Additional File 1

Evaluating agreement between bodies of evidence from randomized controlled

trials and cohort studies in medical research: a meta-epidemiological study

Nils Brockelmann', Sara Balduzzi®, Louisa Harms', Jessica Beyerbach', Maria Petropoulou®, Charlotte

Kubiak', Martin Wolkewitz*, Joerg J Meerpohl'~, Lukas Schwingshackl'

"Institute for Evidence in Medicine, Medical Center - University of Freiburg, Faculty of Medicine,

University of Freiburg, Freiburg, Germany.

*Institute of Medical Biometry and Statistics, Faculty of Medicine and Medical Center - University of

Freiburg, Freiburg, Germany.

* Cochrane Germany, Cochrane Germany Foundation, Freiburg, Germany.



Table of contents

Appendix S1. Search strategy for systematic reviews in MEDLINE via PubMed (search date:
04052020ttt ettt e sa e b 2

Figure S1. Flow diagram showing the process for identifying eligible systematic reviews ............... 3

Table S1. Criteria for rating PI/ECO*-similarity degree between bodies of evidence from
randomized controlled trials and cohort studies // *PI/ECO= population, intervention/ exposure,
COMPATALOT, OULCOMIC ....veuveeverteneeseeseeseeteesessesessessesseseeseasessensessensesseseeseesessessansensessesseseesessessessesensensenens 4

Table S2. Overview of transformations made to the original data extraction............c.ccceevvevveevreennenns 6

Table S3. Reasons for exclusion of systematic reviews and corresponding articles in alphabetic

Table S5. Certainty of the evidence and risk of bias for included bodies of evidence from
randomized CONtrolled trialS .........coiiiririiriiiiiie et 49

Table S6. Characteristics of included bodies of evidence from cohort StUdI€s........coevevevvveeeeeeeeennns 64

Table S7. Risk of bias and certainty of the evidence for included bodies of evidence from cohort
SEUAIES - ettt ettt b ettt et e bt eh et b e e a et e bt et e eheeh e e b e ehe et e e bt e et et e ebeetesbeenteten 93

Table S8. Overview of the instruments used for the assessment of risk of bias for bodies of evidence
of RCTs and cohort studies, heat Map........c.cccvecierieiiiiiiiieeieeeesee ettt ereeeae s 107

Table S9. Ratings of PI/ECO*-similarity degree for included body of evidence-pairs // *PI/ECO=
population, intervention/ eXposure, COMPArator, OULCOINE .........eccveerreerreerseereessvensseesseesseesseesseesnns 117

Table S10. Effect estimates and statistical heterogeneity for meta-analyses of RCTs and cohort
SEUAIES ..ttt e 123

Figures S2a t0 S7: FOTESt PIOtS......ccuiiiiiiiiiiiiciiicieete ettt ettt st eveeve e esbe e s e savesevessveeareesveans 131



Appendix S1. Search strategy for systematic reviews in MEDLINE via PubMed
(search date: 04.05.2020)

ID Search

"lancet london england"[Journal] OR "JAMA"[Journal] OR "bmj clinical research
ed"[Journal] OR "jama internal medicine"[Journal] OR "Annals of internal
medicine"[Journal] OR "PLoS medicine"[Journal] OR "BMC medicine"[Journal] OR
#1 "The Cochrane database of systematic reviews"[Journal] OR "Mayo Clinic
proceedings"[Journal] OR "Canadian Medical Association journal"[Journal] OR "Nat
Rev Dis Primers"[Journal] OR "J Cachexia Sarcopenia Muscle"[Journal] OR "N Engl J
Med"[Journal]

"systematic review"[Title/Abstract]) OR "systematic literature review"[Title/Abstract]
OR "systematic scoping review"[Title/Abstract] OR "systematic meta-

#2 review"[Title/Abstract] OR "systematic search"[Title/Abstract] OR "systematic
review"[Publication Type] OR "meta analys*"[Title/Abstract] OR "meta
analys*"[Publication Type] OR "cochrane database syst rev"[Journal]

"random*"[Title/Abstract] OR "placebo"[Title/Abstract] OR "clinical trials as

" topic"[MeSH Terms:noexp] OR "trial"[Title]

"epidemiolog*"[Title/Abstract] OR "cohort stud*"[Title/Abstract] OR
#4 "observation*"[Title/Abstract] OR "non rct*"[Title/Abstract] OR "non
random*"[Title/Abstract]

#5 #1 AND #2 AND #3 AND #4

#6 #1 AND #2 AND #3 AND #4 Filters: from 2010/1/1 - 2019/12/31




Identification of studies via databases and registers

Identification of studies via other methods

Records removed before screening:
Duplicate records removed
(n=7)

Records marked as ineligible by
automation tools (n = 0)
Records removed for other
reasons (n = 0)

Records identified from:
Websites (n =0)
Organisations (n =0)
Citation searching (n = 3)
etc.

Records excluded
(n=1,121)

\4

Reports not retrieved
(n=0)

Reports sought for retrieval
(n=3)

\4

A4

Reports excluded: n=170

See Reasons for exclusions in
Supplementary Table 3.
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Figure S1. Flow diagram showing the process for identifying eligible systematic reviews

Reports not retrieved
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Reports excluded:
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Table S1. Criteria for rating PI/ECO*-similarity degree between bodies of evidence from randomized controlled trials and cohort studies / *PI/ECO=
population, intervention/ exposure, comparator, outcome

Rating Population Intervention/Exposure Comparator Outcome
Same drug, invasive procedure, nutrition-intervention or -Same drug or invasive procedure
Same health status and type of population ’ vaccin’e -Nutrition: Placebo vs. Nil or low intake; low Same outcome
intake vs. low intake
1=
“more or less e.g.
identical” Both BoE with cither health lati 1 & o8
1dentica -Both Bo Wit cither d'ea ¢ }ép opu la tion, genera - Both Enoxaparin -Both no Enoxaparin e.g.
GFopulation or disezsed population - Both PCI “Both UKA Moraliy in both BoE
g gory (both aduiss, bo - Both high dairy-intake -Placebo vs. No intervention or low intake
postmenopausal women)
-Different drugs of the same class/ Any drug of the same
class vs. specific drug of the same class
-Similar invasive procedure/ same invasive procedure with -Different drugs of the same class _Similar outcome
Populations with mixed health status in RCTs and/ different co-interventions -Similar invasive procedures, drug, vaccine or . . L
. . . . . . o1 1 X -Both with mixed similar
or cohort studies -Similar vaccines or identical vaccine with different route of diet
administration -General dietary advice vs. High intake outcomes
-Supplementary or free food vs. Intake
-Similar but not identical time frame of intervention
2 3
“similar but ce
not identical” -Both different SGAs e.g.
“Merged healthy and dei's%ase d population in one -Both similar regional angesthetic nerve blocks -Both fiifferent DDP-4 .inhibitc.)r.s e.g.
BoEvs. healthy population in the other BoE -Various pneumococcal vaccines (2,3,12,14,17 and 23- -“Best medical treatment” with Aspirin and -Late stage only or all CRC
. valent) versus 23-valent only additionally with various other drugs vs. All CRC

-Both BoE with merged healthy and diseased
population
-Population with cardiovascular risk factors
(without manifest disease) vs. healthy population

-One or two doses of measles containing vaccines versus
unclear number of doses
-Free non-caloric beverages vs. Low intake of SSBs
-Early intervention with different time frame (first 14 vs.
First 24 hours)

-No vaccination or delayed vaccination versus
no vaccination
-Transfemoral vs. transapical TAVI
-General dietary advice vs. High red meat intake

-Both with mixed sedation
outcomes (e.g. Sleepiness,
sedation)




3 3
“broadly
similar”

-Different health status of populations in RCTs
and cohort studies
-Other substantial differences (e.g. Age-category,

-Same drug for different indication
-Enhanced treatment vs. Any treatment
-Supplement vs. Status

-Active intervention (drug, invasive procedure,
nutrient) vs. No intervention or placebo
-Different time frame

-Broadly similar

type of population) -Different time frame/ early treatment vs. Any treatment
e.g. e.g.
-Digoxin for HF vs. digoxin post-myocardial infarction -Restrictive transfusion vs. No transfusion
e.g. without HF -Placebo vs. Low selenium status
-Healthy population in one BoE vs. population -Dispatcher-assisted bystander CPR vs. Unassisted -No vaccination of health care workers vs. low e.g.
with cardiovascular disease in the other BoE bystander CPR share of vaccinated health care workers per -Colorectal adenoma vs.
-Children/ adolescents vs. Adults -Enhanced training of birth attendants vs. any support by facility Cancer
-Travellers vs. Pregnant women birth attendant -Pregnant women with untreated bacteriuria vs.

-Selenium supplements vs. High selenium status
-Early ART vs. Any ART

pregnant without screening for bacteriuria
-Delayed ART vs. No ART

ART= antiretroviral therapy; BoE= bodies of evidence; CPR= cardiopulmonary resuscitation; CRC= colorectal cancer; DDP-4= dipeptidyl peptidase 4; HF= heart failure; PCI= percutaneous coronary intervention; PI/ECO= population,
intervention/ exposure, comparator, outcome; RCT= randomized controlled trial; SGA= second-generation antipsychotic; SSBs= sugar-sweetened beverages; TAVI= transcatheter aortic valve replacement; UKA= unicompartimental knee

arthroplasty.




Table S2. Overview of transformations made to the original data extraction

Systematic review

Outcome

Type of BoE (RCTs/
cohort studies)

n
(studies)

Original

What we used

Rationale

HR

95% CI

RR 95% CI

Bloomfield 2016 (22)

Breast cancer

RCT

0.43

0.21,0.88

0.53 0.28,1.03

Number of patients and events in intervention and
control group, 4.8 years median follow-up; Table 2. in
Toledo 2015 (62)

Chung 2016 (56)

Cardiovascular
mortality

cohort studies

0.99

0.97,1.01

0.99 0.97,1.01

Data to calculate a RR for the HR were not available in
the systematic review

Johnston 2019 (23)

Mortality

RCT

0.99

0.95, 1.03

0.94 0.89,0.99

Number of patients and events in intervention and
control group follow-up 9/30/2010; Supplementary table
2 in Thomson 2014 (63)

Johnston 2019 (23)

Cardiovascular
mortality

RCT

0.98

0.91, 1.06

1.00 0.84,1.19

Number of patients and events in intervention and
control group for coronary heart disease death and fatal
stroke, mean 8.1 years follow-up; Table 4 in Howard
2006 (64)

Johnston 2019 (23)

Cardiovascular disease

RCT

0.99

0.94, 1.05

0.97 0.91, 1.04

Number of patients and events in intervention and
control group, mean 8.1 years follow-up; Table 4 in
Howard 2006 (64)

Pittas 2010 (60)

Hypertension

RCT

1.01

0.96, 1.06

1.01 0.97,1.05

Number of patients and events in intervention and
control group, mean follow-up 7 years; Figure 2 in
Margolis 2008 (65)

OR

95% CI

RR 95% CI

Chung 2011(58)

Colorectal cancer

cohort studies

0.94

0.91,0.97

0.94 0.91,0.97

ACR= 0.0201; calculated as control group risk of the
corresponding RCT Trivedi 2003 (66)

Chung 2011 (58)

Breast cancer

cohort studies

0.99

0.97,1.01

0.99 0.97,1.01

ACR= 0.0124; calculated as control group risk of the
corresponding RCT Trivedi 2003 (66)

Kansagara 2013 (52)

Mortality

cohort studies

11

2.49 1.40, 4.43

Matching cohort studies (n=11) reporting 30-day
mortality for blood transfusions (Supplemental Table 8)
were included; ORs (n=5) were converted to RRs using

the ACR= 0.0817 calculated as median control group
risk from the included RCTs in Figure 1; data to convert
HRs for (n=6) cohort studies were not available in the
systematic review (52)

Li 2014 (54)

Acute pancreatitis

RCT

0.86

0.22,3.39

0.86 0.22,3.37

ACR= 0.0020; calculated as the median control group
risk of the included RCTs in Table 2 (54)

cohort studies

0.92 0.69, 1.22

Matching cohort studies (n=2) from Table 4 were
included; The OR (n=1) was converted to a RR using the
ACR= 0.0020 calculated as the median control group
risk of the included RCTs in Table 2; data to convert the




HR (n=1) were not available in the systematic review
(54)

Matching cohort studies (n=4) from Table 5/6 were
included; ORs (n=3) were converted to RRs using the
ACR=0.0016 calculated as the median control group

Li 2016 (53) Heart failure cohort studies 4 1.10 1.04,1.16 risk of the included RCTs in Appendix Figure E: data to
convert one HR (n=1) were not available in the
systematic review (53)
ACR= 0.1509; calculated as the median control group
Vinceti 2018 (59) Any cancer cohort studies 7 0.72 0.55,0.93 0.75 0.59, 0.94 risk of the corresponding RCTs in Analysis 1.1.
Comparison 1 (59)
ACR= 0.0597; calculated as the median control group
Vinceti 2018 (59) Cancer mortality cohort studies 7 0.76 0.59, 0.97 0.77 0.60, 0.97 risk of the corresponding RCTs Analysis 1.2.
Comparison 1 (59)
ACR= 0.0077; calculated as the median control group
Vinceti 2018 (59) Colorectal cancer cohort studies 6 0.82 0.72,0.94 0.82 0.72,0.94 risk of the corresponding RCTs Analysis 1.5.
Comparison 1 (59)
RD 95% CI RR 95% CI
RCTs 2 1.40 0.49, 4.02 . .
Yank 2011 (44) Mortality - 0.01 -0.05, 0.06 Common meta-analysis for RCTs and cohort studies
cohort studies 2 0.91 0.39,2.12 using a Risk difference was separated and effect
RCTs 2 2.06 0.48, 8.84 measures converted to RRs using data in Figure 2 & 3
Yank 2011 (44) Thromboembolic events - 0.05 0.01,0.10 (44)
cohort studies 2 1.81 0.67,4.87
SMD 95% CI MD 95% CI
Meta-analysis of RCTs (n=5) shown in Figure 6 using
Te Mo?gﬁa 2013 BMI RCTs 3 0.09 -0.14,0.32 -0.06 -0.15,0.04 SMD; we included only RCTs reporting the outcome

BMI (n=3)

*studies were not pooled in the original publication; ACR= assumed control risk; HR= hazard ratio; MD= mean difference; OR= odds ratio; RCT= randomized controlled trial; RR= risk ratio; SMD= standardized mean difference.




Table S3. Reasons for exclusion of systematic reviews and corresponding articles in alphabetic order

Methods of systematic reviews: Excluded RCTs or cohort studies, searches not equivalent for RCTs and cohort studies,
no meta-analysis, evaluation of diagnostic accuracy, individual patient data analysis; n=56 articles

—  Brodie D, Slutsky AS, Combes A. Extracorporeal Life Support for Adults With Respiratory Failure and Related Indications: A
Review. Jama. 2019;322(6):557-68.

—  Baker PR, Francis DP, Soares J, Weightman AL, Foster C. Community wide interventions for increasing physical activity. Cochrane
Database Syst Rev. 2011(4):Cd008366.

—  Baker PR, Francis DP, Soares J, Weightman AL, Foster C. Community wide interventions for increasing physical activity. Cochrane
Database Syst Rev. 2015;1:Cd008366.

—  Bannuru RR, Dvorak T, Obadan N, Yu WW, Patel K, Chung M, et al. Comparative evaluation of radiation treatments for clinically
localized prostate cancer: an updated systematic review. Ann Intern Med. 2011;155(3):171-8.

—  Borst SE, Shuster JJ, Zou B, Ye F, Jia H, Wokhlu A, et al. Cardiovascular risks and elevation of serum DHT vary by route of
testosterone administration: a systematic review and meta-analysis. BMC Med. 2014;12:211.

—  Bourke JP, Bueser T, Quinlivan R. Interventions for preventing and treating cardiac complications in Duchenne and Becker
muscular dystrophy and X-linked dilated cardiomyopathy. Cochrane Database Syst Rev. 2018;10:Cd009068.

—  Carter JL, Coletti RJ, Harris RP. Quantifying and monitoring overdiagnosis in cancer screening: a systematic review of methods.
Bmj. 2015;350:27773.

—  Chingcuanco F, Segal JB, Kim SC, Alexander GC. Bioequivalence of Biosimilar Tumor Necrosis Factor-alpha Inhibitors Compared
With Their Reference Biologics: A Systematic Review. Ann Intern Med. 2016;165(8):565-74.

—  ChouR, Cantor AG, Zakher B, Bougatsos C. Screening for HIV in pregnant women: systematic review to update the 2005 U.S.
Preventive Services Task Force recommendation. Ann Intern Med. 2012;157(10):719-28.

— ChouR, Selph S, Dana T, Bougatsos C, Zakher B, Blazina I, et al. Screening for HIV: systematic review to update the 2005 U.S.
Preventive Services Task Force recommendation. Ann Intern Med. 2012;157(10):706-18.

—  Chou R, Dana T, Bougatsos C, Blazina I, Starmer AJ, Reitel K, et al. Pressure ulcer risk assessment and prevention: a systematic
comparative effectiveness review. Ann Intern Med. 2013;159(1):28-38.

—  Chou R, Korthuis PT, McCarty D, Coffin PO, Griffin JC, Davis-O'Reilly C, et al. Management of Suspected Opioid Overdose With
Naloxone in Out-of-Hospital Settings: A Systematic Review. Ann Intern Med. 2017;167(12):867-75.

—  Chowdhury R, Ramond A, O'Keeffe LM, Shahzad S, Kunutsor SK, Muka T, et al. Environmental toxic metal contaminants and risk
of cardiovascular disease: systematic review and meta-analysis. Bmj. 2018;362:k3310.

—  Colebatch AN, Marks JL, Edwards CJ. Safety of non-steroidal anti-inflammatory drugs, including aspirin and paracetamol
(acetaminophen) in people receiving methotrexate for inflammatory arthritis (theumatoid arthritis, ankylosing spondylitis, psoriatic
arthritis, other spondyloarthritis). Cochrane Database Syst Rev. 2011(11):Cd008872.

—  Type and timing of menopausal hormone therapy and breast cancer risk: individual participant meta-analysis of the worldwide
epidemiological evidence. Lancet. 2019;394(10204):1159-68.

—  Dahabreh 1J, Chung M, Balk EM, Yu WW, Mathew P, Lau J, et al. Active surveillance in men with localized prostate cancer: a
systematic review. Ann Intern Med. 2012;156(8):582-90.

—  Demicheli V, Jefferson T, Di Pietrantonj C, Ferroni E, Thorning S, Thomas RE, et al. Vaccines for preventing influenza in the
elderly. Cochrane Database Syst Rev. 2018;2:Cd004876.

—  Demicheli V, Jefferson T, Ferroni E, Rivetti A, Di Pietrantonj C. Vaccines for preventing influenza in healthy adults. Cochrane
Database Syst Rev. 2018;2:Cd001269.

—  Des Guetz G, Uzzan B, Morere JF, Perret G, Nicolas P. Duration of adjuvant chemotherapy for patients with non-metastatic
colorectal cancer. Cochrane Database Syst Rev. 2010(1):Cd007046.

—  Drekonja DM, Butler M, MacDonald R, Bliss D, Filice GA, Rector TS, et al. Comparative effectiveness of Clostridium difficile
treatments: a systematic review. Ann Intern Med. 2011;155(12):839-47.

—  Frank JW, Lovejoy TI, Becker WC, Morasco BJ, Koenig CJ, Hoffecker L, et al. Patient Outcomes in Dose Reduction or
Discontinuation of Long-Term Opioid Therapy: A Systematic Review. Ann Intern Med. 2017;167(3):181-91.

—  Goldzweig CL, Orshansky G, Paige NM, Towfigh AA, Haggstrom DA, Miake-Lye I, et al. Electronic patient portals: evidence on
health outcomes, satisfaction, efficiency, and attitudes: a systematic review. Ann Intern Med. 2013;159(10):677-87.

—  Harder T, Wichmann O, Klug SJ, van der Sande MAB, Wiese-Posselt M. Efficacy, effectiveness and safety of vaccination against
human papillomavirus in males: a systematic review. BMC Med. 2018;16(1):110.

—  Hollingsworth JM, Rogers MA, Krein SL, Hickner A, Kuhn L, Cheng A, et al. Determining the noninfectious complications of
indwelling urethral catheters: a systematic review and meta-analysis. Ann Intern Med. 2013;159(6):401-10.

—  Humphrey LL, Deffebach M, Pappas M, Baumann C, Artis K, Mitchell JP, et al. Screening for lung cancer with low-dose computed
tomography: a systematic review to update the US Preventive services task force recommendation. Ann Intern Med.
2013;159(6):411-20.

—  Jefferson T, Rivetti A, Di Pietrantonj C, Demicheli V. Vaccines for preventing influenza in healthy children. Cochrane Database
Syst Rev. 2018;2:Cd004879.

— Jiang B, Chaichana K, Veeravagu A, Chang SD, Black KL, Patil CG. Biopsy versus resection for the management of low-grade
gliomas. Cochrane Database Syst Rev. 2017;4:Cd009319.

— Johnson SA, Stevens SM, Woller SC, Lake E, Donadini M, Cheng J, et al. Risk of deep vein thrombosis following a single negative
whole-leg compression ultrasound: a systematic review and meta-analysis. Jama. 2010;303(5):438-45.

—  Jullien S, Ryan H, Modi M, Bhatia R. Six months therapy for tuberculous meningitis. Cochrane Database Syst Rev.
2016;9(9):Cd012091.

—  Kardamanidis K, Martiniuk A, Ivers RQ, Stevenson MR, Thistlethwaite K. Motorcycle rider training for the prevention of road
traffic crashes. Cochrane Database Syst Rev. 2010(10):Cd005240.




Khan F, Rahman A, Carrier M, Kearon C, Weitz JI, Schulman S, et al. Long term risk of symptomatic recurrent venous
thromboembolism after discontinuation of anticoagulant treatment for first unprovoked venous thromboembolism event: systematic
review and meta-analysis. Bmj. 2019;366:14363.

Lee JS, Giesler DL, Gellad WF, Fine MJ. Antibiotic Therapy for Adults Hospitalized With Community-Acquired Pneumonia: A
Systematic Review. Jama. 2016;315(6):593-602.

Leffers N, Daemen T, Helfrich W, Boezen HM, Cohlen BJ, Melief K, et al. Antigen-specific active immunotherapy for ovarian
cancer. Cochrane Database Syst Rev. 2010(1):Cd007287.

Leffers N, Daemen T, Helfrich W, Boezen HM, Cohlen BJ, Melief CJ, et al. Antigen-specific active immunotherapy for ovarian
cancer. Cochrane Database Syst Rev. 2014(9):Cd007287.

Lip GY, Shantsila E. Anticoagulation versus placebo for heart failure in sinus rthythm. Cochrane Database Syst Rev.
2014(3):Cd003336.

Lopez LM, Bernholc A, Chen M, Grey TW, Otterness C, Westhoff C, et al. Hormonal contraceptives for contraception in
overweight or obese women. Cochrane Database Syst Rev. 2016(8):Cd008452.

Lopez LM, Grey TW, Tolley EE, Chen M. Brief educational strategies for improving contraception use in young people. Cochrane
Database Syst Rev. 2016;3:Cd012025.

Lopez LM, Ramesh S, Chen M, Edelman A, Otterness C, Trussell J, et al. Progestin-only contraceptives: effects on weight.
Cochrane Database Syst Rev. 2016(8):Cd008815.

Maguire MJ, Weston J, Singh J, Marson AG. Antidepressants for people with epilepsy and depression. Cochrane Database Syst Rev.
2014(12):Cd010682.

Michelena HI, Abel MD, Suri RM, Freeman WK, Click RL, Sundt TM, et al. Intraoperative echocardiography in valvular heart
disease: an evidence-based appraisal. Mayo Clin Proc. 2010;85(7):646-55.

Mohammed Vashist N, Samaan M, Mosli MH, Parker CE, MacDonald JK, Nelson SA, et al. Endoscopic scoring indices for
evaluation of disease activity in ulcerative colitis. Cochrane Database Syst Rev. 2018;1:Cd011450.

Mosli MH, Parker CE, Nelson SA, Baker KA, MacDonald JK, Zou GY, et al. Histologic scoring indices for evaluation of disease
activity in ulcerative colitis. Cochrane Database Syst Rev. 2017;5:Cd011256.

Mussa FF, Horton JD, Moridzadeh R, Nicholson J, Trimarchi S, Eagle KA. Acute Aortic Dissection and Intramural Hematoma: A
Systematic Review. Jama. 2016;316(7):754-63.

Nelson HD, Pappas M, Cantor A, Haney E, Holmes R. Risk Assessment, Genetic Counseling, and Genetic Testing for BRCA-
Related Cancer in Women: Updated Evidence Report and Systematic Review for the US Preventive Services Task Force. Jama.
2019;322(7):666-85.

Novak G, Parker CE, Pai RK, MacDonald JK, Feagan BG, Sandborn WJ, et al. Histologic scoring indices for evaluation of disease
activity in Crohn's disease. Cochrane Database Syst Rev. 2017;7:Cd012351.

Paijens ST, Leffers N, Daemen T, Helfrich W, Boezen HM, Cohlen BJ, et al. Antigen-specific active immunotherapy for ovarian
cancer. Cochrane Database Syst Rev. 2018;9:Cd007287.

Pepper DJ, Jaswal D, Sun J, Welsh J, Natanson C, Eichacker PQ. Evidence Underpinning the Centers for Medicare & Medicaid
Services' Severe Sepsis and Septic Shock Management Bundle (SEP-1): A Systematic Review. Ann Intern Med. 2018;168(8):558-
68.

Selph SS, Bougatsos C, Dana T, Grusing S, Chou R. Screening for HIV Infection in Pregnant Women: Updated Evidence Report
and Systematic Review for the US Preventive Services Task Force. Jama. 2019;321(23):2349-60.

Simmonds MC, Brown JV, Heirs MK, Higgins JP, Mannion RJ, Rodgers MA, et al. Safety and effectiveness of recombinant human
bone morphogenetic protein-2 for spinal fusion: a meta-analysis of individual-participant data. Ann Intern Med. 2013;158(12):877-
89.

Singh JA, Hossain A, Kotb A, Wells G. Risk of serious infections with immunosuppressive drugs and glucocorticoids for lupus
nephritis: a systematic review and network meta-analysis. BMC Med. 2016;14(1):137.

Sturt AS, Dokubo EK, Sint TT. Antiretroviral therapy (ART) for treating HIV infection in ART-eligible pregnant women. Cochrane
Database Syst Rev. 2010(3):Cd008440.

Thorlund JB, Juhl CB, Roos EM, Lohmander LS. Arthroscopic surgery for degenerative knee: systematic review and meta-analysis
of benefits and harms. Bmj. 2015;350:h2747.

Valenti R, Pantoni L, Markus HS. Treatment of vascular risk factors in patients with a diagnosis of Alzheimer's disease: a systematic
review. BMC Med. 2014;12:160.

Wallis CJ, Mahar AL, Choo R, Herschorn S, Kodama RT, Shah PS, et al. Second malignancies after radiotherapy for prostate
cancer: systematic review and meta-analysis. Bmj. 2016;352:i851.

Yang L, Sahlqvist S, McMinn A, Griffin SJ, Ogilvie D. Interventions to promote cycling: systematic review. Bmj. 2010;341:¢5293.
Yotsu RR, Richardson M, Ishii N. Drugs for treating Buruli ulcer (Mycobacterium ulcerans disease). Cochrane Database Syst Rev.
2018;8:Cd012118.

Umbrella review; n=16 articles

Adam SS, McDuffie JR, Ortel TL, Williams JW. Comparative effectiveness of warfarin and new oral anticoagulants for the
management of atrial fibrillation and venous thromboembolism: a systematic review. Ann Intern Med. 2012;157(11):796-807.
Bhutta ZA, Yakoob MY, Lawn JE, Rizvi A, Friberg IK, Weissman E, et al. Stillbirths: what difference can we make and at what
cost? Lancet. 2011;377(9776):1523-38.

Chou R, Dana T, Bougatsos C, Blazina I, Khangura J, Zakher B. Screening for hepatitis B virus infection in adolescents and adults:
a systematic review to update the U.S. Preventive Services Task Force recommendation. Ann Intern Med. 2014;161(1):31-45.

Coker TR, Chan LS, Newberry SJ, Limbos MA, Suttorp MJ, Shekelle PG, et al. Diagnosis, microbial epidemiology, and antibiotic
treatment of acute otitis media in children: a systematic review. Jama. 2010;304(19):2161-9.

Demicheli V, Jefferson T, Al-Ansary LA, Ferroni E, Rivetti A, Di Pietrantonj C. Vaccines for preventing influenza in healthy adults.
Cochrane Database Syst Rev. 2014(3):Cd001269.
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Fu R, Selph S, McDonagh M, Peterson K, Tiwari A, Chou R, et al. Effectiveness and harms of recombinant human bone
morphogenetic protein-2 in spine fusion: a systematic review and meta-analysis. Ann Intern Med. 2013;158(12):890-902.
Gartlehner G, Hansen RA, Morgan LC, Thaler K, Lux L, Van Noord M, et al. Comparative benefits and harms of second-generation
antidepressants for treating major depressive disorder: an updated meta-analysis. Ann Intern Med. 2011;155(11):772-85.
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Table S4: Characteristics of included bodies of evidence from randomized controlled trials
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ostly exderty p(?pu a'lon with: Bupivacaine and Morphine Placebo (2x) / IV
(>65 years) / with: hip . . . L .
Abou-Setta fracture / communit / doses: epidural Bupivacaine analgesia with Morphine
Nerve block Delirium 4 461 44 . . Y >16 0.125% and Morphine, 4ml of 0.1mg/kg, single Delirium Parallel NR
2011 (74) dwelling or not specified / . .. .
without: dementia 50ug per ml/h; 3-in-1 nerve block administration (1x) / IV
. L with Bupivacaine 0.5%, 30ml, NSAID (1x)
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iliaca compartment block with
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(interval not reported) or 0.25mg
of 0.3ml/kg 24 hours before and
after surgery
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. . o
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(75) mortality use of antihypertensive intake / with or without: weight . mortality factorial
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moderate overweight,
hypertension (1x)

loss intervention
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Mostly oils not containing
Male and female EPA and DHA ( oil, com
i1, oleic acid .
population / primary, Ethyl esters, fish oil, fatty fish or ot ’o(i)l i;cixatillre r:?trf:;nc’
Alexander Coronary heart mixed or secondary EPA and DHA enriched . . Any coronary Parallel,
DHA and EPA 18 47,494 NR >18 -3 fatt ds)/ 0.5-7
2017 (76) an disease ’ prevention of CVD / margarine / EPA+DHA: 0.38- m::lm‘: ;10 sua };c?rcllcnst)s heart disease event factorial years
mostly in highly 5.04 g/day partly: no supp ements,
developed comntries dietary advice, aluminium
P hydroxide (1x), gelatin
(Ix)
Mostly oils not containing
Male and female EPA and DHA ( oil, com
i1, oleic acid .
population / primary, Ethyl esters, fish oil, fatty fish or Sol.ir; f;)o:zraz;l :ﬁlrri?;;:; Fatal coronar
Alexander DHA and EPA Coronary heart 14 39,537 NR mixed or secondary >18 EPA and DHA enriched without mari,ne 03 fatt heart diseasey Parallel, 0.5-7 vears
2017 (76) disease mortality ’ prevention of CVD / margarine / EPA+DHA: 0.38- . Y factorial Py
mostly in highly 5.04 g/day acids) / partly other events
developed countrics ’ controls (no supplements,
dietary advice, aluminium
hydroxide, gelatine)
Oils not containing EPA
Male and female and DHA ( oil, com oil,
population / primary oleic acid margarine,
. ’ . it il, oil mixt Non-fatal
Alexander DHA and EPA Coronary heart 9 13441 NR mixed or secondary 18 Ethyl esters, fish oil, fatty fish / S;?thzmc;(;inzln?;zrc com(:ll; ahaeart Parallel, 17 vears
2017 (76) disease incidence ’ prevention of CVD / EPA+DHA: 0.6-3.46 g/day . Y . Y factorial y
mostly in highly acids) / other controls (no disease events

developed countries

supplements, dietary
advice, aluminium
hydroxide, gelatine)




Adult population (>15

16

years) / with: mostly
pulmonary, smear
positive tuberculosis /

Directly observed therapy
. .. excluding or including: / either observed by
Alipanah 2018 Self-administered Low treatment 1,603 1.151 multidrug-resistant >15 Self-administered therapy health staff in hospital or Low treatment Parallel NR
(24) therapy success . . . . success
tuberculosis and patients by community or family
with history of member
antituberculosis treatment
/ setting: Thailand,
Pakistan, South Africa
Adult population (>15
years) / with: mostly
pulmonary, smear
positive tuberculosis /
excluding or including Directly observed therapy
. . multidrug-resistant / either observed b
Alipanah 2018 Self-administered Low treat@ent 1,982 406 tuberculosisg and patients >15 Self-administered therapy health staff in hospita}I or Low treatl‘nent Parallel NR
24 therapy completion s . . completion
with history of by community or family
antituberculosis treatment member
/ partly population
without: HIV / setting:
India, Thailand, Pakistan,
South Africa
Adult population (>15
years) / with: mostly
pulmonary, smear
positive tuberculosis / Directly observed therapy
. - excluding or includin, / either observed b
Alipanah 2018 Self-administered All—cal.'lsc 1,603 67 multidrgug-resistant ¢ >15 Self-administered therapy health staff in hospita}I or Mortality Parallel NR
(24) therapy mortality . . . .
tuberculosis and patients by community or family
with history of member
antituberculosis treatment
/setting: Thailand,
Pakistan, South Africa
Serodiscordant couples Incident HIV
(HIV status), mostly infection of 1,585
heterosexual (~97%) / Delayed ART / initiation uninfected partner (immediate
Anglemyer Antiretroviral HIV infection 3,500 39 CD4 count 3'50—55'0 >18 Immediate ART (350-550 CD4 of treatment when CD4- in serodiscordant Parallel treatment) to
2013 (77) therapy cells/uL / setting: nine cells/uL) cells <250 cells/uL or couples 1,567 (delayed
countries (Botswana, AIDS defining disease (virologically treatment)
Brazil, India, Malawi, linked and person-years
Kenya, South Africa, unlinked)
Thailand, United States of




America, Zimbabwe)
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Male and female

Stevioside capsules daily 3.8-

population / with: mild
essential hypertension

15mg/kg (1x) or 1500mg (1x) /

post-abortion
pelvic infection,
excessive post-
abortion bleeding,
abortion-related
death)

one 250ml diet beverage daily 5
... (2x) or overweight (1x) days/week / co-intervention for
Azad 2017 (21) Nonnutritive Body Mass Index 242 NA but otherwise heaglthy (3x) 32-52 le patients (1x): bi-weekly Placebo, water BMI change at Parallel 0.5-2 }{cars
sweeteners . (mean) . . latest follow-up (duration)
(without: cancer, CVD) / dietary and behavioural
mean BMI: 23-34/ counseling to increase physical
setting: Brazil, China, activity (based at weight-loss
Iran clinic)
Pregnant women /
gestational age: <12
weeks / urban and peri-
Barnard 2015 Surgica'l abortion 'Failurc or urban arca§ in South- Surgigal abor?ion by mid-level Surgical abortion by 'Failurc or 10-14 days
28) by mchl-level mcom@ete 2,789 24 AﬁlC? and Yletnam Ftwo >18 prov1flers w1‘thA goYernmer{t- doctors 1ncom1?lete Parallel follow-up
providers abortion studies at different time accredited training in abortion abortion
and setting with same
methodology by same
author)
Immediate
complications
(excessive
bleeding after
abortion, cervical
injury,
Pregnant women / confirmed/suspect
gestational age: <12 ed perforation,
weeks / urban and peri- adverse drug
Barnard 2015 Surgica'l abortion o ur'ban arcas' in South- Surgigal abor?ion by mid-level Surgical abortion by rcaction)} Dc?laycd 10-14 days
28) by mchl-level Complications 2,789 Afrlcfl and Yletnam <tw0 >18 prov1flers w1‘thA goYernmer{t- doctors coml?hcatlons Parallel follow-up
providers studies at different time accredited training in abortion (retained POC
and setting with same needing re-
methodology by same evacuation,
author) haematometra,




18

Surgical abortion

Pregnant women /
gestational age: <12
weeks / urban and peri-
urban areas in South-

Surgical abortion by mid-level

Immediate
complications
(excessive
bleeding after
abortion, cervical
injury,
confirmed/suspect
ed perforation,
adverse drug
reaction); Delayed

B d 2015 . Abortion fail . . . . Surgical abortion b, - 10-14 d:
amzizr 8) by mid-level and (c)orlr(lmli:altlil(:rels 2,789 28 Africa and Vietnam (two >18 providers with government- urglczozt(?rs 1onby complications Parallel follow 1}15
providers P studies at different time accredited training in abortion (retained POC P
and setting with same needing re-
methodology by same evacuation,
author) haematometra,
post-abortion
pelvic infection,
excessive post-
abortion bleeding,
abortion-related
death)
Adults with CAD/CHD Clopidogrel 300-900mg Delayed treatment with
scheduled for pretreatment before PCI / mostly .
. L Clopidogrel 7 days or
Bellemain- All-cause catheterisation, PCI, or several hours before procedure (immediately before All-cause hosnital
Appaix 2012 Clopidogrel . 8,608 151 both / mostly with ACS, NR (minimum 2 hours to median 10 . Y ’ . Parallel . P
mortality . . during or after the mortality discharge to 1
(48) partly with definite days before procedure (range)) / . .
. . procedure) with a loading year
STEMI, partly with followed by maintanance dose
. dose of 300-900mg
elective PCI (3x)
Major bleeding
(TIMI
major/minor or
. . bstantiall;
Adults with CAD/CHD Clopidogrel 300-900mg A Substantiatly
Delayed treatment with disabling
scheduled for pretreatment before PCI / mostly . .
. . Clopidogrel bleeding, 7 days or
Bellemain- catheterisation, PCI, or several hours before procedure (immediately before intraccular hosnital
Appaix 2012 Clopidogrel Major bleeding 8,608 286 both / mostly with ACS, NR (minimum 2 hours to median 10 . Y ’ . . Parallel . P
. . during or after the bleeding leading discharge to 1
(48) partly with definite days before procedure (range)) / ) .
. . procedure) with a loading to the loss of year
STEMI, partly with followed by maintanance dose .. .
. dose of 300-900mg vision, or bleeding
elective PCI (3x)

necessitating
transfusion of 2 or
more units of
blood (1x))
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Adults with CAD/CHD Clopidogrel 300-900mg . Major coronary
Delayed treatment with
scheduled for pretreatment before PCI/ mostly . events (CV death,
. s Clopidogrel 7 days or
Bellemain- Coronary heart catheterisation, PCI, or several hours before procedure (immediately before death, MI, hosnital
Appaix 2012 Clopidogrel . Y 8,608 955 both / mostly with ACS, NR (minimum 2 hours to median 10 . Y ’ periprocedural MI, Parallel . P
disease . . during or after the discharge to 1
(48) partly with definite days before procedure (range)) / . . stroke, urgent
. . procedure) with a loading year
STEMI, partly with followed by maintanance dose target vessel
. dose of 300-900mg o
elective PCI (3x) revascularization)
Clopidogrel with subsequent PCI,
300mg loading dose followed by
Adults undergoing PCI / maintenance dose, mean 2 hours Placebo instead of
Bellemain- All-cause 66.5-100% (range) with: 61.5- to 10 days before procedure / cetreatment / delayed All-cause death; at 1-12 months
Appaix 2014 P2Y12 inhibitors . 7,246 39 non-ST elevation ACS; 64.2 randomization after coronary p . Y 7, 28 or 30 days Parallel
mortality . . treatment with . (follow-up)
(47) non-acute patients only (mean) angiogramm (1x) / Prasugrel Clopidogrel or Prasuerel respectively
(1x) 30mg median 4,4 hours before P1eog g
PCI and immediately after PCI
(Ix)
Major bleeding; at
7, 28 or 30 days
respectively;
Bleeding:
Thrombolysis in
Clopidogrel with subsequent PCI, Myocardial
300mg loading dose followed by Infarction major
Adults undergoing PCI/ maintenance dose, mean 2 hours Placebo instead of bleeding criteria
Bellemain- 66.5-100% (range) with: 61.5- to 10 days before procedure / cetreatment / delayed (2x) or 1-12 months
Appaix 2014 P2Y12 inhibitors Major bleeding 7,547 154 non-ST elevation ACS; 64.2 randomization after coronary p . 4 substantially Parallel
. . treatment with - (follow-up)
(47) non-acute patients only (mean) angiogramm (1x) / Prasugrel Clopidogrel or Prasuerel disabling
(1x) 30mg median 4,4 hours before pidog & bleeding,
PCI and immediately after PCI intraocular
(1x) bleeding
leading to loss of
vision, or bleeding
necessitating
transfusion of >2
units of blood (1x)
Clopidogrel with subsequent PCI,
300mg loading dose followed by
Adults undergoing PCI / maintenance dose, mean 2 hours Placebo instead of Main composite
Bellemain- Main composite 66.5-100% (range) with: 61.5- to 10 days before procedure / cetreatment / delaved ischemic 1-12 months
Appaix 2014 P2Y 12 inhibitors . K P R 7,246 645 non-ST elevation ACS; 64.2 randomization after coronary P . ¥ endpoint; at 7, 28 Parallel
ischemic endpoint . . treatment with (follow-up)
(47) non-acute patients only (mean) angiogramm (1x) / Prasugrel . or 30 days
. Clopidogrel or Prasugrel .
(1x) 30mg median 4,4 hours before respectively

PCI and immediately after PCI
(Ix)
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Female population /
without prevalent CVD or

Bloomfield other severe conditions 67:4- Mediterranean diet / free extra. Breast cancer
Mediterranean diet Breast cancer 1 4,152 NR but with metabolic or 68.1 Lo . . Low-fat diet . Parallel 4.8 years
2016 (22) . . virgin olive oil or nuts included incidence
CVD risk factors, without (mean)
breast cancer / setting:
Spain
Supplements / calcium (8x) only
Mostly general female or calcium and vitamin D (13x),
population, community calcium and UV-light (1x) /
Bollzzz;l)ZOlS Calcium All fractures 22 68,505 6,725 dwelling / (;6;::) doses: calcium 600 to 1600 Placebo, "control" All fractures fact(l))ljer:lﬂl:lll’_lstcr (ld-:r:t?z;s)
institutionalised mg/day, vitamin D 400 to 1000 ?
population (2x) TU/day or 300 000 IU IM stat
(2x)
Mostly general female Supplements / calcium (8x) or
population, community calcium and vitamin D (4x) /
Bolland 2015 58-80 Parallel 1.5-7
oHan Calcium Vertebral fracture 12 48,967 666 dwelling / doses: calcium 750 to 1600 Placebo, "control" Vertebral fractures ara ? ? }{ears
(49) e . (mean) L factorial (duration)
institutionalised mg/day, vitamin D 400 to 800
population (1x) TU/d or 300 000 TU IM stat (1x)
Mostly general female Supplements / calcium (4x) or
population, community calcium and vitamin D (9x) /
Bollézzc;)2015 Calcium Hip fracture 13 56,648 981 dwelling / (fnSc:j) doses: calcium 400 to 1200 Placebo, "control" Hip fracture ?aili)ligi (ld:r;(;z:)
institutionalised mg/day, vitamin D 400 to 800
population (2x) 1U/d or 300 000 IU IM stat (1x)
Male and female
population / generally
healthy (without: pre-
existing colorectal cancer, Flexible sigmoidoscopy / flexible
adenomas (2x), other sigmoidoscopy with or without .
B: 2014 Colorectal 55-74 Mortality fr
renner Sigmoidoscopy olorecta c ancer 4 437,600 NR cancer (1x), increased risk faecal occult blood test (1x) / No sigmoidoscopy orta thy from Parallel 7-11.9 (median)
29) mortality (range) . . colorectal cancer
for colorectal cancer, sigmoidoscopy repeated after 3-5
other severe or terminal years (1x)
disease (3x)) / setting:
highly developed
countries
Male and female
population/ generally Flexible sigmoidoscopy / flexible
healthy (without: pre- sigmoidoscopy with or without .
Brenner 2014 Sigmoidoscopy Col(?rcc'tal cancer 4 437,600 NR existing colorectal cancer, 5574 faecal occult blood test (1x) / No sigmoidoscopy fncidence of Parallel 7119 y cars
(29) incidence (range) colorectal cancer (median)

adenomas (2x), other
cancer (1x), increased risk
for colorectal cancer,
other severe or terminal

sigmoidoscopy repeated after 3-5
years (1x)
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disease (3x)) / setting:
highly developed
countries

