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Table S1. Scenario classification for including NRSIs and real-life examples.
	[bookmark: OLE_LINK3]Justification of including NRSIs*
	Description
	Example from included systematic reviews

	Adverse outcomes
	Assess the harms of an intervention, or assess the beneficial outcome with a very low event rate
	“Due to the low incidence of patients that could potentially benefit, this treatment is more likely to be studied in non-randomized studies.”

	Long-term outcomes
	Examine outcomes require long-term follow-up, or infrequent outcome measures
	“A large number of study patients or longer study duration over multiple years is often needed to sufficiently power mortality endpoints. However, existing clinical trial data involved studies with shorter follow-up duration.”

	[bookmark: OLE_LINK7]Generalization
	[bookmark: OLE_LINK16]Consider the application of findings to different populations or settings, or consider heterogeneity in patient characteristics
	“RCT lacks the ability to represent the wider and more heterogeneous population of pertussis cases, whose evidence is found in real-world data”

	Others
	Reasons vary according to the subjects, such as limited number of RCTs and small treatment effects
	“We specifically included observational studies because of the limited number of randomized controlled trials (RCTs) on this subject.”


[bookmark: OLE_LINK44]*We evaluated the clinical scenarios based on the criteria mentioned above. In cases where a study reported multiple scenarios simultaneously, priority was given to the first scenario, and so on.





Table S2. Reclassification of justification for including NRSIs.
	Included studies
	Reclassification
	Included studies
	Reclassification

	Cui R 2022
	Long-term outcome
	Y Zhou 2020
	Adverse outcomes

	He RZ 2022
	Long-term outcome
	Roeckner JT 2020
	Adverse outcomes

	Brown LC 2022
	Others
	Yang M 2019
	Adverse outcomes

	Beran A 2022
	[bookmark: RANGE!B5]Adverse outcomes
	Palla M 2019
	Adverse outcomes

