). All capsule patients had PPI stopped 24hrs before FMT and fasted 6hrs before. Capsules were not lyophilised but were frozen, – consumed w/ apple or orange juice. Al patients FMT as a single treatment (and dose). The amount of donor material was significantly higher in enema group as 9 patients received 37-200g derived from fresh stool while other patients received standard 50g in both groups from universal donor. 
Resolution was absence of diarrhoea and negative CDI-PCR test, recurrence was diarrhoea + positive CDI test. 
This is calculated based on occurrence rates 3/55 in capsules and 11/49 in enema group
Calculated in MedCalc

	Dogra, 202225
	Proportion of patients receiving FMT via enema successful vs failed 
	140
	25
	1 (0.7)
	0 (0.0)
	p=1.00
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Navalkele, 202041
	No of patients with no recurrence within 12 weeks (after first FMT)
	47
	-
	38 (81%)
	-
	-
	Retention enema. All patients treated with frozen FMT with abx stopped 24 hrs before procedure

	Navalkele, 202041
	No of patients with no recurrence within 12 weeks (after second FMT)
	47
	-
	43 (91%)
	-
	-
	Retention enema. All patients treated with frozen FMT with abx stopped 24 hrs before procedure. All delivered via retention enema



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Jiang 2018105
	Proportion of patients developing diarrhoea within 7d
	31
	34
	12 (39%)
	10 (29%)
	p=0.28
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing diarrhoea within 3 months
	31
	34
	14 (45%)
	16 (47%)
	p=1.00
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing nausea within 7d
	31
	34
	13 (42%)
	7 (21%)
	p=0.12
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing nausea within 3 months
	31
	34
	15 (48%)
	12 (35%)
	p=0.32
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing vomiting within 7d
	31
	34
	2 (7%)
	2 (6%)
	p=1.00
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing vomiting within 3 months
	31
	34
	7 (22%)
	2 (6%)
	p=0.07
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing abdominal cramps or pain within 7d
	31
	34
	17 (55%)
	24 (71%)
	p=0.21
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing abdominal cramps or pain within 3 months
	31
	34
	21 (68%)
	26 (76%)
	p=0.78
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing flatulence within 7d
	31
	34
	8 (26%)
	11 (32%)
	p=0.60
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing flatulence within 3 months
	31
	34
	13 (42%)
	15 (44%)
	p=1.00
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing faecal urgency within 7d
	31
	34
	14 (45%)
	10 (29%)
	p=0.21
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing faecal urgency within 3 months
	31
	34
	22 (71%) 
	21 (62%)
	p=0.60
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing constipation within 7d
	31
	34
	1 (3%)
	3 (8%)
	p=0.62
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing constipation within 3 months
	31
	34
	4 (13%) 
	6 (18%)
	p=0.74
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing other events within 7d
	31
	34
	10 (32%) 
	8 (24%)
	p=0.58
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing other events within 3 months
	31
	34
	15 (44%) 
	18 (53%)
	p=0.81
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
 

	Jiang 2018105
	Proportion of patients developing serious adverse events 
	31
	34
	4 (13%)
	5 (15%)
	p=1.00
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
Adverse events in intervention were: hospitalisation due to severe CDI (2d after FMT), hospitalisation for pneumonia (14d after FMT), death due to CVA (14d after FMT) and death due to COPD and cardiac failure (5m after FNT). In control group: hospitalisation for IBD flare-up (7d after FMT), 2x hospitalisation for CDI recurrence (7d and 14d after FMT), hospitalisation for diverticulitis (5m after FMT), death due to head trauma after fall (3m after FMT). Reported none of the events related to FMT. 

	Navalkele, 202041
	No of patients with severe adverse events (90-d post FMT)
	47
	-
	1 (2%)
	-
	-
	Enema. All patients treated with frozen FMT with abx stopped 24 hrs before procedure
One immunocompetent patient developed VRE-BSI within 60 days post-FMT. 
There was also one immunocompromised patient who died but determined not related to CDI or FMT. 



Impact on QoL
No studies
Lower GI (unspecified) vs other methods
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Osman 2022107
	OR for cure rate FMT upper vs lower
	NR
	NR
	0.57 [0.48-0.68]
	1
	p<0.01
	FMT (upper GI via upper endoscopy or nasoenteric) 
FMT (oral: frozen capsules)
FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)

	Osman 2022107
	OR for cure rate FMT oral vs lower
	NR
	NR
	0.59 [0.43-0.81]
	1
	p<0.01
	FMT (upper GI via upper endoscopy or nasoenteric) 
FMT (oral: frozen capsules)
FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)

	Terveer, 202022
	Proportion of patients with lower GI delivery relapsed vs cured within 2m
	13
	116
	3 (23%)
	9 (8%) 
	OR 3.6 [0.8-15.3], p=0.10
	The majority of FMTs (127/143, 89%) were infused through a duodenal tube. FMT via the lower gastro-intestinal route was performed by colonoscopy because of motility disorders (n=4), an already planned colonoscopy to rule out IBD (n=8); or sigmoidoscopy because of an ileus due to severe CDI (n=4).

	Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
Antegrade vs retrograde delivery
	9
	11
	6 (66.7%)
	9 (81.8%)
	p=0.617
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Osman 2022107
	No of patients with sepsis or ID transmission FMT lower vs FMT upper or oral
	NR
	NR
	0
	0
	-
	FMT (upper GI via upper endoscopy or nasoenteric) 
FMT (oral: frozen capsules)
FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)



Impact on QoL
No studies
Upper GI vs other methods
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Osman 2022107
	OR for cure rate FMT upper vs lower
	NR
	NR
	0.57 [0.48-0.68]
	1
	p<0.01
	FMT (upper GI via upper endoscopy or nasoenteric) 
FMT (oral: frozen capsules)
FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 30days 
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
[bookmark: _Hlk133836510]I2: 59 (76%)
I3: 28 (76%)
	[bookmark: _Hlk133836539]C: 47 (84%) 
	[bookmark: _Hlk133836577]1:p=0.0489
3:p=0.9968
C:p=0.2543
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 90days
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
I2: 57 (73%)
I3: 26 (70%)
	[bookmark: _Hlk133836645]C: 47 (84%) 
	[bookmark: _Hlk133836693]1:p=0.0413
3:p=0.7523
C:p=0.1494
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group MedCalc

	Ponte 201824
	No of people w/ cure after first FMT
	24
	2
	21 (88%)
	2 (100%)
	RR 0.84 [0.06-12.6], p=8997
	Upper vs lower. All on abx until the day before the FMT, all underwent bowel prep w/ 4L polyethylene glycol night before. PPI (evening before and morning) for gastroscopy, 
loperamide before FMT if colonoscopy
there were 28 patients total and 34 FMTs, three patients lost to follow-up. Two patients in gastroscopy group who experienced recurrence were given colonoscopy and were cured, one patient received gastroscopy and experienced recurrence again. In ‘cured’ group there were three patients who had abx-associated diarrhoea (for respiratory infection) who were still considered ‘cured’. Cure defined as resolution of diarrhoea (due to CDI) and no recurrence up to two months.
Blue font = RR for cure calculated in MedCalc patients 

	Ponte 201824
	No of successful FMTs
	24
	4
	21 (88%)
	4 (100%)
	-
	Upper vs lower. Based on the number of procedures, not patients. Cure defined as resolution of diarrhoea (due to CDI) and no recurrence up to two months.
All on abx until the day before the FMT, all underwent bowel prep w/ 4L polyethylene glycol night before. PPI (evening before and morning) for gastroscopy, 
loperamide before FMT if colonoscopy
there were 28 patients total and 34 FMTs, three patients lost to follow-up. Two patients in gastroscopy group who experienced recurrence were given colonoscopy and were cured, one patient received gastroscopy and experienced recurrence again. In ‘cured’ group there were three patients who had abx-associated diarrhoea (for respiratory infection) who were still considered ‘

	Reigadas 2018104
	Proportion of patients who achieved primary resolution
	I1: 5
I2: 5
	2
	I1: 4 (80%)
I2: 4 (80%)
	2 (100%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT. 
Primary resolution: resolution after 1 treatment and no recurrence within 2 months

	Reigadas 2018104
	Proportion of patients who achieved resolution
	I1: 5
I2: 5
	2
	I1: 5 (100%)
I2: 4 (80%)
	2 (100%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT.
Resolution: resolution after 1 or more treatment and no recurrence within 2 months

	Alghamdi, 201918
	Delivery method
Successful vs failed
	27
	2
	Colonoscopy: 19 (70%)
EGD: 8 (30%)
	Colonoscopy: 1 (50%)
EGD: 1 (50%)
	p=0.5320
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Dogra, 202225
	Proportion of patients receiving FMT via upper GI successful vs failed 
	140
	25
	4 (2.9)
	6 (24.0)
	p<0.001
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Peri, 201920
	OR of failure at 30d
Upper GIT vs other methods
	49
	191
	UV: OR=NR, p=0.214 
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Terveer, 202022
	Proportion of patients with lower GI delivery relapsed vs cured within 2m
	13
	116
	3 (23%)
	9 (8%) 
	OR 3.6 [0.8-15.3], p=0.10
	The majority of FMTs (127/143, 89%) were infused through a duodenal tube. FMT via the lower gastro-intestinal route was performed by colonoscopy because of motility disorders (n=4), an already planned colonoscopy to rule out IBD (n=8); or sigmoidoscopy because of an ileus due to severe CDI (n=4).

	Yoon, 202126
	Proportion of patients who responded to 1 or more FMT
Antegrade vs retrograde delivery
	9
	11
	6 (66.7%)
	9 (81.8%)
	p=0.617
	Patients were w/ recurrent or fulminant CDI, excluding immunocompromised and cirrhosis patients. Most donors were family members of the recipients but not all. 

	Vigvari 201995
	Proportion of patients who responded to 1 FMT and had no recurrence in 6 weeks
	44
	16
	39 (88.6%)
	16 (100%)
	p=0.3113,
	Upper NG vs upper ND. authors reported that resolution of diarrhoea occurred in all patients: within 24hrs for ND group and 48hrs for NG group. In ND group: on patient had recurrent diarrhoea but CD toxin negative. Diagnosed with IBS later. Patients in NG group who did not respond to 1st FMT were >75y and all had underlying severe conditions
UBA usually considered very high risk of bias but in this case the results show no difference, thus not likely to commit type 1 error.

	Vigvari 201995
	Proportion of patients who responded to 1 or 2 FMT and had no recurrence in 6 weeks
	44
	16
	42 (95.5%)
	16 (100%)
	NS
	Upper NG vs upper ND. p value not provided but calculated in MedCalc, authors reported that resolution of diarrhoea occurred in all patients: within 24hrs for ND group and 48hrs for NG group. In ND group: on patient had recurrent diarrhoea but CD toxin negative. Diagnosed with IBS later. Patients in NG group who did not respond to 1st FMT were >75y and all had underlying severe conditions. UBA usually considered very high risk of bias but in this case the results show no difference, thus not likely to commit type 1 error.



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Osman 2022107
	No of patients with sepsis or ID transmission FMT lower vs FMT upper or oral
	NR
	NR
	0
	0
	-
	FMT (upper GI via upper endoscopy or nasoenteric) 
FMT (oral: frozen capsules)
FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)

	Bestfater, 2021103
	Proportion of patients experiencing any adverse events 
	I: 32
I2: 32
I3: 32
	C: 32
	I: 1(3%)
I2: 4 (13%)
I3: 2 (6%)
	C: 0 (0%)
	1:p=0.2033
3:p=0.4032
C:p=0.1351
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
[bookmark: _Hlk133837832]Includes mild and severe events. Mild: constipation and diarrhoea severe: aspiration and bleeding from small intestine)
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of patients experiencing severe adverse events 
	I: 32
I2: 32
I3: 32
	C: 32
	I: 0 (0%)
I2: 2 (6%)
I3: 0 (0%)
	C: 0 (0%)
	-
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Includes events: aspiration and bleeding from small intestine), both in UGIT group
Volume of FMT delivery was not provided for either group

	Ponte 201824
	Adverse events
	24
	4
	0
	0
	-
	FMT gastroscopy vs colonoscopy, events assessed immediately and at follow-up

	Reigadas 2018104
	Proportion of patients who experienced any adverse events
	I1: 5
I2: 5
	2
	I1: 0 (0%)
I2: 0 (0%)
	1 (50%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT.
Adverse event was E coli bacteraemia 



Impact on QoL
No studies
Oral capsules vs other methods
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Jiang 2018105
	Proportion of patients cured after one FMT course 
	31
	34
	26 (84%)
	30 (88%)
	p=0.76
	Reported that all subjects stopped abx 48h before the procedure, had liquid diet a day before and took loperamide in the morning before the procedure. Authors reported that at the start, all intervention patients (n=8) received capsules with 100g of faecal microbiota but the treatment failure was high. After this, patients received a 100g in a clinic followed by a second 100g dose at home 24hrs later. For control group, 500ml containing 100g microbiota frozen and then thawed administered via enema and retained for 60min. 
Cure = no recurrence within 60days
Small sample size – cannot rely on results if we are to assess inferiority. 