Male and female
population / without CVD

EPA 1.8 g/day capsule /
EPA+DHA 1 g/day capsule / co-

4.6-6.23 years

Chowdhs Cereb: 1 40-75 Placeb: taining oli Cereb. 1
5 51\; (;;r)y Omega-3 ere dir:c‘;icu ar 2 31,181 978 (2x) or with: risk factors (range) intervention for all patients (1x): acebo cor(l)izlnnmg onve ere dir::;zsccu ar Parallel follow-up
for CVD, metabolic g Pravastatin 10mg/day or (mean)
disease (2x) Simvastatin 5Smg/day
Cardiovascular
disease (non-fatal
myocardial
Male (2x) or male and infarction, fatal
female (2x) population / General dietary advice / myocardial
Chowdhus . N Coronary heart . 40-80 a-linolenic acid / supplements or . infarction, fatal
y a-linolenic acid Y 4 18,866 419 with CVD (3x) or health PP sunflower oil / Parallel 1-3.4 years
2014a (79) disease ’ (1x) / setting: highl Y (range) dietary oils / 2-5.5 g/day EPA+DHA / marearine coronary heart 4y
developed cg(;untgrie: ¢ event, sudden
P cardiac death,
heart failure, fatal
coronary heart
disease)
Fatal and non-fatal
coronary events
(non-fatal
dial
Placebo / unspecified or . 1nyo?ar 1
infarction, fatal
Male and female other fatty food .
. . Supplements (capsules) of R . myocardial
population / with: CVD or . (sunflower oil, olive oil, . .
Chowdhury Omeea-3 Coronary heart 17 76.580 4974 hich risk for CVD / 18-80 polyunsaturated fatty acids / corn oil. non-marine infarction, Parallel, 0.1- 6.2 vears
2014a (79) 8 disease ? ’ B T (range) partly margarine (1x) / 0.3-6 L . revascularisation, factorial St
setting: highly developed o/day fatty-acids, margarine or fatal coronary
countries ALA) / Pravastatin or heart disease. non
Simvastatin (1x) §
fatal coronary
heart disease,
acute coronary
syndrome)
Diet rich of linolenic acid / mixed Fatal and non-fatal
. polyunsaturated fatty acids Mostly unspecific dietary coronary events
(I)Millzr(if)i) (;;;r;lxwi?h. principally consisting of linolenic advice / partly low (revascularisation, Parallel. cross
Chowdhury Omeea6 Coronary heart 3 14.476 974 pC%D or hich risk for. 30-88 acid (6x), linolenic acid-specific linolenic acid diet, low non fatal MI, fatal over c’lustcr 1-8 vears
2014a (79) s disease ? € (range) supplementation (2x) / linolenic linoleic acid diet with M1, fatal coronary ¥

CVD / setting: highly
developed countries

acid intake of total daily fat 8-
72% or 40,5-85g/day
polyunsaurated fatty acids

high proportion of other
fats

heart event,
sudden cardiac
death)

RCT, factorial
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Population with or
without pre-existing
chronic disease (CVD,
metabolic disease, cancer)

Mostly oral vitamin D2 or D3
supplementation / partly

0.38 to 6.8 years

Sg(l):\;ad?;oril Vitamin D 1:;11(1);::;::6 22 30,716 5,114 / community dwelling or (fnG(;:j) injections / dose: vitamin D3: 10- Mostly ii;:i;famy ne ﬁll(l)z:;}tse Para;;ii;;l:lster, (mean follow-
t institutionalised / setting: 6,000 IU/day, vitamin D2: 208- ¥ up)
mostly Europe, partly 4,500 TU/day
North America, Asia-
pacific
Elderly general 75
Chung 2011 o population / men (76%) (mean)/ Vitamin D3 oral supplements / S years (follow-
58) Vitamin D Colorectal cancer 1 2,686 NR and women / community 65-85 100,000 IU/4 months Placebo Colorectal cancer Parallel up & duration)
dwelling (range)
Elderly general 75
Chung 2011 N population, women (for (mean)/ Vitamin D3 oral supplements / 5 years (follow-
58) Vitamin D Breast cancer 1 2,686 NR outcome breast cancer) / 65.85 100,000 IU/4 months Placebo Breast cancer Parallel up & duration)
community dwelling (range)
Male and female elderly
population / general 77 Calcium supplements / 1,000mg Cardiovascular
Chung 2016 Calcium CardlovasAcular 2 4103 246 populatlon or populétlon (mean)/ ele@ental calcium or },200 mg Placebo (‘hsease‘deaths, Parallf:l, 3-9.5 years
(56) mortality with fracture / setting: <70 calcium carbonate daily for 24 ischemic heart factorial
England, Scotland and months to 5 years disease deaths
Australia
Male and female general 50-57 DletA rich of dairy produf:ts /35
population / partly: (mean servings/day (low fat milk, low- Low-dairy diet / non Systolic blood
Systolic blood ‘ fat yogurt, ified dai ) ) Parallel - 1-12 month
Ding 2017 (81) Dairy Ysiotie D00 8 735 NR healthy or with CVD, for 2x)/ atyogurt, LAmSpeCI ted datty dairy dietary intervention pressure mmHg, aratiel, cross mon . s
pressure L. products daily) / free low-fat . . over study duration
metabolic disease, 20-85 . R / diet as usual end of trial
. dairy products (home delivery or
overweight (range)
coupons)
Conservative .
. . Erectile
management, including .
Fenton 2018 Erectile Male population with 49-69 regular PSA screening, dysfunction
(30) Radiation therapy dysfunction 1 884 336 Jocalised prostate cancer (range) Radiation therapy subsequent radical or (perceived as Parallel 6 years

palliative treatments if
required

troublesome by
patients)
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Conservative
management /
surveillance including
regular PSA screening,
subsequent radical or Urinary
palliative treatments if incontinence
required (1x) / palliative (defined by
Fenton 2018 Radical A UrirAlary 1,796 296 Ma?e population with 40-75 Radical prostatectomy treatment including regular use of Parallel 2.8 years
(30) Prostatectomy incontinence localised prostate cancer (range) hormon therapy, pads or as
transurethral resection of perceived
the prostate and other troublesome by
options (1x) / observation, patients)
offered transurethral
resection of the prostate
in case of local progress
(Ix)
Conservative
management /
surveillance including
regular PSA screening,
subsequent radical or
pall}atlvc tI‘Cathl"ltS'lf Erectile
required (1x) / palliative dysfuncti
Fenton 2018 Radical Erectile Male population with 40-75 . treatment including vS uyc ton
. 1,777 955 . Radical prostatectomy (perceived as Parallel 2-8 years
(30) Prostatectomy dysfunction localised prostate cancer (range) hormon therapy,
. troublesome by
transurethral resection of .
the prostate and other patients)
options (1x) / observation,
offered transurethral
resection of the prostate
in case of local progress
(Ix)
Different disease modifying
drugs (Interferon beta-1b SC or Clinically definite
Female (>64%) and male IM (3x), Cladribine P.O. (1x), multiple sclerosis
population / with: first Glatiramer acetate SC (1x), (defined by
. attack suggestive of 28-33 Teriflunomide P.O. (1x)) / mostly clinical
Filippini 2017 Disease-modifying Conversion to multiple sclerosis (and (mean)/ treatment with corticosteroids if assessment 18 months to 3
clinically definite 3,386 NR . . Placebo (SC, IM, P.O.) ? Parallel
(43) drugs . . mostly with at least two 18-55 relapse (+/- Acetaminophen) / EDSS-score, years
multiple sclerosis . L . . . .
silent lesions in MRI) / (range) partly co-intervention with Poser criteria,
setting: mostly highly Acetaminophen after injection / confirmed by a
developed countries all patients: open-label treatment central commitee
with study drug if conversion to (1x))
definite multiple sclerosis
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Fluri 2010 (31)

Extracranial-
intracranial arterial
bypass

All-cause
mortality

1,691

Population with occlusive
carotid artery disease /
with haemodynamic
compromise only (1x) or
all patients with occlusion
of the carotid artery
irrespective of their
cerebral haemodynamics

(1x)

NR

Extracranial-intracranial arterial
bypass plus medical treatment

Best medical treatment/
Aspirin, 325mg 4x/day or
NR (1x)

All-cause death

Parallel

25-55.8 months

Fluri 2010 (31)

Extracranial-
intracranial arterial
bypass

Stroke

1,691

442

Population with occlusive
carotid artery disease /
with haemodynamic
compromise only (1x) or
all patients with occlusion
of the carotid artery
irrespective of their
cerebral haemodynamics

(Ix)

NR

Extracranial-intracranial arterial
bypass plus medical treatment

Best medical treatment/
Aspirin, 325mg 4x/day or
NR (1x)

Any stroke

Parallel

25-55.8 months

Fluri 2010 (31)

Extracranial-
intracranial arterial
bypass

Stroke mortality or
dependency

1,377

338

Population with occlusion
of the carotid artery
irrespective of their

cerebral haemodynamics

NR

Extracranial-intracranial arterial
bypass plus medical treatment

Aspirin, 325mg 4x/day

Death or
dependency

Parallel

55.8 months

Gargiulo 2016
(32)

Transcatheter
aortic valve

Early all-cause
mortality

3,822

153

Male and female
population with severe
CVD / including patients
at high surgical risk (3x)
or only low to
intermediate risk patients
(2x) / partly with
additional diseases
(metabolic disease, severe
kidney disease,
pulmonary disease)

79-84.5
(mean)

Transcatheter aortic valve
replacement / transfemoral access
(primary choice), transapically
only (1x) / first generation valve

Surgical aortic valve
replacement

Early all-cause
mortality

Parallel

<2-5 years

Gargiulo 2016
(32)

Transcatheter
aortic valve

Mid-term all-cause
mortality

3,822

563

Male and female
population, mostly with
severe CVD / including
patients at high surgical
risk (3x) or only low to

intermediate risk patients

(2x) / partly with

additional diseases
(metabolic disease,
kidney disease,

79-84.5
(mean)

Transcatheter aortic valve
replacement / transfemoral access
(primary choice), transapically
only (1x) / first generation valve

Surgical aortic valve
replacement

Midterm all-cause
mortality

Parallel

<2-5 years
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pulmonary disease)

Male and female
population, mostly with
severe CVD / including
patients at high surgical
risk (2x) or only low to

Transcatheter aortic valve

Gargiulo 2016 Transcathctcr Long-term a'll- 3,755 1.044 intermediate risk patients 79-84.5 replacement / mostly by femoral Surgical aortic valve Longterm al'1— Parallel 2-5 years
(32) aortic valve cause mortality . (mean) . replacement cause mortality
(2x) / partly with access / first generation valve
additional diseases
(metabolic disease,
kidney disease,
pulmonary disease)
Pregnant women / mostly
with mild or borderline
GDM, partly with
manifest GDM / blood
glucose (unclear if Dietary counselling to maintain
fasting) 4.68-10.0mmol/L an euglycemic diet (3 meals and
Hartling 2013 Trcating ' ' ' / cthn'icity: ajlsian, blac!(, 26.3- 2-3 snacks;'40755% ' Birth weight
(50) gestanonzq diabetes High birth weight 2,643 341 hlspémc, white, caucasian 31.1 carbohydrz}tes), dfet?ry therapy, Standard obstetric care 4000g Parallel NR
mellitus / without: severe glucose (mean) e.g. calorie restriction / blood

impairment, CVD,
rheumatoid disease, renal
disease, active chronic
diseases, prenancy with
risk factors (e.g. multiple
gestation)

glucose monitoring and insulin
administration if needed (5x)




borderline or mild GDM /
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Pregnant women /

Hartling 2013
(50)

Treating
gestational diabetes
mellitus

Large-for-
gestational age
neonate

2,261

313

fasting blood glucose
4.68-4.8mmol/L, BMI:
23.0-30.2 / ethnicity:
asian, black, hispanic,
causasian, white /
without: severe GDM,
complicated gestation
(e.g. fetal anomaly, likely
preterm delivery), or other
conditions posing a risk to
the pregnancy, multiple
gestation (1x)

28.9-
31.1

Pregnant women /

(mean)

Dietary counseling, formal diet /
blood glucose monitoring and

insulin if needed (3x)

Standard obstetric care

gestational age

Large-for-

neonate

Parallel

NR

Hartling 2013
(50)

gest:

Treating
ational diabetes

mellitus

Shoulder dystocia

2,044

51

borderline or mild GDM /
fasting blood glucose
4.8mmol/L (or NR), BMI:
26.0-30.2 / ethnicity:
asian, black, hispanic,
white; without: severe 3
GDM, complicated
gestation (e.g. fetal
anomaly, likely preterm
delivery), or other
conditions posing a risk to
the pregnancy; without
multiple gestation (1x)

Pregnant women with
asymptomatic bacteriuria

26.3-

(mean)

0.9

monitoring and insulin if needed

Dietary counseling, dietary
therapy / blood glucose

(3%)

Treating asymptomatic

Standard obstetric care

Shoulder dystocia

Parallel

NR

Henderson
2019 (51)

Treating
asymptomatic
bacteriuria

Pyelonephritis

2,068

269

/16 to 32 weeks of
gestation (range) or NR
(4x) / exclusion criteria

sparsely reported;
(without: hypertension,
renal disease, recent
urinary tract infection;
low risk pregnancies only
(1x)) / setting: mostly
highly developed
countries (11x)

25.1-29

(mean)/
10-40

(range)

bacteriuria (>10"5 colony
forming units/ml of the same
organism in 1-3 tests) /
antibiotics: mostly sulfonamides
(sulfamethizole,
sulfadimethoxine, others), mostly
with high doses used (most
studies conducted between 1960-
70 (10x))

No treatment for
asymptomatic bacteriuria

Pyelonephritis

Parallel

NR
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Infants / low birth weight
(2x) / without: DTP and
measles vaccination,

. Infants;
malformations or after
Lo . tuberculosis (1x) / setting: . . No BCG vaccination (1x),
Higgins 2016 Bacillus Calmette- All-cause ercg osis ( ),() Se, e birth or BCG vaccination / SC or not ° vaceind “f“ ( ,X) . Parallel, <l yearto 5
Y. . 3,057 199 native americans in . delayed BCG vaccination Mortality X
(25) Guérin mortality . . not specified factorial years
Canada; Guinea-Bissau; . (2x)
.. . specifie
participants of factorial d
RCT with additional
randomisation of Vitamin
A and placebo (1x)
Infants or infants and
children (1x) / sparse
information about health
. . <1.5 years to <5
status / with or without . .
. L 4.5 Measles containing vaccine / one Delayed measles years/ for
prior DTP vaccination; .. . .
- .. . months or two doses / at 4.5, 6 or 9 containing vaccine (1x) / analysis: 9
Higgins 2016 Measles containing All-cause BCG vaccination status . . . . Parallel,
. . 17,190 169 . . to2 months / vaccine: monovalent, polio vaccine (2x) / Mortality . months
(25) vaccines mortality not specified / setting: . X . factorial .
. . . years strains: Edmonston, Schwarz, pertussis/tetanus vaccines (reported in
Guinea-Bissau, Nigeria; .
.. . (range) Enders B (1x) systematic
participants of factorial review)
RCT with additional
randomisation of Vitamin
A and placebo (1x)
Mostly female population
/ with: displaced femoral
neck fracture / ambulatory Bipolar cemented
Hopley 2010 Total hip ‘ and orientefl patierAlts (2x) 74.82 Total hip arthroplasty, cemented hemifmhroplasty 3x)/ A
Reoperation 421 27 or patients with (3x) / cemented or uncemented uni- or bipolar and Reoperation Parallel 1-3.33 years
(33) arthroplasty . .. (mean)
considerable cognitive (1x) cemented or uncemented
impairment (2x) (mini- (1x)
mental-status-test 10/
SPMSQ-score 9)
Mostly female population
/ with: displaced femoral
neck fracture / ambulatory Bipolar cemented
Hopley 2010 Total hip A A and orientefl patierAlts (2x) 74.82 Total hip arthroplasty, cemented hemifmhroplasty 3x)/ ‘ ‘
Dislocation 421 10 or patients with (3x) / cemented or uncemented uni- or bipolar and Dislocation Parallel 1-3.33 years
(33) arthroplasty (mean)
(1x) cemented or uncemented

considerable cognitive

impairment (2x) (mini-

mental-status-test 10/
SPMSQ-score 9)

(Ix)
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Mostly female population
/ with: displaced femoral
neck fracture / ambulatory
and oriented patients (2x)

Total hip arthroplasty, cemented

Bipolar cemented
hemiarthroplasty (3x) /

Hopley 2010 Total hi 74-82
opey ota? up Deep infection 421 17 or patients with (3x) / cemented or uncemented uni- or bipolar and Deep infections Parallel 1-3.33 years
(33) arthroplasty . .. (mean)
considerable cognitive (1x) cemented or uncemented
impairment (2x) (mini- (1x)
mental-status-test 10/
SPMSQ-score 9)
Instructions for standard
Chest- Instructions for chest bystander Hospital
Hiipfl 2010 compression-only All-cause Population with out-of . 'y All-cause . P
. . 3,031 389 . . NR compression-only bystander cardiopulmonary . Parallel discharge to 30
(67) cardiopulmonary mortality hospital cardiac arrest . s o . mortality
o cardiopulmonary resuscitation resuscitation (including days (range)
resuscitation e
rescue ventilation)
Male and female
population / with:
advanced chronic kidney Non-calcium-based phosphat
. disease, mostly requiring binders (Sevelamer or Calcium-based phosphat
Non-cal -based All- L 47-60 . . . All-
Jamal 2013 (82) on-ca Cum.l .t cagsc 4,340 936 haemodialysis (7x) / Lanthanum) / Atorvastatin for binders (calcium acetate cal%sc Parallel 5 to >44 months
phosphat binders mortality . . . (mean) . . . mortality
without: gastrointestinal intervention and control group or calcium carbonat)
disease (4x), cancer (2x), (1x)
diabetes or uncontrolled
diabetes (4x), CVD (4x)
Influenza like
Elderly nopulation / illness, clinically
yP P . Parenteral influenza vaccines / defined (e.g.
community-dwelling . .
monovalent or trivalent, live sudden onset of
generally healthy (2x) or attenuated or inactivated / Placebo / influenza B fever, cough
Jefferson 2010 Parenteral Influenza-like healthy elderly in a >52/ NR . . . . . S et
. . . 6,894 346 . . matching the circulating strains vaccine, placebo or no prostration, Parallel 3-6 months
(46) influenza vaccine illness retirement community (1x) X R
. . during outbreak / pneumococcal vaccine (1x) weakness,
(1x) patients in a " . . .
vaccines for intervention and myalgia,

psychiatric hospital (1x) /
setting: Europe and USA

control group (1x)

widespread aches,
headache or
myalgia)
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Elderly population /
health status: generally
healthy community-
dwellers (1x),

Parenteral influenza vaccine /

R 73 . .
institutionalised . monovalent or trivalent, live
opulation in a (median attenuated or inactivated / Laborato;
Jefferson 2010 Parenteral p' P . . )/ >60/ . . . Y
. . Influenza 2,217 89 psychiatric hospital (1x) vaccine strains matching the Placebo confirmed Parallel 1-6 months
(46) influenza vaccine . . 41-95 . . . . .
or nursing home residents (range)/ circulating strains during influenza
(1x) / without: severe 8 outbreak, partly not during
. NR (1x)
illness or outbreak (1x)
immunocompromised
(1x) / setting: Russia,
USA, Netherlands
Culture confirmed
influenza (3x),
clinical illness
Male and female children Inactivated influenza vaccines / exa?jlsiz:f:nb(}; %) Parallel, cluster-
Jefferson 2012 Inactivated and adolescents / known <3-18 1-2 doses, bi- or trivalent / ? RCT 4-6 months/ NR
. . Influenza 1,628 252 . Placebo confirmed by o
(34) influenza vaccines to be healthy (2x) or (range) intranasally, IM / (RCTs subsequent illness (randomization (4x)
health status NR conducted 1990-2003) of household by family)
member, illness in
the epidemic
period (1x)
Healthy male and female Inactivated influenza vaccines / Influenza-like Parallel, cluster-
Jefferson 2012 Inactivated Influenza-like children and adolescents / <3-18 1-2 doses, bi- or trivalent / Placebo / no treatment . . RCT (clusters:
. . . 19,388 4,996 . . . illness (clinically . <5 months
(34) influenza vaccines illness partly without: previous (range) intranasally, IM, SC / (RCTs (1x) family, school,
e . defined)
hypersensitivity reactions conducted 1990-2001) class)
Male and female
population with colorectal o .
Colorectal adenoma / without: other Diet with low fat and high Colorectal
Jin 2012 (83) Total flavonoids 929 358 . . L >35 amount of fibre, fruit and Control diet (as usual) adenoma Parallel NR
neoplasms gastrointestinal diseases,
. vegetables recurrence
severe overweight /
setting: USA
Female postmenopausal
population / with:
overweight or obesity Behavioral support to achieve . .
Johnston 2019 All- 50-79 G 1 diet d b: All- <17.05
onns ((2)131) Low red meat mor::;:tsc 48,835 NR (>70%), hypertension (range) diet with low fat and high amount (:erzl(ilr:ati;i:ﬁ nztevrl;(is Y mm::;ltsc Parallel followyiars
4 (30-40%) / without: & ¥ P

cancer, type-1 diabetes,
infaust disease

of vegetables, fruit and grain
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Female postmenopausal
population / with:
overweight or obesity

Behavioral support to achieve

JOhnSz;);) 2019 Low red meat Cai;i/:lsitc;lar 48,835 NR (>70%), hypertension (f:r;;;)) diet with low fat and high amount Ge;e::alt?;it:lr?nz(g:;sby Ca:i;(::ls;;lar Parallel = f(ljflfwngs
(30-40%) / without: of vegetables, fruit and grain
cancer, type-1 diabetes,
infaust disease
Female postmenopausal
population / with:
. overweight or obesity Behavioral support to achieve . . .
JOhnSE;;) 2019 Low red meat Car(jili:::/::zular 48,835 NR (>70%), hypertension (f:l;;z) diet with low fat and high amount Gi‘;e::;t?;it:m Z?;;jsby Carccllli(;zzzgular Parallel = f(l)ﬁfwy_iﬁ;s
(30-40%) / without: of vegetables, fruit and grain
cancer, type-1 diabetes,
infaust disease
Male and female
population / with: anemia,
'mostly Wlth More restrictive
cardiovascular disease . . . . .
Kansagara . All-cause (4x) / population in non- 64-83.3 Liberal transfP51on prorcocols with transfusmrl protocgls with Mortality at 30
Transfusion . 1,757 NR . . . transfusions starting at transfusions starting at Parallel >30 days
2013 (52) mortality operative setting with (mean) . . days
. haemoglobin values < 10g/dL haemoglobin values <7-9
CHD (3x) or undergoing o/dL
orthopaedic (2x) or major
vascular surgery (1x) /
setting: USA and Canada
Pregnant women, general
population / singleton
living fetus in breech
presentation, 50%
primipara (with or Trial of vaginal delivery,
' Urinary Without pr'ior vaginal ~30% > ' ass'isjcc'cl by experienced Urinary
Keag 2018 (84) Caesarean section . . 2,088 NR delivery) / without further Caesarean section (planned) clinician (followed by . . Parallel 2 years
incontinence 30 incontinence

contraindication to
vaginal delivery (e.g. fetal
weight >4 kg, feto-pelvic
dysproportion, placenta
previa) / setting: highly
developed countries

caesarean section if
unsuccesful)
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Pregnant women, general
population / singleton
living fetus in breech

presentation, 50%
primipara (with or
without prior vaginal

Trial of vaginal delivery,
assisted by experienced

~30% >
Keag 2018 (84) Caesarean section Fecal incontinence 2,088 NR delivery) / without further 3(?) Caesarean section (planned) clinician (followed by Fecal incontinence Parallel 2 years
contraindication to caesarean section if
vaginal delivery (e.g. fetal unsuccesful)
weight >4 kg, feto-pelvic
dysproportion, placenta
previa) / setting: highly
developed countries
Male and female adult
population (study cohort I
f Fairall 2012) / eith
° . fnra )/ either ART task-shifting from doctors
cligible for ART (HIV to nurses / ART initiation and
Starting and infection with CD4 <200 35.36 maintenance by nurses and ART initiation and re-
Kredo 2014 maintaining All-cause cells/uL) or likely to y . prescription by doctors Death at 12 1-1.5 years
. . . 2,770 523 - (mean)/ referral to doctors in complicated . . Cluster-RCT .
(85) antiretroviral mortality become eligible for ART with concomitant care by months duration (range)
. >16 cases (e.g. very low CD4,
therapy (with CD4 201-350 regnant, previous ART) / nurse
cells/uL), 32-52% WHO _ pregnant, p .
. including various ART regimens
stage I (asymptomatic) /
setting: rural and
periurban South Africa
Male and female adult
population (study cohort I
ofAF'furall 2012) / either ART task-shifting from doctors
cligible for ART (HIV to nurses / ART initiation and
Starting and infection with CD4 <200 . ART initiation and re-
Kredo 2014 maintainin, cells/uL) or likely to 35-36 maintenance by nurses and rescription by doctors Lost to follow-u; 1-1.5 years
. . s Attrition 2,770 180 K - Y (mean)/ referral to doctors in complicated p P . Y P Cluster-RCT . 4
(85) antiretroviral become eligible for ART ~16 cases (e.g. very low CD4 with concomitant care by at 12 months duration (range)
therapy (with CD4 201-350 & very ’

cells/uL), 32-52% WHO

stage I (asymptomatic) /
setting: rural and

periurban South Africa

pregnant, previous ART) /
including various ART regimens

nurse
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Kredo 2014
(85)

Maintaining
antiretroviral
therapy

All-cause
mortality

4332

94

Male and female adult
population / (study cohort
II of Fairall 2012)
receiving ART for 6
months, 78-79% viral
load <400 copies/ml (1x)
or population with
advanced HIV (CD4 <
350 cells/uL) recently
started ART and 35%
with AIDS defining
event, median CD4 164-
165 cells/uL (1x) /
setting: rural and
periurban South Africa

32.2-38
(mean)/
>16

ART task-shifting from doctors

to nurses / maintenance of ART

by trained nurses / various ART
regimens

ART maintenance from

doctors with or without

prior experience in the

field / concomitant care
by nurse (1x)

Death at 12
months

Parallel, cluster-
RCT

1-1.5 years
duration

(range); median

120 weeks
duration

Li 2014 (54)

Exenatide

Acute pancreatitis

3,998

Male and female
population with diabetes /
mean BMI 30.5-32.5,
mean HbAlc 7.5-8.5%,
mean diabetes duration
4.9-9.6 years / included
only population already
treated with Metformin
with or without
Sulfonylureas / mostly
(4x): population with
inadequate glycaemic
control only

Male and female

52.3-
58.9
(mean)

Exenatide / dosing: 2mg/week
(2x); 5ug twice/day for 4 weeks
followed by 10pg twice/day for

the remaining study duration (3x)

Other antidiabetic drug
(Pioglitazone, Insulin
glargine, Glimepiride)

Pancreatitis

Parallel

26-234 weeks
(range)

Li 2016 (53)

DDP-4 inhibitors

Heart failure

34

26,368

75

population with diabetes /
mean BMI 24.0-32.8,
mean baseline HbAlc
7.1-9.9%, mean/median
diabetes duration 1.7-
17.5 years / mostly
without prevalent CVD /
mostly population already
receiving antidiabetic
treatment with different
drugs: Metformin,
Pioglitazone, Various oral
antidiabetics with or
without Insulin,
Glyburide, Voglibose

49.7-
72.6
(mean)

DPP-4 inhibitors, one per study
(Sitagliptin, Vildagliptin,
Linagliptin, Saxagliptin or
Alogliptin) / mostly as add-on
therapy, partly as monotherapy

Active drug (including
Sulfonylureas and SGLT-
2 inhibitors) or placebo

Heart failure

Parallel,
factorial

12-206 weeks
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Li 2016 (53)

DDP-4 inhibitors

Hospital admission
for heart failure

37,028

1,174

Male and female
population with diabetes /
mostly with CVD, risk
factors for CVD or with
concomitant kidney
disease / mean BMI 29.5-
31.1, mean HbAlc level
7.8-8.1%, mean duration
of diabetes 9.2-11.6 years
/ population receiving
already standard diabetic
therapy

60.9-
66.6
(mean)

DPP-4 inhibitors, one per study
(Sitagliptin, Vildagliptin,
Linagliptin, Saxagliptin or
Alogliptin) / as add-on to
standard therapy

Placebo; placebo or
glimepiride (1x)

Hospital
admission for
heart failure

Parallel

52-156 weeks

Matthews 2018
(86)

Tamoxifen

Heart failure

9,766

NR

Female post-menopausal
population / with
histologically confirmed
breast adenocarcinoma
and completed local
treatment with curative
intension / with or
without involvement of
lymph nodes, oestrogen-
receptor-positive or
progesterone-receptor-
positive disease /
population without:
evidence of metastatic
disease, severe CHD,
other cancers

64
(median

)

Tamoxifen 20mg/day for 2-3
years followed by Exemestane
25mg/day until a total of 5 years
of treatment

Exemestane 25mg/day for
5 years

Heart failure

Parallel

5.1 years
(median)

Menne 2019
(87

SGLT-2 inhibitors

Acute kidney
injury

41

68,159

1,089

Population with diabetes
(mostly type II) / mostly
receiving background
therapy with other anti-
diabetic drugs (Insulin,
Metformin, DDP-4
Inhibitors, Sulfonylureas,
other unspecified oral
antidiabetics, standard
care) / partly population
with: drug-naive diabetes,
type-I diabetes, CVD,
including/excluding
definite or advanced renal
insufficiency (e.g. eGFR
<30, <50 or 60)

NR

SGLT-2 Inhibitors, one per study
(Bexagliflozin, Canagliflozin,
Dapagliflozin, Empagliflozin,

Ertugliflozin)

Placebo or active drug /
drugs: mostly DDP-4
Inhibitors or
Sulfonylureas; partly:
Semaglutide (1x),
Metformin plus insulin

(1x)

Any acute kidney
injury (serious and
non-serious);
acute renal failure,
renal impairment,
renal failure (acute
or chronic
change), increase
in creatinine or
decline of eGFR

Parallel,
factorial

12 weeks-296
weeks study
duration
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Male and female adult
population / critically-ill
at ICU and mostly with

Erythropoiesis stimulating agents
/ drugs and dosing: repeated
administration of SC rHuEPO
300 IU/kg; SC injection of
rHuEPO 40,000 IU at study days
1, 7, 14; SC injection of Epoetin
alfa 40,000 IU at days 1, 8, 15;
IV injection of Erythropoietin-
beta 500 IU/kg to a maximum of

anemia (10x) / various (116122;?1)/ 50,000 1U; two doses SC Placebo, 1V iron
Mesgarpour Erythropoiesis Venous 12 4874 73 admission reasons (e.g. 18/ 15 rHuEPO 40,000 IU and Iron saccharate (1x), standard Venous Parallel, 5 daysto 12
2017 (88) stimulating agents thromboembolism ? multidisciplinary ICU, - 70 saccharate; IV epoetin alfa care (1x), sodium chloride | thromboembolism factorial months
medical or surgical ICU (range) 40,000 TU and TV Iron; SC (1x) or not reported (4x)
for trauma, post- & Epoetin alfa 10,000-40,000 [U
operative, burns, patients for 12 weeks or until Hb >12g/dl;
with PCI for STEMI) Epoetin alfa 40,000 IU weekly up
to 3 doses; IV EPO 40,000 IU
single bolus; IV Epo 500 IU/kg
1-3 doses; IV rHuEPO 150-300
TU/kg daily for up to 30 days; IV
Epoetin alfa 60,000 IU single
bolus
Male and female adult
population / critically-ill
d tly at ICU with Mortality;
an mAOS yatlCU ,Wl Recombinant Erythropoietin- or OREHYS
anemia (16x) / various . . assessment at
. Epoetin alfa for haematopoetic . .
admission reasons . . different time
. . indications / intravenous or .
(trauma including subcutaneous administration / Placebo (saline (3x) or points after
Mesgarpour Erythrf)pmcsm All—cal%sc 17 4,546 NR trégmatlc brain 1n_|ury, 15-70 doses: 300 o 600 TU/kg (2000 to ot specified), usual care mt'crvcntlon' Parall'cl, 5 days to 6
2017 (88) stimulating agents mortality critical state after major (range) (1%) ranging from in- factorial months

cardiac or cardiothoracic
or abdominal surgery,
anemia and sepsis,
severely burned) / partly
population in long-term
acute care hospitals (1x)

50,000 IU), 1 to 12 doses / co-
interventions (for all patients): IV
Tron (2x), IV folic acid 1mg/day
+ IV Iron saccharate (1x)

hospital mortality
to 6 months;
mostly longer than
10 days
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Moberley 2013
(89)

Pneumococcal
polysaccharide
vaccines

Invasive
pneumococcal
disease

35,893

78

Male and female adult
population /
institutionalised or
community dwelling /
with: risk factors for
pneumococcal disease
(age or other risk factors)
/ mostly
immunocompetent / risk
factors: advanced age,
pulmonary disease (e.g.
COPD, bronchogenic
carcinoma),
institutionalised,
environmental factors
(population in low-
income countries) / partly
without: cancer, organ
dysfunctions, immobility

>40/ 42-
106
(range)

Different types of pneumococcal
vaccines: 2- or 3-valent PPV, 12-
valent PPV, 14-valent PPV, 17-
valent PPV, 23-valent PPV /
partly: administered with
influenza as co-intervention for
all patients (1x)

Mostly placebo or no
vaccine / partly: influenza
vaccine for all patients

(1x)

Invasive
pneumoccal
disease

Parallel, cluster-
RCT

2-2.9 years
(mean)/ 0.5-3
years (range)

Molnar 2015
(35)

Neoral
(Cyclosporin)

Acute rejection of
kidney transplant

273

43

Adult population with
kidney transplant /
differing status of

transplant: older
transplant with stable
graft function

(transplanted between 1

and 10 years prior to
enrollment, no rejections
in the past 6 months) or
all incident transplants /

setting: Iran and USA

38.1-
393
(mean)/
NR (1x)

Neoral (Cyclosporin)

Iminoral, Consupren
(generic Cyclosporin)

Acute rejection of
kidney transplant

Parallel

1 year

Navarese 2013
(90)

Early intervention
for NSTE-ACS

All-cause
mortality

5,370

230

Male and female
population / undergoing
PCI, CABG or medical
treatment for ACS / with

or without: metabolic
disease, positive cardiac
biomarkers, ST-segment
depression, three-vessel
CAD, use of Glycoprotein
1Ib/111a inhibitors /
setting: mainly European

(6x)

62-70
(mean)

Early intervention for NSTE-
ACS / time to intervention 0.5-14
hours

Delayed strategy / time to
intervention 20.5-86
hours

Mortality

Parallel

1-6 months
(follow-up)
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Navarese 2013
(90)

Early intervention
for NSTE-ACS

Myocardial
infarction

5,340

408

Male and female
population / undergoing
PCI, CABG or medical

treatment for ACS / with
or without: metabolic
disease, positive cardiac
biomarkers, ST-segment
depression, three-vessel
CAD, use of Glycoprotein
1Ib/111a inhibitors /
setting: mainly European
(6x)

62-70
(mean)

Early intervention for NSTE-
ACS / time to intervention 0.5-14
hours

Delayed strategy / time to
intervention 20.5-86
hours

Myocardial
infarction

Parallel

1-6 months
(follow-up)

Navarese 2013
(90)

Early intervention
for NSTE-ACS

Major bleeding

5,370

173

Male and female
population; undergoing
PCI, CABG or medical

treatment for ACS / with
or without: metabolic
disease, positive cardiac
biomarkers, ST-segment
depression, three-vessel
CAD, use of Glycoprotein
1Ib/Ia inhibitors / setting
mainly European (6x)

62-70
(mean)

Early intervention for NSTE-
ACS / time to intervention 0.5-14
hours

Delayed strategy / time to
intervention 20.5-86

hours

Major bleeding

Parallel

1-6 months
(follow-up)

Nelson 2010
(36)

Caesarean section

Anal incontinence,
feces

1,226

NR

Pregnant women, general
population / singleton
living fetus in breech

presentation, 50%
primipara (with or
without prior vaginal
delivery) / without further
contraindication to
vaginal delivery (e.g. fetal
weight >4 kg, feto-pelvic
dysproportion, placenta
previa) / setting: highly
developed countries

~30% >
30

Caesarean section (planned)

Trial of vaginal labour

Anal incontinence,
feces

Parallel

3 months to 2
years
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Pregnant women, general
population / singleton
living fetus in breech

presentation, 50%
primipara (with or
without prior vaginal

Nel; 2010 Anal i ti ~30% > Anal i ti
cison Caesarean section nat meontinence, 1 1,226 NR delivery) / without further % Caesarean section (planned) Trial of vaginal labour nal meontinence, Parallel 3 months
(36) flatus e . 30 flatus
contraindication to
vaginal delivery (e.g. fetal
weight >4 kg, feto-pelvic
dysproportion, placenta
previa) / setting: highly
developed countries
Male and female
population, mostly with
osteoarthritis (range 72-
77% or NR) (other 453
Ceramic-on- indications for ' Metal-on-polyethylene or —
. .. . . 72.7 . . . . Harris-Hip score
Nieuwenhuijse ceramic bearings B arthroplasty: avascular Ceramic-on-ceramic bearings for ceramic-on-polyethylene . 2-12.4 years
. Harris Hip Score 7 1,334 NR . (mean)/ . . . at short-, mid-, or Parallel
2014 (37) for total hip necrosis, fracture) / 1276 total hip arthroplasty bearings for hip lone-term (mean)
arthroplasty mostly active or young (range) arthroplasty €
populations only (6x) or 8
broader populations with
advanced age and hip
fracture
Male and female 671()2_ Flexion in degrees
Nieuwenhuijse High-flexion total Flexion 2 2,042 NR populatio'n'/ mostly \fvith (mca-m) / High flexion prosthesis for total Standard prosthesis for at short-. mi d%f o Parallel 1-11 years
2014 (37) knee arthroplasty osteoarthritis / all patients 43-86 knee arthroplasty total knee arthroplasty lone-term (mean)
or only active patients €
(range)
Gender-specific Female population with 66-71.2 Non-gender specific Flexion-extension
Nieuwenhuijse P Flexion-extension p p' . (mean)/ Gender-specific prosthesis for g' P . 6 weeks to 3.25
total knee 6 866 NR osteoarthritis / partly prosthesis for total knee range of motion, Parallel
2014 (37) range . 47-87 total knee arthroplasty years (mean)
arthroplasty without: CVD (1x) arthroplasty short-term
(range)
Male and female Sedation
population with delirium / Second generation antipsychotic / outcomes:
inpatients with or without any drug or specific: Olanzapine Sleepiness,
Nikooie 2019 Secogd generétlon Sedation 6 372 119 crmcgl illness ‘(IC‘U, 44-67 3.1-5.5 mg/‘day;AQuetlapme 67.6 Haloperidol / mean dose: excesswe/severe Parallel NR
(55) antipsychotics mechanical ventilation) / (mean) mg/day; Risperidone 1 mg/day; 0.8-11 mg/day sedation,
partly without: dementia, Ziprasidone 20mg/day (mean somnolence,
substance-induced doses) hypersomnia,
delirium oversedation
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Male and female
population with delirium /

Second generation antipsychotic

Extrapyramidal
inpatients with or without /any drug or specific: Olanzapine Haloveridol / s le ytoms
Nikooie 2019 Second generation Neurologic critical illness (ICU, 44-67 3.1-5.5 mg/day; Quetiapine 67.6 p P 7
. . 6 869 19 . o . . mean/median dose: 0.8- dystonia, Parallel NR
(55) antipsychotics outcomes mechanical ventilation) / (mean) mg/day; Risperidone 1 mg/day; A
R K . . 15 mg/d akathisia, tremors,
partly without: dementia, Ziprasidone 20-113 mg/day Fiidity. tics
substance-induced (mean doses) I,
delirium
Mostly male (=83%) Nonoperative treatment /
. 37.2- .
young adult and middle- . . . cast, brace or orthosis for
. . . 41.8 Surgical Achilles tendon repair / .
Ochen 2019 Surgery for achilles aged population with .. . . 7-10 weeks, with or 12-30 months
Re-rupture 10 944 70 . (mean)/ open surgery; minimal-invasive . . Re-rupture Parallel
91) tendon rupture acute achilles tendon 2177 rocedure (1x) without early weight (mean)
rupture / setting: highly (range) P bearing; partly with early
developed countries g functional rehabilitation
Mostly male (=80%) Nonoperative treatment /
. 37.2- . o
young adult and middle- . . . cast, brace or orthosis for Complications
. . . 41.8 Surgical Achilles tendon repair / . .
Ochen 2019 Surgery for achilles Lo aged population with . . . 7-10 weeks, with or (Infections, 12-30 months
Complications 9 894 128 . (mean)/ open surgery; minimal-invasive . . . Parallel
91) tendon rupture acute achilles tendon without early weight Thrombosis and (mean)
. . 21-77 procedure (1x) . .
rupture / setting: highly (range) bearing; partly with early others)
developed countries & functional rehabilitation
Female population / I Incident
Pittas 2010 ostmeno palfsal without 50-79 Supplements / vitamin D3 400 hypertension (self: 7 years
Vitamin D Hypertension 1 17,122 NR P pA . TU/day and calcium carbonate Placebo P Parallel 4 .
(60) hypertension / setting: (range) reported by (duration)
1000 mg/day ..
USA participants)
Male and female
opulation with .
pop . . Medical therapy
asymptomatic carotid . ol
. . according to physician or
artery stenosis / without: ..
. . local standard (Aspirin
severe disease (3x) (likely
. 325mg/d to 650mg/2x
leading to death or death . . .
e daily) / with or without
and disability in next 5 . .
. Carotid endarterectomy / deferred carotid .
years/ precluding long- 64.1-68 e . . Ipsilateral stroke
. additional medical therapy endarterectomy if . .
Raman 2013 Carotid . term follow-up), (mean)/ . .. (including any 4.4-9 years
Ipsilateral stroke 3 5,223 308 according to physician or local symptoms occur / e Parallel .
(38) endarterectomy contralateral 40-91 L. o, . . stroke within 30 (median)
standard (Aspirin 325mg/day to additional modification of
cerebrovascular (range) days)

symptoms (2x), lesions
too complicated for
surgery (2x), history of
CHD (1x) / with or
without: hypertension,
metabolic disease,
smokers and non-smokers

650mg/2x daily)

cardiovascular risk factors
(not meeting current
standards): treatment of
hypertension and
diabetes, partly lipid
lowering agents




Male and female
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population with
asymptomatic carotid
artery stenosis / without:
severe disease (3x) (likely

Medical therapy
according to physician or
local standard (Aspirin

(2%)

Any stroke
. 325mg/d to 650mg/2: . .
leading to death or death . e .0 n.lg X (including any
. daily) / with or without L
and disability in next 5 . . death within 30
. Carotid endarterectomy / deferred carotid
years/ precluding long- 64.1-68 . . . days) / defined as
. additional medical therapy endarterectomy if
Raman 2013 Carotid term follow-up), (mean)/ R . events of 4.4-9 years
Stroke 5,223 508 according to physician or local symptoms occur / . . Parallel f
(38) endarterectomy contralateral 40-91 L. o\ . . perioperative (median)
standard (Aspirin 325mg/day to additional modification of
cerebrovascular (range) . . . stroke or death or
. 650mg/2x daily) cardiovascular risk factors
symptoms (2x), lesions . any
. (not meeting current . .
too complicated for nonperioperative
. standards): treatment of .
surgery (2x), history of . territory stroke
. hypertension and
CHD (1x) / with or . ..
. . diabetes, partly lipid
without: hypertension, lowering agents
metabolic disease, e
smokers and non-smokers
Male and female
lati ith .
bopua 10?1 W . Carotid endarterectomy
asymptomatic carotid .
. . (by experienced surgeon
stenosis / without: acute at tertiary care center)
CHD/ arrythmia (1x) / . . .
Witlj o wri?lf(lngt'}() Carotid artery stenting (by plus medical therapy /
\ 69.3- i d t terti dical th : singl Al
Raman 2013 Carotid artery Periprocedural hypertension, metabolic experienoed surgeot d ,e ary fedica erfl Py: single . Yy 3-4 years
. 1,418 33 . 72.5 care center) plus dual antiplatelet agent antiplatelet periprocedural Parallel
(38) stenting stroke disease, smokers and non- .. - (range)
. (mean) therapy (Aspirin plus treatment (Aspirin or stroke
smokers, previous severe . L . L
o Thienopyridines) Thienopyridines) or
stroke (1x), stroke within L ..
combination of Aspirin
48 hours (1x), at least one
L and Extended-release
high risk factor (e.g. Dinvridamole
severe CHD, severe Py
pulmonary disease)
Nasal Mupirocin alone or with
Male and female Chlorhexidine soap (1x) / dose: . .
. . . . Wound infections,
population / inpatients at 2% or 2.15% Mupirocin / start: 5-
Schweizer 2013 Nasal Surgical site orthopaedic or cardiac 7 days preoperatively (2x) or not mostly assessed
o . & . 3,029 136 P . NR YS preop Y Placebo by Center for Parallel NR
39) deconolization infection surgery ward / setting: reported / treatment regardless of Disease Control
USA, Canada and The carrier status (MRSA/ MSSA) or criteria
Netherlands for MRSA/ MSSA carriers only
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Male and female