	Le Tourneau N 2022
	Long-term outcome
	Visioni A 2018
	Generalization

	Malladi S 2021
	Others
	Nunes MC 2018
	Adverse outcomes

	Chang YJ 2021
	Long-term outcome
	Kunkel ST 2018
	Adverse outcomes

	Liu JT 2022
	Others
	Shi Y 2018
	Adverse outcomes

	Saleem S 2021
	Others
	Liu X 2018
	Adverse outcomes

	Mu Y 2021
	Adverse outcomes
	Yu L 2018
	Long-term outcome

	Chu HT 2022
	Long-term outcome
	Shiri R 2018
	Long-term outcome

	Fujii T 2021
	Adverse outcomes
	Luni FK 2018
	Adverse outcomes

	Trongtorsak A 2021
	Adverse outcomes
	Hollmann C 2018
	Adverse outcomes

	Masarwy R 2021
	Others
	Li Z 2018
	Adverse outcomes

	Xie Y 2021
	Adverse outcomes
	Ironside N 2018
	Adverse outcomes

	Mathias S 2022
	Adverse outcomes
	Huang J 2019
	Adverse outcomes

	Zisis G 2021
	Long-term outcome
	Rovinski J 2018
	Long-term outcome

	Gong LF 2021
	Others
	Alipanah N 2018
	Others

	Xu S 2021
	Adverse outcomes
	Liu C 2018
	Others

	Smith JA 2021
	Adverse outcomes
	Shen SY 2018
	Adverse outcomes

	Eshun-Wilson I 2021
	Long-term outcome
	Su G 2019
	Others

	Wilson H 2022
	Adverse outcomes
	Yang T 2018
	Adverse outcomes

	Huang HJ 2021
	Adverse outcomes
	Yuan Y 2018
	Adverse outcomes

	Cheng WD 2022
	Long-term outcome
	Qiu JL 2018
	Adverse outcomes

	Sun ZW 2021
	Generalization
	Wang 2018
	Adverse outcomes

	Leone M A 2021
	Others
	Siddiqi 2018
	Adverse outcomes

	Singh P 2021
	Adverse outcomes
	Volovici 2019
	Adverse outcomes

	Wang Q 2021
	Adverse outcomes
	Li 2018
	Adverse outcomes

	Fei Q 2021
	Generalization
	Wang 2018
	Long-term outcome

	James D L 2021
	Long-term outcome
	Sofiyeva 2019
	Long-term outcome

	Monti S 2021
	Others
	Archibugi 2019
	Adverse outcomes

	McDonagh M 2021
	Adverse outcomes
	Gong 2019
	Long-term outcome

	Bai 2021
	Adverse outcomes
	Osborn 2018
	Long-term outcome

	Hariyanto 2021
	Adverse outcomes
	Zhang 2019
	Long-term outcome

	Bai 2021
	Adverse outcomes
	Zhao 2018
	Long-term outcome

	Chen 2021
	Adverse outcomes
	Lin 2019
	Adverse outcomes

	Daou 2021
	Adverse outcomes
	Rollins 2019
	Adverse outcomes

	Zhao 2021
	Adverse outcomes
	Rehman 2019
	Adverse outcomes

	Almuwallad 2021
	Adverse outcomes
	Becerra-Tomás 2020
	Adverse outcomes

	Zhang 2021
	Adverse outcomes
	Tan 2019
	Adverse outcomes

	Kirkland 2021
	Adverse outcomes
	Yang 2019
	Adverse outcomes

	Guo 2021
	Adverse outcomes
	Bu 2019
	Others

	Wang 2020
	Adverse outcomes
	Eke 2019
	Adverse outcomes

	Tang 2021
	Long-term outcome
	Chudner 2019
	Long-term outcome

	Htay 2020
	Adverse outcomes
	O’Connor 2019
	Adverse outcomes

	Prakash A 2020
	Others
	Wada‐Shimosato 2019
	Others

	Gong Lifeng 2020
	Adverse outcomes
	Wan 2019
	Adverse outcomes

	Peng J 2021
	Adverse outcomes
	Low 2019
	Adverse outcomes

	Zhao JQ 2020
	Others
	Yang 2019
	Adverse outcomes

	Peng CC 2021
	Generalization
	Schack 2019
	Long-term outcome

	Zhu Y 2021
	Adverse outcomes
	Magill 2019
	Long-term outcome

	Kokotovic D 2021
	Adverse outcomes
	Pettenuzzo 2019
	Adverse outcomes

	Shi YQ 2020
	Adverse outcomes
	Hu 2019
	Adverse outcomes

	Zhang W 2020
	Adverse outcomes
	Mashar 2019
	Adverse outcomes

	Henderson JT 2020
	Adverse outcomes
	Flores 2019
	Adverse outcomes

	Ye QJ 2020
	Long-term outcome
	Wusiman 2019
	Adverse outcomes

	Luo XF 2021
	Long-term outcome
	Ren 2019
	Others

	Kuria A 2021
	Adverse outcomes
	Pergialiotis 2019
	Adverse outcomes

	Sarkar S 2021
	Adverse outcomes
	Ching 2019
	Adverse outcomes

	Ullah W 2020
	Adverse outcomes
	Espiritu 2019
	Adverse outcomes

	Jeong SH 2022
	Adverse outcomes
	Yang 2019
	Long-term outcome

	Kogan M 2021
	Adverse outcomes
	Kang 2019
	Adverse outcomes

	Li YH 2020
	Adverse outcomes
	GIANNARINI G 2019
	Adverse outcomes

	Guan YM 2020
	Long-term outcome
	Li ZY 2019
	Adverse outcomes

	Gao RR 2020
	Adverse outcomes
	Mudhune G 2019
	Adverse outcomes

	Zhu ZP 2020
	Adverse outcomes
	Yan BL 2019
	Adverse outcomes

	Kale-Pradhan PB 2020
	Adverse outcomes
	Nazarpour S 2019
	Adverse outcomes

	Lenger SM 2020
	Adverse outcomes
	Wang GQ 2019
	Generalization

	Desai M 2020
	Long-term outcome
	Liu M 2019
	Adverse outcomes

	Cui 2020
	Long-term outcome
	Sun XD 2020
	Adverse outcomes

	Wu ZX 2020
	Long-term outcome
	He L 2019
	Adverse outcomes

	Hong K 2021
	Others
	Bi LW 2019
	Adverse outcomes

	Alkhatib N 2020
	Others
	Kim SL 2019
	Adverse outcomes

	Ochen Y 2020
	Long-term outcome
	Zhang Z 2020
	Adverse outcomes

	Lu WJ 2020
	Adverse outcomes
	Yu Q 2021
	Adverse outcomes

	Bryan J.M 2020
	Adverse outcomes
	Sun J 2020
	Long-term outcome

	Kanellopoulou A 2021
	Adverse outcomes
	Suarez S 2020
	[bookmark: RANGE!B155]Others



[bookmark: OLE_LINK87]Table S3. Description of Intervention/Exposure (I/E) and Outcome (O), tools used to assess the risk of bias, and evidence grading system for all included studies.
	Included studies
	Clinical topic
	Risk of bias Tool
	Evidence grading system

	
	Intervention/Exposure
	[bookmark: OLE_LINK85]Intervention/Exposure type
	Outcome
	Outcome type
	RCT
	NRSI
	

	Ai F 2022
	EGFR-TKI
	Pharmacological
	Disease-free survival
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Alipanah N 2018
	Any intervention
	Others
	Treatment success
	NA
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Alkhatib N 2020
	Prothrombin complex concentrate
	Pharmacological
	Blood cell transfusion
	NA
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Almuwallad A 2021
	Immunotherapy
	Pharmacological
	Response rate
	NA
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Archibugi L 2019
	Antidepressant therapy
	Pharmacological
	Symptom remission
	Symptoms/Quality of life/Functional status
	Cochrane RoB/RoB2
	JBI
	No