	Osman 2022107
	OR for cure rate FMT oral vs lower
	NR
	NR
	0.59 [0.43-0.81]
	1
	p<0.01
	FMT (upper GI via upper endoscopy or nasoenteric) 
FMT (oral: frozen capsules)
FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 30days 
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
I2: 59 (76%)
I3: 28 (76%)
	C: 47 (84%) 
	1:p=0.502
2:p=0.7685
C:p=0.3250
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 90days
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
I2: 57 (73%)
I3: 26 (70%)
	C: 47 (84%) 
	[bookmark: _Hlk133841114]1:p=0.0356
2:p=0.9134
C:p=0.1207
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group Medcalc

	Reigadas 2018104
	Proportion of patients who achieved primary resolution
	I1: 5
I2: 5
	2
	I1: 4 (80%)
I2: 4 (80%)
	2 (100%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT. 
Primary resolution: resolution after 1 treatment and no recurrence within 2 months

	Reigadas 2018104
	Proportion of patients who achieved resolution
	I1: 5
I2: 5
	2
	I1: 5 (100%)
I2: 4 (80%)
	2 (100%)
	NR
	I1: oral capsules, I2: NJ tube, C: colonoscopy. All donations received preferably <6h and always <24h of evacuation, not contaminated w/ water, urine, blood, & min 50g. Suspended in saline w/o preservatives,
Blended, filtered, centrifuged, resuspended in saline + 12.5% glycerol. For the capsule formulation, further centrifuged to increase the concentration. Abx discontinued at least 48h before FMT, light dinner 12hrs before. For NJ tube: omeprazole 40 mg, all prepped w/ 4L Macrogol 4000. There was another patient who underwent NJ-FMT but was excluded: died of unrelated reasons within one week of FMT.
Resolution: resolution after 1 or more treatment and no recurrence within 2 months

	Reigadas 2018104
	Proportion of patients who achieved primary resolution
	32
	-
	26 (81%)
	-
	-
	Authors described a delivery of lyophilised capsules delivered as one dose (4-5 capsules per one treatment). All patients had a light dinner 12h before FMT and were fasting for 10-12 hrs after. 
Primary resolution: resolution after 1 treatment and no recurrence within 2 months Authors reported risk factors but these were for CDI before FMT

	Reigadas 2018104
	Proportion of patients who achieved resolution
	32
	-
	28 (88%)
	-
	-
	Authors described a delivery of lyophilised capsules delivered as one dose (4-5 capsules per one treatment). All patients had a light dinner 12h before FMT and were fasting for 10-12 hrs after. One of six patients who did not respond to initial FMT was not re-treated but included here as well (considered not responded)
Resolution: resolution after 1 or more treatment and no recurrence within 2 months
Authors reported risk factors but these were for CDI before FMT

	Vaughn 202237
	Proportion of cured patients after one FMT at 1 month follow-up
	170
	96
	143 (84%)
	87 (91%)
	p=0.12
	Comparing oral capsules to colonoscopy. No of patients with outcome calculated from percentages

	Vaughn 202237
	Proportion of cured patients after one FMT at 2 month follow-up
	170
	96
	138 (81%)
	80 (83%)
	p=0.70
	Comparing oral capsules to colonoscopy. No of patients with outcome calculated from percentages

	Svensson, 2022106
	Proportion of patients with resolution after 8 weeks post FMT 
	69
	92
	55 (78%)
	49 (53%)
	[bookmark: _Hlk133840805]Adjusted OR: 
3.79 [1.82 - 8.26]
	There were three groups. Comparing here FMT capsules vs FMR retention enema. A third group (excluded) was bacteriotherapy. Choice of treatment was based on physician decision, patient preference and availability of the therapy. There were some changes in abx prescription for CDI, although this should have affected the groups equally. Most patients received FMT from unrelated donors (frozen), but there were 9 patients in enema group wo received FMT from close relatives (fresh). All capsule patients had PPI stopped 24hrs before FMT and fasted 6hrs before. Capsules were not lyophilised but were frozen, – consumed w/ apple or orange juice. Al patients FMT as a single treatment (and dose). The amount of donor material was significantly higher in enema group as 9 patients received 37-200g derived from fresh stool while other patients received standard 50g in both groups from universal donor. 
Resolution was absence of diarrhoea and negative CDI-PCR test. 
Adjusted OR capsule vs enema adjusted for age, sex, CCI, CDI episodes and severity and duration of abx. 

	Svensson, 2022106
	Proportion of patients cured and no recurrence within 12m
	69
	92
	52 (75%)
	38 (41%)
	RR for success 0.42, 0.27- 0.66, p<0.0001
	There were three groups. Comparing here FMT capsules vs FMR retention enema. A third group (excluded) was bacteriotherapy. Choice of treatment was based on physician decision, patient preference and availability of the therapy. There were some changes in abx prescription for CDI, although this should have affected the groups equally. Most patients received FMT from unrelated donors (frozen), but there were 9 patients in enema group wo received FMT from close relatives (fresh). All capsule patients had PPI stopped 24hrs before FMT and fasted 6hrs before. Capsules were not lyophilised but were frozen, – consumed w/ apple or orange juice. Al patients FMT as a single treatment (and dose). The amount of donor material was significantly higher in enema group as 9 patients received 37-200g derived from fresh stool while other patients received standard 50g in both groups from universal donor. 
Resolution was absence of diarrhoea and negative CDI-PCR test, recurrence was diarrhoea + positive CDI test. 
This is calculated based on occurrence rates 3/55 in capsules and 11/49 in enema group
Calculated in MedCalc

	Dogra, 202225
	Proportion of patients receiving FMT orally (capsules) successful vs failed 
	140
	25
	13 (9.3)
	2 (8.0)
	p=1.00
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Peri, 201920
	OR of failure at 30d
Capsules vs other methods
	49
	191
	UV: OR=NR, p=0.093
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Staley 202194
	Proportion of patients who achieved no CDI recurrence after one dose of FMT
	9
	18
	9 (100%)
	14 (77.8%)
	p=0.2677
	Lyophilisaed FMT given as colonoscopy or capsule. Nonrandomised as patients chose a route of administration themselves. Authors hypothesised that the timing of recolonisation is important in preventing CDI occurrence. They previously observed that FMT from oral capsules requires more time for the microbiota to be established in the GI and that bacteria from lyophilised samples are less viables and therefore this method is particularly affected by this. Both groups received lyophilised sample from the similar capsules. In intervention group, the capsule was broken and the contents were dissolved in normal saline before being delivered via colonoscopy (ileum or cecum). Colonoscopy patients received bowel prep, oral patients did not but were asked to take capsules on empty stomach and consume clear liquids for 2hrs after the treatment. Authors reported that the patients with unsuccessful FMT were cured with a second or third dose of FMT. The authors reported that colonoscopic delivery of lyophilised resulted in a faster engraftment. 



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Osman 2022107
	No of patients with sepsis or ID transmission FMT lower vs FMT upper or oral
	NR
	NR
	0
	0
	-
	FMT (upper GI via upper endoscopy or nasoenteric) 
FMT (oral: frozen capsules)
FMT (lower GI via: colonoscopy, sigmoidoscopy, enema)

	Bestfater, 2021103
	Proportion of patients experiencing any adverse events 
	I: 32
I2: 32
I3: 32
	C: 32
	I: 1(3%)
I2: 4 (13%)
I3: 2 (6%)
	C: 0 (0%)
	-
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Includes mild and severe events. Mild: constipation and diarrhoea severe: aspiration and bleeding from small intestine)
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of patients experiencing severe adverse events 
	I: 32
I2: 32
I3: 32
	C: 32
	I: 0 (0%)
I2: 2 (6%)
I3: 0 (0%)
	C: 0 (0%)
	-
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Includes events: aspiration and bleeding from small intestine), both in UGIT group
Volume of FMT delivery was not provided for either group

	Reigadas 2018104
	Proportion of patients who achieved primary resolution and developed side effects
	32
	-
	0 (0%)
	-
	-
	Authors described a delivery of lyophilised capsules delivered as one dose (4-5 capsules per one treatment). All patients had a light dinner 12h before FMT and were fasting for 10-12 hrs after. 
Reported that well tolerated by all

	Vaughn 202237
	Proportion of patients experiencing adverse events within a week
	170
	96
	0 (0%)
	2 (2%)
	-
	Comparing oral capsules to colonoscopy. No of patients with outcome calculated from percentages
One patient was admitted to ICU with chest pain but later all negative results, another patient had aspiration pneumonia 
There was also one patient who died (not possible to know which group) but death was not due to FMT or CDI
[bookmark: _Hlk133841912]There were also some other adverse events but not possible to determine in which group: diarrhoea, constipation, bloating, flatus, fever – no differences between both groups reported. 

	Cold 202253
	Proportion of patients with MDR infections after FMT
	18
	-
	0 (0%)
	-
	-
	FMT was oral capsules given over three days, 25 each day. each capsule consisted of 0.4ml concentrated faecal material and 0.2ml glycerol, total dose approx. equivalent of 50g fresh stool per day. 


	Cold 202253
	Proportion of patients with serious adverse events after FMT
	18
	-
	7 (39%)
	-
	-
	FMT was oral capsules given over three days, 25 each day. each capsule consisted of 0.4ml concentrated faecal material and 0.2ml glycerol, total dose approx. equivalent of 50g fresh stool per day. 
Seven admission to hospital, 6 considered unrelated and 1/18 (6%) worsening of UC – considered possible due to FMT

	Cold 202253
	Proportion of patients who died within 6 months after FMT
	18
	-
	2 (11%)
	-
	-
	FMT was oral capsules given over three days, 25 each day. each capsule consisted of 0.4ml concentrated faecal material and 0.2ml glycerol, total dose approx. equivalent of 50g fresh stool per day. 
Reported neither death due to FMT

	Cheminet, 201842
	Proportion of patients experiencing adverse events
	15
	-
	1 (6.7%)
	-
	-
	[bookmark: _Hlk133842624]Oral. Success defined as initial response and no recurrence. Capsules from one of three healthy donors, given to patients with recurrent CDI, abx discontinued 48hrs earlier. Regime was 15 capsules/day for 2 days (15-24g total). Minimum follow up was three months and all patients recovered with no relapse. Three patients died (malignancies). Two patients had new CDI (3 and 12 months after FMT, due to the initial responses and time lapsed these were considered new infections rather than relapses) and both responded to 2nd FMT with no sign of relapse 4 and 5 months later. One immunocompetent patient had 38C fever and fatigue for 48hrs



Impact on QoL
No studies
Bidirectional vs other methods
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 30days 
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
I2: 59 (76%)
I3: 28 (76%)
	C: 47 (84%) 
	
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 90days
	I: 32
I2: 78
I3: 37
	C: 56
	I: 32 (100%)
I2: 57 (73%)
I3: 26 (70%)
	C: 47 (84%) 
	
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 30days bidirectional vs other methods
	32
	171
	32 (100%)
	134 (78%)
	RR for recurrence (n=39 in control) =0.784 [0.724–0.848], p=0.004
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Comparing bidirectional vs unidirectional methods
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of cured patients after one FMT @ 90days bidirectional vs other methods
	32
	171
	32 (100%)
	130 (76.0%)
	RR for recurrence (n=41 in control) = 0.760 [0.699–0.827], p =0.002
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Comparing bidirectional vs unidirectional methods
Volume of FMT delivery was not provided for either group



Impact on adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Bestfater, 2021103
	Proportion of patients experiencing any adverse events 
	I: 32
I2: 32
I3: 32
	C: 32
	I: 1(3%)
I2: 4 (13%)
I3: 2 (6%)
	C: 0 (0%)
	-
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Includes mild and severe events. Mild: constipation and diarrhoea severe: aspiration and bleeding from small intestine)
Volume of FMT delivery was not provided for either group

	Bestfater, 2021103
	Proportion of patients experiencing severe adverse events 
	I: 32
I2: 32
I3: 32
	C: 32
	I: 0 (0%)
I2: 2 (6%)
I3: 0 (0%)
	C: 0 (0%)
	-
	Methods of delivery were:
I: bidirectional (via UGIT and LGIT)
I2: UGIT to small intestine
I3: capsules
C: LGIT (colonoscopy, not specified)
Includes events: aspiration and bleeding from small intestine), both in UGIT group
Volume of FMT delivery was not provided for either group



Impact on QoL
No studies
Other factors
Location of delivery
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Weingarden, 202238
	Proportion of patients w/ delivery to terminal ileum successful vs failed
	168
	67
	71 (42.3%) 
	25 (37.3%)
	multivariate OR for success: 4.830 (1.359–17.167), p=0.015
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 

	Weingarden, 202238
	Most distal location successful vs failed
	168
	67
	Oral: 1 (0.6%)
UGI: 3 (1.8%)
TI: 15 (8.9%)
RC: 110(65.5%)
TC: 23 (13.7%)
LC: 12 (7.1%)
	Oral: 3 (4.5%)
UGI: 3 (4.5%)
TI: 3 (4.5%)
RC: 38 (56.7%)
TC: 14 (20.9%)
LC: 1 (1.5%)
	multivariate OR for success: 1.362 (0.527–3.524), p=0.524

	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 
UGI: upper GI, TI: terminal ileum, RC: right colon, TC: transverse colon, LC: left colon



Impact on adverse events
No studies
Impact on QoL
No studies
Volume of FMT infused
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Dogra, 202225
	Mean (SD) FMT volume infused successful vs failed 
	140
	25
	337.1 (137.1)
	313.5 (139.8)
	p=0.12
	Success defined as initial response and no recurrence at follow-up. All patients followed up for more than 60d. Median follow-up from first FMT was 2.5 months (IQR 0.7 to 221.5).

