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Appendix S1: Search strategy for systematic reviews in MEDLINE via PubMed

ID Search

#1 "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 "PLo0S medicine"[Journal] OR "BMC medicine"[Journal] OR
"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]

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

#3 "random*"'[Title/Abstract] OR "placebo"[Title/Abstract] OR "clinical trials as
topic"[MeSH Terms:noexp] OR "trial"[Title]

#4 "epidemiolog*"[Title/Abstract] OR "cohort stud*"[Title/Abstract] OR
"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




Table S1: Explanation and definition for Population (P), Intervention/Exposure (I/E), Comparator (C), Outcome (O) similarity degree

Rating Population Intervention/Exposure Comparator Outcome
Same health status and type of Same drug, invasive procedure, :ﬂauﬂ?tfgﬁgpﬁgéggﬁ',\fNpgfgf%\r,s Same outcome
population nutrition-intervention or vaccine intake: LOW intake Vs 'Low intake
1= e.g.
« -Both BoE with either healthy
more or less . e.g.
identical” populgnon, ggneral €4g. . -Both no Enoxaparin
population or diseased - Both Enoxaparin _Both UKA e.g.
population - Both PCI . . Mortality in both BoE
X L -Placebo vs. No intervention or low
-Same age category (both - Both high dairy-intake intake
adults, both 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
5= Populations with mixed health invasive procedure with different -Different drugs of the same class _Similar outcome

“similar but
not identical”

status in RCTs and/ or cohort
studies

co-interventions
-Similar vaccines or identical vaccine
with different route of administration
-Supplementary or free food vs.
Intake
-Similar but not identical time frame
of intervention

-Similar invasive procedures, drug,
vaccine or diet
-General dietary advice vs. High intake

-Both with mixed similar
outcomes




e.g.

-Merged healthy and diseased
population in one BoOE vs.
healthy population in the

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

e.g.
-Both different SGAs
-Both similar regional anaesthetic
nerve blocks
-Various pneumococcal vaccines
(2,3,12,14,17 and 23-valent) versus
23-valent only
-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)

e.g.

-Both different DDP-4 inhibitors
-“Best medical treatment” with Aspirin
and additionally with various other
drugs
-No vaccination or delayed vaccination
Versus no vaccination
-Transfemoral vs. transapical TAVI
-General dietary advice vs. High red
meat intake

e.g.
-Late stage only or all CRC vs.
All CRC
-Both with mixed sedation
outcomes (e.g. Sleepiness,
sedation)

3=
“broadly
similar”

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

-Same drug for different indication
-Enhanced treatment vs. Any
treatment
-Supplement vs. Status
-Different time frame/ early

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

-Broadly similar

population) treatment vs. Any treatment
e.g. €.0.
e.g. -Digoxin for HF vs. digoxin post- -Restrictive transfusion vs. No

-Healthy population in one
BoE vs. population with
cardiovascular disease in the
other BoE
-Children/adolescents vs.
Adults
-Travellers vs. Pregnant
women

myocardial infarction without HF
-Dispatcher-assisted bystander CPR
vs. unassisted bystander CPR
-Enhanced training of birth
attendants vs. Any support by birth
attendant
-Selenium supplements vs. High
selenium status
-Early ART vs. Any ART

transfusion

-Placebo vs. Low selenium status
-No vaccination of health care workers
vs. Low share of vaccinated health care

workers per facility
-Pregnant women with untreated
bacteriuria vs. Pregnant without
screening for bacteriuria
-Delayed ART vs. No ART

e.g.
-Colorectal adenoma vs. Cancer

ART: antiretroviral therapy; BoE: bodies of evidence; CRC: colorectal cancer; CPR: cardiopulmonary resuscitation; 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
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Table S2: Ratings of Population (P), Intervention/Exposure (I/E), Comparator (C), Outcome (O) similarity degree for all identified body of

evidence-pairs

Outcome-category

Rating of PI/ECO-similarity degree

sweeteners

Intervention/ . Included in
Exposure Intervention Outcome (e.g., cancer the poolin
Reference P | Exposure | (as defined by CIIHOITEE, Britlemisl | TrEET e pooling
(as defined by the ; the authors) cardiovascular ) Comparator | Outcome | Overall | scenario
thors) ype . Population Exposure Yes/N
autho disease, all-cause (Yes/No)
mortality)
Abou-Setta 2011 (1) Nerve block Invasive Delirium Neurological 2 2 2 1 2 No
. . . All-cause .
Abou-Setta 2011 (1) Spinal anaesthesia Invasive . All-cause mortality 2 1 1 1 2 No
mortality
. . All- .
Aburto 2013 (2) Low sodium Nutrition caqse All-cause mortality 2 2 2 1 2 Yes
mortality
Aburto 2013 (2) Low sodium Nutrition Carcéliz\ézzzular Cardiovascular disease 2 2 2 2 2 Yes
Ahmad 2015 (3) Intra-2ortic balloon Invasive All-cause All-cause mortality 1 1 1 1 1 Yes
pump mortality
Alexander 2017 (4) High DHA and EPA Nutrition Cor(()j?:er;/s:eart Cardiovascular disease 2 2 2 1 2 No
Alexander 2017 (4) | High DHA and EPA Nutrition Qoronary hea_rt Cardiovascular disease 2 2 2 1 2 No
disease mortality
Alexander 2017 (4) | High DHA and EPA Nutrition _Corona_lry _heart Cardiovascular disease 2 2 2 1 2 No
disease incidence
Alipanah 2018 (5) Self-f:s::;r;l;tered Drug Treatment success Infectiological 3 2 1 1 3 Yes
Alipanah 2018 (5) Self-administered Drug Treatme_nt Drug safety 3 2 1 1 3 Yes
therapy completion
. If-administer All- .
Alipanah 2018 (5) Self-administered Drug cagse All-cause mortality 3 2 1 1 3 Yes
therapy mortality
Anglemyer 2013 (6) Anilhrs::;\;lral Drug HIV infection Infectiological 2 2 3 1 3 Yes
Azad 2017 (7) Nonnutritive Nutrition Body Mass Index Metabolic 2 2 1 1 2 Yes




Surgical abortion by

Failure or

Barnard 2015 (8) - . Invasive incomplete Obstetrical Yes
mid-level providers .
abortion
Surgical abortion by . L .
Barnard 2015 (8) . . Invasive Complications Obstetrical Yes
mid-level providers
Barnard 2015 (8) Su_rglcal abortlgn by Invasive Abortion f a”l_”e Obstetrical Yes
mid-level providers and complications
Clopidogrel
Bellemain-Appaix preet:ceﬁ:neer:ufsor Dru All-cause All-cause mortalit Yes
2012 (9) P 9 mortality y
coronary
intervention
Clopidogrel
. . pretreatment for
Bellemain-Appa . .
201|2 (g)pp X percutaneous Drug Major bleeding Drug safety Yes
coronary
intervention
Clopidogrel
. . f
Bellemain-Appaix pretreatment for Coronary heart . .
percutaneous Drug . Cardiovascular disease Yes
2012 (9) disease
coronary
intervention
P2Y12 inhibitor
Bellemain-Appaix pretreatment in non- All-cause .
. D . All- talit Y
2014 (10) ST elevation acute g mortality cause mortality &
coronary syndrome
P2Y12 inhibitor
Bellemain-Appaix pretreatment in non- Dru Maior bleedin Drua safet Yes
2014 (10) ST elevation acute g J g g y
coronary syndrome
P2Y12 inhibitor
Bellemain-Appaix pretreatment in non- Main composite . .
. D . . . Card lar d Y
2014 (10) ST elevation acute g ischemic endpoint ardiovascular disease &
coronary syndrome
Bloomfield 2016 (11) | Mediterranean diet Nutrition Breast cancer Oncological Yes




Bolland 2015 (12) High calcium Nutrition All fractures Orthopaedic Yes
Bolland 2015 (12) High calcium Nutrition Vertebral fracture Orthopaedic Yes
Bolland 2015 (12) High calcium Nutrition Hip fracture Orthopaedic Yes
Brenner 2014 (13) Sigmoidoscopy Invasive Colorectal .cancer Oncological Yes
mortality
Brenner 2014 (13) Sigmoidoscopy Invasive Col(.)re(.:tal cancer Oncological Yes
incidence
Chowdhury 2012 High omega-3 Nutrition Cereb_r ovascular Cardiovascular disease Yes
(14) disease
Chowdhury 2014a High a-l_molenlc Nutrition Coropary heart Cardiovascular disease Yes
(15) acid disease
Chowdhury 2014 High omega-3 Nutrition Cororlary heart Cardiovascular disease Yes
(15) disease
howdhury 2014 . . h . .
Chowdhury 2014a High omega-6 Nutrition Coror]ary eart Cardiovascular disease Yes
(15) disease
Chowdhury 2014b High vitamin D Nutrition AII-cagse All-cause mortality No
(16) mortality
Chung 2011 (17) High vitamin D Nutrition Colorectal cancer Oncological No
Chung 2011 (17) High vitamin D Nutrition Breast cancer Oncological No
Chung 2016 (18) High calcium Nutrition Cardlovas_cular Cardiovascular disease Yes
mortality
Ding 2017 (19) High dairy Nutrition Systolic blood Cardiovascular disease Yes
pressure
. . Erectile .
Fenton 2018 (20) Radiation therapy Invasive dysfunction Urological Yes
Fenton 2018 (20) Radical Invasive . Urlr_lary Urological Yes
Prostatectomy incontinence
Fenton 2018 (20) Radical Invasive Erectile Urological Yes
Prostatectomy dysfunction g
Disease-modifyin Conversion to
Filippini 2017 (21) 9 Drug clinically definite Neurological Yes

drugs

multiple sclerosis




Extracranial-

. . . . . All- .
Fluri 2010 (22) intracranial arterial Invasive mor(t::Il:tse All-cause mortality Yes
bypass y
Extracranial-
Fluri 2010 (22) intracranial arterial Invasive Stroke Cardiovascular disease Yes
bypass
Extracranial- Stroke mortality or
Fluri 2010 (22) intracranial arterial Invasive y Cardiovascular disease Yes
dependency
bypass
. T thet ti . Early all- .
Gargiulo 2016 (23) ransc.a erer agr ¢ Invasive anya f:ause All-cause mortality Yes
valve implantation mortality
. Transcatheter aortic . Mid-term all- .
Gargiulo 2016 (23) . . Invasive . All-cause mortality Yes
valve implantation cause mortality
. Transcatheter aortic . Long-term all- .
Gargiulo 2016 (23) rans . _r : Invasive ng . All-cause mortality Yes
valve implantation cause mortality
. Treating gestational - . . . .
Hartling 2013 (24) ating gestay Nutrition High birth weight Obstetrical Yes
diabetes mellitus
. . Large-for-
. Treating gestational - ; .
Hartling 2013 (24) - Ing ges I Nutrition gestational age Obstetrical Yes
diabetes mellitus
neonate
. Treati ional . . .
Hartling 2013 (24) re_atlng gestat_l ona Nutrition Shoulder dystocia Obstetrical Yes
diabetes mellitus
Treating
Henderson 2019 (25) asymptomatic Drug Pyelonephritis Infectiological Yes
bacteriuria
_ Bacill | - . All- .
Higgins 2016 (26) a(3|_ us Ca _met_te Vaccine cagse All-cause mortality Yes
Guérin vaccination mortality
. Measles containin . All-cause .
Higgins 2016 (26) . 9 Vaccine . All-cause mortality Yes
vaccines mortality
Total hip . . .
Hopley 2010 (27 Invasive Reoperation Orthopaedic Yes
pley @7) arthroplasty P P
Total hip . . . .
Hopley 2010 (27) Invasive Dislocation Orthopaedic Yes
arthroplasty
Total hip . . . . .
Hopley 2010 (27) Invasive Deep infection Infectiological Yes
arthroplasty
hest- ion- iopul . .
Hipfl 2010 (28) Chest-compression- | Cardiopulmon Survival All-cause mortality Yes

only cardiopulmo-

ary




nary resuscitation

resuscitation

Non-calcium-based All-cause
Jamal 2013 (29 . D . All- talit Y
ama (29) phosphate binders rug mortality cause mortality &
Parenteral infl . Infl -lik . .
Jefferson 2010 (30) arentera _|n uenza Vaccine A l_Jenza e Infectiological Yes
vaccine illness
Parenteral influenza . . .
Jefferson 2010 (30) ' uenz Vaccine Influenza Infectiological Yes
vaccine
Inactivated . . .
Jefferson 2012 (31) . nactivate . Vaccine Influenza Infectiological Yes
influenza vaccines
Inactivated . Influenza-like . .
Jefferson 2012 (31) . . Vaccine . Infectiological Yes
influenza vaccines illness
Jin 2012 (32) High to_tal Nutrition Colorectal Oncological Yes
flavonoids neoplasms
- All-cause .
Johnston 2019 (33) Red meat Nutrition us All-cause mortality No
mortality
- i | . .
Johnston 2019 (33) Red meat Nutrition Cardlova§cu ar Cardiovascular disease No
mortality
. Cardiovascular . .
Johnston 2019 (33) Red meat Nutrition disease Cardiovascular disease No
. . All- .
Kansagara 2013 (34) Transfusion Transfusion cagse All-cause mortality Yes
mortality
. . Uri .
Keag 2018 (35) Caesarean section Invasive _rinary Obstetrical Yes
incontinence
Keag 2018 (35) Caesarean section Invasive Fecal incontinence Obstetrical Yes
Antiretroviral All- .
Kredo 2014 (36) nuretrovira Drug cagse All-cause mortality Yes
therapy by nurses mortality
Antiretroviral -
K 2014 D A D f Y
redo 2014 (36) therapy by nurses rug ttrition rug safety es
Nurses for
Kredo 2014 (36) ma|r_1tenanc_e of Drug AII-cagse All-cause mortality Yes
antiretroviral mortality
therapy
Li 2014 (37) Exenatide Drug Acute pancreatitis Drug safety Yes
Li 2016 (38) DDP-4 inhibitors Drug Heart failure Drug safety Yes
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Hospital

Li 2016 (38) DDP-4 inhibitors Drug admission for Drug safety Yes
heart failure
Matthews 2018 (39) Tamoxifen Drug Heart failure Drug safety Yes
Menne 2019 (40) SGLT-2 inhibitors Drug AcuitnejllJ(:Sney Drug safety Yes
Mesgarpour 2017 Erythropoiesis Venous thrombo-
. . Dri . Drug safet Yes
(41) stimulating agents ug embolism ug y
Mesgarpour 2017 Erythropoiesis All-cause .
. . Dru . All-cause mortalit Yes
(41) stimulating agents 9 mortality Y
Pneumococcal Invasive
Moberley 2013 (42) polysaccharide Vaccine pneumococcal Infectiological Yes
vaccines disease
Neoral Acute rejection of
Molnar 2015 (43 . D . Drug safet Ye
(43) (Cyclosporin) rug kidney transplant ug sarety S
Early intervention . All-cause .
Navarese 2013 (44) for NSTE-ACS Invasive mortality All-cause mortality Yes
Early intervention . Myocardial . .
Navarese 2013 (44) for NSTE-ACS Invasive infarction Cardiovascular disease Yes
Early intervention . . .
Navarese 2013 (44) for NSTE-ACS Invasive Major bleeding Drug safety Yes
. . Anal i ti , .
Nelson 2010 (45) Caesarean section Invasive na |nfc;(():zsmence Obstetrical Yes
. . Anal incontinence, .
Nelson 2010 (45) Caesarean section Invasive flatus Obstetrical Yes
. . Ceramic-on-ceramic
N h 2014 . . I .
|euwer2 4lél)Jse 0 bearings for total Invasive Harris Hip Score Orthopaedic Yes
hip arthroplasty
Ni huijse 2014 High-flexion total . . .
|euwerz 42;156 krl19ee aret)f)::gglaost?/ Invasive Flexion Orthopaedic Yes
Nieuwenhuijse 2014 Gender-specific . Flexion-extension .
total knee Invasive Orthopaedic Yes
(46) range
arthroplasty
Nikooie 2019 (47) Second generation Drug Sedation Drug safety Yes

antipsychotics
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Nikooie 2019 (47) Secor}d generz.atlon Drug Neurologic Drug safety Yes
antipsychotics outcomes
Ochen 2019 (48) Surgery for achilles Invasive Re-rupture Orthopaedic Yes
tendon rupture
S f hill . _— .
Ochen 2019 (48) urgery for achifies Invasive Complications Orthopaedic Yes
tendon rupture
Pittas 2010 (49) High vitamin D Nutrition Hypertension Cardiovascular disease Yes
Carotid . . . .
Raman 2013 (50) Invasive Ipsilateral stroke | Cardiovascular disease Yes
endarterectomy
Carotid . . .
Raman 2013 (50) Invasive Stroke Cardiovascular disease Yes
endarterectomy
Raman 2013 (50) Carotid -artery Invasive Periprocedural Cardiovascular disease Yes
stenting stroke
Schweizer 2013 (51) Nas_al . Drug Sgrg|ca_l site Infectiological Yes
deconolization infection
. Glycopeptide Surgical site . .
Schweizer 2013 (51) . Drug - . Infectiological Yes
prophylaxis infection
Silvain 2012 (52) Enoxaparin Drug AII-caqse All-cause mortality Yes
mortality
Silvain 2012 (52) Enoxaparin Drug Major bleeding Drug safety Yes
All-cause
Silvain 2012 (52) Enoxaparin Drug mortality or myo- | Cardiovascular disease Yes
cardial infarction
Suthar 2012 (53) Antiretroviral Drug Tgbercu_losw Infectiological Yes
therapy infection
Te Mor(esr;g);a 2013 High sugar intake Nutrition Weight gain Metabolic Yes
TeM 2013 . . . .
¢ or(esr;g);a High sugar intake Nutrition Body Mass Index Metabolic Yes
. . Infl -lik . .
Thomas 2010 (55) Influenza vaccines Vaccine n Liﬁrr:iss e Infectiological Yes
. . Discontinuation
Tickell-Painter 2017 Mefloquine Drug due to adverse Drug safety Yes

(56)

effects
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Tickell-Painter 2017

Serious adverse

Mefloquine Dr Drug safet Yes
(56) aut ug events or effects ug y
TlckeII-F(’;(lsr;ter 2017 Mefloquine Drug Nausea Drug safety Yes
. Live-atti ted . S ted H . .
Tricco 2018 (57) Ive-a enug ¢ Vaccine uspected Herpes Infectiological Yes
zoster vaccines Zoster
Vinceti 2018 (58) High selenium Nutrition Cancer Oncological Yes
Vinceti 2018 (58) High selenium Nutrition Cancer mortality Oncological Yes
Vinceti 2018 (58) High selenium Nutrition Colorectal cancer Oncological Yes
Training for
traditional birth
. attendants/ Birth . . .
Wilson 2011 (59) . S . I Perinatal mortality All-cause mortality Yes
assistance by assistance
traditional birth
attendants
Training for
traditional birth
. attendants/ Birth . .
Wilson 2011 (59) . . Neonatal mortality All-cause mortality Yes
assistance by assistance
traditional birth
attendants
. Unicompartimental . Venous thrombo- .
Wilson 2019 (60) P Invasive . Orthopaedic Yes
knee arthroplasty embolism
. Uni ti tal . Flexion-extensi .
Wilson 2019 (60) nicompartimenta Invasive exion-extension Orthopaedic Yes
knee arthroplasty range
. Unicompartimental . . . .
Wilson 2019 (60) P Invasive Operation duration Orthopaedic Yes
knee arthroplasty
R binant fact All- .
Yank 2011 (61) ecombinant factor Drug cagse All-cause mortality Yes
Vil mortality
Recombinant factor Thrombo-
Yank 2011 (61) VI Drug embolism Drug safety Yes
Everolimus-eluting
Zhang 2016 (62) bioresorbable Invasive Stent thrombosis | Cardiovascular disease Yes

vascular scaffold
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Everolimus-eluting

. . All- .
Zhang 2016 (62) bioresorbable Invasive cagse All-cause mortality 2 1 1 1 2 Yes
mortality
vascular scaffold
Everolimus-eluting Coronary heart
Zhang 2016 (62) bioresorbable Invasive . y . Cardiovascular disease 2 1 1 1 2 Yes
disease mortality
vascular scaffold
Percutaneous
. All-cause .
Zhang 2017 (63) coronary Invasive . All-cause mortality 2 2 1 1 2 Yes
. ; mortality
intervention
Percutaneous Cardiovascular
Zhang 2017 (63) coronary Invasive mortalit Cardiovascular disease 2 2 1 1 2 Yes
intervention y
Percutaneous Mvocardial
Zhang 2017 (63) coronary Invasive in):‘arction Cardiovascular disease 2 2 1 1 2 Yes
intervention
Ziff 2015 (64) Digoxin Drug AII-cagse All-cause mortality 3 1 1 1 3 Yes
mortality
Ziff 2015 (64) Digoxin Drug Cardlovas.,cular Cardiovascular disease 3 1 1 1 3 Yes
mortality
. L Hospital
Ziff 2015 (64 Digoxin Dru o Drug safet 2 1 1 1 2 Yes
(64) g 9 admission g y

DDP 4: Dipeptidylpeptidase-4;, DHA and EPA: Docosahexaenoic acid and eicosapentaenoic acid; HIV: human immunodeficiency virus; NSTE-ACS: Non-ST-Segment Elevation Acute Coronary

Syndromes; PI/ECO: population — intervention/exposure — comparator — outcome ; SGLT-2: Sodium dependent glucose transporter 2.
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Table S3: Differences between published (reported) effect estimates and re-calculated effect estimates

Intervention /

RCTs

Cohort Studies

Recalculated

Recalculated

out ) )

Exposure Leome Reported* (RE and inverse- Reported* (RE and inverse-

Reference . (as defined by the ) )
(as defined by the authars) variance model) variance model)
authors) RR/HR/OR or MD RR/HR/OR or MD RR/HR/OR or MD RR/HR/OR or MD
(95% CI) (95% Cl) (95% Cl) (95% ClI)

Aburto 2013 (2) Low sodium Cari'iz\e'zzg“'ar ; ; RR: 0.89 (0.75,1.08) | RR: 0.90 (0.75, 1.08)
Ahmad 2015 (3) '”tra'agﬁ:gpba"oon Mortality : i i OR: 1.02 (0.67, 1.56)*

Alipanah 2018 (5) Se'f'isg:;’;'jtered Treatment success ; RR:0.95 (0.87, 1.03)' | RR:0.81(0.73,0.89) | RR:0.81 (0.74,0.88)
Alipanah 2018 (5) Se'f'igg:;g';tered Treatment completion | RR:0.79 (0.56, 1.11) | RR:0.79 (0.57, 1.09) RR:1.10 (0.90,1.35) | RR:1.10(0.91, 1.33)

. Self-administered .

Alipanah 2018 (5) therapy Mortality - ; RR:1.35(1.00,1.84) | RR:1.35(1.00,1.83)
Anglemyer 2013 (6) Antiretroviral therapy HIV Infection RR: 0.11 (0.04, 0.32) RR: 0.11 (0.04, 0.30) RR: 0.58 (0.35, 0.96) RR: 0.59 (0.36, 0.97)

Barnard 2015 (8)

Surgical abortion by
mid-level providers

Failure or incomplete
abortion

RR: 2.97 (0.21, 41.82)

RR: 2.84 (0.24, 32.97)

RR: 2.47 (1.44, 4.23)"

Barnard 2015 (8)

Surgical abortion by
mid-level providers

Complications

RR: 0.99 (0.17, 5.7)

RR: 0.94 (0.14, 6.44)

RR: 1.30 (0.57, 2.96)"

Barnard 2015 (8)

Surgical abortion by
mid-level providers

Abortion failure and
complications

RR: 3.07 (0.16, 59.08)

RR: 2.93 (0.19, 44.15)

RR: 1.33 (0.78, 2.27)*

Bellemain-Appaix
2012 (9)

Clopidogrel
pretreatment for
percutaneous coronary
intervention

All-cause mortality

OR: 0.80 (0.57, 1.11)

OR: 0.80 (0.58, 1.10)

OR: 0.79 (0.53, 1.18)?

Bellemain-Appaix
2012 (9)

Clopidogrel
pretreatment for
percutaneous coronary
intervention

Major bleeding

OR: 1.03 (0.69, 1.53)°
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Bellemain-Appaix
2012 (9)

Clopidogrel
pretreatment for
percutaneous coronary
intervention

Coronary heart
disease

OR: 0.76 (0.60, 0.95)°

Bellemain-Appaix
2014 (10)

P2Y12 inhibitor
pretreatment in non-ST
elevation acute coronary
syndrome

All-cause mortality

OR: 0.92 (0.43, 1.98)

OR: 0.90 (0.71, 1.14)

OR: 0.69 (0.35, 1.32)?

Bellemain-Appaix
2014 (10)

P2Y12 inhibitor
pretreatment in non-ST
elevation acute coronary

syndrome

Major bleeding

OR: 1.45 (0.97, 2.15)

OR: 1.43 (1.16, 1.76)

OR: 1.13 (0.92, 1.39)?

Bellemain-Appaix
2014 (10)

P2Y12 inhibitor
pretreatment in non-ST
elevation acute coronary
syndrome

Main composite
ischemic endpoint

OR: 0.85 (0.67, 1.07)

OR: 0.87 (0.73, 1.04)

OR: 0.78 (0.56, 1.08)

Bolland 2015 (12)

High-calcium

All fractures

RR: 0.90 (0.83, 0.96)

RR: 0.90 (0.83, 0.97)

RR: 1.02 (0.93, 1.12)

Bolland 2015 (12)

High-calcium

Vertebral fracture

RR: 1.40 (1.10, 1.90)

RR: 1.40 (1.10, 1.78)

Bolland 2015 (12)

High-calcium

Hip fracture

RR: 1.09 (0.91, 1.30)*

Brenner 2014 (13)

Sigmoidoscopy

Colorectal cancer
mortality

RR: 0.59 (0.45, 0.76)

RR: 0.59 (0.45, 0.77)

Brenner 2014 (13)

Sigmoidoscopy

Colorectal cancer
incidence

RR: 0.82 (0.75, 0.89)

RR: 0.82 (0.75, 0.90)

RR: 0.50 (0.37, 0.67)*

Cerebrovascular

Chowdhury 2012 (14) High omega-3 o RR:0.98 (0.89,1.08) | RR:0.99 (0.90, 1.08) RR:0.90 (0.80, 1.01) | RR:0.89 (0.89, 0.99)

Chowdhury 20142 | ioh g-linolenic acid Coronary heart - - RR: 0.99 (0.86, 1.14) | RR:0.99 (0.87, 1.13)
(15) disease

Chung 2016 (18) High calcium Carn‘j:)"r‘t’;?f;'ar - RR: 1.05 (0.82, 1.33)° RR: 0.97 (0.86, 1.09)
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Fenton 2018 (20)

Radiation therapy

Erectile dysfunction

RR: 1.30 (1.19, 1.43)"

Fenton 2018 (20)

Radical Prostatectomy

Urinary incontinence

RR: 2.27 (1.82, 2.84)

RR: 2.25 (1.80, 2.82)

RR: 2.91 (1.80, 4.71)*

Fenton 2018 (20)

Radical Prostatectomy

Erectile dysfunction

RR: 1.60 (1.23, 2.07)

RR: 1.60 (1.24, 2.07)

RR: 1.49 (1.33, 1.66)*

Filippini 2017 (21)

Disease-modifying
drugs

Conversion to
clinically definite
multiple sclerosis

HR: 0.52 (0.46, 0.60)*

HR: 0.48 (0.30, 0.78)*

Fluri 2010 (22)

Extracranial-intracranial
arterial bypass

Mortality

OR: 0.97 (0.58, 1.62)""

Fluri 2010 (22)

Extracranial-intracranial
arterial bypass

Any stroke

OR: 0.44 (0.06, 3.24)’

OR: 0.76 (0.49, 1.17)*’

Fluri 2010 (22)

Extracranial-intracranial
arterial bypass

Death or dependency

OR: 0.80 (0.50, 1.29)’

OR: 0.81 (0.50, 1.31)’

Gargiulo 2016 (23)

Transcatheter aortic
valve implantation

Early mortality

OR: 0.80 (0.51, 1.25)

OR: 0.80 (0.58, 1.11)

OR: 1.08 (0.84, 1.39)"

Gargiulo 2016 (23)

Transcatheter aortic
valve implantation

Mid-term mortality

OR: 0.90 (0.64, 1.26)

OR: 0.90 (0.71, 1.13)

Gargiulo 2016 (23)

Transcatheter aortic
valve implantation

Long-term mortality

OR: 1.03 (0.65, 1.62)

OR: 1.03 (0.77, 1.37)

OR: 1.70 (1.23, 2.35)

OR: 1.70 (1.31, 2.20)

Hartling 2013 (24)

Treating Gestational
Diabetes Mellitus

Birth weight > 40009

RR: 0.69 (0.31, 1.54)°

Hartling 2013 (24)

Treating Gestational
Diabetes Mellitus

Shoulder dystocia

RR: 0.38 (0.19, 0.78)

RR: 0.38 (0.18, 0.80)

Henderson 2019 (25)

Treating asymptomatic
bacteriuria

Pyelonephritis

RR: 0.29 (0.15, 0.57)*

Higgins 2016 (26)

Bacillus Calmette-
Guérin vaccination

Mortality

RR: 0.67 (0.40, 1.14)*

Higgins 2016 (26)

Measles containing
vaccines

Mortality

RR: 0.53 (0.40, 0.70)*

Hopley 2010 (27)

Total hip arthroplasty

Reoperation

RR: 0.45 (0.19, 1.08)*
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Hopley 2010 (27)

Total hip arthroplasty

Dislocation

RR: 0.79 (0.27, 2.35)"

Jamal 2013 (29)

Non-calcium-based
phosphate binders

Mortality

RR: 0.78 (0.61, 0.98)

RR: 0.78 (0.62, 0.98)

Jefferson 2010 (30)

Parenteral influenza
vaccine

Influenza-like illness

RR: 0.76 (0.66, 0.87)*

Jefferson 2010 (30)

Parenteral influenza
vaccine

Influenza

RR: 0.51 (0.27, 0.97)°

Jefferson 2012 (31)

Inactivated influenza
vaccines

Influenza

RR: 0.20 (0.10, 0.39)"

Jefferson 2012 (31)

Inactivated influenza
vaccines

Influenza-like illness

RR: 0.29 (0.07, 1.15)"

Kansagara 2013 (34)

Transfusion

Mortality

RR: 0.94 (0.61, 1.42)

RR: 0.94 (0.62, 1.43)

RR: 2.49 (1.40, 4.43)"

Keag 2018 (35)

Caesarean section

Urinary incontinence

OR: 0.56 (0.47, 0.66)

OR: 0.56 (0.48, 0.66)

Keag 2018 (35)

Caesarean section

Fecal incontinence

OR: 3.07 (0.90, 10.49)

OR: 3.07 (0.90, 10.47)

Li 2014 (37)

Exenatide

Acute pancreatitis/
Admission for acute
pancreatitis

RR: 0.86 (0.22, 3.37)

RR: 0.86 (0.22, 3.39)

RR: 0.92 (0.69, 1.22)*

Li 2016 (38)

DDP-4 Inhibitors

Heart failure

RR: 0.90 (0.61, 1.35)

RR: 0.95 (0.60, 1.50)

RR: 1.10 (1.04, 1.17)*

Matthews 2018 (39)

Tamoxifen

Heart failure

RR: 0.52 (0.33, 0.71)

RR: 0.52 (0.33, 0.79)

RR: 0.84 (0.65, 1.07)

RR: 0.85 (0.66, 1.09)

Menne 2019 (40)

SGLT-2 inhibitors

Acute kidney injury

OR: 0.40 (0.33, 0.48)

OR: 0.40 (0.31, 0.52)

Erythropoesis Venous ) )

Mesgarpour 2017 (41) stimulating agents thromboembolism - - RR: 1.87 (0.59, 5.92) RR: 1.92 (0.64, 5.76)
Erythropoesis .

Mesgarpour 2017 (41) Mortality RR: 0.81 (0.71, 0.93) RR: 0.82 (0.71, 0.93) RR: 1.07 (0.65, 1.77) RR: 1.08 (0.66, 1.78)

stimulating agents

Molnar 2015 (43)

Neoral (cyclosporine)

Acute rejection of
kidney transplant

OR: 1.23 (0.64, 2.36)

OR: 1.25 (0.61, 2.56)

OR: 0.46 (0.25, 0.86)"
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Navarese 2013 (44)

Early intervention for
NSTE-ACS

Myocardial infarction

OR: 1.15 (0.65, 2.01)

OR: 1.16 (0.67, 2.00)

Nelson 2010 (45)

Caesarean section

Anal incontinence,
feces

OR: 0.91 (0.72, 1.16)*

Nelson 2010 (45)

Caesarean section

Anal incontinence,
flatus

OR: 1.02 (0.87, 1.20)*

Nieuwenhuijse 2014
(46)

Ceramic-on-ceramic
bearings for total hip
arthroplasty

Harris Hip Score

MD: -0.23 (-1.09, 0.63)*

MD: -0.50 (-2.09,
1.09)

Nieuwenhuijse 2014

High-flexion total knee

Flexion (degrees)

MD: 1.68 (0.28, 3.08)*

MD: 3.78 (1.64, 5.92)**

(46) arthroplasty
Nieuwenhuijse 2014 Gender-specific total Flexion-extension ) 14 MD: 3.15 (-0.03,
(46) knee arthroplasty range (degrees) MD: 1.40 (-:0.18, 2.99) 6.34)"*

Nikooie 2019 (47)

Second generation
antipsychotics

Sedation

RR: 1.84 (0.40, 8.54)*

Nikooie 2019 (47)

Second generation
antipsychotics

Neurologic outcomes

RR: 0.76 (0.59, 0.99)°

Ochen 2019 (48)

Surgery for achilles
tendon rupture

Re-rupture

RR: 0.42 (0.28, 0.64)

RR: 0.42 (0.28, 0.65)

Ochen 2019 (48)

Surgery for achilles
tendon rupture

Complications

RR: 3.26 (1.26, 8.41)

RR: 3.13 (1.33, 7.38)

Raman 2013 (50)

Carotid endarterectomy

Ipsilateral stroke

RR: 0.47 (0.05, 4.46)"

Raman 2013 (50)

Carotid endarterectomy

Any stroke

RR: 0.73 (0.43, 1.22)*

Raman 2013 (50)

Carotid artery stenting

Periprocedural stroke

RR: 1.75 (0.87, 3.52)°

RR: 1.91 (1.72, 2.11)*

Schweizer 2013 (51)

Nasal deconolization

Surgical site infection

RR: 0.63 (0.63, 1.13)

RR: 0.63 (0.36, 1.12)

RR: 0.40 (0.28, 0.57)*

Schweizer 2013 (51)

Glycopeptide
prophylaxis

Surgical site infection

RR: 0.34 (0.11, 1.10)

RR: 0.35 (0.12, 1.03)

Silvain 2012 (52)

Enoxaparin

Mortality

RR: 0.88 (0.70, 1.10)*

RR: 0.50 (0.40, 0.62)"*
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Silvain 2012 (52)

Enoxaparin

Major bleeding

RR: 0.88 (0.62, 1.24)*

RR: 0.72 (0.56, 0.93) **

Silvain 2012 (52)

Enoxaparin

Death or Myocardial
infarction

RR: 0.86 (0.74, 0.99)*

RR: 0.44 (0.35, 0.55) **

Suthar 2012 (53)

Antiretroviral therapy

Tuberculosis infection

HR: 0.50 (0.34, 0.75)*

Te Morenga 2013 (54)

High sugar intake

Weight gain (kg)

MD: 0.75 (0.30, 1.19)

MD: 0.74 (0.30, 1.19)

Te Morenga 2013 (54)

High sugar intake

Body Mass Index
(kg/m?)