	Arocutipa CD 2021
	Hydroxychloroquine/chloroquine
	Pharmacological
	QTc prolongation
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Beks R B 2019
	Immunotherapy
	Pharmacological
	Melanoma
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Bai X 2021
	Immunotherapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Bai Z 2021
	Hormone therapy
	Pharmacological
	Pessary-related complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Bausch K 2021
	Antisecretory therapy
	Pharmacological
	Gastrointestinal bleeding
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Becerra-Tomas N 2020
	[bookmark: RANGE!B12]P2Y12 inhibitors
	Pharmacological
	Mortality
	Mortality
	Jadad
	NOS
	No

	Beran A 2022
	Cataract surgery
	[bookmark: RANGE!C13]Surgery
	Endophthalmitis
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Bi L W 2019
	Vitamin C
	Others
	Mortality
	Mortality
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Bitterman R 2018
	Antiretroviral therapy
	[bookmark: RANGE!C15]Pharmacological
	Retention in care
	NA
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Bose G 2021
	Anesthesia
	Pharmacological
	Infections
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Brown LC 2022
	Surgery
	Surgery
	Failure rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Bryan 2020
	Rituximab
	Pharmacological
	Remission rate
	NA
	Cochrane RoB/RoB2
	NOS
	GRADE

	Bu N 2019
	Anti-platelet therapy
	Pharmacological
	Adverse events
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Cao X 2020
	Surgery
	Surgery
	Infections
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Cha YH 2020
	Anaesthetic
	Pharmacological
	Failure rate
	NA
	Cochrane RoB/RoB2
	MINORS
	No

	Chang YJ 2021
	Immunotherapy
	Pharmacological
	Remission
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Chang YM 2021
	Piezosurgery
	Surgery
	Sensory disturbance
	Morbidity
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Chen J 2021
	Surgery
	Surgery
	Femoral head necrosis rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Cheng QH 2021
	Thrombolytic therapy
	Pharmacological
	Neurological function
	NA
	Jadad
	NOS
	No

	Cheng W 2022
	Surgery
	Surgery
	Cardiovascular mortality
	Mortality
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Ching C 2019
	Surgery
	Surgery
	Anastomotic leakage
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Chiu HT 2022
	Neurotrophic therapy
	Pharmacological
	Peripheral neuropathy
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Chudner A 2019
	Anti-platelet therapy
	Pharmacological
	Bleeding
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Cui R 2022
	Proton pump inhibitors
	Pharmacological
	Dementia
	NA
	MINORS
	MINORS
	No

	Cui 2020
	Surgery
	Surgery
	Anastomotic leakage
	Morbidity
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Dai W 2022
	Cardiac implantable electronic device
	Medical device
	Pneumothorax
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Daou 2021
	Tenodesis
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Demetriou G 2022
	Surgery
	Surgery
	Failure rate
	NA
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Desai M 2020
	Immunotherapy
	Pharmacological
	Response rate
	Morbidity
	Other
	NOS
	No

	Dickman MM 2022
	Anticoagulant drug
	Pharmacological
	Deep vein thrombosis
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Eke AC 2019
	Cataract surgery 
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Eshun-Wilson 2021
	Antiretroviral therapy
	Pharmacological
	Risk of gestational diabetes mellitus 
	Morbidity
	JBI
	JBI
	No

	Espiritu A 2019
	Fluid management
	Others
	Readmission rate
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Fei Q 2021
	Immunotherapy
	Pharmacological
	Remission
	NA
	Cochrane RoB/RoB2
	NOS
	GRADE

	Flannery AH 2020
	Acellular dermis
	Medical device
	Complications
	Morbidity
	Jadad
	NOS
	No

	Flores S 2019
	Conservative Management
	Others
	Complications rate
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Fu J 2018
	Vaccine
	Pharmacological
	Adverse events
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Fujii T 2021
	Antifibrotics
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	MINORS
	No

	Gao R 2020
	Surgery
	Surgery
	Bile leak
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Giannarini G 2019
	Opioid agonist treatment
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Gong L 2021
	Vasopressin
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Gong L 2021
	Surgery(Fundoplication)
	Surgery
	Regression
	Symptoms/Quality of life/Functional status
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Gong L 2020
	Antiviral therapy
	Pharmacological
	Complication rate
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Gong M 2019
	Hemoperfusion and Hemodialysis
	Others
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Guan Y 2020
	Vaccine
	Pharmacological
	Vaccine protection
	Symptoms/Quality of life/Functional status
	Cochrane RoB/RoB2
	NOS
	No

	Guo Y 2021
	Antiepileptic therapy
	Pharmacological
	Seizure recurrence
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Hagrass AI 2022
	Gastric lavage
	Medical device
	Feeding intolerance
	Symptoms/Quality of life/Functional status
	Cochrane RoB/RoB2
	NOS
	No

	Hajibandeh S 2020
	Anticoagulant and antiplatelet therapy
	Pharmacological
	Adverse events
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Hajibandeh S 2020
	Chemoradiotherapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	AHRQ

	Han J 2022
	Surgery
	Surgery
	Recurrence rate
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Hariyanto TI 2021
	Antimalarial treatment
	Pharmacological
	QTc prolongation
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Hartog F 2022
	Antibiotic therapy
	Pharmacological
	Recurrence rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Hayes K 2022
	Dinoprostone
	Pharmacological
	Incidence of cesarean delivery
	NA
	Cochrane RoB/RoB2
	None
	GRADE

