Quality assessment
Randomised control trials 
All randomised control trials identified in the SR were reported as having a moderate overall risk of bias at the study level. The study by Kim et al. 2017, was reported as a conference abstract only and as a result it was difficult to adequately assess the risk of bias due to the limited reporting.
Non-randomised control trials
In all non-randomised controlled trials included in the review, participants were somewhat likely to be representative of target population. Among 45 studies, 19 were controlled and 26 were uncontrolled studies. In all studies the control of confounders was not described. None of the studies were blinded, as 24 were open-label, three were retrospective, and blinding was not reported for the remaining 18 studies. Data collection tools were reported to have evidence for validity by all studies. Withdrawals and drop-outs were reported in 15 studies; seven studies were retrospective studies (no withdrawals), and in the remaining 23 studies withdrawals were not reported. Overall, 43 studies were graded as weak quality (>1 "weak rating") and two studies were rated moderate quality (one "weak rating")
Supplementary Table 6:  Quality assessment of randomised controlled trials
	Study question
	Aviles 2015
	Duvic 2001
	Olsen 2001
	Prince 2010
	Prince 2017
	Kim 2017

	
	Yes/No/
Unclear
	Justification
	Yes/No/
Unclear
	Justification
	Yes/No/
Unclear
	Justification
	Yes/No/
Unclear
	Justification
	Yes/No/
Unclear
	Justification
	Yes/No/
Unclear
	Justification

	Was randomisation carried out appropriately?
	Unclear
	Method for randomisation not reported
	Unclear
	Method for randomisation not reported
	Unclear
	Method for randomisation not reported
	Unclear
	Method for randomisation not reported
	Yes
	Patients were randomly assigned by interactive voice and web response system
	Unclear
	Conference abstract; limited information provided

	Was the concealment of treatment allocation adequate?
	Unclear
	Allocation concealment not reported
	Unclear
	Allocation concealment not reported
	Unclear
	Allocation concealment not reported
	Unclear
	Allocation concealment not reported
	Unclear
	Allocation concealment not reported
	Unclear
	Conference abstract; limited information provided

	Were the groups similar at the outset of the study in terms of prognostic factors?
	Yes
	No significant difference in baseline characteristics between treatment arms
	Yes
	No significant difference in baseline characteristics between treatment arms
	Yes
	No significant difference in baseline characteristics between treatment arms
	Yes
	No significant difference in baseline characteristics between treatment arms
	Yes
	No significant difference in baseline characteristics between treatment arms
	Yes
	No significant difference in baseline characteristics between treatment arms

	Were the care providers, participants and outcome assessors blind to treatment allocation?
	No
	Open label study
	No
	Open label study
	Yes
	Double blind study
	Yes
	Double blind study
	No
	Open label study
	No
	Open label study

	Were there any unexpected imbalances in drop-outs between groups?
	Yes
	Withdrawals and reasons for withdrawals reported
	Yes
	Withdrawals and reasons for withdrawals reported
	Yes
	Withdrawals and reasons for withdrawals reported
	Yes
	Withdrawals and reasons for withdrawals reported
	Yes
	Withdrawals and reasons for withdrawals reported
	Yes
	Withdrawals and reasons for withdrawals reported

	Is there any evidence to suggest that the authors measured more outcomes than they reported?
	Unclear
	Protocol not available
	Unclear
	Protocol not available
	Unclear
	Protocol not available
	Yes
	Same outcomes reported as in protocol (NCT00050999)
	No
	No evidence to suggest that the authors measured more outcomes than they reported
	No
	No evidence to suggest that the authors measured more outcomes than they reported

	Did the analysis include an intention-to-treat analysis? If so, was this appropriate and were appropriate methods used to account for missing data?
	Yes
	ITT analysis
	Yes
	ITT analysis
	Yes
	ITT analysis
	Yes
	ITT analysis
	Yes
	ITT analysis
	Yes
	ITT analysis



Supplementary Table 6: Quality assessment of non-randomised controlled trials studies
	[bookmark: _GoBack]Study Name [author year] 
	Domain
	Rating

	
	Selection bias
	Judgement
	Study design
	Judgement
	Confounders
	Judgement
	Blinding
	Judgement
	Data collection methods
	Judgement
	Withdrawals
	Judgement
	Global rating
	Judgement

	Abbott 2009
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Retrospective study; no withdrawals
	Weak
	Two ‘weak’ ratings

	Atilla 2017a
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	This was a retrospective observational study
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three ‘weak’ ratings

	Aviles 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	Withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Bates 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Child 2016
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Three ‘weak’ ratings

	Coronel-Pérez 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Retrospective study; no withdrawals
	Weak
	Two ‘weak’ ratings

	de Masson 2014
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Retrospective study; no withdrawals
	Weak
	Two ‘weak’ ratings

	Dummer 2012
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Moderate
	one 'weak rating'

	Dummer 2014
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Three 'weak rating'

	Duvic 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Duvic 2009
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Duvic 2013
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Duvic 2013
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Duvic 2013
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Duvic 2014
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Duvic 2015
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three ‘weak’ ratings

	Duvic 2015
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Duvic 2017
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Foss 2015
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Hernandez 2014
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Retrospective study; no withdrawals
	Weak
	Two ‘weak’ ratings

	Hinds 2013
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Retrospective study; no withdrawals
	Weak
	Two ‘weak’ ratings

	Hoot 2017
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	This was a retrospective observational study
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Horwitz 2012
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three ‘weak’ ratings

	Illidge 2013
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Ishida 2012
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three ‘weak’ ratings

	Jidar 2009
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Retrospective study; no withdrawals
	Weak
	Two ‘weak’ ratings

	Kim 2015
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three 'weak rating'

	Kroeger 2017
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	This was a retrospective observational study
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Lindahl 2011
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Retrospective study; no withdrawals
	Weak
	Two ‘weak’ ratings

	Mann 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Three ‘weak’ ratings

	Morris 2013
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	Withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Nikolaou 2011
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Olsen 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Pellegrini 2014
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Piekarz 2009
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Prince 2013
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Quereux 2008
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three ‘weak’ ratings

	Querfeld 2014
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Querfield 2011
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Roberge 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Moderate
	one 'weak rating'

	Rupoli 2016
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings

	Sokolowska-Wojdylo 2016
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Moderate
	Blinding not described
	Strong
	Data collection tools are shown to be valid and reliable
	Strong
	Withdrawals reported
	Weak
	Two ‘weak’ ratings

	Straus 2007
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three ‘weak’ ratings

	Straus 2014
	Moderate
	Participants are somewhat likely to be representative of target population
	Weak
	Uncontrolled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Three ‘weak’ ratings

	Whittaker 2010
	Moderate
	Participants are somewhat likely to be representative of target population
	Moderate
	Controlled study
	Weak
	Control of confounders not described
	Weak
	open label
	Strong
	Data collection tools are shown to be valid and reliable
	Moderate
	withdrawals not reported
	Weak
	Two ‘weak’ ratings