	Weingarden, 202238
	Median (IQR) volume of stool infused successful vs failed
	168
	67
	250 (250–300)
	250 (250–450)
	multivariate OR for success: 1.004 (0.997–1.011), p=0.254
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 



Impact on adverse events
No studies
Impact on QoL
No studies
Proton Pump Inhibitors use
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Peri, 201920
	OR failure at 30d
PPI
	49
	191
	
	
	UV: OR=NR, p=0.114
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate



Impact on adverse events
No studies
Impact on QoL
No studies
Antimotility agents used
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Peri, 201920
	OR failure at 30d
Antimotility agent
	49
	191
	
	
	UV: OR=NR, p=0.925
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Weingarden, 202238
	Proportion of patients given loperamide successful vs failed
	168
	67
	126 (75.0%)
	47 (70.1%)
	multivariate OR for success: 1.263 (0.217–7.367), p=0.795
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. 



Impact on adverse events
No studies
Impact on QoL
No studies
Bowel lavage/prep used
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Peri, 201920
	OR failure at 30d
Bowel lavage
	49
	191
	
	
	UV: OR=NR, p=0.191
MV: n/a – not significant at UV
	Failed vs not failed. Failure defined as not responded to treatment or recurrence within 30d
There are some data in tables 1-3 which show different number of patients and these are based on the baseline (at FMT=256) and at 30 and 90d follow-up. It is not possible to determine how many people had risk factors in either group 
UV=univariate, MV=multivariate

	Weingarden, 202238
	Bowel prep successful vs failed
	168
	67
	Poor: 7 (4.2%)
A: 11 (6.6%)
F: 21 (12.5%)
G: 110 (65.5%)
	P: 4 (6.0%)
A: 11 (16.4%)
F: 9 (13.4%)
G: 28 (41.8%)
	[bookmark: _Hlk133853744]multivariate OR for success when poor or inadequate: 0.409 (0.208–0.803), p=0.009
	Successful defined as initial success and no recurrence during follow-up (length not reported but >60days and some people for few years). Failure defined as no initial success or relapse at any time during the follow-up. Poor, Adequate, Fair and Good. 

	Tariq, 202121
	Quality of bowel preparation successful vs failed
	70
	70
	
	
	[bookmark: _Hlk133853849]OR 3.84 for patients who were not given poor bowel prep 95% CI, 1.59-9.28
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Cases n=61 – into not available for 9. Quality of prep was assessed by endoscopist at the time of FMT
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria



Impact on adverse events
No studies
Impact on QoL
No studies

Post-FMT factors (section 4.6)
Use of non-CDI antibiotics
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Alghamdi, 201918
	Number of patients who had non-CD abx within 12 weeks of FMT
Successful vs failed
	27
	2
	7 (26%)
	0 (0%)
	p=1
	Success = responded to FMT (at least one) and no symptoms recurrence for 8 weeks

	Tariq, 202121
	Number of patients w/ use of non-CDI abx after FMT successful vs failed
	70
	70
	15 (21.4%)
	38 (54.3%)
	[bookmark: _Hlk133915001]p<0.001 M: OR for failure: 7.39 [3.02-18.07]
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria

	[bookmark: _Hlk133915103]Terveer, 202022
	Number of patients with post FMT abx use relapsed vs cured within 2m
	13
	102
	5 (39%) 
	15 (15%)
	OR 3.6 [1.0-12.6], p=0.03
	



Impact on adverse events
No studies
Impact on QoL
No studies
Other post-FMT factors
Impact on effectiveness
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	[bookmark: _Hlk133519827]Terveer, 202022
	Number of patients with post-FMT infection (not CDI) relapsed vs cured within 2m
	13
	102
	2 (15%) 
	17 (17%)
	OR 0.9 [0.2-4.5], p=1.0
	




	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Tariq, 202121
	Number of patients w/ antisecretory therapy after FMT successful vs failed
	70
	70
	19 (21.7%)
	22 (31.4%)
	p=0.57
	There were a total of 522 patients and from 452, 70 were selected as controls to match the cases by sex and the date of FMT. Failure was identified as no response to FMT or recurrence at up to 5 years of follow-up U= univariate analysis, M= multivariate analysis (only performed on risk factors which were considered significant in univariate). Most FMTs were colonoscopies, but some were via enema, combined endoscopy and sigmoidoscopy 
Some patients were managed with FMT after failure – not included in this analysis. Authors also performed risk factors for early vs late failure but this was only on cases – not our inclusion criteria




	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Terveer, 202022
	Number of patients with hospitalisation post-FMT (not CDI related) relapsed vs cured within 2m
	13
	102
	3 (23%) 
	14 (14%)
	OR 1.9 [0.5-7.7], p=0.41
	



	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	Kachlikova, 202019
	Median (min-max) time from FMT to 1st defecation successful vs failed
	45
	15
	20 (12–24)
	24 (3–24)
	Multivariate OR for time (NS) OR=1.0 [0.9–1.1], p=0.914
	All FMT given by retention enema. Time threshold not specified




Impact on adverse events
No studies
Impact on QoL
No studies
Prophylactic FMT (section 4.7)
No studies 
Additional data from excluded studies:
	Citation

	112Kates AE, Gaulke I, De Wolfe T, Zimbric M, Haight K, Watson L, Suen G, Kim K, Safdar N. Fecal microbiota transplantation for patients on antibiotic treatment with C. difficile infection history (GRAFT): Study protocol for a phase II, randomized, double-blind, placebo-controlled trial to prevent recurrent C. difficile infections. Contemp Clin Trials Commun. 2020 May 19;18:100576. 




FMT for non-CDI indications (section 4.8)
Ulcerative colitis
Effectiveness of FMT on UC
	[bookmark: _Hlk527447979]Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Chehade, 2022113
	No of patients achieving clinical & endoscopic remission 
	161
	163
	49 (30%)
	16 (10%)
	OR=4.11 [2.19-7.72]
I2=0%, p=0.82
	6x RCT included. FMT was different types (colonoscopy, enema, oral, and different types of upper), donors all universal – some studies used only one, FMT fresh or frozen. Two studies used abx in both groups and 4x used no abx in either. One study used corticosteroids w/ FMT but sensitivity analysis showed similar results, also no difference between active and in remission UC. Sensitivity analyses also showed no difference for fresh vs frozen, single vs pooled donors, intensive vs less intensive frequency of FMT (1x/week vs less than 1x/week), w/ or w/o abx, w/ or w/o bowel prep. 

	Brezina, 2021114
	No of patients achieving clinical remission @ 12 weeks
	21
	22
	12 (57%) 
	8 (36%)
	NS
	This was non-inferiority trial. Study regimen was 5x FMT via enema in first week followed by 5 weeks once weekly. Control was mesalamine enema every days for 2 weeks and every other day for the remaining four weeks. Remission defined as Mayo score no more than 2 and no sub-score more than 1. FMT was from universal donors, frozen. There were 23 patients in the FMT group but they did not tolerate FMT after first infusion and were excluded from treatment but included in ITT analysis. Also reported no significant difference in clinical response and endoscopic remission. Also reported that microbial diversification was observed in both groups but it was sustained at 3months in FMT only. Showed FMT not inferior to mesalamine which is a standard for treating this type of UC. 

	Tkach, 2022115
	No of patients achieving clinical remission @ 4 weeks
	26
	27
	16 (61.5%)
	14 (51.9%)
	p=0.583
	Remission of UC, defined as a partial Mayo score ≤2, + decreased fecal calprotectin
Also reported that among 14 in control group , 5 required higher dose of mesalazine. 

	Tkach, 2022115
	No of patients achieving clinical remission @ 8 weeks
	26
	27
	 22 (84.6%)
	 19 (70.4%)
	p=0.215
	Remission of UC, defined as a partial Mayo score ≤2, + decreased fecal calprotectin
Possibly underpowered as calculations said 60 participants needed. 

	Tkach, 2022115
	Mean Mayo score after 8 weeks
	26
	27
	1.34 ± 1.44
	2.14 ± 1.4
	p=0.045
	





Adverse events 
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Chehade, 2022113
	No of patients experiencing at least 1 AE within 1week 
	161
	163
	8.07%
	6.13%

	OR=1.38 [0.58-3.30] p=0.46
	6x RCT included. Worsening colitis (OR, 0.89; 95% CI, 0.26-3.05), colectomy (OR, 1.39; 95% CI, 0.22-8.99), and CDI (OR, 4.27; 95% CI, 0.45-40.64)

	Brezina, 2021114
	No of patients experiencing at least 1 AE 
	21
	22
	12 (57%) 
	13 (59%)
	NS
	All were self-limiting GI complaints. 

	Brezina, 2021114
	No of patients experiencing severe AE 
	21
	22
	4 (19%)
	1 (5%)
	NS
	All were worsening colitis requiring intensification of treatment (e.g. steroids or biological therapy). 

	Tkach, 2022115
	No of patients experiencing at least 1 AE 
	26
	27
	6 (23.1)
	2 (7.4%)
	p=0.113
	FMT: abdominal pain or bloating (x3), diarrhea (x2), constipation (x1). 
Control: constipation (x1), headaches (x1)
No serious events in either group. 




QoL
No studies
Crohn’s Disease
Effectiveness of FMT on CD
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Sokol, 2020126
	Number of patients experiencing no flare @ 20 weeks
	8
	9
	5 (62.5%)
	3/9 (33%)
	p=0.23
	Patients in both groups were recruited during CD flare and all given corticosteroids. When in remission, patients given either one dose of FMT (equivalent of 50-100g stool) or one sham FMT (physiological serum), both delivered via colonoscopy to caecum. Excluded were those who had a fistula, abscesses, needed surgical treatment or were on immunosuppressants in the last 3 months. Patients randomised after they responded to corticosteroids within 3 weeks. Authors say they used intention to treat analysis, but they did not – they randomised 10 patients into sham FMT and 11 into FMT but only 9 and 8 people were analysed. 6 and 5 respectively completed a trial with three in each group declining further participation. Reported that 4/6 who withdrew experienced a flare. The CDEIS decreased significantly 6 weeks after FMT (8.5 [4.6; 13.0] vs. 3.5 [1.0; 8.9]; p = 0.03) but not after sham (2.4 [0.0;8.3] vs. 2.7 [0.7;10.0]; p = 0.8; but this was only based on the subset of people who were available at 6-week follow up and excluding one patient in each group due to bowel cleansing problems. The baseline for CDEIS based on all those who were randomised was different: 1.6 in FMT and 7.1 in sham FMT, thus not comparable to the results obtained. 6 weeks after FMT, CRP levels remained stable (3.0 [3.0; 3.0] vs. 3.0 [3.0; 14.2] mg/l; p = 0.5) while they had already started to increase in the sham group (3.0 [3.0; 4.2] vs. 6.9 [4.0; 8.7] mg/l; p = 0.008.
Also note before after comparisons rather than between groups – not a usual approach. 

	Sokol, 2020126
	Number of patients w/ steroid free clinical remission
	8
	9
	7 (88%)
	4 (44.4%)
	p=0.13
	



Adverse events
No studies
QoL
No studies
Pouchitis
Effectiveness of FMT on Pouchitis
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Herfarth, 2019127
	No of patients in remission within 16 weeks
	4
	2
	0 (0%)
	0 (0%)
	-
	Patients with antibiotic dependant pouchitis defined as those who need >4weeks of abx to remain in remission w/ history of at least two attempts to stop abx. All FMT from one universal donor, frozen. All patients stopped abx 24hrs before. Intervention: 24g stool infused via endoscopy (not specified) in one session + 14d of 6x (4.2g total faecal matter) capsules. Control was placebo infusion and capsules. Five patients offered off-protocol FMT afterwards and 4 still did not receive remission. Initial protocol aimed to include 20 patients but due to no effect, the study was stopped. Also reported that faecal calprotectin increased and that only 1 patient (who responded to off-protocol FMT) had a successful engraftment. 

	Karjalainen, 2021128
	No of patients in remission and no recurrence within 52 weeks
	13
	13
	4 (31%)
	5 (38%)
	p=0.183
	Two FMT given: one in week 0 via pouchoscopy and in week 4 via transanal catheter. All from universal donor. Control had autologous FMT as placebo. Abx in both groups discontinued 36hrs before FMT and all given loperamide ½ hr before. All advised to hold FMT in pouch for as long as possible, no bowel prep. Probiotics allowed in participants used them. Donor universal, previously used for successful FMT in C diff, FMT previously frozen. Remission = PDAI score <7. Reported that five patients in FMT relapsed before the second FMT and none of the patients relapsed before second FMT in placebo group 



Adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Herfarth, 2019127
	No of patients experiencing adverse events 
	4
	2
	0 (0%)
	0 (0%)
	-
	Patients with antibiotic dependant pouchitis defined as those who need >4weeks of abx to remain in remission w/ history of at least two attempts to stop abx. All FMT from one universal donor, frozen. All patients stopped abx 24hrs before. Intervention: 24g stool infused via endoscopy (not specified) in one session + 14d of 6x (4.2g total faecal matter) capsules. Control was placebo infusion and capsules. 

	Karjalainen, 2021128
	No of patients experiencing at least 1 AE within 1week 
	13
	13
	3 (23%) (fever, abdo pain, faecal urgency, nausea)
	1 (8%) (fever)
	-
	No major adverse events, all other events self-limiting, although patient w/ nausea lost some weight. 