MD: -0.06 (-0.15, 0.04)*

Tickell-Painter 2017

Discontinuation due

Meflogui - ; RR: 2.73 (1.83, 4. RR: 2.73 (1.84, 4.
(56) erloguine to adverse effects 3(1.83,4.08) 3(1.84, 4.06)
Tickell-Painter 2017 Mefloquine Serious adverse RR:0.70 (0.14,353) | RR:0.68(0.11,427) | RR:3.08(0.39,24.11) | RR:3.09 (0.38, 24.95)
(56) events or effects
T'Cke"'iggter 2017 Mefloguine Nausea RR: 1.35 (1.05,1.73) | RR:1.34 (1.04, 1.71) RR: 1.85 (1.42,243) | RR:1.86 (142, 2.42)

Tricco 2018 (57)

Live-attenuated zoster
vaccines

Suspected Herpes
Zoster

RR: 0.61 (0.48, 0.93)

RR: 0.60 (0.54, 0.66)

RR: 0.48 (0.27, 0.84)

RR: 0.48 (0.27, 0.83)°

Wilson 2011 (59)

Training for traditional
birth attendants/
assistance by traditional
birth attendants

Perinatal mortality

RR: 0.76 (0.64, 0.88)

RR: 0.77 (0.66, 0.89)

RR: 0.82 (0.38, 1.78)*

Wilson 2011 (59)

Training for traditional
birth attendants/
assistance by traditional
birth attendants

Neonatal mortality

RR: 0.79 (0.69, 0.88)

RR: 0.80 (0.71, 0.90)

RR: 0.80 (0.47, 1.37)*

Wilson 2019 (60)

Unilateral knee
arthroplasty

Venous
thromboembolism

RR: 0.42 (0.30, 0.57)*

Unilateral knee

Range of movement

MD: -8.43 (-10.15,

Wilson 2019 (60) arthroplasty (degrees) : ) -6.71)"
. Unilateral knee Operation duration MD: -23.80 (-40.43,
Wilson 2019 (60) arthroplasty (minutes) i i i -1.17)"
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Yank 2011 (61)

Recombinant factor VII

Mortality

RR: 1.40 (0.49, 4.02)*®

RR: 0.91 (0.39, 2.12)*®

Yank 2011 (61)

Recombinant factor VII

Thromboembolic
events

RR: 2.04 (0.51, 8.84)*°

RR: 1.81 (0.67, 4.87)*°

Zhang 2016 (62)

Everolimus-eluting
bioresorbable vascular
scaffold

Stent thrombosis

OR: 2.05 (0.95, 4.43)’

OR: 1.97 (0.90, 4.29)

OR: 2.32 (1.06, 5.07)’

OR: 2.22 (1.00, 4.93)

Zhang 2016 (62)

Everolimus-eluting
bioresorbable vascular
scaffold

Mortality

OR: 0.96 (0.46, 2.00)’

OR: 0.71 (0.17, 3.01)

OR: 0.57 (0.23, 1.44)’

OR: 0.63 (0.24, 1.63)

Zhang 2016 (62)

Everolimus-eluting
bioresorbable vascular
scaffold

Cardiac death

OR: 1.40 (0.45, 4.33)’

OR: 1.39 (0.17, 11.14)

OR: 0.81 (0.38, 1.70)’

OR: 0.94 (0.43, 2.06)

Zhang 2017 (63)

Percutaneous coronary
intervention

Mortality

HR: 1.08 (0.92, 1.26)

HR: 1.07 (0.92, 1.26)

Zhang 2017 (63)

Percutaneous coronary
intervention

Cardiovascular
mortality

HR: 1.00 (0.72, 1.39)

HR: 0.99 (0.71, 1.39)

HR: 1.08 (0.51, 2.29)

HR: 1.08 (0.51, 2.28)

Zhang 2017 (63)

Percutaneous coronary
intervention

Myocardial infarction

HR: 1.39 (0.85, 2.27)

HR: 1.39 (0.86, 2.26)

HR: 2.01 (1.64, 2.45)

HR: 2.00 (1.65, 2.44)

Ziff 2015 (64)

Digoxin

Mortality

RR: 1.61 (1.31, 1.97)

RR: 1.60 (1.31, 1.96)

Ziff 2015 (64)

Digoxin

Cardiovascular
mortality

RR: 1.01 (0.94, 1.08)

RR: 1.01 (0.94, 1.09)

RR: 2.53 (1.12, 5.71)

RR: 2.53 (1.12, 5.70)

Ziff 2015 (64)

Digoxin

Hospital admission

RR: 0.94 (0.90, 0.99)

RR: 0.96 (0.87, 1.05)

RR: 0.91 (0.87, 0.95)

RR: 0.92 (0.85, 0.99)

Cl: confidence interval; DDP 4: Dipeptidylpeptidase-4; HIV: human immunodeficiency virus; HR: hazard ratio; MD: mean difference; NSTE-ACS: Non-ST-Segment Elevation Acute Coronary Syndromes;
OR: odds ratio; RCT: randomized controlled trial; RE: random effects; RR: risk ratio; SGLT-2: Sodium dependent glucose transporter 2. *some estimates were converted (detailed description is reported
elsewhere (65)).

! Only re-calculated data is shown since we excluded some primary studies from the original estimate due to inappropriate study design.
2 Pooled estimate includes observational analysis of randomized controlled trials.

® Primary studies were not pooled in the original paper.

* In the original paper cohort studies and randomized controlled trials were pooled together (sometimes without a subgroup).

® Re-analysis with unpublished data.

® Data converted (risk difference to risk ratio).

" In the original paper common effects were reported, we calculated estimates with random effects model.
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Table S4: Reason for exclusion from the pooling scenario

Systematic Review

Intervention/Exposure

Outcome

Reason for exclusion

Abou-Setta 2011 (1)

Nerve block

Delirium (OR)

Forest plots not available

Abou-Setta 2011 (1)

Spinal anaesthesia

Mortality (OR)

Forest plots not available

Alexander 2017 (4)

High docosahexaenoic acid and
eicosapentaenoic acid

Any coronary heart disease event (RR)

Forest plots not available

Alexander 2017 (4)

High docosahexaenoic acid and

Fatal coronary heart disease events

Forest plots not available

eicosapentaenoic acid (RR)
High h ic aci Non-fatal h i .
Alexander 2017 (4) ig c.iocosa exaenqlc ac_ld and on-fatal coronary heart disease events Forest plots not available
eicosapentaenoic acid (RR)
Chowdhury 2014b (16) High vitamin D Mortality (RR) Forest plot not available for RCTs
Chung 2011 (17) High vitamin D Colorectal cancer (RR) Forest plots not available
Chung 2011 (17) High vitamin D Breast cancer (RR) Forest plots not available

Johnston 2019 (33)

Low red meat

Mortality (HR)

Forest plot not available for cohort

studies
) . F I ilable f h
Johnston 2019 (33) Low red meat Cardiovascular mortality (HR) orest plot notszj\:ja;:e:b ¢ for cohort
. . Forest plot not available for cohort
Johnston 2019 (33) Low red meat Cardiovascular disease (HR) P stu\:ji:as

HR: Hazard ratio; OR: Odds ratio; RCT: randomized controlled trial; RR: Risk ratio;
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Table S5: Pooling results of bodies of evidence from cohort studies with RCTs based on random effects and common effect model, 95% prediction

intervals, heterogeneity, test for subgroup difference, and Population (P), Intervention (1) /Exposure (E), Comparator (C) Outcome similarity degree.

Pooled effect

Intervention/ estimate (95%) CS Pooled Degree of
Author, year, and Exnosure Outcome BoE CSs, | Effect estimate 12 (%)/ RE 1% (%)/ Weight conclusion effect PI?E co
reference P n (95% Cl) tau? (95% tau® CS(0) | " odified estimate | . s
prediction (95%) CE y
interval)
] RR: 0.93 ]
Aburto 2013 (2) Low sodium Mortality 7 (553 01%2) 61/0.02 (0.83, 1.04) 47/0.02 95.0 No (0R8RB 01%‘:)) 2
R (0.68, 1.26) R
] ] RR: 0.89 .
Aburto 2013 (2) Low sodium Cardiovascular 9 RR:0.90 78/007 | (0.75,1.06) | 74/007 | 913 No RR:0.86 2
disease (0.75, 1.08) (0.80, 0.93)
(0.49, 1.62)
. _ OR: 1.02 ,
Ahmad 2015 (3) Intra-aortic balloon Mortality 14 OR:1.02 97/1.03 | (0.67,156) | 95/0.86 | 622 No OR:0.76 1
pump (0.57,1.82) (0.72,0.82)
(0.14,7.32)
RR: 0.84
. Self-administered RR: 0.81 RR: 0.92
Alipanah 2018 (5) therapy Treatment success 16 (0.74, 0.88) 91/0.02 (0.78, 0.90) 89/ 0.02 80.9 No (0.90, 0.94) 3
(0.62, 1.14)
L RR: 1.02
. Self-administered Treatment RR: 1.10 RR: 1.12
Alipanah 2018 (5) therapy completion 14 (091, 1.33) 86/0.07 (0.84,1.23) 88/0.10 75.6 No (107, 1.17) 3
(0.51, 2.02)
RR: 1.26
. Self-administered . RR: 1.35 RR: 1.26
Alipanah 2018 (5) therapy Mortality 23 (1,00, 1.83) 90/ 0.34 (0.95, 1.67) 88/0.33 90.2 No (118, 1.34) 3
(0.37, 4.28)
. . RR: 0.45
Antiretroviral . . RR: 0.59 RR: 0.72
Anglemyer 2013 (6) therapy HIV infection 9 (0.36, 0.97) 63/0.25 (0.26, 0.78) 75/ 0.42 88.2 No (0.64,0.82) 3
(0.09, 2.31)
N _ MD: 0.23 ,
Azad 2017 (7) Nswezret:;‘s’e BMI 1 (8"42' %;) NA (:0.77,123) | 79/065 | 386 Yes (3"2% g‘gg) 2
S (-3.88, 4.34) e
. . Failure or . RR: 2.23 .
Barnard 2015 (8) i:’lrg's\‘/'e?b(;z\'ﬁge?z incomplete 2 ( fii 24'4273) 0/0.00 (115,432) | 33015 | 655 No ( 1R§5; 23'13‘;) 2
P abortion A8 (0.24, 20.54) 292
. . RR:1.31
Surgical abortion by . RR: 1.30 RR: 151
Barnard 2015 (8) mic-level providers Complications 2 (057, 2.96) 70/ 0.26 ((00.1770,1264121)) 32/0.13 90.3 No (105, 2.17) 2
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RR: 1.36

Surgical abortion by Abortion failure RR: 1.33 RR: 1.43
Barnard 2015 (8) mid-level providers and complications 3 (0.78, 2.27) 74/0.16 (0.83,2.21) 65/0.17 80.5 No (1.12,1.82)
(0.29, 6.32)
Clopidogrel OR: 0.77
Bellemain-Appaix pretreatment for . OR:0.79 o OR: 0.65
2012 (9) percutaneous Mortality 8 (0.53,1.18) 79/0.23 Eggg ;gg 66/0.17 69.3 No (0.57,0.75)
coronary intervention R
Clopidogrel OR: 1.04
Bellemain-Appaix pretreatment for . . OR: 1.03 o OR: 1.07
2012 (9) percutaneous Major bleeding 8 (0.69, 1.53) 64/0.16 Eggi ;sgi 46/ 0.08 59.6 No (0.92,1.24)
coronary intervention e
Clopidogrel OR: 0.76
Bellemain-Appaix pretreatment for Major coronary OR: 0.76 - OR: 0.78
2012 (9) percutaneous event 8 (0.60, 0.95) 82/0.08 ((8555 328:)) 69/0.05 64.0 No (0.73, 0.85)
coronary intervention N
P2Y12 inhibitor OR: 0.90
Bellemain-Appaix pretreatment in non- . OR: 0.69 ) OR: 0.91
2014 (10) ST elevation acute Mortality 4 035,132 | >0 | (075107 1 107001 | 332 No (0.80, 1.04)
coronar d (065, 1.24)
y syndrome
P2Y12 inhibitor OR: 1.27
Bellemain-Appaix pretreatment in non- . . OR: 1.13 - OR: 1.27
2014 (10) ST elevation acute Major bleeding 4 (0.92,1.39) 0/0.00 (1.10, 1.47) 0/0.00 50.3 No (110, 1.47)
coronar d (1.05,1.54)
y syndrome
P2Y12 inhibitor OR: 0.84
Bellemain-Appaix pretreatment in non- Main composite OR: 0.78 - OR: 0.85
2014 (10) ST elevation acute | ischemic endpoint 4 056,108y | /007 Eg;é 223 520002 | 450 ves (0.78,0.93)
coronary syndrome DA
) RR: 0.95 )
Bloomfield 2016 (11) Mediterranean diet Breast cancer 13 RR: 0.96 52/0.01 (0.89, 1.02) 57/0.01 99.1 No RR:0.98
(0.90, 1.03) (078, 1.17) (0.95,1.02)
] RR: 0.94 .
Bolland 2015 (12) High calcium All fractures 5 RR: 1.02 68/ 0.01 (0.88, 1.00) 50/ 0.01 42.0 No RR: 0.99
(0.93,1.12) (078, 1.14) (0.96, 1.02)
_ RR: 0.94 :
Bolland 2015 (12) High calcium Vertebral fracture 1 RR: 1.40 NA (0.79, 1.11) 22/0.02 23.3 Yes RR: 0.98
(1.10, 1.78) (065, 1.34) (0.87,1.11)
) RR: 1.02 )
Bolland 2015 (12) High calcium Hip fracture 6 RR: 1.09 50/ 0.03 (0.89, 1.18) 46/ 0.04 57.2 No RR: 0.98
(0.91, 1.30) (067, 1.56) (0.91, 1.07)
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RR:0.70

Sigmoidoscopy, Colorectal cancer RR: 0.59 RR: 0.70
Brenner 2014 (13) screening for CRC mortality ! (0.45,0.77) NA Eggg g;g 070.00 12.7 No (0.64,0.77)
Sigmoidoscopy. Colorectal cancer RR: 0.50 RR:0.78 RR:0.79
Brenner 2014 (13) screening for CRC incidence 2 (0.37, 0.69) 07000 Eggg Sfi; 65/0.01 110 No (0.74,0.84)
Chowdhury 2012 High omega-3-fatty Cerebrovascular RR: 0.89 RR:0.93 RR: 0.95
(14) acids disease 10 (080,009 | 17001 Eg?g 128 21/0.00 | 59.3 ves (0.89, 1.01)
. RR: 0.99 .
Chowdhury 2014 High a-linolenic acid Coronary event 7 RR: 0.99 61/0.02 (0.88,1.11) 54/0.02 78.6 No RR: 101
(15) (0.88,1.11) (072, 1.37) (0.95, 1.08)
Chowdhury 2014a High omega-3-fatty RR: 0.87 RR: 0.90 RR:0.93
(15) acids Coronary event 16 (0.78,0.97) 76/ 0.03 Eggg 222 61/0.02 61.9 No (0.89, 0.97)
Chowdhury 2014a High omega-6-fatty RR: 0.98 54/ RR: 0.94 RR: 0.96
(15) acids Coronary event 8 (0.90, 1.06) 0.01 Eg% :ngi; 56/0.01 70.0 No (0.94, 1.01)
] RR: 0.99
. . Cardiovascular RR: 0.97 RR: 1.01
Chung 2016 (18) High calcium disease mortality 6 (0.86, 1.09) 37/0.01 Eggé :ng;; 11/0.00 89.9 No (0.95,1.07)
. ) MD: -0.11 MD: -0.16
Ding 2017 (19) High dairy SyStfe"s‘;:r';Od 27 (_'(\)"Ed '_%1012) 30/001 | (-0.20,-0.03) | 24/001 | 988 No (-0.21,
P Sl (-0.34,0.11) -0.11)
RR: 1.24
. Erectile RR: 1.30 RR: 1.23
Fenton 2018 (20) Radiation therapy dysfunction 7 (119, 1.43) 31/0.00 Eégg 128 70/0.02 85.7 No (115, 1.32)
. . RR: 2.54
Radical Urinary RR: 2.91 RR: 2.46
Fenton 2018 (20) Prostatectomy incontinence 5 (1.80, 4.71) 67/0.18 82; gég 51/0.06 521 No (2.08, 2.90)
RR: 1.53
Radical Erectile RR: 1.49 RR: 1.50
Fenton 2018 (20) Prostatectomy dysfunction 6 (133, 1.66) 63/0.01 (1.37,1.70) 75/ 0.02 65.1 No (142, 1.58)
(1.07, 2.18)
. o Conversion to . HR: 0.53 )
Filippini 2017 (21) D'seaSZ'rTosd'fy'”g clinically definite 2 (:;‘ %‘4788) 62/008 | (0.47,0.59) 0/0.00 70.0 No ((')457' %5;?;)
9 multiple sclerosis DR (0.46, 0.61) T
Extracranial- ) OR: 0.84 )
Fluri 2010 (22) intracranial arterial Mortality 11 ((?:; 01%72) 0/0.00 (0.66, 1.06) 0/0.00 20.3 No ((?;5 2%2)
bypass R (0.64, 1.09) T
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Extracranial-

OR: 0.77

Fluri 2010 (22) intracranial arterial Any stroke 15 (oofg 017167) 2/0.02 (0.50, 1.17) 29/0.17 67.5 No (OO7R8 (1912)
bypass T (0.29, 2.05) T
Extracranial- ] OR: 0.91 )
Fluri 2010 (22) intracranial arterial dfiit;‘eﬁi 8 (0050' (1'8311) 0/0.00 (073, 1.14) 0/000 | 206 No (OO7R3' 01'911)
bypass P y DA (0.70, 1.19) T
. OR: 1.01
. Transcatheter aortic . OR: 1.08 OR: 1.02
Gargiulo 2016 (23) valve implantation Early mortality 29 (0.84,1.39) 41/0.16 Egj; ;gg; 39/0.13 81.6 No (0.8, 1.19)
Transcatheter aortic Mid-term OR: 1.00 OR:0.96 OR: 0.93
Gargiulo 2016 (23) valve implantation mortality 18 (0.81, 1.24) 46/0.08 Egg; iéz; 40/0.05 710 No (0.83, 1.04)
Transcatheter aortic Long-term OR: 1.70 OR: 128 OR: 1.18
Gargiulo 2016 (23) valve implantation mortality 6 (1.31, 2.20) 07000 E(l)gg ;22; 62/0.08 46.7 ves (1.03,1.35)
Treating Gestational Birth weight > RR: 0.69 RR: 0.58 RR: 0.54
Hartling 2013 (24) Diabetes Mellitus 4000g 6 (031, 1.54) 88/ 0.64 Egzllg ggi; 79/0.25 48.3 Yes (0.46, 0.63)
. . Large-for- RR: 0.47
. Treating Gestational : RR:0.43 RR: 0.45
Hartling 2013 (24) Diabetes Mellitus gestational age 4 (0.27,0.70) 58/ 0.13 (0.36, 0.62) 60/ 0.07 49.8 No (0.39, 0.52)
neonate (0.22, 1.02)
RR: 0.39
. Treating Gestational . RR: 0.38 RR:0.39
Hartling 2013 (24) Diabetes Mellitus Shoulder dystocia 4 0.19.075) 16/0.09 Eg;g ggg; 0000 o N (0.26, 0.60)
Treating . RR: 0.25 .
Henderson 2019 (25) asymptomatic Pyelonephritis 2 ((l)TS %2597) 0/0.00 (0.16, 0.39) 48/0.28 15.1 No (553 %i%)
bacteriuria R (0.07,0.87) T
. RR: 051 .
Higgins 2016 (26) BCG Mortality 8 RR: 0.46 63/0.19 (0.36, 0.72) 67/0.19 70.1 No RR: 057
(0.30, 0.69) (0.18, 1.46) (0.48, 0.68)
RR: 0.57
- Measles containing . RR: 0.53 RR: 0.65
Higgins 2016 (26) accines Mortality 13 (©040,070) | 67014 28.4213, 2;3 58/0.11 | 804 No (0.57,0.74)
_ RR: 0.66 :
Hopley 2010 (27) Total hip arthroplasty Reoperation 6 RR: 045 23/0.28 (0.33,1.32) 34/0.39 56.1 No RR: 0.72
(0.19, 1.08) (0.43, 1.20)
(0.13, 3.42)
) RR: 1.20 )
Hopley 2010 (27) Total hip arthroplasty Dislocation 5 RR: 0.79 18/0.28 (0.52, 2.76) 12/0.17 63.7 No RR: 1.16
(0.27, 2.35) 028, 5.08) (0.54 2.52)
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RR: 1.37

Hopley 2010 (27) Total hip arthroplasty Deep infection 4 (0R§5 039218) 0/0.00 (0.64, 2.94) 0/0.00 35.9 No (OR; 123;74)
e (0.50, 3.73) e
Chest-compression-
. RR: 1.04
. only cardio- . RR: 0.96 RR: 1.05
Huipfl 2010 (28) oulmonary Survival 7 (0.83, 1.11) 0/0.00 Egzg i;i; 13/0.01 61.9 No (0.93, 1.18)
resuscitation R
. RR: 0.87
Non-calcium-based . RR: 0.89 RR: 0.89
Jamal 2013 (29) phosphate binders Mortality 3 (0.78, 1.00) 0/0.00 Eg;; 2&192 28/0.01 49.1 Yes (0.82, 0.96)
Parenteral influenza Influenza-like RR: 0.76 RR:0.73 RR: 0.70
Jefferson 2010 (30) . . 30 - 57/0.07 (0.64,0.82) 54/ 0.06 85.6 No o
vaccine illness (0.66, 0.87) (0.65, 0.75)
(0.43,1.22)
. ] RR: 0.51 ]
Jefferson 2010 (30) | ©arenteral influenza Influenza 10 RR: 051 64/052 | (0.32,080) | 59/0.34 | 687 No RR: 0.60
vaccine (0.27,0.97) (0.47,0.78)
(0.13, 2.02)
. . ] RR: 0.37 ]
Jefferson 2012 (31) | 'Mactivated influenza Influenza 1 RR: 020 NA (0.26,053) | 44/011 | 152 No RR: 034
vaccines (0.10, 0.39) (0.27,0.43)
(0.15, 0.92)
Inactivated influenza Influenza-like RR: 0.29 RR: 0.56 RR: 0.74
Jefferson 2012 (31) . . 2 S 95/1.43 (0.46, 0.68) 87/0.04 34.8 Yes C
vaccines illness (0.07, 1.15) (0.71,0.77)
(0.33,0.94)
] RR: 1.03 ]
Jin 2012 (32) High total flavonoids Colorectal 3 RR: 1.00 66/0.02 | (0.88,1.20) | 56/001 | 69.6 No RR: 1.02
neoplasms (0.80, 1.25) (0.93,1.13)
(0.56, 1.88)
_ RR:1.84 :
Kansagara 2013 (34) Transfusion Mortality 11 ( 1R fo 24[:%) 97/ 0.94 (1.10, 3.07) 96/1.00 74.4 No (5 53 33:225)
e (0.20, 16.54) e
OR: 0.58
. Urinary OR: 0.56 OR: 0.62
Keag 2018 (35) Caesarean section incontinence 8 (0.48, 0.66) 70/0.04 (0.50, 0.68) 68/0.04 90.0 No (057, 0.67)
(0.36, 0.94)
] OR:1.11 .
Keag 2018 (35) Caesarean section Fecal incontinence 5 OR:1.04 72/0.10 (0.78, 1.58) 71/0.12 93.6 No OR: 111
(0.73,1.48) (0.38.3.26) (0.94,1.31)
. . RR:1.13
Antiretroviral . RR: 1.23 RR: 1.17
Kredo 2014 (36) therapy by nurses Mortality 2 (114, 1.33) 0/0.00 Egig ;gg; 76/ 0.02 64.7 Yes (110, 1.26)
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RR:0.43

Kredo 2014 (36) thg’;t're;mmfsles Attrition (OR; 01'3;% 98/177 | (0.21,086) | 95/0.35 | 656 Yes (OR7R1: %7759)
Py by ook (0.00, 2691.24) LD
Nurses for ) RR: 0.61 )
Kredo 2014 (36) maintenance of Mortality (0R§5 %17%) NA (0.28, 1.35) 56/ 0.28 20.2 Yes (554 0171%)
antiretroviral therapy .00, 2756.4
i iral th (0.00, 2756.46)
Acute pancreatitis/ ) RR: 0.92 .
Li 2014 (37) Exenatide Admission for RR: 092 0/0.00 (0.69, 1.22) 0/0.00 96.0 No RR: 092
" (0.69, 1.22) (0.69, 1.21)
acute pancreatitis (0.64, 1.32)
] RR: 1.10 ]
Li 2016 (38) DDP-4 Inhibitors Heart failure RR: 1.10 0/0.00 (1.04,1.17) 0/0.00 98.4 No RR: 110
(1.04,1.17) (103, 1.16) (1.04,1.17)
. . OR: 0.94
. i Hospital admission OR: 0.85 OR: 0.97
Li 2016 (38) DDP-4 Inhibitors for heart failure (0.74, 0.97) 33/0.01 2822 igg; 55/0.02 58.1 Yes (0.90, 1.05)
] RR: 0.74 ]
Matthews 2018 (39) Tamoxifen Heart failure ((I)?(I;G 01%59) 10/ 0.00 (0.53, 1.04) 59/0.05 70.5 No ((I):{:l %7952)
T (0.02, 29.27) R
. . OR: 0.58 )
Menne 2019 (40) SGLT-2 inhibitors Acute kidney OR:0.40 30/003 | (049,069 | 27/005 | 369 No OR:062
injury (0.31,0.52) (0.41, 0.99) (0.56, 0.68)
. RR: 1.26
Mesgarpour 2017 Erythropoesis Venous RR: 1.92 75/ (0.76, 2.10) 84/ 8.4 No RR: 1.71
(41) stimulating agents thromboembolism (0.64, 5.76) 1.03 (0'20’ 8'14) 0.70 ' (1.45, 2.01)
Mesgarpour 2017 Erythropoesis RR: 1.08 91/ RR: 0.88 92/ RR: 2.20
(41) stimulating agents Mortality (0.66, 1.78) 0.35 Eg'g‘l"‘ ;33 0.46 335 No (2.15, 2.25)
Pneumococcal Invasive . OR: 0.40 .
Moberley 2013 (42) polysaccharide pneumococcal ((?56 %5879) 00(;0 (0.26, 0.61) 013/7 51.9 No ((?22 %229)
vaccines disease R ' (0.18, 0.85) ' R
OR: 0.74
Neoral Acute rejection of OR: 0.46 5/ 56/ OR: 0.71
Molnar 2015 (43) (cyclosporine) kidney transplant (0.25, 0.86) 0.02 (0.36, 1.54) 0.29 504 Yes (0.46, 1.10)
(0.04, 12.62)
i ; OR: 0.82
Early intervention for . OR: 0.80 OR: 0.86
Navarese 2013 (44) NSTE-ACS Mortality (0.63, 1.02) 78/0.04 (0.69, 0.97) 45/0.03 74.8 Yes (0.80, 0.94)
(0.54, 1.24)
Early intervention for Myocardial OR: 0.86 OR: 087 OR: 0.90
Navarese 2013 (44) NSTE-ACS infarction (0.69, 1.08) 86/0.03 Egz;, 15‘21; 81/0.08 49.4 No (0.83,0.97)
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. . OR: 0.92
Early intervention for . . OR: 1.12 OR: 1.00
Navarese 2013 (44) NSTE-ACS Major bleeding 3 (0.69, 1.82) 92/0.17 Eggg ;ig; 70/0.11 56.3 No (0.88, 1.13)
. . . OR:0.92 )
Nelson 2010 (45) Caesarean section Anal incontinence, 12 OR:0.91 0/0.00 (0.74, 1.16) 0/ 0.00 90.0 No OR:092
feces (0.72, 1.16) (072, 1.19) (0.74, 1.16)
. . OR: 1.00
. Anal incontinence, OR: 1.02 OR: 1.00
Nelson 2010 (45) Caesarean section flatus 4 (0.87, 1.20) 0/0.00 Eg;%g i;g; 0/0.00 90.3 No (0.86, 1.16)
. .. Ceramic-on-ceramic . MD: -0.29 MD: -0.20
N'e“‘”e'zzg')‘se 2014 | | carings for total hip | Harris Hip Score 3 (Z'[g'g (izg) 62/1.08 | (-096,038) | 32031 | 407 No (-0.66,
arthroplasty R (-1.81, 1.22) 0.26)
Nieuwenhuijse 2014 High-flexion total MD: 3.78 MD: 2.91 MD: 2.49
(46) knee arthroplasty Flexion (degrees) 26 (164, 5.92) 78/19.12 (1.56, 4.27) 73/12.7 53.2 No (184, 3.14)
(-4.42,10.25)
Nieuwenhuijse 2014 | Gender-specific total | Flexion-extension MD: 3.15 MD: 1.80 MD: 1.85
(46) knee arthroplasty range (degrees) 2 (-0.03, 6.34) 29/ 1.8 (0.40, 3.21) 9/040 256 Yes (0.54, 3.16)
(-0.53,4.14)
. RR: 1.29
I Second generation . RR: 1.84 RR:1.29
Nikooie 2019 (47) antipsychatics Sedation 3 (0.40, 8.54) 34/0.84 Eggi i;g; 0/0.00 6.0 No (0.95,1.74)
Second generation Neurologic RR: 0.76 RR: 0.73 RR:0.73
Nikooie 2019 (47) antipsychotics outcomes 5 (0.59, 0.99) 07000 Egg; 822; 070.00 91.0 No (0.57,0.93)
. RR: 0.43
Surgery for achilles RR: 0.42 RR: 0.65
Ochen 2019 (48) tendon rupture Re-rupture 18 (0.28, 0.65) 30/0.19 (0.31, 0.60) 21/0.12 69.6 No (054, 0.79)
(0.20, 0.96)
RR: 2.72
Surgery for achilles — RR: 2.93 RR: 2.63
Ochen 2019 (48) tendon rupture Complications 15 (2.28,3.75) 0/0.00 (1.84,4.02) 41/0.28 57.8 No (2.13,3.27)
(0.84,8.82)
) RR: 0.68 )
Pittas 2010 (49) High vitamin D Hypertension 3 RR: 057 0/0.00 (0.43,1.07) 77/0.14 61.8 Yes RR:1.00
(0.41, 0.79) (0.10, 4.51) (0.95, 1.05)
] RR: 0.70
Carotid . RR: 0.47 RR: 0.72
Raman 2013 (50) endarterectomy Ipsilateral stroke 2 (0.05, 4.46) 83/2.19 (0.51,0.97) 38/0.05 11.9 Yes (058, 0.89)
(0.29, 1.69)
RR: 0.67
Carotid RR: 0.73 RR: 0.67
Raman 2013 (50) endarterectomy Any stroke 3 (0.43,1.22) 0/0.00 Egg; 8;2; 0/0.00 9.7 Yes (057, 0.79)

29




RR:1.91
Carotid artery Periprocedural RR: 1.91 RR: 1.91
. . . .00 98.2 No
Raman 2013 (50) stenting stroke (1.72,2.11) 71000 g Zg g 12; 0700 (1.74, 2.10)
RR: 0.48
. . Surgical site RR: 0.40 RR:0.54
0/0.00 0.33,0.69 44/0.15 52.4 N
Schweizer 2013 (51) | Nasal deconolization infection (028, 057) Eo 18, 0 26; 0 (0.42, 0.69)
RR: 0.71
. Glycopeptide Surgical site RR: 0.35 RR: 1.04
. . . A48, 1. .25 385 No
Schweizer 2013 (51) prophylaxis infection (0.12, 1.03) 80/1.44 Eg 22 ; 2?; 62/0.2 (0.66, 1.24)
RR: 0.64
:0. RR: 0.66
Silvain 2012 (52) Enoxaparin Mortality RR:0.50 0/0.00 (0.49, 0.82) 46/ 0.08 48.9 No
(0.40, 0.62) (032, 1.26) (0.56, 0.77)
RR: 0.81
:0. RR:0.84
Silvain 2012 (52) Enoxaparin Major bleeding RR: 0.72 0/0.00 (0.66, 1.00) 30/0.05 425 Yes
(0.56, 0.93) (0.49, 1.37) (0.72,0.98)
Death or RR: 0.67
. RR: 0.44 RR: 0.77
Silvain 2012 (52) Enoxaparin Myocardial (035 % 55) 0/0.00 (0.55, 0.81) 58/ 0.07 34.3 No (0.71, 0.85)
infarction R (0.37,1.21) R
HR: 0.35
Antiretroviral Tuberculosis HR: 0.32 HR: 0.37
. 27/ 0. .29, 0.44 26/ 0. 78.9 No
Suthar 2012 (53) therapy infection (0.25, 0.41) 10.08 Eg 22 8 57; 6/0.03 (0.31, 0.44)
MD: 0.51
Te Morenga 2013 . . . . MD: 0.31 99/ 99/ MD: 0.59
0.26, 0.75 42.0 Y
(54) High sugar intake Weight gain (kg) (-0.07, 0.68) 014 ((_0.36 1.37)) 014 es (058, 0.60)
MD: -0.02 MD: -0.01
:-0. 58/
Te Mor(‘;r;‘“;’a 2013 High sugar intake BMI (kg/m?) (_'\é' '35 ggé) 07 gg (-0.05,-0.00) 0,00 5.0 No (-0.03,
R ' (-0.05, 0.09) ' -0.00)
RR: 0.53
Influenza-like RR:0.31 94/ RR: 0.48
i . . 245 N
Thomas 2010 (55) Influenza vaccines illness (0.26, 0.36) NA Eg 3{13 g jg; 0.28 0 (043, 0.53)
Discontinuation RR: 2.78
i -Pai 12, RR: 2.
Tickell F(’;a|6r)1ter 2017 Mefloquine due to adverse (1R§4 247036) 31/0.11 (2.05, 3.77) 15/ 0.04 79.2 No (2.19 38751)
effects T (1.57,4.91) e
Tickell-Painter 2017 Serious adverse RR: 3.09 RR: 131 RR:1.31
i Mefloquine by 0/0.00 (0.33,5.23) 0/0.00 43.7 No _—
. . .33,5.2
(56) events or effects (0.38, 24.95) (0.14, 12.39) (0.33,5.23)
RR: 1.56
Tickell-Painter 2017 . RR: 1.86 RR: 1.56
1 N 0/0.00 1.30, 1.87 0/ 0.00 46.3 No
(56) Mefloguine ausea (142, 2.42) El- 6 2_09; (130, 1.87)
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RR: 0.55

. Live-attenuated Suspected Herpes RR: 0.48 RR: 0.72
Triceo 2018 (57) zoster vaccines Zoster 3 (0.27,0.83) 99/0.24 ((8;8 35727)) 9770.14 56.6 No (0.70,0.74)
] RR: 0.86 ]
Vinceti 2018 (58) Selenium Any cancer 7 RR: 0.72 46/ 0.06 (0.73,1.01) 64/0.04 457 Yes RR: 0.94
(0.55, 0.93) (052 1.42) (0.88, 1.01)
] RR: 0.78 ]
Vinceti 2018 (58) Selenium Cancer mortality 7 RR:0.76 66/0.07 (0.64, 0.95) 65/ 0.05 73.2 No RR: 088
(0,59, 0.97) (044, 1.39) (0.80, 0.96)
] RR: 0.83 ]
Vinceti 2018 (58) Selenium Colorectal cancer 6 RR: 0.82 0/0.00 (0.74,0.94) 0/ 0.00 85.6 No RR: 083
(0.72,0.94) (073, 0.95) (0.74,0.94)
Training for
traditional birth ) RR: 0.77 .
Wilson 2011 (59) attendants/ assistance | Perinatal mortality 1 ((? 58 018728) NA (0.67, 0.89) 52/0.01 3.0 Yes (OR $3 %7896)
by traditional birth R (0.53,1.13) o
attendants
Training for
. traditional b.lrth . RR: 0.80 RR: 0.80 RR: 0.80
Wilson 2011 (59) attendants/ assistance | Neonatal mortality 2 (0.47,1.37) 0/0.00 (0.73, 0.88) 14.0/0.00 3.0 Yes (0.74,0.87)
by traditional birth o (0.67, 0.95) o
attendants
RR: 0.43
. Unilateral knee Venous RR: 0.42 RR: 0.45
Wilson 2019 (60) arthroplasty thromboembolism 8 (0.30, 0.57) 24/0.04 Eggg 822 8001 %8.1 No (0.37,0.54)
. Range of . MD: -7.60 MD: -8.29
Wilson 2019 (60) Unilateral knee movement 11 MD: -8.43 86/620 | (9.27,-593) | 9u7.85 | 778 No (-8.63,
arthroplasty (degrees) (-10.15, -6.71) (-13.98, -122) -7.95)
. . . ) MD: -17.07 MD: -11.25
Wilson 2019 (60) Unilateral knee Operatl_on duration 8 MD: -23.80 99/ (-29.11, -5.04) | 98/365.45 69.8 No (-12.71,
arthroplasty (minutes) (-40.43, -7.17) 491.19 (-63.37, 29.23) -9.97)
_ _ RR:1.08 :
Yank 2011 (61) Recomb{;‘ﬁm factor Mortality 2 (OR;‘ 02'9112) 0/000 | (0.56,2.09) 0/000 | 606 No (OR; 12%%)
e (0.25, 4.59) e
Recombinant factor Thromboembolic RR: 1.81 RR: 1.8 RR: 1.88
Yank 2011 (61) Vil events 2 (0.67, 4.87) 0/0.00 (5)05835’f6176g) 0/0.00 64.5 No (0.85, 4.16)
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Everolimus-eluting ) OR: 2.09 )
Zhang 2016 (62) bioresorbable Stent thrombosis 3 (10(; 242923) 0/0.00 (1.20, 3.64) 0/0.00 48.9 Yes (102R0 23%(‘1)
vascular scaffold T (1.04, 4.18) R
Everolimus-eluting ] OR: 0.73 )
Zhang 2016 (62) bioresorbable Mortality 4 ((?54 01%:;) 0/0.00 (0.34, 1.57) 15/ 0.20 48.3 No (OO4R2 01?;))
vascular scaffold e (0.18, 2.97) e
Everolimus-eluting ) OR: 1.05 )
Zhang 2016 (62) bioresorbable Cardiac death 4 (0053 02%2) 0/0.00 (0.53,2.12) 0/0.00 78.6 No (OO; 12012)
vascular scaffold o (0.42, 2.63) DA
HR: 1.05
Percutaneous . HR: 1.07 HR: 1.08
Zhang 2017 (63) coronary intervention Mortality 17 (0.92, 1.26) 37/0.03 (0.93, 1.20) 32/0.03 74.4 No (0.98, 1.19)
(0.73,1.52)
Percutaneous Cardiovascular HR: 1.08 HR: 1.05 HR: 1.33
Zhang 2017 (63) coronary intervention mortality ° (0.51, 2.28) 78/0.49 (069, 1.59) 721025 48.8 No (1.09, 1.62)
(0.29, 3.81)
HR: 1.69
Percutaneous Myocardial HR: 2.00 HR: 1.66
Zhang 2017 (63) coronary intervention infarction 5 (1.65, 2.44) 07000 (1.22,2.33) 57/0.12 463 No (1.42,1.94)
(0.71, 4.03)
' RR:1.38 :
Ziff 2015 (64) Digoxin Mortality 8 (f; 11%%) 63/ 0.05 (1.15, 1.66) 75/ 0.06 69.8 No (lR; 1101%1)
R (0.77, 2.49) R
RR:1.71
. L Cardiovascular RR: 2.53 RR: 1.15
Ziff 2015 (64) Digoxin . 3 96/ 0.48 (1.04, 2.80) 96/0.29 58.1 No
mortality (1.12,5.70) (0.26, 11.38) (1.08, 1.22)
] RR: 0.93 .
Ziff 2015 (64) Digoxin Hospital admission 4 RR: 0.92 64/ 0.00 (0.88, 0.98) 61/0.00 62.2 No RR: 0.92
(0.85, 0.99) (080, 1.09) (0.89, 0.95)