Prophylactic treatment with
Vancomycin or Teicoplanin /

Prophylactic treatment

Wound infections,
mostly assessed

30 days to 6

Sehweizer 2013 Glycopcptl'dc S]—.‘rglca.l site 8 6,379 282 p(?pulatlon ! mosf[ly NR alone or with Rifampicin, with C(fphalosporlns by Center for Parallel months, mostly
39) prophylaxis infection cardiac surgery patients, .. . o (Cefuroxime, Cefazolin, . .
. Gentamicin or Ticarcillin/ . Disease Control not specified
orthopaedic surgery (1x) Ceftriaxone) o
Clavulanate criteria
Mostly male population
Wlthvgif;?\ﬁ[f (Tx)) /a:g)stly Enoxaparin / SC or IV / dosing: Unfractionated Heparin /
. 0.5-1mg/kg, single bolus or IV / 50-100 IU/kg bolus
undergoing PCI or - . . . .
. repeated administration regimens with or without
elective PCI only (2x) / . .
with: nostfibrinolvtic PCI (every 12 hours) / with or Glycoprotein IIb/II1a
Silvain 2012 . All-cause P . v without: additional bolus during inhibitors / with or All-cause In-hospital to 12
Enoxaparin . 6 14,749 299 only (2x) / without: MI NR " . . . . Parallel
(40) mortality . PCI/ additional unfractionated without continued mortality months
complicated by . . .. .
. . Heparin during PCI (1x) / mostly administration after bolus
cardiogenic shock (2x) / .- " . -
additional anticoagulation (e.g. (12 IU/kg/h or titration to
"real world" MI .. . . L
. . Aspirin, Clopdigrel) for all activated clotting time
population (1x) / with or X
. . patients 200-300 seconds)
without: metabolic
disease
Mostly male population . .
with CAD/ CHD / with: Unfractionated Heparin /
. . . IV / 50-100 IU/kg or
elective PCI only (5x) or Enoxaparin / SC or IV / dosing: -
. 10,000 IU bolus with or
urgent PCI for MI (4x) / 0.5-1mg/kg; single bolus or . .
. . . - . . without Glycoprotein
with: postfibrinolytic PCI repeated administration regimens o .
. IIb/I11a inhibitors (if these . .
(2x) / "real world" MI (every 12 hours) / with or were adminstered. the Major bleeding
Silvain 2012 lation (1x) / without: ithout: additional bolus duri ’ STEEPLE, TIMI In-hospital to 12
v Enoxaparin Major bleeding 9 15,946 372 population ( Ax) wihou NR witod a' . thonat 5o us. urng Heparin dose was usually ( T Parallel friiospriatto
(40) MI complicated by PCI / additional unfractionated . . or individual study months
. . . . reduced) / with or without ..
cardiogenic shock (3x), Heparin during PCI (1x) / mostly . .. . definition)
. . .. f . continued administration
increased risk for additional anticoagulation (e.g.
. . .. . after bolus (12 IU/kg/h or
bleeding (1x), previous Aspirin, Clopdigrel) for all o .
anticoagulation (5x) / patients titration {o activated
. . clotting time 200-300
with or without: seconds)
metabolic disease
Mostly male population Unfractionated Heparin /
with CAD/ CHD / Enoxaparin / SC or IV / dosing: IV /50-100 IU/kg or
elective (9x) or urgent 0.5-1mg/kg; single bolus or 10,000 IU bolus with or
All-cause PCI (4x) / with: repeated administration regimens without Glycoprotein
Silvain 2012 mortality or postfibrinolytic PCI (1x) / (every 12 hours) / with or TIb/I1Ia inhibitors (if these Death or In-hospital fo 1
Enoxaparin y' 13 15,733 1,520 "real world" MI NR without: additional bolus during were adminstered, the Myocardial Parallel P
(40) myocardial . . .. L. . . . month
infarction population (1x) / without: PCI / additional Abciximab (1x)/ | Heparin dose was usually infarction

MI complicated by
cardiogenic shock (2x),
prior thrombolysis or
anticoagulation (6x) /
with or without:

mostly additional anticoagulation
(e.g. Aspirin, Clopdigrel) for all
patients

reduced) / with or without

continued administration

after bolus (12 TU/kg/h or
titration to activated
clotting time 200-300
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metabolic disease

seconds)

Suthar 2012
(26)

Antiretroviral
therapy

Tuberculosis
infection

2,536

104

Male and female adult
population with HIV,
CD4 count: 200-550
cells/pL (range), 280-442
cells/pL (median) / BMI
21.0-21.3 (median) /
without: preexisting
advanced HIV infection
(previous or current AIDS
defining disease or HIV
infection WHO stage 4)
and previous exposure to
ART (2x) / setting:
developing countries

>18

Immediate ART with >3
antiretroviral drugs / ART: >3 of
any antiretroviral drugs (1x) or
two nucleoside reverse
transcriptase inhibitors plus either
a non-nucleoside reverse
transcriptase inhibitor or a
protease inhibitor (1x)

Delayed ART initiated at
decline of CD4 count to
200-250 cells/uL (1x) or
when clinical AIDS
developed (1x)

Tuberculosis
infection (AIDS
clinical trials
group definition,
American
Thoracic society
case definition)

Parallel,
randomization
of couples (1x)

20.4-21 months
median follow-
up

Te Morenga
2013 (61)

Sugar

Weight gain

509

NR

Male and female
population / healthy (5x)
or with: overweight or
obesity (4x) post-obese
(1x) / additionally (for
non-healthy): metabolic
disease (1x), disease of
the gallbladder (1x) or
CVD risk factors (1x)

20-55
(range)

High-sugar diet with sugar-rich
(glucose, fructose, sucrose) food,
drinks or both / sugar in foods: 80

to >100g/day or 28% of total
energy / sugar sweetened
beverages: 1L or 1135 g/day /
partly: additional fibre depletion
(1x), low fat (1x)

Diet with high amount of
complex carbohydrates
(e.g. starch), artificial
sweeteners or low to
moderate sugars (10-
40g/day) / additionally:
partly fibre depletion

(1x), low fat (1x)

Weight gain

Parallel, cross-
over

2 weeks to 6
months

Te Morenga
2013 (61)

Sugar

Body Mass Index

1,627

NR

Male and female
schoolchildren (2x)
(elementary school) and
adolescents (1x) / general
population / without:
smokers, major medical
illness, eating disorder
(BMI <25th age
percentile) (1x)

7-18
(range)

General dietary advice, nutrition

education without specific advice

regarding reduction of sugars or
no intervention

Reduced sugar intake /
intervention descriptions:
counselling to reduce
sugar-sweetened
beverages, home
deliveries of non-caloric
beverages (4
servings/day) (1x);
nutrition education to
reduce fat and sugar
intake and increase intake
of complex carbohydrates
(1x); behavioural
classroom intervention to
reduce intake of sugar
sweetened beverages (10x
1-hour sessions) (1x)

Change in BMI

Parallel, cluster-
RCT

25 weeks-8
months
(duration)
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Population (included for Influenza like
intervention): mostly illness in
female (=70%) health Actively promoting influenza residents, clinical
care workers / setting: vaccination for health care General information definition (fever
. L . . S months or
. nursing homes or geriatric workers / methods: offering about influenza or an acute .
Thomas 2010 . Influenza-like oo 77-86 . . . L L during influenza
Influenza vaccines . 7,031 688 long-stay hospitals in UK vaccination or actively promoting vaccination or not deterioration in Cluster-RCT
92) illness . (mean) S . . . . season (follow-
or France with elderly vaccination (informational offering vaccination to physical or mental up)
population with varying material, specially trained nurses, health care workers ability plus typical P
health status / 0-80% of interviews) symptoms of a
residents with influenza viral respiratory
vaccination per facility infection)
Mostly healthy adult
short-term travellers from
hlg]} income counFrles/ 7-60 days
without: alcoholism, .
svchiatric or severe Atovaquone-proguanil / follow-up/
. . . psy L 33-35.3 Mefloquine / dose: 250mg/week dose: 250mg/day (for . . . Mean duration
. . Discontinuation neurologic disorders, drug . - . ; Discontinuation of
Tickell-Painter Mefloguine due fo adverse 1438 5 hypersensitivit (mean)/ (less for children according to children according to study drue due to Parallel of exposure to
2017 (93) 1 ? P y,’ 3-70 weight) / duration: 1-3 weeks weight) / duration: 1-17 ¥ crug malaria: 2.5
effects pregnancy or lacation, adverse effects
. (range) before to 4 weeks after travel days before to 1 week weeks or 19
severe blood disorders, R
. after travelling days (mean), 1-
organ dysfunctions,
N . 3 weeks (range)
previous malaria, recent
stay in endemic area /
included children (1x)
G 1ly health: 1 Mefloquine / dosing:
enerally healthy male efloquine / dosing Serious adverse
. . . population from Ivory 250mg/week for 4 weeks . .
Tickell-Painter . Serious adverse . 16-60 . events, including 20-24 weeks,
Mefloquine 747 3 Coast and Thailand / followed by maintenance dose of Placebo . Parallel
2017 (93) events or effects (range) .. R childhood deaths NR (1x)
pregnant women from 125mg/week / additional loading (1x)
Thailand (1x) dose of 500mg (1x)
Diverse adult population / Mefloquine / dosing: 250
pregnant Thai women in Preenan mg/week for 4 weeks, then 125
. . malaria-endemic area g mg/week until delivery, with or
Tickell-Painter . .. t . . 30 days to 20
Mefloquine Nausea 244 119 (presumed semi-immune) without 500 mg loading dose (1x) Placebo Nausea Parallel
2017 (93) women; . weeks (range)
and non-pregnant healthy adults or 250 mg tablet weekly with
Dutch volunteers (not loading dose (one tablet daily for
exposed to malaria) 3 days in week 1)(1x)




Tricco 2018

Male and female
population / mostly

43

(45)

Live-attenuated

zoster vaccines

Suspected Herpes
Zoster

62,529

immunocompetent
population (e.g. no use of
steroids), partly:
immunocompromised
(1x) / with: previous
chickenpox / mostly
without: previous herpes-
zoster

1.597

Population with diverse

health status / without:

66.2
(mean)-
69.0
(median

)

Live-attenuated zoster vaccines
(Zostavax, Oka/Merck); Zostavax
+ Pneumovax 23 (1x) / one dose

Placebo; Placebo plus
Pneumovax 23 vaccine
and delayed zoster
vaccination (1/5)

Suspected herpes
zoster

Parallel

2-65 months
(range); follow-
up of 2 months

in one study

applying
delayed

vaccination

Vinceti 2018
(59)

Vinceti 2018
(59)

Selenium

Selenium

Cancer

Cancer mortality

21,860

18,698 359

2.332

prostate cancer,
haemorrhagic stroke,
hypertension or with: high
risk for prostate cancer,
completely resected stage
I non-small-cell lung

cancer, BRCAI+
mutation, history of skin
cancer

Population with diverse
health status / without:
prostate cancer,

Selenium supplements (selenium
yeast, sodium selenite or
selenomethionine) / P.O. / dose:
200 -400pg/day

62-66
(mean)

Placebo

Any cancer, lung
cancer, prostate
cancer

Parallel

3-13 years
(follow-up)

Vinceti 2018

Selenium

haemorrhagic stroke,
hypertension or with:

history of skin cancer

Population with diverse
health status / without:
prostate cancer,

62-63

(mean)

Selenium supplements (selenium
yeast or selenomethionine) / P.O.
/ dose: 200pg/day

Placebo

Mortality from

any cancer

Parallel

8-13 years
(follow-up)

(59

Colorectal cancer

20,259 159

haemorrhagic stroke,
hypertension or with:
history of skin cancer,

completely resected stage
I non-small-cell lung

cancer

62-66
(mean)

Selenium supplements (selenium
yeast or selenomethionine) / P.O.
/ dose: 200pg/day

Placebo

Colorectal cancer

Parallel

8-13 years
(follow-up)
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Women giving birth in

Enhanced training for traditional
birth attendants (antenatal, intra-

. 25.3- partum and postpartum care) or . . ..
Wilson 2011 Traditional birth rural settings of low- 26.7 newborn-care training only / co Less intensive training for
Perinatal mortality 110,068 6,207 income countries (Congo, X . . N y traditional birth attendants | Perinatal mortality Cluster-RCT NR
(41) attendants . (mean)/ interventions: for all participants . .
Guatemala, India, R . or no intervention (2x)
. . NR (3x) or intervention arm only (2X):
Pakistan and Zambia) K
resource support (e.g. clean birth
kits)
Enhanced training for traditional
Women giving birth in 25.3- birth attendants (antenatal, intra-
rural settings of low- 26.7 partum and postpartum care) or . . ..
Wilson 2011 Traditional birth income countries (mean)/ newborn-care training only / co- Less intensive training for
Neonatal mortality 133,629 3,900 . . 8 K y traditional birth attendants | Neonatal mortality Cluster-RCT NR
41 attendants (Bangladesh, Congo, 20-29 interventions: for all participants . .
. . . or no intervention (2x)
Guatemala, India, (range)/ or intervention arm only (2x):
Pakistan and Zambia) NR (3x) resource support (e.g. clean birth
kits)
Male and female
population with
anteromedial
osteoarthritis / health 64.7-
tatus: good (medicall 69.7
Wilson 2019 Unicompartimental Venous status: good (medically Unicompartimental knee Venous 1-5 years
. 614 7 fit, ASA-score 1/2, (mean)/ Total knee arthroplasty . Parallel
(42) knee arthroplasty thromboembolism . . arthroplasty thromboembolism follow-up
without prior surgery of 47-89
the knee) or health status (range)
NR /BMI =31 or NR/
functioning anterior
cruciate ligament (1x)
Male and female
population with
anteromedial
osteoarthritis / diverse
healths status: healthy 60.5
(2x) (no major deformity, 69- 7
Wilson 2019 Unicompartimental Flexion-extension 270 NR ‘BMI<‘3O or without: (mez.m) / Unicompartimental knee Total knee arthroplasty Range of Parallel 4-5 years
(42) knee arthroplasty range serious liver-, heart-, renal 47-89 arthroplasty movement follow-up
disease, chronic pain,
(range)

complex osteoarthritis) or
health status NR (1x) /
mean BMI 30 or NR /
with (3x): intact anterior
cruciate ligament
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Male and female adult
population with

anteromedial or medial
osteoarthritis or

simultaneous bilateral
anteriomedial
osteoarthritis / health
. . . status diverse: healthy 59.72- . . .
Wilson 2019 U rt tal . . . U rt] tal ki Operat 1-4
rson eompartimenta Operation duration 660 NR (2x) (medically fit, ASA 65.2 fieompartimentatinee Total knee arthroplasty pera' o Parallel years
(42) knee arthroplasty . . arthroplasty duration follow-up
1/2, no major deformity, (mean)
BMI<30, without serious
liver-, heart-, renal
disease, chronic pain,
complex osteoarthritis) or
health status NR / mean
BMI 27.5-31 / primary
arthroplasty only (2x)
Male and female
c];(;gil::tslz: ::d;:rv%(;[glir Recombinant factor VIIa / dose:
. . gery . 62-69.5 40-90 pg/kg / administered after .
Yank 2011 Recombinant factor All-cause without post-operative . In-hospital
. 191 15 . . (mean/ cardiopulmonary bypass surgery / Placebo . Parallel NR
(44) VII mortality bleeding / without: recent . . . mortality
Lo median) either prophylactic or treatment
thrombotic discase, of postoperative bleedin;
history of stroke, required postop J
urgent re-operation
Male and female
lati dergoi
c];(r)gil;:sll(;: ::l: jrvg(;cll?ir Recombinant factor VIIa / dose:
. . gery . 62-69.5 40-90pug/kg / administered after .
Yank 2011 Recombinant factor . without post-operative . Thromboembolic
Thromboembolism 191 12 . . (mean/ cardiopulmonary bypass surgery / Placebo Parallel NR
(44) VII bleeding / without: recent . . . events
L median) either prophylactic or treatment
thrombotic disease, of postoperative bleedin,
history of stroke, required postop i
urgent re-operation
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Stent thrombosis
(definite or
probable) mostly
defined as:
Male (>70%) and female ¢ mc' a
. . definite:
population with CHD / angiographic or
type of CHD: angina slograp .
ectoris (excluding acute pathological
Zhane 2016 Everolimus-eluting l?\/ll) (4x), I ( lx)g/ with 57.2- Coronary stenting with Coronary stenting with confirmation, 6-12 months
g bioresorbable Stent thrombosis 3,541 36 e . 67.3 Everolimus-eluting bioresorbable Everolimus-eluting probable Parallel follow-up
(94) or without: metabolic . .
vascular scaffold . . (mean) vascular scaffold metallic stents thrombosis: (range)
disease, hypertension, typical clinical
smokers and non-smokers ypr esentation
/ setting: China, Europe, P .
without
Japan, USA . .
angiographic
correlate and
without other
explanation
Male (>70%) and female
population with CHD /
type of CHD: angina
pectoris (excluding acute
MI) (4 ixed
Zhane 2016 Everolimus-eluting All-cause o ulaiii)jz;::l}:);fl ina 57.2- Coronary stenting with Coronary stenting with 9-12 months
& bioresorbable K 3,522 30 pop R & K 67.3 Everolimus-eluting bioresorbable Everolimus-eluting All-cause death Parallel follow-up
94) mortality pectoris or MI (1x) / with .
vascular scaffold . . (mean) vascular scaffold metallic stents (range)
or without: metabolic
disease, hypertension,
smokers and non-smokers
/ setting: China, Europe,
Japan, USA
Male (>70%) and female
population with CHD /
type of CHD: angina
pectoris (excluding acute
Zhang 2016 Eveerlimus-eluting Coronary heart MI? (2x)‘, mixe(jl 572-65 Cf)ronary sFentir}g with Coronar}A/ stenting'with ' 9-12 months
(94) bioresorbable disease mortalit 2,623 13 population with angina or (mean) Everolimus-eluting bioresorbable Everolimus-eluting Cardiac death Parallel follow-up
vascular scaffold ¥ MI (1x) / with or without: vascular scaffold metallic stents (range)

metabolic disease,
hypertension, smokers

and non-smokers / setting:

China, Europe, USA
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Male (73-77.5%) and
female population with

Percutaneous CHD / without: acute MI 61.3 intefvcefrclrif: (/:(;lsesnct(zrorir'};)are
Zhang 2017 All-cause (4x) / with or without: ) ypes: . Coronary artery bypass All-cause 3-10 years
coronary . 4,499 353 L 66.2 metal stent or early-generation . Parallel
95) . ; mortality metabolic disease and . graft surgery mortality (range)
intervention R . (mean) drug eluting stent (3x); second-
hypertension, prior MI eneration drug eluting stent (2x)
(6.7-33%), current 8 6 cluting
smokers: 20.8-27.7%
Male (76-77.5%) and
female population with Percutaneous coronar
Percutaneous CHD /without: acute MI 62.7 intervention / stent t cs‘ﬁ)arc
Zhang 2017 Cardiovascular (3x) / with or without: iy Ypes: . Coronary artery bypass Cardiovascular 3-5 years
coronary . 4,394 185 L 66.2 metal stent or early-generation . Parallel
95) . ; mortality metabolic disease and . graft surgery mortality (range)
intervention . . (mean) drug eluting stent (2x); second-
hypertension, prior MI eneration drug eluting stent (2x)
(6.7-25.4%); current g & cluling
smokers: 20.8-27.7%
Male (73-77.5%) and
female population with Percutaneous coronar
Percutaneous CHD /without: acute MI 61.3 intervention / stent t eS'};)are
Zhang 2017 Myocardial (4x) / with or without: ) Ypes: . Coronary artery bypass Myocardial 3-10 years
coronary . . 4,499 254 L 66.2 metal stent or early-generation . . Parallel
95) . ; infarction metabolic disease and . graft surgery infarction (range)
intervention . . (mean) drug eluting stent (3x); second-
hypertension, prior MI eneration drug eluting stent (2x)
(6.7-33%), current g g cluting
smokers: 20.8-27.7%
Population with chronic
heart failure of different
degrees (NYHA II-1V) /
including different
All- 57-67 All- 3-37 s
Ziff 2015 (96) Digoxin CaLAlSC 8,406 NR etiologies for heart failure Digoxin Placebo Cal,}SC Parallel monts
mortality . (mean) mortality follow-up
/ with: reduced or
preserved left ventricular
ejection fraction / mostly
without: atrial fibrillation
Population with chronic
heart failure of different
degrees (NYHA II-1V) /
Cardiovascular including different 60-67 Cardiovascular 3-37 months
Ziff 2015 (96) Digoxin . 8,068 NR etiologies for heart failure Digoxin Placebo . Parallel
mortality . (mean) mortality (follow-up)
/ with: reduced or

preserved left ventricular
ejection fraction / mostly
without: atrial fibrillation
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Ziff 2015 (96)

Digoxin

Hospital admission

7,778

NR

Population with different
degrees of chronic heart
failure (NYHA 1I-1V) /

with reduced or preserved
left ventricular ejection

fraction / all in sinus
rythm

63-67
(mean)

Digoxin

Placebo

All-cause hospital
admission

Parallel

37 months
(follow-up)

ACS= acute coronary syndrome; AIDS= acquired immune deficiency syndrome; ART= antiretroviral therapy; ASA= american society of anesthesiologists; BCG= bacillus calmette-guérin; BMI= body mass index; CABG= coronary artery
bypass graft; CAD= coronary artery disease; CD4= cluster of differentiation 4; CHD= coronary heart disease; COPD= chronic obstructive pulmonary disease; CVD= cardiovascular disease; DDP-4= dipeptidyl peptidase 4; DTP= diphteria,
tetanus, pertussis; eGFR= estimated glomerular filtration rate; GDM= gestational diabetes mellitus; HbAlc= hemoglobin Alc; HIV= human immunodeficiency virus; HSV-2= herpes simplex virus type 2; ICU= intensive care unit; MI=
myocardial infarction; MRI= magnetic resonance imaging; MRSA= methicillin resistant staphylococcus aureus; MSSA= methicillin sensitive staphylococcus aureus; NA= not applicable; NOS= newcastle-ottawa scale; NR= not reported;
NSAID= non-steroidal anti-inflammatory drug; NSTE-ACS= non-ST elevation acute coronary syndrome; NYHA= new york heart association (stage); PCI= percutaneous coronary intervention; PPV= pneumococcal polysaccharide vaccine;

SGLT-2=

sodium glucose transporter 2; SPMSQ= short portable mental status questionnaire; STAT= instantly; STEMI= ST elevation myocardial infarction; pL= microliter WHO= world health organization // units: g= gram; IU=

international units; kcal= kilocalorie; kg= kilogram; L= liter; mg= milligram; mL= milliliter; mmol= millimol; pg= microgram; uL= microliter // application routes: IM= intramuscular; IV= intravenous; P.O.= per os; SC= subcutaneous.
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Table SS. Certainty of the evidence and risk of bias for included bodies of evidence from randomized controlled trials

Reference/ year Intervention Outcome Certainty/ strength of the evidence Tool risk of bias tool Reported as number of low risk of bias studies per domain
B .. . Random sequence generation (3/4), allocation concealment (3/4), Blinding (2/4),
Abou-Setta 2011 (74) Nerve block Delirium Moderate (RCTs and cohort studies) AHRQ/ GRADE Cochrane incomplete outcome data (2/4) selective reporting (4/4); other bias (2/4)
. . . . Random sequence generation (0/2), allocation concealment (0/2), blinding (1/2),
Abou-Setta 2011 (74) Spinal anesthesia All-cause mortality Low (RCTs and cohort studies) AHRQ/ GRADE Cochrane incomplete outcome data (1/2) selective reporting (2/2); other bias (0/2)
Random sequence generation (1/4), allocation concealment (3/4), blinding (3/4),
. ) . incomplete outcome data (3/4), selective reporting (4/4), assessment of compliance? (4/4),
Aburto 2013 (75) Low sodium All-cause mortality Moderate GRADE Cochrane groups balanced at baseline? (4/4), intention to treat analysis? (4/4), free from follow up
bias? (1/4)
Random sequence generation (1/2), allocation concealment (1/2), blinding (0/2),
. Cardiovascular incomplete outcome data (1/2), selective reporting (1/2), assessment of compliance? (2/2),
Aburto 2013 (75) Low sodium disease Moderate GRADE Cochrane groups balanced at baseline? (2/2), intention to treat analysis? (2/2), free from follow up
bias? (0/2)
Random sequence generation (descriptively rated), allocation concealment (0/12), blinding
Ahmad 2015 (27) Intra-aortic balloon All-cause mortalit NR NA Cochrane of participants and personnel (0/12), blinding of outcome assessments (descriptively
pump y rated), incomplete outcome data (descriptively rated), selective reporting (descriptively
rated)
Coronary heart Random sequence generation (10/18), allocation concealment (12/18), blinding of
Alexander 2017 (76) DHA and EPA disgse NR NA Cochrane personnel and participants (14/18), blinding of outcome assessment (16/18), incomplete
outcome data (17/18), selective reporting (18/18), other bias (15/18)
Coronary heart Random sequence generation (9/14), allocation concealment (9/14), blinding of personnel
Alexander 2017 (76) DHA and EPA discase :3; ctalit NR NA Cochrane and participants (10/14), blinding of outcome assessment (13/14), incomplete outcome
y data (14/14) selective reporting (14/14), other bias (12/14)
Coronary heart Random sequence generation (7/9), allocation concealment (6/9), blinding of personnel
Alexander 2017 (76) DHA and EPA Y NR NA Cochrane and participants (6/9), blinding of outcome assessment (8/9), incomplete outcome data

disease incidence

(8/9), selective reporting (9/9), other bias (8/9)




50

Random sequence generation (4/4), allocation concealment (4/4), blinding of personnel

Alipanah 2018 (24) Sdf'ig?::;ysmmd LOV:JZEiZI:ent NR NA Cochrane and participants (0/4), blinding of outcome (0/4), incomplete outcome data (1/4), selective
reporting (4/4)
Self-administered Low treatment Random sequence generation (4/5), allocation concealment (3/5), blinding of personnel
Alipanah 2018 (24) © 'z:hE;';lys ere completion NR NA Cochrane and participants (0/5), blinding of outcome (0/5), incomplete outcome data (2/5), selective
P reporting (4/5)
Self-administered Random sequence generation (4/4), allocation concealment (3/4), blinding of personnel
Alipanah 2018 (24) © ":hg;;lys ere All-cause mortality NR NA Cochrane and participants (0/4), blinding of outcome (0/4), incomplete outcome data (1/4), selective
reporting (4/4)
Antiretroviral Random sequence generation (1/1), allocation concealment (0/1), blinding (performance
Anglemyer 2013 (77) thera HIV infection High (virologically linked-HIV infection) GRADE Cochrane bias and detection bias) (0/1), incomplete outcome data (1/1), selective reporting (1/1),
crapy other bias (1/1)
Nonnutritive Random sequence generation (3/3), allocation concealment (3/3), blinding (2/3),
Azad 2017 (21) sweeteners Body Mass Index NR NA Cochrane incomplete outcome data (2/3), selective reporting (2/3), other bias (3/3)/ overall: low risk
of bias (1/3)
Sureical abortion by | Failure or incomplete Random sequence generation (2/2), allocation concealment (2/2), blinding of participants
Barnard 2015 (28) mi f_ level provi derz abortion P Low GRADE Cochrane and personnel (2/2), blinding of outcome assessment (0/2), incomplete outcome data, all
P outcomes (2/2), selective reporting (0/2), other bias (0/2)
Sureical abortion b Random sequence generation (2/2), allocation concealment (2/2), blinding of participants
Barnard 2015 (28) mi f_ level provi derz Complications Low GRADE Cochrane and personnel (2/2), blinding of outcome assessment (0/2), incomplete outcome data, all
P outcomes (2/2), selective reporting (0/2), other bias (0/2)
. . . . Random sequence generation (2/2), allocation concealment (2/2), blinding of participants
Barnard 2015 (28) ?rl:c%-l lce Ei}e?b(;f)t\l]?gel;z Abzglll(l)nlifj;lil;elsand Low GRADE Cochrane and personnel (2/2), blinding of outcome assessment (0/2), incomplete outcome data, all
P p outcomes (2/2), selective reporting (0/2), other bias (0/2)
Bellemain-Appaix 2012 Clopidogrel All-cause mortality NR NA JADAD Randomization (6/6), double-blinding (4/6), withdrawals/ dropouts description (6/6); one

(48)

RCT (Davlouros 2009) rated with NOS without a reason given
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Bellemain-Appaix 2012
(43)

Clopidogrel

Major bleeding

NR

NA

JADAD

Randomization (6/6), double-blinding (4/6), withdrawals/ dropouts description (6/6); one
RCT (Davlouros 2009) rated with NOS without a reason given

Bellemain-Appaix 2012
(43)

Clopidogrel

Coronary heart
disease

NR

NA

JADAD

Randomization (6/6), double-blinding (4/6), withdrawals/ dropouts description (6/6); one
RCT (Davlouros 2009) rated with NOS without a reason given

Bellemain-Appaix 2014
(47

P2Y 12 inhibitors

All-cause mortality

NR

NA

Cochrane

Random sequence generation (3/3), allocation concealment (3/3), blinding of participants
and personnel (3/3), blinding of outcome assessment (3/3), incomplete outcome data(3/3),
selective reporting (death, MACE, bleeding outcomes) (3/3), selective reporting (stent
thrombosis) (1/3)

Bellemain-Appaix 2014
47)

P2Y 12 inhibitors

Major bleeding

NR

NA

Cochrane

Random sequence generation (3/3), allocation concealment (3/3), blinding of participants
and personnel(3/3), blinding of outcome assessment (3/3), incomplete outcome data (3/3),
selective reporting (death, MACE, bleeding outcomes) (3/3), selective reporting (stent
thrombosis) (1/3)

Bellemain-Appaix 2014
47)

P2Y12 inhibitors

Main composite
ischemic endpoint

NR

NA

Cochrane

Random sequence generation (3/3), allocation concealment (3/3), blinding of participants
and personnel (3/3), blinding of outcome assessment (3/3), incomplete outcome data (3/3),
selective reporting (death, MACE, bleeding outcomes) (3/3), selective reporting (stent
thrombosis) (1/3)

Bloomfield 2016 (22)

Mediterranean diet

Breast cancer

Low (RCTs and cohort studies)

AHRQ 2010

Cochrane

Random sequence generation (1/1), allocation concealment (1/1), blinding (1/1),
incomplete outcome data (1/1), selective outcome reporting (1/1)/ overall: low risk of bias

Bolland 2015 (49)

Calcium

All fractures

NR

NA

Cochrane

Yes/ no answers, number in brackets is number of trials with "yes"; random sequence
generation described (9/22), allocation concealment (9/22), number of double-blind trials
(14/22), blinding of outcome assessment (17/22), incomplete outcome data (3/22),
differential drop-out (yes or not specified) (3/22), other bias (7/22)/ overall: low risk of
bias (4/22)

Bolland 2015 (49)

Calcium

Vertebral fracture

NR

NA

Cochrane

Yes/ no answers, number in brackets is number of trials with "yes"; random sequence
generation described (4/12), allocation concealment (3/12), number of double-blind trials
(9/12), blinding of outcome assessment (11/12), incomplete outcome data (4/12),
differential drop-out (yes or not specified) (1/12), other bias (2/12)/ overall: low risk of
bias (4/12)

Bolland 2015 (49)

Calcium

Hip fracture

NR

NA

Cochrane

Yes/ no answers, number in brackets is number of trials with "yes"; random sequence
generation described (7/13), allocation concealment (6/13), number of double-blind trials
(8/13), blinding of outcome assessment (9/13), incomplete outcome data (2/13),
differential drop-out (yes or not specified) (2/13), other bias (5/13)/ overall: low risk of
bias (3/12)
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Colorectal cancer

Brenner 2014 (29) Sigmoidoscopy mortality NR NA Individual tool 8.5/9 (Mean number of quality criteria met)
Brenner 2014 (29) Sigmoidoscopy Col(i)rrlecci(tiaelncczlncer NR NA Individual tool 8.5/9 (Mean number of quality criteria met)
Individual tool based
Cerebrovascular onMOOSE, . . . . .
Chowdhury 2012 (78) Omega-3 discase NR NA QUATSO, and Modified quality score (for RCTs and cohort studies) (0-6, 6 is best): average 5.5
STROBE guidelines
Coronary heart Random sequence generation (4/4), allocation concealment (4/4), blinding of participants
Chowdhury 2014a (79) a-linolenic acid di 2’ NR NA Cochrane and personnel (3/4), blinding of outcome assessments (3/4), incomplete outcome data
sease (4/4), selective reporting (3/4), other bias (3/4)
Coronary heart Random sequence generation (17/17), allocation concealment (16/17), blinding of
Chowdhury 2014a (79) Omega-3 di 2’ NR NA Cochrane participants and personnel (14/17), blinding of outcome assessments (14/17), incomplete
scase outcome data (17/17), selective reporting (17/17), other bias (13/17)
Coronary heart Random sequence generation (8/8), allocation concealment (8/8), blinding of participants
Chowdhury 2014a (79) Omega-6 di 2’ NR NA Cochrane and personnel (4/8), blinding of outcome assessments (5/8), incomplete outcome data
sease (8/8), selective reporting (6/8), other bias (4/8)
Random sequence generation (22/22), allocation concealment (20/22), blinding of
Chowdhury 2014b (80) Vitamin D All-cause mortality NR NA Cochrane personnel and participants (18/22), blinding of outcome assessment (8/22), incomplete
outcome data (12/22), selective reporting (22/22), other bias (10/22)
Chung 2011 (58) Vitamin D Colorectal cancer NR NA AHRQ/ CONSORT Fair quality (1/1)
Chung 2011 (58) Vitamin D Breast cancer NR NA AHRQ/ CONSORT Fair quality (1/1)
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Appropriate randomization technique (2/2), allocation concealment (2/2), dropout rate

. Cardiovascular <20% (2/2), blinded outcome assessment (1/2), intention to-treat analysis (2/2),
Chung 2016 (56) Calcium mortality NR NA AHRQ/ CONSORT appropriate statistical analysis (2/2), assessment for confounding (2/2), clear reporting
with no discrepancies (2/2)
Ding 2017 (81) Dairy Systolic blood NR NA NA NR
pressure
Fenton 2018 (30) Radiation therapy Erectile dysfunction Moderate (RCTs and cohort studies) AHRQ/ GRADE AHRQ/ USPSTF Good quality (1/1)
Fenton 2018 (30) Pml;z(tiéz?émy Urinary incontinence Moderate (RCTs and cohort studies) AHRQ/ GRADE AHRQ/ USPSTF Good quality (3/3)
Fenton 2018 (30) Pml;i‘tiézi‘(l)my Erectile dysfunction | Moderate (RCTs and cohort studies) AHRQ/GRADE | AHRQ/ USPSTF Good quality (3/3)
Discase-modifyin Conversion to Random sequence generation (7/7), allocation concealment (4/7), other major baseline
Filippini 2017 (43) dru g clinically definite NR NA Cochrane imbalance (7/7), blinding of personnel and participants (0/7), blinding of outcome
£s multiple sclerosis assessment (3/7), incomplete outcome data (3/7), selective reporting (6/7)
Extracranial-
Fluri 2010 (31) intracranial arterial All-cause mortality NR NA Individual tool Adequate allocation concealment (2/2)
bypass
Extracranial-
Fluri 2010 (31) intracranial arterial Stroke NR NA Individual tool Adequate allocation concealment (2/2)
bypass
Extracranial- Stroke mortality or
Fluri 2010 (31) intracranial arterial e mo yo NR NA Individual tool Adequate allocation concealment (1/1)

bypass

dependency
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Transcatheter aortic

Early all-cause

Random sequence generation (5/5), allocation concealment (5/5), blinding of personnel

Gargiulo 2016 (32) valve mortalit NR NA Cochrane and participants (0/5), blinding of outcome assessment (5/5), incomplete outcome data
¥ (5/5), selective reporting (5/5), other bias (4/5)
. . Random sequence generation (5/5), allocation concealment (5/5), blinding of personnel
Gargiulo 2016 (32) Transcei};lle‘: Zr aortic Mld_;ﬁgﬁ;?{cause NR NA Cochrane and participants (0/5), blinding of outcome assessment (5/5), incomplete outcome data
¥ (5/5), selective reporting (5/5), other bias (4/5)
Transcatheter aortic | Lone-term all-cause Random sequence generation (4/4), allocation concealment (4/4), blinding of personnel
Gargiulo 2016 (32) valve g mortalit NR NA Cochrane and participants (0/4), blinding of outcome assessment (4/4), incomplete outcome data
y (4/4), selective reporting (4/4), other bias (4/4)
Treatine eestational Random sequence generation (2/5), allocation concealment (1/5), blinding of personnel
Hartling 2013 (50) diabe tge sgmelli tus High birth weight Moderate AHRQ/ GRADE Cochrane and participants (2/5), blinding of outcome assessment (4/5), incomplete outcome data
(3/5), selective reporting (5/5), other bias (5/5)/ overall: good (1/5), fair (3/5), poor (1/5)
Treatine eestational | Laree-for-gestational Random sequence generation (2/3), allocation concealment (1/3), blinding of personnel
Hartling 2013 (50) diabe tge sgmelli tus ga en egonate NR NA Cochrane and participants (2/3), blinding of outcome assessment (3/3), incomplete outcome data
= (3/3), selective reporting (3/3), other bias (3/3)/ overall: good (1/3), fair (2/3)
Treatine eestational Random sequence generation (1/3), allocation concealment (1/3), blinding of personnel
Hartling 2013 (50) diabe ti sgmelli tus Shoulder dystocia Moderate AHRQ/ GRADE Cochrane and participants (2/3), blinding of outcome assessment (3/3), incomplete outcome data
(2/3), selective reporting (3/3), other bias (3/3)/ overall: good (1/3), fair (2/3)
Treating
Henderson 2019 (51) asymptomatic Pyelonephritis Moderate AHRQ/ GRADE USPSTF criteria Fair quality (12/12)
bacteriuria
L Bacillus Calmette- . Risk of bias due to confounding (2/3), risk of performance bias (2/3), detection bias (3/3),
Higgins 2016 (23) Guérin All-cause mortality NR NA Cochrane attrition bias(3/3), bias in selection (0/3)/ overall risk: moderate (1/3), low (2/3)
Higgins 2016 (25) Measles containing All-cause mortality NR NA Cochrane Confounding (1/4), performance bias (1/4), detection bias (3/4), attrition bias (0/4),

vaccines

selection bias (0/4)/ overall: moderate risk (3/4)
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Special criteria for

Hopley 2010 (33) Total hip arthroplasty Reoperation NR NA study topic according Average number of quality criteria from rating scale met: 7.3
to Parker et al.
Special criteria for
Hopley 2010 (33) Total hip arthroplasty Dislocation NR NA study topic according Average number of quality criteria from rating scale met: 7.3
to Parker et al.
Special criteria for
Hopley 2010 (33) Total hip arthroplasty Deep infection NR NA study topic according Average number of quality criteria from rating scale met: 7.3
to Parker et al.
Chest-compression-only
Hiipfl 2010 (67) cardiopulmonary All-cause mortality NR NA NR High quality (3/3)
resuscitation
Non-calcium-based . Number of studies with low risk of bias in all domains (4/8), high risk of bias (2/8),
Jamal 2013 (82) phosphat binders All-cause mortality NR NA Cochrane unclear risk of bias (2/8)/ results of domains not reported
Parenteral influenza oo Cochrane .
Jefferson 2010 (46) . Influenza-like illness NR NA . Allocation concealment adequate (2/4)
vaccine (incomplete)
Jefferson 2010 (46) Parenteral 1.nﬂuenza Influenza NR NA vCochrane Allocation concealment adequate (1/3)
vaccine (incomplete)
Inactivated influenza Random sequence generation (2/5), allocation concealment (2/5), blinding of participants
Jefferson 2012 (34) vaccin Influenza NR NA Cochrane and personnel (3/5), detection bias (3/5), incomplete outcome data (3/5)/ summary (overall
cemes assessment) (2/5)
Inactivated infl Random sequence generation (2/5), allocation concealment (1/5), blinding (performance
Jefferson 2012 (34) nactivated INTIENZa | ) enza-like illness NR NA Cochrane bias and detection bias), all outcomes (3/5), incomplete outcome data, all outcomes (3/5)/

vaccines

summary (overall assessment) (1/5)
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Random sequence generation (0/1), allocation concealment (0/1), blinding of personnel

Jin 2012 (83) Total flavonoids Colorectal neoplasms NR NA Cochrane and participants (0/1), blinding of outcome assessment (0/1), incomplete outcome data
(0/1), selective reporting (0/1), other bias (1/1)
Randomization sequence adequately generated (1/1), allocation adequately concealed
Johnston 2019 (23) Low red meat All-cause mortality Low GRADE Cochrane (1/1), blinding Qf p_art1c1pants (0/1), blinding of data _co_llectors (1/1), blinding of outhme
assessors or adjudicators (1/1), loss to follow-up (missing outcome data) (1/1), reporting
bias (1/1), other bias (1/1)
Randomization sequence adequately generated (1/1), allocation adequately concealed
Cardiovascular (1/1), blinding of participants (0/1), blinding of data collectors (1/1), blinding of outcome
Johnston 2019 (23) Low red meat mortality Very low GRADE Cochrane assessors or adjudicators (1/1), loss to follow-up (missing outcome data) (0/1), reporting
bias (1/1), other bias (1/1)
Randomization sequence adequately generated (1/1), allocation adequately concealed
Johnston 2019 (23) Low red meat Cardl_ovascular Low GRADE Cochrane (1/1), blinding Qf p_art1c1pants (0/1), blinding of data _co_llectors (0/1), blinding of outhme
disease assessors or adjudicators (1/1), loss to follow-up (missing outcome data) (1/1), reporting
bias (1/1), other bias (1/1)
Random sequence generation (3/6), allocation concealment (4/6), blinding of personnel
. . and participants and outcome assessors (not convertable from SR), incomplete outcome
Kansagara 2013 (52) Transfusion All-cause mortality Low GRADE Cochrane data (6/6), selective reporting (6/6), other bias (not convertable from SR)/ overall low risk
of bias: (6/6)
Keag 2018 (84) Caesarean section Urinary incontinence NR NA SIGN Study quality: ++ (0,+ or ++)
Keag 2018 (84) Caesarean section Fecal incontinence NR NA SIGN Study quality: ++ (0,+ or ++)
Starting and . . . . .
Kredo 2014 (85) maintaining All-cause mortality High GRADE Cochrane, modified Baseline CD4 count (1/1), other bqselme variables (0/1), co-interventions 1/ 1){ random
. . sequence generation (1/1), allocation concealment (1/1), contamination protection (0/1)
antiretroviral therapy
Starting and Baseline CD4 count (1/1), other baseline variables (0/1), co-interventions (1/1), random
Kredo 2014 (85) maintaining Attrition Moderate GRADE Cochrane, modified $ ’ .

antiretroviral therapy

sequence generation (1/1), allocation concealment (1/1), contamination protection (0/1)
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Maintaining

Baseline CD4 count (2/2), other baseline variables (1/2), co-interventions (2/2), random

Kredo 2014 (85) antiretroviral therapy All-cause mortality Moderate GRADE Cochrane, modified sequence generation (2/2), allocation concealment (2/2), contamination protection (1/2)
Random sequence generation (4/5), allocation concealment (4/5), blinding of participants
Li 2014 (54) Exenatide Acute pancreatitis NR NA Cochrane, modified and personnel (1/5), blinded assessment of pancreatitis events (1/5), adjudication of
pancreatitis events (0/5)
Randomization sequence generation (16/34), allocation concealment (11/34), blinding of
. A ihin . . participants and personnel (34/34), blinded assessment HF or HF-hospital admission
Li201653) DDP-4 inhibitors Heart failure Low GRADE Cochrane, modified events (34/34), HF or HF-hospital admission outcome adjudicated (6/34), blinded HF or
HF-hospital admission outcome adjudication (3/34), industry funded (34/34)
Randomization sequence generation (2/5), allocation concealment (2/5), blinding of
. s Hospital admission . participants and personnel (4/5), blinded assessment HF or HF-hospital admission events
Li201653) DDP-4 inhibitors for heart failure Moderate GRADE Cochrane, modified (4/5), HF or HF-hospital admission outcome adjudicated (yes: (5/5)), blinded HF or HF-
hospital admission outcome adjudication (yes: (3/5)), industry funded (yes: (5/5)
. . Random sequence generation (1/1), allocation concealment (1/1), blinding (0/1),
Matthews 2018 (86) Tamoxifen Heart failure NR NA Cochrane incomplete outcome data (0/1), selective reporting (0/1), other sources of bias (1/1)
Random sequence generation (32/41), allocation concealment (32/41), blinding of
P . .. participants and personnel (36/41), detection bias (blinding of outcome assessment)
Menne 2019 (87) SGLT-2 inhibitors Acute kidney injury NR NA Cochrane (29/41), incomplete outcome data serious adverse events (34/41), incomplete outcome
data non-serious adverse events (14/41), selective reporting (37/41)
Ervthropoicsis Venous Random sequence generation (9/12), allocation concealment (6/12), blinding of personnel
Mesgarpour 2017 (88) tinl;Ytlati rf) agent thromboembolism Very low (RCTs and cohort studies) GRADE Cochrane and participants (10/12), blinding of outcome assessment (6/12), incomplete outcome data
stimulating agents 0mbocembons (7/12), selective reporting (10/12), other bias (3/12)
Ervthropoicsis Random sequence generation (10/17), allocation concealment (6/17), blinding of personnel
Mesgarpour 2017 (88) s tinl;ﬁtlati rf) aments All-cause mortality Low (RCTs and cohort studies) GRADE Cochrane and participants (12/17), blinding of outcome assessment (9/17), incomplete outcome data
g ag (12/17), selective reporting (10/17), other bias (2/17)
Pneumococcal Invasive Random sequence generation (4/10), allocation concealment (5/10), blinding of
Moberley 2013 (89) polysaccharide pneumococcal NR NA Cochrane participants and personnel (6/10), detection bias (blinding of outcome assessment) (6/10),
vaccines disease incomplete outcome data (1/10), selective reporting (1/10)
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Acute rejection of

Random sequence generation (1/2), allocation concealment (1/2), blinding of participants

Molnar 2015 (35) Neoral (Cyclosporin) Kidney transplant NR NA Cochrane and personnel (1/2), blinding of outcome assessment (0/2), incomplete outcome data
y P (clinical outcomes) (2/2), selective reporting (2/2), other bias (0/2)
Number of trials with answer "Yes": adequate sequence generation? (5/7), allocation
Early intervention for . concealment? (5/7), patient blinding? (0/7), physician blinding? (0/7), adjudication of
Navarese 2013 (50) NSTE-ACS All-cause mortality NR NA Cochrane outcomes blinding? (6/7), incomplete data outcome addressed? (7/7), selective outcome
reporting? (0/7), free of other Bias? (7/7)
Number of trials with answer "Yes": adequate sequence generation? (5/7), allocation
Early intervention for - . concealment? (5/7), patient blinding? (0/7), physician blinding? (0/7), adjudication of
Navarese 2013 (90) NSTE-ACS Myocardial infarction NR NA Cochrane outcomes blinding? (6/7), incomplete data outcome addressed? (7/7), selective outcome
reporting? (0/7), free of other bias? (7/7)
Number of trials with answer "Yes": adequate sequence generation? (5/7), allocation
Early intervention for . . concealment? (5/7), patient blinding? (0/7), physician blinding? (0/7), adjudication of
Navarese 2013 (50) NSTE-ACS Major bleeding NR NA Cochrane outcomes blinding? (6/7), incomplete data outcome addressed? (7/7), selective outcome
reporting? (0/7), free of other bias? (7/7)
Nelson 2010 (36) Caesarean section Anal mf(; (():ré';mence, NR NA NA NR
Nelson 2010 (36) Caesarean section Anal 1rg;)trL11tsmence, NR NA NA NR
Modified rating tool
based on Cochrane
Ceramic-on-ceramic and CONSORT
Nieuwenhuijse 2014 (37) | bearings for total hip Harris Hip Score NR NA criteria; partly with High quality: (1/7)
arthroplasty verbal ratings,
overall: low to high
quality
Modified rating tool
based on Cochrane
High-flexion total and CONSORT
Nieuwenhuijse 2014 (37) 1gh-Tiexion tota Flexion NR NA criteria; partly with High quality: (7/20)
knee arthroplasty -
verbal ratings,
overall: low to high
quality
Modified rating tool
. .. Gender-specific total | Flexion-extension based on Cochrane . .
Nieuwenhuijse 2014 (37) knee arthroplasty range NR NA and CONSORT High quality: (1/6)

criteria; partly with
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verbal ratings,
overall: low to high

quality

Second generation Random sequence generation (5/6), allocation concealment (2/6), blinding of personnel,

Nikooie 2019 (55) anti sgcho tics Sedation Moderate AHRQ Cochrane participants and blinding of outcome assessment (3/6), incomplete outcome data (3/6),

psy selective reporting (3/6), other bias (1/6)/ overall: low risk of bias (3/6)

Second generation Random sequence generation (5/6), allocation concealment (3/6), blinding of personnel,

Nikooie 2019 (55) anti sgcho tics Neurologic outcomes NR NA Cochrane participants and blinding of outcome assessment (4/6), incomplete outcome data (4/6),

psy selective reporting (4/6), other bias (2/6)/ overall: low risk of bias (4/6)
Ochen 2019 (91) S“tregrfzrf"rilg‘t’;lg“ Re-rupture NR NA MINORS MINORS score: 20.3 (mean)/ 16-23 (range)
Ochen 2019 (91) Su:fﬁzrfigzﬂles Complications NR NA MINORS MINORS score: 20.4 (mean)/ 16-23 (range)
Pittas 2010 (60) Vitamin D Hypertension NR NA AHRQ/ CONSORT Good quality (1/1)

Appropriate randomization (3/3), allocation concealment (3/3), dropout rate <20% (3/3),

Carotid . blinded patient (0/3), blinded outcome assessment (2/3), intention to treat analysis (3/3),

Raman 2013 (38) endarterectomy Ipsilateral stroke Moderate AHRQ/ GRADE AHRQ appropriate statistical analysis (3/3), if multicenter, was this accounted for in analysis?