QoL
No studies
Irritable Bowel Syndrome
Effectiveness of FMT on IBS
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Wu, 2022129
	Number of patients not achieving cure @ 12 weeks
	290
	186
	105
	111
	RR 0.75, [0.43–1.31]
I2=87%
	Data overall show no benefit, but it seems that this may be due to some other factors. FMT via oral capsules was significantly less effective (RR for not achieving cure 1.88 (1.06–3.35) I2=36%), while positive effect was seen for colonoscopy (0.70 (0.51–0.96) I2=0%) and upper GI (0.37 (0.14–0.99) I2=91%). 
Other protective factor was fresh stool given (0.59 (0.41–0.85) I2=0%). 
High heterogeneity for upper GI could be because of the delivery method: gastroscopy vs NJ tube (both delivered to duodenum). 
Data in the text (55% vs 40% success) don’t seem to correspond to the data in the figure

	Wu, 2022129
	Number of patients not sustaining cure @ 1 year
	121
	73
	80
	55
	RR 0.90 [0.72-1.12]
	Based on three studies. 

	Singh, 2021130
	Mean (SD) IBS-SSS change at 10 weeks
	I1: 8
I2: 9
I3: 7
	C: 11
	I1: −32.3 (124.8)
I2: −85.3 (94.6)
I3: −114 (149.3)
	C: −93.4 (97.1)
	p=0.55
	Study had four arms: I1: FMT alone, I2: FMT + pre-treatment Rifaximin, I3: FMT + pre-treatment Ciprofloxacin & Metronidazole, C: placebo. Patients in all groups also given omeprazole for 2d and bowel prep 24hrs before FMT or placebo. Participants had IBS predominant diarrhoea type. Primary outcome was success of FMT engraftment – not our criteria, thus only secondary outcomes reported here. FMT from universal donors, frozen, delivered as a capsule, one treatment of 19x capsules containing 0.75g faecal matter. Trial ended early as the Open Biome capsules were no longer available. P value result of ANOVA which compared the difference between all groups but also p=0.68 when FMT (all three arms) compared to placebo. FMT (with or without antibiotic pretreatment) was not superior to placebo in improving gastrointestinal symptoms in IBS-D. Bacterial engraftment with FMT did not translate into symptom improvement in IBS-D.

	Singh, 2021130
	Number of patients with adequate relief at 10 weeks
	I1: 8
I2: 9
I3: 7
	C: 11
	I1: 2 (25%)
I2: 4 (44.4%)
I3: 4 (57.1%)
	C: 4 (36.4%)
	p=0.66
	Study had four arms: I1: FMT alone, I2: FMT + pre-treatment Rifaximin, I3: FMT + pre-treatment Ciprofloxacin & Metronidazole, C: placebo. Patients in all groups also given omeprazole for 2d and bowel prep 24hrs before FMT or placebo. Participants had IBS predominant diarrhoea type. Primary outcome was success of FMT engraftment – not our criteria, thus only secondary outcomes reported here. FMT from universal donors, frozen, delivered as a capsule, one treatment of 19x capsules containing 0.75g faecal matter. Trial ended early as the Open Biome capsules were no longer available. P value result of ANOVA which compared the difference between all groups but also p=0.10 when FMT (all three arms) compared to placebo. FMT (with or without antibiotic pretreatment) was not superior to placebo in improving gastrointestinal symptoms in IBS-D. Bacterial engraftment with FMT did not translate into symptom improvement in IBS-D.

	Singh, 2021130
	Number of patients with global improvement at 10 weeks
	I1: 8
I2: 9
I3: 7
	C: 11
	I1: 2 (25%)
I2: 3 (33.3%)
I3: 2 (28.6%)
	C: 2 (18.2%)
	p=0.95
	Study had four arms: I1: FMT alone, I2: FMT + pre-treatment Rifaximin, I3: FMT + pre-treatment Ciprofloxacin & Metronidazole, C: placebo. Patients in all groups also given omeprazole for 2d and bowel prep 24hrs before FMT or placebo. Participants had IBS predominant diarrhoea type. Primary outcome was success of FMT engraftment – not our criteria, thus only secondary outcomes reported here. FMT from universal donors, frozen, delivered as a capsule, one treatment of 19x capsules containing 0.75g faecal matter. Trial ended early as the Open Biome capsules were no longer available. P value result of ANOVA which compared the difference between all groups but also p=0.69 when FMT (all three arms) compared to placebo. FMT (with or without antibiotic pretreatment) was not superior to placebo in improving gastrointestinal symptoms in IBS-D. Bacterial engraftment with FMT did not translate into symptom improvement in IBS-D.

	Tkach, 2022b131
	IBS-SSS score @ 12 weeks
	30
	29
	179.80 (26.1)
	189.17 (25.80) 
	p=0.705
	[bookmark: _Hlk143700940][bookmark: _Hlk143701843]Standard care was recommending FODMAP diet, + Otilonium Bromide + probiotic
Reported that score decreased significantly from baseline in both groups. Same for Fatigue Assessment Score (FAS), decreased significantly and no difference between the groups, p=0.515
I was sure from reading the paper, but it is made clearer in the registered protocol (found here https://classic.clinicaltrials.gov/ct2/show/NCT05461833) that FMT group only received FMT and none of the standard care components
Conclusion: one FMT is safe and as effective as standard care 



Adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Wu, 2022129
	Adverse events
	222
	144
	126 (56.8%)
	47 (32.6%)
	RR 1.20, [0.59–2.47]
	Reported in 5 RCTS. Serious adverse events occurred in 3x RCTs (one each) and none were related to FMT. The AEs included abdominal pain, bloating, nausea, and diarrhoea, all transient and self-resolved.

	Singh, 2021130
	Adverse events
	I1: 8
I2: 9
I3: 7
	C: 11
	I1: 1x UTI
I2: 1x nasal congestion
I3: 1x brain fog, 1x severe headache, 1x genital HSV-1 infection
	C: 1x strep pharyngitis 
	
	Study had four arms: I1: FMT alone, I2: FMT + pre-treatment Rifaximin, I3: FMT + pre-treatment Ciprofloxacin & Metronidazole, C: placebo. Patients in all groups also given omeprazole for 2d and bowel prep 24hrs before FMT or placebo. Participants had IBS predominant diarrhoea type. Primary outcome was success of FMT engraftment – not our criteria, thus only secondary outcomes reported here. FMT from universal donors, frozen, delivered as a capsule, one treatment of 19x capsules containing 0.75g faecal matter. Trial ended early as the Open Biome capsules were no longer available.

	Singh, 2021130
	No. of patients experiencing at least one adverse event
	21
	17
	19 (90%)
	13 (76%)
	-
	MDRO for inclusion were ESBL-E and/or CPE, if ESBL - patients needed at least one episode requiring abx. Patients randomised to control group received no specific treatment, those in intervention group had oral colistin and neomycin for 5d, a day washout period and followed by FMT, no bowel prep, omeprazole evening before and morning of FMT. Initial protocol specified NG tube as delivery but due to centres struggling w/ recruitment, 2 centres used capsules. Unrelated donors, frozen, one administration of approx. 40g faeces. One patient did not undergo an intervention and was treated as failure; also reported 3x patients did not comply w/ abx. Overall, 104 events of which four were severe, although one considered ‘possible’ due to intervention (hepatic encephalopathy
in a patient with liver cirrhosis) in intervention group and 66 events of which two were severe I control group. 


	Tkach, 2022b131
	No. of patients experiencing at least one adverse event
	30
	-
	8 (26.6%)
	-
	-
	[bookmark: _Hlk143701391]Abdominal pain or bloating (x6), diarrhoea (x5), constipation (x3), nausea (x2)



QoL
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Wu, 2022129
	Mean IBS QoL
	206
	131
	-
	-
	Mean difference 9.39 [3.86-14.91]
	Based on five studies, error in forest plot which says favours placebo but the score is higher in FMT group, thus favouring FMT. 

	Singh, 2021130
	Mean (SD) IBS-QoL change at 10 weeks
	I1: 8
I2: 9
I3: 7
	C: 11
	I1: 15.4 (20.8)
I2: 19.3 (25.2)
I3: −1.2 (7.6)
	C: 9.4 (18.4)
	p=0.61
	Study had four arms: I1: FMT alone, I2: FMT + pre-treatment Rifaximin, I3: FMT + pre-treatment Ciprofloxacin & Metronidazole, C: placebo. Patients in all groups also given omeprazole for 2d and bowel prep 24hrs before FMT or placebo. Participants had IBS predominant diarrhoea type. Primary outcome was success of FMT engraftment – not our criteria, thus only secondary outcomes reported here. FMT from universal donors, frozen, delivered as a capsule, one treatment of 19x capsules containing 0.75g faecal matter. Trial ended early as the Open Biome capsules were no longer available. P value result of ANOVA which compared the difference between all groups but also p=0.47 when FMT (all three arms) compared to placebo. FMT (with or without antibiotic pretreatment) was not superior to placebo in improving gastrointestinal symptoms in IBS-D. Bacterial engraftment with FMT did not translate into symptom improvement in IBS-D.

	Tkach, 2022b131
	IBS-QoL @ 12 weeks
	30
	29
	128.79 (18.63)
	129.46 (17.88) 
	p=0.948
	



Constipation
Effectiveness of FMT on constipation
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Fang, 2021142
	Total Effective Rate (2x RCT)

	82
	81
	74
	54
	RR=1.35 [1.14-1.6]

HG:
I2=13%, p=0.28
	SR judged as unclear risk of bias, mostly because the RCTs included were not of good quality: no allocation concealment, no blinding, and effect of dropout/loss to follow up not taken into account. Only one study was low risk of bias and included these. Also, this was the only study which followed up for 12weeks (other 4-6 weeks) and this study only reported overall effect (defined as an average increase of one or more spontaneous and complete bowel movements per week), BFSF and Wexner score. Studies used macrogol, PEG or lactulose (n=3) as laxatives. 
Total effective rate was defined as ≥3 defecations per week + improved stool characteristics + defecation difficulties. There was also one study which was not included in the analysis and reported that 90% in intervention group compared to 33.3% in control group receiving only macrogol (p=0.0022)

	Fang, 2021142
	BSFS score (3x RCT)
	103
	103
	NR
	NR
	Mean difference 1.04 [0.57-1.51]

HG:
I2=76%, p=0.02
	SR judged as unclear risk of bias, mostly because the RCTs included were not of good quality: no allocation concealment, no blinding, and effect of dropout/loss to follow up not taken into account. Only one study was low risk of bias and included these. Also, this was the only study which followed up for 12weeks (other 4-6 weeks) and this study only reported overall effect (defined as an average increase of one or more spontaneous and complete bowel movements per week), BSFS and Wexner score. Studies used macrogol, PEG or lactulose (n=3) as laxatives. 
Lowest score = constipation. 

	Fang, 2021142
	Wexner score (2x RCT)
	73
	73
	NR
	NR
	Mean difference -3.25 [-5.58 to -0.92]

HG:
I2=92%, p=0.0003
	SR judged as unclear risk of bias, mostly because the RCTs included were not of good quality: no allocation concealment, no blinding, and effect of dropout/loss to follow up not taken into account. Only one study was low risk of bias and included these. Also, this was the only study which followed up for 12weeks (other 4-6 weeks) and this study only reported overall effect (defined as an average increase of one or more spontaneous and complete bowel movements per week), BFSF and Wexner score. Studies used macrogol, PEG or lactulose (n=3) as laxatives. 

	Fang, 2021142
	KESS score (2x RCT)
	80
	80
	NR
	NR
	Mean difference -5.65 [-7.2 to -3.69]

HG:
I2=0%, p=0.38
	SR judged as unclear risk of bias, mostly because the RCTs included were not of good quality: no allocation concealment, no blinding, and effect of dropout/loss to follow up not taken into account. Only one study was low risk of bias and included these. Also, this was the only study which followed up for 12weeks (other 4-6 weeks) and this study only reported overall effect (defined as an average increase of one or more spontaneous and complete bowel movements per week), BFSF and Wexner score. Studies used macrogol, PEG or lactulose (n=3) as laxatives. 




Adverse events
No studies
QoL
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Fang, 2021142
	PAC-QOL score (3x RCT)
	123
	123
	NR
	NR
	Mean difference -18.56 
[-26.43 to -10.68]

HG:
I2=78%, p=0.01
	SR judged as unclear risk of bias, mostly because the RCTs included were not of good quality: no allocation concealment, no blinding, and effect of dropout/loss to follow up not taken into account. Only one study was low risk of bias and included these. Also, this was the only study which followed up for 12weeks (other 4-6 weeks) and this study only reported overall effect (defined as an average increase of one or more spontaneous and complete bowel movements per week), BFSF and Wexner score. Studies used macrogol, PEG or lactulose (n=3) as laxatives. 



Preventing hepatic encephalopathy in patients with decompensated cirrhosis
Effectiveness of FMT on hepatic encephalopathy
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Hong, 2022143
	Number patients who experienced HE recurrence
	RCT1: NR
RCT2: 10
CS3: 10
	RCT1: NR
RCT2: 10
CS3: -
	RCT1: 0%
RCT2: 1 (10%)
CS3: 3 (30%)
	RCT1: 50%
RCT2: 3 (30%)
CS3: -
	RCT1: p=0.03
RCT2: NS
CS3: -
	The data for second RCT seem incorrect. This is meant to say 1 patient with HE in FMT and three in standard care group. HE = hepatic encephalopathy. The review has some limitations, mostly due to inadequate searches which may mean not all studies were retrieved. The review did not seem to take the quality or the study design into consideration. Primary outcome measure was adverse events which was our most important outcome. 