BCG: Bacillus Calmette-Guérin; BMI: Body Mass Index; BoE: Bodies of Evidence; CE: Common Effects; Cl: Confidence Interval; CRC: Colorectal Cancer; CS: Cohort
Studies; DDP 4: Dipeptidylpeptidase-4; HIV: Human Immunodeficiency Virus; HR: Hazard Ratio; MD: Mean Difference; NA: Not Applicable; NSTE-ACS: Non-ST-Segment
Elevation Acute Coronary Syndromes; OR: Odds Ratio; PI/ECO: Population — Intervention/Exposure — Comparator — Outcome; RCT: Randomized Controlled Trial; RE:
Random Effects; RR: Risk Ratio; SGLT-2: Sodium Dependent Glucose Transporter 2;

* PI/ECO similarity degree: 1=more or less identical; 2=similar but not identical; 3=broadly similar;
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% Cl

341RCTs

HPT 1928 0.2%
Margan 1978 0.8%
TOHF | 1.3%
TOHP 111887 2.8%
Subtotal (95% Cl) 5.0%

1.00[0.08, 15.87]
0.496 [0.28, 3.30]
0.64[0.24,1.68]
067 [0.36,1.24]
0.70[0.44, 1.14]

Heterogeneity: Tau®= 0.00; Chi®= 0.37, df= 3 {P = 0.95), F= 0%
Test for overall effect: Z=1.44 (P=0.15)

3.4.3 Cohort studies

Caohen 2008 T.3%
Cook 2007 IT%
Cook 2007 1.7%
Geleijinse 2007 14.3%
He 15944 18.3%
He 159494 12.4%
O Donnell 2011 11.5%
Stolarz-Skzypek 2011 11.8%

Tuarmilehta 2001 1%
Tuormilehto 2001 12.4%
Subtotal (95% Cl) 95.0%

Heterogeneity: Tau®= 0,02, Chi®= 2288, df=9 (P = 0.006), F=61%

1.30[0.93, 1.81]
0.83 [0.49, 1.40]
0.7 [0.34,1.74]
1.05 [0.90,1.23]
0.9 [0.86,1.14]
0.72 [0.59, 0.87]
0,90 [0.73,1.12]
1.6 [0.94, 1.44]
1.01 [0.66, 1.54]
0.75 [0.62, 0.91]
0.94 [0.83, 1.06]

Test for overall effect: 2= 096 (P =0.34)

Total (95% Cl) 100.0%

Heterogeneity: Tau®=0.02; Chi®= 24 66, df=13 (P=0.03); F= 47%

0.93[0.83, 1.04]

Test for overall effect Z=1.30(F=0.19)

Testfor subaroup differences: Chi*=1.33,df=1 (P =028, F=24.5%

Figure S1: Aburto 2013; Intervention/ Exposure: Low sodium; Outcome: All-cause mortality
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% ClI
3.51RCTs

Margan 1978 2.0% 1.16[0.38, 3.45] e R—
TOME 1998 6.7% 0.80[0.453,1.21] —T
Subtotal (95% CI) 8.7% 0.84 [0.57,1.23] <%
Heterogeneity: Tau®=0.00; Chi*=0.39, df=1 (P =0.53); F=0%

Test for overall effect: £=0.88 (P =0.38)

3.5.2 Cohort studies

Alderman 19495 1.4% 04070011, 1.48] e —
Alderman 1995 4.7% 2.691[1.48, 4.859] —
Cohen 2008 A.8% 188[113,313] —
Cook 2007 % 0.79[0.46,1.10] =T

Cook 2007 4 2% 0.48[0.25, 0492 —
Geleijnse 2007 2.8% 1.30[1.01,1.67] =

He 19494 9.0% 0.86 [0.68, 1.049] =T

He 19494 T.9% (.66 [0.48, 0.90] -

0 Donnell 2011 9.8% 0.84[0.71,1.01] -
Stalarz-Skrzypek 2011 9.3% 1.07 [0.86,1.33] T
Tuamilekta 2001 4.5% 0.64 [0.35,1.18] .
Tuamilehto 2001 8.8% 0.70[0.54, 0.90] -
Umesawa 2008 9.8% 0.70[0.58,0.84] -

Subtotal (95% CI) 91.3% 0.90 [0.75, 1.08] &
Heterogeneity: Tau*=0.07; Chi*= &3 38, df=12 (P = 0.00001); F= 78%

Testfor overall effect Z=118 (P=0.24)

Total (95% CI) 100.0% 0.89 [0.75, 1.06] q
Heterogeneity: Tau®=0.07; Chi*=53.79, df =14 (P = 0.00001); F=74% 'IZI.D1 Df1 1- 'lID 1DE|'

Testfor overall effect Z=1.31 (F=019)
Testfar subgroup diferences: Chi#=0.08, df=1 (P =0.78), F= 0%

Favours low sodium  Favours control

Figure S2: Aburto 2013; Intervention/ Exposure: Low-sodium; Outcome: Cardiovascular disease
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Odds Ratio Odds Ratio

Study or Subgroup  Weight IV, Random, 95% CIl IV, Random, 95% Cl
431RCTs

kono 1998 Mot estimahble

Flaherty 1985 3.5% 0.25[0.07, 0.96] I

Gu 2011 4% 0.46[0.12,1.80] e R
O'Rourke 1981 3.9% 0.73[0.23, 2.27] A
Ohrman 19494 25% 085012, 6.48]

Ohman 2005 5.2% 0.94 [0.67,1.20] -

Fatel 2011 3.3% 1.28[0.30, 5.43] —
Frondzinsky 2010 41% 1.38[0.81, 2.81] I
Stone 1947 4.3% 1.40[0.57, 3.44] B E—
Thiele 2012 3.5% 1.46[0.39, 5.51] I R
wan 't Hof 1994 2.6% 1.86 [0.24, 9.91]

Vijayalakshmi 2007 1.4% 797 [0.38 167.42] *
Subtotal (95% CI) 37.8% 0.96 [0.74,1.24] L

Heterogeneity: Tau®= 0.00; Chi*=9.09, df=10P=052), F=0%
Testfor overall effect Z=033{F =074

4.3.2 Cohort studies

Moulopoulos 1986 1.9% 0.08 [0.00,1.38] 4

Kovack 1997 3.6% 0.23[0.07, 0.81]

Waksman 1993 1.4% 0.29[0.07,1.17] - T
Stormel 1994 34% 0.37 [0.09, 1.49] - 1
Sanhom 2000 5.3% 0.38[0.29, 0.51] -

Gu 2010 4.4% 0.40[017, 0.94] -
Zeymer 2013 5.4% 0.57 [0.53, 0.63] =

Sjauw 2012 4.9% 0.65[0.37,1.14] T
Zeymer 2011 4.9% 0.701[0.40,1.22] T
Ohman 1991 5.3% 1.281.05,1.59] =
Anderson 1997 5.0% 2.261[1.33, 3.89] -
Barron 2001 5.2% 2.33[1.82, 2.29] -
Benagtson1992 49% 11.59[6.41, 20.96] -

Erodie 1999 1% 13.63[9.11,20.40] _—
Subtotal (95% CI) 62.2% 1.02 [0.57,1.82]

Heterogeneity: Tau®=1.03; Chi®= 430849, df=13 (P = 0.000013; F=97%
Test for averall effect: Z=0.06 {F = 0.95)

-
Total {95% CI) 100.0% 1.02 [0.67, 1.56] ?
Heterogeneity, Tau®= 0.86; Chif= 442 58, df= 24 (P = 0.000013; F=95% | ; . I
Testfi Il effect: Z=0.09 (P = 0.92 0.01 0.1 1 10 100
stior overall EC_' =0.03¢ T ) Favours balloon pump Favours control
Test for subgroup differences: Chif=0.04, df=1({F=0.858), F= 0%

Figure S3: Ahmad 2015; Intervention/ Exposure: Intra-aortic balloon pump; Outcome: All-cause
mortality
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Risk Ratio
IV, Random, 95% CI

Risk Ratio

Study or Subgroup Weight IV, Random, 95% ClI
6.1.1 RCTs

Kamuolratanakul 6.8% 0.50[0.24, 0.87]
Wialley 20014 5.8% 1.01 [0.88,1.19]
Zwarenstein 1998 2.9% 1.19[0.85, 1.66]
Zwarenstein 2000 6% 0.91 [0.B8, 1.20]
Subtotal (95% CI) 19.1% 0.95 [0.87, 1.03]

Heterogeneity, Tau®*=0.00; Chi*= 2398 df= 3 (P =0.26), F= 25%
Testfor overall effect =122 P =025

6.1.2 Cohort studies

Akkslip 1993 5.9% 0.83[0.73, 0.94]
Anuwatnonthakate 2008 7.0% 078074, 083]
Cavalcante 2007 7.0% 0.96 [0.92,1.01]
Chung 2007 5.8% 0.79 [0.68, 0.92]
Daniel 2006 5.0% 0.67 [0.56, 0.81]
Das 2014 1.8% 077 [0.47,1.24]
Ershova 2014 11% 0.69 [0.36, 1.31]
Juan 2006 3.0% 0.36 [0.26, 0.49]
tathema 2001 6.6% 0.86 [0.79, 0.94]
tahr 2017 47% 1.02[0.83,1.25]
Mirupa 2005 4.5% 096 [0.F7,1.19]
Olle-Goig 2001 5.5% 0.67 [0.587,0.78]
Szczesniak 2009 5.3% 0.77 [0.65, 0.92]
Tsuchida 2003 4.1% 0.78[0.62,1.00]
Hu 2008 B.8% 0.84 [0.78, 0.91]
Yen 2013 T1% 1.04[1.01,1.08]
Subtotal (95% CI) 80.9% 0.81 [0.74, 0.88]

Heterageneity, Tau®=0.02; Chi*=176.26, df=14 (P = 0.00001}; F=91%
Testfor overall effect: £=4.73 (P = 0.00001}

Total {95% CI) 100.0% 0.84 [0.78, 0.90]

Heterogeneity: Tau*=0.02; ChiF=180.41, df=19(F = 0.00001}; F=89%
Testfor overall effect: £=4.60 (P = 0.00001}

Testfar subagroup diferences: Chi®= 633, df=1 (FP=001}, F= 84.2%

““.w

l'*'l'lll.l.lo

0.01 0.1 10 100
Favours self adm. therapy Fawvours control

Figure S4: Alipanah 2018; Intervention/ Exposure: Self-administered therapy; Outcome: Treatment

success (Risk Ratio >1 indicates a favorable effect)
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl
6.3.1 RCTs

Kamuolratanakul B.2% 1.13[0.72,1.78] T
Tandaon 2002 9.0% 0.64 [0.55, 0.79] -

Walley 2001 2.7% 0.61[0.23,1.62] —
Iwarenstein 1998 2.7% 0.58[0.22,1.53] —
Zwarenstein 2000 3.8% 113 [053, 2.41] I a—
Subtotal (95% ClI) 24.4% 0.79 [0.57, 1.009] @<

Heterogeneity, Tau®= 0.08; Chi*= 7.28, df=4 (F= 012}, F= 452%
Testfor overall effect Z=1 46 (F=014)

6.3.2 Cohort studies

Akkslip 19599 0.3% 065 [0.03,15.87]

Anuwatnonthakate 2008 9. 4% 1.62[1.40,1.64] *
Bashar 2001 2.9% 0421015, 1.18] e

Das 2014 2.8% 1.80[0.70, 4.64] -
Jasmer 2004 0.4% 13.51[0.79, 230.28] +
hac 19599 8.8% 0.84[070,1.01] -
Mathema 2001 9.1% 1.19[1.03,1.37] =
Okanurak 2007 83.7% 1.17 [0.96,1.43] ™
Olle-Goig 2001 f.4% 0.69 [0.44, 1.06] T
Ormerod 2002 7.9% 1.21[0.91,1.59] ™
Pungrassami 2002 2 7% 1.35 0451, 3.87] I B —
Szezesniak 2009 3.5% 093042 2.07] . —
Tsuchida 2003 3.6% 2.04[0.93, 4.46] —
Wieira 2011 9.4% 0.93[0.85,1.03] -

Subtotal (95% Cl) 75.6% 1.10 [0.91,1.33] »

Heterogeneity: Tau®= 0.07; Chi®= 9239, df=13 (P = 0.00001); F= 86%
Testfor overall effect Z=089 (F=0.32)

Total (95% CI) 100.0% 1.02 [0.84, 1.23] ?
Heterogeneity: Tau®=0.10; Chi®= 15043, df=18 (P = 0.00001); = 88% T 0 i 10 o0

Testfor overall effect Z=0.13 (P = 0.85) Favours self adm. therapy Favours control
Testfor suboroup differences: Chi= 310, df=1 (P=0.08), F=67.7%

Figure S5: Alipanah 2018; Intervention/ Exposure: Self-administered therapy; Outcome: Treatment
completion (Risk Ratio >1 indicates a favorable effect)
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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
6.4.1 RCTs
Kamalratanakul 2.1% 0.79[0.459,1.39] 1
Wialley 2001 2.9% 0.48[0.14,1.65)] —
Dwarenstein 1998 0.7% 0.29[0.01, 6.98)]
Fwarenstein 2000 1.2% 1.27[0.12,13.68]
Subtotal (95% CI) 0.8% 0.73 [0.45,1.19] et
Heterogeneity: Tau®= 0.00; Chi=1.07, df=3 (P=0749); F= 0%
Testfor averall effect £=1.26 (P=0.21)
6.4.2 Cohort studies
Abuaku 2010 4.23% 0.41[0.18, 0.91] —
Akkslip 1999 4.5% 1.87 [0.76, 3.24] T
Alwood 1594 4.23% 2.97 [1.34, 6.60] I —
Anuwatnonthakate 2008 6.0% 0.29[0.31, 0.50] -
Bashar 2001 1.5% B.18[0.79, 48.30]
Cavalzante 2007 4.9% 3120171, 870 —
Cayla 2004 423% 0.20[0.09, 0.44] —
Daniel 2006 a.4% 2.181[1.34, 3.46) —
Das 2014 1.3% 1.08[012,9.70)
Jasmer 2004 4.0% 3.80([1.50,818) —
Juan 2006 2.0% 1.80[0.34, 9.64] —
Mathema 2001 33% 0.64 [0.22,1.90] — 1
Mahr 2015 3.8% 1.70[0.68, 4.24] N
Mirupa 2005 3% 3.69[1.20,11.39] I —
Okanurak 2007 1.4% 0.99 047, 210 I
Olle-Gaig 2001 36% 3.28[1.24, 8.69) e —
Ormerod 2002 0.9% 6.03 [0.38, 96.13]
Fungrassami 2002 51% 0.74[0.43,1.27] T
Snyder 2016 B.0% 2.23[1.73, 2.96] -
Szczesniak 20049 IT% 1.32[0.52, 3.36) N
Tsuchida 2003 1.4% 3.80[0.44, 3257
Yen 2013 B.2% 0.83[0.70,0.97) -
Yen 2017 6.3% 1.47 [1.36,1.599] -
Subtotal {95% CI) 90.2% 1.35 [1.00, 1.83] >
Heterogeneity: Tau®= 0,34, Chi®= 22010, df= 22 {P = 0.00001}); F= 90%
Test for overall effect: £=1.96 (F=0.05)

Total (95% Cl) 100.0% 1.26 [0.95, 1.67]

Heterogeneity: Tau®= 0.33; Chi®= 225.93, df= 26 (P = 0.00001}); F= 38%

Testfor overall effect Z=1.60 (F=0.11)

Testfor subgroup differences: Chi®= 4,40, df=1 (P=004), F=77.3%

. *

0.01 01 1 10
Favours self adm. therapy Favours control

100

Figure S6: Alipanah 2018; Intervention/ Exposure: Self-administered therapy; Outcome: All-cause

mortality
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
7.1.1 RCTs

Cohen 2011 11.8% 0.11 [0.04, 0.30] —_—

Subtotal (95% CI) 11.8% 0.11 [0.04, 0.30] ot

Heterogeneity: Mot applicahle
Testfor overall effect. £=4.28 (F = 0.0001)

7.1.2 Cohort studies

Eirungi 2012 13.1% 0.81 [0.28, 2.18] ——
Del Romero 2010 2.9% 0.21 [0.01, 4.41] 4

Dannell 2010 5.3% 0.0% [0.01, 0.64] 4

Jia 2012 19.0% 0.74 [0.65, 0.84] -

Lu 2010 16.4% 1.44 [0.85, 2.44] T—
Melo 2008 3.3% 0.101[0.01,1.67] 4

Musiceo 1994 12.9% 0.88 [0.36, 2.16] ——
Reynalds 2011 3.3% 0.10 [0.01, 1.64] 4

Sullivan 2009 12.1% 0.21 [0.08, 0.56] —_—
Subtotal (95% Cl) 88.2% 0.59 [0.36, 0.97] -

Heterogeneity: Tau®=0.25; Chi*= 2177, df =8 (P =0.008); F=63%
Test for overall effect Z= 2.06 (F = 0.04)

Total (95% CI) 100.0% 0.45 [0.26, 0.78] -
Heterogeneity, Tau®= 042, Chi®= 3530, df= 8 (P = 0.0001), F=75% lﬂ o1 Dl1 1:D 100
Testfor overall effec.t: Z=2182(P =, 0.003) Favours antiretrovial .  Favours control

Testfor subgroup differences; Chi*= 856, df=1 (P=0.003, F=82.3%

Figure S7: Anglemyer 2013; Intervention/ Exposure: Antiretroviral therapy; Outcome: HIV infection
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Mean Difference Mean Difference

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% CIl
8.1.1RCTs

Ferri 2006 2.4% 1.60 [-1.46, 4.66] B

Hsieh 2003 339%  -060[1.27, 0.07] ——

Madjd 2015 189.1% 0.00 [-1.65, 1.65] .
Subtotal (95% Cl} 61.4%  -0.37 [-1.10, 0.36] -

Heterogeneity: Tau®= 0.07; Chi*= 220, df =2 (F=0.33); F= 9%
Testforoverall effect Z=1.00 P =0.32)

8.1.2 Cohort studies

Fowler 2008 38.6% 077 [0.47,1.07] =

Subtotal (95% Cl) 38.6% 0.77 [0.47, 1.07] L
Heterogeneity: Mot applicahle

Testfor overall effect £=45.03 {F = 0.00001)

Total (95% CI) 100.0%  0.23[-0.77,1.23] -?
Heterogeneity: Tau®= 0.65; Chi*=14 35, df= 3 (P = 0.002); F=79% 54 52 ] 5 ==1
Testfor overall effect: £=0.45 (P = 0.65) Favours NNS Favours control

Test for subaroup differences: Chi*= 8.03, df=1 (P=0.008), F=87 6%

Figure S8: Azad 2017; Intervention/ Exposure: Nonnutritive sweeteners; Outcome: Body Mass Index
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% ClI IV, Random, 95% CI

9.1.1RCTs

Warriner 2006 5.0% 15.03[0.86, 262.48) ¥
Warriner 2006 A 249 8% 1.11[0.43, 2 8A] i

Subtotal (95% CI) 34.5% 2.84 [0.24, 32.98]

Heterogeneity: Tau®= 224, Chi= 2.87, df=1 (P =0.08); F=65%

Test far overall effect £= 083 (P =0.40)

9.1.2 Cohort studies

Goldmann 2004 18.7% 3.98[1.06,14.497] —

Weitz 2013 46.8% 2.241.24,4.04] —i—

Subtotal {95% Cl) 65.5% 2.47 [1.44, 4.23] -

Heterogeneity: Tau®=0.00; Chi*= 061, df=1 (P =0.43); F=0%

Test far overall effect: £=3.28 (P =0.001)

Total (95% Cl) 100.0% 2.23[1.15,4.32] -

Heterogeneity: Tau*=0.15; Chi*= 451, df= 3 (P=0.21); F= 33% 'D.E|1 Df1 1'D 1DE|'

Test for overall effect £= 2.38 (F=0.02)

. ) Favours mid-level provid. Favours control
Testfor subgroup differences: Chi#=0.01, df=1 (P =0.91) *F= 0%

Figure S9: Barnard 2015; Intervention/ Exposure: Surgical abortion by mid-level providers; Outcome:
Failure or incomplete abortion
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
9.2.1 RCTs

Warriner 2006 £.1% 0.49 [0.04, 5.42]

Warriner 2006 A 36%  3.01(0.12, 73.61]

Subtotal {95% Cl) 9.7% 0.94 [0.14, 6.44] —eel——

Heterogeneity: Tau®=0.00; Chi*=0.79, df=1 (P =0.38); F=0%
Test far overall effect: 2= 0.06 (P = 0.95)

9.2.2 Cohort studies

Goldmann 2004 I3T% 0.78[0.36,1.76] —
Weitz 2013 a6.6% 1.86[1.21, 2.84] -
Subtotal (95% CI) 90.3% 1.30 [0.57, 2.96]
Heterogeneity: Tau®=0.26;, Chi= 3.37, df =1 (P=0.07); F=70%
Test far overall effect 2= 062 (P =0.53)

.
Total (95% Cl) 100.0% 1.31 [0.70, 2.42] ?
Heterogeneity: Tau®=0.13; Chi*=4.39, df= 2(P=022); F= 32% F I T f
Testf lleffect £=0.85 (F =040 0.01 01 1 10 108
esLTor overall & EC_' =089 T ] Favours mid-level provid. Favours control
Testfor subgroup differences: Chi#=0.09, df=1 (P =0.76), I*= 0%

Figure S10: Barnard 2015; Intervention/ Exposure: Surgical abortion by mid-level providers;
Outcome: Complications
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI

Risk Ratio
IV, Random, 95% Cl

9.3.1 RCTs

Warriner 2006 16.8% 0.99[0.41, 2.39]
Warriner 2006 A 27% 17.03[0.99 294.33]
Subtotal (95% CI) 19.5%  2.93[0.19, 44.15]

Heterogeneity: Tau®= 2.90; Chi®= 3.91, df=1 (P =0.06); F=72%
Testfar overall effect Z=0.78 (F = 0.44)

9.3.2 Cohort studies

Freedman 1936 27.4% 0.89[0.56, 1.40]
Goldmann 2004 22.4% 1.27 [0.67, 2.41]
Weitz 2013 30.6% 1.98[1.40, 2.81]
Subtotal (95% CI) 80.5% 1.33 [0.78, 2.27]

Heterogeneity: Tau*= 016, Chi*=7.72, df= 2 (P=0.02); F=74%
Test for overall effect £2=1.06 (F=0.29)

Total (95% CI) 100.0% 1.36 [0.83, 2.21]
Heterogeneity: TauwF=0.17, Chi*=11.33, df =4 (F=0.02); F=65%
Testfor overall effect £=1.23 (F=0.22)

Testfar subgroup diferences: ChF=0.31, df= 1 (P=0.58), F= 0%

N
— e —
e
i
-
-
0.01 0.1 1 10 100

Favours mid-level provid. Favours control

Figure S11: Barnard 2015; Intervention/ Exposure: Surgical abortion by mid-level providers;

Outcome: Abortion failure and complications
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Odds Ratio Odds Ratio

Study or Subgroup Weight IV, Random, 95% C| IV, Random, 95% Cl
10.41 RCTs

Davlouros 2009 0.9% 0.19[0.01, 3.84] ¢

CIPAMI 2007 1.6% 0.26 [0.03, 2.31]

CLARITY PCI 2005 8.0% 0.54 [0.28, 1.04] T

CREDO 2002 8.6% 0.76 [0.41,1.34)] T

PCl CURE 2001 9.9% 1.06 [0.65, 1.72] T
PRAGLIE 8 2008 0.8% 3.01[012, 73.76]

ARMYDA-5 PRELOAD 2010 0.8% 3.01[012, 73.47]

Subtotal {95% Cl) 30.7% 0.80 [0.58, 1.10] L

Heterogeneity: Tau®= 0.00; ChiF= 584, df=6{P=044); F=0%
Test for overall effect: Z=1.36(F=017)

10.4.2 Cohort studies

Dérler 2011 12.5% 0.42[0.34, 0.832] -

Chan 2003 a.7% 0.47 [0.26, 0.89)] —_—
SzZdk 2007 59.9% 0.60[0.24,1.82] .
Amin 2011 Tr% 0.73[0.36,1.48] T
ACUITY PCI 11.5% 0.92 [0.66, 1.24)] =
Feldman 2010 2.3% 1.23[0.65, 2.34] -
REPLACE-2 9.2% 133077, 2.31] T
Fefer 2004 9.6% 1.53[0.849, 3.94)] D
Subtotal {95% Cl) 69.3% 0.79 [0.53, 1.18] <4
Heterogeneity: Tau®= 023, Chi®= 33.79, df = ¥ (P = 0.0001}; F=79%

Testfor overall effect: £Z=1.159(F = 0.29)

Total (95% Cl) 100.0%, 0.77 [0.57, 1.04] -»

Heterogeneity: Tau®= 0.17; Chi®= 41.50, df = 14 (P=0.0001); F= 66% | l l !
. _ 0.0 01 10 100

Testioraverall effect £=1.68 (F = 0.09) Favours Clopidogrel  Favours control

Testfor suboroup differences: Chi*= 0.00, df=1 (P = 0.96), "= 0%

Figure S12: Bellemain-Appaix 2012; Intervention/ Exposure: Clopidogrel pretreatment for
percutaneous coronary intervention; Outcome: All-cause mortality
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Odds Ratio Odds Ratio

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
10.5.1 RCTs

ARMYDA-5 PRELDAD 2010 Mot estimable

CIPAMI 2007 6.8% 0.97 [0.45, 2.08] B —
CLARITY PCI 20058 4.1% 080017, 1.46] S —
CREDO 2002 15.0% 1.35[0.98,1.87] =
Cravlouros 2009 2.0% 0.93[018, 472 . E—
P CURE 2001 11.4% 1.12 [0.65,1.81] I
PRAGLE &8 2008 1.0% 201[018,22.249)

Subtotal (95% CI) 40.4% 1.18 [0.93, 1.50] »

Heterogeneity: Tau®= 0.00; Chi*= 3.76, df= 2 (P = 058} F= 0%
Testfor averall effect Z=1.35{F=013)

10.5.2 Cohort studies

ACUITY PCI 15.9% 1.19[0.90, 1.58] ™

Arnin 2011 5.4% 0.97 [0.38, 2.39] I
Chan 2003 3.5% 0.891[0.27, 2.80] S
Darler 2011 9.2% 0.61[0.34,1.11] T

Fefer 2009 1.1% 2.31[0.24, 22.44]

Feldman 2010 3.3% 0.701[0.20, 2.41] — T
REPLACE-2 14.0% 0.69[0.48, 0.59] ]

Szik 2007 7% 3.32[1.58, 6.99] -
Subtotal (95% Cl) 59.6% 1.03 [0.69, 1.53] -

Heterogeneity: Tau®= 016, ChiF=18.19 df=7 (P=0.008), F=64%
Testfor overall effect Z=0.14 (P =0.89)

Total (95% CI) 100.0% 1.04 [0.81, 1.33] ?

Heterogeneity: Tau?= 0.08; Chi*= 24.08, df=13 (F=0.03);F=46% ! f T ; |
S _ 0.01 0.1 1 10 100

Testior averall effect £=0.32 (F =0.75) Favours Clopidogrel Favours contraol

Testfor subgroup differences: Chi®= 035, df=1 (P =056}, F=0%

Figure S13: Bellemain-Appaix 2012; Intervention/ Exposure: Clopidogrel pretreatment for
percutaneous coronary intervention; Outcome: Major bleeding
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Odds Ratio Odds Ratio

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% ClI
10.6.1 RCTs

ARMYDA-5 PRELOAD 2010 IT% 1.18[0.62, 2.31] .
CIPAMI 2007 1.8% 0.42[0.14,1.21] r
CLARITY PCI 2005 6.0% 0.57 [0.37,0.88)] —

CREDC 2002 8.2% 0.71[0.583, 0.99) -
Davlouros 2009 2.8% 1.08[0.49, 2.42) I —
PCICURE 2001 9.8% 0.81 [0.67, 0.98) -
PRAGLIE 8 2008 ITH 0.89[0.46, 1.74] T
Subtotal {95% Cl) 36.0% 0.77 [0.66, 0.89] [

Heterogeneity: Tau®=0.00; ChiF=6.25, df=6 (P= 040}, F= 4%
Test for overall effect: £= 3.48 (P = 0.0005)

10.6.2 Cohort studies

ACUITY PCI 10.3% 1.10[0.94,1.29]

Armin 2011 FI% 0.92 [0.66,1.27] —
Chan 2003 8.3% 0.71[0.53, 0.949] -
Dridrler 2011 9.9% 0.57 [0.47, 0.69] -
Fefer 2009 5.7% 0.54 [0.34, 0.56] i
Feldman 2010 5.7% 1.18[0.75,1.87] .
REFLACE-2 9.2% 0.72[0.57, 0.90] -
Szlk 2007 1% 0.57 [0.40, 0.82] -
Subtotal {95% CI) 64.0% 0.76 [0.60, 0.95] $

Heterogeneity: Tau®= 0.08; Chi*= 3946, df=7 (P = 0.00001); F= 82%
Test for overall effect: £= 239 (P =002

-

Total (95% CI) 100.0% 0.76 [0.65, 0.89]

Heterogeneity: Tau®= 0.05; Chi®= 4580, df=14 (P = 0.0001); F= 69% =D > IZI=1
Test for overall effect: £= 3.45 (P = 0.0008) ’ FEI'\.-'DLII'S.C|DDiE|DgI'E|
Test for subagroup diferences: Chif= 001, df=1 {P=092), F=0%

11
Favours contraol

Figure S14: Bellemain-Appaix 2012; Intervention/ Exposure: Clopidogrel pretreatment for

percutaneous coronary intervention; Outcome: Coronary heart disease
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Odds Ratio Odds Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
11.4.1 RCTs

ACCOAST 3.6% 0.781[0.21,1.949] —
CREDOD 0.4% 011 [0.01, 2.09] 4

CLURE 62.8% 0.92[0.80,1.07] !
Subtotal (95% CI) fif.8% 0.90 [0.71, 1.14]

Heterogeneity: Tau®=0.01; Chi®=2.09, df= 2 (P =0.38); F=5%
Testfor overall effect £=0.87 (P =039

11.4.2 Cohort studies

ACUITY (cohort analysis)  28.1%  0.83[0.74,1.30] -
Az sali 1.0%  047[0.03,1.07]

han 2% 0.47[014,1.89 —_—
Feldran 1.0% 0620014, 482

Subtotal {95% CI) 33.2%  0.69[0.35,1.32] i

Heterogeneity: Tau*=0.17; Chi*= 4.60, df= 3(P=0.20);, F= 35%
Testfor overall effect £=1.13 (P = 0.26)

Total (95% Cl) 100.0% 0.90 [0.75, 1.07] ﬂ‘
Heterogeneity: Tau*=0.01; Chi*=6.70, df=6(P=0.3%), F=10%
Testforoverall effect Z=118 (P =024

Testfor subgroup diferences: ChiF=0.59,df=1 (P=0.44), F=0%

0.01 01 1 10 100
Favours P2Y12 inhibitors  Favours control

Figure S15: Bellemain-Appaix 2014; Intervention/ Exposure: P2Y12 inhibitor pretreatment in non-ST
elevation acute coronary syndrome; Outcome: All-cause mortality
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Study or Subgroup

Odds Ratio
Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% ClI

11.51 RCTs

ACCOAST 9.5% 1.91 [1.20, 3.098] —
CREDO 11.3% 1.34[0.87,2.07] ™
CURE 28.9% 1.3301.02,1.74] el
Subtotal (95% CI) 49.7% 1.43 [1.16, 1.76] &
Heterogeneity, Tau®= 0,00, Chif=1.81, df= 2 (F =040}, F= 0%

Test for averall effect: Z=3.42 (F = 0.0006)

11.5.2 Cohort studies

ACUITY {cahort analysis) 44 7% 1.16[0.94 1.45] =
Assali 2.7% 1.01 [0.42, 2.45] I —
Chan 1.5% 0.89[0.27, 2.590] I E—
Feldman 1.4% 0.70[0.20, 2.41] —
Subtotal (95% CI) 50.3% 1.13 [0.92, 1.39] »
Heterogeneity: Tau®= 0.00; ChifF= 087, df =3 {P=083F=0%

Test for averall effect Z=118 (F=0.24)

Total (95% CI) 100.0% 1.27 [1.10, 1.47] L
Heterogeneity, Tau®= 0,00, Chif= 520, df= 6 (F =052}, F= 0% 'D.D1 EI!1 1'D 1EIIZI'

Test for averall effect: 2= 3.25 (P = 0.001)

) ) Favours P2Y12 inhibitors  Favours control
Test for subgroup differences: Chi*= 2,62, df=1(F=011), F=60.3%

Figure S16: Bellemain-Appaix 2014; Intervention/ Exposure: P2Y 12 inhibitor pretreatment in non-ST
elevation acute coronary syndrome; Outcome: Major bleeding
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Odds Ratio Odds Ratio

Study or Subgroup Weight IV, Random, 95% ClI IV, Random, 95% Cl
11.6.1 RCTs

ACCOAST 19.9% 1.02[0.83, 1.26] -
CREDO 11.8% 0.80([0.47, 1.14] T

CURE 23.3% 0.79[0.67, 0.93] L

Subtotal (95% CI) 55.0% 0.87 [0.73,1.04] L

Heterogeneity: Tau®=0.01; Chi®*= 3.84, df=2(P =019, F= 48%
Testfor overall effect: Z=1.41 (P=013)

11.6.2 Cohort studies

ACUITY {cohart analysis) 23.4% 0.8a[0.7s,1.03] =
Assali 2 B% 036 [0.145, 0.88]

Chan 10.8% 0.61[0.42, 0.849] -
Feldrman 8.2% 1.18[0.75,1.87] -
Subtotal (95% CI) 45.0% 0.78 [0.56, 1.08] <
Heterogeneity: Tau®=0.07; Chi*=8.65, df= 3(P=0.03); F=65%

Testforoverall effect Z=149 (P =014

Total (95% CI) 100.0% 0.84 [0.72, 0.98] L

0.01 0.1 10 100
Favours P2¥12 inhibitors  Favours control

Heterogeneity: Tau*=0.02; Chi*=12.59, df=6 (P =0.09); F=52%
Testforoverall effect Z=2.24 (P=0.02
Testfor subgroup differences: Chi®= 035, df=1 (P =059, F=0%

Figure S17: Bellemain-Appaix 2014; Intervention/ Exposure: P2Y 12 inhibitor pretreatment in non-ST
elevation acute coronary syndrome; Outcome: Main composite ischemic endpoint
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

121.1RCTs

Toledo 2015 PREDIMED

Subtotal (95% CI)

0.9%

Heterageneity: Mot applicahle

Testfor averall effect Z=2.31 (P =002

12.1.2 Cohort studies
Adebamowo 2005
Agurs-Colling 2009
Buckland 2013
Cade 2011
Catshurg 2015
Couto 2013

Fung 2006

Link 2013
Mannistd 2005
MBSS

ORDET

Terry 2001

Yelie 2005
Subtotal (95% Cl)