(0/3)/ overall: low risk of bias (3/3), quality A (3/3)

Appropriate randomization (3/3), allocation concealment (3/3), dropout rate <20% (3/3),

Carotid blinded patient (0/3), blinded outcome assessment (2/3), intention to treat analysis (3/3),

Raman 2013 (38) endarterectomy Stroke Moderate AHRQ/ GRADE AHRQ appropriate statistical analysis (3/3), if multicenter, was this accounted for in analysis?

(0/3)/ overall: low risk of bias (3/3), quality A (3/3)

Appropriate randomization (2/2), allocation concealment (1/2), dropout rate <20% (2/2),

Carotid artery . . blinded patient (0/2), blinded outcome assessment (2/2), intention to treat analysis (2/2),

Raman 2013 (38) stenting Periprocedural stroke Insufficient AHRQ/ GRADE AHRQ appropriate statistical analysis (2/2), if multicenter, was this accounted for in analysis?

(0/2)/ overall: low risk of bias (1/2), good quality (1/2), fair quality (1/2)
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Random sequence generation (5/5), allocation concealment (4/5), blinding of personnel

Schweizer 2013 (39) Nasal deconolization | Surgical site infection NR NA Cochrane and participants (5/5), blinding of outcome assessment (5/5), incomplete outcome data
(5/5), selective reporting (4/5), other bias (5/5)
Glveonentide Random sequence generation (4/8), allocation concealment (2/8), blinding of personnel
Schweizer 2013 (39) r}(,) lf) 11; xis Surgical site infection NR NA Cochrane and participants (4/8), blinding of outcome assessment (5/8), incomplete outcome data
prophy (7/8), selective reporting (8/8), other bias (7/8)
Silvain 2012 (40) Enoxaparin All-cause mortality NR NA Cochrane/ NOS Low risk of bias (2/3); retrospective randomized analyses: NOS (9/9); rating for domains
not presented
Silvain 2012 (40) Enoxaparin Major bleeding NR NA Cochrane/ NOS Low risk of bias (5/6); retrospective randomized analyses: NOS (9/9); rating for domains
not presented
Silvain 2012 (40) Enoxaparin All—cause_ mprtahty or NR NA Cochrane/ NOS Low risk of bias (7/11); retrospective randomized analyses: NOS (9/9); rating for domains
myocardial infarction not presented
Random sequence generation (2/2), allocation concealment (2/2), blinding of personnel
Suthar 2012 (26) Antiretroviral Tuberculosis NR NA Cochrane/ modified | and participants and blinding of outcome assessment (0/2), incomplete outcome data (2/2),
therapy infection NOS selective reporting (2/2), other bias (2/2)/ RCTs were also assessed by modified NOS
(93% of maximum score)
Random sequence generation (3/10), allocation concealment (1/10), blinding of personnel
Te Morenga 2013 (61) Sugar Weight gain Moderate GRADE Cochrane and participants (5/10), blinding of outcome assessment (1/10), incomplete outcome data
(4/10), selective reporting (5/10), other bias (9/10), sugar industry funding (4/10)
Random sequence generation (3/3), allocation concealment (1/3), blinding of personnel
Te Morenga 2013 (61) Sugar Body Mass Index Moderate (BMI and BMI-z score) GRADE Cochrane and participants (0/3), blinding of outcome assessment (1/3), incomplete outcome data
(3/3), selective reporting (3/3), other bias (3/3), sugar industry funding (2/3)
Thomas 2010 (92) Influenza vaccines | Influenza-like illness NR NA Cochrane Random sequence generation (2/3), allocation concealment (1/3), blinding (0/3),

incomplete outcome data (1/3), selective reporting (3/3), other bias (1/3)
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Discontinuation due

Random sequence generation (3/3), allocation concealment (2/3), blinding of participants

Tickell-Painter 2017 (93) Mefloquine High (RCTs and cohort studies) GRADE Cochrane and personnel (2/3), blinding of outcome assessment (2/3), incomplete outcome data (0/3),
to adverse effects . . !
selective reporting (1/3), other bias (1/3)
Serious adverse Random sequence generation (0/3), allocation concealment (0/3), blinding of participants
Tickell-Painter 2017 (93) Mefloquine NR NA Cochrane and personnel (3/3), blinding of outcome assessment (1/3), incomplete outcome data (2/3),
events or effects . .
selective reporting (0/3), other (1/3)
Random sequence generation (0/2), allocation concealment (0/2), blinding of participants
Tickell-Painter 2017 (93) Mefloquine Nausea NR NA Cochrane and personnel (2/2), blinding of outcome assessment (1/2), incomplete outcome data (2/2),
selective reporting (0/2), other (1/2)
. Random sequence generation (2/5), allocation concealment (1/5), blinding of personnel
Tricco 2018 (45) ];:)‘;fe_?itfzrcllcl?r::(si Suspe;‘fiel;lerpes NR NR Cochrane and participants (5/5), blinding of outcome assessment (4/5), incomplete outcome data
(5/5), selective reporting (4/5), other bias (0/5)

Vinceti 2018 (59) Selenium Cancer High (only for 3/5 s‘gudles with low risk GRADE Cochrane Random sequence generation (4/5), allocatlgn concealment (4/5), blinding (3/5), selective

of bias) reporting (5/5)
Vinceti 2018 (59) Selenium Cancer mortality High (only for 1/2 s‘gudles with low risk GRADE Cochrane Random sequence generation (2/2), allocatlgn concealment (2/2), blinding (1/2), selective

of bias) reporting (2/2)
Vinceti 2018 (59) Selenium Colorectal cancer High (only for 2/3 s‘gudles with low risk GRADE Cochrane Random sequence generation (3/3), allocatlgn concealment (3/3), blinding (2/3), selective

of bias) reporting (3/3)
.. . Adequate randomisation (5/5), baseline comparability (5/5), sample size calculation (5/5),

Traditional birth
Wilson 2011 (41) attendant Perinatal mortality NR NA CONSORT accounted for clustering (4/5), masking (0/5), loss of clusters to follow-up (5/5), intention
¢ s to treat analysis (5/5)

Traditional birth Adequate randomisation (6/6), baseline comparability (6/6), sample size calculation (6/6),
Wilson 2011 (41) a tteg dants Neonatal mortality NR NA CONSORT accounted for clustering (5/6), masking (0/6), loss of clusters to follow-up (6/6), intention

to treat analysis (6/6)
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. Unicompartimental Venous Sequence generation (1/2), allocation concealment (2/2), blinding (2/2), incomplete
Wilson 2019 (42) knee arthroplasty thromboembolism NR NA Cochrane outcome data (1/2), selective outcome report (1/2), free of other bias (2/2)
. Unicompartimental Flexion-extension Sequence generation (0/3), allocation concealment (2/3), blinding (3/3), incomplete
Wilson 2019 (42) knee arthroplasty range NR NA Cochrane outcome data (3/3), selective outcome report (0/3), free of other bias (2/3)
. Unicompartimental . . Sequence generation (1/3), allocation concealment (1/3), blinding (3/3), incomplete
Wilson 2019 (42) knee arthroplasty Operation duration NR NA Cochrane outcome data (2/3), selective outcome report (1/3), free of other bias (2/3)
AHRQ/ based on
Recombinant factor . . various tools .
Yank 2011 (44) VII All-cause mortality Low (RCTs and cohort studies) AHRQ/ GRADE (JADAD, Good (1/2), fair (1/2)
CONSORT and
others)
AHRQ/ based on
Recombinant factor . . various tools .
Yank 2011 (44) VII Thromboembolism Moderate (RCTs and cohort studies) AHRQ/ GRADE (JADAD, Good (1/2), fair (1/2)
CONSORT and
others)
Everolimus-eluting Random sequence generation (5/5), allocation concealment (4/5), blinding of personnel
Zhang 2016 (94) bioresorbable Stent thrombosis NR NA Cochrane and participants (4/5), blinding of outcome assessment (5/5), incomplete outcome data
vascular scaffold (5/5), selective reporting (5/5), other bias (5/5)
Everolimus-eluting Random sequence generation (5/5), allocation concealment (5/5), blinding of personnel
Zhang 2016 (94) bioresorbable All-cause mortality NR NA Cochrane and participants (3/5), blinding of outcome assessment (5/5), incomplete outcome data
vascular scaffold (5/5), selective reporting (5/5), other bias (5/5)
Everolimus-eluting Coronary heart Random sequence generation (3/3), allocation concealment (3/3), blinding of personnel
Zhang 2016 (94) bioresorbable discase r;}:) ctalit NR NA Cochrane and participants (1/3), blinding of outcome assessment (3/3), incomplete outcome data
vascular scaffold y (3/3), selective reporting (3/3), other bias (3/3)
Percutancous Random sequence generation (4/5), allocation concealment (4/5), blinding of personnel
Zhang 2017 (95) All-cause mortality NR NA Cochrane and participants (0/6), blinding of outcome assessment (5/5), incomplete outcome data

coronary intervention

(4/5), selective reporting (5/5), other bias (4/5)
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Random sequence generation (4/4), allocation concealment (4/4), blinding of personnel

Zhang 2017 (95) corofr)lzrcufstrleer(\)/lelrsltion Caﬁiﬁl’;ﬁfumr NR NA Cochrane and participants (0/4), blinding of outcome assessment (4/4), incomplete outcome data
Ty y (3/4), selective reporting (4/4), other bias (3/4)

Percutancous Random sequence generation (4/5), allocation concealment (4/5), blinding of personnel

Zhang 2017 (95) Myocardial infarction NR NA Cochrane and participants (0/5), blinding of outcome assessment (5/5), incomplete outcome data

coronary intervention (4/5), selective reporting (5/5), other bias (4/5)

Random sequence generation (3/7), allocation concealment (4/7), blinding of personnel
Ziff 2015 (96) Digoxin All-cause mortality NR NA Cochrane (7/7), blinding of outcome (6/7), incomplete outcome data (6/7), selective reporting (3/7),
other threats to validity (1/7)

Cardiovascular Random sequence generation (3/5), allocation concealment (4/5), blinding of personnel
Ziff 2015 (96) Digoxin . NR NA Cochrane (5/5), blinding of outcome (5/5), incomplete outcome data (5/5), selective reporting (3/5),
mortality o
other threats to validity (1/5)

Random sequence generation (2/2), allocation concealment (2/2), blinding of personnel
Ziff 2015 (96) Digoxin Hospital admission NR NA Cochrane (2/2), blinding of outcome (2/2), incomplete outcome data (2/2), selective reporting (2/2),
other threats to validity (1/2)

AHRQ= agency for healthcare research and quality; CONSORT= consolidated standards of reporting trials; DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; GRADE= grades of recommendation, assessment,
development, and evaluation; MINORS= methodological index for non-randomized studies; MOOSE= meta-analyses of observational studies in epidemiology; NA= not applicable; NOS= newcastle-ottawa scale; NR= not reported; NSTE-ACS= non-ST
elevation acute coronary syndrome; QUATSO= quality assessment tool for systematic reviews of observational studies; RoB= risk of bias; SGLT-2= sodium glucose transporter 2; SIGN= scottish intercollegiate guidelines network; STROBE=
strengthening the reporting of observational studies in epidemiology; UPSTF= united states preventive services task force.
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Table S6. Characteristics of included bodies of evidence from cohort studies

. Am ety Study design
Reference/ . n Sample Description of Age; mean/ o] Description of Description of Y g
Intervention Outcome 3 A Cases n Description of exposure (cohort, nested case- | Follow-up (years)
year (studies) size population range (years) comparator outcome
control, case-cohort)
Femoral nerve block with
Bupivacaine 0.25% 30ml,
maintenance: 0.1% IV analeesia with
Elderly population with hip Bupivacaine and IV analgesia g .
. Paracetamol or Metamizol
fracture / health status: with NSAID (1-2g L .
Abou-Setta community dwelling or Paracetamol)or Metamizol 1-2g (1x)/ Preoperative: Retrospective cohort,
Nerve block Delirium 2 634 66 S ! . . >50 - . Morphine, Postoperative: Delirium retrospective cohort with NR
2011 (74) institutionalised / including administered as patient- . H
. . . X . Morphine tablets, historic controls
patients with dementia (1x) controlled analgesia (1x)/ 3-in- .
. . Acetaminophen or
or not specified (1x) 1 nerve block with Tbuprofen (1x)
Bupivacaine (Bolus of 100mg, P
maintenance with 50mg),
administration every 8 hours
Spinal anaesthesia, mostly
Elderly population with hip with Buplvacal'nc ! d'r ugs a}nd
doses reported: Bupivacaine .
fracture / health status: o General anaesthesia /
Abou-Setta All-cause mostly not specified, partly 0.5%, dosage: 2.5-5mg, drugs and doses reported: Prospective cohort
Spinal anesthesia . 5 2,960 195 . > >65 to >75 continuous administration or : Mortality at 30 days . > NR
2011 (74) mortality previously community single administration: Fentanyl 3-5mg/kg; retrospective cohort
dwelling without severe sing'e . > Sulfentanil; Thiopental
dementia (1x) Bupivacaine dosage: 8-15 mg,
Mepivacaine 4 %, dosage: 2ml
(80 mg)
High sodium intake or
status/ excretion /
measured by: 24-hour
L dietary recall, overnight
Low sodium intake or . . ; .
Aburto 2013 All-cause Male and female general excretion / partly: risks for urinary sodium excretion, Prospective cohort,
Low sodium . 7 21,515 NR population / with and without | 25-74 (range) y . 24-hour sodium and All-cause mortality cohort, case-cohort 4.4-22 years
(75) mortality . outcomes per 1.9 g/day intake . . .
CVD and metabolic disease potassium urinary analysis
change (1x) R X
excretion estimated from
fasting morning urine, 24-
hour urinary sodium
concentration
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Low sodium intake or

High sodium intake or
status/ excretion /
measured or estimated by
various methods (24-hour

Cardiovascular
disease (stroke, MI,

. Male and female general . . urinary sodium excretion, CHD, coronary Prospective cohort,
Aburto 2013 Low sodium Card{ovascular 9 46,483 NR population / with and without >15/25-79 excretion / partly: rlsk§ for overnight urinary sodium revascularisation, cohort, case-cohort <5-22 years
(75) disease S (mean) outcomes per 1.9 g/day intake . . .
CVD and metabolic disease change (1x) excretion, 24-hour dietary death from analysis
g recall, 24-hour urinary cardiovascular
sodium concentration or disease)
excretion, food frequency
questionnaire)
Intra-aortic balloon pump /
Population with acute CVD: mostly co-interventions for all Prospective cohort,
Ahmad 2015 Intra-aortic balloon All—cagsc 14 15,485 7048 cardiogenic shock (13/14), NR patients: PCI (?CI) (5/14), No 1ntra'—aortlc' balloon Mortality at 30 days cohort, rctrospc?tlvc NR
27) pump mortality mostly caused by MI thrombolysis (7/14), pump, intensive care cohort, observational
y Y thrombolysis or PCI (1/14) / analysis of RCT
none (1/14)
High intake of EPA and DHA /
Male and female population / (fszgtsii(fn:i};efziifzzgfl?ec c}l; Low EPA and DHA intake Any CHD event
Alexander Coronary heart mOSﬂZt]Le:slglli}r;gm;zftLll}t/ b dietary history method / high / ioévl\é;:izl;e(:rgcgrélcil:r};)t'o (:(l)lr(i)(ile;r; ir\jdclitcsdte(z)itt:l,
2017(6) | PHAAERA disease | RIee R population with CVD / w18 iake: 2023 10 2034y | 0.05% ortotal fat (105 | ML fatal ML, mon-fatal | PTOSPeCtve cohort 4.8-40 years
setting: highly developed ) 0. 1eg y o median 0.03% of total M1, any CHD event,
. to 5.18g/day (median); 0.24 %
countries of total keal (1x); 0.51% of keal (1x) coronary death)
total fat (1x)
High intake of EPA and DHA /
Male and female population / ;jzse;iefn];};cfz(irf?szfg c}l]( Low EPA and DHA / low
Alexander Coronary heart mOSﬂZtT:slglli}rllgvnzglu P dictary history method / high <0. 211532:‘1]:::' 30_60‘5‘;(;/(1& Fatal CHD (fatal MI,
DHA and EPA ) ¥ heat 14 615,427 NR . > Partly >18 intake: 0.22 to 2.64 g/day ) ¥ e Y | sudden cardiac death, Prospective cohort 4.8-40 years
2017 (76) disease mortality population with CVD / 1 median intake): >0 1 (mean/median); 0.05% of death
setting: highly developed (mean/ median intake); >0.15 total fat (1x); median 0.03 coronary death)
. . to >0.25 g/day; 0.51% of total o ¢ ’
countries % of total kcal (1x)

fat (1x)/ 0.24% median of total
keal (1x)
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Alexander
2017 (76)

DHA and EPA

Coronary heart
disease incidence

193,330

NR

Male and female population
without CVD at baseline /
setting: highly developed

countries

>18

High intake of EPA and DHA /
assessed by food frequency
questionnaire / high intake:

>0.19 g/day to >0.25 g/d;
median 2.1 g/day (1x); median

0.24% of total kcal intake (1x)

Low EPA and DHA / low
intake: <0.06g to
<0.25g/day; median
0.03% of total kcal (1x);
0.3 median g/day (1x)

Non-fatal CHD (non-
fatal MI; also:
coronary events)

Prospective cohort

11-16 years

Alipanah 2018
24

Self-administered
therapy

Low treatment
Success

16

19,211

13,846

Child and adult population /
with: pulmonary or
extrapulmonary tuberculosis,
smear positive and negative /
with or without: HIV-
coinfection, previous
treatment for tuberculosis /
partly with: multidrug
resistant tuberculosis /
setting: countries with
different levels of
development (Brazil, China,
Haiti, India, Japan, Nigeria,
Poland, South Africa, Spain,
Taiwan, Thailand)

>15/ or not
specified
(including
children)

Self-administered therapy /
partly: partially directly-
observed therapy (1x)

Directly observed therapy
/ providers: health staff in
hospital or in community;
community or family
member

Low treatment success

Prospective cohort,

retrospective cohort,

cohort with historic
controls

NR

Alipanah 2018
24

Self-administered
therapy

Low treatment
completion

14

11,679

3,469

Child and adult population /
with: pulmonary or
extrapulmonary tuberculosis,
smear positive and negative /
with or without: HIV-
coinfection, previous
treatment for tuberculosis /
partly with: multidrug
resistant tuberculosis or
metabolic disease / setting:
countries with different
levels of development
(Brazil, Haiti, India, Japan,
Poland, Thailand, U.K.,
USA)

>15/ or not
specified
(including
children)

Self-administered therapy

Directly observed therapy
/ providers: health staff in
hospital or in community;
community or family
member

Low treatment
completion

Prospective cohort,
retrospective cohort

NR




67

Alipanah 2018
24

Self-administered
therapy

All-cause
mortality

23

100,208

1,603

Child and adult population /
with: pulmonary or
extrapulmonary tuberculosis,
smear positive and negative /
with or without: HIV-
coinfection, previous
treatment for tuberculosis /
partly with: multidrug
resistant tuberculosis or
metabolic disease / setting:
countries with different
levels of development
(Brazil, China, Haiti, India,
Japan, Nigeria, Poland, South
Africa, Spain, Taiwan,
Thailand, USA)

>15/ or not
specified
(including
children)

Self-administered therapy

Directly observed therapy
/ providers: health staff in
hospital or in community;
community or family
member

Mortality

Prospective cohort,

retrospective cohort;

cohort with historic
controls

NR

Anglemyer
2013 (77)

Antiretroviral
therapy

HIV infection

97,898

>2,084

Serodiscordant couples
(sexual partners) / mostly
heterosexual, partly
homosexual (2x) / either
male or female partner HIV
infected / populations with:
drug abuse (2x), HSV-2 co-
infection (1x) / setting:
countries with or without a
high state of development
(Brazil, Botswana, China,
Italy, Kenya, Rwanda, South
Africa, Spain, Tanzania,
Uganda, Zambia)

NR

ART for infected partners /
various stages of disease at

>80% without AIDS (1x) or
illness / mostly with three or

more drugs, partly with:
Zidovudine only (1x)

baseline (e.g. 500 cells/uL and

250 cells/pL or WHO stage IV

No ART

HIV infection
(virologically linked
and unlinked)

Prospective cohort,
cohort, retrospective
cohort

53.6t0 101,295.1
person-years of
exposure/ <1.3to 6
years

Azad 2017
@n

Nonnutritive
sweeteners

Body Mass Index

3,371

NA

Male and female general
population (randomly chosen
households) / mean BMI 27 /
setting: USA

44 (mean)

Highest intake quantile (22 or
more artificially sweetened
beverages per week)

No artificially sweetened
beverages

BMI change

Prospective cohort

8 years
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Barnard 2015
(28)

Surgical abortion
by mid-level
providers

Failure or
incomplete
abortion

12,850

62

Pregnant women / mostly in
Ist trimester of pregnancy /
without uterine or cervical
abnormalities (1x) / setting:
USA

>16/
reproductive age

Abortion by experienced or
specially trained mid-level
providers (nurses, midwives,
physician assistants) /
procedures: manually,
aspiration, vacuum curettage

Abortion by doctors

(experienced or not

specified) / vacuum
curettage or not specified

Incomplete abortion
(requiring a repeat
abortion/ failed
abortion)

Prospective cohort

2-4 weeks

Barnard 2015
(28)

Surgical abortion
by mid-level
providers

Complications

12,850

116

Pregnant women / mostly in
Ist trimester of pregnancy /
without uterine or cervical
abnormalities (1x) / setting:
USA

>16/
reproductive age

Abortion by experienced or
specially trained mid-level
providers (nurses, midwives,
physician assistants) /
procedures: manually,
aspiration, vacuum curettage

Abortion by doctors

(experienced or not

specified) / vacuum
curettage or not specified

Early complications
(not specified/
according to National
Abortion Federation
guidelines); delayed
complications up to 2-
4 weeks

Prospective cohort

2-4 weeks

Barnard 2015
(28)

Surgical abortion
by mid-level
providers

Abortion failure
and complications

15,308

249

Pregnant women / in 1st
trimester of pregnancy / < 12
weeks (1x) to < 14 weeks
gestation (2x) / population
without: uterine or cervical
abnormalities (1x) or pelvic
inflammatory disease,
increased bleeding risk (1x) /
setting: USA

>16/
reproductive age

Abortion by experienced or
specially trained mid-level
providers (nurses, midwives,
physician assistants), physician
assistants without specified
level of experience (1x) /
procedures: manually,
aspiration, vacuum curettage

Abortion by doctors
(experienced or not
specified (2x)) / vacuum
curettage (1x), early
uterine evacuation or
suction curettage (1x),
procedure not specified

(Ix)

Early complications
during the procedure
or before leaving the
facility (not specified/
according to National
Abortion Federation
guidelines); delayed
complications up to 2-
4 weeks; Ectopic/
extrauterine
pregnancy,
perforation, cervical
lacteration, infection,
haemorrage, other
complications

Prospective cohort

2-4 weeks

Bellemain-
Appaix 2012
(48)

Clopidogrel

All-cause
mortality

29,206

799

Adult population with
CAD/CHD scheduled for
catheterisation, PCI, or both

NR

Clopidogrel 300 to >600mg
loading dose several days to
directly before procedure or
75mg maintenance dose > 5
days (2x) / subsequent
maintenance dose or loading
dose administered some hours
before procedure (2x) or not
specified (1x)

Clopidogrel 300-600mg
peri-interventionally or
lower loading dose

All-cause mortality

Prospective cohort,
retrospective cohort,
observational analysis of
RCT

In hospital to 1 year
(range)
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Clopidogrel 300 to >600mg
loading dose several days to
directly before procedure or

Major bleeding;
definitions given (
TIMI minor/ major,
vascular complication,

Bellemain- Adult population with 75mg maintenance dose > 5 Clopidogrel 300-600mg transfusion, > 4g/dl rz:lffe;::;fcc;]ﬁ)nr; In hosital to 1 vear
Appaix 2012 Clopidogrel Major bleeding 29,232 611 CAD/CHD scheduled for NR days (2x) / subsequent peri-interventionally or decrease in Hb, obscrvafional anal sis,o N lzran o) y
(48) catheterisation, PCI, or both maintenance dose or loading lower loading dose intracranial, >5g/dl RCT Y &
dose administered some hours Hb loss, requiring
before procedure (2x) or not transfusion or surgery,
specified (1x) clinically significant
bleeding)
Clopidogrel 300 to >600mg
loading dose several days to Major coronary event
directly before procedure or (Death, Myocardial Prospective cohort
Bellemain- Coronary heart Adult population with 75mg maintenance dose > 5 Clopidogrel 300-600mg infarction, urgent ‘o trosp cctive cohor; In hospital to 1 vear
Appaix 2012 Clopidogrel nary 29,206 3,350 CAD/CHD scheduled for NR days (2x) / subsequent peri-interventionally or target vessel P . P ¥
disease . . . . S observational analysis of (range)
(48) catheterisation, PCI, or both maintenance dose or loading lower loading dose revascularization, RCT
dose administered some hours recurrent acute
before procedure (2x) or not coronary syndrome)
specified (1x)
Clopidogrel pretreatment for .
Bellemain- All-cause Adults undergoing PCI / 59.4-673 PCI, >300mg Clopidogrel >12 Ezlgg;? téelaot rril:;:)lt :c]it}l All-cause death; in Retrospective cohort, In hospital to 1 vear
Appaix 2014 P2Y12 inhibitors . 11,175 186 57.4-100% (range) with non- . N hours or shortly before PCI or . g lopidog hospital (2x) or at 30 | observational analysis of P y
mortality . (mean) X . shortly before, during or (range)
47) ST elevation ACS maintenance dose starting days days (2x) RCT
shortly after PCI
before PCI
Major bleeding; in
hospital (2x) or at 30
days (2x); definitions:
Thrombolysis in
Clopidogrel pretreatment for Delaved treatment with Myocardial Infarction
Bellemain- Adults undergoing PCI / 59.4-673 PCI, >300mg Clopidogrel >12 >30gm Clopidogrel / major bleeding criteria Retrospective cohort, In hospital to 1 vear
Appaix 2014 P2Y12 inhibitors Major bleeding 11,188 341 57.4-100% (range) with non- . N hours or shortly before PCI or . g lopidog (1x); >4 g/dL drop in | observational analysis of P y
. (mean) X . shortly before, during or K (range)
47) ST elevation ACS maintenance dose starting days Hb (1x); IC, RCT
shortly after PCI .
before PCI transfusion,
hemodynamic

compromise (1x);
clinically significant

(Ix)
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Clopidogrel pretreatment for

Delayed treatment with

Main composite

Retrospective cohort,

Bellemain- . . Adults undergoing PCI/ PCI, >300mg Clopidogrel >12 . . . . .
Appaix 2014 P2Y12 inhibitors AMam composite 4 11,188 848 57.4-100% (range) with non- 39.4-67.3 hours or shortly before PCI or =2300mg Clopldogr el/ ISChemlC endpoint; in observational analysis of In hospital to 1 year
ischemic endpoint . (mean) . . shortly before, during or hospital (2x) or at 30 (range)
47) ST elevation ACS maintenance dose starting days RCT
before PCI shortly after PCI days (2x)
. High adherence to Prospective cohort
Female population / general mediterranean diet or health; Low adherence to (including cohort-
Bloomfield . . population or healthy (no 38.5-62 . . Y . . Breast cancer &
2016 (22) Mediterranean diet Breast cancer 13 805,893 NR history of cancer) / setting: (mean/median) diet / assessment with: variants mediterranean diet, incidence subcohort controlled 7-25 years
highl y developed countrii or classic mediterranean diet healthy diet study, reanalysis from
ey P score, other prospective cohort)
Mostly female population .
(womZn %) rrlz ixi d (1x) Mostly calcium supplement
men (lx)),/ general ’ use with or without dietary No use of calcium
Bolland 2015 Calcium All fractures 5 116,199 11,194 population or basically 30-79 (range)/ calqu m 1ntakc ! Partly supplements / never used All fractures Prospective cohort 3-8.4 years (mean)
“49) healthy (3x): communit; 56-81 (mean) additional vitamin D calcium supplements (1x)
dwcllingy With;)ut risk fact}:)rs supplement use / dictary ®
for osteoporosis, able to walk caleium intake only (1x)
Female general population / . .
Bolland 2015 Calcium Vertebral fracture 1 9,704 389 without: women unable to 72 (mean) Current use of calcium Never used calcium Vertebral fracture Prospective cohort 6.6 years
(49) walk supplements supplements
Mostly female population . .
. Mostly calcium supplement No use of calcium
Bolland 2015 Calcium Hip fracture 6 270,446 2,828 (women (3x), mixed (2x), 50-79 (range)/ use / partly calcium and supplements / never used Hip fracture Prospective cohort 6.6-18 years
(49) male (1x), NR(1x)) / mostly 54-73 (mean) o X
gencral population vitamin D (1x) calcium supplements (1x)
Male and female generally
healthy population (health
professionals, nurses) / : .
Brenner 2014 Sigmoidoscopy Colorectal cancer 1 88,902 NR without: baseline history of 62.5-68.3 Sigmoidoscopy No sigmoidoscopy Mortality from Prospective cohort 25 years
29) mortality cancer. at risk for colorectal (mean) colorectal cancer

cancer / setting: highly
developed countries
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Male and female general
population / at average risk

Colorectal cancer; late

Brenner 2014 . . Colorectal cancer for colorectal cancer (1x) or . . . . stages of colorectal Prospective cohort,
29) Sigmoidoscopy incidence 2 2,966 NR without further exclusion 55-85 (range) Sigmoidoscopy No sigmoidoscopy cancer (2b to 4) only nested case-control <10 years
criteria (1x) / setting: highly (1x)
developed countries;
Male and female population / Omega-3 'fatty acid intake /
Chowdhury Cerebrovascular general population, healthy at assegsed Wlth foqd frequency Low Omega-3 fatty acid Cerebrovascular .
Omega-3 . 10 301,023 4,197 . i 16-84 (range) | questionnaire or dietary recall / . . Prospective cohort 4-28 years (mean)
2012 (78) disease baseline / mostly in highly . intake disease
developed countrics average intake (range) 0.11
g/day - 2.60 g/day
Male (5x), female (1x) or o-linolenic acid intake / di(s:zl:slcl:o(vr?(f;}lfl;;l
Chowdhus Coronary heart mixed (1) population / assessed with food frequency Low intake of a-linolenic | myocardial infarction
Y a-linolenic acid nary 7 157,258 7,431 mostly healthy, partly with 30-84 (range) questionnaire, diet history . 4 > Prospective cohort 5-20 years
2014a (79) discase CVD (1x) / setting: highl; uestionnaire, 7-day weighed acid fatal coronary heart
g Ighly q ’ y g disease, sudden
developed countries food record, 4-day food record .
cardiac death)
Dietary long chain omega-3
fatty acid intake / assessed Coronary disease
Chowdhus Coronary heart General or healthy male and u:?zlttigrfr(i:iclefr(;(-];:ncfzod infaigtli};(;lca(fg:)lnar
Y Omega-3 nary 16 422,786 9,089 female population / partly 18-84 (range) quest e, [-aay Low intake L Y Prospective cohort 5-23 years
2014a (79) disease with pre-existing CHD (1x) diary, Diet history heart disease, sudden
p & questionnaire, 4-day food cardiac death, angina
record, 7-day weighed food pectoris)
record
Dietary long chain omega-6
fatty acid intake / assessed C di
with food frequency oronary disease
Chowdhus Coronary heart General or healthy male and uestionnaire, 7-day food (myocardial
Y Omega-6 nary 8 206,376 8,155 female population / partly 20-75 (range) quest! re, /-day Low intake infarction, coronary Prospective cohort 5-20 years
2014a (79) disease diary, diet history heart disease. sudden

with risk for CHD (1x)

questionnaire, 4-day food
record, 7-day weighed food
record

cardiac death)
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Male and female population
with or without pre-existing
chronic disease (CVD,

metabolic disease, cancer) / High circulating 25- Low circulating 25-
Chowdhury Vitamin D All-cause 68 840,908 64,636 community dwelling or 29-84 (range) hydroxyvitamin D (Serum or hydroxyvitamin Dg(Scrum All-cause mortalit Prospective cohort, 0.3-29 years
2014b (80) mortality ’ ’ institutionalised / setting: 2 Plasma) / average level 10-30 Y Zn d Plasma) y retrospective cohort ) y
mostly Europe and North ng/ml
America, partly Asia-Pacific
Region and South America
(Ix)
Male and female general 10nmol/L increase in 25- Colorectal cancer
Chung 2011 o population / partly smokers | 57- 69.2 (mean)/ Lo (colorectal cancer, 7 months to 17 years
Vitamin D Colorectal cancer 9 2,249 1,127 . hydroxyvitamin D blood NA . Nested-case control
(58) (2x) / setting: USA, Europe 40-79 (range) . Invasive CRC (1x), (range)
concentration
and Japan Colon cancer (1x))
Female general population / . .
10nmol/L increase in 25-
Chu(nSgSfOl 1 Vitamin D Breast cancer 4 4,726 2,363 IZZ:;iinéggsAtlzigog‘?éza;f 533-—782 ((Eenar(l:))/ hydroxyvitamin D blood NA Breast cancer Nested-case control <l mor;tr};;()CI)S years
& (1%) s concentration g
. Male and female population / Risk per lOng{day mnerease Cardiovascular (4x) or
Chung 2016 . Cardiovascular . . 54-61 (mean)/ of total calcium intake / mean . . . .
Calcium . 6 160,954 NR general population or without L NA ischemic heart disease Prospective cohort 8-19 years
(56) mortality . 25-78 (range) calcium intake 400— .
CVD at baseline (2x) mortality
2,400mg/day
Dairy intake / mean 1.09-4.8 | Dairy intake / mean 0-0.93 rcsss}llfrtfzgsgiz(rﬁ:m'
Ding 2017 (81) Dai Systolic blood 27 165.464 NR Male and female general 20-84 (range) servings/day; 456g intake per servings/day; 84g intake P ‘mostly clinical : Prospective cohort, 0-17 vears follow-u
& Y pressure ? population / partly with CVD g day / change of systolic blood per day; information not 16127 :clf reported cohort ¥ P
pressure per serving increase complete for all studies (2/27) or NR (9/27)
Erectile dysfunction;
Conservative management defined as erection not
Fenton 2018 Erectile Male population with 61.2-76 / no active trcam%cnt sufficient for sexual Prospective cohort
Radiation therapy . 7 2,950 1,625 localised prostate cancer / (mean/median)/ Radiation therapy R . > intercourse or partly pectiy > 1-10 years
(30) dysfunction active surveillance, not retrospective cohort

partly with all stages (1x)

37-88 (range)

further specified

presence of at least
one troublesome
symptom (1x)
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61.2-69 (mean/

Conservative management

Urinary incontinence;
perceived as

Fenton 2018 Radical . Urlr}ary 5 5,067 911 Ma!e population with median)/ 37-88 Radical prostatectomy / 1o active treatment, troublesome by Prospective cohort 1-3.8 years
(30) Prostatectomy incontinence localised prostate cancer active surveillance, not . (mean/median)
(range) . patients, need for pads
further specified
or frequent symptoms
Erectile dysfunction
. defined as erection not
. . . . 61.2-69 (mean/ Conscrvat'lvc management sufficient for sexual .
Fenton 2018 Radical Erectile Male population with . . / no active treatment, . . Prospective cohort, 1-4.3 years
. 6 5,558 3,525 . median)/ 37-88 Radical prostatectomy . . intercourse; partly .
(30) Prostatectomy dysfunction localised prostate cancer active surveillance, not cohort (mean/median)
(range) . presence of at least
further specified
one troublesome
symptom (1x)
0,
Femak? 70 4)) .an'd male Different disease modifying
population / with: signs and .. .
Conversion to symptoms compatible with drugs (e.g. Interferon beta-1a, Clinically definite
Filippini 2017 | Disease-modifying o . . X 32.5 (mean)/ Interferon beta-1b, glatiramer No use of disease multiple sclerosis, . 2 years/ 5,378.70
clinically definite 2 3,592 NR early multiple sclerosis (and . . r s Prospective cohort
(43) drugs . . L ) 31.6 (median) actetate, others not specified), modifying drug assessment by EDSS- person-years
multiple sclerosis almost all with silent lesions o
. o SC, IM or P.O. / early or score or Poser-criteria
in MRI) / mostly in highly
X delayed treatment (1/2)
developed countries
. . . Best medical treatment /
Population with occlusive . B o
. . X L . insufficient information, if
Extracranial- All-cause carotid artery disease / most Extracranial-intracranial reported various regimens: Prospective cohort
Fluri 2010 (31) | intracranial arterial . 11 690 85 participants included NR arterial bypass plus medical ported var & : All-cause death pectty > NR
mortality . . Aspirin with or without retrospective cohort
bypass irrespective of cerebral treatment S
haemodynamics Dipyridamole,
Clopidogrel, Warfarin
. . . Best medical treatment /
Population with occlusive . R o
. . . L . insufficient information, if
Extracranial- carotid artery disease / most Extracranial-intracranial reported various regimens: Prospective cohort
Fluri 2010 (31) | intracranial arterial Stroke 15 796 132 participants included NR arterial bypass plus medical ported var g : Any stroke pecty ’ NR
. . Aspirin with or without retrospective cohort
bypass irrespective of cerebral treatment

haemodynamics

Dipyridamole,
Clopidogrel, Warfarin
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Population with occlusive