	He L 2019
	Hormone therapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	He R 2022
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Henderson JT 2020
	Surgery
	Surgery
	Complete stone removal
	Surrogate outcome
	Jadad
	NOS
	GRADE

	Hollmann C 2018
	Surgery
	Surgery
	Fusion rate
	NA
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	GRADE

	Hong K 2021
	Colchicine
	Pharmacological
	in-hospital outcome
	NA
	Jadad
	NOS
	No

	Htay H 2020
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Hu Y 2019
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Huang H 2021
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Huang J 2019
	Anticoagulant therapy
	Pharmacological
	Transfusion
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Huang Y 2021
	Anticoagulant therapy
	Pharmacological
	Mortality
	Mortality
	Jadad
	NOS
	No

	Ironside N 2018
	Anticoagulant therapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	James DL 2021
	Blood purification therapy
	Others
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Jeong SH 2022
	Palliative Care
	Others
	Mortality
	Mortality
	Jadad
	NOS
	No

	Kale-Pradhan PB 2020
	Seprafilm
	Medical device
	Small bowel obstruction
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Kanellopoulou A 2021
	Surgery
	Surgery
	Postoperative morbidity
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Kang H 2019
	Surgery
	Surgery
	Succesful rate
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Khandkar C 2019
	Bundle interventions
	Others
	Delirium
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Kim SI 2019
	Antibiotics
	Pharmacological
	Corneal haze
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Kirkland SW 2021
	Peritoneal dialysis
	Others
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Kogan 2021
	vitamin D 
	Pharmacological
	recurrences of benign paroxysmal positional vertigo
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Kokotovic D 2021
	Antibiotics
	[bookmark: RANGE!C80]Pharmacological
	Infections
	Morbidity
	Cochrane RoB/RoB2
	JBI
	No

	Kunkel ST 2018
	Antiviral therapy
	Pharmacological
	Clinical improvement
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Kurlander J 2022
	Surgery
	Surgery
	Fibula alignment
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Lan SH 2020
	Renin-angiotensinsystem
	Pharmacological
	Atrial fibrillation
	Morbidity
	Jadad
	NOS
	No

	Le Tourneau N 2022
	Surgery
	Surgery
	Dislocation rate
	NA
	Other
	ROBINS-I
	GRADE

	Lee SR 2019
	Hormone therapy
	Pharmacological
	Mortality
	Mortality
	Other
	None
	No

	Lenger SM 2020
	Biological dressings
	Medical device
	Infections
	Morbidity
	Oxford quality scoring system 
	NOS
	No

	Lenza M 2019
	Anticoagulant therapy
	Pharmacological
	Mortality
	Mortality
	Other
	NOS
	No

	Leone MA 2021
	Operated ventilation devices
	Medical device
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Lewis SR 2019
	Anticoagulant therapy
	Pharmacological
	Deep vein thrombosis
	Morbidity
	Other
	None
	No

	Li H 2018
	Metformin
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Li M 2019
	Polyglycolic acid mesh
	Medical device
	Pancreatic ﬁstula
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Li X 2018
	Behavior intervention
	Others
	Infections
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Li YH 2020
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Li Z 2018
	Chinese herbal medicine
	Pharmacological
	Clinical effectiveness
	NA
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Li Z 2019
	Selenium
	Others
	Cardiovascular disease
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Lin H 2019
	Convalescent plasma therapy
	Others
	Mortality
	Mortality
	MINORS
	MINORS
	No

	Lin Y 2020
	Anti-platelet therapy
	Pharmacological
	Adverse cardiovascular events
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Liu C 2018
	Vitamin D supplement
	Others
	Recurrence rate
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Liu J 2022
	Enteral nutrition
	Others
	Complications
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Liu M 2019
	Surgery
	Surgery
	Fractures
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Liu QS 2020
	Cardiac assist 
	Surgery
	Return of spontaneous circulation 
	Morbidity
	Jadad
	NOS
	No

	Liu X 2018
	Surgery
	Surgery
	Mortality
	Mortality
	Jadad
	NOS
	No

	Liu Z 2021
	Antibiotics
	Pharmacological
	Succesful rate
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Low ZX 2019
	Hhormonotherapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Lu W 2020
	Surgery
	Surgery
	Morbidity
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Luni FK 2018
	Antibiotics
	Pharmacological
	Failure rate
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Luo X 2021
	Radical surgery
	Surgery
	Overall survival
	Mortality
	Jadad
	ROBINS-I
	No

	Luo X 2021
	D-Mannose
	Pharmacological
	Infections
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Ma GG 2019
	Proton pump inhibitors
	Pharmacological
	Dementia
	NA
	MINORS
	MINORS
	No

	Magill HHP  2019
	Surgery
	Surgery
	Succesful rate
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Malladi S 2021
	Surgery
	Surgery
	Satisfaction rate
	NA
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Mao X 2019
	Education
	Others
	Physical health
	NA
	MINORS
	MINORS
	No