Heterogeneity. Tau*=0.01; Chi*= 2521, df=12 (P=0.013; F=52%
Testfor overall effect £=1.09 (P =028

Total {95% CI)

Heterogeneity: Tau®= 0.01; Chi*= 3036, df= 13 (F = 0.004); F= 87%
Testfor averall effect =134 (P=018)
Testfor subgroup differences: Chi®=4.85 df=1(P=003, F=79.4%

4.5%
57%
14.9%
3T7%
59%
12.9%
12.0%
12.2%
41%
51%
0.9%
7.4%
9.0%
99.1%

100.0%

0.43[0.21, 0.89]
0.43[0.21, 0.88]

0.90 [0.58, 1.19]
0.6 [0.58, 1.0%]
0.94 [0.88, 1.00]
0.96 [0.70,1.32]
0.73[0.58, 0.92]
1.08[1.00,1.17]
0.93 [0.88, 1.09]
112 [1.01,1.24]
0.90 [0.67, 1.21]
0.84 [0.55, 1.09]
0.72[0.35, 1.48]
0.92 [0.78, 1.11]
1.03 [0.88, 1.21]
0.96 [0.90, 1.03]

0.95 [0.89, 1.02]

-

—a
—a
[ |
—
J—
-
-
—
—=

0.01 0.1 10
Favours mediterranean d. Favours control

100

Figure S18: Bloomfield 2016; Intervention/ Exposure: Mediterranean diet; Outcome: Breast cancer
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Study or Subgroup

Risk Ratio
Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% Cl

13.21 RCTs
Avenell 2004
Biaron 159949
Bolton-Srmith 2007
Bonnick 2007
Chapuy 1994
Chapuy 2002
Chevalley 1994
Dawson-Huges 19497
Grant 2005
Harwood 2004
Inkovaara 1983
Jackson 2006
Larsen 2004
Peacack 2000
Forthouse 2004
Prince 2006
Reid 19593

Reid 2006

Reid 2008

Rigos 19494
Salovaara 2010
Sambrook 2012
Subtotal (95% Cl)

Heterogeneity; Tau®=0.00; Chi®*= 2712, df =21 (P=0.17), F=23%

0.5% 1.2310.591, 3.00]
0.3% 0.291[0.10, 0.87]
0.1% 0.95[0.14, 6.76]
0.7 % 0.321[0.15, 0.67]
7.4% 0.83[0.71, 0.97]
2.4% 1.01 [0.70,1.47]
0.1% 0.50(0.07, 3.38]
0.8% 0.46 [0.23, 0.90]
8.5% 0.93[0.82, 1.08]
0.3% 1.20[0.38, 3.76]
0.1% 0.33[0.04, 3.08]
12.1% 0.97 [0.92,1.03]
5.7 % 1.001[0.82,1.22]
0.6% 1.18[0.52, 2.68]
3.0% 0.96 [0.70,1.33]
4.7% 0.87 [0.69,1.10]
0.4% 0.59100.23,1.54]
5.4% 0.9200.75,1.14]
0.4% 0.56 [0.22, 1.40]
0.6% 0.901(0.41, 1.96]
4% 0.83[0.62,1.11]

0.7 % 0.72 [0.34, 1.54]
58.0%  0.90 [0.83, 0.97]

Test for overall effect £=2.83 (P = 0.005)

13.2.2 Cohort studies

Cumming 1987
Dargent-Molina 20083
Frentice 2012
Frentice 2012
Samieri 2013
Thomas-John 2009
Subtotal {95% Cl)

Heterogeneity: Tau®=0.01; Chi*=15.82, df =5 (F=0.007);, F=6E8%

1004%  1.10[1.00,1.20]
8.0%  0.83[0.72,0.96)
10.9%  0.99[0.81,1.07]
11.9%  1.0701.01,1.14]
0.2%  2.20[0.50, 9.62]
0.6%  1.70[0.77, 3.79]
42.0%  1.02[0.93,1.12]

Testfor overall effect £=0.34 (P =0.74)

Total (95% CI)

Heterogeneity: Tau®= 0.01; Chi*= 54.07, df = 27 (P = 0.001%; P = 50%

100.0% 0.94 [0.88, 1.00]

Test for overall effect: £=1.28 (P = 0.06)

Testfor subaroup differences: Chif=4.09, df=1 (P =004}, F=75.59%

...‘N‘;‘ul,. |.| H‘ |

¥

...I‘

1 ]
T T
0 10
Favours calcium  Favours control

Figure S19: Bolland 2015; Intervention/ Exposure: High calcium; Outcome: All fractures
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% Cl
13.41RCTs

Chevalley 1894 2 0% 0.7A[0.23, 2.4A]  E—
Fujita 2004 1.0% 0.35[0.06, 1.93] — T
Grant 2004 1.4% 0.61 [0.15, 2.56] e E—
Hanssaon 1987 0.4% 1.00[0.07, 15812]

Jackson 2006 27 0% 092076112 -
Peacock 2000 3E6% 0.58[0.24,1.40] E——
Prince 2006 11.6% 0.97 [0.63,1.50] -
Recker 19496 12.2% 0.85 [0.56, 1.30] =
Reid 19493 0.3% 033001, 7.82]

Reid 2008 10.0% 0.72[0.44, 1.16] -
Rigogs 19498 33% 0.87[0.35, 2.149) R E—
Salovaara 2010 3.9% 0.691[0.30,1.61] I
Subtotal (95% CI) T6.7% 0.86 [0.74, 1.00] L]
Heterogeneity: Tau®=0.00; ChiF=3.96, df =11 (F=087), F=0%

Testfor overall effect: Z=2.02 (FP=0.04)

13.4.2 Cohort studies

Cumming 19497 23.3% 1.40[1.10,1.78] Bl
Subtotal (95% CI) 23.3% 1.40 [1.10,1.78] &
Heterogeneity: Mot applicable

Testfor overall effect £=2.74 (P = 0.006)

Total (95% CI) 100.0% 0.94 [0.79,1.11] ﬁ
Heterogeneity: Tauwr=0.02; ChF=1242, df =12 F=022)F=22% 'IZI.D1 Df1 'i 1'I:| 1DE|'

Testfor overall effect: Z=0.75 (P = 0.48)
Testfor subgroup differences: Chit=11.47, df=1 (P =00007), F=91.3%

Favours calcium  Favours control

Figure S20: Bolland 2015; Intervention/ Exposure: High calcium; Outcome: Vertebral fracture
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% Cl

13.5.1 RCTs

Avenell 2004
Baron 19949
Chapuy 1994
Chapuy 2002
Dawson-Huges 19487
Grant 2005
Hamwood 2004
Jackson 2006
Porthouse 2004
Prince 2006
Reid 1993

Reid 2006

Salovaara 2010
Subtotal (95% Cl)

Heterogeneity: Tau®= 0.04; ChiF= 18,63, df= 12 (P = 0.10); F= 26%
Testfor overall effect Z= 0,48 (P = 0.63)

13.5.2 Cohort studies

Cumming 1997
Feskanich 2003
kioh 2008 - men
kioh 2009 - women
Chsu 1997

Faganini-Hill 1991 - men
Faganini-Hill 1991 - wamen

Prentice 2013
FPrentice 2013
Subtotal (95% Cl)

Heterogeneity: Tau®= 0.03; ChiF= 16,15, df= & (P = 0.04); F= 50%
Testfor overall effect Z= 0,90 (P = 0.37)

Total (95% CI)

Heterogeneity: Tau? = 0.04; Chi*= 3877, df=21 (P = 0.013; F= 46%
Testfor overall effect: £= 034 (P=0.74)
Testfor subgroup differences: Chif= 080, df=1 (P=0234), F=0%

Figure S21: Bolland 2015; Intervention/ Exposure: High calcium; Outcome: Hip fracture

0.4%
0.2%
10.6%
4.5%
0.2%
9.0%
0.3%
11.0%
2.3%
1.7%
0.2%
1.7%

0.6%
42.8%

8.5%
11.3%
21%
7%
1.5%
2.2%
5.6%
8.0%
10.3%
57.2%

100.0%

.29 [0.35, 20.75]
201012, 73.77]
0.77 [0.62, 0.96]
0.64 [0.37,1.10]
0.36 [0.01, &.74]
110 [0.83,1.47)
1.00 [0.08, 15.70]
0.88 [0.72,1.07]
0.71 [0.31, 1.64]
1.63 [0.68, 4.93]
0.20 [0.01, 4.03]
2.43[1.27, 9.26]

2.00[0.37, 10.89]
0.95 [0.76, 1.18]

150110, 2.07]
1.01 [0.84,1.273]
0.34 [0.35, 2.08]
1.43[1.01, 2.01]
0.60 [0.20, 1.75]
116 [0.49, 2.78]
1.45[0.92, 2.30]
0.82 [0.59,1.14]
0.88 [0.70,1.11]
1.09 [0.94, 1.30]

1.02 [0.89, 1.18]
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
1421 RCTs

Atkin 2010 38.0% 0.69[0.59, 0.81] =

Hoff 2009 4.8% 0.73[0.47,1.13] T

Schoen 2012 36.0% 0.74[0.63, 0.87] L

Segnan 2011 2.5% 0.78[0.56, 1.049] -
Subtotal (95% CI) 87.3% 0.72 [0.65, 0.80] L

Heterogeneity: Tau®= 0.00; Chi*=0.62, df= 3 (P =089, F=0%
Test for overall effect: £=6.21 (P = 0.00001}

14.2.2 Cohort studies

Mishihara 2013 12.7% 0.59[0.45 0.77] -
Subtotal (95% Cl) 12.7% 0.59 [0.45, 0.77] &
Heterogeneity: Mot applicable

Test for overall effect: £= 3.82 (P = 0.0001)

Total (95% Cl) 100.0% 0.70 [0.64, 0.77] [ ]
T 2 _ . 2 _ _ SR = : I : |
?et?;ogenemrl.l T?fu t_-zDPglfahlp_qzﬁ?u'g;; 4 (P=065); F=0% 001 07 10 100
estior overall effect 2= r.16 (P < 0. ] Favours sigmoidoscopy Favours control

Test for subgroup differences: Chi®=1.84, df=1{P=018), F=455%

Figure S22: Brenner 2014; Intervention/ Exposure: Sigmoidoscopy; Outcome: Colorectal cancer
mortality
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% ClI
14.3.1 RCTs

Atkin 2010 26.5% 0.77 [0.70, 0.85] =

Hoff 2009 16.6% 1.02[0.83,1.29] -+
Schoen 2012 26.7% 0.79[0.72, 087] L]

Segnan 2011 19.3% 0.82 [0.69, 0.97] -

Subtotal (95% CI) 89.0% 0.82 [0.75, 0.90] L]

Heterogeneity, Tau*=0.00; ChiF=6.09, df= 3 (F=011), F=51%
Test for averall effect: £=4 26 {F = 0.0001)

14.3.2 Cohort studies

Elom 2014 1.6% 0.50[0.20,1.30] —r
Doubeni 2013 .4% 0.50 [0.36, 0.70] —
Subtotal (95% Cl) 11.0% 0.50 [0.37, 0.69] <

Heterogeneity: Taw®= 0.00; Chi®=0.00, df=1 (F=0.99) F=0%
Test for overall effect: £= 430 {F = 0.0001)

Total (95% CI) 100.0% 0.78 [0.69, 0.89] +
Heterogeneity: Tau = 0.01, ChiF=1437 df=8 (P =001}, F=65% o1 0 s o0
Testfor overall effect: Z=3.91 (P = 0.0001) Favours sigmoidoscopy Favours control

Testfor subaraup differences: Chi*= 846, df=1 (P = 0.003), F= 88.3%

Figure S23: Brenner 2014; Intervention/ Exposure: Sigmoidoscopy; Outcome: Colorectal cancer
incidence
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% ClI IV, Random, 95% CI
15.1.1 RCTs l

JELIS 2007 24 4% 1.02[0.92 1.14]

CRIGIN 16.3% 0.92[0.79,1.08] -

Subtotal (95% CI) 40.7% 0.99 [0.90, 1.08] 1

Heterageneity: Tau®= 0.00; Chi*=1.11, df=1 {F=029; F=10%
Test for overall effect: £=0.31 (P = 0.76)

15.1.2 Cohort studies

BMES 12%  056[0.27,1.16] —
DHEC 18%  052[0.29, 097

FMCHE 11.2%  1.01 [0.82, 1.24] +
HPFS 46%  0.80[063,1.29] —r
150 18% 092051, 166 —r
JACE 111%  0.95[0.77,1.17] -+
MORGERN 49%  0.72[0.51,1.07] —
MHS 8A% 077 [0.60, 0.99] -
PHS 40%  1.00[0.68,1.47] —+
Shanghai 103%  1.01 [0.81, 1.26] +
Subtotal {95% CI) 50.3%  0.89 [0.80, 0.99] 4

Heterageneity: Tau®=0.01; ChiF=10590, df=9(F=028);, F=17%
Test for averall effect £= 208 (F = 0.04)

-

Total (95% Cl) 100.0% 0.93 [0.85, 1.01]

Heterageneity: Tau®= 0.00; Chi*=13.89, df=11 (P=0.24): F=21% F | ; /
. 0.o1 01 1n 100

Test for overall effect: £=1.84 (P = 0.07) Favours Omega-3 Favours contral

Testfor subaroup differences: Chi®=186,df=1(P=017), F=46.2%

Figure S24: Chowdhury 2012; Intervention/ Exposure: High omega-3; Outcome: Cerebrovascular
disease
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 95% CI

16.4.1 RCTs

Alpha Omena 8.0%
Barchgrevhik 34%
LDOHS 0.7%
MorfegExp 9.4%
Subtotal (95% CI) 21.4%

0.07 [0.66,1.29]
1.18 [0.66,2.11]
0.20 [0.05, 0.87]
113 [0.85,1.61]
0.97 [0.69, 1.36]

Heterogeneity: Tau®= 0.06; ChiF=6.259, df= 3{P=010); F=52%
Testfor overall effect £=0.18 (F = 0.86)

16.4.2 Cohort studies

ATBC 16.2%
Glostrup T.9%
HFFS 14.0%
KIHD 123.1%
MREFIT 6.5%
RHE 18.2%
Zutphen study 2T7%
Subtotal (95% CI) T8.6%

Heterageneity: Tau*=0.02; ChF=1541, df=6{P=002); F=61%

0.97 [0.84,1.17]
0.89 [0.64,1.24]
0.672 [0.69,1.00]
1.20[0.98,1.47]
0.71 [0.48,1.04]
1.08[0.98,1.21]

1.68 [0.86, 3.29]
0.99 [0.87, 1.13]

Testfor overall effect Z=0.17 (P = 0.86)

Total (95% CI) 100.0%

Heterageneity: Tau®=0.02; Chi®= 2167, df=10(P=0.02); F= 54%

0.99 [0.88, 1.11]

Testfor overall effect Z=0.15 (P = 0.88)

Testfor subgroup differences: Chit=0.01, df=1 (P=0582), F= 0%

¢

0.01

01

10

Favours a-linolenic acid  Favours control

100

Figure S25: Chowdhury 2014a; Intervention/ Exposure: High a-linolenic acid; Outcome: Coronary

heart disease
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% ClI

Risk Ratio
IV, Random, 95% Cl

16.3.1 RCTs
Alpha Omega
GISSI-HF
GISSI-F
Grundt
HARP
JELIS

Leng
MHilsen
Qmega
OPACH
OFPERA
ORIGIN
Raitt

RFPS

SOFA
SUFOLOMS

won Schacky
Subtotal {95% CI)

Heterogeneity, Tau®= 0.01; Chi*=19.32, df=16 (P =0.28), F=17%

29%
3T%
5.6%
1.9%
0.9%
1%
1.0%
1.1%
21%
0.7%
0.7%
5.2%
0.1%
5.2%
0.1%
2.4%
1.6%
38.1%

0.95 [0.68, 1.34]
0.82 [0.63,1.07]
0.86 [0.75, 0.94]
1.42 [0.58, 2.27]
0.66 [0.31, 1.40]
0.76 [0.56, 1.04]
0.7 [0.38, 1.58]
1.43 [0.74, 2.76]
1.08 0,70, 1.68]
0.40[0.17, 0.95]
1.00 [0.41, 2.42]
1.08 (0,93, 1.28]
0.33 [0.03, 3.14]
0.96 [0.52,1.12]
0.33[0.02, 4.45]
0.96 [0.65, 1.42]
1.10 [0.68, 1.54]
0.94 [0.86, 1.03]

Testfor overall effect £=1.35 (F=0.18)

16.3.2 Cohort studies
ATBC
CHS
DMBC
FCHES
Glostrup
JACC
JHRC
KIHD
ALK O
MORGEM
MHS
MHSS
SAMNG
TAKA
WEMNBIT

Futphen study
Subtotal (95% CI)

Heterogensity: Tau®= 0.03; ChiF= 61.81, df= 15 (P = 0.00001); F= T6%

5.6%
5.9%
1.1%
4.4%
3.5%
6.0%
3.3%
4.9%
5.0%
3T%
5.4%
3.9%
1.8%
1.9%
3.6%

1.9%
61.9%

1.2 [0.98, 1.28]
0.96 [0.77, 0.95]
0.35 (018, 0.68]
1.05 [0.85, 1.30]
0.69 [0.52, 0.92]
1.02[(0.92,1.13]
0.55 [0.41, 0.74]
1.10[0.92,1.32]
1.02 [0.86,1.21]
0.90 [0.68,1.17]
0.73 [0.63, 0.85]
1.00[0.78,1.28]
0.52 [0.32, 0.85]
0.3 [0.56, 1.41]
0.96 [0.73,1.26]

0.64 [0.40,1.02]
0.87 [0.78, 0.97]

Testfor overall effect £= 2.60 (P = 0.009)

Total (95% Cl)

Heterogeneity: Tau®= 0.02; Chi®= 81.28, df= 32 (P = 0.00001); F=61%

100.0%

0.90 [0.83, 0.97]

Test for overall effect. £=2.78 (P = 0.004)

Testfor subaroun differences: Chi*=1.28 df=1 (P=026), F=221%
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Figure S26: Chowdhury 2014a; Intervention/ Exposure: High omega-3; Outcome: Coronary heart

disease
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Risk Ratio

Study or Subgroup  Weight IV, Random, 95% ClI

Risk Ratio
IV, Random, 95% CI

16.2.1 RCTs
DART B.0%, 0.91[0.72,1.15]
FMHS 2.7% 0,58 [0.37, 0.93]
L& veteran 4.6% 0.74 [0.53, 1.03]
WS B.7% 1.08 [0.84, 1.37]
MRC 4.7% 0,86 [0.61, 1.22]
DELD 2.3% 0,56 [0.33, 0.94]
SDHS 2.3, 1.74[1.04, 2.92]
STHRS 0.3% 0.41 [0.09, 1.95]
Subtotal (95% CI) 30.0%  0.86 [0.69, 1.07]

Heterageneity: Tau®=0.05; Chi*=17.20, df=7 (F=0.02); F= 59%
Testfor overall effect Z=1.37 (P=017)

16.2.2 Cohort studies

ATBC 11.4%  1.05[0.92,1.19]
Glostrup 52%  0.83[0.69,1.26)
HFPFS 14.9% 097 [0.93,1.02]
KIHD 5.3%  1.19[0.98, 1.46)
MALMO 10.3%  1.08[0.93,1.26]
MORGEN 57%  0.85[0.72, 1.26)
MRFIT 45%  0.70[0.50,0.99)
MHS 97%  0.82[0.69, 0.96)
Subtotal (95% Cl) 70.0%  0.98 [0.90, 1.06]

Heterogeneity: Tau®=0.01; Chi*=15.26, df =7 (F=0.03); F= 54%
Testfor overall effect: Z= 050 (P = 0.62)

Total (95% CI) 100.0% 0.94 [0.87,1.03]

Heterogeneity: Tau®= 0.01; Chi*= 34.40, df =15 (P =0.003); F= 56%
Testfor overall effect Z=1.33(P=0.18)

Testfor subaroup differences:; Chi*=1.21, df=1 (P=027. F=17 1%

—
—
—
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Figure S27: Chowdhury 2014a; Intervention/ Exposure: Omega-6; Outcome: Coronary heart disease
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
19.2.1 RCTs

Avenell 2012 7.2% 1.08[0.82,1.449] T

Lewis 2011 2.9% 0.94 [0.60,1.49)] .
Subtotal (95% CI) 10.1% 1.05 [0.82, 1.33] &

Heterogeneity, Tau?= 0.00; Chi*= 0.28, df= 1 (P = 0.60); F= 0%
Testfor overall effiect Z= 0.37 (P = 0.71)

19.2.2 Cohort studies

Al-Delarmy 2003 8.3% 1.04 [0.50,1.35] -+
Bonthuls 2013 0.6% 1.94 [0.68, 5.53] -
Bostick 1998 9.3% 0.82 [0.64, 1.08] -

Chan 2003 Mot estimahle

Michaelsson 2013 52.2% 1.03 [0.96,1.11]

van Hemelrjck 2013 13.5% 0.88 [0.72,1.08]

Subtotal (95% CI) 89.9%  0.97 [0.86, 1.09]

Heterogeneity TauF=0.01; Chi*=632 df=4 (FP=018); F=37%
Test for overall effect: £=0.52 (P = 0.60)

Total (95% CI) 100.0%  0.99 [0.92, 1.07]
Heterogeneity Tau®= 0.00; Chi*=6.71, df=56 (P =038 F=11% b o 3 i o0
Testfor overall effiect Z= 0.17 (P = 0.86) Favours caldium  Favours control

Testfor subgroup differences: Chif=031, df=1 (P=058), F=0%

Figure S28: Chung 2016; Intervention/ Exposure: High calcium; Outcome: Cardiovascular mortality
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Mean Difference Mean Difference

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
21.1.1RCTs

Barr 0.1% 1.00 [-1.26, 3.26] —
Crichton 0.1% 0.90 [-1.84, 3.64] —
Drouin-Chartier 2014 0.7% 0.00 [-1.00,1.00] B —
Drouin-Chartier 2016 0.0% -220[-8.80, 4.40) 4

Rideout 0.0% -260[11.80,6.60] 4

Tanaka 0.1% -1.00 [-4.00, 2.00]

van Meijl 0.1% -2.80[-5.40,-0.30]

Wennershery 0.0% -1.00 [-5.90, 3.90)

Subtotal (95% CI) 1.2%  -0.21[-0.98,0.57] -
Heterogeneity: Tau*=0.00; Chi*=6.99, df=7 (F=043; F=0%

Testfor overall effect: £= 0.3 (P = 0.60)

21.1.3 Cohort studies

1946 birth cohort 0.0% -1.89[15.21,11.43] + +
ARIC Aftican-Ametican 0.8% 0.23[-0.65,1.148)] T
ARIC white B.0% -0.22 051, 0,07

BFRHS 0.9% -0.B0 [-1.48, 0.28] —
Caerphilly Prospective Study 0.0% -10.40[-19.37,-1.43] 4

Cardinvascular health study 0.4% 0.64 [-0.68, 1.96] I
CGPS 13.7% -0.28 [-0.40,-0.16] =
Chinege cohort 0.2% -2.82[-4.99,-0.69] e —

DESIR 4.0% -0.22 [-0.60, 0.16) -

Diet, cancer and Health cohort 0.7% -0.30 [-1.29, 0.69) I
DIOGERES contrals 0.6% S012 1,22, 088 B
DIOGERES weight gainers 0.6% 016 [-0.96,1.28] B —
FarmHS 2.5% -0.04 [-0.55, 0.47) -
Framingham Heart study 16.1% -0.21 [F0.29,-0.13] "
GESLS 3.4% -0.14 [-0.36, 0.08) =
GLACIER 3.2% -0.03 [-0.47, 0.41] -
GOLDM 1.2% 0.08 [[0.67,0.83) i
INCHIARTI 0.2% -1.34 319, 0.81] e
INTERSY 5.0% -029 062, 0.04] -
Malmad diet and cancer study 4.2% -0.06 [-0.43, 0.31] -
MESA 2.2% 0.29 [-0.26, 0.84] T
PREDIMED-YALEMCIA 0.3% 014 [-1.35,1.63) R —
Raine 1.3% -0.18 [-0.92, 0.56) B
Rotterdam 6.0% 016 [-0.13,0.458] ™
STAMISLAS men 0.2% -0.68 [-2.56, 1.20] e
STAMISLAS women 0.3% 0.81 [[0.83, 2.448] N e —
SLVIMAK cohort 1.0% 0.06 [-0.7F, 0.89] I
The Hoorn Study 27% 0.27 [[0.22, 0.76) T
WIEHS 11.9% -003 018,012 -
Young Finns Study 4.3% 017 [-0.20, 0.54] T
Subtotal (95% CI) 98.8% -0.11 [-0.20, -0.02] ¥
Heterogeneity: Tau*=0.01; Chi*= 4153 df= 29 (P = 0.06); F= 30%

Testfor overall effect: Z=2 40 (P = 0.02)

Total (95% CI) 100.0% -0.11 [-0.20, -0.03] L
Heterogeneity: Tau®=0.01; Chi*= 48.53, df= 37 (P = 0103 F= 24% ; t 3 {

4 2 0 2 4

Testfor overall effect: £= 254 (P =0.01) Favours dairy Favours control

Testfor subgroup differences: Chi*= 006, df=1 (F=080, F=0%

Figure S29: Ding 2017; Intervention/ Exposure: High dairy; Outcome: Systolic blood pressure
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI

Risk Ratio
IV, Random, 95% Cl

2451 RCTs

Daonovan 2016 14.3%
Subtotal (95% CI) 14.3%
Heterogeneity; Mot applicable
Testfor averall effect Z=1.09 {P=0.27)

0.91[0.77,1.08]
0.91 [0.77, 1.08]

24.5.2 cohort studies

Barocas 2017 16.1% 1.41[1.24,1.59]
Chen 2017 14.8% 1.11 [0.95,1.30]
Hoffrman 2003 11.48% 1.50([1.18,1.91]
Schapira 2001 8.7% 1.10([0.80,1.53]
Siegel 2001 13.2% 1.37[1.12,1.66]
Smith 2009 12.6% 1.25[1.01,1.54]
Thong 2010 2.8% 1.46 [1.068, 2.01]
Subtotal (95% CI) 85.7% 1.30[1.19, 1.43]

Heterogeneity: Tauw®= 000, ChiF=8.75, df=6(P=019);, F=31%

Testfor averall effect: £= 9.60 (P = 0.000013

Total (95% Cl) 100.0% 1.24[1.09, 1.41]

Heterogeneity, Tau®= 002, Chif= 2360, di=7 (P= 00013, F=70%

Testfor averall effect £= 3.24 (P = 0.001)

Testfor subgroup diffierences: Chf=13.37, df=1 (P =0.0003), F=925%

L

*'|'|'+T.|."+

L]

0.01 0.1 10
Favours radiation therapy Favours control

100

Figure S30: Fenton 2018; Intervention/ Exposure: Radiation therapy; Outcome: Erectile dysfunction
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 85% CI
24,61 RCTs

Danovan 2016 17.2% 2.07[1.44, 298] —u—
Johansson 2011 18.0% 2.25[1.60, 3.16] -
Whilt 2012 12.7% 2.69[1.67, 4.51] —
Subtotal {(95% Cl) 47.9% 2.25[1.80, 2.82] L 3

Heterogeneity: Tau®= 0.00; Chi*= 067, df=2{FP=071), F=0%
Test for overall effect: Z=7.11 (P = 0.00001}

24.6.2 Cohort studies

Barocas 2017 14.6% 2.34[1.49, 3.65] —
Chen 2017 13.9% 1.881[0.99, 2.53] -
Hoffman 2003 14.9% 4,27 [2.76, 6.60] ——
Schapira 2001 1.6% 1111 [1.57, 78.47]

Srnith 2009 7.2% 3.77 [1.68, 5.46] —_—
Subtotal (95% Cl) 52.1% 2.91 [1.80, 4.71] L

Heterogeneity: Taw*=0.18; Chi*=12.30,df =4 {F=002 F=67%
Test for overall effect £=4.36 (F = 0.0001)

Total (95% CI) 100.0% 2.54 [1.97, 3.27] &
Heterogeneity Tau= 0.05; Chi*= 1420, df=7 (= 0.05) F=51%  b— o1 10 100
Testforoverall effect 2= 7.25 (P < 0.00001) ' Favours ra.clical prostat.  Favours control

Test for subgroup differences: Chi*=0490, df=1 (P =0.34) F=0%

Figure S31: Fenton 2018; Intervention/ Exposure: Radical prostatectomy; Outcome: Urinary
incontinence
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 95% Cl

24.41RCTs

Donovan 2016 121% 1.24[1.08,1.44]
Johangson 2011 10.6% 1.79[1.48, 2.16]
Wilt 2012 12.2% 1.84[1.59,2.13]
Subtotal (95% Cl) 34.9% 1.60 [1.24, 2.07]

Heterogeneity: Tau®= 0.05; Chi®=15.80, df= 2 (P =0.0004); F=87%
Test for overall effect: £= 357 (F = 0.0004)

24.4.2 cohort studies

Schapira 2001 7.3% 1.31 [0.98, 1.76]
Cheh 2017 12.9% 1.3301.18, 1.51]
Barocas 2017 13.3% 1.42[1.27,1.58]
Siegel 2001 10.4% 1.4411.18,1.75]
Srnith 2009 11.9% 1.51 [1.28, 1.76]
Hoffman 2003 0.4% 211 [1.689, 2.64]
Subtotal (95% CI) 65.1%  1.49 [1.33, 1.66]

Heterageneity: Tau*=0.01; Chi*=13.41, dfi=48 (P =0.02); F=63%
Test for overall effect; £=6.88 (P = 0.00001)

Total (95% Cl) 100.0% 1.53 [1.37,1.70]

Heterogeneity, Tau®=0.02; Chi*= 3141, df=8 (F=0.0001); F=75%
Test for overall effect: £=7 .69 (P = 0.00001)

Testfor subgroup differences: Chif= 025, df=1 (P=062), F=0%

Figure S32: Fenton 2018; Intervention/ Exposure: Radical Prostatectomy; Outcome: Erectile

dysfunction
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Hazard Ratio Hazard Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% Cl
2211 RCTs

EEMEFIT 2006 12.8% 0.40 [0.36, 0.649] —_
CHaAMPS 2000 q9.2% 0.86 [0.38,0.83] —
CHaAMPS 2000 0.3% 014002, 1.12]

ETOMS 2001 10.3% 0.65 [0.45, 0.94] —_
ORACLE 2014 7.9% 0.38 [0.25, 0.58] —
PRECISE 2009 13.7% 0.85 [0.40, 0.76] —_
REFLEX 2012 7.3% 048 [0.31,0.74] —
TOPIC 2014 2.4% 0.87 [0.38, 0.86] —
Subtotal (95% Cl) 70.0% 0.52 [0.46, 0.60] [ ]

Heterogeneity: Tau®=0.00; Chi*=574, df=7 (F=057); F= 0%
Test for overall effect: £= 893 (F = 0.00001)

22.1.2 Cohort studies

ACISE 2010 1% 038019, 0.62] —

MEBASIS 2016 26.8% 048 [0.46, 0.73] -

Subtotal (95% Cl) 30.0% 0.48 [0.30, 0.78] .

Heterogeneity: Tau®=0.03; Chi*=2 64, di=1 (P =010); F= 62%

Test for overall effect; £= 2,95 (F=0.003

Total (95% Cl) 100.0% 0.53 [0.47, 0.59] +

Heterogeneity: Tau®=0.00; Chi*=8.43, df=9(P=0.48), F= 0% 'IZI.D1 Elf1 1'D 1IZID'

Test for overall effect. Z=10.59 (P = 0.00001)

A . Favours disease m. drugs Favours control
Test for subagroup differences: Chif=011, df =1 {F=074, F=0%

Figure S33: Filippini 2017; Intervention/ Exposure: Disease-modifying drugs; Outcome: Conversion
to clinically definite multiple sclerosis
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Study or Subgroup

Odds Ratio

Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% CI

2311 RCTs

EC/IC BEypass Study 1985

JET 2006
Subtotal (95% CI)

75.8%
0.5%
79.7%

0.80[0.61, 1.04]
202018, 22.66]
0.81 [0.62, 1.05]

Heterogeneity: Tau®= 0.00; Chi*=0.56,df=1 {(F=04%), F=0%

Test for overall effect Z=1.62 (P=010)

23.1.2 Cohort studies
Bernvenuti 19854
Heilbrun 1982
Ishikawa 1992
Jeffree 2009
Jordan 1984
Karnik 1992
FPowers 1989
Satiani 1985
Tanahashi 1385
Yasui 1991
Yoshimoto 1995
Subtotal (95% CI)

6.2%
0.89%
5.0%
0.5%
0.5%
0.5%
0.6%
0.6%
1.5%
1.7%
23%
20.3%

0.49[0.18,1.24]
115[010,1267]

118 [0.41, 3.34]
1.91 [0.08, 44.16]

387 (011, 111.71]

322012, 86.09]

8.29[0.42, 162.458]

0.321[0.02, 6.30]
0.86[0.13, 5.57]
1.16[0.149, 6.98]
1.38[0.28, 6.66]
0.97 [0.58, 1.62]

Heterogeneity: Tau®= 0.00; Chi®= 627, df=10{P =079, F= 0%

Test for overall effect: =013 (P =0.89)

Total (95% Cl}

100.0%

0.84 [0.66, 1.06]

Heterogeneity, Tau®= 0.00; Chi*=7.21, df=12 (P=0.84), F= 0%

Test for overall effect Z=1.81 (FP=013)
Testfor subgroup differences: Chi*= 037, df=1 (P= 054} F=0%

n

*

-

*

*

<

0.01

Favours arterial bypass Favours control

0.1

10

100

Figure S34: Fluri 2010; Intervention/ Exposure: Extracranial-intracranial arterial bypass; Outcome:

All-cause mortality
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Odds Ratio

Study or Subgroup Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% Cl

23.21 RCTs
ECAC Bypass Study 1955 B.2% 0.14 [0.03, 0.62]
JET 2006 26.4% 1.06[0.85, 1.33]
Subtotal {95% CI) 32.5%  0.44[0.06, 3.21]

Heterogeneity: Tau®*=1.80; Chi®= 6.88, df=1 (P = 0.009); F= 35%
Testfor averall effect Z=0.81 (P=0.42)

23.2.2 Cohort studies

Aler 1980 1.0% 0.02[0.00,1.14]
Berrenuti 1954 1.9% 0.19[0.01, 3.57]
Heilbrun 1982 1.6% 0.31[0.01, 8.29]
Ishikawa 1992 9.5% 0.43[0.14,1.31]
Jeffree 2009 1.6% 0.48[0.02,12.67]
Jordan 1984 15.4% 0.61[0.29,1.28]
Karnik 1992 7.3% 0.62[0.16, 2.44]
Kiohayashi 1891 2.6% 0.80[0.06, 8.92]
Wa 2007 7.3% 1.02 [0.26, 3.94]
Powers 1989 10.2% 1.14[0.39, 3.31]
Satiani 1985 2.8% 1.48[0.13,16.34]
Tanahashi 1985 1.4% 1.67[0.05, 58.248]
fasui 1991 1.5% 3.00[0.10, 90.97]
fonas 1996 2.0% 13.00[0.69, 244.10]
‘foshimoto 1995 1.5% 146.00[0.54, 418.68]

Subtotal (95% CI) 67.5% 0.76 [0.49,1.17]
Heterogeneity: Tauf=0.02; Chi*=14.30, df=14 (P= 043, F= 2%
Testfor overall effect Z=1.25 P =0.21)

Total {95% Cl) 100.0% 0.77 [0.50,1.17]
Heterogeneity: Tau*=017; Chi®= 2269, df=16 (FP=012) I*= 29%
Testfor averall effect £=1.22 (P =0.22)

Testfor subgroup differences: ChiF=0.28, df=1 (P = 0600, F=0%

————

Fae

r r
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0.01 0.1 10
Favours arterial bypass Favours control

100

Figure S35: Fluri 2010; Intervention/ Exposure: Extracranial-intracranial arterial bypass; Outcome:

Stroke
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Odds Ratio

Study or Subgroup Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% CI

23.51RCTs

EC/IC Bypass Study 1985
Subtotal (95% Cl)
Heterogeneity: Mot applicable
Test for overall effect Z=0.47 (P = 0.64)

79.4% 0. 1
79.4% 0.94 [0.74, 1.

