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Risk of bias assessment 
Responses underlined in green are potential markers for low risk of bias, and responses in red are potential markers for a risk of bias. Where questions relate only to sign posts to other questions, no formatting is used.

Domain 1: Risk of bias arising from the randomization process
	Signalling questions
	Comments
	Response options

	1.1 Was the allocation sequence random?
	The randomisation 
process was conducted by the principal investigator, who 
was not involved in recruitment or data collection. The 
researchers who enrolled the patients and collected the 
data were kept blind to the allocation

No specific details on how randomisation was achieved or how blinding to allocation was achieved
	Y / PY / PN / N / NI

	1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?
	
	Y / PY / PN / N / NI

	1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? 
	Seems ok from limited demographic data reported.
	Y / PY / PN / N / NI

	Risk-of-bias judgement
	
	Low / High / Some concerns

	Optional: What is the predicted direction of bias arising from the randomization process?
	
	NA / Favours experimental / Favours comparator / Towards null /Away from null / Unpredictable




Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
	Signalling questions
	Comments
	Response options

	2.1. Were participants aware of their assigned intervention during the trial?
	No blinding possible
	Y / PY / PN / N / NI

	2.2. Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?
	
	Y / PY / PN / N / NI

	2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the trial context?
	10/75 (13.3%) people did not receive the intervention as planned.  No issues in control group.  But this is probably reflective of the reality of the trial and indicative of how it would work in clinical context so not arising due to trial context.
	NA / Y / PY / PN / N / NI

	2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome?
	
	NA / Y / PY / PN / N / NI

	2.5. If Y/PY/NI to 2.4: Were these deviations from intended intervention balanced between groups?
	
	NA / Y / PY / PN / N / NI

	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention?
	Only per-protocol including those not lost to follow-up conducted for secondary outcomes (of which cognition was one) analysis. Missing cog values were imputed using worst possible score for that group (8 people unable to complete cog tests in total; numbers per group not given).  No sample size provided for detecting impact on cognition and numbers in intervention group are very low (65 total).
	Y / PY / PN / N / NI

	[bookmark: _Hlk508661458]2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?
	ITT would likely have reduced the non-sig findings further, but DSST sig assoc. may have been influenced
	NA / Y / PY / PN / N / NI

	Risk-of-bias judgement
	Lack of blinding not penalised due to necessity of study design. However, ITT analysis may have changed sig DSST association.
	Low / High / Some concerns

	Optional: What is the predicted direction of bias due to deviations from intended interventions?
	
	NA / Favours experimental / Favours comparator / Towards null /Away from null / Unpredictable




Domain 3: Missing outcome data
	Signalling questions
	Comments
	Response options

	[bookmark: _Hlk516121468]3.1 Were data for this outcome available for all, or nearly all, participants randomized?
	 75/80 in intervention group for ITT analysis and 82/84 for control group in ITT analysis.  Only 8 patients unable to complete cognitive tests
	Y / PY / PN / N / NI

	3.2 If N/PN/NI to 3.1: Is there evidence that the result was not biased by missing outcome data?
	
	NA / Y / PY / PN / N

	3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?
	
	NA / Y / PY / PN / N / NI

	3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?
	
	NA / Y / PY / PN / N / NI

	Risk-of-bias judgement
	
	Low / High / Some concerns

	Optional: What is the predicted direction of bias due to missing outcome data?
	
	NA / Favours experimental / Favours comparator / Towards null /Away from null / Unpredictable





Domain 4: Risk of bias in measurement of the outcome
	Signalling questions
	Comments
	Response options

	4.1 Was the method of measuring the outcome inappropriate?
	
	Y / PY / PN / N / NI

	4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?
	
	Y / PY / PN / N / NI

	4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of the intervention received by study participants?
	
	NA / Y / PY / PN / N / NI

	4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?
	
	NA / Y / PY / PN / N / NI

	[bookmark: _Hlk521515519]4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?
	
	NA / Y / PY / PN / N / NI

	Risk-of-bias judgement
	
	Low / High / Some concerns

	Optional: What is the predicted direction of bias in measurement of the outcome?
	
	NA / Favours experimental / Favours comparator / Towards null /Away from null / Unpredictable





Domain 5: Risk of bias in selection of the reported result
	Signalling questions
	Comments
	Response options

	5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis?
	
	Y / PY / PN / N / NI

	Is the numerical result being assessed likely to have been selected, on the basis of the results, from...
	
	

	5.2. ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain?
	
	Y / PY / PN / N / NI

	5.3 ... multiple eligible analyses of the data?
	
	Y / PY / PN / N / NI

	Risk-of-bias judgement
	
	Low / High / Some concerns

	Optional: What is the predicted direction of bias due to selection of the reported result?
	
	NA / Favours experimental / Favours comparator / Towards null /Away from null / Unpredictable





Overall risk of bias 
	Risk-of-bias judgement
	
	Low / High / Some concerns

	Optional: What is the overall predicted direction of bias for this outcome?
	
	NA / Favours experimental / Favours comparator / Towards null /Away from null / Unpredictable
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