	Martin 2020
	Platelet-rich plasma
	Others
	Function
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Masarwy R 2021
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Mashar M 2019
	Surgery
	Surgery
	Acute kidney injury
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Mathias S 2022
	Rituximab
	Pharmacological
	Remission
	NA
	Cochrane RoB/RoB2
	NOS
	No

	McDonagh M 2021
	conservative treatment
	Others
	Remission
	NA
	Cochrane RoB/RoB2
	JBI
	No

	McGuire C 2022
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Mei H 2019
	Vonoprazan
	Pharmacological
	Ulcer healing
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Monti S 2021
	Hormonotherapy
	Pharmacological
	Implantation rate
	NA
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Mu Y 2021
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Mudhune GH 2019
	Antibiotics
	Pharmacological
	Succesful rate
	NA
	Jadad
	NOS
	No

	Nazarpour S 2019
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Nguyen HS 2022
	Intravenous immunoglobulin
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Nunes MC  2018
	Diathermy
	Others
	Infections
	Morbidity
	None
	None
	GRADE

	O'Connor E 2019
	Antithrombotic therapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Ochen Y 2019
	Enhanced recovery after surgery
	Others
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Ochen Y 2020
	Anticoagulant therapy
	Pharmacological
	Recurrence rate
	NA
	Other
	NOS
	No

	Ohlsson A 2020
	Surgery
	Surgery
	Infections
	Morbidity
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Osborn DA  2018
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	EPPP
	No

	Owattanapanich N 2018
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Palla MBA 2019
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Patlolla SH 2022
	[bookmark: RANGE!B133]Negative pressure wound therapy
	Others
	Infections
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Peng CC 2021
	Education
	Others
	Low back pain
	Symptoms/Quality of life/Functional status
	Jadad
	NOS
	No

	Peng J 2021
	Adenosine
	Pharmacological
	Recurrence rate
	Morbidity
	Other
	Downs and Black checklist 
	No

	Pergialiotis V 2019
	Antihypertensive therapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	GRADE

	Petnak T 2021
	Surgery
	Surgery
	Mortality
	Mortality
	Other
	NOS
	No

	Pettenuzzo T 2019
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Podda M 2019
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Prakash A 2020
	Hormonotherapy
	Pharmacological
	Venous thromboembolism
	Morbidity
	Jadad
	NOS
	No

	Qiu JL 2018
	Self-administered therapy
	Others
	Succesful rate
	NA
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Rahman SLB 2020
	Folic acid supplementation
	Others
	Preeclampsia
	NA
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Rehman SHS 2019
	Biological dressings
	Medical device
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Ren YM 2019
	Surgery
	Surgery
	Asthma
	NA
	Cochrane RoB/RoB2
	NOS
	GRADE

	Roeckner JT 2020
	Surgery
	Surgery
	Implantation accuracy
	Surrogate outcome
	Cochrane RoB/RoB2
	None
	OCEBM

	Rollins KE 2019
	Surgery
	Surgery
	Infections
	Morbidity
	Jadad
	NOS
	No

	Rovinski D 2018
	Elective colorectal surgery
	Others
	Surgical Site Infection 
	Morbidity
	Cochrane RoB/RoB2
	MINORS
	No

	Saleem S 2021
	Ursodeoxycholic acid and glucocorticoid
	Pharmacological
	Jaundice
	Surrogate outcome
	Cochrane RoB/RoB2
	NOS
	No

	Salzwedel A 2020
	Hemostatic therapy
	Pharmacological
	Transfusion
	NA
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Sanders AP 2019
	Pharmacoinvasive therapy
	Pharmacological
	Mortality
	Mortality
	Jadad
	NOS
	No

	Santo T 2021
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Sarkar S 2021
	Hormonotherapy
	Pharmacological
	Junctional ectopic tachycardia
	Morbidity
	Other
	None
	No

	Schack A 2019
	Surgery
	Surgery
	Anastomotic leakage
	Morbidity
	MINORS
	MINORS
	No

	Shah K 2021
	Hormonotherapy
	Pharmacological
	[bookmark: RANGE!D154]Resumption of menstruation
	NA
	Cochrane RoB/RoB2
	MINORS
	No

	Shen SY 2018
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Shi Y 2018
	Surgery
	Surgery
	Adverse events
	Morbidity
	Cochrane RoB/RoB2
	MINORS
	No

	Shi YQ 2020
	Statin
	Pharmacological
	Pancreatic cancer
	Morbidity
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	GRADE

	Shiri RCD 2018
	Hemostatic therapy
	Pharmacological
	Transfusion
	NA
	Jadad
	NOS
	No

	Siddiqi A 2019
	Surgery
	Surgery
	Allergic disease
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Siddiqi TJ 2018
	Surgery
	Surgery
	Incompleteness of mesorectum
	Morbidity
	Jadad
	NOS
	GRADE