23.5.2 Cohort studies

Auer 1980 0.6%  1.57[0.08, 27.21]
Ishikawea 1992 48%  0.86[0.35 267
Jefires 2009 0.8%  1.07[0.08,1287
Kobayashi 1891 0.4%  0.10[0.00,3.24]
Ma 2007 0.8%  1.33[0.11,15.70]
Tanahashi 1985 4% 0.85[0.29,3.11]
Yasui 1981 48%  1.14[0.42 3.09]
Yoshimoto 1995 51%  0.43[0.16,1.15]

Subtotal (95% CI) 206%  0.81[0.50, 1.31]

Heterogeneity: Tauw®= 0.00; Chi*=4.04, df =7 (F=0.78), F=0%

Test for overall effect £=0.85 (P =0.29)

Total {95% Cl) 100.0% 0.91[0.73,1.14]

Heterogeneity: Tau®= 0.00; Chi*= 433, df=8{(P=083), F=0%

Test for overall effect Z=080(F =042

Test for subgroup differences: Chi®*= 030, df=1 (P = 0.859) F= 0%

2
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Figure S36: Fluri 2010; Intervention/ Exposure: Extracranial-intracranial arterial bypass; Outcome:

Stroke mortality or dependency
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Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% ClI

20.4.1 RCTs

MOTION 1.9% 057 [0.13, 2.49]
PARTHER 4.7% 0.53 [0.26,1.10]
PARTMER 2A f.8% 0.96 [0.61, 1.50]
STACCATO 0.5% 562 [0.26,121.33]
LS. CoreValve 4.5% 0.73[0.35,1.59]
Subtotal {95% CI) 18.4% 0.80 [0.58, 1.11]

Heterogeneity: Tau®= 0.00; Chi®= 3.64, df= 4 (P = 0.46); F= 0%
Test for overall effect £=1.32 (F=019)

20.4.2 Cohort studies

Ailaweadi 5.9% 1.61[0.92, 2.81]
Appel 1.2% 1.54 [0.24, 9.66]
Biancari 1.7% 5.30[1.14, 24.63]
Conradi 27T% 0.85[0.27, 2.63]
C'Cnofrio 05% 527024 113.60]
Fusari 0.5% 0191[0.01, 4.06]
Guarracing 0.8% 3.22[0.32, 32.89]
Hannan 8.2% 1.001[0.82,1.82]
Higgins 21% 1.58[0.41, 6.00]
Holzhey 4 6% 0.76[0.36,1.58]
Johansson 1.8% 1.00[0.23, 4.31]
Jones Mot estimahle
Kobrin 4.8% 1.37[0.68, 2.77]
Latib 11% 1.00[014,7.23]
Minutello B1% 1.34[0.75, 2.30]
Muneretto 8.2% 223MA16, 4.27]
Cinorati 0.4% 311012, 79.63]
Qsnabrugge 1.2% 065010, 4.10]
Fapadopoulos 1.8% 046011, 1.98]
Piaza G.1% 1.35[0.79, 2.31]
Santarping 1.8% 0.59[0.14, 2.53]
Schymik 22% 032009, 1.21]
Stdhr 4. 7% 1.70[0.82, 3.51]
Tamburino 5.5% 0.83[0.451.51]
Thongprayaon 1.2% 1.51[0.25,9.12]
Thourani 5.2% 027 014,053
Walther 3.9% 0B3[0.27,1.48]
Wendt 2.0% 272069 10.63]
Zweng 11% 1.00[013,7.43]
Subtotal {95% Cl) 81.6% 1.08 [0.84, 1.39]

Heterogeneity: Tau®= 016, Chi*=46.10, df= 27 (F = 0.013; F=41%
Test for overall effect. £=0.98 (P = 0.56)

Total (95% CI} 100.0% 1.01 [0.81, 1.26]

Heterogeneity Tau*=013 Chi*=52.41, df=32 (P =0.013; F=38%
Testfar overall effect Z=012 (P =0.91)

Testfar subgroup differences: Chif= 196, df=1 (P =0.16), F=48.9%

Figure S37: Gargiulo 2016; Intervention/ Exposure: Transcatheter aortic valve implantation;

Outcome: Early all-cause mortality
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Odds Ratio

Odds Ratio
IV, Random, 95% Cl

Study or Subgroup  Weight IV, Random, 95% CI
21.21RCTs

BOTION 2.2% 0.66 [0.24,1.80]
PARTHER 8.6% 0.94 [0.66,1.32]
PARTHER 2A 10.1% 1.00[0.77,1.31]
STACCATO 0.3% 10.77 [0.56, 208.08]
115, CoreValve T7% 0.71[0.48,1.09]
Subtotal (95% CI) 29.0% 0.90 [0.71,1.13]

Heterogeneity: Tau®= 0.01; Chi= 5.14, df= 4 (P = 0.27); F = 22%
Testfor overall effect Z= 0.94 (P = 0.35)

21.2.2 Cohort studies

Appel 0.9% 2EH[0.45 14.64]
Conradi 3.2% 1.08[0.49, 2.43]
Euwre 4.1% 0.74 [0.38,1.46]
Fusari 0.5% 017 [0.02,1.58]
Guarracino 0.5% 3.22[0.32,32.89]
Hannan 7. % 1.22[0.82,1.83]
Holzhey A.1% 1.50[0.92, 2.46]
Johanssan 2.0% 116 [0.40, 3.40]
Latib 21% 076 [0.27,213]
Qznahrugge 1.5% 1.48[0.43, 4510
FPapadopoulos 1.4% 0.52 [0.14,1.95]
Piazza 8.2% 1.07 [0.74,1.55]
Schymik 4.2% 1.64 [0.85, 3.16]
Tamburino 2.9% 1.01 [0.73,1.41]
Thongprayaan 3.3% 0.73 10034, 1.599]
Thourani 9.5% 0.54 [0.40, 0.73]
Walther 4.7% 0.87 [0.47,1.5849]
Wendt 2.2% 1.83 [0.68, 4.96]
Subtotal (95% CI) 71.0% 1.00 [0.81, 1.24]

Heterogeneity: Tau®=0.08; Chi*= 3122, df=17 (P=0.02); F= 46%
Testfor overall effect: Z=0.02 (P = 0.98)

Total (95% CI) 100.0% 0.96 [0.82,1.13]
Heterogeneity: Tau®*=0.05; Chi*= 2647, df= 22 (P = 0.03); F= 40%
Testfor overall effect; 2= 0.46 (P = 0.64)

Testfor subgroup differences: ChiF= 049, df=1 (P =04, F=0%
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Figure S38: Gargiulo 2016; Intervention/ Exposure: Transcatheter aortic valve implantation;

Outcome: Mid-term all-cause mortality
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Study or Subgroup

Odds Ratio
Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% Cl

21.3.1 RCTs

MOTION G.1%
PARTMER 15.2%
PARTMER 24 16 7%
LS. CoreValve 15.3%
Subtotal {95% CI) 53.3%

Heterogeneity: Tau®= 0.05; Chi®= 3.49, df= 3 (P = 0.04); 7= 65%

0.81 [0.35,1.87]
1.49[1.10, 2.02]
0.98[0.78,1.24]

0.81 [0.60, 1.09]
1.03 [0.77,1.37]

Test for overall effect: £= 018 (F = 0.86)

21.3.2 Cohort studies

Halzhey 12.2%
muneretto 0. 6%,
Papadopoulos 4 8%,
Santarping 4 4%,
Schymik 10.9%
Dweng 4.8%
Subtotal (95% CI) 46.7%

Heterogeneity: Tau®= 0.00; Chi®= 4.56, df=5{FP = 0.47); *= 0%

1.74 112, 2.70]
266 [1.49, 4.76]
0.38[0.32, 2.349]
1.74 [0.61, 4.98]
1.48 [0.89, 2.46]

1.20[0.48, 3.53]
1.70 [1.31, 2.20]

Test for overall effect £=4.01 (P = 0.0001)

Total {95% Cl) 100.0%

Heterogeneity; Tau®=0.08; Chi®= 23453, df= 9 (F=0.009), F=62%

1.28 [1.00, 1.65]

Test for overall effect £=1.92 (P = 0.05)

Testfor subgroun differences: Chif=6.45, df=1 (P=0.01), F=84.5%

*

0.01

0.1
Favours TAV

10
Favours control

Figure S39: Gargiulo 2016; Intervention/ Exposure: Transcatheter aortic valve implantation;
Outcome: Long-term all-cause mortality
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Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

2541 RCTs

Bevier 1999 3.0%
Landon 2008 131%
Crowther 2005 141%
Bonomao 1997 9.21%
Garner 1997 12 4%
Subtotal (95% CI) 51.7%

041 [0.02, 0.84]
0.41 [0.27, 0.63]
0.46 [0.34, 0.63]
0.0 [0.22,1.13]

0.86 [0.53,1.47]
0.50 [0.36, 0.71]

Heterogeneity: Tau*=0.07; Chi®*=7 .85, df=4 (P=010); F= 49%
Testfor overall effect; £= 3.86 (F = 0.0001)

25.4.2 Cohort studies

Bonomo 19497 1.7%
Adams 1998 11.3%
Langer 2005 14.3%
Faszsett 2007 2.8%
Chaou, 2010 12.2%
Subtotal (95% CI) 48.3%

Heterogeneity: Tau®= 0.64; Chi®= 32.84, df= 4 (P = 0.00001); F= 38%

0.141[0.01,2.34]
0.40[0.22,0.73]
0.42[0.32, 0.56]
1.03[0.44,2.44]

2081[1.24,3.47]
0.69 [0.31, 1.54]

Testfor overall effect: £=0.91 (P = 0.36)

Total (95% Cl) 100.0%

Heterogeneity: Tau®=0.25; Chi®= 41.87, df= 9 (P = 0.00001); F=73%

0.58 [0.40, 0.86]

Test for overall effect: £=2.74 (P = 0.006)

Testfor subgroup differences: Chit= 048, df=1 (P =049, F=0%
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Figure S40: Hartling 2013; Intervention/ Exposure: Treating gestational diabetes mellitus; Outcome:

High birth weight
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 95% ClI

2551 RCTs

Bonomo 2005 9.4%
Crowther 2005 22.8%
Landon 2008 18.3%
Subtotal (95% Cl) 50.2%

0.43 [0.20, 0.90]
0.61 [0.47, 0.51]

0.491(0.33,0.73]
0.56 [0.45, 0.69]

Heterogeneity: Tau®= 0.00; Chif=1.34, df = 2(F =051}, F=0%
Testfor overall effect: £=45.34 (P = 0.00001)

25.5.2 Cohort studies

Adams 19498 12.0%
Bonormo 1997 8.2%
Fassett 2007 T79%
Langer 2004 24.7%
Subtotal (95% Cl) 48.8%

Heterogeneity: Tau®=013; Chi*= 713, df =3 (P =007}, F=58%

0.31 (017, 0.57]
0.38[0.12,1.14]
114 [0.48, 2 53]

0,37 [0.29, 0.45]
0.43 [0.27, 0.70]

Testfor overall effect: £=3.47 (P =0.000%9)

Total (95% CI) 100.0%

Heterogeneity: Tau®=0.07; Chi*=15.04, df =6 (F=0.02);, F= 60%

0.47 [0.36, 0.62]

Testfor overall effect £=45.30{F = 0.00001)

Test for subgroup differences; Chi*= 089, df=1(P=0238), F=0%

<

0.01

0.1

Favours DM treatment  Favours control

10
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Figure S41: Hartling 2013; Intervention/ Exposure: Treating gestational diabetes mellitus; Outcome:
Large-for-gestational age neonate
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Risk Ratio
IV, Random, 95% ClI

Risk Ratio
Study or Subgroup  Weight IV, Random, 95% Cl
2561 RCTs
Eevier 1959 3.2% 0.69 [0.06, 7.27]
Crowther 2005 22.9% 0.451[0.19,1.049]
Landon 2009 23.8% 0.37 [0.16,0.88]
Subtotal (95% Cl) 49.9% 0.42 [0.23, 0.77]

Heterogeneity: Tau®= 0.00; Chif= 027, df= 2(FP =087, F=0%
Testfor overall effect: £=2.83 (P =0.009)

25.6.2 Cohort Studies

Adarns 1898 13.4% 0.19 [0.08, 0.59]
Chou, 2010 4 6% 1.27 [0.18, 8.98]
Fassett 2007 4.8 0.83 012, 559
Langer 2005 27.4% 0.36 [0.16, 0.50]
Subtotal (95% Cl) 50.1%  0.38[0.19, 0.75]

Heterogeneity: Tau®= 0.09; Chi*= 357, df =3 (P =031}, F=16%
Testfor overall effect: £=2.77 (P =0.008)

Total (95% CI) 100.0% 0.39 [0.26, 0.60]
Heterogeneity: Tau®= 0.00; Chi*= 396, df= 6 (F = 0.68); F= 0%
Testfor overall effect £=4.34 (P = 0.0001)

Test for subgroup differences; Chi*= 006, df=1(FP=081), F=0%
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Figure S42: Hartling 2013; Intervention/ Exposure: Treating gestational diabetes mellitus; Outcome:

Shoulder dystocia
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI

Risk Ratio
IV, Random, 95% CI

26.1.1 RCTs

Eurmfit 1875 11.6% 0.44 [0.21,0.87]
Elder 1471 B.6% 0.16 [0.0, 0.46]
Foley 1957 5.2% 1.20[0.25, 5.87]
Furness 1875 13.5% 0.65 [0.37,1.14]
Gold 1966 1.6% 0.7 [0.01, 3.45]
Kazemier 2015 1.7% 0.37 [0.02, 893
Kincaid-Srnith 1865 B.1% 0.0 [0.02, 0.37]
Little 1966 7.7% 0.13 [0.04, 0.40]
Pathak 1969 7.5% 0.1% [0.05, 0.58]
Savage 1967 37% 0.04 [0.01, 0.29]
Williams 1869 9.5% 0.25 [0.10, 0.65]
YWren 1969 7.7% 0.13 [0.04, 0.40]
Subtotal (95% CI) B4A.9%  0.24 [0.14, 0.40]

Heterogeneity: Tau®= 0.40; Chi*= 24 99, df= 11 (P = 0.008); F= 56%
Test for overall effect £= 545 (F = 0.00001}

26.1.2 cohort studies

Gratacos 1994 11.9% 0.30[0.15, 0.60]
Uncy 2002 3.2% 0.25 [0.03, 2.27]
Subtotal (95% CI) 154%  0.29 [0.15, 0.57]

Heterogeneity: Tau®=0.00; Chi®= 0.02 df=1 (P =088}, F=0%
Test for overall effect: 2= 3.63 (P = 0.0003)

Total (95% CI) 100.0% 0.25 [0.16, 0.39]
Heterogeneity: Tau*=0.28; Chi®= 28.03, df =13 (F=0.02); F= 48%
Test for overall effect Z=6.31 (P = 0.00001)

Testfor subgroup differences: Chif= 022, df=1 (P=0.64), F=0%

Fe

-

<>

10

Favours treating AB  Favours control

100

Figure S43: Henderson 2019; Intervention/ Exposure: Treating asymptomatic bacteriuria; Outcome:

Pyelonephritis
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
2711 RCTs

Canada 18933-45 14.0% 094 067 1.32] —
Guinea-Bissau 2002-08 early 3.6% 0,28 [0.08,1.37] e —
Guinea-Bissau 2002-08 main 12.3% 0.55[0.34, 0.89] —
Subtotal (95% CI} 29.9% 0.67 [0.40,1.14] -
Heterogeneity: Tau®=0.11; Chi*=4.77, df= 2 (P = 0.09); F=58%

Testfor overall effect. £=1.48(F =014}

27.1.2 Cohort studies

Guinea-Bissau 1984-87 9.2% 063 [0.30,1.33] — 1
Guinea-Bissau 1989-2001 2.0% 0.05[0.01, 0.46] 4

Guinea-Bissau 1990-96 13.2% 0586 [0.37, 0.84] —
India 1987-89 5.5% 0.60[0.18, 1.87] -1
India 1998-2002 13.2% 0.44[0.259 0.66] -
Malawi 1995-97 6.7 % 045016, 1.23] T
Papua new Guinesa 1989-94 10.1% 017 [0.08 0.34] _—

Senegal 1996-99 10.1% 0.98 [0.50,1.80] —
Subtotal (95% CI} 70.1% 0.46 [0.30, 0.69] <
Heterogeneity: Tau®=0.19; Chi*=18.90, df=7 (P=0.009); F= 63%

Testfar overall effect: Z=3.73 (P =0.0002)

Total (95% CI) 100.0% 0.51 [0.36, 0.72] <
Heterogeneity: Tau®=0.19; Chi*= 3061, df =10 (P = 0.0007};, F= 67 % 'IZI.IZI1 IZI!1 1'IZI 1IZIIZI'

Test for overall effect. £=3.88 (P =0.0001}
Test for subaroup differences: Chi®=1.33, df=1 (P =029}, F= 24 9%

Favours BCG Favours control

Figure S44: Higgins 2016; Intervention/ Exposure: Bacillus Calmette-Guérin vaccination; Outcome:
All-cause mortality
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
27.21RCTs

Guinea-Bissau 1989-2001 1.8% 1.00[0.20, 5.00]

Guinea-Bissau 2002-2008 T.2% 067 [0.38,1.149] ——
Guinea-Bissau 89-2001 7.2% 0.94 [0.43, 1.67] I
Migeria 1961 3.4% 041014, 1.20 N
Subtotal (95% Cl) 19.6% 0.74 [0.51, 1.07] P

Heterageneity: Tau®=0.00; Chi#=2.07, df= 3 (P = 0.56), F= 0%
Testfor overall effect Z=1.93(F=0.11)

27.2.2 Cohort studies

Bangladesh 1986-2001 9.7% 0.93 [0.65, 1.34] -
Guinea-Bissau 1978-83 27% 081014 1.81] — 1
Guinea-Bissau 1984-87 B.0% 0.34 (017, 0.68] I ——
Guinea-Bissau 1990-96 7.0% 048 [0.27, 0.87] I
Guinea-Bissau 2 1978-83 3.2% 062 [0.20,1.88] e m—
Guinea-Bissau1999-2006 11.2% 0.71 [0.46, 0.90] -
Haiti 1981-82 2.2% 0100002 0.42] —_—

India 1987-849 4.1% 0.31[0.12, 0,80 —_—
India1986-91 9.3% 0,34 [0.23,0.581] —

Malawi 1995-97 3.8% 042016, 1.14] -
FPapua Mew Guines1939-84 349% 0481018 1.26] -1
Senegal 1985-87 10.2% 099 [0.72, 1.37] -1
Senegal 1996-99 T1% 085 [0.31, 0.98] ]
Subtotal {95% CI) 80.4% 0.53 [0.40, 0.70] &»

Heterageneity: Tau®=0.14; Chi*= 3585, df=12 (P = 0.0003); F= 67%
Testfor overall effect £ =4 46 (P = 0.00001}

Total {95% CI) 100.0% 0.57 [0.45,0.72] L 2
Heterogeneity: Tau®= 0,11, Chi*= 38.51, df=16 (F = 0.001); 7= 53% l l l

o 0. 0 10 100
Testfor averall effect £= 4.73 (7 = 0.00001) Favours measles vaccines Favours control
Testfor subgroun differences: Chit= 2.04, df=1 (P =0.14), F=51.0%

Figure S45: Higgins 2016; Intervention/ Exposure: Measles containing vaccines; Outcome: All-cause
mortality
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Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

2841 RCTs

Baker 2006 2.3%
Elamfeldt 2007 13.4%
Keating 2006 18.0%
Macaulay 2008 4.2%
Subtotal {95% CI) 43.9%

017 [0.02,1.36]
1.33[0.31,5.70]
1.61 [0.54, 4.79]
4.00[017F, 92.47]
1.09 [0.40, 2.99]

Heterogeneity, Taw*=0.31; Chi*= 4,26, df= 3 (P=0.23; F= 30%
Testfor overall effect 2= 017 (P = 0.86)

28.4.2 Cohort studies

Eyssel 1994 51%
Gehhard 1992 14.0%
Healy 2004 3.7%
Marayan 2006 5.4%
Sruires 1999 18.8%
¥u 2002 4.2%
Subtotal {95% CI) 56.1%

0.14 [0.01,2.40]
0.17 [0.04, 0.68]
0.23[0.03,1.73
0.75 [0.05, 11.34]
0.94 [0.33, 2.65]

3.30[0.14, 77.95]
0.45 [0.19, 1.08]

Heterogeneity. Taw®=0.28; Chi*=6.93, df =9 (P =0.26); F= 23%
Testfor overall effect. £=1.80 (P =0.07)

Total (95% CI) 100.0%

0.66 [0.33,1.32]

Heterogeneity, Tau®= 039 Chi*=13.59, df =8 (FP=014); F= 34%
Testfor overall effect £=118 P =0.24)

Testfor subgroup differences: Chif=1.71, di=1{P=019), F=417%

Figure S46: Hopley 2010; Intervention/ Exposure: Total hip arthroplasty; Outcome: Reoperation
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
28.5.1 RCTs

Baker 2006 TE% 77038 134.52]

Keating 2006 22.2% 1.61 [0.33, 7.75] e
Macaulay 2008 6.6%  4.00[0.17, 92.57]

Subtotal {95% CI) 36.3% 2.47 [0.69, B.76] —sei—

Heterogeneity, Tau*=0.00; Chi*=0.83,df=2 (P=064), F=0%
Testfor overall effect Z=1.40{F =0.16)

28.5.2 Cohort studies

Evssel 1994 19.9% 0.35 [0.07, 1.90] —_—
Gebhard 1992 13.8% 0.46 [0.08, 3.73]

Marayan 2008 75% 7.70[0.41,143.01] +
Squires 1899 11.2%  2.69[0.25, 28.36]

¥u 2002 11.3% 0.38 [0.04, 3.80]

Subtotal {95% CI) 63.7% 0.79 [0.27, 2.35] —=aniin-—

Heterogeneity, Taw®=0.28;, Chi*=4.88, di=4 (P=0.300; F=18%
Testfor overall effect £= 042 (P = 0.68)

Total (95% CI) 100.0% 1.20 [0.52, 2.76] -?-

Heterogeneity, Tau®= 017, Chi®=7.91,df=7 (P=0.34), F=12% i ; T ; i

Testf Il effect £=0.43 (P = 0.67 0.01 0.1 1 10 10
Bslioroverall 8 EC_' =0.431 T ) Favours total hip arthro.  Favours control

Testfor subgroup differences: Chif=1.78, di=1{P=018), F=437%

Figure S47: Hopley 2010; Intervention/ Exposure: Total hip arthroplasty; Outcome: Dislocation
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 85% CI
28.6.1 RCTs

Baker 2006 11.9% 3.07 [0.33, 28.34]

Blomfeldt 2007 19.1% 1.50[0.26, 8.66]

Keating 2006 27.1% 1.21[0.28, 5.23] —
Macaulay 2008 5.9% 400017, 92.57]

Subtotal {95% Cl) 64.1% 1.71 [0.66, 4.45] -

Heterogeneity: Tau®= 0.00; Chi®= 0.79, df= 3 (P = 0.85);, F= 0%
Test for overall effect: Z=110 (P =0.27)

28.6.2 Cohort studies

Eyssel 1994 57%  212[0.09, 51.61]

Gebhard 1952 Fi% 277018, 43.38]

Levi 1996 22.4% 0800010, 2.53] - &

¥y 2002 Mot estimable

Subtotal (95% CI) 35.9% 0.91 [0.25, 3.28] —~—at—

Heterogeneity: Taw®= 0.00; Chi*=1.42, df =2 (F=049); F=0%

Test for overall effect. £=0.14 (P = 0.89)

Total {95% CI) 100.0% 1.37 [0.64, 2.04] -’-—

Heterogeneity; Tau®= 0.00; Chi®= 2.80, df= B (P = 0.83); F= 0% f ; i |

Test fi lleffect Z=080(FP =042 0.01 01 1 10 100
estor overall effect 2= 0.80 (P =0.42) Favours total hip arthro.  Favours control

Test for subgroup differences: Chi*=0589, df=1 (P =0.44) F=0%

Figure S48: Hopley 2010; Intervention/ Exposure: Total hip arthroplasty; Outcome: Deep infection
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
29.2.1RCTs

Hallstrorm 2000 TA% 1.40[0.88, 2.22) T
Rea 2010 20.3% 1.14 [0.89,1.45] ™
Svensson 2010 10.8% 1.28[0.90,1.56] T
Subtotal {95% CI) 38.1% 1.22 [1.01, 1.46] &

Heterogeneity: Tau®=0.00; Chi*=0.76, df=2 (P = 0.68), F=0%
Test for owerall effect: £= 2.06 (F = 0.04)

29.2.2 Cohort Studies

Bohm 2007 23.0% 1.07 [0.85,1.34] -
Iwami 2007 12.6% 0.94 [0.67,1.30] —
Olasveengen 2008 4.8% 0.83[0.47 1.47] 71
Ong 2008 1.2% 0.93[0.29, 3.09] ]
S08-KANTO Study Group 2007 9.5% 1.06[0.72,1.57] I
Wah Hoeyweghen 1993 8.3% 0.62 [0.40, 0.94] —
Waalewijn 2001 2.7% 1.05[0.48, 2.28] e
Subtotal {95% CI) 61.9% 0.96 [0.83, 1.11] L
Heterogeneity: Tau®= 0.00; Chi*= 867, df =6 (P =046 F=0%

Test for averall effect: Z= 0.61 (P = 0.54)

Total {95% CI) 100.0% 1.04 [0.92,1.19] ?
Heterogeneity: Tau®= 0.01; Chi*=10.40, df= 9 (P = 0.323; F=13% IU 0 051 1 150
Test for averall effect: Z=0.63 (P=0.583) ) .

vours Chest-compression-only cardiopulmonary  Favours control

Fav
Test for subgroup differences: Chi*= 397, df=1 (P=0.08), F= 74 8%

Figure S49: Hipfl 2010; Intervention/ Exposure: Chest-compression-only cardiopulmonary
resuscitation; Outcome: Survival (Risk Ratio >1 indicates a favorable effect)
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio

IV, Random, 95% Cl

30.1.1 RCTs

Barreto 2008 0.3% 012 [0.02, 091]
Block 2007 33% 0.53[0.28,1.00]
Chertow 2002 1.0% 1.22[0.39, 3.89]
Dilorio 2012 3.0% 0.54[0.258,1.03]
Guniki 2008 0.8% 0.44[0.12,1.66]
Sadek 2003 0.3% 0.33[0.04, 2.89]
Suki 2008 24.5% 0.87[0.84,1.12]
Wilson 2009 17.9% 0.84[0.70,1.04]
Subtotal (95% CI) 50.9% 0.78 [0.62, 0.98]

Heterogeneity: Tauw*=0.03; ChiF=12.27, df= 7 (F=0.09), F=43%
Test for overall effect: £= 2.09 (P = 0.04)

30.1.2 Cohort Studies

Borzecki 2007 20.6% 0.82 [0.69, 0.98]
Jean 2011 12.7% 0.99 [0.76, 1.320]
Fanichi 2010 15.9% 0.93 [0.74, 1.16]
Subtotal (95% CI} 49.1% 0.89 [0.78, 1.00]

Heterogeneity: Taw®*= 0.00; Chif=1.47, df= 2 (P= 046, F=0%
Test for overall effect: Z=1.90 (P = 0.08)

Total (95% Cl) 100.0% 0.87 [0.77, 0.97]

Heterogeneity: Tau®=0.01; Chif=13.83, di=10(P=018); F= 28%
Test for overall effect. £= 240 (P =0.02)

Testfor subgroup differences: Chi*=0.91, df=1 (F =034, F=0%

Figure S50: Jamal 2013; Intervention/ Exposure: Non-calcium-based phosphat binders; Outcome:

All-cause mortality
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Risk Ratio
IV, Random, 95% Cl

Risk Ratio

Study or Subgroup Weight IV, Random, 95% Cl
31.31RCTs

Allsup 2004 2.58% 0.48[0.26,0.87)
Edmondscon 14971 1.3% 035013, 082
Govaert 1994 4.0% 062042 0.80]
Govaert 1994 risk groups 2.7% 0.87 [0.49,1.53]
Stuart 19649 3.9% 0.54 [0.37,0.80]
Subtotal (95% CI) 14.4% 0.59 [0.47, 0.73]

Heterogeneity: Tau®=0.00; Chi*= 367, df=4 (P=0.458); F=0%
Test for overall effect: £=4.78 (P = 0.00001)

31.3.2 Cohort studies

Arden 1938 1.4% 0,59 [0.23, 1.45]
Arroyo 1984 2.0% 0.79 [0.46, 1.34]
Carniniti 1994 1.9% 0.43 [0.20, 0.92]
Cartter 18904 0.9% 1.82 [0.56, 5.92]
Cartter 1890k 2.4% 1,57 [0.84, 2.95]
Cartter 1890c 3.8% 1.14 [0.78, 1.70]
Coles 1992 1.2% 1.21 [0.44, 3.37]
Cometri 1995 1.5% 1.40 [0.59, 3.32]
Currier 1988 1.4% 0.94 [0.60, 1.48]
D'tlessio 1969 2.0% 0.99 [0.47, 2.03]
Fyson 19833 1.0% 0.55 [0.33, 0.93]
3avira lglesias 1987 0.5% 0.85 [0.16, 4.55]
3oodman 1952 1.7% 0,59 [0.26, 1.30]
Hara 2006 2.5% 0.44 [0.24, 0.81]
Horman 1986 2.4% 1.08 [0.58, 2.07]
lsaacs 1897 1.5% 0.73[0.47,1.14]
Kawai 2003 1.4% 0.81 [0.33, 2.03]
Leung 2007 1% 0.96 [0.59, 1.58]
Meiklejohn 1987 3.4% 0.46 [0.29, 0.73]
Monto 2001 5.3% 0,81 [0.73,1.13]
Morens 1995 0.5% 0.83 [0.15, 4.49]
Mukerjee 1994 5.1% 0.44 [0.35, 0.57]
Murayama 1999 41% 0.75 [0.52, 1.08]
Patriarca 19852 5.4% 0,63 [0.51, 0.77]
Patriarca 1985k 1% 065 [0.39, 1.07]
Ruben 1874 4.3% 0.51 [0.36, 0.72]
Saito 2002a 4.8% 0.59 [0.44, 0.75]
Saito 2002k 2.8% 1.22 [0.70, 2.17]
Strassburg 1986 1.4% 0.90 [0.58, 1.41]
Taylor 1997 4.0% 1.07 [0.74, 1.55]
Subtotal (95% CI) 85.6%  0.76 [0.66, 0.87]

Heterogeneity: Tau®= 0.07; Chi*= 67.85, df = 29 (P = 0.00013; F=47%
Test for overall effect. £=4.00 (P = 0.0001}

Total (95% CI) 100.0% 0.73 [0.64, 0.82]
Heterogeneity: Tau®= 0.06; Chi*= 74.40, df= 34 (P = 0.0001); F=54%
Test for overall effect: £=5.09 (P = 0.00001)

Test for subgroup differences; Chi®= 381, df=1(P=0.04), F=73.8%

Figure S51: Jefferson 2010; Intervention/ Exposure: Parenteral influenza vaccine; Outcome:

Influenza-like illness
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Risk Ratio
IV, Random, 95% CI

Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl
31.41RCTs
Edmondscon 14971 8.4% 0358012 1.08)]
Govaert 1994 13.0% 041 [0.23 074
Rudenko 2001 9.9% 0.601[0.20 1.259]
Subtotal (95% Cl) 3.3% 0.42 [0.27, 0.66]

Heterogeneity, Tau®=0.00; Chi*= 025 df=2 (P =0.88), F=0%
Test for overall effect £=2.79 (F=0.0002)

31.4.2 Cohort studies

Cuneo Crovari 1880 37% 0.21[0.03, 1.74]
Feery 1976 12.8% 1.06 [0.58,1.92]
Gross 15983 AT 011 [0.01,0.84]
Haowwarth 19873 A.2% 0.21[0.04,114]
Haowwarth 1987h 1.8% 0.33[0.01,8.00]
Marens 1995 2.5% 1.41[010, 20 60]
Michalson 1994 1.0% 0.05[0.01, 0.37]
Rubhen 1974 10.5% 0.54 [0.23,1.259]
Taylor 1992 11.7% 2.05([1.01,419]
Yoordouw 2003 12.8% 0.50[0.27, 0.81]
Subtotal (95% CI) 68.7% 0.51 [0.27, 0.97]

Heterogeneity, Tau®=0.52; Chi®= 2529, df=9 (P = 0.003), F=64%
Test for overall effect. £=2.07 (F = 0.04)

Total {95% Cl) 100.0% 0.51 [0.32, 0.80]

Heterogeneity: Tau®= 0.34; Chi*= 2915, df=12 (P = 0.004); F= 59%
Testfor overall effect £= 2.90 (P = 0.004)

Test for subgroup differences; Chi*= 024, df=1 (P =062}, F=0%

Figure S52: Jefferson 2010; Intervention/ Exposure: Parenteral influenza vaccine; Outcome: Influenza
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Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% Cl

J231RCTs

Eeutner 19749a 22.9%
Clover 1891 15.3%
Clover 1981 1.6%
Gruber 1990 7.2%
Gruber 1590 14.2%

Hobermann 2003a 16.2%

Hobermann 2003k 7.3%
Subtotal {95% CI) 84.8%

Heterogeneity: Tau®= 0.07, Chi®= 915, df=6 (P =017 F= 34%

031 [0.21, 0.47]
0.66 [0.34,1.27]
0.05 [0.00, 0.76]
0.47 [0.15,1.52]
0.36[0.18, 0.72]
0.34 [0.18, 0.64]

1.10[0.24, 3.50]
0.41 [0.29, 0.59]

Test for overall effect: £=4.84 (P = 0.00001)

32.3.2 Cohort Studies

Kawai 2003 16.2%
Subtotal {95% CI) 15.2%

Heterogeneity: Mot applicable

0.20[0.10, 0.38]
0.20 [0.10, 0.39]

Testfor overall effect £=4.72 (P = 0.00001)

Total {95% Cl) 100.0%

Heterogeneity; Tau®*=0.10; Chi®*=12.38, df= 7 (F=0.09), F= 43%

0.37 [0.26, 0.53]

Testfor overall effect £=45.42 (P = 0.00001)

Testfor subgroun differences: Chif= 341, df=1 (P=0.06), F=70.7%

——
—
L 4
e
<
0.01 0.1 10 100
Favours IV Favours cantrol

Figure S53: Jefferson 2012; Intervention/ Exposure: Inactivated influenza vaccines; Outcome:

Influenza
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Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% Cl
32.21RCTs
Clover 1991 27% 0.83[0.26, 2.63) T
Clover 1991 0.5% 018[0.01,313]
Colombo 2001 11.2% 0.33[0.21,0.81] —
Gruber 19490 0.9% 0.20[0.03,1.52)
Gruber 1950 2.7% 0.251[0.08, 0.80]
Rudenko 19933 23.4% 0.74 [0.68, 0.80] u
Rudenko 18930 23.8% 0.71 [0.67, 0.76] u
Subtotal (95% CI) 65.2% 0.64 [0.54, 0.76] L
Heterogeneity: Tau®=0.02; Chi®*=18.30, df= 6 (P = 0.0068); F= 67%
Test for overall effect: Z=5.10 (P = 0.00001)
32.2.2 Cohort studies
Fujieda 2006 23.8% 0.85[0.78, 082 u
kawai 2003 8.7% 026012, 051 —_—
kawai 2003 5.6% 0101[0.08, 021 _—
Subtotal (95% CI) 34.8% 0.29 [0.07,1.15] =
Heterogeneity: Tau®=1.43; Chi*= 4207 df= 2 (P = 0.00001); F=95%
Test far overall effect: Z=1.76 (P =0.08)
Total (85% CI) 100.0% 0.56 [0.46, 0.68] L
Heterogeneity: Tau®= 0.04; Chi*= 67 99 df= 9 (P = 0.00001); F=87% IIZI 01 IZII1 1=IZI o0
Test for overall effect: £=5.79 (P <= 0.00001} ' 'Fa'v'l:uurs IV Favours control

Testfor subaroup differences: Chi®=1.27, df=1 (P =028}, F=21.23%

Figure S54: Jefferson 2012; Intervention/ Exposure: Inactivated influenza vaccines; Outcome:

Influenza-like illness
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% CI
33.21 RCTs

Bohe 2008 30.4% 1.08[0.93, 1.28]

Subtotal {95% Cl) 30.4% 1.09 [0.93, 1.28]

Heterogeneity: Mot applicable
Test for overall effect: £=1.05(F = 0.2

33.2.2 Cohort studies

Cutler 2008 295%  0.86[0.72,1.02]
Lin 2006 256%  1.18[0.97, 1.46]
Warg 2009 145%  1.00[0.72,1.40]
Subtotal (95% CI) 69.6%  1.00[0.80,1.25]

Heterogeneity: Tau®= 0.02; Chi#= 586, df= 2 (P = 0.09); "= 66%
Test for overall effect: £= 0.03 (P = 0.98)

Total (95% Cl) 100.0%, 1.03 [0.88, 1.20]
?etn:;ngenemfl:l T?ru t:_?_l;l—mu 3?4hlpz—ﬁ|jar4ai df=3 (P =0.08); F=26% 'IZI.IZ|1 Elf1 1- 1'|Z| 1E|E|'
estfor overall effect 2= 0.34 (F = 0.74) Favours total flavonoids  Favours control

Testfor subgroup differences: Chi= 036, df=1 (P=058), F=0%

Figure S55: Jin 2012; Intervention/ Exposure: High total flavonoids; Outcome: Colorectal neoplasms
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% Cl
351.1RCTs

Bush 1887 4 6% 1.02 [0.27, 3.85] e
Carson 1998 23%  1.00[0.06,15.51]

Carson 2011 6.2% 1.44 [0.81, 2.54] S
Carson 2013 3.7% 014 [0.02,1.10]

Cooper 2011 2.8% 0.57 [0.06, 5.36]

Hébert 2001 6.4% 0.81 [0.52,1.26] —
Subtotal (95% Cl) 25.6% 0.94 [0.62, 1.43] <4

Heterogeneity: Tau®=0.05; Chi*=6.00, df=5{F =031}, F=17%
Test for overall effect Z= 030 (P=0.76)

35.1.2 Cohort studies - Converted RR

Bursi 2009 47%  538[1.45 20.01] _—
Carson 1998 6.6% 1.06 [0.76, 1.4 -

Chase 2008 6.7% 3.21 [2.64, 3.89] -

Dovle 2008 6.6%  8.90[6.30, 12.59] —
Doyle 2008 6.6% 1810[13.69, 23.93] -
Garty 2008 5.9% 0.31 [0.14, 0.68] —_—

Maluenda 2009 6.2% 1.40[0.80, 2.48] -

Mikolsky 2009 6%  4.71[1.97 11.26] —_—
Rao 2004 6.7% 3.94 [3.26, 4.75] -
Shishehbor 2008 6.5% 3.59 [2.66, 5.68] —

Singla 2007 6.3% 2.28[1.36, 3.50] —_—

Wiy 2001 6.0% 0.23[0.12, 0.45] —_—

Subtotal (95% Cl) 74.4% 2.49 [1.40, 4.43] L
Heterogeneity Taw®= 0.94; Chi*= 323,16, df= 11 (P = 0.000013; = 97%

Test for overall effect Z= 312 (P=0.002)

Total {95% Cl) 100.0% 1.84 [1.10, 3.07] <

Heterogeneity: Tau™= 1.00; Chi®= 38053, df=17 (P = 0.00001}; I*= 86% =|3 o1 051 1=D
Testfor overall effec_t: £=2.34 ':Pz_ 0.02) Favours transfusion  Favours control
Testfor subaroup differences: Chi®= 726 df=1 (F= 0007, *= 86.2%

Figure S56: Kansagara 2013; Intervention/ Exposure: Transfusion; Outcome: All-cause mortality
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Odds Ratio Odds Ratio

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% Cl
36.1.1 RCTs
Hannah 2004 10.0% 0.78 [0.56, 1.08] —=T
Subtotal {95% CI) 10.0% 0.78 [0.56, 1.08] &
Heterageneity: Mot applicable
Testfor overall effect Z=148 (P =014}
36.1.2 Cohort studies
Schytt 2004 9.0% 0.389 [0.27, 0.56) —
Gartland 2012 9.2% 0.42[0.29, 0.60] —
Abdel-fattah 2011 10.8% 0.580[0.37, 0.68] —
Woolhouse 2012 10.0% 0.53[0.38, 0,73 —_
Liang 2013 B.7% 0.586 [0.35, 0.91] I
Rotweit 2003 13.7% 0.589[0.48, 0.73] -
Gyhagen 2013h 15.6% 0.64 [0.55, 0.73] -
MacAthur 2011 14.9% 0.80[0.68, 0.95)] =
Subtotal {95% CI) 90.0% 0.56 [0.48, 0.66] L
Heterogeneity: Tau®= 0.04; Chi®=23.33 df=7 (F=0.001) F=70%
Test for overall effect: Z= 674 (P = 0.00001)
Total (95% CI) 100.0% 0.58 [0.50, 0.68] »

i 2 — - iR - — - R = ! Il 1
Heterogeneity: Tau®=0.04; Chi®= 2522 df=8 (P =0.001); F=68% T 0 10 100

Testfor overall effect £= 682 (P = 0.00001)
Testfor suboroup differences; Chif=3.01, df=1 (P=0.08), F= 66.8%

Favours caesarian section Favours control

Figure S57: Keag 2018; Intervention/ Exposure: Caesarean section; Outcome: Urinary incontinence
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Odds Ratio Odds Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% Cl
36.2.1 RCTs

Hannah 2004 6.4%  3.07[0.80,10.47] .