Best medical treatment /
insufficient information, if

Extracranial- Stroke mortality or carotid artery disease / most Extracranial-intracranial reported various regimens:
Fluri 2010 (31) | intracranial arterial y 8 346 131 participants included NR arterial bypass plus medical ported var £ " | Death or dependency Retrospective cohort NR
dependency . . Aspirin with or without
bypass irrespective of cerebral treatment .
haemodynamics Dipyridamole,
Clopidogrel, Warfarin
Male and female population
with severe CVD / mostly
including patients at high Transcatheter aortic valve Prospective cohort,
. } surgical risk (22x) or only 71.1-82.7 replacement / mostly by . . } retrospective cohort with
Gargiulo 2016 Tran;catheter Early all cause 29 12,464 592 patients at low or (mean)/ 60-94 femoral access / first Surgical aortic valve Early all cause or without historic 2-5 years (6x/ NR)
(32) aortic valve mortality . . . . . replacement mortality .
intermediate risk (7x) / partly (range) generation valve, partly Sapien controls, retrospective
population with: metabolic 3 valve (1x) database cohort
disease, kidney disease,
pulmonary disease
Male and female population
with severe CVD / mostly
including patients at high Transcatheter aortic valve Prospective cohort,
Gargiulo 2016 Transcatheter Mid-term all-cause surglca{ risk (11x) or only 71.1-82.7 replacement / mostly by Surgical aortic valve Midterm all-cause retrospef:tlve CO'hOrt'Wlth
. . 18 7,400 998 patients at low or (mean)/ 60-94 femoral access / first . or without historic 2-5 years (3x/ NR)
(32) aortic valve mortality . . . . . replacement mortality .
intermediate risk (7x) / partly (range) generation valve, partly Sapien controls, retrospective
population with: metabolic 3 valve (1x) database cohort
disease, kidney disease,
pulmonary disease
Male and female population
in\c)vligiilegvgzeticcn\t/s])a: fﬁlgh Transcatheter aortic valve
Gargiulo 2016 Transcathctcr Long-term a!l— 6 1,750 316 surgical risk / partly 78.2-82.3 replacement / mostly by Surgical aortic valve Long-term a}l—causc Retrospective cohort 2.5 years
(32) aortic valve cause mortality . o . (mean) femoral access / first replacement mortality
population with: metabolic .
- . - generation valve
disease, kidney disease,
pulmonary disease
Pregnant women with
borderline, mild or definite
GDM / mean fasting glucose
reported for one study (5.4 Dietary counseling, formal diet
Hartling 2013 Treating mmol/l), BMI 23.11-30.3 / 27.6-34.4 (3x) e.g. with caloric
(5§) gestational diabetes | High birth weight 5 3,168 331 population without (;nean). restriction / blood glucose Standard care Birth weight > 4000g Retrospective cohort NR
mellitus complicated pregancies (e.g. monitoring, insulin if required

without multiple gestation,
fetal anomaly) or not

specified / ethnicity: asian,
black, hispanic, white

(5%)
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Pregnant women / mostly
mild or borderline GDM,
partly definite GDM (1x) /
mean fasting glucose

Dietary counseling, formal diet

. Treating Large-for- reported for one study (5.4 (2x) e.g. with caloric .
gestational diabetes gestational age . mmol/l), :23.12-30. N restriction / blood glucose tandard care U etrospective cohort
Harﬂ(lgg)zon ional diab ional 2,294 388 /1), BMI: 23.12-30.3 / 2(7&:;)5 /blood gl Standard farge-for-gestational | g h NR
mellitus neonate complicated pregnancies monitoring, insulin if required 8
€.g. multiple gestation X
g. multiple gestati 4
excluded or not specified /
ethnicity: asian, black,
hispanic, white
Pregnant women with mild
GDM or all types of GDM /
mean fasting glucose . . .
Hartl(lg(gS)ZOlS gestational diabetes | Shoulder dystocia 3,054 48 mcnc:;)ri/ll)i’cftgllz f:luli:;?ez / 2Z£;§§j4 restriction / blood glucose Standard care Shoulder dystocia Retrospective cohort NR
mellitus (e pmul tiplc:)gci {ations) monitoring, insulin if required
excluded or not specified / %)
ethnicity: asian, black,
hispanic, white
Pregnant women / with and
. without asymptomatic . .
Henderson Treating . . bacteriuria / < 25 weeks to < 27.7 (mean)/ Treating screen dCtC.Ct(?d No screening (and .- Cohort with historic
2019 (51) asymptqmz}tlc Pyelonephritis 5,289 74 33 weeks of gestation / no NR (1x) asylppt01natlc bficAterAlurla/ treatmﬁmt) for o Pyelonephritis controls NR
bacteriuria exclusion criteria reported / different antibiotics asymptomatic bacteriuria
setting: Turkey and Spain
Infants and children / mostly
no exclusion criteria
specified / with DTP Prospective cohort,
. . vaccination, with or without retrospective cohort,
ngg(l;l;)2016 Bacdlzl}su(é:re;:lmette- ﬁ}éﬁ:ﬁ:e 12,225 >826 measles vaccination / low 2}1910(112?}]155;(1)\1?{3 BCG vaccination No BCG vaccination All-cause mortality retrospective database <0.5-5 years
Y cohort, cohort nested in

birth weight children (2x) /
setting: Guinea-Bissau, India,
Malawi, Papua-New Guinea,
Senegal

RCT
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Higgins 2016
(25)

Measles containing
vaccines

All-cause
mortality

13

82,208

>1,290

Infants and children / mostly
no exclusion criteria
specified / with and without
prior DTP or BCG
vaccination / infants with low
birth weight (1x) / setting:
Bangladesh, Guinea-Bissau,
Haiti, India, Malawi, Papua
New-Guinea, Senegal

<4 months to
<35 months/ NR

Measles containing vaccine /
number of doses unclear /
timing (range) 0-13 months or
not reported / monovalent (2x),
Schwarz or Edmonston-Zagreb
(2x) or not reported (11x)

No measles containing
vaccines

All-cause mortality

Prospective cohort,

retrospective cohort,

cohort with historic
controls

2-5 years

Hopley 2010
(33)

Total hip
arthroplasty

Reoperation

787

54

Mostly female population
with displaced femoral neck
fracture / prior ambulatory
patients only (3x), mostly no
specific information on
health status (mean ASA 3
(1x), without severe
cognitive impairment (1x)) /
note: the study conducted in
women with mean age 59
years was conducted in India
in a setting with reduced life
expectancy

59-84 (mean)

Total hip arthroplasty,
cemented (5x) / cemented or
uncemented (1x)

Uni- or bipolar, cemented
or uncemented
hemiarthroplasty

Reoperation

Retrospective cohort

1-71 months (range
of mean follow-up)

Hopley 2010
(33)

Total hip
arthroplasty

Dislocation

721

22

Mostly female population
with displaced femoral neck
fracture / prior ambulatory
patients only (2x), mostly no
specific information on
health status (mean ASA 3
(1x), without severe
cognitive impairment (1x)) /
note: the study conducted in
women with mean age 59
years was conducted in India
in a setting with reduced life
expectancy

59-84 (mean)

Total hip arthroplasty,
cemented (4x) / cemented or
uncemented (1x)

Uni- or bipolar, cemented
or uncemented
hemiarthroplasty

Dislocation

Retrospective cohort

1-70 months (range
of mean follow-up)

Hopley 2010
(33)

Total hip
arthroplasty

Deep infection

806

10

Mostly female population
with displaced femoral neck
fracture / mostly no specific
information on health status
(mean ASA 3 (1x), without
severe cognitive impairment

(1x), prior ambulatory
patients only (1x))

72-84 (mean)

Total hip arthroplasty,
cemented

Uni- or bipolar, cemented
or uncemented
hemiarthroplasty

Deep infections

Retrospective cohort

1-70 months (range
of mean follow-up)
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Survival to hospital

Bystander standard Bystander chest- discharee or closest
. Standard . . cardiopulmonary resuscitation compression-only 1arg . Prospective cohort, Survival to hospital
Hiipfl 2010 X . Population with out-of X . o . available endpoint: . X
cardiopulmonary Survival 7 13,883 1,086 . . NR (including rescue ventilation), cardiopulmonary . retrospective cohort, discharge to 1 year
(67) L hospital cardiac arrest . . . L . 30-day survival, 1-
resuscitation without instructions or resuscitation, without week survival. awake cohort (range)
assisstance instructions or assisstance i
after 14 days
. Male and female population . Calcium-based phosphat .
Jamal 2013 (82) Non-calcium-based All-cause 3 2,813 791 with advanced kidney disease | 61.5-68 (mean) Non-caleium-based phosphat binders (calcium acetate All-cause mortality Prospective cohort, 2-3.5 years
phosphat binders mortality L O binder (Sevelamer) . retrospective cohort
requiring haemodialysis or calcium carbonat)
Elderly population /
generally healthy Influenza like illness
community-dwelling or Parenteral influenza vaccines / mostly clinically
institutionalised (nursing mostly trivalent / matching or defined (e.g. fever,
home residents, health status not matching the circulating chills, congestion, .
. . 71-85 (mean)/ . R . Prospective cohort,
Jefferson 2010 Parenteral Influenza-like mostly not further specified) strains (during or not during Lo cough, coryza, sore .
. . . 30 22,001 2,268 ) . . 30 to 108 i . No vaccination cohort, retrospective < 1-5 months
(46) influenza vaccine illness / partly: chronically ill outbreak) / partly: amantadine throat, general
. . (range) . . . . cohort
nursing home residents prophylaxis for nursing home malaise, myalgia) /
requiring intermediate and residents (either all, ill partly laboratory,
skilled nursing care, residents or healthy residents) epidemiological and
suffering from dementia, bed clincal criteria
ridden
Mostly laboratory
confirmed influenza
Elderly population / . . (4-fold increase in
. . Parenteral influenza vaccines / antibody titre/ not .
community-dwelling, general . . . Prospective cohort,
; mostly trivalent / strains specified); Influenza .
Jefferson 2010 Parenteral elderly population or 80-85 (mean)/ . - retrospective database
. . Influenza 10 20,190 185 Lo ) . . mostly matching the No vaccination as defined by . 1-10 months
(46) influenza vaccine institutionalised (in nursing 36-105 (range) . . .. . . X cohort, retrospective
circulating strains in epidemic International

homes with or without
known diseases)

or non-epidemic years

Classification for

primary care (1x, R80:

proven influenza
without pneumonia)

cohort
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Male and female infants and

Inactivated influenza vaccine /

Influenza defined as:
Influenza-like illness

Jefferson 2012 Inactivated one or two doses / sliding scale lus rapid test
. . Influenza 1 1,302 35 children / general population 0-15 (range) of doses according to age / No vaccination _plusrap Prospective cohort <8 months
(34) influenza vaccines L A - diagnosis, or serum
/ setting: Japan unclear if tri-or bivalent / . ]
antibody increase or
(cohort study from 2003) L .
viral isolation
Influenza-like illness;
clinical definiton:
Inactivated influenza vaccines sudden onset,
Jefferson 2012 Inactivated Influenza-like Male and female infants and / one or two doses / trivalent or temperature over 38
(34) influenza vaccines illnoss 2 4,215 1,366 children / general population 0-15 (range) NR / dosing according to age / No vaccination °C, sore throat and Prospective cohort <8 months
/ setting: Japan (cohort studies from 2003/ fatigue/ acute febrile
2006) illness occurring
during the highest
epidemic period
General population / pre- and
postmenopausal women, men
Colorectal from the the health Prospective cohort, sub-
Jin 2012 (83) Total flavonoids 3 72,320 1,022 | professionals follow-up study | >45/(NR 2x) High flavonoid intake Low flavonoid intake Colorectal cancer P y NR
neoplasms cohort controlled cohort
(1x), woman from the
Nurses” Health study (1x) /
setting: USA
Loivzciregc:)k:c;:;lzgst;glgekaligh Higher adherence to diet
Johnston 2019 Low red meat Au-que 24 545,071 NR Male and female population, 33-74.1 (mean) (western diet, diet with pasta rich in red and procegsed All-cause mortality Prospective cohort 4-26 years
(23) mortality generally healthy . meat or non-vegetarian
and meat, unhealthy diet, .
. . diet
others) or vegetarian diet
Loi:iregik;c;::z;tszglgegigh Higher adherence to diet
Johnston 2019 Low red meat Cardlovascular 25 858,554 NR Male and female population, 3367 (mean) (western dict, diet with pasta rich in red and proccgscd Cardlovascular Prospective cohort 426 years
(23) mortality generally healthy g meat or non-vegetarian mortality
and meat, unhealthy diet, X
. ) diet
others) or vegetarian diet
Lower adherence to diet high Higher adherence to diet
Johnston 2019 Low red meat Cardlevascular 2 113.737 NR Male and female population, 38.2-67 (mean) in red or proce;sed meat rich in red and processed Cardlevascular Prospective cohort 4-17 years
(23) disease generally healthy (mostly western diet, southern meat or non-vegetarian disease

diet, others) or vegetarian diet

diet
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Male and female population
with anemia / setting: non-
operative, patients with acute

Received transfusions; nadir of

Mortality at 30 days;

Observational analysis

Kansagara Transfusion AH-C&I%SC 11 172,988 NR CVD, mostly M1/ partly: 59-77.8 (mean) haematoc;rlt 20.5-29.2% . Received no transfusions anITalle or of RCT, retrospecflve >30 days-4 years
2013 (52) mortality lati 4 . (mean/ median) / haemoglobin myocardial infarction cohort, retrospective
population undergong 8.7-10g/dL at 30 days (2x) database cohort
vascular surgery or
orthopedic surgery (1x)
Female general population /
primiparae only (3/8) / all
types of birth presentations,
without: multiple gestation
Keag 2018 (84) | Caesarean section . Urlr}ary 8 65,842 NR (4), r{sk pregnancy (1), >18/<80 (at Caesarean section Vaginal birth Urinary incontinence Prospectlye cohort, 1-21 years/ until age
incontinence previous pelvic organ assessment) retrospective cohort of 65 (1x)
prolapse or urinary
incontinence surgery (1x) /
setting: mostly highly
developed countries
Female general population /
primiparae only (3/5) / all .
Keag 2018 (84) | Caesarean section | Fecal incontinence 5 43,260 NR types of birth presentations / >18/<80 (at Caesarean section Vaginal birth Fecal incontinence PrOSpCCtlYC cohort, 1-20 years
U assessment) retrospective cohort
setting: in highly developed
countries
ART task-shifting from
doctors to nurses and
. decentralisation to peripheral
F;?f;ﬁi;?ﬁi?gﬁtig? / health offers / initiation and
Starting and 119 cells/uL (1), with maintenance of ART by nurses | ,
Kredo 2014 maintaining All-cause advanced HIV—inf’cction and health officers and referral | Initiation and maintenance 1-2 years maximum
. . . 2 39,160 3,771 Adults/ NR to doctors in case of treatment of ART by doctors at Death at 12 months Retrospective cohort
(85) antiretroviral mortality (CD4 count <200 cells/uL, failure or severe manifestation: hospital follow-up (range)
therapy WHO clinical stage 4) (1x) / >

setting: Ethiopia and rural
South Africa

additional support with mobile
physician team, adherence
counselors and patient support
groups (1x) / various ART
regimens
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Kredo 2014
(85)

Starting and

maintaining

antiretroviral
therapy

Attrition

39,156

11,038

Female and male population /
median baseline CD4 117-
119 cells/uL (1x), with
advanced HIV-infection
(CD4 count <200 cells/uL,
WHO clinical stage 4)(1x) /
setting: Ethiopa and rural
South Africa

Adults/ NR

ART task-shifting from
doctors to nurses and
decentralisation to peripheral
health offers / initiation and
maintenance of ART by nurses
and health officers and referral
to doctors in case of treatment
failure or severe manifestation;
additional support with mobile
physician team, adherence
counselors and patient support
groups (1x) / various ART
regimens

Initiation and maintenance
of ART by doctors at
hospital

Lost to follow-up 12
months

Retrospective cohort

1-2 years maximum
follow-up (range)

Kredo 2014
(85)

Maintaining
antiretroviral
therapy

All-cause
mortality

2,772

34

Male and female population /
on ART without
complications, eligible for
down-referral (ART for >11
months, no opportunistic
infections, stable weight,
virologically suppressed
<400 copies/mL, CD4 cell >
200 cells/uL) / median CD4
at down referral 389 cells/pL,
on ART for median 30
months / setting: peri-urban
South Africa

35.3 (mean)

ART task-shifting from
doctors to nurses and
decentralisation to peripheral
health offers / maintenance by
nurses ( patients down-referred
by doctors) and referral to
doctors in case of
complications (e.g. toxicity,
detectable viral load) / various
ART regimens / co-
intervention (all patients)
adherence counselling

Initiation and maintenance
of ART by doctors at
advanced hospital (were
not offered down-referral
or refused) / co-
intervention (all patients)
adherence counselling

Death at 12 months

Retrospective cohort

1 year follow-up

Li 2014 (54)

Exenatide

Acute pancreatitis

307,176

<1,466

Male and female population
with diabetes / no
pancreatitis or pancreatic
cancer at baseline / mean
diabetes duration 3.1 years
(1x) / 59.7-81.5% receiving
Metformin at baseline (1x) /
setting: USA

52.7-63.1
(mean)

Exenatide

No Exenatide (1x) /
known exposure to other
antidiabetic drug
(Sulfonylurea, Biguanide,
Thiazolidinedione) (1x)

Acute pancreatitis
(1x)/ Admission for
acute pancreatitis (1x)

Retrospective database
cohort

>1 year

Li 2016 (53)

DDP-4 inhibitors

Heart failure

21,435

998

Male and female population
with diabetes / with or
without CVD at baseline /
median BMI 32.6 (1x),
median HbAlc 7.3% (1x),
median diabetes duration 4.9
years (1x) / setting: Europe

55 (mean) to
65.8 (median)

DDP-4 inhibitors (any) with or
without Metformin (2x) or
Sitagliptin with or without

Metformin (2x)

Sulfonylureas with or
without Metformin (3x) or
no use of Sitagliptin (1x)

Heart failure

Prospective cohort,
retrospective cohort

1-4 years (mean/
median)
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Hospital admission

Male and female population
with diabetes / with or
without CVD at baseline /

Sulfonylureas,

. o o Pioglitazone or other oral | Hospital admission for Retrospective cohort, 0.5-2.6 years (mean/
Li 2016 (53) DDP-4 inhibitors for heart failure 1,618,295 4341 HbAlc 8.0% (1x) or not 58.3-67 (mean) DDP-4 inhibitors (any) antidiabetic drugs, not heart failure nested-case control median)
reported (5x), mean diabetes specified (1x)
duration 2.3-2.5 years
Female postmenopausal
population with breast cancer
(primary breast cancer .
. No use of Tamoxifen (e.g. .
Matthews 2018 Tamoxifen Heart failure 29,562 NR survivors of all stages or 45-69 (range) Tamoxifen use treatment with aromatase- Heart failure Retrospective database 72886 person-ycars/
(86) stage I-1I breast cancer, inhibitors) cohort <10 years
estrogen- or progesterone-
receptor-positive breast
cancer) / without CVD
Population with diabetes (e.g. Any acute kidney
members of health plan, o injury / varying
registered as antidiabetic SGLT-2 Inhibitors / drugs: any No SGLT-2 Inhlbltor USe | definitions (different .
. X . . treatment with other Retrospective cohort,
Menne 2019 s Acute kidney drug users) with standard of Canagliflozin, e . ICD codes, i 24-62 weeks (follow-
SGLT-2 inhibitors . 83,934 777 NR P AP antidiabetic drugs (e.g. RN retrospective database
(87) injury care background therapy / Empagliflozin, Dapagliflozin L hospitalisation for up)
. K . . DDP 4-inhibitors, GLP-1 X L. cohort
partly: population with or Dapagliflozin only (1x) receptor agonists) acute kidney injury,
advanced kidney disease only plorag hospitalisation for
(eGFR <60 mL/min) (1x) kidney disease)
Male and female population /
medical or surgical ICU with Lo .
. . Erythropoiesis stimulating
or without anemia (3/5 .
onulations with definite agents / drugs and dosing: any
L. popua R (2x); SC rHuEPO 40,000 . Retrospective cohort,
Mesgarpour Erythropoiesis Venous 13,963 180 anemia, defined for 1x: >16 IU/week; Darbepoetin alfa; SC No erythropoiesis Venous retrospective database 30 days/ NR (4x)
2017 (88) stimulating agents | thromboembolism ? Hb<12g/dL) / reasons for ’ P ’ stimulating agents thromboembolism P 4

admission: trauma, burns /
only patients receiving
enoxaparin or unfractionated
heparin (2x)

rHuEPO 100 IU/kg or
Darbepoetin 0.45 pg/kg
weekly

cohort
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Male and female population /
critically-ill and at ICU / with

Erythropoiesis stimulating
agents for haematopoetic
indications / drugs:

Retrospective cohort,

L definite anemic population p X L o
Mesgarpour Erythropoiesis All-cause >924,791 NR (2x) / other specified ~16 Darbepoetin alfa, Epoetin ﬁ%fa, No erythropoiesis Mortality; at 30 days retrospective cohort with 30 days or not
2017 (88) stimulating agents mortality S ) rHuEPO or non-rHUEPO; stimulating agents or not specified H reported
admission reasons: trauma, - historic controls
severe burns, severe presciption ofgny
traumatic bra;n iniu erythropoesis stimulating agent
Male and female elderly
Pneumococeal Invasive general population / members
Moberley 2013 - of health insurance or Pneumococcal vaccine: 23- - Invasive Prospective cohort,
polysaccharide pneumococcal 58,606 NR . . >65 No vaccination . . <3,3 years
(89) Vaceines disease community dwelling / valent PPV pneumococcal disease retrospective cohort
setting: in high-income
countries
Adult population with kidney
transplant / either incident
- transplants (without graft . Lo .
Molnar 2015 Neoral ] A'cutc rejection of 219 7 failure within 14 days post 38.6-51.2 Neoral (Cyclosporin) Equoral, Gcngraf (generic A'cutc rejection of Rf:trogpcct}vc cohort 0.5 years
(35) (Cyclosporin) kidney transplant transplantation) or all living (mean) Cyclosporin) kidney transplant with historic controls
recipients / setting:
Macedonia and USA
Male and female population
with non-ST elevation ACS /
undergoing PCI, CABG or . . Delayed intervention /
Navarese 2013 | Early intervention All-cause medical treatment / with or félrsl}; glrtrg \tlgnigfer;\fgrrltli\(l)ilg_ét time to intervention >24 Observational analysis Hospital discharge to
A X 77,499 2,995 without: positive biomarkers, | 62.5-68 (mean) . - hours (2x); >48 hours Mortality of RCT, prospective P g
(90) for NSTE-ACS mortality L or <24 hours (3x); 23.4 hours . 12 months
metabolic disease, ST- (mean, 1x) (1x); 46.3 hours (mean, cohort
segment depression, ? 1x)
medication with glycoprotein
1Ib/111a inhibitors
Male and female population
with non-ST elevation ACS /
undergoing PCL, CABG or Early intervention for NSTE- Delayed intervention /
. . . medical treatment / with or v . . . ye . Observational analysis . .
Navarese 2013 | Early intervention Myocardial 70253 3182 without: positive biomarkers, | 62.5-68 (mean) ACS / time to intervention <24 | time to intervention >24 Myocardial infarction of RCT. prospective Hospital discharge to
(90) for NSTE-ACS infarction ’ ’ meta.bIZ)lic discase. ST- ’ ) hours (2x); 23.4 hours (mean, hours (2x); 46.3 hours y c’olilo rtp 12 months

segment depression,
medication with glycoprotein
IIb/M1a inhibitors

1x)

(mean, 1x)
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Male and female population
with non-ST elevation ACS /
undergoing PCI, CABG or
medical treatment / with or

Early intervention for NSTE-

Delayed intervention /

Observational analysis

Nava?;)c; 2013 E?(ﬁlegtTc]ra\in(t;Ksm Major bleeding 3 21,147 916 without: positive biomarkers, 6(25‘;5;5 ACS / time to intervention <24 | time to intervention >24 Major bleeding of RCT, prospective 30 days to 12 months
metabolic disease, ST- hours or <24 hours hours (2x); >48 hours (1x) cohort
segment depression,
medication with glycoprotein
IIb/I1a inhibitors
Pregnant women / primipara
. . only or all pregnancies / .
Nelson 2010 Caesarean section Anal incontinence, 11 16,832 NR reported excluding women 427 (mean for Caesarean section Vaginal delivery Fecal incontinence Prospective cohort, 2 weeks to 12 years
(36) feces X . . 1x)/ NR cohort study (range)
with prepartum incontinence
(1x)
Pregnant women / primipara
. . only or all pregnancies / .
Nelson 2010 Caesarean section Anal incontinence, 4 5,594 NR reported excluding women NR Caesarean section Vaginal delivery Incontinence of flatus Prospective cohort, 3 months -10 years
(36) flatus . . . cohort study
with prepartum incontinence
(Ix)
Male and female population /
. . Cerz?mlc-or}- mostly w1 th (?steoaljthrltls / 52.5-68.3 . . . Metal-f) n-polyethylene or Harris-Hip Score at 3.3-10.9 years
Nieuwenhuijse ceramic bearings P population including all Ceramic-on-ceramic bearings | ceramic-on-polyethylene . .
. Harris Hip Score 3 403 NR . (mean)/ 37-79 . . . short-,mid-, or long- Retrospective cohort (mean)/ 2-12 years
2014 (37) for total hip patients (1x), only <70 years (range) for total hip arthroplasty bearings for total hip term (range)
arthroplasty (1x) or with high activity g arthroplasty &
level only (1x)
Male and female population / .
. . . . . o . . . . - Retrospective cohort,
Nieuwenhuijse | High-flexion total Flexion 2% 3.079 NR mostly with osteoarthritis / 63.9-72.9 High flexion prosthesis for Standard prosthesis for Flexion in degrees at cohort with historic 0-5.7 years (mean
2014 (37) knee arthroplasty ? mostly all patients regardless (mean) total knee arthroplasty total knee arthroplasty short- or mid-term controls follow-up)
of age or activity status
_ 0,
. . Gender-specific . . Female (49'6. 100%) and . . Non-gender specific Flexion-extension
Nieuwenhuijse Flexion-extension male population / mostly 64.8-68.1 Gender-specific prosthesis for X . .
total knee 2 274 NR . . . . prosthesis for total knee range of motion, Retrospective cohort 0.5-1 year (mean)
2014 (37) range with osteoarthritis / without: (mean) total knee arthroplasty
arthroplasty arthroplasty short-term

cancer (1x) fracture (1x)
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Male and female population
with delirium / health status:

Second generation
antipsychotics / drugs:
Olanzapine 4.9-8.2mg/day;

Haloperidol / 0.9-

Excessively sedated,

Prospective cohort,

Nikooie 2019 Sccopd genration Sedation 3 162 16 all inpatients with delirium 64-71 (mean) R . 4.9mg/day (mean); 1.5- . . NR
(55) antipsychotics . . Quetiapine 26.7mg/day; sedation retrospective cohort
(1x), with cancer (1x), with . . 10mg/day (range)
. . Risperidone 0.6mg/day (mean
physical diseases (1x) doses)
Second generation
antipsychotics / drugs, doses
Male and female population (r‘eported as r.rlegn oras
with delirium / health status: maximum dose): Risperidone Haloperidol / 0.9- Dystonia
Nikooie 2019 Second generation Neurologic . . . L 0.6-1mg/day, max. 1.4mg/day; " ? Prospective cohort,
. . 5 2,679 138 all inpatients with delirium 62-74 (mean) ) 4.6mg/day (mean); 1.5- Extrapyramidal . NR
(55) antipsychotics outcomes . . Olanzapine 3.5-8.2mg/day, retrospective cohort
(2x), with cancer (2x), with S 10mg/day (range) symptoms
hysicial diseases (1x) max. 10.2mg/day; Aripiprazole
phy 15.2 mg/day, max. 7.2mg/day;
Quetiapine 26.7 mg/day, max
71.8mg/day
Nonoperative treatment /
Mostly male (~74%) young cast, brace or orthosis for Prospective cohort,
Ochen 2019 Surgery for achilles adult anfi mldflle-aged 29.7-72 (mean)/ Surgical Achlllf:s tenc!on repair 6-1AB weeks; mostly observational analy51s of
o) tendon rupture Re-rupture 18 14,847 397 population with acute 11-85 (range) / open or minimalinvase without early full- Re-rupture RCT, retrospective 12-95 months (mean)
achilles tendon rupture / surgery weightbearing; partly with cohort, cohort with
elderly population only (1x) early functional historic controls
rehabilitation
Nonoperative treatment /
Mostly male (~74%) young cast, brace or orthosis for . Prospective cohort,
. . . . X Complications ) .
. adult and middle-aged Surgical Achilles tendon repair 6-13 weeks; mostly . observational analysis of
Ochen 2019 Surgery for achilles L . . 34.8-72 (mean)/ o . (Infections, .
Complications 15 14,559 429 population with acute / open or minimalinvase without early full- . RCT, retrospective 12-95 months (mean)
91) tendon rupture b 11-85 (range) . . . Thrombosis and R
achilles tendon rupture / surgery weightbearing; partly with cohort, cohort with
. . others) L
elderly population only (1x) early functional historic controls
rehabilitation
Generally healthy male and
. female population (from the . I I . . .
Pittas 2010 L . . 43-65 (mean)/ High vitamin D status (>75 or Low vitamin D status Incident hypertension; Prospective cohort,
Vitamin D Hypertension 3 2,553 >407 health professionals follow- 30-75 (range) 81 nmol/L) (<37-51 nmol/L) validated self-report nested case-control 7-8 years (mean)

(60)

up study (USA) and the
nurses health study (USA))
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Male and female population
with asymptomatic carotid
artery stenosis / including

surgery wards

Rifampicin, Cephalosporine or
non-specified antimicrobial
agent

Cephalosporins or other
Beta-lactam antibiotics;
Vancomyin (1x)

Center for Disease
Control criteria

retrospective cohort with
historical controls

. . . Carotid endarterectomy plus . Ipsilateral stroke
Raman 2013 Carotid Ipsilateral stroke 356 25 patients “.llth cgntralatﬁ:ral 60-69.3 (mean) medical therapy (not further Medical thcrapy (not (including any stroke Retrospective cohort 2-3.8 years (mean)
(38) endarterectomy symptomatic lesions / with or : further specified) o
. R L specified) within 30d)
without: metabolic disease,
hypertension, smokers and
non-smokers
Male and female population
with asymptomatic carotid
artery stenosis / including
. patients with contralateral Carotid endarterectomy plus . Any stroke (including
Raman 2013 Carotid Stroke 490 52 symptomatic lesions / with or [ 68-70 (mean) medical therapy (not further Medical theraPy (not any death within 30 Retrospective cohort 3-5 years (mean)
(38) endarterectomy . . . : further specified)
without: high-grade stenosis, specified) days)
metabolic disease,
hypertension, smokers and
non-smokers
Male and female population
with asymptomatic carotid
artery stenosis / broad
Raman 2013 Carotid arte Periprocedural population from Any periprocedural Retrospective cohort,
artery P 372,257 3,527 administrative datasets or 69.8-72 (mean) Carotid artery stenting Carotid endarterectomy Yy petip retrospective database <30 days
(38) stenting stroke . . ) § stroke
registries / with or without: cohort
CAD, hypertension,
metabolic disease, smokers
and non-smokers
Nasal Mupirocin / dose: 2% or
not specified (2x) / start: for 3-
) ) ) Male and female population 5 days prcopcratlvcly'(4x) / Wound infections, )
Schweizer 2013 Nasal Surgical site 20.171 137 at orthonedic or cardiac NR treatment for all patients No use of nasal Mupirocin mostly assessed by Prospective cohort, NR
39) deconolization infection ’ P regardless of MRSA/ MSSA P Center for Disease retrospective cohort
surgery wards . o
carrier status (4x) or for Control criteria
MRSA/ MSSA carriers only
(2x)
Prophylact}c freatment WIFh Prophlyactic antibiotic . . .
. Vancomycin or Teicoplanin Wound infections, Prospective cohort,
Schweizer 2013 Glycopeptide Surgical site Male and female population (1x) / alone or with treatment / mostly mostly assessed b; retrospective cohort. 60 days, mostly not
yeopephe wreica 27,971 481 at orthopedic or cardiac NR Y Y P " s, Y
39) prophylaxis infection

specified
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Silvain 2012
(40)

Enoxaparin

All-cause
mortality

11,074

476

Mostly male population,
with: acute CHD/ MI and
undergoing urgent PCI /
without: cardiogenic shock
(2x), population with MI
post-fibrinolysis (1x),
previous thrombolysis or
anticoagulation (2x) / with or
without: metabolic disease

NR

Enoxaparin / IV or SC/
dosing: single bolus (0.5-
Img/kg or 30 mg) or repeated
administration (every 12h) /
partly additional dose of
unfractionated Heparin or
Enoxaparin during PCI/
additional anticoagulation for
most patients of both groups
(e.g. Aspirin, Clopidogrel)

Unfractionated Heparin /
IV / dosing: 60-70 IU/kg
or 5,000 IU bolus / with
subsequent continued
administration during PCI
with 12 TU/kg/h or
additional bolus with 50-
70 TU/kg / treatment
control: with or without
titration to activated
clotting time (200-300s)
or not reported

All-cause mortality

Prospective cohort,
obervational analysis of
RCT, cohort

In-hospital to 15
months

Silvain 2012
(40)

Enoxaparin

Major bleeding

11,376

388

Mostly male population,
with: acute CHD/ MI (6x)
and undergoing urgent PCI/
partly: PCI after fibrinolysis
(1x), elective PCI (1x), high
risk MI (1x), without
cardiogenic shock (1x), prior
anticoagulation or
thrombolysis (2x) / with or
without: metabolic disease

NR

Enoxaparin / IV or SC /
dosing: single bolus (0.5-
Img/kg or 30 mg) or repeated
administration (every 12h) /
partly additional dose of
unfractionated Heparin or
Enoxaparin during PCI /
additional anticoagulation for
most patients of both groups
(e.g. Aspirin, Clopidogrel)

Unfractionated Heparin /
IV / dosing: 60-70IU/kg or
5,000 IU bolus /
subsequent continued
administration or
additional bolus during
PCI (12 IU/kg/h or 50-70
Ul/kg bolus) / treatment
control: with or without
titration to activated
clotting time 200-300s or
not reported

Major bleeding (TIMI
or individual study
definition)

Prospective cohort,
obervational analysis of
RCT, cohort

In-hospital to 15
months

Silvain 2012
(40)

Enoxaparin

All-cause
mortality or
myocardial

infarction

8,707

543

Mostly male population, with
CHD and undergoing PCI /
mostly urgent PCI for MI
(6x) / partly: elective PCI
(1x), without: cardiogenic
shock (1x), prior
thrombolysis or
anticoagulation (1x) / with or
without: metabolic disease

NR

Enoxaparin / IV or SC/
dosing: single bolus (0.5-
1mg/kg) or repeated
administration (every 12h) /
partly additional dose of
unfractionated Heparin or
Enoxaparin during PCI/
additional anticoagulation for
most patients of both groups
(e.g. Aspirin, Clopidogrel)

Unfractionated Heparin /
IV / dosing: 60-70IU/kg or
5,000 IU bolus /
subsequent continued
administration or
additional bolus during
PCI (12 IU/kg/h or 50-70
Ul/kg bolus) / treatment
control: with or without
titration to activated
clotting time 200-300s or
not reported

Death or Myocardial

infarction

Prospective cohort,
cohort study

In-hospital to 15
months

Suthar 2012
(26)

Antiretroviral
therapy

Tuberculosis
infection

21,348

866

Male and female population /
with or without advanced
HIV infection (7x), CD4

count <200 to >500 cells/uL
/ partly: without advanced

HIV infection (1x), patients

with signs of active
tuberculosis infection (1x) /
setting: developing countries

>15

ART with >3 antiretroviral
drugs / ART: not specified or
consisting of two nucleoside
reverse transcriptase inhibitors

plus either a non-nucleoside
reverse transcriptase inhibitor

or a protease inhibitor

Population not receiving
ART

Tuberculosis infection
/ various defintions,
mostly as a
combination of the
following items:
clinical signs and
response to therapy,
radiological,
microbiological,
histological, autopsy
confirmed

Prospective cohort,
retrospective cohort,
observational analysis of
RCT

4.75-22.8 months
(median); 13-60
months (range)
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Mostly female generally
healthy population / younger

High intake of sugar
sweetened beverages

T;:OI\IA; zegﬁra Sugar Weight gain 149,305 NR (u;lrizeglscllz izla]ﬁ?:;e‘i’i;;riis) 21-74 (range) (including sugar ;W;etened sI;:/)c\Z t::?gig\f:;iirs Weight gain Prospective cohort 4-6 years (range)
diabetes (3x), severe diseases soft d;;mks’ f“?“ J(ll'“cc and
(3x) (cancer, heart disease) others e.g. iced tea)
Risk by one serving/day or
Male and female children 100g/day intake increase of
Te Morenga and adolespents /A general sugar sweeteqec} l?evergges ) ) ) Prospectiye cohort,
2013 (61) Sugar Body Mass Index >4,094 NR population / without 2-14 (range) (soft drinks, fruit juice) / intake NA (see intervention) Change in BMI prospective cohort 1-10 years (range)
underweight (BMI < 5th assessment by food frequency nested in RCT
percentile) (1x) questionaire, 3 day diet record
(Ix)
Elderly population /
institutionalised in two types
of long-term nursing care
. facilities (requiring standard Number of health care Influenza-like illness
Thomas 2010 Influenza vaccines lnﬂLAlﬁnza-hke 12,742 1,442 care or advanced care) / age NR Nulnbgr ofgealthfca?l; W(;rkers workers vaccinated per in residents (not Prospective cohort 3 months
©2) Hiness and gender not reported / 0 to vaccinated per facility 210 facility <10 further specified)
>80% of residents with
influenza vaccination /
setting: Japan
Generally healthy adults /
short-term travellers or
g el
specifications: soldiers in Mefloquine / dose ;1(?:: it?ﬁilg?ggl /mzrsttlly. Reported as duration
Tickell-Painter ) Discontinuation active service (2x), travellers 2501ng{week or not specified / P 250mg partly: Discontinuation of Prospectiye cohort, of exposure to
2017 (93) Mefloquine due to adverse 7,785 934 from Japan, Peace Corps 18-65 (range) duration: minimum 1 week Atovaquone+100mg study drug due to retrospective cohort, malaria: 10-224 days
effects volunteers (2x), healthy adult before to 4 weeks after adverse effects cohort (range), 2 weeks-6

travellers (without severe
underlying disease) (1x),
medical students with stay
abroad (1x), short-term
travellers from USA (1x)

travelling

Proguanil daily for 2 days
before to 1 week after
travel (1x)

months (mean)
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Tickell-Painter

Serious adverse

Travellers / general
population / without: known

Mefloquine / dose and
duration: 250mg/week for 1

Non-users of antimalarials
(travellers to countries

Reported as: duration
of exposure to
malaria: 1 to 9 weeks

2017 (93) Mefloquine events or effects 1,167 7 adverse reactions to study >18/ NR week before to 4 weeks post | with or without malaria or Serious adverse events Retrospective cohort (!x) (range)/
drug or adverse reaction in travel (1x); not specificd (1x) not specified) monitoring until 20
the first week, pregnancy ’ P P weeks post-travel
(Ix)
Reported as: duration
Travellers / general . .
. . . . . Non-users of antimalarials of exposure to
population / without: known Mefloquine / dose: . L
. . . . (travellers to countries . malaria: 1 to 9 weeks
Tickell-Painter . adverse reactions to study 250mg/week (2x) / duration: 1 . . . Prospective cohort,
Mefloquine Nausea 1,901 301 . >18/ NR with or without malaria Nausea . (1x) (range)/
2017 (93) drug, serious adverse week before to 4 weeks post- . retrospective cohort L .
. P without use of study drug monitoring until 20
reaction to Mefloquine in the travel (1x) X
or not specified) weeks post-travel
first week, pregnancy (1%)
Male and female population /
immunocompetent (1x)
Tricco 2018 lec—attcnugtcd Suspected Herpes 1,934,183 55208 1mrt}unogompromlscd (1x) or 67.7-74.0 Live zoster vaccine (Zostavax) No vaccination Suspected herpes Retrospective cohort, 36-102 months
(45) zoster vaccines Zoster mixed immunocompetent (mean) / mostly single dose zoster cohort
and immunocompromised
(1x)
. . Gener.al populatlon / health . . . Any cancer; stomach, Cohort-subcohort
Vinceti 2018 . status: no history of cancer High selenium (serum and Low selenium (serum and
Selenium Cancer 76,239 1,940 : R 15-74 (range) rectal, lung, colon and | controlled study, nested 5-20 years
(59) (2x) or community-dwelling plasma status) plasma status)
. bladder cancer case-control
(1x) or not specified
. Mortality from any
Vinceti 2018 gzx?igiﬁgg:logf/g;?clg; High selenium (selenium Low selenium (selenium cancer; malignant Cohort, cohort-subcohort
Selenium Cancer mortality 183,863 3,869 ! ¥ 07 canc 5-90 (range) intake, serum and plasma intake, serum and plasma | disease-related death, | controlled study, nested 4-14 years
(59) (2x), adult haemodialysis
X N status) status) cancer deaths, cancer case-control
patients (1x) or not specified .
mortality
. . . Cobhort study, cohort-
Vinceti 2018 . General population / mostly High se lenium (SC“‘T“ or Low s¢ lenium (scmm or subcohort controlled
Selenium Colorectal cancer 712,746 2,627 . H 25-70 (range) toenail status, selenium toenail status, selenium Colorectal cancer 2-20 years
(59) without history of cancer study, nested case-

supplement)

supplement)

control
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Women giving birth in rural

20-34 (range for

Birth assissted by traditional
birth attendant / experience:

Birth not assissted by
traditional birth attendant

NR

Wilson 2011 Traditional birth Perinatal mortality 1 1,028 51 . L . trained with five one-hour . . Perinatal mortality Prospective cohort
(41) attendants low-income setting in Brazil 69.2%) . . X (assistance by neighbour
meetings, practical experience .
o . . or relative)
at mini-maternity unit
Birth assissted by traditional
birth attendant or access to . .
.. R 26.6-27.3 trained traditional birth Bl.rt,h not a'ssmstcd by
. L. . Women giving birth in rural . . traditional birth attendant .
Wilson 2011 Traditional birth . . A . (mean)/ 20-34 attendant / experience: trained . . . Prospective cohort,
Neonatal mortality 2 4,032 63 low-income setting in Brazil, . . (assistance by neighbour Neonatal mortality . NR
41) attendants . (range for with five one-hour meetings, . retrospective cohort
Mozambique . . e or relative/ no access to
69.2%) practical experience at mini- .- .
. K traditional birth attendant)
maternity unit (1x); three-week
training program (1x)
Male and female adults
mostly with osteoarthritis /
any health status but sparse
information / mean BMI: .
. . . - 63.96-79.7 . . Retrospective database
Wilson 2019 | Unicompartimental Venous ] 3 261,684 2,536 27.7-32.6 / mostly primary (mean)/47-86 Unicompartimental knee Total knee arthroplasty Venous ) cohort, retrospective 30 days to 5 years
(42) knee arthroplasty | thromboembolism arthroplasty only / partly: arthroplasty thromboembolism
. (range) cohort, cohort
without fractures and
emergency procedures, intact
anterior cruciate ligament
only (1x)
Male and female adults
mostly with osteoarthritis /
any health status but sparse
information / mean BMI:
Wilson 2019 | Unicompartimental | Flexion-extension 24. 1A_40'5 all arthroplastlcs 39.7-80.1 Unicompartimental knee Range of movement Retrospective cohort,
11 3,891 NR or primary arthroplasties only | (mean)/ 38-93 Total knee arthroplasty . 2-10 years
(42) knee arthroplasty range . § arthroplasty in degrees cohort
/ partly: intact anterior (range)

cruciate ligament only, only
obese population BMI > 35
(1x), elderly adults >70 only

(1%)
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Male and female adults / any
health status but sparse
information / mean BMI:

Retrospective cohort,

Wilson 2019 Unicompartimental Operation duration 56,349 NR 29.5-40.5 / mostly with 39.7-80.1 Unicompartimental knee Total knee arthroplasty Operation duration retrospective database 30 days to 30 months
(42) knee arthroplasty . (mean) arthroplasty
primary knee arthroplasty cohort, cohort
only / elderly only (>70/>65)
(2x)
Male and female population Recombinant factor VIla /
Yank 2011 Recombinant factor AH-C&I%SC 182 19 with refractory bleeding after | 56-73.2 (mean) dosef: 1 8-51.1 pg/kg (mean) / No recombinant factor In-hospital mortality Retrospective cohort NR
(44) VII mortality . administered after surgery for Vlla use
cardiac surgery .
refractory bleeding
Male and female population Recombinant factor VIla /
Yank 2011 Recombinant factor Thromboembolism 182 15 with refractory bleeding after | 56-73.2 (mean) dosc': 1 8-51.1 ugkg (mean) / No recombinant factor Thromboembolie Retrospective cohort NR
(44) VII . administered after surgery for Vlla use events
cardiac surgery R
refractory bleeding
Male (>67%) and female
population / mixed
. . population with either MI or . . . . .
Zhang 2016 Everolimus-eluting angina pectoris / with or Coronary stenting with Coronary stenting with Stent thrombosis Retrospective cohort
bioresorbable Stent thrombosis 2,767 30 X L 54-62.2 (mean) Everolimus-eluting Everolimus-eluting (definite or probable); ? 6-12 months
(94) without: metabolic disease, . . X cohort
vascular scaffold . bioresorbable vascular scaffold metallic stents not further specified
hypertension, smokers or
non-smokers / setting:
"worldwide"
Male (>67%) and female
population / mixed
. . lation with either MI or . . . .
Everolimus-eluting popu . . Coronary stenting with Coronary stenting with .
Zhang 2016 bioresorbable AH-C&I%SC 1,580 26 zAingma‘ pectoris / Wl,th or 54-64.2 (mean) Everolimus-eluting Everolimus-eluting All-cause death Retrospective cohort, 6-12 months
(94) mortality without: metabolic disease, . . cohort
vascular scaffold ) bioresorbable vascular scaffold metallic stents
hypertension, smokers or
non-smokers / setting:
"worldwide"
Male (>67%) and female
population / mixed
. . population with either MI or . . . .
Everolimus-eluting . . . Coronary stenting with Coronary stenting with .
Zhang 2016 bioresorbable Coronary hcart 2,951 31 éfmgma' pectoris / Wl,th or 54-64.2 (mean) Everolimus-eluting Everolimus-eluting Cardiac death Retrospective cohort, 6-12 months
(94) disease mortality without: metabolic disease, cohort

vascular scaffold

hypertension, smokers or
non-smokers / setting:
"worldwide"

bioresorbable vascular scaffold

metallic stents
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Male (65-82.5%) and female Percutaneous coronary
population with CHD / with intervention / stent types:
Percutaneous or without: acute MI, mostly bare metal stent or .
Zha?§5§017 coronary ﬁéﬁ:ﬁfc 17 16,467 NR metabolic disease and 6358_;;788 ((rg:fa;)/ early-generation drug eluting Coronz;;}i;asr:;rzrbypass All-cause mortality rl:?l;(r)sscgctlt\ijjec::):}?:;t 1-9.7 years (mean)
intervention ¥ hypertension, prior MI 6.9- & stent; partly: second- & gery P
38.1%, current smokers: 17- generation drug eluting stent
53.6% (1x)
Male (76.3-82.5%) and
female population with CHD Percutaneous coronary
Percutaneous . / without: acute MI (4x) / intervention / stent types: . . .
Zhang 2017 Cardiovascular . : X . 62.2-69.4 Coronary artery bypass Cardiovascular Prospective cohort, 1-7.1 years (median/
coronary . 5 6,605 NR with or without: metabolic mostly bare metal stent or . .
(95) . ; mortality . . . (mean) . . graft surgery mortality retrospective cohort mean)
intervention disease, hypertension, prior early-generation drug eluting
MI 16-38.1%, current stent
smokers: 25-53.6%
Male (76.3-82.5%) and
female population with CHD Percutaneous coronary
Percutaneous . / without: acute MI (3x) / intervention / stent types: . .
Zhang 2017 coronary I\‘/lyocar‘dlal 6,637 NR with or without: metabolic 60.8-69.4 mostly bare metal stent or Coronary artery bypass Myocardial infarction Prospectlye cohort, 3-7.1 years (median/
95) . i infarction . . . (mean) . . graft surgery retrospective cohort mean)
intervention disease, hypertension, prior carly-generation drug eluting
MI 20.1-38.1%, current stent
smokers: 6.9-53.6%
Suer\{OrS O.fMI (6x), or Prospective cohort,
All-cause population with ACS (1x)/ observational analysis of
Ziff 2015 (96) Digoxin . 34,008 NR with or without: heart failure, | 53-75 (mean) Digoxin No digoxin use All-cause mortality Y 1-12 years
mortality . e . RCT, retrospective
atrial fibrillation, metabolic
. cohort
disease
Survivors of MI with or
Cardiovascular without heart failure (2x) and Cardiovascular Prospective cohort, 2-12 years (mean
Ziff 2015 (96) Digoxin . 11,399 NR atrial fibrillation / elderly 53-75 (mean) Digoxin No digoxin use . observational analysis of H
mortality . . d mortality follow-up)
without heart failure and in RCT
sinus rythm (1x)
Mostly population with acute Prospective cohort,
. N . . or chronic heart failure / N N All-cause hospital observational analysis of 1-8.2 years (mean
Ziff 2015 (96) Digoxin Hospital admission 6,584 NR population with or without: 63-76 (mean) Digoxin No digoxin use admission RCT, retrospective follow-up)
atrial fibrillation cohort
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ACS= acute coronary syndrome; AIDS= acquired immune deficiency syndrome; ART= antiretroviral therapy; ASA= american society of anesthesiologists; BCG= bacillus calmette-guérin; BMI= body mass index; CABG= coronary artery bypass graft; CAD= coronary artery disease; CD4=
cluster of differentiation 4, CHD= coronary heart disease; COPD= chronic obstructive pulmonary disease; CVD= cardiovascular disease; DDP-4= dipeptidyl peptidase 4; DTP= diphteria, tetanus, pertussis; cGFR= estimated glomerular filtration rate; GDM= gestational diabetes mellitus;
HbAlc= hemoglobin Alc; HIV= human immunodeficiency virus; HSV-2= herpes simplex virus type 2; ICU= intensive care unit; MI= myocardial infarction; MRI= magnetic resonance imaging; MRSA= methicillin resistant staphylococcus aureus; MSSA= methicillin sensitive
staphylococcus aureus; NA= not applicable; NOS= newcastle-ottawa scale; NR= not reported; NSAID= non-steroidal anti-inflammatory drug; NSTE-ACS= non-ST elevation acute coronary syndrome; NYHA= new york heart association (stage); PCI= percutaneous coronary intervention;
PPV= pneumococcal polysaccharide vaccine; SGLT-2= sodium glucose transporter 2; SPMSQ= short portable mental status questionnaire; STAT= instantly; STEMI= ST elevation myocardial infarction; pL= microliter WHO= world health organization // units: g= gram; IU= international
units; kcal= kilocalorie; kg= kilogram; L= liter; mg= milligram; mL= milliliter; mmol= millimol; pg= microgram; pL= microliter // application routes: IM= intramuscular; IV= intravenous; P.O.= per os; SC= subcutaneous.
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Certainty / strength of the

Study quality/ low risk of bias (reported as number of low risk of bias studies

Reference/ year Intervention/ Exposure Outcome . risk of bias tool .
evidence* per domain)
Abou-Setta 2011 (74) Nerve block Delirium Moderate (RCTs and cohort studies) NOS NOS: 8
Abou-Setta 2011 (74) Spinal anesthesia All-cause mortality Low (RCTs and cohort studies) NOS NOS: 6.6

Selection of participants (6/7), Blinding of participants and personnel (0/7),

Aburto 2013 (75) Low sodium All-cause mortality Very low Cochrane tool, modified Blinding of outcome assessment (2/7), Incomplete outcome data (6/7), Selective
reporting (7/7), Defining exposure (5/7), Other confounding (5/7)
Selection of participants (6/9), Blinding of participants and personnel (1/9),
Aburto 2013 (75) Low sodium Cardiovascular disease Very low Cochrane tool, modified Blinding of outcome assessment (4/9), Incomplete outcome data (8/9), Selective
reporting (9/9), Defining exposure (6/9), Other confounding (6/9)
Ahmad 2015 (27) Intra-aortic balloon pump All-cause mortality NR Individual tool Attempt to control for confounders (6/14)
Alexander 2017 (76) DHA and EPA Coronary heart disease NR NOS NOS: 7.6
Coronary heart disease .
Alexander 2017 (76) DHA and EPA . NR NOS NOS: 7.4
mortality
Coronary heart disease .
Alexander 2017 (76) DHA and EPA NR NOS NOS: 7.5

incidence
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Alipanah 2018 (24) Self-administered therapy Low treatment success NR NOS NOS: 6.8
Alipanah 2018 (24) Self-administered therapy Low treatment completion NR NOS NOS: 6.9
Alipanah 2018 (24) Self-administered therapy All-cause mortality NR NOS NOS: 6.9
NOS: 6.9 (cochrane: Random sequence generation (0/9); allocation concealment
Anglemyer 2013 (77) Antiretroviral therapy HIV infection Moderate NOS (and Cochrane) (0/9); blinding (performance bias and detection bias) (0/9); incomplete outcome
data (3/9); selective reporting (6/9); other bias (7/9))
Azad 2017 (21) Nonnutritive sweeteners Body Mass Index NR NOS NOS: 7
Surgical abortion by mid- Failure or incomplete Very low (before exclusion of one Selection bias (0/2), a llocation concealment (0/2), bllqdlng of participants and
Barnard 2015 (28) level providers abortion study) Cochrane personnel (2/2), blinding of outcome assessment (0/2), incomplete outcome data
p y (0/2), selective reporting (0/2), other bias (0/2)
. . . . Selection bias (0/2), allocation concealment (0/2), blinding of participants and
Barnard 2015 (28) Surgl;:al alborrtlvoircli bry mid- Complications Very low (befotre de);clusmn of one Cochrane personnel (2/2), blinding of outcome assessment (0/2), incomplete outcome data
cevel providers study (1/2), selective reporting (1/2), other bias (1/2)
Surgical abortion by mid- Abortion failure and Very low (before exclusion of one Selection bias (O/.3)’ a llocation concealment (0/3), bhn.d ing of participants and
Barnard 2015 (28) level provider complication tudy) Cochrane personnel (3/3), blinding of outcome assessment (0/3), incomplete outcome data
cevel providers omprications study (2/3), selective reporting (1/3), other bias (2/3)
Bellemain-Appaix 2012 (48) Clopidogrel All-cause mortality NR NOS NOS: 8.6
Bellemain-Appaix 2012 (48) Clopidogrel Major bleeding NR NOS NOS: 8.6
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Bellemain-Appaix 2012 (48) Clopidogrel Coronary heart disease NR NOS NOS: 8.6
Bellemain-Appaix 2014 (47) P2Y 12 inhibitors All-cause mortality NR NOS NOS: 8.5
Bellemain-Appaix 2014 (47) P2Y 12 inhibitors Major bleeding NR NOS NOS: 8.5
Bellemain-Appaix 2014 (47) P2Y12 inhibitors Main composite Ischemic NR NOS NOS: 8.5

endpoint

Bloomfield 2016 (22)

Mediterranean diet

Breast cancer

Low (RCTs and cohort studies)

Individual tool

Population (5/13), outcomes (10/13), measurement (1/13), confounding: (9/13)/
overall: low risk of bias: (3/13)

Bolland 2015 (49) Calcium All fractures NR NA NR

Bolland 2015 (49) Calcium Vertebral fracture NR NA NR

Bolland 2015 (49) Calcium Hip fracture NR NA NR

Brenner 2014 (29) Sigmoidoscopy Colorectal cancer mortality NR Individual tool 9/9 (Mean number of quality criteria met)
Brenner 2014 (29) Sigmoidoscopy Colorectal cancer incidence NR Individual tool 6.5/9 (Mean number of quality criteria met)
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Individual tool based on MOOSE,

Modified quality score (for RCTs and cohort studies) (0-6, 6 is best): average:

Chowdhury 2012 (78) Omega-3 Cerebrovascular disease NR QUATSO, and STROBE guidelines 59
Chowdhury 2014a (79) a-linolenic acid Coronary heart disease NR NOS NOS: 7.7
Chowdhury 2014a (79) Omega-3 Coronary heart disease NR NOS NOS: 8.2
Chowdhury 2014a (79) Omega-6 Coronary heart disease NR NOS NOS: 7.9
Chowdhury 2014b (80) Vitamin D All-cause mortality NR NOS NOS: 7.3
Chung 2011 (58) Vitamin D Colorectal cancer NR AHRQ/ STROBE Study quality rated as good, fair, or poor: fair (8/9), poor (1/9)
Chung 2011 (58) Vitamin D Breast cancer NR AHRQ/ STROBE Study methodological quality rated as good, fair, or poor: fair (3/4), poor (1/4)
Percentage of studies with low risk of bias: sampling scheme described (70%),
exposure assessors blinded to outcome status (100%), outcome assessors blinded
to exposure measurement (0%), food composition database or supplemental
Chung 2016 (56) Calcium Cardiovascular mortality NR AHRQ/ STROBE composition reported (70%), internal calibration for food frequency
questionnaires(100%), justification of final adjusted model selection was
reported (70%), clear definition of outcomes (100%), <20% loss to follow-up
(100%), a primary outcome is specified (50%)
Ding 2017 (81) Dairy Systolic blood pressure NR NA NR
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Fenton 2018 (30) Radiation therapy Erectile dysfunction Moderate (RCTs and cohort studies) AHRQ/ USPS"lI“\I;()(;l)lpplemented by Study quality rated as good, fair, or poor: good: (2/7), fair (5/7)
Fenton 2018 (30) Radical Prostatectomy Urinary incontinence Moderate (RCTs and cohort studies) AHRQ/ USPS"II“\I;O(;l)lp plemented by Study quality rated as good, fair, or poor: good (2/5), fair (3/5)
Fenton 2018 (30) Radical Prostatectomy Erectile dysfunction Moderate (RCTs and cohort studies) AHRQ/ USPS”gO(;L)lpplemented by Study quality rated as good, fair, or poor: good (2/6), fair (4/6)
Confounding (0/2), selection of participants into the study (1/2), classification of
S . o Conversion to clinically interventions (1/2), deviations from intended interventions (0/2), missing data
Filippini 2017 (43) Discase-modifying drugs definite multiple sclerosis NR ROBINS-I (0/2), measurement of outcomes (0/2), selection of the reported result (2/2)/
overall: low risk of bias (0/2)
Fluri 2010 (31) Extracran} al-intracranial All-cause mortality NR Individual tool Adequate allocation concealment (10/11)
arterial bypass
Fluri 2010 (31) Extracran} al-intracranial Stroke NR Individual tool Adequate allocation concealment (13/15)
arterial bypass
Fluri 2010 (31) Extracran_l al-intracranial Stroke mortality or NR Individual tool Adequate allocation concealment (7/8)
arterial bypass dependency
Gargiulo 2016 (32) Transcatheter aortic valve Early all-cause mortality NR NOS NOS: 8.6; NR (1x)
. . Mid-term all-cause
Gargiulo 2016 (32) Transcatheter aortic valve . NR NOS NOS: 8.4
mortality
Gargiulo 2016 (32) Transcatheter aortic valve Long-term a'll-cause NR NOS NOS 8.6; NR (1x)
mortality




Treating gestational

Hartling 2013 (50) diabetes mellitus High birth weight Low NOS NOS: 8
Hartling 2013 (50) Trgatmg gestat_lonal Large-for-gestational age NR NOS NOS: 8.3
diabetes mellitus neonate
Hartling 2013 (50) Treating gestational Shoulder dystocia Low NOS NOS: 8
€ diabetes mellitus Y ’
Henderson 2019 (51) Treatlrtl)i;se}rr?sgz)matlc Pyelonephritis NR USPSTF Study quality rated as good, fair, or poor: fair quality (2/2)
Selection of participants into the study (0/8), confounding (0/8), classification of
L . s . vaccination status (0/8), deviations from intended interventions (0/8),
Higgins 2016 (25) Bacillus Calmette-Guérin All-cause mortality NR ROBINS-I measurement of outcomes (8/8), missing outcome data (0/8), selection of the
reported result (0/8)/ overall: low risk of bias (0/8)
Selection of participants into the study (1/13), confounding (0/13), classification
L Measles containing . of vaccination status (0/13), deviations from intended interventions (0/13),
Higgins 2016 (25) vaccines All-cause mortality NR ROBINS-I measurement of outcomes (13/13), missing outcome data (0/13), selection of the
reported result (0/13)/ overall: low risk of bias (0/13)
Hopley 2010 (33) Total hip arthroplasty Reoperation NR Special crltertl(z: If,(;rﬂitel;de}; ;(l)p ic according Average number of quality criteria from rating scale met: 5
Hopley 2010 (33) Total hip arthroplasty Dislocation NR Special crltertl(z: ;(;rﬂit;(;g ;(l)p ic according Average number of quality criteria from rating scale met: 5
Hopley 2010 (33) Total hip arthroplasty Deep infection NR Special tool for study topic Average number of quality criteria from rating scale met: 4.8
Hiipfl 2010 (67) Chest-compression-only All-cause mortality NR NA NR

cardiopulmonary resuscitation
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Non-calcium-based

Jamal 2013 (82) phosphat binders All-cause mortality NR NA NR
Adequate allocation concealment (7/30)/ overall quality (assessed by Newcastle
Jefferson 2010 (46) Parenteral {nﬂuenza Influenza-like illness NR NOS, not convertable Ottawa sce}le, high quqhty deﬁpgd as maximum 1 inadequate 1ter_n): Quahty A
vaccine (8/26), rating appears in sensitivity analysis, only for cohort studies in nursing
homes
Jefferson 2010 (46) Parents;e;lcligguenza Influenza NR NOS, not convertable Adequate allocation concealment (3/10)
Jefferson 2012 (34) Inactlvated. influenza Influcnza NR NOS Selection of exposed cohort (0/1), selection of non-exposed cohort (0/1),
vaccines comparability (0/1), assessment of outcome summary assessments (0/1)
Jefferson 2012 (34) Inactlvated. influenza Influenza-like illness NR NOS Selectlgg of exposed cohort (0/2), selection of non-exposed cohort (0/2),
vaccines comparability (0/2), assessment of outcome (1/2), summary assessments (0/2)
Jin 2012 (83) Total flavonoids Colorectal neoplasms NR NOS Modified NOS: average 13 from maximum 16 points
Number of studies with low risk of bias: 1. Was selection of exposed and non-
exposed cohorts drawn from the same population? (22/30), 2. Can we be
confident in the assessment of exposure? (4/30), 3. Can we be confident that the
outcome of interest was not present at start of study? (30/30), 4. Did the study
Johnston 2019 (23) Low red meat All-cause mortality Very low CLARITY, modified match exposed and unexposed for all variables that are associated with the
outcome of interest or did the statistical analysis adjust for these prognostic
variables? (20/30), 5. Can we be confident in the assessment of the presence or
absence of prognostic factors? (22/30), 6. Can we confident in the assessment of
outcome? (28/30), 7. Was the follow-up of cohorts adequate? (13/30)
Number of studies with low risk of bias: 1. Was selection of exposed and non-
exposed cohorts drawn from the same population? (21/28), 2. Can we be
confident in the assessment of exposure? (5/28), 3. Can we be confident that the
outcome of interest was not present at start of study? (24/28), 4. Did the study
Johnston 2019 (23) Low red meat Cardiovascular mortality Very low CLARITY, modified match exposed and unexposed for all variables that are associated with the

outcome of interest or did the statistical analysis adjust for these prognostic
variables? (3/28), 5. Can we be confident in the assessment of the presence or
absence of prognostic factors? (24/28), 6. Can we confident in the assessment of
outcome? (26/28), 7. Was the follow-up of cohorts adequate? (12/28)
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Number of studies with low risk of bias: 1. Was selection of exposed and non-
exposed cohorts drawn from the same population? (15/16), 2. Can we be
confident in the assessment of exposure? (5/16), 3. Can we be confident that the
outcome of interest was not present at start of study? (5/16), 4. Did the study

Johnston 2019 (23) Low red meat Cardiovascular disease Low CLARITY, modified match exposed and unexposed for all variables that are associated with the
outcome of interest or did the statistical analysis adjust for these prognostic
variables? (3/16), 5. Can we be confident in the assessment of the presence or
absence of prognostic factors? (14/16), 6. Can we confident in the assessment of
outcome? (14/16), 7. Was the follow-up of cohorts adequate? (4/16)
Nonbiased selection? (11/11), high overall loss to follow-up or differential loss to
follow-up? "No" for: (7/11), outcomes prespecified and defined? (11/11),
. ) . Individual tool (based on NOS, AHRQ ascertainment techniques adequately described? (9/11), nonbiased and adequate
Kansagara 2013 (52) Transfusion All-cause mortality NR criteria) ascertainment methods? (7/11), propensity matching? (8/11), account for
bleeding (6/11), account for timing of transfusion (3/11), adequate duration of
follow-up? (verbal descriptions in systematic review)
Selection of participants (8/8), confounding variables (7/8), measurement of
Keag 2018 (84) Caesarean section Urinary incontinence NR RoBANS/ SIGN exposure (2/8), blinding of outcome assessments (0/8), incomplete outcome data
(3/8), selective outcome reporting (8/8)/ overall quality: 0 (2/8)/ + (6/8)/ ++ (0/8)
Selection of participants (5/5), confounding variables (3/5), measurement of
Keag 2018 (84) Caesarean section Fecal incontinence NR RoBANS/ SIGN exposure (1/5), blinding of outcome assessments (0/5), incomplete outcome data
(3/5), selective outcome reporting (5/5)/ overall quality: 0 (1/5)/ + (4/5)/ ++ (0/5)
Starting and maintaining ) . . Baseline CD4 count (1/2), other baseline variables (0/2), co-interventions (0/2),
Kredo 2014 (85) antiretroviral therapy All-cause mortality Low NOS, modified data collection (0/2), patient selection bias (2/2)
Starting and maintaining . . Baseline CD4 count (1/2), other baseline variables (0/2), co-interventions (0/2),
Kredo 2014 (85) antiretroviral therapy Attrition Very low NOS, modified data collection (0/2), patient selection bias (2/2)
Maintaining antiretroviral . . Baseline CD4 count (1/1), other baseline variables (1/1), co-interventions (1/1),
Kredo 2014 (85) therapy All-cause mortality Very low NOS, modified data collection (0/1), patient selection bias (1/1)
Li 2014 (54) Exenatide Acute pancreatitis NR NOS, modified with verbal rating NA
Li 2016 (53) DDP-4 inhibitors Heart failure Very low NOS, modified with verbal rating NA
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Hospital admission for heart

Li 2016 (53) DDP-4 inhibitors failure Very low NOS, modified with verbal rating NA
. . . Exposure definition (0/2), outcome/case definition (2/2), control selection (not
Matthews 2018 (86) Tamoxifen Heart failure NR Cochrane tool, modified applicable), confounding (2/2), missing Data (1/2), censoring (2/2)
Menne 2019 (87) SGLT-2 inhibitors Acute kidney injury NR NA NR

Mesgarpour 2017 (88)

Erythropoiesis stimulating
agents

Venous thromboembolism

Very low (RCTs and cohort studies)

NOS (number of studies with low risk of
bias)

Representativeness of the exposed cohort? (5/5), selection of the non-exposed
cohort? (5/5), ascertainment of exposure? (3/5), demonstration that the outcome
of interest was not present at start of study? (5/5), comparability of cohorts on the
basis of the design or analysis? (1/5), assessment of outcome? (2/5), was the
follow-up long enough for the outcomes to occur? (1/5), adequacy of follow-up
of the cohorts? (5/5)

Mesgarpour 2017 (88)

Erythropoiesis stimulating

All-cause mortality

Low (RCTs and cohort studies)

NOS (number of studies with low risk of

Representativeness of the exposed cohort? (7/7), selection of the non-exposed
cohort? (7/7), ascertainment of exposure? (5/7), demonstration that the outcome
of interest was not present at start of study? (5/7), comparability of cohorts on the

agents bias) basis of the design or analysis? (4/7), assessment of outcome? (4/7), was the
follow-up long enough for the outcomes to occur? (3/7), adequacy of follow-up
of the cohorts? (7/7)
Pneumococcal Invasive pneumococcal Random sequence generation (0/2), selection of participants (2/2), confounding
Moberley 2013 (89) . . P NR Cochrane tool, modified (2/2), performance bias (0/2), detection bias (2/2), incomplete outcome data
polysaccharide vaccines disease - .
(0/2), selective reporting (2/2)
Number of studies with answer "yes" in brackets: comparison of intervention
Acute reicetion of kidne between two groups (2/2), intervention groups formed by time (2/2),
Molnar 2015 (35) Neoral (Cyclosporin) J Y NR Tool by Wells et al. 2013 retrospective design (2/2), confounding considered in study design or analysis
transplant o .
(2/2), study protocol (1/2), outcome of acute rejection: prespecified, measured
and analyzed (2/2)
Navarese 2013 (90) Early intervention for All-cause mortalit NR NOS NOS: 8.3
NSTE-ACS Y -
Early intervention for o .
Navarese 2013 (90) Myocardial infarction NR NOS NOS: 8.7

NSTE-ACS
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Early intervention for

Navarese 2013 (90) NSTE-ACS Major bleeding NR NOS NOS: 8.3
Nelson 2010 (36) Caesarean section Anal incontinence, feces NR NA No presentation of risk of bias assessment; the risk of 1n§omplete outcome data is
only presented for part of the studies
Nelson 2010 (36) Cacsarean section Anal incontinence, flatus NR NA No presentation of risk of bias assessment; the risk of 1n§0mplete outcome data is
only presented for part of the studies
Ceramic-on-ceramic Modified tool based on STROBE (studies
Nieuwenhuijse 2014 (37) bearings for total hip Harris Hip Score NR rated as low to high quality); partly with High quality (0/3)
arthroplasty verbal ratings
Hieh-flexion total knee Modified tool based on STROBE (studies
Nieuwenhuijse 2014 (37) & Flexion NR rated as low to high quality); partly with High quality (0/26)
arthroplasty .
verbal ratings
Gender-specific total knee Modified tool based on STROBE (studies
Nieuwenhuijse 2014 (37) P Flexion-extension range NR rated as low to high quality); partly with High quality (0/2)

arthroplasty

verbal ratings

Second generation

Confounding (0/3), selection of participants into study (0/3), classification of
interventions (0/3), deviations from intended interventions (0/3), missing data

Nikooie 2019 (35) antipsychotics Sedation Moderate (probably for RCTs only) ROBINS-I (0/3), measurement of outcomes (0/3), selection of reported results (0/3)/ overall:
low risk of bias (0/3)
Confounding (0/5), selection of participants into study (1/5), classification of
o Second generation . interventions (0/5), deviations from intended interventions (0/5), missing data
Nikooie 2019 (35) antipsychotics Neurologic outcomes NR ROBINS-I (1/5), measurement of outcomes (0/5), selection of reported results (1/5)/ overall:
low risk of bias (0/5)
Ochen 2019 (91) Sufffzﬂﬁﬁiles Re-rupture NR MINORS MINORS score: 11.3
Ochen 2019 (91) Surgery for achilles Complications NR MINORS MINORS score: 11

tendon rupture
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Pittas 2010 (60)

Vitamin D

Hypertension

NR

AHRQ/ STROBE

Fair quality (3/3)

Raman 2013 (38)

Carotid endarterectomy

Ipsilateral stroke

NR

AHRQ

Were eligibility criteria clear? (2/2), was selection bias unlikely? (0/2), were
interventions adequately described? (0/2), were the outcomes fully defined?
(1/2), no baseline imbalance between groups? (1/2), appropriate statistical
analysis? (1/2), were potential confounders properly accounted for? (0/2), low
risk of bias (0/2), funding source clear and not industry related? (1/2)/ overall:
quality C (2/2)

Raman 2013 (38)

Carotid endarterectomy

Stroke

NR

AHRQ

Were eligibility criteria clear? (3/3), was selection bias unlikely? (0/3), were
interventions adequately described? (0/3), were the outcomes fully defined?
(1/3), no baseline imbalance between groups? (1/3), appropriate statistical
analysis? (1/3), were potential confounders properly accounted for? (0/3), low
risk of bias (0/3), funding source clear and not industry related? (2/3)/ overall:
quality C (3/3)

Raman 2013 (38)

Carotid artery stenting

Periprocedural stroke

NR

AHRQ

Were eligibility criteria clear? (5/5), was selection bias unlikely? (5/5), were
interventions adequately described? (1/5), were the outcomes fully defined?
(5/5), no baseline imbalance between groups (1/5), appropriate statistical analysis
(4/5), if multicenter, was this accounted for in analysis? (0, or NA/5S), were
potential confounders properly accounted for? (0/5), low risk of bias (0/5)/
overall: quality C (5/5)

Schweizer 2013 (39)

Nasal deconolization

Surgical site infection

NR

Downs and Black

Mean ratings: reporting (6.5/0of max. 11), external validity (3/of max. 3), internal
validity (2/of max. 7), internal validity confounding (1/of max.6), number of
studies sufficiently powered (4/6)

Schweizer 2013 (39)

Glycopeptide prophylaxis

Surgical site infection

NR

Downs and Black

Mean ratings: reporting (8.4/of max. 11), external validity (3/of max. 3), internal
validity (3/of max. 7), internal validity confounding (1.7/of max.6), number of
studies sufficiently powered (2/7)

Silvain 2012 (40)

Enoxaparin

All-cause mortality

NR

NOS

NOS 7.9

Silvain 2012 (40)

Enoxaparin

Major bleeding

NR

NOS

NOS 8.1

Silvain 2012 (40)

Enoxaparin

All-cause mortality or
myocardial infarction

NR

NOS

NOS:7.7
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Suthar 2012 (26) Antiretroviral therapy Tuberculosis infection NR NOS, modified Modified NOS; average 53.2% of the maximum score
Te Morenga 2013 (61) Sugar Weight gain NR NA NR
Te Morenga 2013 (61) Sugar Body Mass Index NR NA NR
NOS NA/ Cochrane: adequate sequence generation (0/1), allocation concealment
Thomas 2010 (92) Influenza vaccines Influenza-like illness NR NOS with verbal rating, Cochrane tool (0/1), blinding (0/1), incomplete outcome data addressed (0/1), free of selective

reporting (1/1), free of other bias (0/1)

Discontinuation due to

Confounding (0/9), selection of participants (0/9), measurement of interventions

Tickell-Painter 2017 (93) Mefloquine adverse cffects High (RCTs and cohort studies) ROBINS-I (5/9), departures from intended interventions (2/9), missing data (8/9),
measurement of outcomes (0/9), selection of the reported results (4/9), other (5/9)
Seri g " Confounding (0/2), selection of participants (1/2), measurement of interventions
Tickell-Painter 2017 (93) Mefloquine erious ae‘f/fee rcsfs cvents or NR ROBINS-I (2/2), departures from intended interventions (0/2), missing data (1/2),
measurement of outcomes (0/2), selection of the reported results (1/2), other (0/2)
Confounding (1/3), selection of participants (1/3), measurement of interventions
Tickell-Painter 2017 (93) Mefloquine Nausea NR ROBINS-I (2/3), departures from intended interventions (0/3), missing data (1/3),
measurement of outcomes (0/3), selection of the reported results (1/3), other (0/3)
Representativeness of the exposed cohort (1/3), selection of the non-exposed
Li " ted zost cohort (3/3), ascertainment of exposure (3/3), demonstration that outcome of
Tricco 2018 (45) tve-atienuated zoster Suspected Herpes Zoster NR NOS, not convertable interest was not present at start of study (3/3), comparability of cohorts on the
vaccines : . .
basis of the design or analysis (0/3), assessment of outcome (3/3), adequacy of
follow up of cohorts (3/3)
Vinceti 2018 (59) Selenium Cancer Very low NOS NOS: 8
Vinceti 2018 (59) Selenium Cancer mortality Very low NOS NOS: 8.5; NR for (5/7)
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Vinceti 2018 (59) Selenium Colorectal cancer Very low NOS NOS: 8.5
Wilson 2011 (41) Trai?éggzllzmh Perinatal mortality NR NOS, modified, not convertable NA
Wilson 2011 (41) Trailtzggilzmh Neonatal mortality NR NOS, modified, not convertable NA
Wilson 2019 (42) Umco?ﬁﬁ?(:;?z;?l knee Venous thromboembolism NR NOS, modified, not convertable NA

. Unicompartimental knee . . .
Wilson 2019 (42) arthroplasty Flexion-extension range NR NOS, modified, not convertable NA

. Unicompartimental knee . . .
Wilson 2019 (42) Operation duration NR NOS, modified, not convertable NA

arthroplasty

Yank 2011 (44)

Recombinant factor VII

All-cause mortality

Low (RCTs and cohort studies)

AHRQY/ based on various tools (STROBE
and others)

Study quality rated as good, fair, or poor: good quality (2/2)

Yank 2011 (44)

Recombinant factor VII

Thromboembolism

Moderate (RCTs and cohort studies)

AHRQY/ based on various tools (STROBE
and others)

Study quality rated as good, fair, or poor: good quality (2/2)

Everolimus-eluting

Zhang 2016 (94) bioresorbable vascular Stent thrombosis NR NOS NOS: 8
scaffold
Everolimus-eluting
Zhang 2016 (94) bioresorbable vascular All-cause mortality NR NOS NOS: 7.5

scaffold
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Everolimus-eluting Coronary heart disease
Zhang 2016 (94) bioresorbable vascular Ty heat NR NOS NOS: 8
scaffold mortality
Zhang 2017 (95) Perc“itstn:r‘v’:;tcig;onary All-cause mortality NR NOS NOS: 8.4
Zhang 2017 (95) Percuitrell:lec;(\)/:;tciggonary Cardiovascular mortality NR NOS NOS: 8.2
Zhang 2017 (95) Percuitre:;ﬁ;(\);l;tcigrrlonary Myocardial infarction NR NOS NOS: 8.4
Selection of participants (1/8), confounding variables (1/8), measurement of
Ziff 2015 (96) Digoxin All-cause mortality NR RoBANS exposure (1/8), blinding of outcome (1/8), incomplete outcome data (1/8),
selective reporting (2/8)
Selection of participants (0/3), confounding variables (0/3), measurement of
Ziff 2015 (96) Digoxin Cardiovascular mortality NR RoBANS exposure (0/3), blinding of outcome (0/3), incomplete outcome data (0/3),
selective reporting (0/3)
Selection of participants (0/4), confounding variables (2/4), measurement of
Ziff 2015 (96) Digoxin Hospital admission NR RoBANS exposure (3/4), blinding of outcome (2/4), incomplete outcome data (2/4),
selective reporting (2/4)

*rated with GRADE/ AHRQ criteria; AHRQ= agency for healthcare research and quality; CLARITY= clinical advances through research and information translation; CONSORT= consolidated standards of reporting trials; DDP-4= dipeptidyl peptidase 4;
DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; GRADE= grades of recommendation, assessment, development, and evaluation; MINORS= methodological index for non-randomized studies; MOOSE= meta-analyses of observational studies
in epidemiology; NA= not applicable; NOS= newcastle-ottawa scale; NR= not reported; NSTE-ACS= non-ST elevation acute coronary syndrome; QUATSO= quality assessment tool for systematic reviews of observational studies; RoB= risk of bias;
RoBANS= risk of bias assessment tool for non-randomized studies; ROBINS: risk of bias in non-randomized studies of interventions; SIGN= scottish intercollegiate guidelines network; SGLT-2= sodium glucose transporter 2; STROBE= strengthening
the reporting of observational studies in epidemiology; UPSTF= united states preventive services task force.
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Table S8. Overview of the instruments used for the assessment of risk of bias for bodies of evidence of RCTs and cohort studies, heat map

Risk of bias instrument in BoE of RCTs Risk of bias instrument in BoE of cohort studies

Downs | Wells
and etal.,
Black | 2013

Systematic ROBINS-
review

Abou-Setta 2011
(74)

Abou-Setta 2011
(74)

Aburto 2013 (75)

Aburto 2013 (75)

Alexander 2017

(76)

Alexander 2017
(76)

(76)

Alipanah 2018
@4

Alipanah 2018
@4

Alexander 2017




Systematic
review

Alipanah 2018
24

Anglemyer 2013
77

Azad 2017 (21)

Barnard 2015 (28)

Barnard 2015 (28)

Barnard 2015 (28)

Bellemain-Appaix
2012 (48)

NOIS
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ROBINS-

Downs
and
Black

Wells
etal.,
2013

Bellemain-Appaix
2012 (48)

Bellemain-Appaix
2012 (48)

Bellemain-Appaix
2014 (47)

Bellemain-Appaix
2014 (47)

Bellemain-Appaix
2014 (47)




Systematic
review

Bloomfield 2016
(22)

Bolland 2015 (49)

Bolland 2015 (49)

Bolland 2015 (49)

Brenner 2014 (29)

109

Brenner 2014 (29)

Chowdhury 2012
(78)

Chowdhury 2014a
(79)

Chowdhury 2014a
(79)

Chowdhury 2014a
(79)

Chowdhury
2014b (80)

Chung 2011 (58)

Chung 2011 (58)

Chung 2016 (56)
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Systematic
review

Ding 2017 (81)

Fenton 2018 (30)

Fenton 2018 (30)

Fenton 2018 (30)

Filippini 2017
(43)

Fluri 2010 (31)

Fluri 2010 (31)

Fluri 2010 (31)

Gargiulo 2016
(32)

Gargiulo 2016
(32)

Gargiulo 2016
(32)

Hartling 2013
(50)

Hartling 2013
(50)

Hartling 2013
(50)
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Systematic
review

Henderson 2019
(51)

Higgins 2016 (25)

Higgins 2016 (25)

Hopley 2010 (33)

Hopley 2010 (33)

Hopley 2010 (33)

Hiipfl 2010 (67)

Jamal 2013 (82)

Jefferson 2010
(46)

Jefferson 2010
(46)

Jefferson 2012
(34)

Jefferson 2012
(34)

Jin 2012 (83)

Johnston 2019
(23)
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Systematic
review

Johnston 2019
(23)

Johnston 2019
(23)

Kansagara 2013
(52)

Keag 2018 (84)

Keag 2018 (84)

Kredo 2014 (85)

Kredo 2014 (85)

Kredo 2014 (85)

Li 2014 (54)

Li 2016 (53)

Li 2016 (53)

Matthews 2018
(86)

Menne 2019 (87)

Mesgarpour 2017
(83)

Mesgarpour 2017
(88)




Systematic
review

Moberley 2013
(89)

Molnar 2015 (35)

Navarese 2013
(90)

Navarese 2013
(90)

Navarese 2013
(90)

Nelson 2010 (36)

113

Downs
and
Black

Wells
etal.,
2013

Nelson 2010 (36)

Nieuwenhuijse
2014 (37)

Nieuwenhuijse
2014 (37)

Nieuwenhuijse
2014 (37)

Nikooie 2019 (55)

Nikooie 2019 (55)

Ochen 2019 (91)




Systematic
review

Ochen 2019 (91)
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Pittas 2010 (60)

Raman 2013 (38)

Downs
and
Black

Wells
etal.,
2013

Raman 2013 (38)

Raman 2013 (38)

Schweizer 2013
(39)

Schweizer 2013
(39)

Silvain 2012 (40)

Silvain 2012 (40)

Silvain 2012 (40)

Suthar 2012 (26)

Te Morenga 2013
(61)

Te Morenga 2013
(61)

Thomas 2010 (92)




Systematic
review

Tickell-Painter
2017 (93)

Tickell-Painter
2017 (93)

Tickell-Painter
2017 (93)

Tricco 2018 (45)

Vinceti 2018 (59)

Vinceti 2018 (59)

Vinceti 2018 (59)

Wilson 2011 (41)

NOIS

115

ROBINS-

Downs
and
Black

Wells
etal.,
2013

Wilson 2011 (41)

Wilson 2019 (42)

Wilson 2019 (42)

Wilson 2019 (42)

Yank 2011 (44)

Yank 2011 (44)
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Systematic
review

Downs | Wells
and etal.,
Black | 2013

ROBINS-

NOIS

Zhang 2016 (94)

Zhang 2016 (94)

Zhang 2016 (94)

Zhang 2017 (95)

Zhang 2017 (95)

Zhang 2017 (95)

Ziff 2015 (96)

Ziff 2015 (96)

Ziff 2015 (96)

AHRQ= agency for healthcare research and quality; CLARITY= clinical advances through research and information translation; CONSORT= consolidated standards of reporting trials; MINORS= methodological index for non-randomized
studies; MOOSE= meta-analyses of observational studies in epidemiology; NOS= newcastle-ottawa scale; RoOBANS= risk of bias assessment tool for non-randomized studies; ROBINS: risk of bias in non-randomized studies of interventions;
SIGN= scottish intercollegiate guidelines network; STROBE= strengthening the reporting of observational studies in epidemiology; UPSTF= united states preventive services task force.
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Table S9. Ratings of PI/ECO*-similarity degree for included body of evidence-pairs // *PI/ECO= population, intervention/ exposure, comparator, outcome

Referen q . Intervention

GUIIEY Intervention/Exposure Outcome Population e Comparator | Outcome Overall

year exposure

Abou-Seita Nerve block Deliri 2 2 2 1 2

2011 (74) erve bloc elirium
Abou-Setta Spinal anesthesi Mortalit 2 1 1 1 2

2011 (74) pinal anesthesia ortality
Abug"s)z‘m Low sodium Mortality 2 2 2 1 2
Abuzt705)2 013 Low sodium Cardiovascular disease 2 2 2 2 2
Ahm(;(;)z 015 Intra-aortic balloon pump Mortality 1 1 1 1 1
/;(l)cl’;a?;i g)r Docosahexaenoic acid and eicosapentaenoic acid Any coronary heart disease event 2 2 2 1 2
‘;(1)?73?7(1 g)r Docosahexaenoic acid and eicosapentaenoic acid Fatal coronary heart disease events 2 2 2 1 2
I;(l)el);a?;l g)r Docosahexaenoic acid and eicosapentaenoic acid Non-fatal coronary heart disease events 2 2 2 1 2

?01 1%3(112?) Self-administered therapy Low treatment success 3 2 1 1 3

?01 i};a(r;}; Self-administered therapy Low treatment completion 3 2 1 1 3

ﬁoli%a(rﬁl) Self-administered therapy Mortality 3 2 1 1 3
Anglemyer . . . .