	Singh PKM 2021
	Radiotherapy
	Pharmacological
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Smith JA 2021
	Surgery
	Surgery
	Nonunion rate
	NA
	Jadad
	NOS
	No

	Sofiyeva N 2019
	Anal fistula plug
	Medical device
	Healing rate
	NA
	Cochrane RoB/RoB2
	None
	No

	Su G 2019
	Surgery
	Surgery
	Mortality
	Mortality
	MINORS
	MINORS
	No

	Suarez S 2020
	Surgery
	Surgery
	Infections
	Morbidity
	Other
	NOS
	No

	Sun J 2020
	Surgery
	Surgery
	Ablation rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Sun X 2020
	Surgery
	Surgery
	Transfusion
	NA
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	GRADE

	Sun ZW 2021
	Surgery
	Surgery
	Failure rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Syn NL 2019
	Surgery
	Surgery
	Intraabdominal abscess
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Tan W 2019
	Surgery
	Surgery
	Cardiovascular disease
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Tang  2021
	End‑to‑side anastomosis
	Surgery
	Succesful rate 
	NA
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Tian F 2018
	Surgery
	Surgery
	Ablation rate
	NA
	Other
	None
	No

	Tran A 2022
	Surgery
	Surgery
	Anastomotic leakage
	Morbidity
	Other
	ROBINS-I
	No

	Trongtorsak A 2021
	Antibiotics
	Pharmacological
	Succesful rate
	NA
	Cochrane RoB/RoB2
	NOS
	OCEBM

	Ullah W 2020
	Surgery
	Surgery
	Infections
	Morbidity
	Other
	None
	No

	[bookmark: OLE_LINK2]van de Wall 2020
	Operative treatment
	Surgery
	Nonunion rate 
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Visioni A 2018
	Surgery
	Surgery
	Morbidity
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Volovici V 2019
	Health system interventions
	Medical device
	Depression
	NA
	Cochrane RoB/RoB2
	ACROBAT-NRSI
	No

	Wada-SY 2019
	Antiviral therapy
	Pharmacological
	Infections
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Wan J 2019
	Surgery
	Surgery
	Pregnancy rate
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Wang F 2018
	Surgery
	Surgery
	Myocardial ischaemic 
	NA
	Cochrane RoB/RoB2
	MINORS
	No

	Wang FG 2018
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Wang G 2019
	Surgery
	Surgery
	Intraabdominal abscess
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Wang J 2020
	Surgery
	Surgery
	Benign biliary stricture resolution
	NA
	Cochrane RoB/RoB2
	None
	No

	Wang Q 2021
	Intravenous iron
	Others
	Transfusion
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Wang Q 2021
	Colchicine
	Pharmacological
	Stroke
	Morbidity
	Cochrane RoB/RoB2
	Individual
	GRADE

	Wang Z 2019
	Surgery
	Surgery
	Need for revision surgery
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Wilson H 2022
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Wilson HA 2019
	Metallic stent
	Medical device
	Succesful rate
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Wolfhagen N 2022
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Wu S 2021
	Antibiotics
	Pharmacological
	Effectiveness
	Morbidity
	Other
	Cochrane RoB/RoB2
	No

	Wu ZX 2020
	Surgery
	Surgery
	Infections
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE

	Wusiman P 2019
	Surgery
	Surgery
	Mortality
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Xie Y 2021
	Surgery
	Surgery
	Re-tear rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Xu S 2021
	Hormonotherapy
	Pharmacological
	Gestational diabetes mellitus
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	No

	Yan BL 2019
	Central nervous system stimulants
	Pharmacological
	Adverse events
	Morbidity
	Jadad
	None
	No

	Yan JF 2019
	Immunosuppressor
	Pharmacological
	Adverse events
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Yan MK 2022
	Drug-coated balloons
	Medical device
	Adverse cardiovascular events
	Morbidity
	Other
	NOS
	No

	Yang JQ 2019
	Potassium-competitive acid blockers
	Pharmacological
	Healing rate
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Yang Q 2019
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	None
	OCEBM

	Yang X 2019
	Surgery
	Surgery
	Complications
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Yang F 2019
	Anticoagulant
	Pharmacological
	Adverse cardiovascular events
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Yang M 2019
	Surgery
	Surgery
	Redislocation
	Morbidity
	Jadad
	NOS
	GRADE

	Yang T 2018
	Hormonotherapy
	Pharmacological
	Recurrence rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	GRADE

	Ye Q 2020
	Surgery
	Surgery
	Morbidity
	Morbidity
	Jadad
	MINORS
	No

	Yu L 2018
	Surgery
	Surgery
	Postoperative enterocolitis
	Morbidity
	Jadad
	NOS
	No

	Yu Q 2021
	Surgery
	Surgery
	Delirium
	Morbidity
	Other
	NOS
	No

	Yuan Y 2018
	Levothyroxine
	Pharmacological
	Pregnancy loss
	Morbidity
	Other
	NOS
	No

	Zhang G 2021
	Anaesthesia
	Pharmacological
	Intraoperative awareness
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Zhang S 2021
	Antibiotics
	Pharmacological
	Achievement of therapeutic concentration
	Surrogate outcome
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	GRADE