Subtotal {95% Cl) 6.4%  3.07 [0.90, 10.47] =ami———

Heterageneity: Mot applicahle
Testfor overall effect. £=1.79 (F=0.07)

36.2.2 Cohort studies

Ahdel-fattah 2011 8.7% 0.34 [0.12,0.91] -
Erown 2012 19.1% 0.83[0.53, 1.31] — =
Gyhagen 2013k 22.9% 1.46[1.07, 1.98] ——
MacArthur 2011 24 4% 0.94[0.73,1.20]

Woolhousge 2012 18.5% 1.64[1.02, 2.64]

Subtotal (95% CI) 93.6% 1.04 [0.73, 1.48]

Heterogeneity: Tau*=010; Chi*=14.32 df=4 (P=0006), F=72%
Testfor overall effect Z=022(F=0854

Total (95% CI) 100.0% 1.11[0.78, 1.58]

Heterogeneity: Tauw®=012; Chi*=17.02 df =5 (P =0004}; F=71%
Test for overall effect £= 098 (F = 0.496)

Testfor subaroup differences: Chi®= 2,76, df=1 (P=0.10), F=63.7%

0.01 01 1 10 100
Favours caesarean section Favours control

Figure S58: Keag 2018; Intervention/ Exposure: Caesarean section; Outcome: Fecal incontinence
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% CI
37.1.1RCTs

Fairall 2012 35.3%  0.96([0.82,1.12]

Subtotal {95% CI) 35.3%  0.96[0.82,1.12]

Heterogeneity: Mot applicable
Test for averall effect: 7= 087 (P = 0.47)

37.1.2 Cohort studies

Assefa 2012 43.3% 1.23[1.14,1.33] L

Bedely 2007 21 .4% 1.25[0.92,1.68] T

Subtotal (95% CI) 64.7% 1.23[1.14,1.33] L]

Heterogeneity: Tau*=0.00; Chi*=0.01, df=1 (P = 0943, F=0%

Test for averall effect: Z=5.44 (P = 0.00001)

Total (95% CI) 100.0% 1.13 [0.94, 1.36] ?

Heterogeneity Tau®= 0.02; Chi®= 8.29, df= 2 (P = 0.02%; F= 76% lﬂ o 051 ] 150
Testfor overall effect: Z=1.27 (P = 0.20) Favours Antiretroviral therapy by nurses  Favours control

Test for subaroup differences: Chif=8.28, df=1 (P =0.004), F= 37.9%

Figure S59: Kredo 2014; Intervention/ Exposure: Antiretroviral therapy by nurses; Outcome: All-
cause mortality
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Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI

37.21RCTs
Fairall 2012 34.4% 0.73[0.55, 0.97] ——

Subtotal {95% CI) 34.4% 0.73 [0.55, 0.97] <4

Heterageneity: kot applicable

Testfar averall effect Z= 216 (P =0.03

37.2.2 Cohort Studies

Assefa 2012 36.4% 0.76[0.72, 0.80] L]

Bedelu 2007 79.3% 011 [0.06, 0.20] —a—

Subtotal {95% Cl) 65.6% 0.30 [0.05, 1.94] — e ——

Heterngeneity: Tau®= 1.77; Chi®= 42.34, df= 1 (P = 0.000013; F= 38%

Testfar averall effect Z=1.27 (P =0.21)

Total (95% CI) 100.0% 0.43 [0.21, 0.86] el

Heterogeneity: Tau®= 0.35; Chif= 42,37, df= 2 (P = 0.000013; F= 95% In_m 0?1 1’0 100’
Testfor overall effect 2= 2.38 (F = 0.02) Favours starting Antiretroviral therapy by nurses  Favours control

Testfor subaroup differences: Chi®=0.86, df=1 (P =035, F=0%

Figure S60: Kredo 2014; Intervention/ Exposure: Antiretroviral therapy by nurses; Outcome: Attrition
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
37.3.1RCTs

Fairall 2012 50.1% 0.93 [0.60, 1.44]

Sanne 2012 29.7% 0.67 [0.24, 1.87]

Subtotal (95% CI) 79.8% 0.89 [0.59, 1.32]

Heterogeneity: Tau®= 0.00; Chi®=0.33, df=1 (P =0.57); F= 0%
Testfor overall effect: 2= 0.59 (P = 0.55)

37.3.2 Cohort Studies
Brennan 2011 20.2% a.
Subtotal (95% Cl) 20.2% 0
Heterogeneity: Mot applicable
Test for overall effect: £=2.30 (F=0.02)

78] — e ——

Total (95% CI) 100.0% 0.61 [0.28, 1.35] —~aai-—
Heterogeneity: Tau®= 0.28; Chi®= 4 55, df= 2 (P = 0.10); F= 66% ID 0 051 150 1nu=
Testror overall effect Z=1.23 (P = 0.22) Favours Murses for maintenance of antiretroviral therapy Favours control

a
Testfor subgroup differences: Chi*=4.22, df=1(P=0.04), F=76.3%

Figure S61: Kredo 2014; Intervention/ Exposure: Nurses for maintenance of antiretroviral therapy;
Outcome: All-cause mortality
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Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 95% CI

3811 RCTs

Bergenstal 2010 0.8% 0.20[0.01, 4.28]
Bunck 2009 0.7% 2.83[0.11,71.95]
Diamant 2010 0.7% 2.88[012,71.17]
Gallwitz 2012b 1.0% 0.99 [0.06, 15.94]
MCTOO082381 2009 0.7% 0.31 [0.01, 7.75]
Subtotal (95% CI) 4.0% 0.86 [0.22, 3.39]

Heterogeneity: Tau®= 0.00; ChiF= 2.32, df = 4 (P = 0.68); F= 0%
Testfor overall effect Z= 0,22 (P = 0.82)

38.1.2 Cohort studies

Garg 2010 43.8%  0.90[0.60,1.37]
Romley 2012 521%  0.93[0.63,1.36]
Subtotal {95% CI) 96.0%  0.92[0.69, 1.22]

Heterogeneity: Tau®= 0.00; Chi= 0.01, df= 1 (P = 0.92); F= 0%
Testfor overall efiect Z= 0.58 (P = 0.55)

Total (95% Cl) 100.0% 0.92 [0.69, 1.21]
Heterogeneity: Tau®= 0.00; Chi*=2.34, df= 6 (F=0.89); F=0%
Testfor overall effect: £= 063 (P = 0.53)

Testfor subgroup differences: Chif= 001, df=1 (P=082), F=0%

0.0

0.1 1 10
Favours exenatide Favours control

Figure S62: Li 2014; Intervention/ Exposure: Exenatide; Outcome: Acute pancreatitis
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Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% ClI

39.21RCTs

Fonseca 2013 Mot estimable
MCT 00327015 20049 0.0% 0.10([0.00, 2.12]
Arjona Fereira 2013b 0.0% 011 [0.01, 2.08]
MCT 00295633 20049 0.0% 016 [0.01, 3.94]
MCT 01263483 2011 0.0% 016 [0.01, 3.94]
Yang 2015 0.0% 0.20([0.01, 4.75]
MCT 00395343 20049 0.0% 0200001, 411]
MCT 01189350 2013 0.0% 0.33[0.01, 7.97]
MCT 01006603 2013 01% 0.33[0.03, 318]
MCT 00121667 2011 0.1% 0.48[0.08, 2.83]
Garher 2007 0.0% 0.52[0.03, 8.25]
MCT 00286442 2011 0.0% 0.74[0.03,18.11]
MCT 00286468 2011 0.0% 075003, 18.18]
Iwwarmoto 2010 0.0% Q.76 [0.03,18.54]
MCT 00121641 2011 0.0% 0.94[0.04, 22.84]
MCT 0070993 2013 0.0% 0.99[0.06, 15.67]
Ferannini 20049 0.1% 1.00([0.14, 7.08]
MCT 005754588 2010 0.0% 1.00[0.06, 16.01]
Arjona Ferreira 2013a 01% 1.02[0.15, 6.99]
MCT 00838903 2014 0.0% 1.35[0.08, 21.51]
MCT 00954447 2012 0.1% 1.50([0.25 8.93]
MCT 00622284 2011 01% 1.60[0.25, 8.94]
MCT 00856284 2013 0.1% 1.50[0.16,14.44]
Seino 2012 0.0% 1.60[0.07, 383.599]
Pratley 2009 0.0% 1.72[0.09, 33.09]
MCT 00642278 2013 0.0% 1.95[0.08, 47.48]
Bosi 2011 0.1% 1.98[0.18, 21.70]
MCT 00094770 20049 0.1% 1.99[0.18, 21.85]
MCT 00757588 2011 0.0% 249012, 41.58]
MCT 00798161 2011 0.0% 255010, 62.29]
MCT 00103857 2004 0.0% 2940012, 71.83)
MCT 00482725 20049 0.0% 298012 73.03]
MCT 00614938 2010 0.0% 3.00[012, 7262
Henry 2014 0.0% 501 [0.24,104.26]
MICT 01289950 2014 0.0% 907037, 221.78]
Subtotal (95% Cl) 1.6% 0.95 [0.60, 1.50]

Heterogeneity: Tau®=0.00; Chi®*=17.76, df= 33 (P = 0.99); F= 0%
Testfor overall effect Z=022 (P =083

39.2.2 Cohort studies

Eurich 2014 0.0% 0.39[0.02 7.41]
MNCTO13587135 2014 0.7% 0.79[0.38, 1.46]
Gitt 2013 0.2% 0.88[0.22, 3.48]
kannan 2014 497.4% 1.101[1.04,1.17]
Subtotal (95% CI) 98.4% 1.10 [1.04, 1.17]

Heterogeneity: Taw®=0.00; Chi*=1.87, df= 3 (P =060}, F=0%
Testfor overall effect £= 316(P =0.002)

Total (95% CI) 100.0% 1.10 [1.03, 1.16]
Heterogeneity: Tau®= 0.00; Chi®= 2001, df= 37 (F=094); F=0%
Testfor overall effect £= 3.10(P=0.002)

Testfor subgroup differences: Chi®= 039, df =1 {P=0.483), F=0%

Figure S63: Li 2016; Intervention/ Exposure: DDP-4 inhibitors; Outcome: Heart failure
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Study or Subgroup

Odds Ratio

Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% Cl

3911 RCTs
Green 2015
Krum 2014
Laakso 2015
Scirica 2013
Zannad 2014

Subtotal {95% CI)
Heterogeneity: Tau®=0.00; Chi*= 359 df=4 (P=046), F=0%

14.4%
2.0%
1.3%

14.8%
9.4%

41.9%

1.00[0.83,1.20]
1.29[0.54, 3.06]
1.25[0.41, 3.85]
1.27[1.06, 1.51]
1.07[0.78, 1.46]
1.13 [1.00, 1.27]

Testfor overall effect: Z=1.99 (P = 0.05)

39.1.2 Cohort studies

Fadini 2015
Fu 2014
Seang 2015
Suh 2015
Welez 2014
Yu 20148

Subtotal {95% CI)

12.5%
14.9%
0.8%
14.8%
6.5%
8.7%
58.1%

0.78[0.62 0.99]
0.87[0.73, 1.04]
0.44[0.10,1.91]
0.99[0.83, 1.18]
0.58[0.38, 0.88]
0.88[0.63, 1.23]
0.85[0.74, 0.97]

Heterogeneity: TauF=0.01; Chi*=7 42 di=a(FP=01%) F= 33%
Testfor overall effect: Z=2.41 (P=0.02)

Total (95% Cl)

Heterogeneity, TauE= 0.02; Chi®*= 2215 di=10(F =001, F= 25%

100.0%

0.94 [0.83, 1.08]

Testfor overall effect £= 087 (P =0.39)

Testfor subgroup differences; Chif=9.74, df=1 (P=0.002), F=89.7%

Figure S64: Li 2016; Intervention/ Exposure: DDP-4 inhibitors; Outcome: Hospital admission for

heart failure
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 95% CI

40.1.1 RCTs

vah de Velde 2011 29.5% 0.52[0.33,0.79]
Subtotal (95% CI) 29.5% 0.52 [0.33, 0.79]

Heterogeneity: Mot applicable
Test for overall effect. £=3.02 (P = 0.003)

40.1.2 Cohort studies

Haque 2016 30.3% 0.77[0.57,1.0%]
Hernandez 2008 31.1% 1.00 [0.67, 1.51]
Subtotal {95% CI) 70.5%  0.85[0.66,1.09]

Heterogeneity: Tau®=0.00; ChiF=1.11,df=1 (P=0.29); F=10%

Testfor overall effect £=1.29 (P = 0.20)

Total (95% CI) 100.0%  0.74[0.53, 1.04]

Heterogeneity: Tau®= 005, Chi*=4.93, df=2 (P=0.08); F=53%

Testfor overall effect £=1.72 (P = 0.08)

Testfor subaroup differences: Chi*= 378, df=1 (P=0.05). F=73.5%

—.—

&>

3

N 4

0.01

01 10
Favours tamoxifen Favours control

Figure S65: Matthews 2018; Intervention/ Exposure: Tamoxifen; Outcome: Heart failure
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Study or Subgroup

Odds Ratio

Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% Cl

41.1.1 RCTs

2010-0158797-32 0.3% 3100013, 76.38]

2014-004535-43 0.3% 1.51[0.06, 37.25]

Bailey 2013 0.3% 1.01[0.04, 24.93]

CANTATA-D 0.3% 0.25[0.01,6.11]

CANTATA-M 0.3% 1.48[0.06, 36.38]

CAMTATA-SL) 0.3% 1.60[0.06, 36.74]

CANWAS 4.7% (.76 [0.40,1.47] B
CANVAS R 3.0% 0.47[0.19,1.14] r
CompoSIT-R 0.3% 302012, 74.41]

CREDEMCE 10.4% 0.87 065 1.17] T
DAPA-HF B.E% 0.49[0.30,0.82] ——
DECLARE-TIMISS 11.8% 0.71 [0.56, 0.84] -
DELIGHT 0.3% 0.20[0.01, 4.23] 4

DEPICT - 2 0.3% 1.51 [0.0B, 37.25]

DEPICT-2 Mot estimable

DlA3004 0.5% 1.01[0.09, 11.24]

DURATION-8 0.5% 0.49[0.04, 5.46]

EASE-2 and 3 1.3% 0.66 [016, 2.77] —
EmMPA-REG BASAL 0.3% 264013, 55.38]

EMPA-REG H2ZH-5U 0.3% 0.20[0.01, 4.24] 4

EMPA-REG MDI 0.3% 1.61[0.06, 37.24]

EMPA-REG MOMNO 0.3% 0.33[0.01, 8.24]

EMPA-REG REMAL 1.1% 076 [0.148, 3.77] —
EMPA-REG-MET 0.3% 0.10[0.00, 2.00] 4

EMPA-REG-OUTCOME 12.3% 0.78 [0.63, 0.96] -]
MB102029 0.3% 1.51 [0.0B, 37.55]

MCT 01422876 0.3% 016 [0.01, 3.97] 4

MCT 027152458 Mot estimahle

MCTO0A28372 0.3% 0.455[0.02,13.71]

MCTOOGENE07T 0.3% 302[012, 74.41]

MCTOOGE3260 0.3% 017 [0.01, 4.10] 4

MCTO1031680 0.3%  7.08[0.36,137.39] +
MCTO1042877 0.3% 0.33[0.01, 8.20]

MNCTO1422876 Mot estimahle

MCTO1734785 0.3% 0.16 [0.01, 3.94] 4

MCTO2284853 0.3% 297012, 73.38]

MCTO2651874 0.3% 0.33 [0.01, 8.08]

MCTO27146258 2.2% 1.33 (0,45, 3.94] -1
FPICHEER 2 0.5% 0.50[0.048, 5.54]

SUSTAIN - 8 0.3% 011 [0.01, 2.08] 4

SUSTAIM-2 Mot estimable

VERTIS - 5U 0.3% 1.48[0.06, 36.38]

VERTIS FACTORIAL 0.3% 0.16 [0.01, 4.08] 4

YERTIS REMAL 0.3% 2481012, 51.97]

WERTIS-SLU Mot estimable

Subtotal (95% CI) 63.1% 0.75 [0.66, 0.84] L
Heterageneity: Tau®= 0.00; Chi®= 23.65, df= 39 (P =0.93); F= 0%

Testfor overall effect: Z= 4 68 (P = 0.00001)

41.1.2 Cohort studies

Cahn 2019 7% 0.26 [0.16, 0.42] —
Madkami 2017 Geisinger cohart 8.2% 0.41[0.22, 0.79] -
Madkami 2017 Mt sinai cohort 6.0% 0.2 [0.30, 0.90] —
Marhammer 2017 10.6% 0.37 [0.28, 0.49] -

Jeda 2018 8.0% 0.55[0.36, 0.83] —_—
Subtotal (95% CI) 36.9% 0.40 [0.31, 0.52] &
Heterageneity: Tau®=0.03; Chi*= 652, df=4 (P=0.16); F=39%

Testfor averall effect £=7.04 {F = 0.00001}

Total (95% CI) 100.0% 0.58 [0.49, 0.69] L 3
Heterageneity: Tau®= 0.09; Chi®= 9997, df= 44 (P=0.09); F= 27% o 0 0 100

Testfor averall effect Z=6.13 {F = 0.00001}

Favours SGLT2 inhibitors  Favours control

Test for subagroup differences: Chif=18.30, df=1 {(F = 0.0001), F= 94 5%

Figure S66: Menne 2019; Intervention/ Exposure: SGLT-2 inhibitors; Outcome: Acute kidney injury
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
42.21RCTs

Corwin 19599 5.8% 1.00[0.26, 3.86] —
Carwin 2002 8.2% 0.94 [0.46, 1.92] .
Corwin 2007 9.4% 1.45[1.04, 2.01] =
Endre 2010 B.2% 0.62[0.18, 2.11] .
Georgopoulos 20045 2 6% 0.481[0.03, 7.81]

Gerasimow 2012 8.0% 1.39 [0.65, 2.98] - T
Luchette 2012 A.5% 0.80[0.25, 2.53] — T
Michaol 2014 9.4% 0.849 [0.66, 1.21] -

Mirula 2010 2.2% 017 [0.01, 3.81] 4

Raohertson 2014 7% 2.20([0.94,511] T
Still 1995 3.8% 3.32[0.38, 29.23]

Woors 2010 2.0% 0.34 [0.01, 8.24]

Subtotal (95% Cl} 71.6% 1.12 [0.90, 1.40] »

Heterogeneity: Tau®=0.01, ChiF=12.09, df=11 (P = 0.36); F= 9%
Testfor overall effect: £=1.01 (F=0.31)

42.2.2 Cohort studies

Bush 2008 g.4% 1.08 [0.25, 4.58] e
Hecht 2007 8.4% F.36 [4.57, 9.65] —
Lundy 2010 3 6% 077 [0.09, 6.57]

Shurnan 2009 3.2% 0,46 [0.04, 4.56]

Taking 2010 B.9% 2.33[0.81,6.74] —
Subtotal (95% CI) 284%  1.92[0.64, 5.76] i

Heterogeneity: Tau®=1.03; ChiF=16.24, df= 4 (P=0.003); F=75%
Testfor overall effect: Z=1.16 (F=0.29)

Heterogeneity: Tau®=0.70; Chi®= 97 25, df= 16 (P = 0.00001); F= 84% 'D.D1 IZIT1 1'IZI 1DD'

Favours ESA Favours control

Total (95% Cl) 100.0%  1.26 [0.76, 2.10] ?
1

Testfor overall effect; £=0.89 (F=0.33)
Testfor subgroup differences: Chi®= 088, df=1 (P=0.35) F=0%

Figure S67: Mesgarpour 2017; Intervention/ Exposure: Erythropoiesis stimulating agents;
Outcome: Venous thromboembolism
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

4211 RCTs
Ahrishambar 2012
Aloizos 20158
Conwin 14399
Cornwin 2002
Corwin 20073

Die Seigneux 2012
El Atraush 2005
Endre 2010
Gahbriel 1998
Georgopoulos 20045
Gerasimoy 2012
Michol 2015
Mirula 2010
Robertson 2014
Silver 2006

Still 1895

Wan lperen 2000
Subtotal (95% Cl)

1.9%
2.5%
9.2%
5.7%
5.6%
23%
5.0%
43%
4.37%
4.37%
4.6%
5.3%
1.0%
47%
3.8%
20%
413%
66.5%

1.00 [0.15, 6.59]
0.38 [0.08, 1.83]
1.14 [0.70, 1.87]
0,93 [0.73,1.18]
0.74 [0.54,1.01]
1.50 [0.26, 8.52]
071 [0.41,1.22]
0.64 [0.29,1.42]
1.08 [0.48, 2.45]
1.03 [0.45, 2.36]
0.61 [0.31,1.21]
0.64 [0.41,1.00]

2,48 (0,14, 44.29]
0.6 [0.36, 1.34]
0.52 [0.20,1.38]
1.1 [0.17, 7.24]
0.71 [0.31,1.67]
0.82 [0.71, 0.93]

Heterogeneity: Tau®= 0.00; Chi®= 9.84, df=16 (P = 0.88), F= 0%
Test for overall effect: 2= 293 (P =0.003)

42.1.2 Cohort studies

Brophy 2007
Ginger 2008
Kane-Gill 2007
Luh 2005

Lundy 2010
Talving 2010
Witthrodt 2005
Subtotal {95% Cl)

Heterogeneity: Tau®= 0.35; Chi®= 63.20, df= 6 (P = 0.00001}; F=91%

5.9%
1%
5.6%
4.5%
4.5%
1.4%
3.6%
33.5%

227 [2.22,2.37)
0.61 [0.36,1.01]
23301173 3.14]
0.73 [0.35, 1.57]
1.9 [0.58, 2.45]
0.33 [0.15, 0.70]
1.20 [0.41, 3.48]
1.08 [0.56, 1.78]

Test for overall effect Z=0.30 (P = 0.76)

Total {95% Cl}

Heterogeneity: Tauf= 0.46; ChiF= 280,86, df= 23 (P = 0.00001); F= 92%

100.0%

0.88 [0.64, 1.21]

Test for overall effect Z=080(F=043)

Test for subgroup differences: Chi*=114, df=1 (P =028, F=126%

U,

E——
J—
—_—
—_—

<>

*

Favours ESA

1

10

Favours control

100

Figure S68: Mesgarpour 2017; Intervention/ Exposure: Erythropoiesis stimulating agents; Outcome:

All-cause mortality
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Odds Ratio Odds Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% Cl
43.1.1RCTs

Austrian 19800 2.3% 014 [0.01, 2.07)] 4

Riley 1977 7% 014 [0.03, 0.61] _—
Waruyama 2010 1% 014 [0.01, 2.77] 4

Ortovist 1998 3.9% 0.21 [0.02,1.77)]

kaufman 1947 221% 0.21 [0.10, 0.45] ——
Gaillat 1935 1.6% 0.27 [0.01, 5.54]

Klastersky 1986 2.3%  0.80[0.08, 13.60]

Sirnberkoff 1986 24%  1.00[0.06, 16.08]

Leach 1987 18%  3.20[0.13, 79.48]

Davis 19587 18% 324013, 81.47]

Subtotal (95% CI) 48.1% 0.26 [0.14, 0.45] L

Heterogeneity: Tau*=0.00; Chif=7.71, df=9 (P = 0.56), F= 0%
Testfor overall effect: £2=4.74 (P = 0.00001)

43.1.2 Cohort studies

Jackson 2003 36.7% 0.56 [0.34, 0.83] —a—
Vila-Corcoles 2006 15.3% 0.60[0.22,1.61] —
Subtotal (95% CI) 51.9% 0.57 [0.36, 0.89] <

Heterogeneity: Tau?=0.00; Chi*=0.01,df=1 (P=091) F=0%
Testfor overall effect £=2.45 (P =0.01)

Total (95% Cl) 100.0% 0.40 [0.26, 0.61] <4

Heterogeneity: Tau®=0.07; Chif=12.49 di=11 (P =033 F=12% =IZI o IZI=1 1=IZI
Testioroverall effect 2= 4.15 (7 = 0.0001) " Favours PPvaccines Favours control
Testfor subgroup differences; ChiF=4.77, df=1 (P=003, F=79.0%

Figure S69: Moberley 2013; Intervention/ Exposure: Pneumococcal polysaccharide vaccines;
Outcome: Invasive pneumococcal disease
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Odds Ratio Odds Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% Cl
44,21 RCTs

Khatami 2013 3 .a8% 1.01[0.48, 2.14]

Stephan 1998 18.1% 231 [0.60, 8.54]

Subtotal {95% Cl) 49.6% 1.25 [0.61, 2.56]

Heterogeneity: Tau®= 0.03; Chi®=1.10, df=1 (P = 0.29); F= 9%
Test for overall effect £=0.62 (F=0.53)

44.2.2 Cohort studies

Spasovski 2008 18.3%  0.22[0.05,1.03] ——
Taher 2005 /A% 0.53[0.28, 0.99] —a—
Subtotal (95% Cl) 50.4%  0.46 [0.25, 0.86] -

Heterogeneity: Tau®= 0.02; Chi®=1.06, df=1 (P = 0.30); *= 5%
Test for overall effect £=2.43 (F=0.02)

Total {95% CI) 100.0% 0.74 [0.36, 1.54] *
Heterageneity, Tau®= 0.23: Chi®= 6.85, df= 3 {P = 0.08); F= 56% F | 1 ; !

] 0.01 01 1 10 100
Testfor averall effect Z=0.80(F=0.42) Favours neoral  Favours contral
Testfor subaroun differences: Chif= 429, df=1 (P=004), F=76.7%

Figure S70: Molnar 2015; Intervention/ Exposure: Neoral (Cyclosporin); Outcome: Acute rejection of
kidney transplant
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Odds Ratio
Study or Subgroup  Weight IV, Random, 95% Cl

Odds Ratio
IV, Random, 95% Cl

4511 RCTs

ABOARD 1.0%  2.57[0.49,13.45]
ELISA 1.3% 0.60[0.14, 2.57]
[SAR-COOL 0.3% 0.14 0,01, 2.80]
LIPSIA-MSTEMI 3.4% 0.68 [0.28,1.62]
OPTIMA 0.3% 2830012, 71.80
TIMACS 14.5% 0.80[0.588,1.10]
Zhang et al. 2010 43% 1.11 [0.582, 2.37]
Subtotal {95% CI) 25.2% 0.83 [0.64, 1.09]

Heterogeneity: Tau®=0.00; ChF=4.72, df=6 (P =0.593); F=0%
Test for overall effect: Z=1.36(F=018)

45.1.2 Cohort studies

ACLITY 17.6% 0.57 [0.44,0.73]
CRUSADE 26.2% 0.93[0.84,1.03]
GRACE 16.4% 0.78[0.5%9,1.03]
SYMERGY 14.7% 0.99[0.73,1.36]
Subtotal {95% CI) 74.8% 0.80 [0.63, 1.02]

Heterogeneity: Tauw®=0.04; ChF=13.91, df=3 (P=0.004); F=78%
Testfor overall effect: £Z=1.79(F = 0.07)

Total (95% Cl) 100.0%, 0.82 [0.69, 0.97]

Heterogeneity: Tauw®=0.03; ChF=18.32, df=10(FP=0.09); F= 45%
Testfor overall effect: £=2.31 (P =0.02)

Testfor subgroup diferences: Chi*=0.03, df=1 (P=0.86), F= 0%

FY

{ I

4

0.01 01
Favours early intervent.

10
Favours control

100

Figure S71: Navarese 2013; Intervention/ Exposure: Early intervention for NSTE-ACS; Outcome:

All-cause mortality
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Study or Subgroup

Weight IV,

Odds Ratio
Random, 95% Cl

Odds Ratio
IV, Random, 95% CI

4521 RCTs
ABOARD
ELISA
ISAR-COOL
LIPSIA-MNSTEM
OPTIMA,
TIMACE

Zhang et al. 2010
Subtotal (95% CI)

Heterogeneity: Tau®= 0.41; Chi®= 30.88, df= 6 (F = 0.0001); *=81%

4.9%
3.4%
6.2%
7.0%
7.0%
131%
9.0%
50.6%

213 [0.89, 5.10]
1.20 [0.39, 3.70]
0.56 [0.27, 1.16]
2.64 [1.45, 5.58]
2,36 [1.20, 4.63]
0.23 [0.60,1.14]
0.45 [0.26, 0.76]
1.16 [0.67, 2.00]

Testfor overall effect £=0.54 (F = 0.58)

45.2.2 Cohort studies

ACUITY
CRUSADE
SYMERGY
Subtotal (95% CI)

Heterogeneity: Tau®= 0.03; Chi*= 1464, df= 2 (F = 0.0007), = 36%

16.3%
16.8%

16.4%
49.4%

0.70 [0.60, 0.82]
1.04[0.91,1.17]

0.87 [0.75, 1.00]
0.86 [0.69, 1.08]

Test for overall effect Z=1.32 (F=018)

Total (95% CI)

Heterogeneity: Tau®= 0.03; Chi®= 46.30, df= 8 (F = 0.00001); F= 81%

100.0%

0.97 [0.77, 1.22]

Testfor overall effect £=0.29{F =0.78)

Testfor subgroup differences: Chi*=1.00, df=1 {P=0.32), F=0%

*

01 1

Favours early intervent.