	Hong, 2022143
	Mean PHES score change
	RCT1: NR
	RCT1: NR
	RCT1: -3.1
	RCT1: 0.00
	RCT1: p=0.03
	The data for second RCT seem incorrect. This is meant to say 1 patient with HE in FMT and three in standard care group. HE = hepatic encephalopathy. The review has some limitations, mostly due to inadequate searches which may mean not all studies were retrieved. The review did not seem to take the quality or the study design into consideration. Primary outcome measure was adverse events which was our most important outcome. 

	Hong, 2022143
	Mean MELD score change
	RCT1: NR
	RCT1: NR
	RCT1: NR
	RCT1: NR
	RCT1: p=0.78
	The data for second RCT seem incorrect. This is meant to say 1 patient with HE in FMT and three in standard care group. HE = hepatic encephalopathy. The review has some limitations, mostly due to inadequate searches which may mean not all studies were retrieved. The review did not seem to take the quality or the study design into consideration. Primary outcome measure was adverse events which was our most important outcome. 

	Hong, 2022143
	Encephal App performance score
	RCT2: NR
	RCT2: NR
	improved post FMT only

	RCT2: p = 0.02
	The data for second RCT seem incorrect. This is meant to say 1 patient with HE in FMT and three in standard care group. HE = hepatic encephalopathy. The review has some limitations, mostly due to inadequate searches which may mean not all studies were retrieved. The review did not seem to take the quality or the study design into consideration. Primary outcome measure was adverse events which was our most important outcome. 

	Hong, 2022143
	CTP score change
	CS3: NR
	CS3: -
	CS3: (9.5 9–10.75) after vs. 8 (7–8) before
	CS3: -
	CS3: significant p=NR
	The data for second RCT seem incorrect. This is meant to say 1 patient with HE in FMT and three in standard care group. HE = hepatic encephalopathy. The review has some limitations, mostly due to inadequate searches which may mean not all studies were retrieved. The review did not seem to take the quality or the study design into consideration. Primary outcome measure was adverse events which was our most important outcome. 

	Hong, 2022143
	MELD score change
	CS3: NR
	CS3: -
	CS3: 18 (16.25–19) after vs. 15 (14–16) before
	CS3: -
	CS3: significant p=NR
	The data for second RCT seem incorrect. This is meant to say 1 patient with HE in FMT and three in standard care group. HE = hepatic encephalopathy. The review has some limitations, mostly due to inadequate searches which may mean not all studies were retrieved. The review did not seem to take the quality or the study design into consideration. Primary outcome measure was adverse events which was our most important outcome. 



Adverse events
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Hong, 2022143
	Adverse events
	RCT1: NR
RCT2: 10
CS3: 10
	RCT1: NR
RCT2: 10
CS3: -
	RCT1: yes
RCT2: yes
CS3: - yes
	-
	-
	RCT1: no death, no serious events, unknown other events, 2x AKI not related to FMT
RCT2: no death, no serious events, 1x UTI (K. pneumoniae), 1x pneumonia, 1x alpha 1
antitrypsin infusions following FMT, also one HE post-TIPS not related to FMT
CS3: - 1x death (bronchopneumonia), 1x Spontaneous bacterial peritonitis (SBP) @4weeks, unknown other events and 1x SBP @8weeks not related to FMT



QoL
No studies
Metabolic syndrome
Effectiveness of FMT on metabolic syndrome
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	Mocanu, 2021145
	Mean (SD) HOMA2-IR at 0 vs 6 weeks
	I2: 14
	C2: 17
	
I2: 3.16 (3.01) vs 3.77 (3.57) p=0.02
	C2: 3.76 (2.01) vs
3.56 (1.81) p=0.8
	I2 to C2: mean difference(−24.0% (12.0%) p=0.02) 

	Groups were:
I1: FMT + high-fermentable fibre
I2: FMT + low-fermentable fibre	
C1: high-fermentable fibre
C2: low-fermentable fibre
Here comparing only C2 and I2 because other groups were only CBA data.

	Mocanu, 2021145
	Mean (SD) HOMA2-IS at 0 vs 6 weeks
	I2: 14
	C2: 17
	NR
	NR
	I2 to C2: mean difference HOMA2-IS (27.6% ± 12.3%;
P = 0.02)
	 

	Smits, 2018146
	Mean (SD) HbA1C (mmol/mol) @ 2weeks
	10
	10
	37.4 (3.5)
	38.3 (3.9)
	p=0.48
	All data were secondary and only reported in supplement. Participants were obese w/ metabolic syndrome defined as glucose metabolism impairment + at least 2 of the other 4 criteria. Intervention was a single FMT from a vegan, healthy, lean donor. Control was autologous FMT. Follow up was only 2 weeks. 

	Smits, 2018146
	Mean (SD) glucose (mmol/L) @ 2weeks
	10
	10
	5.9 (0.6)
	6.0 (0.6)
	p=0.62
	All data were secondary and only reported in supplement. Participants were obese w/ metabolic syndrome defined as glucose metabolism impairment + at least 2 of the other 4 criteria. Intervention was a single FMT from a vegan, healthy, lean donor. Control was autologous FMT. Follow up was only 2 weeks. 

	Smits, 2018146
	Mean (SD) insulin (miU/L) @ 2weeks
	10
	10
	140.7 (64.8)
	121.0 (76.5)
	p=0.78
	All data were secondary and only reported in supplement. Participants were obese w/ metabolic syndrome defined as glucose metabolism impairment + at least 2 of the other 4 criteria. Intervention was a single FMT from a vegan, healthy, lean donor. Control was autologous FMT. Follow up was only 2 weeks. 

	Smits, 2018146
	Mean (SD) total cholesterol (mmol/l) @ 2weeks
	10
	10
	5.3 (0.9)
	5.0 (0.7)
	p=0.94
	All data were secondary and only reported in supplement. Participants were obese w/ metabolic syndrome defined as glucose metabolism impairment + at least 2 of the other 4 criteria. Intervention was a single FMT from a vegan, healthy, lean donor. Control was autologous FMT. Follow up was only 2 weeks. 

	Smits, 2018146
	Mean (SD) LDL (mmol/l) @ 2weeks
	10
	10
	3.5 (0.8)
	3.2 (0.5)
	p=0.85
	All data were secondary and only reported in supplement. Participants were obese w/ metabolic syndrome defined as glucose metabolism impairment + at least 2 of the other 4 criteria. Intervention was a single FMT from a vegan, healthy, lean donor. Control was autologous FMT. Follow up was only 2 weeks. 

	Smits, 2018146
	Mean (SD) HDL (mmol/l) @ 2weeks
	10
	10
	1.2 (0.2)
	1.2 (0.2)
	p=0.47
	All data were secondary and only reported in supplement. Participants were obese w/ metabolic syndrome defined as glucose metabolism impairment + at least 2 of the other 4 criteria. Intervention was a single FMT from a vegan, healthy, lean donor. Control was autologous FMT. Follow up was only 2 weeks. 



Adverse events
No studies
QoL
No studies
Obesity
Effectiveness of FMT on obesity
	Author, Year
	Outcome measure
	Number of participants
	Outcome
	Significance
	Comments

	
	
	Experimental
	Control
	Experimental
	Control
	
	

	[bookmark: _Hlk137230580]Obesity

	Allegretti, 2020c151
	Mean BMI change from baseline to 12w 
	11
	11
	0.3 (1.3)
	0.7 (1.2)
	p=0.51
	Data obtained from personal communication with first author. P value obtained from social science statistics online calculator. 


Adverse events
No studies
QoL
No studies

Data from excluded studies 
	Metabolic syndrome

	Koopen, 2021147
	[bookmark: _Hlk137232608]All participants started Mediterranean diet 2weeks (T-2) before FMT (T0), continued diet for six weeks post-FMT (T6) and stopped for the next 6 weeks (T12). Intervention was FMT from a healthy normal weight donor, control was autologous FMT. Primary outcome was composition of the faeces but secondary outcomes were relevant. Follow up for 12 weeks but the data for secondary outcomes only available up to T6. These are not really RCT data: compared before-after for intervention and control group but no direct comparison between intervention and control. As summary – For both groups: there were observed positive changes for weight, cholesterol (total, LDL and HDL) and HbA1c but these already improved in the first 2 weeks on Mediterranean diet bur before FMT. For both groups: other parameters e.g. HOMA-IR, fasting glucose and insulin did not improve after FMT but did improve from T-2 to T0. Therefore it is the diet that likely made a difference, not FMT – however difficult to tell due to indirect comparison. 

	Craven, 2020148
	Median (IQR) HOMA-IR at 0 vs 6 weeks did not improve in either group

	Yu, 2020149
	FMT or placebo administered 1x/week for 6 weeks. Study authors reported that the engraftment of FMT was successful but that this did not translate to any benefits. Insulin sensitivity measured by hyperinsulinemic-euglycemic clamp technique. There were no differences between the FMT and placebo groups in change in HOMA-IR, fat mass, fasting lipids, or resting energy expenditure over the 12-week study. Statistically significant difference in HbA1c but clinically, this was a negligent reduction (0.1%). 

	De Groot, 2019150
	Reason: both had FMT – both groups after FMT observed decrease in insulin sensitivity

	Multi-Drug Resistant Organisms

	Huttner, 2019156
	No. of patients w/ no MDRO detected in faeces @ 35-48d
	22
	17
	9 (41%)
	5 (29%)
	[bookmark: _Hlk137235303]OR for decolonisation success: 1.7 [ 0.4 - 6.4]
	[bookmark: _Hlk137235203]MDRO for inclusion were ESBL-E and/or CPE, if ESBL - patients needed at least one episode requiring abx. Patients randomised to control group received no specific treatment, those in intervention group had oral colistin and neomycin for 5d, a day washout period and followed by FMT, no bowel prep, omeprazole evening before and morning of FMT. Initial protocol specified NG tube as delivery but due to centres struggling w/ recruitment, 2 centres used capsules. Unrelated donors, frozen, one administration of approx. 40g faeces. One patient did not undergo an intervention and was treated as failure; also reported 3x patients did not comply w/ abx. 

	Bilsen, 2022158
	Since 2020, seven highly heterogenous, small, nonrandomised cohort studies and five case reports have been published. In line with previous literature, decolonisation rates ranged from 20 to 90% between studies and were slightly higher for carbapenem-resistant Enterobacteriaceae than vancomycin-resistant Enterococcus. Despite moderate decolonisation rates in two studies, a reduction in MDRO bloodstream and urinary tract infections was observed. Although a number of smaller cohort studies show some effect of FMT for MDRO decolonisation, questions remain regarding the true efficacy of FMT (taking spontaneous decolonisation into account), the optimal route of administration, the role of antibiotics pre and post-FMT and the efficacy in different patient populations. The observed decrease in MDRO infections post-FMT warrants further research.





Appendix 5 – GRADE tables
Effectiveness of FMT
General population
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	General population

	Outcome: meta-analysis RR for success FMT vs standard treatment or placebo

	62,11-15
	RCT2,11-15
	Moderate risk of bias
	Some inconsistency	No indirectness	No imprecision	4/6 studies moderate risk, 2/6 low risk of bias, high heterogeneity due to different methods and comparison groups
	101/119 (85%)
	54/142 (38%)
	2.22 [1.46-3.37]
	-
	High
	Outcome: adverse events: number of patients developing at least one adverse event

	62,11-15
	RCT2,11-15
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	4/6 studies moderate risk, 2/6 low risk of bias
	10/24 (42%)
	C1:NR/16
C2:NR/24
	NS
	-
	High
	
	
	
	
	
	
	
	20/21 (95%)
	21/21 (100%)
	p=1.00
	-
	

	
	
	
	
	
	
	
	15/16 (94%)
	NR
	NR
	-
	

	
	
	
	
	
	
	
	19/20 (94%)
	NR
	NR
	-
	

	
	
	
	
	
	
	
	NR
	NR
	NS
	-
	

	
	
	
	
	
	
	
	NR
	NR
	NS
	-
	

	Outcome: QoL

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Patients with severe, complicated or fulminant CDI
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Effectiveness in patients with severe CDI

	116
	Case series16
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	15
	-
	5 (33%)
	-
	Low
	Outcome: effectiveness in severe CDI: success vs failure

	717-23
	[bookmark: _Hlk133584683]Retrospective cohort17
Case control18-23
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	0/7 reported effect
	-
	See data in tables
	-
	Moderate
	Outcome: effectiveness in refractory or fulminant CDI vs recurrent CDI

	524-28
	Retrospective cohort24
Case control25-28
	Moderate risk of bias
	Some inconsistency	No indirectness	No imprecision	-
	3/5 reported effect
	-
	See data in tables
	-
	Inconsistent

	Outcome: effectiveness pseudomembranous CDI: success vs failure

	2
	Case control
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/2 reported effect
	-
	See data in tables
	-
	Low
	Outcome: adverse events in patients with severe CDI  

	118,21
	Case series18,21
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	15
	-
	8 (53%)
	-
	Low
	Outcome: severe CDI: risk of adverse events (death)

	1
	Retrospective cohort

	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	1 patient died (not related)
	0
	-
	-
	Low
	Outcome: risk of adverse events in patients with severe, refractory or fulminant CDI