	Zhang X 2019
	Surgery
	Surgery
	Return of spontaneous circulation
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Zhang J 2019
	Levothyroxine
	Pharmacological
	Miscarriage rate
	Morbidity
	Cochrane RoB/RoB2
	Cochrane RoB/RoB2
	No

	Zhang W 2020
	Surgery
	Surgery
	Anastomotic leakage
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Zhang Z 2020
	Surgery
	Surgery
	Infections
	Morbidity
	Cochrane RoB/RoB2
	MINORS
	No

	Zhao Y 2021
	Peritoneal irrigation
	Others
	Intraabdominal abscess
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Zhao XH 2018
	Surgery
	Surgery
	Disease-free survival
	Mortality
	Cochrane RoB/RoB2
	NOS
	No

	Zhao J 2020
	Sulfonylurea
	Pharmacological
	Fractures
	Morbidity
	Other
	NOS
	No

	Zhu C 2019
	Surgery
	Surgery
	Bleeding
	NA
	Cochrane RoB/RoB2
	NOS
	No

	Zhu Y 2021
	Surgery
	Surgery
	Satisfaction rate
	NA
	Cochrane RoB/RoB2
	MINORS
	No

	Zhu Z 2020
	Surgery
	Surgery
	Recurrence rate
	Morbidity
	Cochrane RoB/RoB2
	NOS
	No

	Zisis G 2021
	Surgery
	Surgery
	Postpartum hemorrhage
	Morbidity
	Cochrane RoB/RoB2
	ROBINS-I
	GRADE


[bookmark: OLE_LINK89][bookmark: OLE_LINK12][bookmark: OLE_LINK20][bookmark: OLE_LINK31][bookmark: OLE_LINK37]NA=Not available; NR=Not reported; GRADE=Grading of Recommendations, Assessment, Development, and Evaluations; AHRQ=Agency for Healthcare Research and Quality; OCEBM=Oxford Centre for Evidence-Based Medicine. AHRQ= Agency for Healthcare Research and Quality, JBI=Joanna Briggs Institute, NOS=Newcastle Ottawa Scale, MINORS=Methodological index for non‐randomized studies, ACROBAT-NRSI=A Cochrane Risk Of Bias Assessment Tool for Non-Randomized Studies, EPHPP=Effective Public Health Practice Project, ROBINS-I=Risk Of Bias In Non-randomised Studies of Interventions. Individual tools refer to tools that the authors themselves have formulated. 

[bookmark: OLE_LINK5][bookmark: OLE_LINK4]Table S4. Consistency of effect estimates and direction between RCTs and NRSIs
	Included studies
	Effect estimates of RCTs
	Effect estimates of NRSIs
	Qualitative consistency of RCTs and NRSIs
	Quantitative consistency of RCTs and NRSIs

	Cui R 2022
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Hayes K 2022
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	He RZ 2022
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Important difference

	Brown LC 2022
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Yan MK 2022
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Hagrass AI 2022
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Ai F 2022
	Decreased, significantly
	Decreased, but not significantly
	Qualitatively disagree
	Important difference

	Kurlander JE 2022
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Patlolla SH 2022
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Dickman MM 2022
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Beran A 2022
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Le Tourneau N 2022
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Wolfhagen N 2022
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Hartog F 2022
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Han J 2022
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Malladi S 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Liu ZR 2021
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Chang YJ 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Gong LF 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	McGuire C 2022
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Cheng QH 2021
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Liu JT 2022
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Saleem S 2021
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Mu Y 2021
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Wu SY 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Chu HT 2022
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Important difference

	Fujii T 2021
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Trongtorsak A 2021
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Dai WL 2022
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Masarwy R 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Xie Y 2021
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Tran A 2022
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Mathias S 2022
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Zisis G 2021
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Gong LF 2021
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Xu S 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Smith JA 2021
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Nguyen HS 2022
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Petnak T 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Demetriou G 2022
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Santo T 2021
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Eshun-Wilson I 2021
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Wilson H 2022
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Huang HJ 2021
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Cheng WD 2022
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Sun ZW 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Leone M A 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Singh P 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Wang Q 2021
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Fei Q 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	James D L 2021
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Arocutipa C D 2021
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Important difference

	Monti S 2021
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	McDonagh M 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Shah K 2021
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Huang 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Wang 2021
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Bai 2021
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Hariyanto 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Bai 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Chen 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Daou 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Almuwallad 2021
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Bose 2021
	Nonsignificant
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Zhang 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Kirkland 2021
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Guo 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Wang 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Tang 2021
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Zhang 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Chang 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Htay 2020
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Bausch 2021
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Prakash A 2020
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Gong Lifeng 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Peng J 2021
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Zhao JQ 2020
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Cha YH 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Peng CC 2021
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Rahman S 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Zhu Y 2021
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Kokotovic D 2021
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Wæver D 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Shi YQ 2020
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Zhang W 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Henderson JT 2020
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Ye QJ 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Luo XF 2021
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Kuria A 2021
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Sarkar S 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Ullah W 2022
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Jeong SH 2021
	Decreased, significantly
	Decreased, but not significantly
	Qualitatively disagree
	Important difference