10

Favours control

100

Figure S72: Navarese 2013; Intervention/ Exposure: Early intervention for NSTE-ACS; Outcome:
Myocardial infarction
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Odds Ratio Odds Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
45.3.1 RCTs

ABOARD B.9% 047 [0.22 1.49)] —

ELISA T T% 0.58[0.24 1.38)] e
ISAR-COOL 5.8% 0.76[0.26, 223 I —
LIPSIA-MNSTEMI 1.5% 0.50([0.04, 553]

OFTIMA 3T% 0.45[0.11,1.87) e —
TIMACS 15.6% 0.88[0.59 1.22 =

Fhang et al. 2010 28% 1.24[0.21,7.48)

Subtotal (95% CI) 43.7% 0.76 [0.56, 1.04] *»

Heterogeneity: Tau®= 0.00; Chi*= 217, df=6 (P =080}, F=0%
Testfor overall effect. £=1.70 (F = 0.08)

45.3.2 Cohort studies

ACUITY 19.6% 0.78 [0.65, 0.95] -

GRACE 18.5% 1.76[1.36, 2.27] =

SYMNERGY 18.2% 1.04[0.79, 1.37] -

Subtotal (95% CI) 56.3% 1.12 [0.69, 1.82] -‘-

Heterogeneity: Tau®= 017, Chi®= 24,44 df= 2 (P = 0.00001); F= 92%

Test for overall effect 2= 0.47 (P = 0.64)

Total (95% Cl) 100.0% 0.92 [0.68, 1.24] *

Heterogeneity: Tau®=0.11; Chi®= 29.95, df =9 (P =0.0004); F=70% 'D.EI1 Elf1 1- 1-0 'lIZID'

Testfor overall effect £= 057 (F=0.57)

i - Favours early intervent. Favours control
Testfor subgroup differences; Chi*=1.72 df=1 {P=019), F= 41.9%

Figure S73: Navarese 2013; Intervention/ Exposure: Early intervention for NSTE-ACS; Outcome:
Major bleeding
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Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Odds Ratio

IV, Random, 95% ClI

46.1.1 RCTs

Hannah 2002 1.0% 0.1 [0.22, 2.87]
Hannah 2004 7.0% 1.10[0.47, 2.58]
Subtotal {95% Cl) 10.0%  1.00 [0.49, 2.05]

Heterogeneity: Tau®=0.00; Chi#F=0.15,df=1 (P=070);, F=0%
Test for overall effect £=0.01 (P = 0.94)

46.1.2 Cohort studies

Altrman 2007 1.0%  1.04 [0.11,10.04]
Burgin 2007 1.3% 1.01[0.14,7.14]
Casey 2005 1.4% 0.53 [0.08, 2.93]
Chaliha 2001 5.0% 1.56 [0.57, 4.29]
Eason 2002 20.1% 081 [0.49, 1.34]
Fritel 2008 1.6% 1.22[0.21,7.17]
Lal 2003 7.0% 0.61 [0.27, 1.37]
MacAthur 1897 B.4% 0.79[0.22,1.93]
MacAthur 2005 37.6% 1.04[0.72,1.50]
Macarthur 2011 45% 0.83[0.32, 2.69]
Mckinnie 2005 1.6% 0.52[0.10, 2.81]
Tatrosi 2007 1.5% 0.82[0.13, 5.14]
Subtotal {95% Cl) 90.0%  0.91[0.72, 1.16]

Heterogeneity: Tau®=0.00; Chi®= 3.64, df =11 (P =088) F=0%
Test for overall effect £=0.74 (P = 0.46)

Total {95% CI) 100.0% 0.92 [0.74, 1.16]
Heterogeneity: Tau®= 0.00; Chi®= 3.85,df =13 (P=089) F=0%
Testfor overall effect £=0.70({F = 0.45)

Testfor subagroup differences: Chi*=0.06, df=1{F=081) F=0%

—_—

e

1

10

Favours caesarean section Fawvours control

100

Figure S74: Nelson 2010; Intervention/ Exposure: Caesarean section; Outcome: Anal incontinence,

feces
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Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% Cl

46.2.1 RCTs

Hannah 2002 9.7% 0.63 [0.51, 1.36]
Subtotal {95% Cl) 9.7%  0.83[0.51,1.36]

Heterogeneity: Mot applicable
Testfor overall effect £=0.74 (F = 0.4E6)

46.2.2 Cohort studies

Altman 2007 1.5% 1.43[0.42, 4.839]
Chaliha 1939 2.2% 1.21 [0.44, 3.37]
Eason 2002 19.8% 1.00[0.71,1.41]
MacArthur 2005 66.8% 1.01 [0.84,1.27]
Subtotal (95% Cl) 90.3% 1.02 [0.87, 1.20]

Heterogeneity, Tau®=0.00; Chi*F=0.42 df=3 (P=0.94), F=0%

Testfor overall effect Z=0.24 (F=0.81)

Total (95% Cl) 100.0% 1.00 [0.86, 1.16]

Heterogeneity, Tau®=0.00; ChiF=1.02 di=4 (P=091), F= 0%

Test for overall effect Z=0.00 {F =1.00)

Testfor subaroup differences; Chif= 060, df=1 (P =044} F=0%

R

>

¢

0.01

Favours caesarean section Favours control

01

1

10

100

Figure S75: Nelson 2010; Intervention/ Exposure: Caesarean section; Outcome: Anal incontinence,

flatus

107



Mean Difference

Study or Subgroup Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% Cl

4741 RCTs

Amantullah 2011 Mot estimahble
Bal 2004 Mot estimable
Bascarevic 2010 14.2% 1.30[-0.08, 2.69]

Mot estimable
Mot estimable

Capello 20058 (&)
[rantonio 2002

D'Antanio 2012 10.7% no0f1.72,172
Hamilton 2010 Mot estimable
kim 2009 202%  -1.00[2.00,-0.00]
Kirm 2013 6.1% -1.00 [-3.47,1.47]
Mikalau 2012 2.0% -0.50 [-5.08, 4.08]
Ochs 2007 04%  200[F-8.41,1241)
FPoggie 2007 A F% -1.00[-361,161]
Schwammlein 2002 Mot estimahble
Subtotal {95% Cl) 50.3%  -0.23[-1.09, 0.63]

Heterogeneity: Tau*=0.31; Chi*=7.87, di= 6 (P = 0.25); F= 24%

Testfor overall effect £=0.52 (P = 0.60)

47.4.2 Cohort studies

Epinette 2014 26.9% 0.20 [-0.49, 0.89]
Plate 2013 1.2% 1.00 [-5.08, 7.09]
Schmidt 2002 13.0%  -1.70[3.19,-0.21]
Subtotal {95% CI) 40.7%  -0.50 [-2.09, 1.09]

Heterogeneity, Tau*=1.08; ChiF=5.28, di= 2 (P=0.07); F=62%

Testfor overall effect Z=062 (F=0.594

Total (95% CI) 100.0%  -0.29 [-0.96, 0.38]

Heterogeneity: Tau*=0.31; ChiF=13.27 df=9(P=018); F=32%

Test for overall effect. £=0.86 (F = 0.35)

Testfor subgroup differences: Chif= 009, df=1 {P= 077, F=0%

Figure S76: Nieuwenhuijse 2014; Intervention/ Exposure:

arthroplasty; Outcome: Harris Hip Score
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Study or Subgroup

Mean Difference
Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% Cl

47.5.1 RCTs
Ahrmed 20049
Eiant 2009
Choi 2010
Dennis 2013
Fisher 2013
Guild 2014
Hammilton 2011
Kim 2004

Kim 20049

Kirm 2012 (B}
Lutzer 2014
McCalden 2009
Miguwenbuijse 2013
Mutton 2012
Radetzki 2013
Seng 2011
Seon 2009
Thormsen 2013
Weeden 2007
YWohlrab 2005
Wahlrab 2009
Subtotal (95% CI)

1.5%  3.00[5.39 11.349]
Mot estimahble

29%  -200[563,1.63]
33% 1.00[-1.93,3.93]
22%  -4.00[-9.84, 1.84]
36%  -0.10 [F1.66, 1.46]
21% 0.20 [-5.92, 632
1.8%  3.00[F4.11,10.11]
32% 2.00-0.84, 484
27% 200247 6.47]
26% 0.80 [-3.96, 5.56]
1.6% 1.00[-717,917]
1.7%  -230[9.75 5.119]
2.3% 6.00[0.61, 11.39]
21% 0.70 [-5.45, 6.84]
20% 11.00[4.57 17.43]
30% 1.00 237, 4.37]
2.8% T.00[2.96 11.04]
09% 13.00[0.38 25.62]
24% 300233, 8373
21%  -0.80[-6.94, 5.34)]
46.8% 1.68 [0.28, 3.08]

Heterogeneity: Tau®= 383 Chif= 3467, df =19 (P =002, F=45%
Testfor overall effect Z= 235 {FP=002%

47.5.2 Cohort studies
Bajarmmal 2006
Boese 2011
Coughlin 2007
Crow 2010
Endres 2011
Goehel 2008
Gupta 2006
Huang 2004
Kirm 2012

Klein 2004
Kwak 2012

Lee 2011

Lee 2012

Li 2007

Malik 2010
Minoda 2010
Mam 2012

Mg 2008

Seon 2005
Starmant 2009
Suggs 20049
Tsai 2009

Tsuji 2008
Subtotal (95% CI)

Heterogeneity: Tau®=19.12; Chi*=86.70, df= 21 (F = 0.00001); F= 78%

31% 010[-3.17, 3.37]
26% S1.70 6.3, 2.91]
21% -1.00[-7.31, 5.31]
3.0% TRO[4.47 1113
27% 2.00[-2.39, 6.39]
24%  15.00[8.71,20.29]
2.8% 9.00 [5.06, 12.94]
30% 12.00[8.39, 15.61]
1.3% 10.00[063,19.37]
2.6% 5.401[0.72,10.08]
20% -6.40[13.08, 0.28]
25% 10.00[618, 1482
2.3% -1.00[-6.51, 4.51]

ot estimable
2.5% 2.00[-2.94 6.94]
2.5% -0.80 [-5.48, 4.48]
1.8% 1.30 [-6.03, B.63]
3.4% 1.00 [-1.31, 3.31]
1.9% 2.20 [-4.60, 9.00]
27% 5.40[1.13, 8.67]
16% -2.90F10.92 512
16% 410415 12.35]
2.9% 5.70[2.06, 5.34]
53.2% 3.78 [1.64, 5.92]

Test for overall effect £= 3,46 (P = 0.000%)

Total (95% CI)

Heterogeneity: Tau®=12.70; Chi®=149.43, df= 41 (P = 0.00001); F= 73%

100.0% 2.91 [1.56, 4.27]

Testfor averall effect, £=4.23 (P = 0.0001)

Testfor subgroup differences: Chif= 248 df=1 (P=011), F=61.3%

Figure S77: Nieuwenhuijse 2014; Intervention/ Exposure: High-flexion total knee arthroplasty;

Outcome: Flexion in degrees
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Study or Subgroup

Mean Difference
Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% ClI

47.6.1 RCTs
Kirn 2010
Kirm 2010k
Klein 2011
Singh 2012
Song 2012

Thomsen 2012
Subtotal (95% CI)

18.2% 1.00 [-2.08, 4.06]
7A%  -2.00[-6.86, 2.56]
4.4% 330 [3.27, 9.87]

28.8% 28010058, 5.23)]
4.5% 260 [3.91,9.11]

10.5%  -1.00[-5.16, 3.16]
74.4%  1.40[-0.18, 2.99]

Heterogeneity, Taw®=0.23; Chi*=528,df =5 (P=038), F=5%
Test for overall effect: £=1.74 (F = 0.08)

47.6.2 Cohort studies

Edggers 2012 (Lionherger)

Emerzon 2008
Subtotal (95% CI)

9.9% 210[0.749, 9.41]

167%  1.80[1.53,513
25.6%  3.15[-0.03, 6.34]

Heterogeneity: Taw®=1.98; Chi*=1.41,df=1 (P=0.24), = 29%
Test for overall effect: £=1.94 (F = 0.09)

Total (95% CI)

100.0%  1.80 [0.40, 3.21]

Heterogeneity: Taw®=0.40; Chi*=7.72, df=7 (P =0.36), F=9%
Test for overall effect: £=2.91 (F=0.01)
Testfor subagroup diferences: ChiF=0593, df=1{F=033,F=0%

}

-100 -0 0 50
Favours gendersp. knee a. Favours control

100

Figure S78: Nieuwenhuijse 2014; Intervention/ Exposure: Gender-specific total knee arthroplasty;
Outcome: Flexion-extension range
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 95% Cl
48.1.1 RCTs

Girard 2018 71.5% 1.20[0.84,1.72

Grover 2011 1.9% 316036, 27.83)

Grover 2011 0.9% 0.31[0.01,7.13)

Han 2004 0.9% 0.33[0.01, 7.54]

Jdain 2017 0.9% 3.38[0.14, 80.91]

Lirm 2007 1.7% 2.00([0.19, 20083]

Maneeton 2013 16.1% 1.46 [0.69, 2.10] T
Subtotal (95% Cl) 94.0% 1.26 [0.92,1.72] »

Heterogeneity: Tau®=0.00; Chi®= 2.89, df=6(FP =082, F=0%
Testfor overall effect Z=1.43 (F=0.1%9)

48.1.2 Cohort studies

-

Boettger 2014 1.2% 13.00[0.20, 212.68]
Charoenporn 2018 1.7% 1.101[0.10,11.83]
Charoenporn 2018 2.2% 3.101[0.40, 24.33]
Sipahimalani 1998 1.1% 020001, 2.70]
Subtotal (95% CI) 6.0% 1.84 [0.40, 8.54] ——at——
Heterogeneity: Tau®=0.84; Chi®= 455, df= 3 (P=0.213, F= 34%
Testfor overall effect Z= 078 (F=0.44)

Total (95% CI) 100.0% 1.29 [0.95, 1.74] P

Heterogeneity: Tau®= 0.00; Chi*= 7 84, df=10(F = 0.64); F= 0% i ! 1 ! i

Testfor overall effect Z= 1.64 (P=0.10) 0.01 0.1 - 10 100
- ) - Favours 2nd gen. antipsy. Favours control

Testfor subgroun differences: ChiF= 023, df=1(P=0E63, F=0%

Figure S79: Nikooie 2019; Intervention/ Exposure: Second generation antipsychotics; Outcome:
Sedation
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Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 85% CI IV, Random, 95% CI
48.21 RCTs
Girard 2010 2.3% 058 [0.11, 2.96] —
Girard 2018 1.1% 0.81[0.05, 5.53]
Grover 2011 IT7% 0.49[014,1.758] I R
Han 2004 0.6% 0.33[0.01, 7.45]
Lirn 2007 0.7% 014 [0.01, 2,65 4
Maneeton 2013 0.6% 0.39[0.02, 9.07]
Subtotal {95% CI) 9.0% 0.45[0.20, 1.01] B
Heterogeneity: Tau®=0.00; Chi®= 076, df=5 (P =088 F=0%
Test for overall effect £=1 93 (P =0.05)
43.2.2 Cohort studies
Eoettger 2011 1.1% 0.30[0.03, 3.00]
Boettger 2015 0.7% 0.20[0.01, 3.90] 4
Boettger 2015 1.6% 0.30[0.04, 2.10]
Boettger 2015 0.7% 0.20[0.01, 3.90] 4
Boettger 2015 0.7% 010 [0.00,1.90] 4
Boettger 2015 0.7% 0.20[0.01, 3.90] 4
Boettger 2015 0.7% 010 [0.00,1.90] 4
Charoenparn 2013 1.4% 1.60[0.20,13.14]
Charoenparn 2013 1.2% 1101013, 9.200
Hatta 2014 28.3% 070044, 110 —&
Hatta 2014 0.6% 070 [0.25, 2.000
Hatta 2014 44.8% 1.00[0.70, 1.45] —u—
Hatta 2014 2.9% 0a00.12,2.10 I
Sipahimalani 1998 0.6% 010 [0.00, 2,50 +
Subtotal (95% CI) 91.0% 0.76 [0.59,0.99] &
Heterogeneity: Tau®=0.00; Chi*=12.42, di=13 (F= 049 F=0%
Test for overall effect £=2.04 (F=0.04)
Total (95% CI) 100.0% 0.73 [0.57,0.93] &
Heterogeneity: Tau®= 0.00; Chi*= 14 .68, dfi=19 (P =0.74), F= 0% ID 0 051 1=IJ

Test for overall effect £= 253 (P=0.01)
Testfor subgroup differences, Chif=1.580, df=1 (P=022, F=33.2%

Figure S80: Nikooie 2019; Intervention/ Exposure: Second generation antipsychotics; Outcome:

Neurologic outcomes
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Study or Subgroup

Risk Ratio
Weight W, Random, 95% Cl

Risk Ratio
IV, Random, 95% Cl

49.1.1 RCTs

Cetti 1993

keating 2011

Lantto 2016

Metz 2008

Mdller 2001
Milsson-Helander 2010
Mistor 1931

Clsson 2013

Twaddle 2007

Willits 2010
Subtotal (95% CI)

0%  0.37[010,1.32
3% 053010, 2.71]
2% 0.22[0.03,1.84]
48%  0508[015, 2.29]
23%  0.08[0.01,0.61]
37%  0.33[0.07,1.54]
35% 053011, 2.61]
1.2%  0.08[0.01,1.67]
1.8%  2.00[0.19, 20.67]
0%  0ET[0.11,3.57]
304%  0.40[0.24, 0.69]

Heterageneity, Tau®=0.00; ChF=6.43, df=9{P=070), F=0%
Testfor overall effect 2= 3.28(P=0.001)

49.1.2 Cohort studies
Berghkwist 2012
Costa 2006

Cukelj 2015
Ehinezan 2008
Fahlstrdm 1998
Gubor 2012
Gwynne-Jones 2011
Jaakkala 2001
Jackson 2013
kotnis 2006

Lirm 2017

Miller 2005
Mestorson 2000
Rajasekar 20045
Renninger 2016
Wan der Linden 2004
Wiang 2014

Wieher 2003
Subtotal (95% CI)

Heterageneity: Tau®=019; Chi®= 24359, df =17 (P=011); F= 30%

8.2%  0.38[0.16, 0.94]
25%  1.00[0.15 6.31]
1.2%  0.07[0.00,1.35]
1.4%  0.24[0.02, 3.50]
1.2%  0.08[0.00,1.65]
50%  0.18[0.05, 0.64]
41%  016[0.04, 068
1.2%  0.15[0.01, 2.89]
1.7% 0,88 [0.08, 9.28]
17%  0.43[0.04, 465
6% 0.34[0.07,1.64]
47%  046[012,1.73]
23%  018[0.02,1.37]
1.0% 023001, 821]
1.8% 056 [0.05, 5.79]
6.0%  0.94[0.30,2.97]
200%  0.87[0.69,1.10]
2% 0.24[0.03,1.99]
69.6%  0.42[0.28, 0.65]

Testfor overall effect; £=3.99 (P = 0.0001)

Total {95% CI)

Heterageneity: Tau*=012; Chi®=34 .22 df=27 (P=016); F= 1%

100.0%  0.43[0.31, 0.60]

Testfor overall effect £=5.05 (P = 0.00001)

Testfor subgroup differences: Chit=0.01, df=1 (P =080, F= 0%

'

'

s

'y

'

&

0.01 0.1 10
Favours surgery rupture  Favours control

100

Figure S81: Ochen 2019; Intervention/ Exposure: Surgery for achilles tendon rupture; Outcome: Re-

rupture
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Risk Ratio Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% CI
49.2.1 RCTs
Cetti 1993 T1% 417 [1.50,11.62] e —
keating 2011 IT% 1.58 [0.28, 8.94]
Lantto 2016 1.4% 2,64 011, 62.23]
Metz 2008 9.6% 0.549[0.29,1.149] N
Mdller 2001 3.0% 1078 [1.45, 80.14]
Milzson-Helander 2010 8.3% 1.96 [0.52, 7.349] N e —
Mistar 1981 1.7% 8310[5.22,1323.40] —_—*
Olsson 2013 4 % 416 [0.93, 18.64)] e —
Willits 2010 5.8% 367 [1.07,12.60] —
Subtotal (95% CI) 42.2% 3.43[1.33,7.38] i
Heterogeneity: Tau®=1.04; Chi®= 2521, df =8 {F=0.001); F= 68%
Test for overall effect: £=2 61 (P = 0.009)
49.2.2 Cohort studies
Berghvist 2012 B.2% 1.01 [0.31, 3.27] S E—
Costa 2006 4.8% B.007[1.42, 25.349] I —
Cukelj 2015 1.5% 24584013, 51.32)]
Ebinesan 2008 1.5% 1.24[0.06, 24.48]
Guhor 2012 1.7% 231014, 39.15]
Gwynne-Jones 2011 1.5% T.B7[0.37,158.69)] +
Jaakkaola 2001 1.7% 20.488[1.24, 341.03) +
Jackson 2013 1 6% 1213 [0.65, 227.00] *
kotnis 2006 4.2% 216[0.44,10.74] e
Miller 2005 4.9% 1.94 [0.47, 7.949] N R —
Mestorson 2000 6.5% 1.43 [0.46, 4.349] S E—
Rajasekar 2005 1.5% 341 (018, BR.0Y]
Wan der Linden 2004 3.0% Q.06 [1.25, 65.849]
Wang 2014 13.0% 211 [2.33, 4.16] -
Weber 2003 4 4% 2401[0.82,11.14)] —
Subtotal (95% CI) 57.8% 2.93[2.28, 3.75] &
Heterogeneity: Tau®=0.00; ChF=11.11,df =14 (F=068); F= 0%
Test for overall effect; £=8.47 (P = 0.00001)
Total (95% CI) 100.0% 2.72[1.84,4.02] <
Heterogeneity: Tau®=0.28; Chi*=39.05, df =23 F=002%F=41% -D_m EIH 1'I:| 1DD'

Test for overall effect: £=5.04 (P = 0.00001)

Testfor subgroup differences: Chi®=0.02, df=1 (P=0.88), F= 0%

Figure S82: Ochen 2019; Intervention/ Exposure: Surgery for achilles tendon rupture; Outcome:

Complications
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Risk Ratio Risk Ratio
Study or Subgroup  Weight IV, Random, 95% ClI IV, Random, 95% CI
50.1.1 RCTs
Margolis 2008 38.2% 1.01 [0.96, 1.06]
Subtotal (95% CI) 38.2% 1.01 [0.96, 1.06]

Heterogeneity: Mot applicable
Testfor overall effect Z=039{F =070

50.1.2 Cohort studies

Forman 2007 9.9% 0.28 [0.08, 0.98)
Forrman 2007 22.4% 0.59 [0.32, 1.09] —a—

Forrnan 2003 29.5% 0.60 [0.40, 0.90] —

Subtotal {95% CI) 61.8% 0.57 [0.41, 0.79] &

Heterogeneity: Tau®=0.00; Chif=1.29 df= 2 {P=052), F=0%

Testfor overall effect: 2= 3.40 (F = 0.0007)

Total (95% CI) 100.0% 0.68 [0.43, 1.07] <

Heterogeneity: Tau®=0.14, Chi*=13.01, df= 3 (P =0.0058), F= 77% o 0 0 100

Testfor overall effect: £=1.68 (P = 0.09)
Testfor subgroup differences: Chi®=11.71, df=1 (F = 0.0006}, F= 91.5%

Figure S83: Pittas 2010; Intervention/ Exposure: High vitamin D;
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% ClI

51.1.1 RCTs

ACAS 1985 28.8%  0.64[0.42,0.03]
ACST 2010 29.4% 076 [0.57,1.01]
VA 19973 19.9%  0.75[0.42,1.35]
Subtotal {95% CI) 88.1%  0.72[0.58, 0.90]

Heterogeneity: Tau®=0.00; Chi*= 042, df= 2 (P=0231), F=0%
Test for overall effect 2= 2.88 (F = 0.004)

51.1.2 Cohort studies

Caracci 1989 45%  014[0.03,057]
Librman 1994 TA%  1.41[0.46, 4.31]
Subtotal {95% CI) 11.9%  0.47 [0.05, 4.46]

Heterogeneity: Tau®= 2.14; Chi*=593, df=1 (P=0.01); F=83%
Testfor overall effect, 2= 065 (F = 0.51)

Total (95% CI) 100.0% 0.70 [0.51, 0.97]
Heterogeneity: Tau®=0.05; Chi*=6.48, df= 4 (P=017); F= 38%
Testfar overall effect Z=215(F =0.03)

Testfor subdroup differences: Chit=014 df=1{F=071) F=0%

Figure S84: Raman 2013; Intervention/ Exposure: Carotid endarterectomy; Outcome: Ipsilateral

stroke
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% ClI

51.4.1 RCTs

ACAS 1995 26.1% 0.71[0.51,0.897]
ACET 2010 53.7% 0.61 [0.49, 0.76]
WA 1993 10.5% 0.92[0.56,1.51]
Subtotal (95% CI) 90.3% 0.68 [0.56, 0.82]

Heterogeneity: Tau®=0.01; Chi*= 243, df= 2 (P =030}, F=18%
Test for overall effect 7= 3.93 (F = 0.0001}

51.4.2 Cohort studies

Hertzer 1936 1.8% 0.57 [0.17,1.89]
Libman 1994 5.8% 0.80[0.41,1.57]
Ogata 2012 21% 0.69[0.23, 2.09]
Subtotal (95% CI) 9.7 0.73[0.43,1.22]

Heterogeneity: Tau®= 0.00; Chi*= 025, df=2 (P =083, F= 0%
Testfor overall effect £=1.20(F =0.23)

Total {95% CI) 100.0% 0.67 [0.57, 0.79]
Heterogeneity: Tau®=0.00; Chi*=2.78, df= 8 (P =0.73); F= 0%
Test for overall effect 2= 4. 85 (F = 0.00001}

Testfor subgroup differences; Chif=0.07, di=1 (F=079), F=0%

—
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*
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Figure S85: Raman 2013; Intervention/ Exposure: Carotid endarterectomy; Outcome: Stroke

117

100



Risk Ratio
IV, Random, 95% ClI

Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI
51.31RCTs
CREST 2010 1.2% 1.85[0.79, 4.34]
SAPPHIRE 2008 0.6% 1.54 [0.45, 5.31]
Subtotal (95% Cl) 1.8% 1.75[0.87, 3.52]

Heterogeneity: Tau®= 0.00; Chif= 006, df=1(FP=081) F=0%

Testfor overall effect £=1486(F=012

51.3.2 Cohort studies

Giacowelli 2010 155%
Marine 2006 0.2%
McPhee 2007 45.9%
McPhee 2008 35.0%

Sidawy 2009 1.6%
Subtotal (95% Cl) 98.2%

171 [1.34, 2.16]
0.52 [0.05, 4.93]
2.09[1.82, 2.40]
1.82[1.55 2.17]

1 65 [0.78, 3.51]
1.91 [1.72, 2.11]

Heterogeneity: Tau®= 0.00; Chi®= 428, df= 4 (P = 0.37); F= 7%

Test for overall effect: Z=12.38 (P = 0.000013

Total (95% Cl) 100.0%  1.91[1.74, 2.10]

Heterogeneity: Tau®= 0.00; Chi®= 4. 41, df= 6 (P = 0.62); F= 0%

Test for overall effect: £=13.494 (P = 0.00001)

Test for subaroup differences: Chi*=0.06, df=1 {(P=081), F=0%

)
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0.1 10
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Figure S86: Raman 2013; Intervention/ Exposure: Carotid artery stenting; Outcome: Periprocedural

stroke
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Risk Ratio
IV, Random, 95% CI

Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI
52.31RCTs

Bode 2010 G.6% 014 [0.04,0.49]
Kalmeijer 202 7.0% 089 [0.20,1.749]
Korvalika 2006 6.0% 1.22[0.34, 4.44]
Perl 2002 101% 0.80[0.34,1.91]
Segers 2006 17.5% 08200453, 1.29]
Subtotal {95% CI) A7.6% 0.63 [0.36,1.12]

Heterogeneity: Tau®= 0.20; Chi®=7.90, df=4 (P=0.10); F= 48%
Testfor overall effect £2=1.56 (P =0.12)

52.3.2 Cohort studies

Coskun 2004 10.6% 0.25 10011, 0.58]
Coskun 2005 15.6% 0.60[0.35,1.02]
Hacek 2009 1.2% 0.43[0.19, 0.94]
Martorell 2004 6.1% 0.27 [0.08, 0.96]
Micholson 2006 7.6% 0.22[0.07, 0.66]
Sankar 2004 1.2% 0.24 [0.01,5.78]
Subtotal (95% CI) 52.4% 0.40 [0.28, 0.57]

Heterogeneity: Taw®= 000, Chi*=4.93, df=5(P=042); F=0%
Test for overall effect: £=5.07 {F = 0.00001)

Total (95% CI) 100.0% 0.48 [0.33, 0.69]

Heterogeneity: Taw®= 015, Chi==17.98, df =10 (P = 0.06); F= 44%
Testfor overall effect; £=3.98 (P = 0.0001)

Testfar subgroup differences: Chif=1.74, df=1 (P=019, F=42.6%

<&

0.0 0.1
Favours nasal decolon.

10
Favours control

100

Figure S87: Schweizer 2013; Intervention/ Exposure: Nasal deconolization; Outcome: Surgical site

infection
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Risk Ratio Risk Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
52.4.1 RCTs

Cihadwal 2007 6. 8% 046 [0.14, 1.40] —
Finkelstein 2002 13.2% 1.07 [0.69, 1.66] T
Miederhauser 1997 1.4% 0.30[0.01, 7.02]

Periti 1999 B.1% 1.01[0.30, 3.48] I E—
Saginur 2000 14.2% 1.38[0.99, 1.90] M=
Salminen 19498 4.9% 1.26 [0.29, 5.47] e E—
Tyllianakis 2010 51% 0.87[0.21, 3.5849] S
Yiorisalo 1998 97% 0.79[0.36,1.73] —
Subtotal (95% Cl) 61.5% 1.13 [0.90, 1.42] ’

Heterogeneity: Tau®= 0.00; Chi®= 564, df= 7 (P=058), F=0%
Testfor overall effect: Z=1.04 (P=0.30)

52.4.2 Cohort studies

Bull 2010 141%  1.29[0.81,1.83) ™
Gupta 2006 1.7%  0.92[0.05 15.93]

Merrar 2006 25%  D.48[0.05, 453

Pear 1993 49%  0BZ[0.14,2.71] —_—
Sewick 20172 74%  0.38[0.13,1.07] e
Sotiano 2006 29%  0.07[0.01,058 +

Spelman 2007 57%  0.05[0.01,0.20] e

Subtotal (95% CI) 38.5%  0.35[0.12,1.03] —~eati——

Heterogeneity: Tau®=1.44; Chi*= 29.28 df=6 (P = 0.00013; F=80%
Test for overall effect. Z=1.91 (P = 0.08)

Total {95% CI} 100.0% 0.71 [0.48, 1.05] 4

Heterogeneity: Tau®= 0,25, Chi®= 36,38, df= 14 (P = 0.0009); P=62% | I f |
- 0. 3 0.01 01 10 100

Testfor overall effect 2= 1.73 (F = 0.08) Favours glycopeptide p. Favours control

Testfor subgroup differences: Chi*=4.35, df=1 {P=0.04, F=77.0%

Figure S88: Schweizer 2013; Intervention/ Exposure: Glycopeptide prophylaxis; Outcome: Surgical
site infection
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Study or Subgroup

Risk Ratio
Weight W, Random, 95% CI

Risk Ratio
IV, Random, 95% Cl

5341 RCTs
ASSEMT-3 2003
ATOLL 2011
ExTRACT-TIMI 25 2007
Galeote et al 2002
STEEFLE 2006

SYMERGY 2006
Subtotal (95% Cl)

8.3% 0.83[0.47,1.589]
10.0% 0.60[0.33,1.08]
15.6% 0.858[0.71,1.37]

0.6% 284012, 70.49]

4.7% 1.39[0.50, 3.59]

11.8% 0.75 [0.46,1.23]
51.1%  0.88 [0.70, 1.10]

Heterogeneity: Tauw®=0.00; Chi®= 3,82, df =5 (P=0488), F=0%
Test for overall effect Z=1.13 (F = 0.26)

53.4.2 Cohort studies
Erieger et al 2011
CLARITY-TIMI 28 2005
Galeote et al 2009
Khoohiaretal 2008
Lietal 2010

Zeymer et al 2006

Zeymer et al 2008
Subtotal (95% CI)

8.2% 0.49[0.24,0.88]
14.6% 0.65[0.45, 0.894]
1.2% 0.37 [0.04, 3.46]
1.2% 0.35[0.04, 3.47]
15.4% 0.47 [0.33, 0.69]
1.5% 0.15[0.02,1.09]

B.7% 0.27 [0.12, 0.60]
48.9%  0.50 [0.40, 0.62]

Heterogeneity: Taw®=0.00; Chi*= 5480, df =6 (F=043) F=0%
Testfor overall effect: Z=6.19 ({F = 0.00001)

Total (95% CI)

Heterogeneity: Tauw®=0.08; Chi®=22.09, df=12 (P =0.04); F= 46%

100.0%  0.64 [0.49, 0.82]

Test for overall effect: £=3.49 (F = 0.000%9)

Testfar subgroup differences: Chif=12.37, df=1 (P =0.0004), F=81.9%

j—

JEE——
—
—

L 3

|

*

*

0.01

1 1
T T
0.1 10
Favours enoxaparin Favours control

Figure S89: Silvain 2012; Intervention/ Exposure: Enoxaparin; Outcome: All-cause mortality
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Study or Subgroup

Risk Ratio

Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 95% Cl

53.51 RCTs

ASSEMT-3 2003 T.3% 1.562[0.81, 2.85] T
ATOLL 2011 9% 0.93 0.1, 1.68] .
CRUISE 2003 1.3% 1.483[0.26, 9.03] —
ExTRACT-TIMI 25 2007 10.6% 0.87[0.585,1.38] T
Galeote etal 2002 0.9% 0.240.03, 217

Rahah etal 1999 0.6% 1.00[0.07, 15.26]

STEEPLE 2006 9.8% 0.44[0.27, 077 —
SYMERGY 2006 136% 1.30[0.91,1.85] ™
FEUS 2010 57% 0.B5[0.31,1.38] B
Subtotal {95% CI) 57.5% 0.88 [0.62, 1.24] <
Heterogeneity: Tau®= 012, Chif=17.12, df =8 (FP=0.03); F=53%

Testfor averall effect Z=0.74 (P = 0.46)

53.5.2 Cohort studies

Brieger et al 2011 8.7% 0.87 [0.50,1.50] T
CLARITY-TIR 28 2005 9.0% 0.74[0.44 1.27] T
Diez et al 2009 1.5% 0.41 [0.08, 2.00] —
Khoabiar etal 2008 0.5% 0.2210.01, 4.558]

Lietal 2010 4.2% 0.87[0.35,217] . E—
Zeymer et al 2006 2.9% 0.77[0.45,1.37] T
feymer et al 2008 9.7% 0.9 [D.36, 0.88] —
Subtotal {95% CI) 42.5% 0.72 [0.56, 0.93] L 2
Heterogeneity: Tau®=0.00; Chi*= 233, df= 6 (F =089, F=0%

Testfar overall effect £= 253 (P=0.01)

Total (95% Cl} 100.0% 0.81 [0.66, 1.00] L 2

Heterogeneity: Tau®= 0.05; Chi®= 2187, df =18 (P =012}, F= 30% ID 01 051
Testfor overall effect: £=1.97 (P=0.09) ' )
Test for subgroup differences: Chi*= 080, df=1(FP=0.37), F=0%

Figure S90: Silvain 2012; Intervention/ Exposure: Enoxaparin; Outcome: Major bleeding
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Risk Ratio
IV, Random, 95% Cl

Risk Ratio

Study or Subgroup Weight IV, Random, 95% CI
53.6.3RCTs

ACTION 2005 1.0% 057 [0.25, 1.30]
ATOLL 2011 TT% 0.96 [0.59, 1.55]
CRUISE 2003 41% 1.13[0.50, 2.56]
Dirozd et al 2001 0.4% 0.20[0.01, 4.08]
Dudek et al 2000a,b 32% 039[014 1.02)
Dudek et al 2000a,b 3.58% 1.25[0.80,3.10]
EXTRACT-TIMI 25 2007 13.2% 0.77 [0.66, 0.90]
Galeote etal 2002 1.8% 1E3[0.41, 6.47]
Her et al 2006 0.6% 0.52[0.05 5.63]
Rahah etal 1939 0.4% 0.33[0.01,F.87)
STEEFLE 2006 TM1% 1.06[0.80,1.39]
SYMERGY 2006 13.2% 0.91[0.78, 1.06]
ZEUS 2010 2.6% 0.29[0.10, 0.87]
Subtotal (95% CI) 65.7% 0.86 [0.74, 0.99]

Heterageneity: Tau®=0.01; Chi*=1518, df= 12 (P=023); F=21%
Testfor overall effect £=2.07 (P =0.04)

53.6.4 Cohort studies

Brieger etal 2011 58% 0.44 [0.24, 0.83]
Diez et al 2009 5.3% 0.50[0.25, 0.98]
Galeote et al 2009 0.7% 0.37 [0.04, 3.46]
kKhoohiar et al 2008 1.6% 0.85[0.20, 3.55]
Lietal 2010 10.2% 0.46[0.33, 0.63]
Zeymer et al 2006 3.9% 0.37 [0.16, 0.87]
Zeymer et al 2008 6.7% 0.36 [0.21, 0.63]
Subtotal (95% CI) 34.3% 0.44 [0.35, 0.55]

Heterogeneity: Tau®= 0.00; Chi*=162 df=6 (P =085 F=0%
Testfor overall effect: £=7.08 (P = 0.00001})

Total (95% CI) 100.0% 0.67 [0.55, 0.81]

Heterogeneity: Tau*=0.07, Chi*= 44 84, df =18 (P =0.0007), F= 58%
Testfor overall effect: Z=4.04 (P = 0.0001)

Testfor subaroup differences: Chi®= 2373, df=1 (P = 0.00001), F=958%

Figure S91: Silvain 2012; Intervention/ Exposure: Enoxaparin; Outcome: All-cause mortality or

myocardial infarction
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Hazard Ratio
Study or Subgroup Weight IV, Random, 95% Cl

Hazard Ratio
IV, Random, 95% CI

54.1.1 RCTs

Cohen 2011 10.2% 0.51[0.28, 0.91]
Severe 2010 10.9% 0.50[0.23, 0.36]
Subtotal (95% CI) 21.1% 0.50 [0.34, 0.75]

Heterogeneity: Tau®=0.00; Chi*=0.00, df=1 {P=0.98), F=0%
Test for overall effect: £=3.37 (P = 0.0008)

54.1.2 Cohort studies

Badri 2002 T.6% 0.19[0.09, 0.38]
Golub 2007 237% 0.41[0.31, 0.54]
Golyb 2008 19.2% 0.36 [0.25, 0.51]
Jerene 2006 1% 011 [0.03, 0.48]
Lannoy 2008 1.9% 0.10[0.02, 0.44]
Miranda 2007 3T7% 0.20[0.07, 0.60]
Samandari 2011 3.8% 033011, 0.94]
Santoro-Lopes 2002 1.8% 019003, 1.09]
Zhow 2009 15.9% 0.40[0.26, 0.61]
Subtotal (95% CI) 78.9% 0.32 [0.25, 0.41]

Heterogeneity: Tauw*=0.03; Chi*=1095, di=8 {F=0.20); F=27%
Testfor overall effect; £= 899 (P = 0.00001)

Total (95% CI) 100.0% 0.35 [0.29, 0.44]

Heterogeneity: Taw®=0.03; Chi*=13.94, di= 10 (F=019); F= 26%
Testfor overall effect; £=8.42 (P = 0.00001)

Testfor subgroup differences: Chi®*= 338, df=1 (P=007), F=70.4%

&>
—
—-—
*
L
0.01 01 10 100

Favours AT Favours control

Figure S92: Suthar 2012; Intervention/ Exposure: Antiretroviral therapy; Outcome: Tuberculosis

infection
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Mean Difference Mean Difference

Study or Subgroup  Weight IV, Random, 95% Cl IV, Random, 85% CI

55.1.1 RCTs

Aeheril 2011 98%  -017[-0.42 0.08] T

Reid 2007 245% 030 [1.07, 1.67]

Reid 2010 8.2% 0.36 [-0.07, 0.79] T

Szanto 1969 8.8% 0.40[0.03,0.77] —

Brynes 2003 B.7% 0.41 [0.18, 1.00] N

Marckmann 2000 4.8% 0.90 [0.06,1.74] —
Tordaff 1590 8.2% 0.91 [0.48,1.34] e —

Werner 1984 52% 140062 218] e —
Raben 2002 34% 2E0([1.48 372 —_—t
Popitt 2002 0.5% 397 [0.54, 7.40] S —
Subtotal (95% Cl) 58.0% 0.74 [0.30, 1.19] -t