	316,17,24
	Retrospective cohort17,24
Case series16
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	0
	0
	-
	-
	Low
	Outcome: pseudomembranous: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: severe CDI: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: recurrent, refractory or fulminant CDI: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: pseudomembranous: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Patients with first episode of CDI
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Effectiveness in patients with first episode of CDI – number of patients achieving cure after 2x FMT @ 4-8 weeks

	129
	Case series29
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	98% cure
	-
	
	-
	Low
	Outcome: Effectiveness in patients with first episode of CDI 

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Patients with first episode of CDI – number of patients with adverse events 

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Patients with first episode of CDI – quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Patients with Inflammatory Bowel Disease (IBD)
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Patients with IBD

	Outcome: Effectiveness: IBD patients – number of patients achieving cure 

	530-34
	Case series30-34
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	Results: studies based on 1 FMT, 1 or more FMT
	145
	-
	116 (80%)

	-
	Low
	
	
	
	
	
	
	
	49
	
	44 (90%)
	
	

	
	
	
	
	
	
	
	18
	
	17 (94%)
	
	

	
	
	
	
	
	
	
	35
	
	32 (91%
	
	

	
	
	
	
	
	
	
	105
	
	75 (71%)
	
	

	Outcome: Effectiveness: number of patients with IBD: success vs failure

	1118,21,22,25,27,35-40
	Retrospective cohort27,35
Case control18,21,22,25,36-38
Cross-sectional39,40
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	1/11 reported -ve effect:
p=0.01
M: OR for failure: 4.34 [1.24-15.15]
	-
	See data in tables
	-
	Moderate
	Outcome: Adverse events: IBD patients – number of patients with IBD flare 

	130
	Case series30
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	145
	-
	11 (7.6%)
	-
	Low
	Outcome: Adverse events: number of patients with severe adverse events 

	330,32,33
	Case series30,32,33
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	145
	-
	3 (2%)
	-
	Low
	
	
	
	
	
	
	
	18
	
	0 (0%)
	
	

	Outcome: IBD: risk of adverse events IBD patients vs no IBD

	227,35
	Retrospective cohort27,35
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	0 (0%)
	0 (0%)
	-
	-
	Low
	
	
	
	
	
	
	
	8/21 (38%)
	-
	
	
	

	Outcome: IBD: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: IBD patients vs no IBD– quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Immunosuppressed or immunocompromised patients
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in immunocompromised patients – number of patients achieving cure after one FMT

	212,13
	Case series12,13
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	17
	-
	14 (82%) 
	-
	Low
	
	
	
	
	
	
	
	11
	
	11 (100%)
	
	

	Outcome: effectiveness in immunocompromised patients – number of patients achieving cure after one or more FMT

	212,13
	Case series12,13
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	17
	-
	16 (94%)
	-
	Low
	
	
	
	
	
	
	
	11
	
	11 (100%)
	
	

	Outcome: effectiveness: number of patients immunocompromised/immunosuppressed: success vs failure

	1518,20-25,27,36-40,43
	Case control18,20-25,36-38,43
Cross-sectional27,39,40
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	4/15 reported less effective in IS/IC patients
	-
	See data in tables
	-
	Moderate
	Outcome: immunocompromised/immunosuppressed: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: Immunocompromised patients vs not – number of patients with adverse events 

	241,42
	Case series41,42
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	17
	-
	0 (0%)
	-
	Low
	
	
	
	
	
	
	
	11
	
	0 (0%)
	
	

	Outcome: immunocompromised/immunosuppressed: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: Immunocompromised patients vs not – quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Cancer patients
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Effectiveness in cancer patients – number of patients achieving cure after FMT

	244,45
	Case series44,45
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	10
	-
	8 (80%)
	-
	Low
	
	
	
	
	
	
	
	19
	
	16 (84%)
	
	

	Outcome: effectiveness: number of patients with cancer: success vs failure

	318,20,39
	Case control18,20
Cross-sectional39
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/3 reported effect
	-
	See data in tables
	-
	Low
	Outcome: Cancer patients – number of patients with adverse events 

	244,45
	Case series44,45
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	10
	-
	0 infection
4 fever
2 other
	-
	Low
	
	
	
	
	
	
	
	19
	
	3 (16%)
	
	

	Outcome: cancer: risk of adverse events cancer vs no cancer patients

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: cancer: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: Cancer patients vs no cancer – quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Post-transplant patients
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Post-transplant patients – number of patients achieving cure after one FMT @1 month

	146
	Case series46
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	94
	-
	60 (63.8%)
	-
	Low
	Outcome: Post-transplant patients – number of patients achieving cure after one FMT @3 months

	146
	Case series46
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	92
	-
	54 (58.7%)

	-
	Low
	Outcome: Post-transplant patients – number of patients achieving cure after at least one FMT @3 months

	146
	Case series46
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	92
	-
	84 (91.3%)
	-
	Low
	Outcome: effectiveness in post-transplant patients vs no transplant

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Post-transplant patients – number of patients with adverse events 

	146
	Case series46
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	94
	-
	21 (22.3%)
	-
	Low
	Outcome: Post-transplant patients – number of patients with severe adverse events 

	146
	Case series46
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	94
	-
	3 (3.2%)
	-
	Low
	Outcome: Post-transplant patients – quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Patients with liver disease
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in patients with liver failure – number of patients achieving cure after one FMT @ 8 weeks

	147
	Case series47
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	63
	-
	54 (86%)
	-
	Low
	Outcome: Patients with liver failure – number of patients achieving cure after one or more FMT @ 8 weeks

	147
	Case series47
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	63
	-
	62 (98.4%)
	-
	Low
	Outcome: effectiveness: number of patients with liver disease: success vs failure

	337,39,48
	Retrospective cohort48
Case control37
Cross-sectional39
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/3 reported effect
	-
	See data in tables
	-
	Low
	Outcome: liver disease: number of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: Patients with liver failure vs no failure – number of patients with adverse events

	147
	Case series47
	Very serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	63
	-
	30 (47.6%)
	-
	Low
	Outcome: liver disease: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: Patients with liver failure vs no failure – quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Patients with kidney disease
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in patients with kidney disease

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: effectiveness: number of patients with kidney disease: success vs failure

	418,22,37,39
	Case control18,22,37
Cross-sectional39
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	1/4 reported effect
	-
	See data in tables
	-
	Low
	Outcome: kidney disease: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: kidney disease vs no disease: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: kidney disease: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: kidney disease vs no disease: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Patients with diabetes mellitus
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in patients with diabetes mellitus: success vs failure

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: effectiveness: number of patients with diabetes mellitus: success vs failure

	318,38,39
	Case control18,38
Cross-sectional39
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/3 reported effect
	-
	See data in tables
	-
	Low
	Outcome: diabetes mellitus: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: diabetes mellitus vs no DM: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: diabetes mellitus: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: diabetes mellitus vs no DM: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Patients with cardiovascular disease
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in patients with cardiovascular disease

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: effectiveness: number of patients with cardiovascular disease: success vs failure

	138
	Case control38

	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/1 reported effect
	-
	See data in tables
	-
	Low
	Outcome: cardiovascular disease: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: cardiovascular disease vs no CVD: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: cardiovascular disease: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: cardiovascular disease vs no CVD: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Patients with urinary tract infections
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in patients with urinary tract infections

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: effectiveness: number of patients with urinary tract infections: success vs failure

	122
	Case control22

	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/0 reported effect
	-
	See data in tables
	-
	Low
	Outcome: urinary tract infections: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: urinary tract infections vs no UTI: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: urinary tract infections: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: urinary tract infections vs no UTI: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Patients with COVID-19 infection
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in patients with COVID-19 – number of patients achieving cure after one FMT @ 8 weeks

	149
	Retrospective cohort49
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	46
	40
	45 (98%)
	23 (58%)
	Low
	Outcome: effectiveness: patients with COVID-19 vs no COVID-19

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Patients with COVID-19– number of patients with adverse events 

	149
	Retrospective cohort49
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	46
	-
	0 (0%)
	-
	Low
	Outcome: Patients with COVID-19 vs no COVID-19– number of patients with adverse events 

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Patients with COVID-19 – quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Patients with COVID-19 vs no COVID-19 – quality of life
	
	
	
	
	

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Patients with other conditions
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in other conditions

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: effectiveness: number of patients with other conditions

	218,21
	Case control18,21

	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	1 reported benefit for neurological conditions
	-
	See data in tables
	-
	Low
	Outcome: other conditions: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: other conditions: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: other conditions: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: other conditions: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Patients with multiple comorbidities 
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: effectiveness in people with multiple comorbidities

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: comorbidities: success vs failure

	619,26,36,43,50,51
	Retrospective cohort50
Case control19,26,36,43
Cross-sectional51
	Moderate risk of bias
	Some inconsistency	No indirectness	No imprecision	-
	2/6 reported higher CCI associated w/ risk of failure
	-
	See data in tables
	-
	Low
	Outcome: comorbidities: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: people with comorbidities vs no comorbidities: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: comorbidities: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: people with comorbidities vs no comorbidities: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Recipient factors (section 4.2)
Demographic factors 
Age
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: age: success vs failure

	1518-22,25-27,36-39,43,67,68
	Retrospective cohort67
Case control18-22,25,26,36,38,43,68
Cross-sectional27,39
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	13/15 showed no effect, 1 showed effect but marginal, 1 showed no effect on multivariate analysis
	-
	See data in tables
	-
	Moderate
	Outcome: age: risk of adverse events

	167
	Retrospective cohort67
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	7/19 (36.8%)		
	16/39 (41%)
	p=0.45
	-
	Low
	Outcome: age: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Sex
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: sex: success vs failure

	1218-20,22,25-27,36-39,43
	Case control18-20,22,25,26,36-38,43
Cross-sectional27,39
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	0/12 reported effect
	-
	See data in tables
	-
	Moderate
	Outcome: sex: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: sex: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Body mass index
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: body mass index: success vs failure

	218,38
	Case control18,38

	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/2 reported effect
	-
	See data in tables
	-
	Low
	Outcome: body mass index: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: body mass index: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Factors associated with CDI 

Number of CDI episodes before FMT
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: number of CDI before FMT: success vs failure

	818-20,22,27,37,43,68
	Case control18-20,22,37,43,68
Cross-sectional27
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/8 reported effect
	-
	See data in tables
	-
	Moderate
	Outcome: median number of days from CDI diagnosis until FMT: success vs failure

	126
	Case control26 
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	15
	8
	p=0.044
	-
	Low
	Outcome: number of CDI before FMT: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: number of CDI before FMT: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Hospitalisation due to CDI
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: hospitalisation due to CDI: success vs failure

	218,37
	Case control18,37

	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/2 reported an effect
	-
	See data in tables
	-
	Low
	Outcome: hospitalisation due to CDI: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: hospitalisation due to CDI: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Antibiotics used for treatment of CDI before FMT
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Antibiotics used for treatment of CDI before FMT: success vs failure

	518,21,38,39,68
	Case control18,21,38,39,68

	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	2/5 reported effect
	-
	See data in tables
	-
	Low
	Outcome: Antibiotics used for treatment of CDI before FMT: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: Antibiotics used for treatment of CDI before FMT: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



C. difficile strain
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: C. difficile strain: success vs failure

	320,22,40
	Case control20,22
Cross-sectional40
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/3 reported effect
	-
	See data in tables
	-
	Low
	Outcome: C. difficile strain: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: C. difficile strain: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Healthcare-acquired CDI
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: healthcare-acquired CDI: success vs failure

	119
	Case control19
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	0/0 reported effect
	-
	See data in tables
	-
	Low
	Outcome: healthcare-acquired CDI: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: healthcare-acquired CDI: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Other risk factors
On Proton Pump Inhibitors and other anti-secretory medications
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: on PPI: success vs failure

	1018,19,21,22,25,
27,36,37,39,40
	Case control18,19,21,22,25,36,37
Cross-sectional27,39,40
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/10 reported PPI a risk factor for recurrence
	-
	See data in tables
	-
	Moderate
	Outcome: on PPI: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: on PPI: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Corticosteroids
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: on steroids: success vs failure

	139
	Cross-sectional39
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/0 reported effect
	-
	See data in tables
	-
	Low
	Outcome: on steroids: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: on steroids: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Lactulose
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: on lactulose: success vs failure

	139
	Cross-sectional39
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	1/1 reported effect
	-
	See data in tables
	-
	Low
	Outcome: on lactulose: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: on lactulose: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Probiotic use
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: on probiotics: success vs failure

	218,21
	Case control18,21
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/2 reported effect
	-
	See data in tables
	-
	Low
	Outcome: on probiotics: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: on probiotics: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Non-CDI antibiotic use
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: on non-CDI antibiotics before FMT: success vs failure

	322,25,39
	Case control22,25
Cross-sectional39
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/3 reported effect
	-
	See data in tables
	-
	Low
	Outcome: on non-CDI antibiotics before FMT: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: on non-CDI antibiotics before FMT: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Narcotics
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: on narcotics before FMT: success vs failure

	138
	Case control38 
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/1 reported effect
	-
	See data in tables
	-
	Low
	Outcome: on narcotics: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: on narcotics before FMT: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Other risk factors
Hospitalised at or before FMT
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: hospitalisation before or at the time of FMT: success vs failure

