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Table S1. Free-text search term used for this study
	#1
	#2
	#3
	#4

	ethic* consideration* OR ethic* issue* OR ethic* concern*
	clinical trial* OR clinical stud* OR clinical research* OR clinical intervention*
	low-and-middle income countr* OR LMIC*
	systematic review* OR review, systematic



Table S2. Excluded publications and reason for exclusion (after independent panel review)
	Author
	Title
	Reason for exclusion

	Davidson et al.1
	Access to preventive sexual and reproductive health care for women from refugee-like backgrounds: a systematic review
	This review does not focus on ethical concern in clinical trials, but on the access toward healthcare system among LMICs.

	MacDonald et al.2 
	Ethical Aspects of Involving Children and Adolescents In HIV Research: A Systematic Review of The Empiric Literature
	Although it discusses the ethical aspect of children’s involvement in clinical trials, but it is a poster presentation. It also does not explicitly discuss on which LMICs were included.

	Cook et al.3 
	Patient and public involvement in health research in low and middle-income countries: a systematic review
	This review narrates on the community engagement in health research (such as community-based participatory research) and how patient and public involvement could impact clinical trials.

	Alsulami et al.4 
	Medication errors in the Middle East countries: a systematic review of the literature
	The review mainly discusses medication error, transcribing error, and prescribing error; as well as identifying the contributing factors of medication error. 

	Milner et al.5 
	Mechanisms of brief contact interventions in clinical populations: a systematic review
	The review is not ethics-related and discusses on the follow-up care of patients in preventing suicide and self-harm.

	Day et al.6 
	Stakeholder engagement to inform HIV clinical trials: a systematic review of the evidence
	This review does not focus on ethics consideration in HIV clinical trials, but on stakeholder’s role and engagement strategy in each clinical trial stage. 

	Johnson et al.7 
	Risks of phase I research with healthy participants: a systematic review
	This paper does not talk about ethical issues in clinical trial phase 1. It focuses on reported probability of AE and SAE, the risk of AE toward phase 1 participants.  

	Lawrence et al.8 
	Equity in clinical trials for HIV-associated cryptococcal meningitis: A systematic review of global representation and inclusion of patients and researchers
	This review does not focus on ethical concern but discusses characteristics of patient recruited (equity in gender participation). It also discusses on equity about authorship and author’s origin.

	Browne et al.9
	The willingness to participate in biomedical research involving human beings in low‐and middle‐income countries: a systematic review
	This review does include LMICs, but it discusses on the reason and people’s willingness of participation into clinical trials.

	Soll et al.10 
	Improving assent in health research: a rapid systematic review
	Brazil is no longer classified as LMIC by the World Bank. This review focuses on improving comprehension of child assent and suggesting on practical strategy as well.



 
Table S3: Quality assessment of the included articles using AMSTAR 2

	AMSTAR 2/ Article
	Beeler et al.11
	Raciti et al.12
	De Pretto-Lazarova et al.13
	Patterson et al.14
	Tam et al.15
	Cohen et al.16
	Fitzpatrick et al.17
	Paramasivan et al.18

	PICO components
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Reporting methods and justification of deviations
	No

	Partial yes
	No
	No
	Partial yes
	No
	Partial yes
	Yes

	Inclusion criteria
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Search strategy
	Partial yes
	Partial yes
	Partial yes
	Partial yes
	Partial yes
	Partial yes
	Yes
	Partial yes

	Duplicate review of study selection
	No
	Yes
	Yes
	Yes
	Yes
	No
	No
	Yes

	Duplicate data extraction
	No
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes

	Exclusion and justification of studies
	Partial yes
	Yes
	Partial yes
	No
	Partial yes
	No
	Partial yes
	Partial yes

	Describing included studies
	Partial yes
	Partial yes
	Partial yes
	Partial yes
	Yes 
	Partial yes
	Partial yes
	Partial yes 

	Assessing risk of bias (RoB)
	No for RCTs, Partial yes for NRSI

	Partial yes for both RCTs and NRSI
	No, includes only NRSI
	No, includes only RCTs
	Yes for RCTs, Partial yes for NRSI

	No, includes only RCTs
	Yes for RCTs,
No for NRSI
	Partial yes for RCTs, No for NRSI


	Source of funding
	No
	Yes
	No
	Yes
	No
	Yes
	Yes
	Yes

	Justification of meta-analysis (if performed)
	No meta-analysis conducted for both RCTs and NRSI

	No meta-analysis conducted for both RCTs and NRSI
	No meta-analysis conducted for both RCTs and NRSI
	Yes for RCTs,
No meta-analysis conducted for NRSI

	Yes for RCTs, No meta-analysis conducted for NRSI
	No for RCTs, No meta-analysis conducted for NRSI
	No meta-analysis conducted for both RCTs and NRSI

	No meta-analysis conducted for both RCTs and NRSI

	Impact of RoB on meta-analysis (if performed)
	No meta-analysis conducted

	No meta-analysis conducted
	No meta-analysis conducted
	No meta-analysis conducted

	No
	No
	No meta-analysis conducted

	No meta-analysis conducted

	Author’s RoB on discussion
	Yes
	Yes
	No
	
	No
	No
	Yes
	Yes

	Discussion of heterogeneity observed
	No
	Yes
	Yes
	
	Yes
	No
	No
	No

	Potential publication bias
	No meta-analysis conducted

	No meta-analysis conducted
	No meta-analysis conducted
	
	Yes 
	No 
	No meta-analysis conducted

	No meta-analysis conducted

	Potential conflict of interest (COI)/ funding 
	Yes
	Yes
	Yes
	
	Yes
	No
	Yes
	Yes


PICO: population, intervention, control, and outcomes; RCTs: randomized controlled clinical trials; NRSI: non-randomized studies of intervention
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