Heterogeneity: Tau®=0.34; Chi*= 5098, df=9 (P = 0.00001); F=82%
Test for overall effect: £=3.31 (P = 0.0005)

55.1.2 Cohort studies

Shulze 2004 4.8% 0.00[-0.26, 0.26] -
Bes-Restrollo 2010 10.9% 0.06[0.00,012] o
Odegaard 2010 10.2% 05310033, 0.73] -
Palrer 2003 11.0% 0.61 [0.60, 0.62] -
Subtotal (95% Cl) 42.0% 0.31 [-0.07, 0.68] -

Heterageneity: Tau®= 0.14; Chi®*= 33481, df= 3 (P = 0.00001}); F=499%
Test for overall effect: Z=1.59 (P =0.11)

Total {95% Cl) 100.0% 0.51 [0.26, 0.75] 4

Heterogeneity: Tau?=0.14; Chi®= 394 78, df=13 (P = 0.00001); F= 37 %
Test for overall effect £=4.06 (P = 0.0001)
Testfor subaroup differences: Chi*=2.21, df=1 P =014), F=54.8%

-2 - 0 1 2
Favours sugar Favours control

Figure S93: Te Morenga 2013; Intervention/ Exposure: High sugar intake; Outcome: Weight gain
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Mean Difference Mean Difference

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl
55.21RCTs

Sichieri 2009 3.4%  -0.08 [0.21,0.08] —
Paineau 2008 23%  -005[0.21,011) A
Ebbeling 2006 0.4% 013025, 0.82)]

Subtotal {95% Cl) 6.2%  -0.06 [-0.15, 0.04] -

Heterogeneity: Tau®= 0.00; Chi®=1.05, df= 2 (P = 0.59); F= 0%
Test for overall effect Z=1.11 (F=0.27)

55.2.2 Cohort studies

Mewtry 2004 22.9%  -0.00F0.03, 0.02]
Berkey 2004_boys 20.3% 0.01 F0.02, 0.04]
Berkey 2004_girls 20.3% 0.02 F0.01, 0.04]
Striegal Moore 2006 24.0% 0.02[0.00, 0.04]
Lucheig 2001 6.3% 0.181(0.09, 0.27] I
Subtotal {95% CI) 93.8% 0.02 [-0.00, 0.05]

Heterogeneity; Tau®=0.00; Chi*=14874, df= 4 (F=0.003); F=75%
Testfor overall effect £=1.70 (P = 0.09)

Total (95% CI) 100.0%  0.02 [-0.01, 0.04]

Heterogeneity; Tau®=0.00; Chi®*=18.74, df= 7 (F=0.009); F=63%
Testfor overall effect £=1.39 (P =0.16)
Testfor subgroun differences: Chif= 231, df=1 (P=013), F=566%

05 -0.25 0 0.25 0.5
Favours sugar Favours control

Figure S94: Te Morenga 2013; Intervention/ Exposure: High sugar intake; Outcome: Body Mass
Index
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% ClI
56.1.1 RCTs

Potter 1957 8.5% 014 [0.03, 0.6O]

Lernaitre 2009 23.8% 0.69 [0.55, 0.87] =

Hayward 2006 24.1% 0.74 [0.61, 0.90] -

Potter 19497 18.1% 0.87 [0.49, 1.55] —
Subtotal (95% CI) 75.5% 0.71 [0.55, 0.90] &

Heterogeneity: Tau®=0.02; Chi*=549 df= 3 (P=014); F= 45%
Test for overall effect: 2= 283 (P = 0.005)

56.1.2 Cohort studies

Oshitani 2000 24.9% 0.31 [0.26, 0.36] -

Subtotal (95% CI) 24.5% 0.31 [0.26, 0.36] +

Heterogeneity: Mot applicahle

Test for overall effect: Z=15.32 (F = 0.00001)

Total (95% CI) 100.0% 0.53 [0.31, 0.89] -

Heterageneity: Tau®= 0.28; Chi*= 68,49, df=4 (P < 0.00001); F=94% :|;| o IZI:1 1:IZI o0
Testfor overall effect 2=2.42 (P = 0.02) Favours influenza vaccine Favours control

Test for subgroup diferences: Chif= 3283, df=1(F = 0.000017), F=97.0%

Figure S95: Thomas 2010; Intervention/ Exposure: Influenza vaccines; Outcome: Influenza-like
illness
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Risk Ratio

Study or Subgroup Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% Cl

57.31 RCTs

Cverbosch 2001 9.8%
Schlagenhau 2003 4 6%
vah Riemsdijk 1897 G.4%
Subtotal {95% CI) 20.8%

4.08 [1.68, 9.90]
213 [0.54, 8.36]

1.85 [0.63, 6.04]
2.86 [1.53, 5.31]

Heterogeneity: Tau®= 0.00; Chi®=1.24, df= 2 (P = 0.54); F= 0%
Test for owerall effect: £= 3.31 (P = 0.0009)

57.3.2 Cohort studies

Andersson 2008 7.9%
kato 2013 5.2%
korhonen 2007 45%
kKuhner 2005 5.8%
Mapaoletano 2007 25 4%
Sharafeldin 2010 10.7%
Stoney 2016 1.2%
Tan 2017 14.8%
Tuck 2016 IT%
Subtotal {95% Cl) 79.2%

Heterogeneity; Tau®*=0.11; Chi*=11.65, df =83 (F=017) F=31%

2.48[0.90, 6.80]
5.85[1.64, 20.89]
B.26 [2.10, 32.50]

1.01 [0.31, 3.39]

355 [2.25,5.59]

1.24 [0.54, 2.87]
1.181(0.07,19.02]

281[1.42,5.57]

363 [0.78, 16.58]
2.73 [1.84, 4.06]

Test for overall effect £=4.97 (P = 0.00001)

Total (95% Cl) 100.0%

Heterogeneity; Tau®=0.04; Chi®*=12.89, df =11 (P =0.30); F=15%

278 [2.05, 3.77]

Test for overall effect £=6.59 (P = 0.00001)

Test for subagroun differences; Chf= 001, df=1 (P =081, F= 0%

Figure S96: Tickell-Painter 2017; Intervention/ Exposure:

to adverse effects
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Mefloquine; Outcome: Discontinuation due



Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
57.2.1 RCTs

Bunnag 1993 18.8% 0.35 [0.01, 8.45]

Mosten 1994 18.7%  2.87[0.12, 69.89)

Sossohouto 1995 18.8% 0.31 [0.01, 7.54] =

Subtotal (95% Cl) 56.3% 0.68 [0.11, 4.27] ——eali———

Heterogeneity: Tau*=0.00; Chi*F=1.18, df= 2 (P = 0.59); F= 0%
Testfor overall effect £=0.42 (F = 0.68)

57.2.2 Cohort studies

Hoebe 1397 209%  4.481[0.22, 92.06] =
Petersen 2000 2289%  220[012,39.59] =
Subtotal (95% CI) 43.7%  3.09[0.38, 24.95] ——te

Heterogeneity, Tau®=0.00; ChiF=0.11,df=1 (P=0.74), F= 0%
Testfor overall effect: £=1.06 (F=0.249)

Total (95% CI) 100.0%  1.31[0.33,5.23] —?—-

Heterogeneity: Tau*= 0.00; Chi= 2,44, df=4 (P = 0.66); F=0% 'D.D1 IZIH 1- 1'D 1IZIIZI'

Testfor overall effect 2= 0.39 (P = 0.70) Favours mefloquine Favours control
Testfor subgroup differences: Chit= 114, df=1 (FP=029), F=1245%

Figure S97: Tickell-Painter 2017; Intervention/ Exposure: Mefloquine; Outcome: Serious adverse
events or effects
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Risk Ratio
IV, Random, 95% CI

Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl
5T1.1RCTs
Mosten 1994 52.4% 1.33[1.03,1.71]
Yuurman 1996 1.3% 1.82[0.37,8.88]
Subtotal {95% Cl) 53.7% 1.34 [1.04,1.71]

Heterogeneity: Tau®=0.00; Chif=014,df=1 (P=0.70); F=0%

Testfor overall effect 2= 230 (F=0.02)

57.1.2 Cohort studies

Hoebe 1397 5.6% 1.59[0.74, 3.47]
Petersen 2000 12.0% 1.85[1.09,3.17]
van Riemsdijk 1997 28.7% 1.9211.36, 2.64]
Subtotal {95% CI) 46.3% 1.86 [1.42, 2.42]

Heterogeneity: Tau*=0.00; ChiF=019, df=2 (P=0.91); F= 0%

Testfor overall effect. £=4.54 (F = 0.00001)

Total (95% CI) 100.0% 1.56 [1.30, 1.87]

Heterogeneity: Tau®=0.00; Chi*=3.43, di=4 (P=0.49); F= 0%

Testfor overall effect: £=4.78 (F = 0.00001)

Testfor subgroup differences: Chif=3.09, df=1 (P=0.08), F=67.7%

Figure S98: Tickell-Painter 2017; Intervention/ Exposure:
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Mefloquine; Outcome: Nausea
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Study or Subgroup

Risk Ratio
Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

58.21RCTs
Kerzner 2007
tacintyre 2010
Oxman 2005
Russell 2015

Schmader 2012
Subtotal (95% Cl)

Heterogeneity: Tau®*=0.00; Chi®=1.89, di= 4 (P =0.76), F= 0%

2.9% 1.49[0.25, 8.88]
1.3%  1.00[0.06, 15.98]
18.9% 0.58 [0.52, 0.65]
2.9% 073012, 4.29]

17.8% 0.65[0.51,0.83]
43.4% 0.60 [0.54, 0.66]

Test far overall effect: Z= 1016 (P = 0.000013

58.2.2 Cohort studies

Langan 2013
Teeng 2016
Fhang 2012
Subtotal (95% Cl)

Heterogeneity: Tau®= 0.24; Chi®= 207.87, df= 2 (P = 0.00001); F= 99%

16.9% 041 [0.37, 0.46]
19.3%  0.78 [0.76, 0.80]
18.4%  0.33[0.28,0.39]
56.6%  0.48[0.27, 0.83]

Test for overall effect 2= 2.59 (P = 0.008)

Total {95% CI)

Heterogeneity: Tau®=0.14, Chi®= 22406, df= 7 (P = 0.00001}; F= 97 %

100.0%  0.55[0.40, 0.77]

Test for averall effect Z= 3.56 (P = 0.0004)
Test for subgroup differences; Chi*= 05849, df=1 (P =0.44) F=0%

=1

<

0.01 01 10 100

Favours zoster vaccines Favours control

Figure S99: Tricco 2018; Intervention/ Exposure: Live-attenuated zoster vaccines; Outcome:
Suspected Herpes Zoster
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Risk Ratio

IV, Random, 95% Cl

Risk Ratio

Study or Subgroup  Weight IV, Random, 95% Cl
59.1.2 RCTs

Algotar 2013 T.A8% 1.056[0.69, 1.60]
karp 2013 11.6% 1.02 [0.80, 1.30]
Lubinski 2011 8.6% 1.35[0.94, 1.96]
MPCT 2002 11.8% 0.7a[0.62, 0.98]
SELECT 2009 14.7% 1.01[0.92,1.11]
Subtotal (95% CI) 54, 3% 0.99 [0.86, 1.14]

Heterogeneity: Tauw*=0.01; Chi*= 740 df=4 {F=012); F= 46%
Testfor overall effect Z=010 (P =0.92)

59.1.3 Cohort studies

Coates 1823 46%  1.00[0.53 1.89)
Knekt 1980 88%  0.86[0.60,1.23]
Knekt 1990 84%  0.41[0.28 0.60]
Mormura 1887 52%  077[0.43,1.39)
Peleg 1825 46%  1.00[0.53 1.89)
Ringstad 1823 27%  0.71[0.28,1.73
Vittamo 1987 56%  0.83[051,157
Willett 1983 56%  053[0.31,091]
Subtotal (95% CI) 457%  0.72[0.55, 0.93]

Heterogeneity: Tau*=0.06; Chi*=13.06, df=7 (F=0.07), F=46%
Testfor overall effect £=2.52 (P =0.01)

Total (95% CI) 100.0% 0.86 [0.73, 1.01]

Heterogeneity: Taw®=0.04; Chi*= 33.08, df=12 (P = 0.0005); F= G4%
Testfor overall effect Z=1.82 (P =0.07)

Testfor subagroup differences: Chif= 4 66, df=1 (P=003), F=78.5%

Figure S100: Vinceti 2018; Intervention/ Exposure: High selenium; Outcome: Cancer
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Risk Ratio
IV, Random, 95% Cl

Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI
50.2.2 RCTs
MPCT 2002 11 6% 0.61 [0.42, 0.849]
SELECT 20049 15.2% 1.02 [0.80,1.30]
Subtotal (95% CI) 26.8% 0.81 [0.48, 1.32]

Heterogeneity; Tau®*=0.10; Chi*=4.86,df=1 (F=0.03); F=F9%
Testfor overall effect: £= 0.85 (P = 0.38)

59.2.3 Cohort studies

Akbaraly 2005 4% 0.25[0.09, 0.66)
Fujishima 2011 1.8% 203062 14.32)
Goyal 2013 13.0% 084 [0.61,1.18]
Kok 1987a 5.3% 053 [0.27,1.01]
Kornitzer 2004 48%  1.43[0.62, 3.30)
Kornitzer 2004 8.2%  0.45[0.27,0.77)
Salonen 1985 18% 017 [0.04,0.85)
Sun 2016 17.5%  0.80[0.77,1.05]
Sun 2016 17.2% 097 [0.82,1.15]
Subtotal (95% CI) 73.2%  0.76 [0.59, 0.97]

Heterogeneity; Tau®=0.07; Chi*= 23.86, df =8 (F=0.002); F= 66%
Testfor overall effect £= 216 (P =0.03)

Total (95% Cl) 100.0% 0.78 [0.64, 0.95]

Heterogeneity: Tau®= 0.05; Chi*=28.72, df=10(P=0.001); F= 65%
Testfor overall effect. 2= 2.42 (P =0.02)

Testfor subgroup differences: Chi*=0.05, df=1 {(F=0.82), F= 0%

.
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Figure S101: Vinceti 2018; Intervention/ Exposure: High selenium; Outcome: Cancer mortality
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Risk Ratio
IV, Random, 95% Cl

Risk Ratio
Study or Subgroup Weight IV, Random, 95% Cl
59.3.2 RCTs
karp 2013 0.7% 0.50[0.13, 2.00]
MPCT 2002 2.3% 0.48[0.22,1.09]
SELECT 2009 11.4% 1.04[0.73,1.48]
Subtotal {95% CI) 14.4% 0.74 [0.41, 1.33]

Heterogeneity, Taur=0.13; Chi*=3.82, df=2{F=0.19); F= 48%
Testfor averall effect £=1.01 (P =0.313

59.3.3 Cohort studies

Garland 1995 2.0% 2.04 [0.58, 4.74]
Hansen 2013 54.0% 0.80 [0.68, 0.94]
Hughes 2014 14.0% 0.88 [0.64,1.21]
Knekt 1990 0.6% 0.53[0.11, 2.47)
Knekt 1990 1.3% 0.20 [0.28, 2.26]
Momura 1887 21% 0.63 [0.27,1.43]
Momura 1887 21% 0.56 [0.24,1.27]
van den Brandt 1993 B.3% 0.20 [0.50,1.24]
van den Brandt 1993 3.2% 1.05 [0.54, 2.03]
Subtotal {95% CI) 85.6%  0.82[0.72, 0.94]

Heterogeneity: Tau®= 0.00; Chi*=6.88, df=8(F=0.55); F=0%
Test for averall effect 2= 2.85 (F = 0.003)

Total (95% CI) 100.0% 0.83 [0.74, 0.94]
Heterogeneity: Tau®= 0.00; Chi*=1088, df=11 (P=0.44); F=0%
Test far overall effect £=3.01 {F = 0.003)

Testfor subgroup differences: Chi=013 di=1{(F=07%, F=0%

Figure S102: Vinceti 2018; Intervention/ Exposure: High selenium; Outcome: Colorectal cancer
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% CI IV, Random, 95% CI
60.1.1 RCTs

Ehutta 2011 29.8% 0.83[0.74,0.93) &+

Carlo 2010 19.8% 0.94 [0.76,1.17] =

Gill 2011 11.2% 0.77 [0.54,1.09] e

Jokhio 2005 25.5% 0.73[0.62, 0.84] -

Midhet 2010 10.7% 0.50(0.35,0.72) -

Subtotal (95% CI) 97.0% 0.77 [0.66, 0.89] <>

Heterogeneity: Tau®= 0.02; Chi==10.44, df= 4 (P = 0.03); I*= 62%
Testfor overall effect 2= 3.43 (P = 0.0008)

60.1.2 Cohort studies

Janowitz 1988 3.0% 0.82[0.38,1.79) ]

Subtotal (95% Cl) 3.0%  0.82[0.38,1.79] e ——

Heterogeneity: Mot applicable

Testfor overall effect Z=049 (P =062

Total (95% CI) 100.0%  0.77 [0.67, 0.89] <
Heterogeneity: Tau?= 0.01; Chi*= 10.44, df= 5 (P = 0.08); F=52% 50_01 051 150

Testfor overall effect 7= 3.62 (P = 0.0008,,5 o Traimn? for tradifional birth attendants/ assistance by traditional birth attendants Favours contral
Testfor subgroup diferences: Chi®= 003, df=1(F =087, F=0%

Figure S103: Wilson 2011; Intervention/ Exposure: Training for traditional birth attendants/
assistance by traditional birth attendants; Outcome: Perinatal mortality
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Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI

Risk Ratio

IV, Random, 95% CI

60.2.1 RCTs

Azad 129%  0.95[0.75,1.21]
Bhutta 2011 37.0%  0.85(0.75, 0.95]
Carlo 2010 93% 087 (065 1.16)
Gill 2011 34%  055[0.33,081)
Jokhio 2008 298%  0.72[0.63,0.83)
Midhet 2010 45%  0.70(0.45,1.08)
Subtotal {95% CI) 97.0%  0.80[0.71,0.90]

Heterogeneity: Tau®= 0.01; Chi*=7.98, df= 4 (P=0.16); F=37%
Test for overall effect Z= 378 {F = 0.0002)

60.2.2 Cohort studies

Gloyd 2001 22% 086 [0.46,1.61)
Janowitz 1988 08%  065[0.23,1.88
Subtotal {95% CI) 3.0%  0.80 [0.47,1.37]

Heterogeneity: Tau®= 0.00; Chi*= 018, df=1 (F = 0.66); P= 0%
Testfor overall effect Z=080(F = 0.42)

Total (95% CI) 100.0% 0.80 [0.73, 0.88]
Heterogeneity; Tau®= 0.00; Chi*= 8,18, df= 7 (F = 0.32); F= 14%
Testfor overall effect: 7= 4 58 (P = 0.000R1)
Testfor subgroup differences: Chi*= 000, df=1{F=049

JR

-

*

.01 0

Vours Traimna)fnlgtjandqginnal birth attendants/ assistance by traditional birth attendants  Favours control

Figure S104: Wilson 2011; Intervention/ Exposure: Training for traditional birth attendants/
assistance by traditional birth attendants; Outcome: Neonatal mortality
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Risk Ratio
IV, Random, 95% CI

Risk Ratio
Study or Subgroup Weight IV, Random, 95% CI
61.4.1 RCTs
Beard 2017 0.6% 0.31[0.01, 7.68)
Mewman 1998 1.3% 0.21[0.03,1.72]
Subtotal (95% CI) 1.9% 0.24 [0.04, 1.37]

Heterogeneity, Tau®=0.00; Chi*=0.04, df=1 (P=083), F=0%
Testfor overall effect: =161 (F=0.11)

61.4.2 Cohort studies

Berger 2008 0.6%  1.12[0.05, 26.57]
Bolognesi 2013 0.8% 0.02 [0.00, 0.34]
Courney 2018 13.7% 0.44 [0.24, 0.87]
Drager 2016 10.0% 0.33 [0.16, 0.6]
Duchman 2014 10.8% 0.32 [0.16, 0.66]
Fahre Aubespry 2018 3.8% 0.25 [0.07, 0.86]
Liddle 2015 55.7% 0.49 [0.38, 0.67]
Weal 2001 2 6% 1.20 [0.26, 5.44]
Subtotal (95% CI) 98.1%  0.42[0.30, 0.57]

Heterogeneity, Tau®= 0.04; Chi*= 919, df= 7 (P = 0.24); F= 24%
Testfor overall effect Z= 5.52 (P = 0.00001)

Total (95% CI) 100.0% 0.43[0.33, 0.55]
Heterogeneity Tau®=0.01; Chi*=874 df=8 (P=037); F=8%
Testfar overall effect: £=6.74 (P = 0.000013

Test for subaroup diferences: Chit=039, df=1 (P=053, F=0%

——enil——
—
e
]
&
L 2
[ : : |
0.0 0.1 10 100

Favours UKA  Favours control

Figure S105: Wilson 2019; Intervention/ Exposure: Unicompartimental knee arthroplasty; Outcome:

Venous thromboembolism
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Study or Subgroup  Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

61.5.1 RCTs

Mewiman 1998 2.0%
Sun 2011 7.4%
Wieal 2001 8.9%
Subtotal (95% Cl) 22.2%

Heterogeneity: Tau®= 27 &7, Chi®= 3837, df= 2 (P = 0.00001}; F=99%

-6.70 7.7 3, -5.67]
2.00 [-0.67, 4.67]
-4.30F13.43,-517]
-4.58 [-10.75, 1.59]

Testfor overall effect. Z=1.45(P=0.15)

61.5.2 Cohort studies

Ackroyd 2002 8.1%
Amin 2006 8.4%
Az 2015 f.6%
Az 2015 2 f.9%
Fisher 2010 4.1%
Horikawsa 2015

Haoweell 2015 9.1%
Lombardi 20049 1 7.8%
Lombardi 2009 2 7.6%
Lum 2016 2.0%
Lum 2018

Mathews 2013 ITH
Sirman 2017 7.4%
Subtotal (95% Cl) T7.8%

Heterogeneity: Tau? = B.20; Chi#= 73.85, di= 10 (P = 0.00001); F= 86%

-10.00 -12.04, -7.948]
-400[-571,-2.249)]
1120 -14.66,-7.74]
-14.80[-12.07 -11.73]
-9.00[-15.06,-2.94]
Mot estimahle

-9.00 [-9.41,-8.549]
-5.00 [-7.28,-2.71)
-5.00 [-7.52,-2.44]
-TA0[-9.28,-4.82]
Mot estimahle
-18.30 21,97, -8.63)
-8.00[-1067,-5.33]
-8.43 [-10.15, -6.71]

Test for overall effect: £=9.61 (P = 0.00001}

Total (95% Cl) 100.0%

Heterogeneity: Tau®= 7.85; Chi®= 14423, df=13 (P = 0.00001); F= 91 %

7.60 [-9.27, -5.93]

Test for overall effect. £=8.94 (P = 0.00001)

Test for subgroup differences:; Chi*=1.39, df=1 (P =024}, F=27.9%

’+.

0 a0

Favours UKA  Favours control

100

Figure S106: Wilson 2019; Intervention/ Exposure: Unicompartimental knee arthroplasty; Outcome:

Flexion-extension range
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Study or Subgroup

Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

61.6.1 RCTs
Beard 2017
kKulshrestha 2017

Sun 2011
Subtotal (95% CI)

Heterogeneity: Tau®= 71.69; Chi®=19.61, df=2 (F = 0.0001); F=90%

10.2%

9.9%

10.0%
30.2%

-1.00 [-4.43, 2.43]
8.00 [1.49, 16.51]

-1270[F19.01,-6.349]
-1.72[-11.89, 8.45]

Test for overall effect: Z=033 (F=0.74)

61.6.3 Cohort studies
Courtney 2018
Cuchman 2014
Lombardi 2008

Lum 2018

manzotti 2007
Schwah 2014
Shankar 2016

Siman 2017

Subtotal (95% CI)

Heterogeneity: Tau®= 49118, Chi*= 464.14, df = 6 (F = 0.00001); F=49%

10.1%
10.3%
10.1%

10.1%
10.1%

49.0%
10.1%
69.8%

-B.20[-12.33,-0.07]
-2 3R [-4.81, 0049
-5.00 [-10.06, 0.08]
Mot estimable

-AR A0 [-62.05, -50.948)
-21.00[-25.499 -16.01]
-30.80 [-45.01,-16.549]
-48 B0 [-51.21,-39.949]
-23.80 [-40.43, -7.17]

Testfar overall effect: £= 280 (P = 0.005)

Total (95% CI)

100.0%
Heterogeneity: Tau®= 365.45, Chi*= 542.59, df= 9 (F = 0.00001); F=93%

-17.07 [-29.11, -5.04]

Test for averall effect; £=2.78 (F = 0.00%9)

Testfar subgroup differences: Chi*=4.93 df=1 (F=003), F=73.7%

—_
—_—

—.—
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Figure S107: Wilson 2019; Intervention/ Exposure: Unicompartimental knee arthroplasty; Outcome:

Operation duration
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Risk Ratio Risk Ratio

Study or Subgroup  Weight IV, Random, 95% ClI IV, Random, 95% Cl
62.5.1 RCTs

Diprose 2005 4.6% 037 [0.02,8.01]

Gill 2009 34.9% 1.67 [0.55,5.13] —T
Subtotal (95% CI) 39.4% 1.40 [0.49, 4.02] gl

Heterogeneity, Tau®= 0.00; Chi*= 082, df=1 (F=0.36); F=0%
Test for overall effect: Z=063 (P =053}

62.5.2 Cohort studies

Gelsoming 2003 14.5% 067 012 3.78] - "1
Karkouti 2005 46.1% 1.00[0.38, 2.65] T
Subtotal (95% CI) 60.6% 0.91 [0.39, 2.12]

Heterogeneity, Tau®= 0.00; Chi*= 016, df=1 (F=069), F=0%
Testfor overall effect: Z=022 {P=082

Total (95% Cl) 100.0% 1.08 [0.56, 2.09] ?

Heterogeneity: Tau®= 0.00; Chi*=1.38, df=3 (F=071); F=0% | f T ; /

Testf Il effect Z= 0.22 (F = 0.52 0.01 0.1 1 1o 100
estfor overall effect Z=0.22 (F = 0.62) Favours r-factor VIl Favours control

Testfor subaroup diferences: Chit= 040 df=1 (P =043, F=0%

Figure S108: Yank 2011, Intervention/ Exposure: Recombinant factor VII; Outcome: All-cause
mortality
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Risk Ratio
IV, Random, 95% Cl

Risk Ratio
Study or Subgroup  Weight IV, Random, 95% CI
62.6.1 RCTs
Diprose 2005 20.8% 1.11 (0,19, 6.34]
Gill 2004 14.7% 4 69 [0.59, 37.28]
Subtotal (95% CI) 35.5% 2.04 [0.51, 8.20]

Heterogeneity: Tau®=0.08; Chi*=1.09, df=1 {F=030% F=8%
Test for overall effect: Z=1.00 (P =0.32)

62.6.2 Cohort studies

Gelsomino 2008 T.0%  5.00([0.25,100.97]
Karkouti 2005 57.5% 1.60 [0.56, 4.56]
Subtotal (95% CI) 64.5% 1.81 [0.67, 4.87]

Heterogeneity, Tau®= 0.00; Chi*= 049, df=1 (F=0.48), F=0%
Test for overall effect: Z=118{P=024)

Total {95% CI) 100.0% 1.88 [0.85, 4.16]
Heterogeneity, Tau®= 0.00; Chi*=1.60, df= 3 (F = 066}, F=0%
Testfar overall effect Z=156(P=012)

Testfor subaroup diferences: Chit= 002, df=1 (P =089, F=0%

-—

—ogi——

-

-

0.04

] ]
0.1 10
Favours r-factor VIl Favours control

Figure S109: Yank 2011; Intervention/ Exposure: Recombinant factor VII; Outcome:

Thromboembolism
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(Odds Ratio
IV, Random, 95% CI

Odds Ratio

Study or Subgroup Weight IV, Random, 95% CI
63.4.1 RCTs

ABSORE China, 2014 3.0% 301 [012, 75.44]
ABSORE I, 2014 25% 554016, 194.249)]
ABSORE N, 2015 32.0% 2.09[0.78, 5.60]
ABSORE Japan, 2014 10.6% 1.00[0.18, 5.549)
TROFLIL, 2016 3.0% 304012, 75.14]
Subtotal (95% CI) 5.1% 1.97 [0.90, 4.29]

Heterogeneity: Tau®=0.00; Chi*=1.07, df=4 (P=080%; F=0%

Testfor overall effect: Z=1.70 (P = 0.09)

63.4.2 Cohort studies

Ahizaid, 2015 12.9%  4.03[0.85,18.03]
Brugaletta, 2015 20.2% 177 [0.51, 6.11]
Cortese, 2015 15.8% 1.83[0.45, 7.47]
Subtotal (95% CI) 48.9%  2.22[1.00,4.93]

Heterogeneity: Tau*=0.00; Chir=077, df=2 (P=068); F=0%

Test for overall effect: £=1.96 (P = 0.08)

Total (95% Cl) 100.0%  2.09 [1.20, 3.64]

Heterogeneity, Tau®=0.00; Chi*=189 df=7 (P=087), F=0%

Testfor overall effect Z=2 89 (P=0.010)

Testfor suboroun differences: Chi*= 008, df=1 (P=083. F=0%

-

et

0.01

] ]
0.1 10
Favours BYS Fawvours control

Figure S110: Zhang 2016; Intervention/ Exposure: Everolimus-eluting bioresorbable vascular

scaffold; Outcome: Stent thrombosis
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(Odds Ratio
IV, Random, 95% CI

Odds Ratio

Study or Subgroup Weight IV, Random, 95% CI
63.2.1 RCTs

ABSORE China, 2014 B.3% 0.09 [0.00,1.61]
ABSORE I, 2014 A.2% 016 [0.01, 4.06]
ABSORE N, 2015 24.8% 2.60[0.75,9.00]
ABSORE Japan, 2014 A.7% 2485012, 5353
EVEREBIOI, 2014 9.6% 0.33[0.03, 3.28]

Subtotal (95% CI) 51.6%  0.66 [0.16, 2.81]

Heterogeneity: TauF=1.20; Chi*=7.41, df=4 (P=0.12); = 46%

Test for overall effect: Z=0.86 (P = 0.58)

63.2.2 Cohort studies

Cortese, 2015 11.3% 0.40[0.05, 3.16]
Costopoulos, 2015 57% 0.20[0.01, 413
Muramatsu, 2014 5.7% 0.33 [0.02, 7.00]
Onuma, 2014 257% 0.99 [0.30, 3.35]
Subtotal (95% CI) 48.4%  0.63[0.25,1.63]

Heterogeneity, Tau?= 0.00; Chif= 147, df= 3 (P = 0.69); F= 0%

Testfor overall effect: £=0.95 (F = 0.34)

Total (95% Cl) 100.0% 0.72 [0.34, 1.55]

Heterogeneity TauF=0.20; Chi*=841, df=8(F=031); F=15%

Test for overall effect; £=0.83 (F = 0.40)

Test for subaroup diferences: Chi®= 000, df=1 (P=096), F=0%

Fe

Fe

-

-

0.0

] ]
0.1 10
Favours BVS Favours control

Figure S111: Zhang 2016; Intervention/ Exposure: Everolimus-eluting bioresorbable vascular

scaffold; Outcome: All-cause mortality
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(Odds Ratio (Odds Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI

63.3.1 RCTs

ABSORE China, 2014 A.3% 014[0.01,2.73) ¢

ABSORE N, 2014 10.8% 414082, 33.20 =

EVEREIO I, 20145 48% 312013, 77.6E]

Subtotal (95% CI) 20.7%  1.40[0.47,11.23] ——eni———

Heterogeneity: Tau*=1.49; Chi*=344 df=2 (F=017); F= 44%

Testfor overall effect: Z=0.31 (P =0.79)

63.3.2 Cohort study

Ahizaid, 2015 331% 1.20[0.37, 3.99) I

Brugaletta, 2015 35.9% 1.00[0.32,3.14)

Cortege, 2014 a.7% 0.24[0.01, 417)

Costopoulos, 2015 45% 0.33[0.01,8.20)

Subtotal (95% CI) 79.3% 0.91 [0.42,1.97] R

Heterogeneity: Tau®=0.00; Chi*=147, df=3 (P=069; F=0%

Testfor overall effect: Z=023 (P =082

Total (95% CI) 100.0% 1.03 [0.52, 2.04] ?

Heterageneity: Tau= 0.00; Chi*= 546, df= 6 (P = 0.48); F= 0% F t T t 1
. _ 0.m 0 1 10 100

Test for overall effect: Z=0.08 (F=0.93) Favours BVS Favours control

Testfor subgroup differences: Chif=014 di=1 (P=071), F=0%

Figure S112: Zhang 2016; Intervention/ Exposure: Everolimus-eluting bioresorbable vascular
scaffold; Outcome: Coronary heart disease mortality
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Hazard Ratio Hazard Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 85% CI
64.1.1 RCTs

EXCEL 2016 2% 1.34 [0.94,1.91] ™

LE MAMS 2016 2.3% 0.65[0.30, 1.41] .
MOBLE 2016 51% 1.07 [0.67,1.71] -
PRECOMEAT 2014 3.3% 0.73[0.39,1.37] —
SYMTAX 2014 7.6% 0.91 [0.65, 1.27] -
Subtotal {95% Cl} 25.6% 1.00 [0.79, 1.26] L 3

Heterogeneity: Tau®=0.02; Chif=515, df=4 (P=0.27), F= 22%
Test for overall effect: Z=0.04 (P=0.57)

64.1.2 Cohort studies

Asan-Multivessel Registry 2011 3T% 1.02[0.47,1.83] T
Chang 2012 5.8% 0.95[0.62, 1.46] -
CREDC-Kyoto 2 2012 2.9% 0.78[0.40, 1.56] I
CUSTOMIZE registry 2011 1.58% 1.10[0.40, 3.02] N E—
DELTA registry 2012 A% 1.00[0.70,1.43] -1
IRIS-MAIN registry-1 2016 4.1% 1.26[0.73, 2.17] T
IRIS-MAIN registry-2 2016 89.2% 1.08[0.82,1.42] T
IRIS-MAIN registry-3 2016 A% 0.83[0.60,1.14] -7
Jeong 2013 21% 1.43[0.62, 3.30] -1
Kang 2010 27% 1.39[0.68, 2.84] T
MAIN-COMPARE registry 2008 5.8% 118077, 1.81] T
Makikallio 2009 0.7% 0.401(0.09, 1.78] — 1
Palmerini 2007 2.3% 0.81[0.37,1.77] B
Rittger 2011 0.8% 0.45[0.11, 1.84] I —
White 2008 2.3% 1.93[0.89 4.18] T
Yu 2016 5.9% 0.79[0.52, 1.20] T
Zheng 2016 §9.7% 1.71[1.32, 2.27] -
Subtotal {95% Cl) T4.4% 1.07 [0.92, 1.26] L ]

Heterogeneity: Tau®= 0.03; Chi®= 25822 df= 16 (P=007) F=37%
Test for overall effect: Z=0890 (P=0.37)

Total (95% CI) 100.0% 1.05 [0.93, 1.20] L
Heterogeneity: Tau = 003, Chi*=3087, df=21(P=007)F=32% 'IZI.IZI1 IZIH 1'IZI 1IZIIZI'
Testfor overall effect: Z= 080 (F=0.43) Favours P Favours contral

Testfor subgroup differences:; Chi*= 028, df=1 (F=0.428), F=0%

Figure S113: Zhang 2017; Intervention/ Exposure: Percutaneous coronary intervention; Outcome:
All-cause mortality
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Hazard Ratio Hazard Ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% Cl
64.4.1 RCTs

EXCEL 2016 14.5% 1.18[0.74,1.88)] T
MOBLE 2016 11.6% 0.93[0.45,1.92)] — T
PRECOMBAT 2014 11.5% 0.54[0.26,1.132) T
SYNTAK 2014 13.6% 1.23[0.71, 213 B e
Subtotal (95% CI) 51.2% 0.99 [0.71, 1.39] &

Heterogeneity: Tau®= 0.02; Chi®=3.79, df=3 (F=0.29); F=21%
Test for overall effect: £=0.03 (P = 0.93)
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Figure S114: Zhang 2017; Intervention/ Exposure: Percutaneous coronary intervention; Outcome:
Cardiovascular mortality
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Figure S115: Zhang 2017; Intervention/ Exposure: Percutaneous coronary intervention; Outcome:

Myocardial infarction
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Figure S116: Ziff 2015; Intervention/ Exposure: Digoxin;
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Figure S117: Ziff 2015; Intervention/ Exposure: Digoxin; Outcome: Cardiovascular mortality
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Figure S118: Ziff 2015; Intervention/ Exposure: Digoxin; Outcome: Hospital admission
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