	421,25,27,38
	Case control21,25,38
Cross-sectional27
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/4 reported effect
	-
	See data in tables
	-
	Low
	Outcome: hospitalisation before or at the time of FMT: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: hospitalisation before or at the time of FMT: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Blood biomarkers
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: blood biomarkers: success vs failure

	319,27,50
	Retrospective cohort50
Case control19 Cross-sectional27
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	2/3 reported effect
	-
	See data in tables
	-
	Low
	Outcome: blood biomarkers: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: blood biomarkers: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Other risk factors
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: other risk factors: success vs failure

	426,37,40,68
	Case control26,37,68
Cross-sectional40
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/4 reported effect
	-
	See data in tables
	-
	Low
	Outcome: other risk factors: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: other risk factors: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Donor factors (section 4.3)
Related vs not related donor
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: related vs not related donor: success vs failure

	3
	Case control1,2 Cross-sectional3
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	1/3 reported effect
	-
	See data in tables
	-
	Low
	Outcome: related vs not related donor: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: related vs not related donor: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Age of the donor
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: age of the donor: success vs failure

	2
	Case control4,5
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	0/2 reported effect
	-
	See data in tables
	-
	Low
	Outcome: age of the donor: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: age of the donor: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Sex of the donor
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: sex of the donor: success vs failure

	1
	Case control4
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	0/1 reported effect
	-
	See data in tables
	-
	Low
	Outcome: sex of the donor: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: sex of the donor: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Amount of stool produced
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: amount of stool produced: success vs failure

	1
	Case control5
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	0/1 reported effect
	-
	See data in tables
	-
	Low
	Outcome: amount of stool produced: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: amount of stool produced: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Microbiome composition of the donor stool
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: microbiome composition of stool produced: success vs failure

	1
	Case control5
	Serious risk of bias	Some inconsistency	No indirectness	No imprecision	-
	0/1 reported effect
	-
	See data in tables
	-
	Low
	Outcome: microbiome composition of stool produced: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: microbiome composition of stool produced: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Preparation factors (section 4.4)
Fresh vs frozen stool
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: fresh vs frozen: success vs failure

	6
	Case control1-4
Cross-sectional5,6
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/6
reported effect
	-
	See data in tables
	-
	Moderate
	Outcome: fresh vs frozen: risk of adverse events

	[bookmark: _Hlk133749287]1
	Case control2
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/87 (0%)
	2/31 (6.4%)
	Not tested
	-
	Low
	Outcome: fresh vs frozen: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Stool frozen at -20°C vs -80°C
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: frozen at -20 or -80C: success vs failure

	1
	Retrospective cohort7
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/1
reported effect
	-
	See data in tables
	-
	Low
	Outcome: frozen at -20 or -80C: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: frozen at -20 or -80C: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Lyophilised stool
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Lyophilised stool: success vs failure

	3
	Case series8-10
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	Cure at least 78.9%
	-
	See data in tables
	-
	Low
	Outcome: Lyophilised stool: risk of adverse events

	1
	Case series9
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0
	-
	Not tested
	-
	Low
	Outcome: Lyophilised stool: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Type of capsule
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: supernatant and sediment capsule: success vs failure

	1
	RCT11
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	15/16 (94%)
	8/12 (67%)
	p=0.133
	-
	Low
	Outcome: supernatant and sediment capsule: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: supernatant and sediment capsule: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Processing time
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: processing time: success vs failure

	2
	Prospective Cohort12
Case control13
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/2 reported effect
	
	See data in tables
	-
	Low
	Outcome: processing time: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: processing time: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Storage time
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: storage time: success vs failure

	3
	Prospective Cohort12
Retrospective Cohort7
Case control13
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	0/3 reported effect
	
	See data in tables
	-
	Low
	Outcome: storage time: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: storage time: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Administration factors (section 4.5)
Route of delivery
Colonoscopy vs other methods
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: colonoscopy vs other routes of delivery: success vs failure

	918,20,24,25,37,
38,94,103,104
	[bookmark: _Hlk133767116]Retrospective cohort24,37,103,104
Case control18,20,25,38
Cross-sectional94
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	3/9 (33%)
	-
	See data in tables
	-
	Moderate
	Outcome: colonoscopy vs other routes of delivery: risk of adverse events

	324,37,104
	Retrospective cohort24,37,104
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	Total 3
	0
	See data in tables
	-
	Low
	Outcome: colonoscopy vs other routes of delivery: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Enema vs other methods
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: enema vs other routes of delivery: success vs failure

	325,105,106
	RCT105
Retrospective cohort106
Case control25
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	1/3 enema less efficient
	-
	See data in tables
	-
	Inconsistent

	Outcome: enema vs other routes of delivery: risk of adverse events

	241,106
	Retrospective cohort106
Case series41
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	1 patient more likely to vomit
1 patient VRE BSI
	0
	See data in tables
	-
	Very low
	Outcome: enema vs other routes of delivery: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Lower GI (unspecified) vs other methods
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: lower GI (unspecified) vs other routes of delivery: success vs failure

	322,26,107
	Prospective cohort107
Case control22,26
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	1/3 lower GI more successful
	-
	See data in tables
	-
	Very low
	Outcome: lower GI (unspecified) vs other routes of delivery: risk of adverse events

	1107
	Prospective cohort107
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	0
	0
	See data in tables
	-
	Very low
	Outcome: lower GI (unspecified) vs other routes of delivery: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Upper GI vs other methods
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: upper vs other routes of delivery: success vs failure

	918,20,22,24,25,
26,103,104,107
	Prospective cohort107
Retrospective cohort24,103,104
Case control18,20,22,25,26
	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	4/9 showed upper GI less effective
	-
	See data in tables
	-
	Low
	Outcome: upper (NG) vs upper ND: success vs failure

	1108
	UBA108
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	No significant difference
	-
	See data in tables
	-
	Low
	Outcome: upper vs other routes of delivery: risk of adverse events

	424,103,104,107
	Prospective cohort107
Retrospective cohort24,103,104
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	1 for worse
1 for better
	0
	See data in tables
	-
	Low
	Outcome: upper vs other routes of delivery: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Oral capsules vs other methods
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: oral capsules vs other routes of delivery: success vs failure

	922,25,37,94, 103-107
	RCT105
Prospective cohort107
Retrospective cohort37,103,104,106
Case control22,25
Cross-sectional94
	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	3/9 oral worse
1/9 oral better
	-
	See data in tables
	-
	Low
	Outcome: oral capsules vs other routes of delivery: risk of adverse events

	637,42,53,103,
104,107
	Prospective cohort107
Retrospective cohort37,103,104
Series42,53
	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	Inconsistent 
	0
	See data in tables
	-
	Low
	Outcome: oral capsules vs other routes of delivery: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Bidirectional vs other methods
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: bidirectional vs other routes of delivery: success vs failure

	1103
	Retrospective cohort103

	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	Better than other methods
	-
	See data in tables
	-
	Very low
	Outcome: bidirectional vs other routes of delivery: risk of adverse events

	1103
	Retrospective cohort103

	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	Only one AE
	0
	See data in tables
	-
	Very low
	Outcome: bidirectional vs other routes of delivery: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Other factors
Location of delivery
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: location of delivery: success vs failure

	138
	Case control38

	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	More successful if delivered to ileum 
	-
	See data in tables
	-
	Very low
	Outcome: location of delivery: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: location of delivery: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Volume of FMT infused
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: volume of FMT: success vs failure

	225,38
	Case control25,38

	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	No effect
	-
	See data in tables
	-
	Very low
	Outcome: volume of FMT: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: volume of FMT: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




PPI use
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: PPI use: success vs failure

	120
	Case control20

	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	UV: OR=NR, p=0.114
	-
	See data in tables
	-
	Very low
	Outcome: PPI use: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: PPI use: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Antimotility agents used
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: antimotility agent use: success vs failure

	220,38
	Case control20,38

	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	No effect
	-
	See data in tables
	-
	Very low
	Outcome: antimotility agent use: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: antimotility agent use: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Bowel lavage/prep used
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: bowel prep/lavage used: success vs failure

	320,21,38
	Case control20,21,38

	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	2/3 better outcomes with good bowel prep
	-
	See data in tables
	-
	Very low
	Outcome: bowel prep/lavage used: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: bowel prep/lavage used: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-




Post-FMT factors (section 4.6)
Use of non-CDI antibiotics
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: use of non-CDI antibiotics: success vs failure

	318,21,22
	Case control18,21,22
	Moderate risk of bias
	Some inconsistency	No indirectness	No imprecision	-
	2/3 increased risk
	-
	See data in tables
	-
	Low
	Outcome: use of non-CDI antibiotics: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: use of non-CDI antibiotics: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Other post-FMT factors
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: other post-FMT factors: success vs failure

	314,21,22
	Case control14,21,22
	Moderate risk of bias
	Some inconsistency	No indirectness	No imprecision	-
	0/0 showed effect
	-
	See data in tables
	-
	Very low
	Outcome: other post-FMT factors: risk of adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-

	Outcome: other post-FMT factors: quality of life

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-



Prophylactic FMT (section 4.7)
No studies 

FMT for non-CDI indications (section 4.8)
Ulcerative colitis
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Ulcerative colitis: number of patients achieving remission

	2113-115
	1xSR113
1xRCT114,115
	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	-
	-
	OR=4.11 [2.19-7.72]
I2=0%, p=0.82
	-
	Moderate
	
	
	
	
	
	
	
	12/21 (57%) 
	8/22 (36%)
	NS
	
	

	Outcome: Ulcerative colitis: number of patients experiencing adverse events

	2113,114
	1xSR113
1xRCT114
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	-
	-
	OR=1.38 [0.58-3.30] p=0.46
	-
	High
	
	
	
	
	
	
	
	12/21 (57%) 
	13/22 (59%)
	NS
	
	

	Outcome: Ulcerative colitis: number of patients experiencing severe adverse events
	
	

	2113,115
	1xSR113
1xRCT115
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	4 (19%)
	1 (5%)
	NS
	-
	High
	Outcome: Ulcerative colitis: QoL 

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Crohn’s Disease
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Crohn’s disease: Number of patients experiencing recurrence of flares

	1126
	RCT126
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	6/9 (67%)
	3/8 (38%)
	p=0.23
	-
	Low
	Outcome: Crohn’s disease: Number of patients with steroid-free clinical remission

	1126
	RCT126
	Moderate risk of bias
	No inconsistency	Moderate indirectness	No imprecision	-
	4/9 (44.4%)
	7/8 (88%)
	p=NR
	-
	Low
	Outcome: Crohn’s disease: adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Crohn’s disease: PAC-QoL 

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Pouchitis
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Pouchitis: total effective rate

	2127,128
	RCT127,128
	Serious risk of bias	No inconsistency	No indirectness	Serious imprecision	-
	0/4 (0%)
	0/2 (0%)
	n/a
	-
	Low
	
	
	
	
	
	
	
	4/13 (31%)
	5/13 (38%)
	p=0.183
	
	

	Outcome: Pouchitis: number of patients with adverse events

	2127,128
	RCT127,128
	Serious risk of bias	No inconsistency	No indirectness	Serious imprecision	-
	0/4 (0%)
	0/2 (0%)
	n/a
	-
	Low
	
	
	
	
	
	
	
	3/13 (23%)
	1/13 (8%)
	-
	
	

	Outcome: Pouchitis: QoL 

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Irritable Bowel Syndrome
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Irritable Bowel Syndrome number of patients not achieving cure @ 12 weeks

	[bookmark: _Hlk148428791]1129
	SR129
	Serious risk of bias	No inconsistency	No indirectness	Serious imprecision	-
	105/290
	111/186
	RR 0.75, [0.43–1.31]
I2=87%
	-
	Inconsistent

	Outcome: Irritable Bowel Syndrome number of patients not sustaining cure @ 1 year

	1129
	SR129
	Serious risk of bias	No inconsistency	No indirectness	Serious imprecision	-
	80/121
	55/73
	RR 0.90 [0.72-1.12]
	-
	Inconsistent

	Outcome: Irritable Bowel Syndrome: mean IBS-SSS change at 12 weeks

	1130,131
	RCT130,131
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	I1: −32.3 (124.8)
I2: −85.3 (94.6)
I3: −114 (149.3)
	C: −93.4 (97.1)
	p=0.55
	-
	Inconsistent

	
	
	
	
	
	
	
	179.8 (26.1)
	189.2 (25.8)
	p=0.705
	
	

	Outcome: Irritable Bowel Syndrome: number of patients with adequate relief at 10 weeks

	1130
	RCT130
	Moderate risk of bias
	No inconsistency	Moderate indirectness	No imprecision	-
	I1: 2 (25%)
I2: 4 (44.4%)
I3: 4 (57.1%)
	C: 4 (36.4%)
	p=0.66
	-
	Inconsistent

	Outcome: Irritable Bowel Syndrome: number of patients with global improvement at 10 weeks

	1130
	RCT130
	Moderate risk of bias
	No inconsistency	Moderate indirectness	No imprecision	-
	I1: 2 (25%)
I2: 3 (33.3%)
I3: 2 (28.6%)
	C: 2 (18.2%)
	p=0.95
	-
	Inconsistent

	Outcome: Irritable Bowel Syndrome: number of patients experiencing at least adverse event

	2129-131
	SR129
RCT130,131
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	126 (56.8%)
	47 (32.6%)
	RR 1.20, [0.59–2.47]
	-
	High
	
	
	Moderate risk of bias
	
	
	