	Kogan M 2020
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Li YH 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Hajibandeh S 2020
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Guan YM 2020
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Gao RR 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Zhu ZP 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Kale-Pradhan PB 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Lenger SM 2020
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Desai M 2020
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Cui 2020
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Wu ZX 2021
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Hong K 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Alkhatib N 2020
	Increased, significantly
	Increased, but not significantly
	Qualitatively disagree
	Important difference

	Ochen Y 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Flannery 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Lu WJ 2020
	Increased, significantly
	Increased, but not significantly
	Qualitatively disagree
	Important difference

	Bryan J.M 2020
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Important difference

	Kanellopoulou A 2021
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Martin，Yi Zhou 2020
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Cao X 2020
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Salzwedel A 2020
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Lan SH 2020
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Lin Y 2020
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Ohlsson A, 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Hajibandeh S 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Yang M 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Palla M 2019
	Increased, significantly
	Increased, but not significantly
	Qualitatively disagree
	Important difference

	Visioni A 2018
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Nunes MC 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Kunkel ST 2018
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Shi Y 2018
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Liu X 2018
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Yu L 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Shiri R 2018
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Luni FK 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Hollmann C 2018
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Bitterman R 2018
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Li Z 2018
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Ironside N 2018
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Huang J 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Rovinski D 2018
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Alipanah N 2018
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Liu C 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Ma JJ 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Shen SY 2018
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Fu J 2018
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Su G 2019
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Yang T 2018
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Yuan Y 2018
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Qiu JL 2018
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Wang 2018
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Siddiqi 2018
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Volovici 2019
	Decreased, significantly
	Decreased, but not significantly
	Qualitatively disagree
	Important difference

	Li 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Wang 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Sofiyeva 2019
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	B. Beks 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Tian 2018
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Archibugi 2019
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Gong 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Osborn 2018
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Zhang 2019
	Nonsignificant
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Zhao 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Li 2018
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Lin 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Owattanapanich 2018
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Rollins 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Ochen 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Rehman 2019
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Important difference

	Sanders 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Lenza 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Becerra-Tomás 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Tan 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Yang 2019
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Podda 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Bu 2019
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Eke 2019
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Important difference

	Chudner 2019
	Decreased, significantly
	Decreased, but not significantly
	Qualitatively disagree
	Important difference

	O’Connor 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Wada‐Shimosato 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Wan 2019
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Mao 2019
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Wilson 2019
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Wang 2019
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Low 2019
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Yang 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Schack 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Khandkar 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Magill 2019
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Important difference

	Pettenuzzo 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Hu 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Mashar 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Flores 2019
	Decreased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Important difference

	Siddiqi 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Wusiman 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Syn 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Ren 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Li 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Pergialiotis 2019
	Increased, but not significantly
	Increased, significantly
	Qualitatively disagree
	Not important difference

	Ching 2019
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Espiritu 2019
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Yang 2019
	Increased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Kang 2019
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	GIANNARINI G 2019
	Increased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Li ZY 2019
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Not important difference

	Lee SR 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Yang F 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	Mudhune G 2019
	Increased, significantly
	Increased, but not significantly
	Qualitatively disagree
	Important difference

	Yan JF 2019
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Not important difference

	Yan BL 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference

	Zhu C 2019
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Nazarpour S 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Wang GQ 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Lewis SR 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Important difference

	Mei HK 2019
	Increased, significantly
	Increased, significantly
	Qualitatively agree
	Important difference

	Liu M 2019
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Sun XD 2020
	Decreased, but not significantly
	Decreased, but not significantly
	Qualitatively agree
	Important difference

	He L 2019
	Increased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Zhang J 2019
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Not important difference

	Bi LW 2019
	Decreased, but not significantly
	Increased, but not significantly
	Qualitatively agree
	Not important difference

	Kim SL 2019
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Zhang Z 2020
	Decreased, significantly
	Increased, but not significantly
	Qualitatively disagree
	Important difference

	Yu Q 2021
	Nonsignificant
	Increased, but not significantly
	Qualitatively agree
	Important difference

	Sun J 2020
	Decreased, significantly
	Decreased, significantly
	Qualitatively agree
	Not important difference

	Liang X 2020
	Decreased, but not significantly
	Decreased, significantly
	Qualitatively disagree
	Important difference






Table S5. Impact of combining RCTs and NRSls on estimates
	
	Effect estimates of RCTs
	

	Effect estimates of pooled NRSIs and RCTs
	Increased, significantly
	Decreased, significantly
	Increased, not significantly
	Decreased, not significantly
	OR=1, not significantly

	Increased, significantly
	17
	0
	16
	1
	0

	Decreased, significantly
	0
	38
	8
	44
	0

	Increased, not significantly
	4
	1
	17
	20
	1

	Decreased, not significantly
	0
	4
	10
	34
	2