20%3 (7};) Antiretroviral therapy HIV infection 2 2 3 1 3
Aza(dz 12)017 Nonnutritive sweeteners BMI 2 2 1 1 2
Bam?;g)2015 Surgical abortion by mid-level providers Failure or incomplete abortion 2 2 1 1 2
Bamflzrg)ZOIS Surgical abortion by mid-level providers Complications 2 2 ! ! 2
Barn?zrg)ZOIS Surgical abortion by mid-level providers Abortion failure and complications 2 2 1 1 2
Bellemain-

Appaix 2012 Clopidogrel Mortality 2 2 2 1 2
(43)

Bellemain-

Appaix 2012 Clopidogrel Major bleeding 2 2 2 1 2
(48)

Bellemain-

Appaix 2012 Clopidogrel Major coronary event 2 2 2 1 2
(48)

Bellemain-

Appaix 2014 P2Y 12 Inhibitors Mortality 2 2 2 1 2
47

Bellemain-

Appaix 2014 P2Y12 Inhibitors Major bleeding 2 2 2 1 2

47
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Bellemain-
App?‘i:; )2014 P2Y12 Inhibitors Main composite ischemic endpoint 2 2
]zlgfg’(f;%d Mediterranean diet Breast cancer 2 2
Bollzau;)ZOIS Calcium supplements All fractures 2 2
BO“‘@ET;)ZOIS Calcium supplements Vertebral fracture 2 2
BO“‘@ET;)ZOIS Calcium supplements Hip fracture 2 2
Bre“(nzegr)ZOM Sigmoidoscopy, screening for CRC Colorectal cancer mortality 1 !
Brcnélzcgr)2014 Sigmoidoscopy, screening for CRC Colorectal cancer incidence 1 2
Czkm%g] Omega-3-fatty acids Cerebrovascular disease 2 2
gg‘;y:i‘;‘g a-linolenic acid Coronary event 2 3
gg‘fﬁ?fg Omega-3-fatty acids Coronary event 2 3
(233‘1)2’:?7“;; Omega-6-fatty acids Coronary event 2 3
gg‘fz‘;}d?gg Vitamin D Mortality 3 3
Ch“gggiml Vitamin D Colorectal cancer 3 3
Chu2528§011 Vitamin D Breast cancer 3 3
Chur(ngG )2016 Calcium Cardiovascular mortality 2 2
Di“(gg 12)017 Dairy Systolic blood pressure 1 2
F ent(oSIZ))ZOIS Radiation therapy Erectile dysfunction 1 2
F ent((;;))ZOl 8 Radical Prostatectomy Urinary incontinence ! 2
F em(o;z))zm 8 Radical Prostatectomy Erectile dysfunction 1 2
Filip}zir;i)2017 Disease-modifying drugs Conversion to clinically definite multiple sclerosis 2 2
Fl“g 12)0 10 Extracranial-intracranial arterial bypass Mortality 1 2
Fl“g 12)010 Extracranial-intracranial arterial bypass Any stroke ! 2
F 1“?3 12)010 Extracranial-intracranial arterial bypass Death or dependency 1 2
Gargi(L;l;))ZOl 6 Transcatheter aortic valve Early mortality 2 2
Gargi(L;l;))ZOl 6 Transcatheter aortic valve Mid-term mortality 2 2
Gargiulo 2016 Transcatheter aortic valve Long-term mortality 1 2

(32
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Hartling 2013

(50) Treating gestational diabetes mellitus Birth weight > 4000g 1 2
Hart1(1151§)2013 Treating gestational diabetes mellitus Large-for-gestational age neonate 1 2
Harﬂ(“;g)zon Treating gestational diabetes mellitus Shoulder dystocia 1 2

I—Zlgr;cglc(rssi);l Treating asymptomatic bacteriuria Pyelonephritis 2 3
ngg(l;l;)zolﬁ Bacillus Calmette-Guérin Mortality 1 3
H1gg(1;1;)2016 Measles containing vaccines Mortality 2 3
HOPI(?;)ZOIO Total hip arthroplasty Reoperation ! 2
HOPI(?;)ZOIO Total hip arthroplasty Dislocation 1 2
HOPI(?;)ZOIO Total hip arthroplasty Deep infection 2 2
Hup(fé7§010 Chest-compression-only cardiopulmonary resuscitation All-cause mortality 3 3
Jam(%lzz)ow Non-calcium-based phosphat binders Mortality 2 2
J Cffcr(sfér; 2010 Parenteral influenza vaccine Influenza-like illness 2 3
Jefferson ; i
2010 (46) Parenteral influenza vaccine Influenza 2 2
J eﬂer(sgl) 2012 Inactivated influenza vaccines Influenza 2 2
J eﬂer(sgl) 2012 Inactivated influenza vaccines Influenza-like illness 2 2
Jin 2012 (83) Total flavonoids Colorectal neoplasms 2 3
Johnston .
2019 (23) Low red meat Mortality 2 2
Johnston . .
2019 (23) Low red meat Cardiovascular mortality 2 2
Johnston i i
2019 (23) Low red meat Cardiovascular disease 2 2
Kansagara ; i
2013 (52) Transfusion Mortality 3 3
Kez‘(% 42)01 8 Caesarean section Urinary incontinence 2 3
K“z% 42)01 8 Caesarean section Fecal incontinence 2 3
Krc‘(ig 5§014 Nurse or clinical officer for initiation and maintenance of antiretroviral therapy Mortality 3 3
Krc‘(ig 5§014 Nurse or clinical officer for initiation and maintenance of antiretroviral therapy Lost to follow-up 3 3
Kre?g 5014 Nurse or clinical officer for maintenance of antiretroviral therapy Mortality 3 3
Li 2014 (54) Exenatide Acute pancreatitis/ Admission for acute pancreatitis 1 2
Li 2016 (53) DDP-4 Inhibitors Heart failure 2 2
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Li 2016 (53) DDP-4 Inhibitors Hospital admission for heart failure 2 2
Matthews ; i
s o Tamoxifen Heart failure 3
Menne 2019 inhibi i inj
87) SGLT-2 inhibitors Acute kidney injury 2 2
I‘g‘(:)sliagg;‘r Erythropoiesis stimulating agents Venous thromboembolism 2 2
I‘g‘(:)sliagg;‘r Erythropoiesis stimulating agents Mortality 2 2
Moberley 1 pol harid i i 1 di
2013 (89) Pneumococcal polysaccharide vaccines Invasive pneumococcal disease 2 2
Molr;f;r5 )2015 Neoral (Cyclosporin) Acute rejection of kidney transplant 1 2
Nava:‘;%e) 2013 Early intervention for NSTE-ACS Mortality 2 2
Navaz(c;)c; 2013 Early intervention for NSTE-ACS Myocardial infarction 2 2
Navazf);‘; 2013 Early intervention for NSTE-ACS Major bleeding 2 2
NCISE’;‘@ZOIO Caesarean section Anal incontinence, feces 2 3
Nelson 2010 ; i i
36) Caesarean section Anal incontinence, flatus 2 3
Ni%‘;’:‘zgg?se Ceramic-on-ceramic bearings for total hip arthroplasty Harris Hip Score ! 2
Ni%‘;’:‘zg‘;i)jse High-flexion total knee arthroplasty Flexion (degrees) 1 2
Nl;‘évlv:rg';;lsc Gender-specific total knee arthroplasty Flexion-extension range (degrees) 1 2
N1k0(051§)2019 Second generation antipsychotics Sedation 2 2
N1k0(051§)2019 Second generation antipsychotics Neurologic outcomes 2 2
OCh(C;‘liow Surgery for achilles tendon rupture Re-rupture 2 2
Ochen 2019 ; icati
©1) Surgery for achilles tendon rupture Complications 2 2
Pittzzs6 02)0 10 Vitamin D Hypertension 3 3
Raman 2013 ; i
(38) Carotid endarterectomy Ipsilateral stroke 1 2
Ram?;8)2013 Carotid endarterectomy Any stroke ! 2
Ram?;8)2013 Carotid artery stenting Periprocedural stroke 2 2
if)k{g%zgc)r Nasal deconolization Surgical site infection 2 2
2%};‘;"“2132;; Glycopeptide prophylaxis Surgical site infection 2 2
Sﬂva(‘;r(‘))zo 12 Enoxaparin Mortality 1 2
Silvain 2012 Enoxaparin Major bleeding 1 2

(40)
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Sﬂva(‘i:(‘))zon Enoxaparin Death or Myocardial infarction 2
S“ﬂgé?mz Antiretroviral therapy Tuberculosis infection 3
e e s k) 2
Tgol\ldg)izrga Sugar BMI (kg/m"2) 2
Thon(l;;)ZOlO Influenza vaccines Influenza-like illness 3
Ticzkoclll7-123i31;tcr Mefloquine Discontinuation due to adverse effects 2
Tic2k0e1117-l(’:91;r;ter Mefloquine Serious adverse events or effects 3
Tic2k0e1117-l(’:91;r;ter Mefloquine Nausea 3
Tricz"s )2018 Live-attenuated zoster vaccines Suspected Herpes Zoster 2
Vimg;)zmg Selenium Any cancer 3
Vinc(c;té)ZOlS Selenium Cancer mortality 3
Vinc(c;té)ZOlS Selenium Colorectal cancer 3
Wils&nl )201 1 Traditional birth attendants Perinatal mortality 3
Wﬂs&'ll )201 1 Traditional birth attendants Neonatal mortality 3
Wﬂs&;)zmg Unicompartimental knee arthroplasty Venous thromboembolism 2
Wﬂs&;)zmg Unicompartimental knee arthroplasty Range of movement (degrees) 2
Wils&r;)2019 Unicompartimental knee arthroplasty Operation duration (minutes) 2
Yan(lz4§011 Recombinant factor VII Mortality 2
Yan(lz4§011 Recombinant factor VII Thromboembolic events 2
Zha?g 4?016 Everolimus-eluting bioresorbable vascular scaffold Stent thrombosis 2
Zha?;; 4§016 Everolimus-eluting bioresorbable vascular scaffold Mortality 2
Zha?;; 4§016 Everolimus-eluting bioresorbable vascular scaffold Cardiac death 2
Zha?ggS§017 Percutaneous coronary intervention Mortality 2
Zha?gg;()” Percutaneous coronary intervention Cardiovascular mortality 2
Zha?gg;()” Percutaneous coronary intervention Myocardial infarction 2
Ziff 2015 (96) Digoxin Mortality 3
Ziff 2015 (96) Digoxin Cardiovascular mortality 3
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Ziff 2015 (96) Digoxin Hospital admission

DDP-4= dipeptidyl peptidase 4; NSTE-ACS=non-ST elevation acute coronary syndrome; SGLT-2= sodium glucose transporter 2.
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Table S10. Effect estimates and statistical heterogeneity for meta-analyses of RCTs and cohort studies

Body of evidence-pair

Meta-analysis of RCTs

Meta-analysis of cohort studies

Systematic review Intervention/ Exposure Outcome leltmug?:s()f Sul;lsrg:ztzlge(ilgsslt;::;celf)fect e leltmug?:s()f Sulg;nﬁ:;ft:’l;e(ilgsslt;:e;cfelf)fect o
Abou-Setta 2011 (74) Nerve block Delirium 4 OR: 0.33 (0.16, 0.66) 0 2 OR: 0.24 (0.08, 0.72) 60
Abou-Setta 2011 (74) Spinal anesthesia All-cause mortality 2 OR: 1.73 (0.53, 5.68) 0 5 OR: 0.87 (0.45, 1.67) 61
Aburto 2013 (75) Low sodium All-cause mortality 4 RR: 0.7 (0.44, 1.14) 0 7 RR: 0.94 (0.83, 1.06) 61
Aburto 2013 (75) Low sodium Cardiovascular disease 2 RR: 0.84 (0.57, 1.23) 0 9 RR: 0.89 (0.75, 1.08) 78
Ahmad 2015 (27) Intra-aortic balloon pump All-cause mortality 12 OR: 0.96 (0.74, 1.24) 0 14 OR: 1.02 (0.57, 1.82) 97
Alexander 2017 (76) DHA and EPA Coronary heart disease 18 RR: 0.94 (0.85, 1.05) 36 17 RR: 0.82 (0.74, 0.92) 66
Alexander 2017 (76) DHA and EPA C"r"“ﬁﬁfl‘irt‘ydisease 14 RR: 1 (0.89, 1.11) NR 14 RR: 0.77 (0.66, 0.9) NR
Alexander 2017 (76) DHA and EPA Cor"mi‘lrlycil:f;fzedi“ase 9 RR: 0.92 (0.78, 1.09) NR 4 RR: 0.81 (0.55, 1.19) NR
Alipanah 2018 (24) Self-administered therapy Low treatment success 4 1.05 (0.96, 1.15) 29 16 RR:1.23(1.12, 1.37 93
Alipanah 2018 (24) Self-administered therapy Low treatment completion 5 RR: 1.27 (0.9, 1.79) 45 14 RR:0.91(0.74, 1.11) 88
Alipanah 2018 (24) Self-administered therapy All-cause mortality 4 RR: 0.73 (0.45,1.19) 0 23 RR: 1.35 (1, 1.84) 90
Anglemyer 2013 (77) Aantiretroviral therapy HIV infection 1 RR:0.11 (0.04, 0.32) NA 9 RR: 0.58 (0.35, 0.96) 64
Azad 2017 (21) Nonnutritive sweeteners Body Mass Index 3 MD: -0.37 (-1.1, 0.36) 9 1 MD: 0.77 (0.47, 1.07) NA
Barnard 2015 (28) Surgical abortion by mid-level Failure or incomplete 2 RR: 2.97 (0.21, 41.82) 70 2 RR: 2.47 (1.45,4.22) 0

providers

abortion




Surgical abortion by mid-level
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Barnard 2015 (28) providers Complications 2 RR: 0.99 (0.17,5.7) 0 2 RR: 1.3 (0.57,2.96) 70
Barnard 2015 (28) Surgical al;‘;giv‘i’gel;y mid-level Ab‘c’gtrigslfi‘i‘(fﬁsand 2 RR: 3.07 (0.16, 59.08) 76 3 RR: 1.33 (0.78,2.27) 74
Bellemain-Appaix 2012 (48) Clopidogrel All-cause mortality 7 OR: 0.8 (0.57,1.11) 0 8 OR: 0.79 (0.52, 1.2) 80
Bellemain-Appaix 2012 (48) Clopidogrel Major bleeding 7 OR: 1.18 (0.93, 1.5) 0 8 OR: 1.16 (0.83, 1.61) 49
Bellemain-Appaix 2012 (48) Clopidogrel Coronary heart disease 7 OR: 0.77 (0.66, 0.89) 4 8 OR: 0.76 (0.6, 0.95) 82
Bellemain-Appaix 2014 (47) P2Y 12 inhibitors All-cause mortality 3 OR: 0.92 (0.43, 1.98) 13 4 OR: 0.69 (0.38, 1.25) 26
Bellemain-Appaix 2014 (47) P2Y12 inhibitors Major bleeding 3 OR: 1.45(0.97, 2.15) 25 4 OR: 1.12 (0.87, 1.45) 0
Bellemain-Appaix 2014 (47) P2Y12 inhibitors Main Cogg’(;’;étiflti“hemic 3 OR: 0.85 (0.67, 1.07) 44 4 OR: 0.79 (0.54, 1.15) 70
Bloomfield 2016 (22) Mediterranean diet Breast cancer 1 RR:0.53 (0.28, 1.03) NA 13 RR: 0.96 (0.9, 1.03) 52
Bolland 2015 (49) Calcium All fractures 22 RR: 0.9 (0.83, 0.96) 23 5 RR: 1.02 (0.93, 1.12) 68
Bolland 2015 (49) Calcium Vertebral fracture 12 RR: 0.86 (0.74, 1) 0 1 RR: 1.4 (1.1,1.9) NA
Bolland 2015 (49) Calcium Hip fracture 13 RR: 0.95 (0.76, 1.18) 36 6 RR: 1.09 (091, 1.3) 50
Brenner 2014 (29) Sigmoidoscopy Colorectal cancer mortality 4 RR: 0.72 (0.65, 0.8) 0 1 RR: 0.59 (0.45, 0.76) NA
Brenner 2014 (29) Sigmoidoscopy Colorectal cancer incidence 4 RR: 0.82 (0.75, 0.89) 52 2 RR: 0.5 (0.37, 0.69) 0
Chowdhury 2012 (78) Omega-3 Cerebrovascular disease 2 RR:0.98 (0.89, 1.08) 12 10 RR: 0.9 (0.8, 1.01) 17
Chowdhury 2014a (79) a-linolenic acid Coronary heart disease 4 RR: 0.97 (0.69, 1.36) 52 7 RR: 0.99 (0.86, 1.14) 62
Chowdhury 2014a (79) Omega-3 Coronary heart disease 17 RR: 0.94 (0.86, 1.03) 17 16 RR: 0.87 (0.78, 0.97) 76
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Chowdhury 2014a (79) Omega-6 Coronary heart disease 8 RR: 0.86 (0.69, 1.07) 59 8 RR: 0.98 (0.9, 1.06) 53
Chowdhury 2014b (80) Vitamin D All-cause mortality 22 RR: 0.98 (0.94, 1.02) NR 68 RR: 0.69 (0.65, 0.75) NR
Chung 2011 (58) Vitamin D Colorectal cancer 1 RR: 1.02 (0.6, 1.74) NA 9 RR:0.94 (0.91, 0.97) NR
Chung 2011 (58) Vitamin D Breast cancer 1 RR: 0.99 (0.25, 4) NA 4 RR:0.99 (0.97,1.01) NR

Chung 2016 (56) Calcium Cardiovascular mortality 2 RR: 1.05 (0.82, 1.33) 0 6 RR:0.99 (0.97,1.01) 7
Ding 2017 (81) Dairy Systolic blood pressure 8 MD: -0.21 (-0.98, 0.57) 0 27 MD: -0.11 (-0.2, -0.02) 30
Fenton 2018 (30) Radiation therapy Erectile dysfunction 1 RR: 0.91 (0.77, 1.08) NA 7 RR: 1.3 (1.19, 1.43) 33
Fenton 2018 (30) Radical Prostatectomy Urinary incontinence 3 RR:2.27 (1.82,2.84) 0 5 RR:2.92 (1.8,4.71) 67
Fenton 2018 (30) Radical Prostatectomy Erectile dysfunction 3 RR: 1.6 (1.23,2.07) 87 6 RR: 1.49 (1.33, 1.66) 63
e . o Conversion to clinically . .

Filippini 2017 (43) Disease-modifying drugs definite multiple sclerosis 7 HR: 0.52 (0.46, 0.6) 0 2 HR: 0.48 (0.3, 0.78) 62
Fluri 2010 (31) E"tracramal'é‘;g:gsramal arterial All-cause mortality 2 OR: 0.81 (0.62, 1.05) 0 11 OR: 1 (0.62, 1.63) 0
Fluri 2010 (31) EXtracramal'é‘;g:;ramal arterial Stroke 2 OR: 0.99 (0.79, 1.23) 86 15 OR: 0.8 (0.54, 1.18) 3
Fluri 2010 (31) Extracranial-intracranial arterial Stroke mortality or 1 OR: 0.94 (0.74, 1.21) NA 8 OR: 0.8 (0.5, 1.29) 0

bypass dependency

Gargiulo 2016 (32) Transcatheter aortic valve Early all-cause mortality 5 OR: 0.8 (0.51, 1.25) 0 29 OR: 1.08 (0.84, 1.39) 41

Gargiulo 2016 (32) Transcatheter aortic valve Mid-term all-cause mortality 5 OR: 0.9 (0.64, 1.26) 22 18 OR: 1(0.81, 1.24) 46

Gargiulo 2016 (32) Transcatheter aortic valve Long'r;eér‘?ailtly'ca“se 4 OR: 1.03 (0.65, 1.62) 65 6 OR: 1.7 (1.23,2.35) 0

. Treating gestational diabetes . . . ) .
Hartling 2013 (50) High birth weight 5 RR: 0.5 (0.35,0.71) 50 5 RR: 0.69 (0.31, 1.54) 88

mellitus




Treating gestational diabetes

Large-for-gestational age
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Hartling 2013 (50) mellitus I 3 RR: 0.56 (0.45, 0.69) 0 4 RR: 043 (0.27,0.7) 58
Hartling 2013 (50) Treating gfifl‘ltiifu‘;al diabetes Shoulder dystocia 3 RR: 0.42 (0.23, 0.77) 0 4 RR: 0.38 (0.19, 0.78) 20
Henderson 2019 (51) Treating asymptomatic bacteriuria Pyelonephritis 12 RR: 0.24 (0.14,0.4) 56 2 RR:0.29 (0.15, 0.57) 0
Higgins 2016 (25) Bacillus Calmette-Guérin All-cause mortality 3 RR: 0.67 (0.4, 1.14) 58 8 RR: 0.46 (0.3, 0.69) 63
Higgins 2016 (25) Measles containing vaccines All-cause mortality 4 RR: 0.74 (0.51, 1.07) 0 13 RR: 0.53 (0.4, 0.7) 67
Hopley 2010 (33) Total hip arthroplasty Reoperation 4 RR: 1.09 (0.4, 2.99) 30 6 RR: 0.45 (0.18, 1.09) 26
Hopley 2010 (33) Total hip arthroplasty Dislocation 4 RR: 2.47 (0.69, 8.76) 0 5 RR: 0.8 (0.27,2.39) 20
Hopley 2010 (33) Total hip arthroplasty Deep infection 4 RR: 1.71 (0.66, 4.45) 0 4 RR: 0.91 (0.25, 3.28) 0
Hiipfl 2010 (67) carggisﬁi;‘l’orﬁggsi‘s’;‘s'gﬁgiOn All-cause mortality 3 RR: 0.82 (0.68, 0.99) 0 7 RR: 1.04 (0.9, 1.2) 0
Jamal 2013 (82) Non'caki“gﬁ‘fr‘zd phosphat All-cause mortality 8 RR: 0.78 (0.61, 0.98) 43 3 RR: 0.89 (0.78, 1) 0
Jefferson 2010 (46) Parenteral influenza vaccine Influenza-like illness 4 RR: 0.59 (0.47,0.73) 0 30 RR: 0.76 (0.66, 0.87) 57
Jefferson 2010 (46) Parenteral influenza vaccine Influenza 3 RR: 0.42 (0.27, 0.66) 0 10 RR: 0.5 (0.26, 0.97) 67
Jefferson 2012 (34) Inactivated influenza vaccines Influenza 5 RR: 0.41 (0.29, 0.59) 36 1 RR: 0.2 (0.1, 0.39) NA
Jefferson 2012 (34) Inactivated influenza vaccines Influenza-like illness 5 RR: 0.64 (0.54, 0.76) 67 2 RR:0.29 (0.07, 1.15) 95
Jin 2012 (83) Total flavonoids Colorectal neoplasms 1 RR: 1.09 (0.93, 1.28) NA 3 RR:1(0.8, 1.25) 66
Johnston 2019 (23) Low red meat All-cause mortality 1 RR: 0.94 (0.89, 0.99) NA 24 RR: 0.87 (0.82,0.92) NR
Johnston 2019 (23) Low red meat Cardiovascular mortality 1 RR:1(0.84,1.19) NA 25 RR: 0.86 (0.79, 0.94) NR
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Johnston 2019 (23) Low red meat Cardiovascular disease 1 RR:0.97 (0.91, 1.04) NA 12 RR: 0.87 (0.75, 1.01) NR
Kansagara 2013 (52) Transfusion All-cause mortality 6 RR:0.94 (0.61, 1.42) 17 11 RR:2.49 (1.4, 4.43) 97
Keag 2018 (84) Caesarean section Urinary incontinence 1 OR: 0.78 (0.56, 1.08) NA 8 OR: 0.56 (0.47, 0.66) 71
Keag 2018 (84) Caesarean section Fecal incontinence 1 OR: 3.07 (0.9, 10.49) NA 5 OR: 1.04 (0.73, 1.48) 72
Kredo 2014 (85) St;‘lﬁll‘rlegtr?v‘hr;a&‘;;f;g;lg All-cause mortality 1 RR: 0.96 (0.82, 1.12) NA 2 RR: 1.23 (1.14, 1.33) 0
Kredo 2014 (85) St:{ii‘r‘ftr?v‘ir‘;ﬁl‘l‘:;‘;;‘g Attrition 1 RR: 0.73 (0.55, 0.97) NA 2 RR: 0.3 (0.05, 1.94) 98
Kredo 2014 (85) Maintaining antiretroviral therapy All-cause mortality 2 RR: 0.89 (0.59, 1.32) 0 1 RR: 0.19 (0.05, 0.78) NA

Li 2014 (54) Exenatide Acute pancreatitis 5 RR: 0.86 (0.22, 3.37) 0 2 RR:0.92 (0.69, 1.22) 0

Li 2016 (53) DDP-4 inhibitors Heart failure 34 RR: 0.9 (0.61, 1.35) 0 4 RR: 1.1 (1.04, 1.16) 0

Li 2016 (53) DDP-4 inhibitors Hospital adf‘;ﬁffrf“ for heart 5 OR: 1.13 (1, 1.27) 0 6 OR: 0.85 (0.74, 0.97) 33
Matthews 2018 (86) Tamoxifen Heart failure 1 RR: 0.52 (0.33,0.71) NA 2 RR: 0.84 (0.65, 1.07) 10
Menne 2019 (87) SGLT-2 inhibitors Acute kidney injury 41 OR: 0.75 (0.66, 0.84) 0 5 OR: 0.4 (0.33, 0.48) 39
Mesgarpour 2017 (88) Erythropoiesis stimulating agents Venous thromboembolism 12 RR: 1.12 (0.9, 1.4) 9 5 RR: 1.87 (0.59, 5.92) 78
Mesgarpour 2017 (88) Erythropoiesis stimulating agents All-cause mortality 17 RR: 0.81 (0.71,0.93) 0 7 RR: 1.07 (0.65, 1.77) 91
Moberley 2013 (89) Pneum"c"cvilcli’l?gsamharide Invasive dri’;‘:a‘;‘:"coccal 10 OR: 0.26 (0.14, 0.45) 0 2 OR: 0.57 (0.36, 0.89) 0
Molnar 2015 (35) Neoral (Cyclosporin) Acute rzz;tslggl‘l’tf kidney 2 OR: 1.23 (0.64, 2.36) 11 2 OR: 0.47 (0.27, 0.83) 0
Navarese 2013 (90) Early intervention for NSTE-ACS All-cause mortality 7 OR: 0.83 (0.64, 1.09) 0 4 OR: 0.8 (0.63, 1.02) 78
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Navarese 2013 (90) Early intervention for NSTE-ACS Myocardial infarction 7 OR: 1.15 (0.65, 2.01) 81 3 OR: 0.86 (0.69, 1.08) 86
Navarese 2013 (90) Early intervention for NSTE-ACS Major bleeding 7 OR: 0.76 (0.56, 1.04) 0 3 OR: 1.12 (0.69, 1.82) 92
Nelson 2010 (36) Caesarean section Anal incontinence, feces 1 OR: 1 (0.49, 2.05) NA 11 OR: 0.91 (0.72, 1.16) 0
Nelson 2010 (36) Caesarean section Anal incontinence, flatus 1 OR: 0.83 (0.51, 1.36) NA 4 OR: 1.02 (0.87, 1.2) 0

. . Ceramic-on-ceramic bearings for R . .
Nieuwenhuijse 2014 (37) total hip arthroplasty Harris Hip Score 7 MD: -0.23 (-1.09, 0.63) 24 3 MD: -0.5 (-2.09, 1.09) 62
Nieuwenhuijse 2014 (37) High-flexion total knee Flexion 20 MD: 1.68 (0.28, 3.08) 45 26 MD: 3.78 (1.64, 5.92) 78

arthroplasty
Nieuwenhuijse 2014 (37) Gender-specific total knee Flexion-extension range 6 MD: 1.41 (-0.17, 2.99) 6 2 MD: 3.15 (-0.03, 6.34) 29
arthroplasty

Nikooie 2019 (55) Second generation antipsychotics Sedation 6 RR: 1.26 (0.92,1.72) 0 3 RR: 1.84 (0.4, 8.54) 34
Nikooie 2019 (55) Second generation antipsychotics Neurologic outcomes 6 RR: 0.45 (0.2, 1.01) 0 5 RR: 0.76 (0.59, 0.99) 0
Ochen 2019 (91) Surgery for achilles tendon rupture Re-rupture 10 RR: 0.4 (0.24, 0.69) 0 18 RR: 0.42 (0.28, 0.64) 31
Ochen 2019 (91) Surgery for achilles tendon rupture Complications 9 RR:3.26 (1.26, 8.41) 74 15 RR:2.93 (2.28,3.75) 0
Pittas 2010 (60) Vitamin D Hypertension 1 RR: 1.01 (0.97, 1.05) NA 3 RR:0.57 (0.41, 0.79) 0
Raman 2013 (38) Carotid endarterectomy Ipsilateral stroke 3 RR: 0.72 (0.58, 0.9) 0 2 RR: 0.47 (0.05, 4.46) 83
Raman 2013 (38) Carotid endarterectomy Stroke 3 RR: 0.68 (0.56, 0.82) 18 3 RR:0.73 (0.43,1.22) 0
Raman 2013 (38) Carotid artery stenting Periprocedural stroke 2 RR: 1.75 (0.87, 3.52) 0 5 RR: 1.91 (1.72,2.11) 7
Schweizer 2013 (39) Nasal deconolization Surgical site infection 5 RR: 0.63 (0.36, 1.13) 50 6 RR: 0.4 (0.28, 0.57) 0
Schweizer 2013 (39) Glycopeptide prophylaxis Surgical site infection 8 RR: 1.13 (0.9, 1.42) 0 7 RR:0.34 (0.11, 1.1) 83
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Silvain 2012 (40) Enoxaparin All-cause mortality 6 RR: 0.88 (0.7, 1.1) 0 RR: 0.49 (0.39, 0.62) 2
Silvain 2012 (40) Enoxaparin Major bleeding 9 RR: 0.88 (0.62, 1.24) 53 RR: 0.72 (0.56, 0.93) 0
Silvain 2012 (40) Enoxaparin ﬁ;::;;ﬁﬁ‘fgi‘ctzo‘g 13 RR: 0.86 (0.74, 0.99) 21 RR: 0.44 (0.35, 0.55) 0
Suthar 2012 (26) Antiretroviral therapy Tuberculosis infection 2 HR: 0.5 (0.34, 0.75) 0 HR: 0.32 (0.25, 0.41) 27
Te Morenga 2013 (61) Sugar Weight gain 10 MD: 0.75 (0.3, 1.19) 82 MD: 0.31 (-0.07, 0.68) 99
Te Morenga 2013 (61) Sugar Body Mass Index 3 MD: -0.06 (-0.15, 0.04) 0 MD: 0.02 (0.00, 0,05) 75
Thomas 2010 (92) Influenza vaccines Influenza-like illness 3 RR: 0.71 (0.55,0.9) 45 RR: 0.31 (0.26, 0.36) NA
Tickell-Painter 2017 (93) Mefloquine b isifinvt;?;‘eag;’f‘e‘c‘ge to 3 RR: 2.86 (1.53, 5.31) 0 RR: 2.73 (1.83, 4.08) 33
Tickell-Painter 2017 (93) Mefloquine Serious agtYfercstZ events or 3 RR: 0.7 (0.14, 3.53) 0 RR: 3.08 (0.39, 24.11) 0
Tickell-Painter 2017 (93) Mefloquine Nausea 2 RR: 1.35(1.05, 1.73) 0 RR: 1.85(1.42,2.43) 0
Tricco 2018 (45) Live-attenuated zoster vaccines Suspected Herpes Zoster 5 RR: 0.61 (0.48,0.93) 0 RR: 0.48 (0.27, 0.84) 99
Vinceti 2018 (59) Selenium Cancer 5 RR:0.99 (0.86, 1.14) 46 RR: 0.75 (0.59, 0.94) 46
Vinceti 2018 (59) Selenium Cancer mortality 2 RR: 0.81 (0.49, 1.32) 79 RR: 0.77 (0.6, 0.97) 66
Vinceti 2018 (59) Selenium Colorectal cancer 3 RR:0.74 (0.41, 1.33) 48 RR: 0.82(0.72, 0.94) 0
Wilson 2011 (41) Traditional birth attendants Perinatal mortality 5 RR: 0.76 (0.64, 0.88) 66 RR: 0.82 (0.38, 1.78) NA
Wilson 2011 (41) Traditional birth attendants Neonatal mortality 6 RR: 0.79 (0.69, 0.88) 41 RR: 0.8 (0.47, 1.37) 0
Wilson 2019 (42) Unicompartimental knee Venous thromboembolism 2 RR: 0.24 (0.04, 1.37) 0 RR: 0.41 (0.29, 0.57) 30

arthroplasty




Unicompartimental knee
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Wilson 2019 (42) arthroplasty Flexion-extension range MD: -4.58 (-10.75, 1.59) 95 11 MD: -8.43 (-10.15, -6.71) 86
. Unicompartimental knee . . ) .

Wilson 2019 (42) Operation duration MD: -1.72 (-11.89, 8.45) 90 8 MD: -23.8 (-40.43, -7.17) 99
arthroplasty

Yank 2011 (44) Recombinant factor VII All-cause mortality RR: 1.4 (0.49, 4.02) 0 2 RR:0.91 (0.39, 2.12) 0

Yank 2011 (44) Recombinant factor VII Thromboembolism RR:2.06 (0.48, 8.84) 16 2 RR: 1.81 (0.67,4.87) 0

Everolimus-eluting bioresorbable . . .
Zhang 2016 (94) Stent thrombosis OR: 2.05 (0.95,4.43) 0 3 OR: 2.32 (1.06, 5.07) 0
vascular scaffold
Zhang 2016 (94) Everolimus-eluting bioresorbable All-cause mortality OR: 0.96 (0.46, 2) 45 4 OR: 0.57 (0.23, 1.44) 0
vascular scaffold
Everolimus-eluting bioresorbable Coronary heart disease . .

Zhang 2016 (94) vascular scaffold mortality OR: 1.4 (0.45,4.33) 44 4 OR: 0.81 (0.38,1.7) 0

Zhang 2017 (95) Percutaneous coronary All-cause mortality HR: 1 (0.79, 1.26) 22 17 HR: 1.08 (0.92, 1.26) 37
Intervention

Zhang 2017 (95) Percutaneous coronary Cardiovascular mortality HR: 1 (0.72, 1.39) 21 5 HR: 1.08 (0.51, 2.29) 78
ntervention

Zhang 2017 (95) Percutaneous coronary Myocardial infarction HR: 1.39 (0.85, 2.27) 58 5 HR: 2.01 (1.64, 2.45) 0
Intervention

Ziff 2015 (96) Digoxin All-cause mortality RR:0.99 (0.93, 1.05) 0 8 RR: 1.61 (1.31,1.97) 65

Ziff 2015 (96) Digoxin Cardiovascular mortality RR: 1.01 (0.94, 1.08) 0 3 RR:2.53 (1.12,5.71) 96

Ziff 2015 (96) Digoxin Hospital admission RR: 0.94 (0.9, 0.99) 65 4 RR: 0.91 (0.87,0.95) 64

DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; NA= not applicable; NR= not reported; NSTE-ACS= non-ST elevation acute coronary syndrome; SGLT-2= sodium glucose transporter 2.
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Figures S2a to S7: Forest Plots
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Clopidogrel
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Digoxin
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Vitamin D
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Starting and maintaining antiretroviral therapy
Starting and maintaining antiretroviral therapy
Maintaining antiretroviral therapy
Tamoxifen
Vitamin D
Antiretroviral therapy
Influenza vaccines
Selenium
Selenium
Selenium

17 = 69%. <> = 0.0614, p <0.01
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Outcome

Delirium
All-cause mortality
Cardiovascular disease
Coronary heart disease
Coronary heart disease mortality
Coronary heart disease incidence
Low treatment success
Low treatment completion
All-cause mortality
HIV infection
Failure or incomplete abortion
Complications
Abortion failure and complications
All-cause mortality
Major bleeding
Coronary heart disease
All-cause mortality
Major bleeding
Main composite ischemic endpoint
Breast cancer
All fractures
Vertebral fracture
Hip fracture
Cerebrovascular disease
Coronary heart disease
Coronary heart disease
Coronary heart disease
Cardiovascular mortality
Conversion to clinically definite multiple sclerosis
Early all-cause mortality
Mid-term all-cause mortality
Pyelonephritis
All-cause mortality
Deep infection
All-cause mortality
Influenza-like iliness
Influenza
Influenza
Influenza-like illness
Colorectal neoplasms
All-cause mortality
Cardiovascular mortality
Cardiovascular disease
Urinary incontinence
Fecal incontinence
failure
Hospital admission for heart failure
Acute kidney injury
Venous thromboembolism
All-cause mortality
Invasive pneumococcal disease
All-cause mortality
Myocardial infarction
Major bleeding
Anal incontinence, feces
Anal incontinence, flatus
Sedation
Neurologic outcomes
Re-rupture
Complications
Periprocedural stroke
Surgical site infection
Surgical site infection
Suspected Herpes Zoster
Perinatal mortality
Neonatal mortality
All-cause mortality
Thromboembolism
All-cause mortality
Cardiovascular mortality
Myocardial infarction

All-cause mortality
All-cause mortality
Colorectal cancer mortality
Colorectal cancer incidence
Erectile dysfunction
Urinary incontinence
Erectile dysfunction
All-cause mortality
Stroke
Stroke mortality or dependency
Long-term all-cause mortality
High birth weight
Large-for-gestational age neonate
Shoulder dystocia
All-cause mortality
Reoperation
Dislocation
Acute pancreatitis
Acute rejection of kidney transplant
Ipsilateral stroke

Stroke
All-cause mortality
Major bleeding
All-cause mortality or myocardial infarction
Discontinuation due to adverse effects
Serious adverse events or effects
Nausea
Venous thromboembolism
Stent thrombosis
All-cause mortality
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All-cause mortali
Cardiovascular mortality
Hospital admission

All-cause mortality
Colorectal cancer
Breast cancer
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All-cause mortality
All-cause mortality
Attrition
All-cause mortality
Heart failure
Hypertension
Tuberculosis infection
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Cancer
Cancer mortality
Colorectal cancer
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Figure S2b. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence from
randomized controlled trials vs. cohort studies stratified by intervention/ exposure similarity degree.

CSs= cohort studies; DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; HR= hazard ratio;
NSTE-ACS= non-ST elevation acute coronary syndrome; OR= odds ratio; RCTs= randomized controlled trials; RHR= ratio of

hazard ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR=ratio of risk ratios; SGLT-2= sodium glucose transporter 2.
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Second generation antipsychotics
Second generation antipsychotics
Nasal deconolization
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Figure S2c. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence from
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CSs= cohort studies; DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; HR= hazard ratio;
NSTE-ACS= non-ST elevation acute coronary syndrome; OR= odds ratio; RCTs= randomized controlled trials; RHR= ratio of hazard

ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR= ratio of risk ratios; SGLT-2= sodium glucose transporter 2.
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Systematic review, year Intervention/Exposure Outcome Ratio of RRs/ ORs/HRs  RRR/ ROR/ RHR 95%-Cl Weight
more or less identical
Abou-Setta, 2011 Nerve block Delirium e 1.38 [0.37; 5.08] 0.29%
Abou-Setta, 2011 Spinal anesthesia All-cause mortality —f— 1.99 [0.51; 7.71]  0.2%
Aburto, 2013 Sodium All-cause mortality —- 0.74 [0.46; 1.22] 0.9%
Ahmad, 2015 Intra-aortic balloon pump All-cause mortality o 0.94 [0.50; 1.78] 0.7%
Alexander, 2017 A and EPA Coronary heart disease 3 115 [0.98; 1.33] 1.6%
Alexander, 2017 DHA and EPA Coronary heart disease mortality 1.30 [1.07; 1.57] 1.6%
Alexander, 2017 DHA and EPA Coronary heart disease incidence R 114 [0.75; 1.73]  1.0%
Alipanah, 2018 Self-administered therapy Low treatment success 0.85 [0.75; 0.98] 1.7%
Alipanah, 2018 Self-administered therapy Low treatment completion . 1.40 [0.94; 2.08] 1.1%
Alipanah, 2018 Self-administered therapy All-cause mortality ] 0.54 [0.30; 0.96] 0.7%
Anglemyer, 2013 Antiretroviral therapy HIV infection — 0.19 : 0. 0.3%
Barnard, 2015 Surgical abortion by mid-level providers Failure or incomplete abortion e 1.20 0.1%
Barnard, 2015 Surgical abortion by mid-level providers omplications R 0.76 0.1%
Barnard, 2015 Surgical abortion by mid-level providers Abortion failure and complications e 2.31 0.0%
Bellemain-Appaix, 2012 Clopidogrel All-cause mortality e 1.01 0.8%
Bellemain-Appaix, 2012 Clopidogrel Major bleeding e 1.02 1.0%
Bellemain-Appaix, 2012 Clopidogrel Coronary heart disease B 1.01 1.4%
Bellemain-Appaix, 2014 P2Y12 inhibitors All-cause mortality e 1.33 0.4%
Bellemain-Appaix, 2014 P2Y12 inhibitors Major bleeding e 1.29 0.9%
Bellemain-Appaix, 2014 P2Y12 inhibitors Main composite ischemic endpoint - 1.08 1.0%
Bloomfield, 2016 Mediterranean diet Breast cancer e 0.55 0.6%
Bolland, 2015 Calcium All fractures 0.88 1.7%
Bolland, 2015 Calcium Vertebral fracture =| 0.61 1.3%
Bolland, 2015 Calcium Hip fracture . 0.87 1.3%
Brenner, 2014 Sigmoidoscopy Colorectal cancer mortality = 1.22 1.3%
Chowdhury, 2012 Omega-3 Cerebrovascular disease : 1.09 1.6%
Chowdhury, 2014a a-linolenic acid Coronary heart disease -t 0.98 1.1%
Chowdhury, 2014a Omega-3 Coronary heart disease " 1.08 1.7%
Chowdhury, 2014a Omega-6 Coronary heart disease o.88 1.5%
Chowdhury, 2014b Vitamin D All-cause mortality ; 1.42 1.7%
Chung, 2011 Vitamin D Colorectal cancer 1.09 0.8%
Chung, 2011 Vitamin D Breast cancer —_—t 1.00 0.2%
Chung, 2016 Calcium Cardiovascular mortality 1.06 1.4%
Fenton, 2018 Radiation therapy Erectile dysfunction 0.70 1.5%
Fenton, 2018 Radical Prostatectomy Urinary incontinence 078 0.8%
Fenton, 2018 Radical Prostatectomy Erectile dysfunction [ 4 1.07 1.3%
Filippini, 2017 Disease-modifying drugs Conversion to clinically definite multiple sclerosis e 1.08 0.9%
Fluri, 2010 Extracranial-intracranial arterial bypass All-cause mortality —"- 0.81 0.8%
Fluri, 2010 Extracranial-intracranial arterial bypass Stroke - 1.24 1.0%
Fluri, 2010 Extracranial-intracranial arterial bypass Stroke mortality or dependency e 117 0.8%
Gargiulo, 2016 Transcatheter aortic valve Early all-cause mortality —t 0.74 0.8%
Gargiulo, 2016 Transcatheter aortic valve Mid-term all-cause mortality — 0.90 1.1%
Transcatheter aortic valve Long-term all-cause mortality ] 0.61 0.8%
Treating gestational diabetes mellitus High birth weight —f— 072 0.4%
Treating gestational diabetes mellitus Large-for-gestational age neonate RS 1.30 0.8%
Hartling, 2013 Treating gestational diabetes mellitus Shoulder dystocia e 111 0.4%
Henderson, 2019 Treating asymptomatic bacteriuria Pyelonephritis i 0.83 0.4%
Higgins, 2016 Bacillus Calmette-Guérin All-cause mortality - 1.46 0.6%
Higgins, 2016 Measles containing vaccines All-cause mortality b 1.40 0.9%
Hopley, 2010 Total hip arthroplasty Reoperation E 2.42 0.2%
Hopley, 2010 Total hip arthroplasty Dislocation e 3.09 0.1%
Hopley, 2010 Total hip arthroplasty Deep infection e 1.88 0.2%
Hupfl, 2010 Chest-co y y resuscitation All-cause mortality 0.79 1.4%
Jamal, 2013 Non-calcium-based phosphat binders All-cause mortality = 0.88 1.4%
Jefterson, 2010 Parenteral influenza vaccine Influenza-like iliness 0.78 1.4%
Jefterson, 2010 Parenteral influenza vaccine Influenza 0.84 0.5%
Jefferson, 2012 Inactivated influenza vaccines Influenza 2.05 0.5%
Jefferson, 2012 Inactivated influenza vaccines Influenza-like illness 2.21 0.2%
Johnston, 2019 ed meal All-cause mortality : 1.08 1.7%
Johnston, 2019 Red meat Cardiovascular mortality - 1.16 1.5%
Johnston, 2019 Red meat Cardiovascular disease 111 1.6%
Keag, 2018 Caesarean section Urinary incontinence . 1.39 1.1%
Keag, 2018 Caesarean section Fecal incontinence G 2.95 0.2%
Kredo, 2014 Starting and maintaining antiretroviral therapy All-cause mortality 078 1.6%
Kredo, 2014 Starting and maintaining antiretroviral therapy Atrition R 2.43 0.1%
Kredo, 2014 Maintaining antiretroviral therapy All-cause mortality e 468 0.2%
Li, 2016 DDP-4 inhibitors Heart failure s 0.82 1.1%
Li, 2016 DDP-4 inhibitors Hospital admission for heart failure 1.33 1.6%
Matthews, 2018 Tamoxifen Heart failure 1 0.62 1.0%
Menne, 2019 SGLT-2 inhibitors Acute kidney injury 1.88 1.5%
Mesgarpour, 2017 Erythropoiesis stimulating agents Venous thromboembolism e 0.60 0.3%
Mesgarpour, 2017 Erythropoiesis stimulating agents All-cause mortality et 0.76 0.8%
Moberley, 2013 Pneumococcal polysaccharide vaccines Invasive pneumococcal disease e 0.46 0.5%
Molnar, 2015 Neoral (Cyclosporin) Acute rejection of kidney transplant | 2.62 0.4%
Navarese, 2013 Early intervention for NSTE-ACS All-cause mortality = 1.04 1.2%
Navarese, 2013 Early intervention for NSTE-ACS Myocardial infarction e 1.34 0.7%
Navarese, 2013 Early intervention for NSTE-ACS Major bleeding = 0.68 0.7%
Nelson, 2010 Caesarean section Anal incontinence, feces —— 1.10 0.5%
Nelson, 2010 Caesarean section Anal incontinence, flatus —} 0.81 0.8%
Ochen, 2019 Surgery for achilles tendon rupture Re-rupture — 0.95 0.6%
Ochen, 2019 Surgery for achilles tendon rupture Complications — 111 0.4%
Pittas, 2010 Vitamin D Hypertension - 1.77 1.2%
Raman, 2013 Carotid endarterectomy Ipsilateral stroke — 1.53 0.1%
Raman, 2013 Carotid endarterectomy Stroke e 0.93 0.8%
Raman, 2013 Carotid artery stenting Periprocedural stroke —- 0.92 0.6%
Schweizer, 2013 Nasal deconolization Surgical site infection I - 1.57 0.6%
Schweizer, 2013 Glycopeptide prophylaxis Surgical site infection = 3.32 0.3%
Silvain, 2012 Enoxaparin All-cause mortality - 1.80 1.2%
Silvain, 2012 Enoxaparin Major bleeding = 1.22 1.0%
Silvain, 2012 arin All-cause mortality or myocardial infarction - 1.95 1.4%
Suthar, 2012 Antiretroviral therapy Tuberculosis infection L 1.56 0.9%
Thomas, 2010 Influenza vaccines Influenza-like iliness = 229 1.3%
Tickell-Painter, 2017 Mefloquine Discontinuation due to adverse effects — 1.05 0.5%
Tickell-Painter, 2017 Mefloquine ausea | 073 1.1%
Tricco, 2018 Live-attenuated zoster vaccines Suspected Herpes Zoster R 1.27 0.6%
Vinceti, 2018 elenium Cancer mortality e 1.05 0.8%
Vinceti, 2018 Selenium Colorectal cancer S 0.90 0.7%
Wilson, 2011 Traditional birth attendants Perinatal mortality — 0.93 0.5%
Wilson, 2011 Traditional birth attendants Neonatal mortality - 0.99 0.8%
Wilson, 2019 i Venous thromboembolism —t 0.59 0.1%
Yank, 2011 All-cause mortality —t— 1.54 0.2%
Yank, 2011 Thromboembolism — 1.14 0.1%
Zhang, 2016 Everolimus-eluting bioresorbable vascular scaffold Stent thrombosis — 0.88 0.3%
Zhang, 2016 Everolimus-eluting bioresorbable vascular scaffold All-cause mortality R 1.68 0.3%
Zhang, 2016 Everolimus-eluting bioresorbable vascular scaffold Coronary heart disease mortality e 1.73 0.2%
coronary i All-cause mortality = 0.93 1.3%
coronary Cardiovascular mortality o 0.93 0.5%
coronary Myocardial infarction ] 0.69 0.8%
Digoxin All-cause mortality 0.61 1.5%
Digoxin Cardiovascular mortality e 0.40 0.5%
Digoxin Hospital admission 1.03 1.8%
model 1.04 93.6%
Prediction interval i
similar but not identical
Aburto, 2013 Sodium Cardiovascular disease — 0.94 [0.62; 1.44] 1.0%
Brenner, 2014 sigmoidoscopy Colorectal cancer incidence = 1.64 [1.19; 1.2%
Kansagara, 2013 Transfusion All-cause mortality e 0.38 [0.18; 0.6%
Li, 2014 Exenatide Acute pancreatitis — 0.93 [0.23; 0.2%
Nikooie, 2019 Second generation antipsychotics Sedation e 0.68 [0.14; 0.2%
Nikooie, 2019 Second generation antipsychotics Neurologic outcomes —t 0.59 [0.25; 0.4%
Tickell-Painter, 2017 Mefloquine Serious adverse events or effects —_— 0.23 [0.02; 0.1%
Vinceti, 2018 Selenium Cancer b 1.32 [1.01; 1.4%
Random effects model < 0.92 [0.62 5.0
Prediction interval —_— [0.31
Jin, 2012 Total flavonoids Colorectal neoplasms = 1.43]  1.4%
Random effects model > 1.43 1.4
Prediction interval
Random effects model 1.04 [0.97; 1.11] 100.0%
Prediction interval [0.63; 1.71]
Heterogeneity: I° = 69%, 1° = 0.0614, p < 0.01

0.1 051
RR/ OR/ HR in RCTs < RR/ OR/ HR in CSs

2 10
RR/ OR/ HR in RCTs > RR/ OR/ HR in CSs

Figure S2d. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence from
randomized controlled trials vs. cohort studies stratified by outcome similarity degree.