	
	19 (90%)
	13 (76%)
	-
	
	

	
	
	
	
	
	
	
	8 (27%)
	-
	-
	
	

	Outcome: Irritable Bowel Syndrome: number of patients with any infection

	1130
	RCT130
	Moderate risk of bias
	No inconsistency	Moderate indirectness	No imprecision	-
	I1: 1
I2: 1
I3: 3
	C: 1
	-
	-
	High
	Outcome: Irritable Bowel Syndrome: mean change in IBS-QoL

	2129,130
	SR129
RCT130
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	NR
	NR
	Mean difference 9.39 [3.86-14.91]
	-
	High
	
	
	Moderate risk of bias
	
	
	
	
	I1: 15.4 (20.8)
I2: 19.3 (25.2)
I3: −1.2 (7.6)
	C: 9.4 (18.4)
	p=0.61
	
	

	
	
	
	
	
	
	
	128.8 (18.6)
	129.5 (18.9)
	p=0.948
	
	



Constipation
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Constipation: total effective rate

	1142
	SR142
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	74/82
	54/81
	RR=1.35 [1.14-1.6]

HG:
I2=13%, p=0.28
	-
	Low
	Outcome: Constipation: BSFS score

	1142
	SR142
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	NR
	NR
	Mean difference 1.04 [0.57-1.51]

HG:
I2=76%, p=0.02
	-
	Low
	Outcome: Constipation: Wexner score

	1142
	SR142
	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	NR
	NR
	Mean difference -3.25 [-5.58 to -0.92]

HG:
I2=92%, p=0.0003
	-
	Low
	Outcome: Constipation: KESS score

	1142
	SR142
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	NR
	NR
	Mean difference -5.65 [-7.2 to -3.69]

HG:
I2=0%, p=0.38
	-
	Low
	Outcome: Constipation: adverse events

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: Constipation PAC-QoL 

	1142
	SR142
	Moderate risk of bias
	Serious inconsistency	No indirectness	No imprecision	-
	NR
	NR
	Mean difference -18.56 
[-26.43 to -10.68]

HG:
I2=78%, p=0.01
	-
	Low


Preventing hepatic encephalopathy in patients with decompensated cirrhosis
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Preventing hepatic encephalopathy in patients with decompensated cirrhosis: number of patients who experienced HE recurrence

	1143
	SR143
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	RCT1: 0%
RCT2: 1 (10%)
CS3: 3 (30%)
	RCT1: 50%
RCT2: 3 (30%)
CS3: -
	RCT1: p=0.03
RCT2: NS
CS3: -
	-
	Low
	Outcome: Preventing hepatic encephalopathy in patients with decompensated cirrhosis: mean PHES score change

	1143
	SR143
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	RCT1: -3.1
	RCT1: 0.00
	RCT1: p=0.03
	-
	Low
	Outcome: Preventing hepatic encephalopathy in patients with decompensated cirrhosis: mean MELD score change

	1143
	SR143
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	RCT1: NR
	RCT1: NR
	RCT1: p=0.78
	-
	Low
	
	
	
	
	
	
	
	CS3: 18 (16.25–19) after vs. 15 (14–16) before
	CS3: -
	CS3: significant p=NR
	
	

	Outcome: Preventing hepatic encephalopathy in patients with decompensated cirrhosis: Encephal App performance score

	1143
	SR143
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	improved post FMT only

	
	RCT2: p = 0.02
	-
	Low
	Outcome: Preventing hepatic encephalopathy in patients with decompensated cirrhosis: CTP score change

	1143
	SR143
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	CS3: (9.5 9–10.75) after vs. 8 (7–8) before
	CS3: -
	CS3: significant p=NR
	-
	Low
	Outcome: Preventing hepatic encephalopathy in patients with decompensated cirrhosis: adverse events

	1143
	SR143
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	RCT1: yes
RCT2: yes
CS3: - yes
	-
	See tables for data
	-
	Low
	Outcome: Preventing hepatic encephalopathy in patients with decompensated cirrhosis: QoL 

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence



Metabolic syndrome
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Metabolic syndrome: mean HOMA2-IR change 0 vs 6 weeks

	2145
	RCT145
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	
I2: 3.16 (3.01) vs 3.77 (3.57) p=0.02
	C2: 3.76 (2.01) vs
3.56 (1.81) p=0.8
	I2 to C2: mean difference(−24.0% (12.0%) p=0.02) 

	-
	Low
	Outcome: Metabolic syndrome: mean HOMA2-IS change 0 vs 6 weeks

	2145
	RCT145
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	NR
	NR
	I2 to C2: mean difference HOMA2-IS (27.6% ± 12.3%;
P = 0.02)
	-
	Low
	Outcome: Metabolic syndrome: mean HbA1C at 2 weeks

	2146
	RCT146
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	37.4 (3.5)
	38.3 (3.9)
	p=0.48
	-
	Low
	Outcome: Metabolic syndrome: mean glucose at 2 weeks

	2145,146
	RCT145,146
	Serious risk of bias	No inconsistency	Moderate indirectness	No imprecision	-
	5.9 (0.6)
	6.0 (0.6)
	p=0.62
	-
	Low
	Outcome: Metabolic syndrome: mean insulin at 2 weeks

	2145,146
	RCT145,146
	Serious risk of bias	No inconsistency	Moderate indirectness	No imprecision	-
	140.7 (64.8)
	121.0 (76.5)
	p=0.78
	-
	Low
	Outcome: Metabolic syndrome: mean total cholesterol at 2 weeks 

	2145,146
	RCT145,146
	Serious risk of bias	No inconsistency	Moderate indirectness	No imprecision	-
	5.3 (0.9)
	5.0 (0.7)
	p=0.94
	-
	Low
	Outcome: Metabolic syndrome: mean LDL cholesterol at 2 weeks 

	2145,146
	RCT145,146
	Serious risk of bias	No inconsistency	No indirectness	No imprecision	-
	3.5 (0.8)
	3.2 (0.5)
	p=0.85
	-
	Low
	Outcome: Metabolic syndrome: mean HDL cholesterol at 2 weeks 

	2145,146
	RCT145,146
	Serious risk of bias	No inconsistency	Moderate indirectness	No imprecision	-
	1.2 (0.2)
	1.2 (0.2)
	p=0.47
	-
	Low



Obesity
	Number of studies
	Quality assessment
	Results
	Effect
	Quality

	
	Design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Exposed
	Control
	Relative
	Absolute
	

	Outcome: Effectiveness in obese patients: Mean change in BMI from baseline to 12-week follow up: FMT vs placebo

	2151
	RCT151
	Moderate risk of bias
	No inconsistency	No indirectness	No imprecision	-
	0.2 (1.2)
	0.7 (1.3)
	p=0.51
	-
	Moderate
	Outcome: Adverse events in obese patients FMT vs placebo

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence

	Outcome: QoL in obese patients FMT vs placebo

	0
	-
	-
	-
	-
	-
	-
	-
	-
	-
	-
	No evidence





	Assessing evidence 

	GRADE (quantitative studies)
	GRADE-CERQual (qualitative studies

	Study limitations (internal validity)
Inconsistency (heterogeneity)
Indirectness 
Imprecision
Other considerations (e.g. publication bias)
	Methodological limitations (internal validity)
Relevance (applicability to the context)
Coherence 
Adequacy of data

	Classification of the evidence

	High
	Further research unlikely to change recommendation

	Moderate
	Further research likely to impact recommendation and may change its strength

	Low
	Further research very likely to impact recommendation and change its strength

	Very low
	Estimate very uncertain, further research will likely change recommendation
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FMT standard care or placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 comparison: vancomycin
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FMT standard care or placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 comparison: vancomycin
Cammarota, 2015 18 20 5 19 15.6% 3.42[1.59, 7.36] -
Hota, 2017 7 16 7 12 16.2% 0.75[0.36, 1.56] B
Hvas, 2019a 9 10 3 16  11.5% 4.80[1.70, 13.59] -
van Nood, 2013 15 16 7 26 17.8% 3.48 [1.83, 6.64] -
Subtotal (95% CI) 62 73 61.1% 2.49[1.09, 5.72] P
Total events 49 22
Heterogeneity: Tau? = 0.55; Chi? = 13.60, df = 3 (P = 0.004); 1> = 78%
Test for overall effect: Z=2.16 (P = 0.03)
2.1.2 comparison: fidaxomicin
Hvas, 2019b 13 14 10 24 20.7% 2.23[1.36, 3.66] —
Subtotal (95% ClI) 14 24 20.7% 2.23 [1.36, 3.66] <o
Total events 13 10
Heterogeneity: Not applicable
Test for overall effect: Z = 3.17 (P = 0.002)
2.1.3 comparison: placebo
Baunwall, 2022 19 21 7 21 18.2% 2.71[1.46, 5.05] -
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Total (95% ClI) 97 118 100.0% 2.45[1.53, 3.91] <@
Total events 81 39

ity 2 — . 2 = = = 212 = 0 I } | |
Heterogeneity: Tau? = 0.21; Chi? = 13.84, df =5 (P = 0.02); I = 64% 0.01 01 ] 10 100

Test for overall effect: Z = 3.76 (P = 0.0002)
Test for subaroup differences: Chi2=024. df=2 (P =0.89). I2=0%

Favours [control] Favours [experimental]




image6.svg
                                                                                                                                                                                                                                                                                                                                                     


image7.png
FMT standard care or placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 comparison: vancomycin
Cammarota, 2015 18 20 5 19 15.6% 3.42[1.59, 7.36] -
Hota, 2017 7 16 7 12 16.0% 0.75[0.36, 1.56] B
Hvas, 2019a 9 10 3 16 12.1% 4.80[1.70, 13.59] -
van Nood, 2013 15 16 7 26 17.3% 3.48 [1.83, 6.64] -
Subtotal (95% CI) 62 73 61.0% 2.49[1.09, 5.72] P
Total events 49 22
Heterogeneity: Tau? = 0.55; Chi? = 13.60, df = 3 (P = 0.004); 1> = 78%
Test for overall effect: Z=2.16 (P = 0.03)
2.1.2 comparison: fidaxomicin
Hvas, 2019b 13 14 10 24 0.0% 2.23[1.36, 3.66]
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.1.3 comparison: placebo
Baunwall, 2022 19 21 7 21 17.6% 2.71[1.46, 5.05] -
Kelly, 2016 20 22 15 24 21.4% 1.45[1.04, 2.04] Bl
Subtotal (95% ClI) 43 45 39.0% 1.89 [0.98, 3.64] S
Total events 39 22
Heterogeneity: Tau? = 0.16; Chiz = 3.51, df =1 (P = 0.06); I>= 72%
Test for overall effect: Z=1.91 (P = 0.06)
Total (95% ClI) 105 118 100.0% 2.24 [1.33, 3.77] S
Total events 88 44
Heterogeneity: Tau? = 0.30; Chiz = 19.97, df = 5 (P = 0.001); I = 75% lo o1 ol p ) 150 ] ool
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FMT standard care or placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 comparison: vancomycin
Cammarota, 2015 18 20 5 19 19.8% 3.42[1.59, 7.36] -
Hota, 2017 7 16 7 12 20.4% 0.75[0.36, 1.56] L
Hvas, 2019a 9 10 3 16  15.7% 4.80[1.70, 13.59] - =
van Nood, 2013 15 16 7 26 21.8% 3.48 [1.83, 6.64] =
Subtotal (95% CI) 62 73 77.8% 2.49[1.09, 5.72] P
Total events 49 22
Heterogeneity: Tau? = 0.55; Chi? = 13.60, df = 3 (P = 0.004); 1> = 78%
Test for overall effect: Z=2.16 (P = 0.03)
2.1.2 comparison: fidaxomicin
Hvas, 2019b 13 14 10 24 0.0% 2.23[1.36, 3.66]
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.1.3 comparison: placebo
Baunwall, 2022 19 21 7 21 22.2% 2.71[1.46, 5.05] -
Kelly, 2016 20 22 15 24 0.0% 1.45[1.04, 2.04]
Subtotal (95% ClI) 21 21 22.2% 2.71 [1.46, 5.05] .
Total events 19 7
Heterogeneity: Not applicable
Test for overall effect: Z = 3.15 (P = 0.002)
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FMT standard care or placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 comparison: vancomycin
Cammarota, 2015 18 20 5 19 22.3% 3.42[1.59, 7.36] - =
Hota, 2017 7 16 7 12 0.0% 0.75[0.36, 1.56]
Hvas, 2019a 9 10 3 16 12.1% 4.80[1.70, 13.59] -
van Nood, 2013 15 16 7 26 31.5% 3.48 [1.83, 6.64] —
Subtotal (95% CI) 46 61 65.9% 3.67 [2.35, 5.74] < >
Total events 42 15
Heterogeneity: Tau? = 0.00; Chi? = 0.31, df =2 (P = 0.85); I>= 0%
Test for overall effect: Z=5.71 (P < 0.00001)
2.1.2 comparison: fidaxomicin
Hvas, 2019b 13 14 10 24 0.0% 2.23[1.36, 3.66]
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.1.3 comparison: placebo
Baunwall, 2022 19 21 7 21 341% 2.71[1.46, 5.05] —a—
Kelly, 2016 20 22 15 24 0.0% 1.45[1.04, 2.04]
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Total events 19 7
Heterogeneity: Not applicable
Test for overall effect: Z = 3.15 (P = 0.002)
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