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Exercise: Assessing the risk of bias
Trainers’ notes

This exercise can be run in a number of ways. The paper to be considered can be circulated in advance of the workshop by email if possible, although it is likely that many participants will not take the time to read it, so some time should be allowed in the workshop to read the paper. Participants can be broken up into small groups to discuss the paper, or this can be done in pairs, or individually. If you wish, participant groups can be allocated to focus on one domain in particular, to ensure that some feedback is received on each domain (this can also reduce the reading time required).

The following notes are designed to highlight issues for discussion around the Ingle 2006 paper, “Would healing with honey – a randomised trial”. Trainers and participants may not agree with every item raised, or the level of risk it represents. This is entirely valid, provided a rationale is given for reaching each conclusion.

	Domain
	Judgment
	Quotes/comments

	Selection bias
	
	
	
	

	Adequate sequence generation

Was the allocation sequence adequately generated?
	High
	Low
	Unclear
	Quote: “Enrolled subjects were stratified…then randomised (using random permuted blocks of size 10).”

Comment: The exact method of sequence generation used is unclear.

	Allocation concealment

Was allocation adequately concealed?


	High
	Low
	Unclear
	Comment: Allocation concealment was not described. If personnel recruiting participants were aware of the size of block used, and the allocation of already recruited patients, allocation concealment may have been compromised.

	Performance bias
	
	
	
	

	Blinding of participants/providers

Was knowledge of the allocated interventions adequately prevented during the study?
	High
	Low
	Unclear
	Adverse effects, satisfaction

Quote: “Patients did not know which agent was being used.”

Comment: Blinding may have been unsuccessful if participants were able to tell honey from IntraSite Gel, e.g. by familiar consistency, colour or smell. Ineffective blinding may have affected satisfaction with treatment and potentially increased psychosomatic adverse effects.

	
	High
	Low
	Unclear
	Dose required
Quote: “Honey was then applied with a prepacked wooden spatula, using a fresh spatula for each application. IntraSite Gel was expressed from sterile sachets. The amounts applied depended on the size of the wound.”

Comment: Blinding of personnel applying the intervention was not described, but is unlikely due to familiarity of honey and differences in packaging. This may have affected the amount used, if personnel believed one intervention was more effective than the other.

	
	High
	Low
	Unclear
	Healing time
Comment: Ineffective blinding of participants and care providers may have affected the behaviour of participants and the treatment provided (e.g. the dose required). This may have affected the wound healing time.

	Detection bias
	
	
	
	

	Blinding of outcome assessors

Was knowledge of the allocated interventions adequately prevented during measurement?
	High
	Low
	Unclear
	Adverse effects, satisfaction

Comment: Ineffective blinding of participants would have affected reporting of these outcomes.

	
	High
	Low
	Unclear
	Dose required
Comment: This outcome is objectively measured in grams and is unlikely to be at high risk.

	
	High
	Low
	Unclear
	Healing time
Quote: “KP evaluated each wound on the day of entry to the trial without knowing which agent would be applied. When the healing endpoint was approaching he measured the surface area daily, still blinded, the applied agent from the previous day having been washed off with normal saline…. Transparent Opsite Flexigrid films (Smith and Nephew Ltd.) with 5mm squares were used to trace the wound outlines. Squares were counted, and quarters of squares estimated as 6mm2. Partial thickness burns and abrasions were not measured again because full epithelialisation was their healing endpoint.”

Comment: Blinding of outcome assessor could be compromised due to ineffective blinding of participants or other personnel. Measurement of wound area can be subject to interpretation, as edges can be unclear.

	Attrition bias
	
	
	
	

	Incomplete outcome data addressed

Were incomplete outcome data adequately addressed?
	High
	Low
	Unclear
	Adverse events, satisfaction

Quote: “Of 87 patients enrolled, 5 were excluded from the analysis: 1 wound was misjudged as being an abrasion, but there was complete skin loss, 1 was misjudged as being a shallow wound, but there were islands of healing, 1 patient withdrew after 2 days for personal reasons, and 2 wounds were dressed with both agents in error.”

Comment: 4 patients were excluded from the honey group, 1 from the IntraSite Gel group. It is not stated which individuals withdrew for which of the reasons stated above. The 2 patients receiving both agents should not have been excluded from an intention-to-treat analysis. Adverse effects and patient dissatisfaction were sufficiently rare among both groups that the inclusion of withdrawn in the analysis could have significantly affected the results.

	
	High
	Low
	Unclear
	Healing time, dose required

Comment: See above. For these continuous outcomes, sensitivity analysis using a range of plausible effect sizes indicates that the inclusion of missing participants was unlikely to affect the results.

	Reporting bias
	
	
	
	

	Free of selective reporting

Are reports of the study free of suggestion of selective outcome reporting?
	High
	Low
	Unclear
	Quote: “Preliminary analysis showed correlation between the size and healing time of shallow wounds, but no such correlation for abrasions. This seemed to support the thesis that abrasions heal ‘multi-marginally’ whereas shallow wounds heal ‘uni-marginally’. Because their healing processes were un some way different, we decided to separate the wound types for comparative purposes.”

Comment: Results for healing time were only presented separately for the two wound categories, abrasions and shallow wounds. Other outcomes were reported for the intervention groups as a whole. The dose required was reported as means for each group only (in grams and the corresponding cost), with no measure of variance, and therefore could not be included in meta-analysis.

	Other bias
	
	
	
	

	Free of other bias

Was the study apparently free of other problems that could put it at a high risk of bias?
	High
	Low
	Unclear
	Comment: None known.
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