CSs= cohort studies; DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; HR= hazard
ratio; NSTE-ACS= non-ST elevation acute coronary syndrome; OR= odds ratio; RCTs= randomized controlled trials; RHR=
ratio of hazard ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR= ratio of risk ratios; SGLT-2= sodium glucose transporter
2.
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Figure S3. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence from
randomized controlled trials vs. cohort studies stratified by intervention-type.
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Systematic review, year Intervention/Exposure Outcome Ratio of RRs/ ORs/ HRs RRR/ ROR/ RHR 95%-ClI Weight
Abou-Setta, 2011 Nerve block Delitium — 1.38 [037: 508] 05%
Abou-Setta, 2011 Spinal anesthesia All-cause mortality —_ 199 [051; 7.71] 05%
Bamaid, 2015 Suigical abortion by mid-level pioviders Failuie o i b 1.20 [0.08;1790] 0.1%
Bamaid, 2015 Suigical abortion by mid-level pioviders Complications —_—t 0.76 [0.11; 530] 02%
Bamaid, 2015 Suigical abortion by mid-level pioviders Abortion failuie and i 231 [0.11;4653] 0.1%
Bienner, 2014 S i Colorectal cancer incidence E 164 [1.19; 227] 62%
Fenton, 2018 Radiation theiapy Erectile dysfunction 0.70 [0.58; 0.85] 11.6%
Fenton, 2018 Radical Piostatectomy Usinaty incontinence —r 0.78 [046; 1.32] 28%
Fenton, 2018 Radical Prostatectomy Erectile dystunction - 107 [081; 142] 75%
Fluii, 2010 Extiacianial-intractanial artetial bypass All-cause mortality —r . 140] 26%
Flusi, 2010 Extiacianial-intracianial anterial bypass Stioke - ; 194] 37%
Fluii, 2010 Extiacianial-intracianial anterial bypass Stioke mortality or dependency - ; 200] 28%
Gaigiulo, 2016 Tianscathetsr aoritic valve Eaily all-cause montality —=r ;124] 20%
Gaugiulo, 2016 Tianscatheter aoitic valve Mid-term all-cause mortality - .60; 1.34] 45%
Gaigiulo, 2016 Tianscatheter aoitic valve Long-term all-cause mortality —a- .35; 1.06] 25%
Hopley, 2010 Total hip arthioplasty Reoperation - 242 [063; 9.34] 05%
Hopley, 2010 Total hip arthioplasty Dislocation ————— 3.00 [0.58;1647] 03%
Hopley, 2010 Total hip arthioplasty Deep infection Y 188 [038; 033] 03%
Navaiese, 2013 Eauly intervention for NSTE-ACS All-cause mortality - 1.04 [0.72; 140] 53%
Navaiess, 2013 Eatly intervention for NSTE-ACS Myocaidial infaiction S+ 1.34 [0.73; 245] 22%
Navaiese, 2013 Eaily intervention for NSTE-ACS Major bleeding —1 068 [0.38; 1.21] 24%
Ochen, 2019 Suigery for achilles tendon uptuie Re-ruptuie —_— 095 [049; 186] 18%
Ochen, 2019 Suigery for achilles tendon uptuie Complications —_— 1.11 [042; 207] 09%
Raman, 2013 Cauotid endarteiectomy Ipsilateral stioke —_— 153 [0.16;1462] 02%
Raman, 2013 Caiotid endarteiectomy Stioke - X 162] 26%
Raman, 2013 Cauotid artery stenting Periproceduial stioke —_— 1868) 1.7%
Wilson, 2019 L i knee Venous i 354] 03%
Zhang, 2016 E [ eluting bk scafiold Stent thiombosis —e 265] 0.7%
Zhang, 2016 sluting bi scatfold All-cause mortality —— 545] 06%
Zhang, 2016 Eveiolimus-sluting b bab la: scafiold G y heart disease montality —_— 6.72] 05%
Zhang, 2017 E y : All-cause mortality = 123] 75%
Zhang, 2017 Py yi Cardiovascular mortality —_— 210] 13%
Zhang, 2017 F Myocaudial infarction —=1 1.18] 28%
Random effects r » 1.06 0.5
= 1
Ahmad, 2015 Intia-aortic balloon pump All-cause mortality —— 094 [050; 1.78] 20%
Bienner, 2014 Si i Colorectal cancer mortality = 1.22 [0.92; 1.62] 75%
R g ~ 117 10.90- 151 ) &
roadly
Keag. 2018 Cassaiean section Urinary incontinence ll 139 [0.96; 202] 5.1%
Keag. 2018 Cassaisan saction Facal incontinence +— 205 [0.82:1050] 05%
Nelson, 2010 Caesaiean section Anal incontinence, feces —_— 1.10 [052; 234] 15%
Nelson, 2010 Cassaiean section Anal incontinence, flatus —r 081 [049; 136] 20%
Random eff - 30; 1.8 10.0r
Prec » —_— [ 4.09
Random effects model 1.00 [0.91; 1.10] 100.0%
Prediction interval - [0.79; 1.26]
Helelogenelly: 1 = 25%, <* = 0.0108, p = 0.08 I,

01 0512 10

RR/OR/ HR in RCTs < RR/OR/HR in CSs RA/ OR/ HR in RCTs > RR/ OR/ HR in CSs

Figure S3a. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence
(BoE) from randomized controlled trials vs. cohort studies, BoE with invasive procedures as
intervention stratified by overall PIVECO*-similarity degree.

*PI/ECO= population, intervention/ exposure, comparator, outcome; CSs= cohort studies; HR= hazard ratio; NSTE-
ACS= non-ST elevation acute coronary syndrome; OR= odds ratio; RCTs= randomized controlled trials; RHR= ratio of
hazard ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR= ratio of risk ratios.
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Systematic review, year Intervention/Exposure Outcome Ratio of RRs/ ORs/ HRs RRR/ROR/ RHR 95%-C1 Weight
Alipanah, 2018 Self-administered theiapy Low trieatment success | 0.85 [0.75: 0.98] 4.1%
Alipanah, 2018 Self-administered theiapy Low tieatment completion H— 1.40 [0.94; 208] 3.3%
Alipanah, 2018 Self-administered theiapy All-cause mortality — 054 [0.30; 0.96] 26%
Anglemyer, 2013 Antiretioviral therapy HIV infection B —— 0.19 [0.06; 0.60] 1.2%
Henderson, 2019 Tieating asymptomatic bactetiutia Pyslonephiiti —— 0.83 [0.35; 193] 18%
Kiedo, 2014 Starting and maintaining antirstioviial theiapy All-cause mortality 0.78 [0.66; 093] 4.0%
Kiedo, 2014 Starting and maintaining antirstioviial theiapy Attiition ——— 243 [0.38;1540] 06%
Kiedo, 2014 Maintaining antiretioviial thetapy All-cause mortality ] 468 [1.12;1960] 08%
Matthews, 2018 Tamoxifen Heaut failure - 0.62 [0.39; 098] 3.0%
Suthar, 2012 Antirstioviral therapy Tubeiculosis infection 1.56 [0.98; 240] 3.0%
Tickell-Painter, 2017 Mefloquine Serious adverse avents o1 effects _— 0.23 [0.02; 3.12] 03%
Tickell-Painter, 2017 Mefloquine Nausea - 0.73 [0.51; 1.05] 34%
Zift, 2015 Digoxin All-cause mortality 0.61 [0.50; 0.76] 3.9%
Ziff, 2015 Digoxin Caidiovascular mortality —— 0.40 [0.18; 0.90] 1.9%
Random effects mode! < 9 6: 1.1 1.0

ar but not identica
Bellemain-Appaix, 2012 Clopidogrel All-cause mortality - 1.01 [059; 1.73] 28%
Bellemain-Appaix, 2012 Clopidogrel Major bleeding : 3 1.02 [0.68; 1.53] 32%
Bellemain-Appaix, 2012 Clopidogrel Coronary heart dizease E 4 1.01 [0.77; 1.33] 37%
Bellemain-Appaix, 2014 P2Y12 inhibitors All-cause mortality —|-— 1.33 [051; 351] 15%
Bellemain-Appaix, 2014 P2Y12 inhibitors Major bleeding = 1.20 [0.81; 208] 3.0%
Bellemain-Appaix, 2014 P2Y12 inhibitors Main composite ischemic endpoint +* 1.08 [0.60; 1.68] 3.1%
Filippini, 2017 Dizease-modifying diugs Conversion to clinically definite multiple scleicsis - 1.08 [0.66; 1.78] 29%
Jamal, 2013 Non-calcium-bazed phosphat binde1z All-cause mortality L ] 0.88 [067; 1.15] 37%
Li, 2014 Exanatide Acute pancieatitis e 003 [0.23; 377] 08%
Li, 2018 DDP-4 inhibitors Haait failure - 0.82 [055; 1.22] 33%
Li, 2016 DDP-4 inhibitors Hoepital admission for heart failuie 1.33 [1.11; 1.50] 4.0%
Menne, 2019 SGLT-2 inhibitors kidney injury 1.88 [1.50; 234] 3.9%
Mesgaipour, 2017 Erythiopoiesis stimulating agents Venous thiomboembolism — 0.60 [0.19; 1.94] 12%
Meagaipour, 2017 Erythiopoiesie stimulating agents All-cause mortality - 0.76 [0.45; 1.27] 28%
Molnar, 2015 Neoral (Cyclosporin) Acute isjaction of kidney tiansplant [—— 262 [1.11; 6.19] 18%
Nikooie, 2019 Second generation antipsychotics Sedation —_— 0.68 [0.14; 327] 08%
Nikooie, 2019 Second generation antipesychotics Neuiologic outcomes — 0.59 [0.25; 1.39] 1.8%
Schweizer, 2013 Naszal deconolization Suigical site infection b 1.57 [0.80; 309] 23%
Schweizer, 2013 Glycopeptide prophylaxis Suigical site infection [—— 332 [1.03;10.75] 12%
Silvain, 2012 Enoxaparin All-cause mortality = 1.80 [1.30; 248] 3.5%
Silvain, 2012 Encxaparin Major bleeding —_— 1.22 [0.80; 1.88] 3.1%
Silvain, 2012 Enoxaparin All y o1 my = 1.95 [1.40; 256] 3.7%
Tickell-Painter, 2017 Mefloquine Discontinuation due to adveize sffects —— 1.05 [0.50; 220] 2.1%
Yank, 2011 Recombinant factor VII All-cause mortality —_— 1.54 [0.40; 504] 1.0%
Yank, 2011 Recombinant factor VII Thiombosmbolism —_— 1.14 [0.20; 663] 06%
Zift, 2015 Digoxin Hoepital admission 1.03 [097; 1.10] 4.2%
Random eff 1.20 [1.05; 1.37] 66.0°
Random effects model 1.04 [0.89; 1.21] 100.0%
Prediction interval [0.48; 2.24]
Heterogenedty: = 76%, x* = 0.1385, p <0.01

01 0512 10

RA/OR/ HR in RCTz < RR/OR/HR in CSs  RR/ OR/ HR in RCTs > RR/ OR/ HR in CSs

Figure S3b. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence (BoE)
from randomized controlled trials vs. cohort studies, BoE with drugs as intervention stratified by
overall PI/ECO-similarity degree.

*PI/ECO= population, intervention/ exposure, comparator, outcome; CSs= cohort studies; DDP-4= dipeptidyl peptidase 4;
HR= hazard ratio; OR= odds ratio; RCTs= randomized controlled trials; RHR= ratio of hazard ratios; ROR= ratio of odds

ratios; RR= risk ratio; RRR= ratio of risk ratios; SGLT-2= sodium glucose transporter 2.
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Systematic review, year Intervention/Exposure OQutcome Ratio of RRs/ORs/HRs  RRR/ ROR/ RHR 95%-Cl Weight
Aburto, 2013 Sodium All-cause mortality 1 0.74 [0.46:1.22] 20%
Aburto, 2013 Sodium Cardiovascular disease —_— 094 [062:1.44] 24%
Alexander, 2017 DHA and EPA Coionary heart dissase - 1.15 [0.98;1.33] 58%
Alexander, 2017 DHA and EPA Coionary heart disease mortality s o 1.30 [1.07:157] 52%
Alexander, 2017 DHA and EPA C y heart di incids . 1.14 [0.75:1.73] 24%
Bloomfield, 2016 Meditsriansan dist Bieast cancer 055 [0.29;1.06] 1.3%
Bolland, 2015 Calcium All fractwies - 088 [0.78:0.99] 6.3%
Bolland, 2015 Calcium Vensbial fiactuie —-— 061 [0.45:084] 35%
Bolland, 2015 Calcium Hip fiactuie —= 0.87 [0.66;1.16] 3.8%
Chowdhury, 2012 Omega-3 Ceisbiovazcular dissasze - 1.00 [0.94;1.27] 58%
Chung, 2016 Calcium Cardiovascular mortality —— 1.06 [0.83;1.35] 4.4%
Hartiing, 2013 Tieating gestational diabstes mellitus High birth weight 0.72 [0.30:1.74] 08%
Hartiing, 2013 Tieating gestational diab lituz Laige-for-g i age 130 [0.77:220] 18%
Hartling, 2013 Tieating gestational diabstes mellitus Shoulder dystocia 1.11 [0.44;280] 0.7%
Johnston, 2019 Red meat All-cause monality + 1.08 [1.00;1.17] 6.8%
Johnston, 2019 Red meat Caudiovascular mortality 1 1.16 [0.96:1.41] 5.1%
Johnaton, 2019 Red meat Caidiovascular dizease 1.11 [0.95:1.31] 56%

Chowdhuty, 2014a

a-linolenic acid Coronary heart dissase 098 [068:141] 29%
Chowdhury, 2014a Omega-3 Coronary heart dizease - 1.08 [0.94:1.24] 59%
Chowdhury, 2014a Omega-6 Coionary heart dissase — 088 [0.60;1.11] 45%
Chowdhury, 2014b Vitamin D All-cause mortality 142 [1.31;154] 68%
Chung, 2011 Vitamin D Colotectal cancer 1.00 [064:185] 1.7%
Chung, 2011 Vitamin D Bisast cancst 1.00 [0.25:4.00] 0.3%
Jin, 2012 Total flavonoide Colotectal neoplasms — 1.00 [0.83;1.43] 39%
Pittas, 2010 Vitamin D Hypsrension — 177 [1.27:247] 33%
Vinceti, 2018 Selenium Cancer H—=— 1.32 [1.01;1.73] 4.0%
Vinceti, 2018 Selenium Cancer montality 1.05 [061:182] 1.7%
Vinceti, 2018 Salenium Colotactal cancet 090 [0.40:185] 1.4%
Random effects model = 1.07 [0.98; 1.16] 100.0%
Prediction interval [ — [0.77; 1.48]
Heterogeneity: * = 71%, +* = 0.0233, p <0.01

05 1 2

RR/OR/ HR in RCTs < AR/ OR/ HR in CSs  RR/OR/ HR in RCTe > RR/OR/ HR in CSs

Figure S3c. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence
(BoE) from randomized controlled trials vs. cohort studies, BoE with nutrition as intervention
stratified by overall PI/ECO-similarity degree.

*PI/ECO= population, intervention/ exposure, comparator, outcome; CSs= cohort studies; DHA= docosahexaenoic
acid; EPA= eicosapentaenoic acid; HR= hazard ratio; OR= odds ratio; RCTs= randomized controlled trials; RHR=

ratio of hazard ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR= ratio of risk ratios.
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Systematic review, year Intervention/Exposure Outcome Ratio of RRs/ ORs/ HRs RRR/ ROR/ RHR 95%-Cl Weight
Higgine, 2016 Bacillus Calmette-Guérin All-cause mortality ——H-— 146 [0.75: 284] 10.7%
Higgins, 2016 Measles containing vacci All-cause montality 4 140 [0.88; 222] 13.5%
Jefierson, 2010 P | infl a i Influenza-liks illness -+ 0.78 [0.60; 1.01] 16.2%
Thomas, 2010 Influenza vaccines Influenza-like iinesz - 229 [1.70; 3.08) 15.7%
P
Jefierson, 2010 P | influenza i Influenza 0.84 [0.38; 1.86] 92%
Jefierzon, 2012 I i d infi a i Influenza = 205 [095; 442] 05%
Jefierson, 2012 I i d infl a i Infi a-like ilness 221 [054; 9.04] 45%
Moberley, 2013 Pn | poly harid i | ive p I di 046 [0.22; 0.85] 08%
Tiicco, 2018 Live d zoster [ Susp d Heipes Zoster 127 [0.66; 2.45] 10.9%
i

Random effects model R 1.24 [0.87; 1.75] 100.0%
Prediction interval ) | G— [0.42; 363]
Heterogenelty: /* = 80, =* = 0.1785, p <0.01 f T 1

02 05 1 2 5
RA/OR/ HR in ARCTs < AR/ OR/HR in CSs  RA/ OR/ HR in RCTs > RR/ OR/ HR in CSs

Figure S3d. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence (BoE) from
randomized controlled trials vs. cohort studies, BoE with vaccines as intervention stratified by overall PI/ECO-
similarity degree.

*PI/ECO= population, intervention/ exposure, comparator, outcome; CSs= cohort studies; HR= hazard ratio; OR= odds ratio; RCTs=
randomized controlled trials; RHR= ratio of hazard ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR= ratio of risk ratios.
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Systematic review, year Inter ion/Exp Outc: Ratio of RRs/ ORs/ HRs RRR/ROR/ RHR 95%-Cl Weight
i
Wilson, 2011 Tiaditional birth d Py | ty , 0.93 [0.42;2.04] 326%
Wilgon, 2011 Tiaditional birth attendants Neonatal mortality 0.99 [0.57:1.71] 67.4%
<‘>—
Random effects model E,Z 0.97 [0.62; 1.52] 100.0%
Heterogenelty: = 0%, v =0, p=0.80
05 1 2

RRA/OR/ HR in RCTs < RA/OR/HR in CSs  RR/ OR/ HR in RCTs > RR/ OR/ HR in CSs

Figure S3e. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence (BoE) from
randomized controlled trials vs. cohort studies, BoE with birth assistance as intervention stratified by overall
PI/ECO-similarity degree.

*PI/ECO= population, intervention/ exposure, comparator, outcome; CSs= cohort studies; HR= hazard ratio; OR= odds ratio; RCTs=

randomized controlled trials; RHR= ratio of hazard ratios; ROR= ratio of odds ratios; RR= risk ratio, RRR= ratio of risk ratios.

Systematic review. year Intervention/Exposure Outcome Ratio of RRs/ ORs/HRs  RRR/ ROR/ RHR 95%-C1 Weight
Aburo, 2013 Sodium All-cause mortality —*—I-— 0.74 [0.46;1.22] 2.0%
Aburto, 2013 Sodium Caidiovascular dizease —_— 0.94 [0.62:1.44] 24%
Alexander, 2017 DHA and EPA Coionary heart dizssase = 1.15 [0.98; 1.33] 5.8%
Alexander, 2017 DHA and EPA Coronary heart disease montality iz o 1.30 [1.07:157] 52%
Alexander, 2017 DHA and EPA C y heart di inci —— 1.14 [0.75:1.73] 24%
Bloomfield, 2016 Mediterianean dist Breast cancer — 055 [0.20:1.06] 1.3%
Chowdhury, 2012 Omega-3 Ceiebiovazcular dizeass - 1.00 [0.94:1.27] 58%
Chowdhury, 2014a a-linclenic acid Coionary heart dizsease —— 098 [0.68:1.41] 29%
Chowdhuty, 2014a Omega-3 Coionary heart dizease k2 1.08 [0.94;1.24] 5.9%
Chowdhury, 2014a -6 Coionary heart dizsease — 088 [0.69:1.11] 45%
Hartling, 2013 Tieating gestational diabstes melltus High birth weight 0.72 [0.30:1.74] 08%
Hartling, 2013 Tieating i diab il Lasge-for- i age 1.30 [0.77:2.20]) 1.8%
Hartiing, 2013 Tieating g i diab dystoci 1.11 [0.44:280] 0.7%
Jin, 2012 Total fiavonoids Coloiectal neoplasms — 1.00 [0.83;1.43] 3.9%
Johnston, 2019 Red meat All-cause montality + 1.08 [1.00;:1.17] 6.8%
Johnston, 2019 Red meat Cardiovascular mortality i 1.16 [0.96:1.41] 5.1%
Johnston, 2019 Aed meat Caidiovasculai dizssase (.- 1.11 [095:1.31] 56%
Vinceti, 2018 Selenium Cancer . 1.32 [1.01:1.73] 4.0%
Vinceti, 2018 Selenium Cancer monality 1.05 [0.61:1.82] 1.7%
Vinceti, 2018 Selenium Coloiectal cancer 0.90 [0.49; 1.65] 1.4%
>
-
Bolland, 2015 Calcium All fractuies -+ 088 [0.78:099] 6.3%
Bolland, 2015 Calcium Venebial fiactuie — 0.61 [0.45;0.84] 3.5%
Bolland, 2015 Calcium Hip fiacture —i- 087 [0.66:1.16] 3.8%
Chowdhury, 2014b Vitamin D All-cause mortality 142 [1.31:154] 68%
Chung, 2011 Vitamin D Colotectal cancer 1.00 [0.64;1.85] 1.7%
Chung, 2011 Vitamin D Bieast cancer 1.00 [0.25:4.00] 0.3%
Chung, 2016 Calcium Cardiovascular morntality - 1.06 [0.83:1.35] 4.4%
Pittas, 2010 Vitamin D Hypenension L—‘-— 1.77 [1.27:247] 33%
-
Random effects model > 1.07 [0.98; 1.16] 100.0°¢
Prediction interval s [0.77;1.48]
Heterogenedty: ¥ = 71%, «* = 0.0233, p <0.01
05 1 2

RAR/OR/ HR in ACTs < AR/ OR/ HR in CSs RR/OR/ HR in RCTes > RR/OR/ HR in CSs

Figure S4. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence from
randomized controlled trials vs. cohort studies, exploratory analysis for BoE with nutrition as intervention:
Vitamin D/ Calcium as intervention vs. other nutrition-interventions.

CSs= cohort studies; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; HR= hazard ratio, OR= odds ratio; RCTs=

randomized controlled trials; RHR= ratio of hazard ratios; ROR= ratio of odds ratios; RR= risk ratio, RRR= ratio of risk ratios.
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Neurological
Abou-Setta, 2011
Filippini, 2017

Random effects model
Prediction interval

‘ - F
All-cause mortality

Abou-Setta, 2011
Aburto, 2013

Ahmad, 2015

Alipanah, 2018
Bellemain-Appaix, 2012
Bellemain-Appaix, 2014
Chowdhury, 2014b
Fluri, 2010

Gargiulo, 2016

1
Mesgarpour, 2017
Navarese, 2013

Yank, 2011
Zhang, 2016
Zhang, 2017
Zitf, 2015

Random effects model
Prediction interval

tot

Cardiovascular disease
Aburto, 2013
Alexander, 2017
Alexander, 2017
Alexander, 2017
Bellemain-Appaix, 2012
Bellemain-Appaix, 2014
Chowdhury, 2012
Chowdhury, 2014a
Chowdhury, 2014a
Chowdhury, 2014a

Zhang, 2016
Zhang, 2017

Zhang, 2017

Zitf, 2015

Random effects model
Prediction interval

Infection
Alipanah, 2018
Anglemyer, 2013
Henderson, 2019
Hopley, 2010
Jefferson, 2010
Jefferson, 2010
2012
Jefferson, 2012
Moberley, 2013
Schweizer, 2013

Random effects model
Prediction interva

Drug safety
Alipanah, 2018
Bellema

Tickell-Painter, 2017
Tickell-Painter, 2017
Tickell-Painter, 2017

Hartling, 2013
Hartling, 2013

Keag, 2018

Keag, 2018

Nelson, 2010

Nelson, 2010

Random effects model

Prediction interval

Oncological
Bloomfield, 2016
Brenner, 2014
Brenner, 2014
Chung, 2011
Chung, 2011
Jin, 2012
Vinceti, 2018
Vinceti, 2018
Vinceti, 2018

Random effects model

Bolland, 2015
Hopley, 2010

Hopley, 2010

Ochen, 2019

Ochen, 2019

Wilson, 2019

Random effects model
Prediction interval

Urological
Fenton, 2018

Fenton, 2018

Fenton, 2018

Random effects model
Prediction interval

Random effects model
Prediction interval

Intervention/Exposure

erve block
Disease-modifying drugs

Spinal anesthesia
Sodium
Intra-aortic balloon pump
Self-administered therapy
Clopidogrel
P2Y12 inhibitors
Vitamin D
Extracranial-intracranial arterial bypass
Transcatheter aortic valve
Transcatheter aortic valve
Transcatheter aortic valve
Bacillus Calmette-Guerin
Measles containing vaccines
Chest-compression-only cardiopulmonary resuscitation
on-calcium-based phosphat binders

Transfusion
Starting and maintaining antiretroviral therapy
Maintaining antiretroviral ther:
Erythropoiesis stimulating agents
Early intervention for NSTE-ACS
Enoxaparin
Traditional birth attendants
Traditional birth attendants
Recombinant factor Vi
uting scatfold
Percutaneous coronary intervention
igoxin

Clopidogrel

Extracranial-intracranial arterial bypass
Extracranial-intracranial arterial bypass
Red meat

R
Early intervention for NSTE-ACS
Vi

Carotid endarterectomy
Carotid endarterectomy
Carotid artery stenting
Enoxaparin
uting scatfold
iting scaffold
Percutaneous coronary intervention
Percutaneous coronary intervention
Digoxin

Self-administered therapy
Antiretroviral therap:
Treating asymptomatic bacteriuria
Total hip arthroplasty
Parenteral influenza vaccine
Parenteral influenza vaccine
Inactivated influenza vaccines
Inactivated influenza vaccines

Pn
Nasal deconolization
Glycopeptide prophylaxis
Antiretroviral therapy
nfluenza vaccines
Live-attenuated zoster vaccines.

Self-administered therapy
re

P2Y12 inhibitors
Starting and maintaining antiretroviral therapy
Exenatide
DDP-4 inhibitors.

DDP-4 inhibitors.

Tamoxifen
SGLT-2 inhibitors
Erythropoiesis stimulating agents
Neoral (Cyclosporin)

Early intervention for NSTE-ACS
Second generation antipsychotics
Second generation antipsychotics

Mefloquine
Mefloquine
Recombinant factor ViI
Digoxin

ical abortion by P
ical by P

ical by P
Treating gestational diabetes mellitus
Treating gestational diabetes mellitus
Treating gestational diabetes mellitus

aesarean section
Caesarean section
Caesarean section
Caesarean section

Mediterranean diet
Sigmoidoscopy
Sigmoidoscopy

calcium
Calcium
Calcium
Total hip arthroplasty
Total hip arthroplasty
Surgery for achilles tendon rupture
Surgery for achilles tendon rupture
ur knee

Radiation therapy
Radical Prostatectomy
Radical Prostatectomy

Heterogeneity: 12 = 699, ©° = 0.0614, p < 0.01
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Outcome

Detirium
Conversion to clinically definite multiple sclerosis

All-cause mortality
-cause mortality
-cause mortality
All-cause mortality
All-cause mortality
-cause mortality
-cause mortality
All-cause mortality

Early all-cause mortality

Mid-term all-cause mortality

Long-term all-cause mortality
mortality
e mortality
mortality
mortality
mortality
e mortality
mortality
mortality
mortality
mortality
mortality
Perinatal mortality
Neonatal mortality
All-cause mortality
All-cause mortality

All-cause mortality
All-cause mortality

Cardiovascular disease
Coronary heart disease
Coronary heart disease mortality
Goronary heart disease incidence
Coronary heart disease
Main composite ischemic endpoint
Cerebrovascular disease
Coronary heart disease
Coronary heart disease
Coronary heart disease
Cardiovascular mortality

Stroke mortality or dependency
Cardiovascular mortality
Cardiovascular disease

Myocardial infarction
Hypertension
Ipsilateral stroke

Stroke
Periprocedural stroke

y or
Stent thrombosis
Coronary heart disease mortality

ardiovascular mortality
Myocardial infarction
Cardiovascular mortality

Low treatment success
Vv infection
Pyelonephritis
Deep infection
Influenza-like lliness

nfluenza
Influenza-like iliness

Invasive pneumococcal disease
Surgical site infection
Surgical site infection
Tuberculosis infection
Influenza-like iliness

Suspected Herpes Zoster

Low treatment completion
Major bleeding
Major bleeding
Attrition
Acute pancreatitis
Heart failure
Hospital admission for heart failure
cart failure
Acute kidney injury
Venous thromboembolism
Acute rejection of kidney transplant
Major bleeding
Sedation
Neurologic outcomes
Major bleeding
Discontinuation due to adverse effects
Serious adverse events or effects
ausea
Thromboembolism
Hospital admission

Failure or incomplete abortion
Complications
Abortion failure and complications
High birth weight
Large-for-gestational age neonate
Shoulder dystocia
Urinary incontinence

Anal incontinence, flatus

Breast cancer
Colorectal cancer mortality
Colorectal cancer incidence

Colorectal neoplasms
Cancer

N
ancer mortality
Colorectal cancer

Al fractures
Vertebral fracture
Hip fracture

Complications
Venous thromboembolism

Erectile dysfunction
Urinary incontinence
Erectile dysfunction

Ratio of RRs/ ORs/ HRs

o e B
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Figure S5. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence
randomized controlled trials vs. cohort studies stratified by outcome-category.
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CSs= cohort studies; DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; HR= hazard ratio;
NSTE-ACS= non-ST elevation acute coronary syndrome; OR= odds ratio; RCTs= randomized controlled trials; RHR= ratio of
hazard ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR= ratio of risk ratios; SGLT-2= sodium glucose transporter 2.
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Systematic review, year Intervention/Exposure Outcome Ratio of RRs/ ORs/ HRs RRR/ ROR/ RHR

Abou-Setta, 2011 Nerve block Delirium 138

Aburto, 2013 Sodium All-cause mortality 074

Ahmad, 2015 Intra-aortic balloon pump All-cause mortality - 004

Alexander, 2017 DHA and EPA Coionary hearn dizease 1.15

Alipanah, 2018 Self-administeied theiapy Low ueatment 140

Anglemyer, 2013 Antirstiovial therapy IV infection —_— 0.19

Bamaid, 2015 Suigical abortion by mid-level providers Abortion failure and complications 23

Bellemain-Appaix, 2012 lopidogrel Coionary hean dizease t | 101

Ballemain-Appaix, 2014 P2Y12 inhibitors Major bleeding 120

Bloomfield, 2016 Mediterianean dist Breast cancer 055

Bolland. 2015 Calcium All fractuies 088

Bienner, 2014 Sigmoidoscopy Colotectal cancer incidence !‘- 164

Chowdhury, 2012 Omega-3 Ceiebiovascular dissase - 1.00

Chowdhury, 2014a Omega-3 Coionary hear dizease 1.08

Chowdhury, 2014b Vitamin D All-cause mortality E 142 [131;

Chung. 2011 Vitamin D Colotectal cancer b 1.09 [0.64;

Chung. 2016 Calcium Caudiovascular mortality 1.06 [0.83;

Fenton, 2018 Radical Piostatectomy Urinary incontinence ——[— 078 3

Filippini, 2017 Dissase-modifying diugs Conversion to clinically definite multiple scletosis -+ 1.08 [0.66;

Flwi, 2010 Extiacranial-intracianial anterial bypass Stioke - 124 4

Gaigiulo, 2016 Tianscathetsr aortic valve Mid-term all-cause mortality - 0.90 [0.60;

Harting, 2013 Tieating gestational diabetes meliitus High birth weight 0.72 [0.30;

Henderzon, 2019 Tieating asymptomatic bactetiutia Pyelonephiitiz 083 [0.35;

Higgins, 2016 Measles containing vaccines All-cause mortality 1.40 [0.88;

Hopley, 2010 Total hip arthioplasty Reopeiation 242 [063;

Hipfl, 2010 Chest ) ly Al motality i 079 [0.62;

Jamal, 2013 Non-calcium-based phosphat bindeis All-cause mortality = 088 [0.67;

Jefferson, 2010 Pasenteral influenza vaccine Influenza-like iiness = 0.78 [0.60;

Jefferson, 2012 Inactivated influenza vaccines Influenza-like illness —E—o— 221 [0.54;

Jin, 2012 Total flavonoids Colotectal neoplasms L 1.00 [0.83;

Johnston, 2019 Red meat Cardiovascular mortality 1.16 E

Kansagaia, 2013 Transfusion All-cause mortality —— 038 [0.18;

Keag, 2018 Caesaiean saction Urinary incontinence - 1.39 [0.96; &
Kiedo, 2014 Maintaining antiistiovital theiapy All-cause mortality —— 4.68 [1.12; 19.60] X

Li. 2014 Exenatide Acute pancieatitis —_— 093 E .5%
Li. 2016 DDP-4 inhibitors Heart failute k3 [1:~3 !
Matthews, 2018 Tamoxifen Heart failuie - 062 99
Menne, 2019 SGLT-2 inhibitors Acute kidney injury 188 6%
Mesgaipour, 2017 Erythiopoiesis stimulating agents All-cause mortality - 0.76 B
Mobeiley, 2013 Pneumococcal polysaccharide vaccines Invasive pneumococcal dizease — 046 [022; 095] 12%
Moinai, 2015 Neoial (Cyclospoiin) Acute 1ejection of kidney transplant —— 262 [1.11; 6.19] 1.0%
Navarese, 2013 Eaily intervention for NSTE-ACS All-cause mortality - 104 [0.72; 140] 21%
Neison, 2010 Caesarean saction Anal incontinence, feces —_ 1.10 [052; 234] 1.1%
Nikooie, 2019 Second gensration antipsychotics Sadation —_—] 068 [0.14; 327] 04%
Ochen, 2019 Suigery for achilles tendon rupture Re-upture — 005 [049; 186] 13%
Pittas, 2010 Vitamin D Hypertension & 4 177 [127; 247] 22%
Raman, 2013 Caiotid endarteiectomy Sticke - 083 [053; 162] 16%
Schweizer, 2013 Glycopeptide prophylaxis Suigical site infection —s— 332 [1.03:1075] 06%
Silvain, 2012 Enoxaparin Al montality o1 ial i - 195 [140; 256] 24%
Suthai, 2012 Antiretiovital therapy Tuberculosis infection - 156 [098; 240] 18%
Thomas, 2010 Influenza vaccines Influenza-lke ilness = 229 [1.70; 3.08] 23%
Tickell-Painter, 2017 Mefloquine Discontinuation dus to adverss sffects —— 1.05 [050; 220] 12%
Ticco, 2018 Live-attenuated zoster vaccines Suspectad Heipss Zoster - 127 [066; 245] 13%
Vincsti, 2018 Selenium Cancer = 132 [1.01; 1.73] 24%
Wilson, 2011 Traditional birth attendants Neonatal mortality —_ 099 [057; 1.71] 1.6%
Wilson, 2019 [ knes Venous thromboembolism —_— 050 [0.10; 354] 03%
Yank, 2011 Recombinant factor VII All-cause mortality 154 [040; 594] 05%
Zhang. 2016 Everolimus-sluting biotesoibable vascular scafiold Stent thiombosiz — 088 [029; 265] 0.7%
Zhang. 2017 colonary All-cause mortality L J 093 [0.70; 1.23] 24%
Zift, 2015 Digoxin All-cause mortality 061 [050; 0.76] 26%
Random effects model 1.08 [0.97; 1.20] 100.0%

Prediction interval
Heterogenelty: /* = 76%, «* = 0.0060, p <0.01

[057; 2.03]

01 051 2 10

RA/OR/ HR in RCTes < RR/OR/ HR in CSs RR/ OR/ HR in RCTs > R/ OR/HR in CSs

Figure S6. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence (BoE) from
randomized controlled trials (RCTs) vs. cohort studies, sensitivity analysis including only the BoE-pair with the
highest number of RCTs per systematic review.

CSs= cohort studies; DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; HR= hazard ratio;
NSTE-ACS= non-ST elevation acute coronary syndrome; OR= odds ratio; RCTs= randomized controlled trials; RHR= ratio of hazard

ratios; ROR= ratio of odds ratios; RR= risk ratio; RRR= ratio of risk ratios; SGLT-2= sodium glucose transporter 2.



Systematic review, year

summary estimate from cohort

Abou-Setta, 2011
Abou-Setta, 2011
Aburto, 2013
Aburto, 2013
Alexander, 2017
Alexander, 2017
Alexander, 2017
Alipanah, 2018
Anglemyer, 2013
Bellemain-Appaix, 2012
Bellemain-Appaix, 2012
Bellemain-Appaix, 2014
Bellemain-Appaix, 2014
Bloomfield, 2016
Brenner, 2014
Brenner, 2014
Chowdhury, 2012
Chowdhury, 2014a
Chowdhury, 2014a
Chowdhury, 2014a
Chowdhury, 2014b
Chung, 2011
Chung, 2011
Chung, 2016
Filippini, 2017
Fluri, 2010

Fluri, 2010
Hartling, 2013
Hartling, 2013
Hartling, 2013
Henderson, 2019
Higgins, 2016
Higgins, 2016
Hopley, 2010
Hopley, 2010
Hopley, 2010
Jamal, 2013
Jefferson, 2010
Jefferson, 2010
Jefferson, 2012
Jefferson, 2012
Johnston, 2019
Johnston, 2019
Johnston, 2019
Keag, 2018

Kredo, 2014
Kredo, 2014

Li, 2014

Li, 2016
Matthews, 2018
Menne, 2019
Moberley, 2013
Molnar, 2015
Navarese, 2013
Navarese, 2013
Nelson, 2010
Nikooie, 2019
Ochen, 2019
Pittas, 2010
Raman, 2013
Raman, 2013
Schweizer, 2013
Schweizer, 2013
Silv: 12

Silvain, 2012
Silvain, 2012
Suthar, 2012
Thomas, 2010
Tricco, 2018
Vinceti, 2018
Vinceti, 2018
Vingceti, 2018
Wilson, 2011
Wwilson, 2011
Wilson, 2019
Yank, 2011
Zhang, 2016
Zhang, 2016
Ziff, 2015
Random effec
Prediction int

model
val

summary estimate from c

Ahmad, 2015
Alipanah, 2018
Alipanah, 2018
Barnard, 2015
Barnard, 2015
Barnard, 2015
Bellemain-Appaix, 2012
Bellemain-Appaix, 2014
Bolland, 2015
Bolland, 2015
Bolland, 2015
Fenton, 2018
Fenton, 2018
Fenton, 2018

Fluri, 2010
Gargiulo, 2016
Gargiulo, 2016
Gargiulo, 2016
Hapfl, 2010

Jin, 2012
Kansagara, 2013
Keag, 2018

Kredo, 2014

Li, 2016
Mesgarpour, 2017
Mesgarpour, 2017
Navarese, 2013
Nelson, 2010
Nikooie, 2019
Ochen, 2019
Raman, 2013
Tickell-Painter, 2017
Tickell-Painter, 2017
Tickell-Painter, 2017
Yank, 2011

Zhang, 2016

Zhang, 2017

Zhang, 2017

Zhang, 2017

Ziff, 2015

Ziff, 2015

Random effects mo.
Prediction interval

Random effects model
Prediction interval

Intervention/Exposure

study <1
Nerve block
Spinal anesthesia
Sodium
Sodium
DHA and EPA
DHA and EPA
DHA and EPA
Self-administered therapy
Antiretroviral therapy
Clopidogrel
Clopidogrel
P2Y12 inhibitors
P2Y12 inhibitors
Mediterranean diet
Sigmoidoscopy
Sigmoidoscopy
Omega-3
a-linolenic acid
Omega-3
Omega-6
Vitamin D
Vitamin D
Vitamin D
Calcium
Disease-modifying drugs
Extracranial-intracranial arterial bypass
Extracranial-intracranial arterial bypass
Treating gestational diabetes mellitus
Treating gestational diabetes mellitus
Treating gestational diabetes mellitus
Treating asymptomatic bacteriuria
Bacillus Calmette-Guérin
Measles containing vaccines
Total hip arthroplasty
Total hip arthroplasty
Total hip arthroplasty
Non-calcium-based phosphat binders
Parenteral influenza vaccine
Parenteral influenza vaccine
Inactivated influenza vaccines
Inactivated influenza vaccines
Red meat
Red meat
Red meat
Caesarean section
Starting and maintaining antiretroviral therapy
Maintaining antiretroviral therapy
Exenatide
DDP-4 inhibitors
Tamoxifen
SGLT-2 inhibitors
Pneumococcal polysaccharide vaccines
Neoral (Cyclosporin)
Early intervention for NSTE-ACS
Early intervention for NSTE-ACS
Caesarean section
Second generation antipsychotics
Surgery for achilles tendon rupture
Vitamin D
Carotid endarterectomy
Carotid endarterectomy
Nasal deconolization
Glycopeptide prophylaxis
Enoxaparin
Enoxaparin
Enoxaparin
Antiretroviral therapy
Influenza vaccines
Live-attenuated zoster vaccines
Selenium
Selenium
Selenium
Traditional birth attendants
Traditional birth attendants
Unicompartimental knee arthroplasty
Recombinant factor VII
Everolimus-eluting bioresorbable vascular scaffold
Everolimus-eluting bioresorbable vascular scaffold
Digoxin

ohort

idy >=1
Intra-aortic balloon pump
Self-administered therapy
Self-administered therapy
Surgical abortion by mid-level providers
Surgical abortion by mid-level providers
Surgical abortion by mid-level providers
Clopidogrel
P2Y12 inhibitors
Calcium
Calcium
Calcium
Radiation therapy
Radical Prostatectomy

adical Prostatectom
Extracranial-intracranial arterial bypass
Transcatheter aortic valve
Transcatheter aortic valve
Transcatheter aortic valve

Chest-compression-only cardiopulmonary resuscitation

Total flavonoids
Transfusion
Caesarean section
Starting and maintaining antiretroviral therapy
DDP-4 inhibitors
Erythropoiesis stimulating agents
Erythropoiesis stimulating agents
Early intervention for NSTE-ACS
Caesarean section
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Figure S7. Forest plot for binary outcomes, pooled ratio of ratios (RoR) for bodies of evidence from

randomized controlled trials vs. cohort studies, sensitivity analysis by direction of cohort study summary

effect estimate (HR, OR, RR<1 vs. HR, OR, RR > 1).

Weight

100.0%

CSs= cohort studies; DDP-4= dipeptidyl peptidase 4; DHA= docosahexaenoic acid; EPA= eicosapentaenoic acid; HR= hazard
ratio; NSTE-ACS= non-ST elevation acute coronary syndrome; OR= odds ratio; RCTs= randomized controlled trials; RHR= ratio
of hazard ratios; ROR= ratio of odds ratios; RR=risk ratio; RRR= ratio of risk ratios; SGLT-2= sodium glucose transporter 2.



