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	Experimental
	Total diet replacement (TDR)
	Comparator
	Usual care
	Source
	Journal article(s); Trial protocol; Non-commercial trial registry record (e.g. ClinicalTrials.gov record)

	Outcome
	Weight loss at 12 months
	Results
	-7.2kg (95% CI -0.4 to -4.9kg)
	
	

	Domain
	Signalling question
	Response
	Comments

	Bias arising from the randomization process
	1.1 Was the allocation sequence random?
	Y
	Quote (main paper, p.2): “An independent statistician produced a computer generated randomisation list with 1:1 allocation using stratified block randomisation with randomly permuted block sizes of 2, 4, and 6, stratified by general practice and BMI (≤35 or >35). After the nurse had confirmed eligibility, participants were enrolled in the study and the allocation was revealed using an online randomisation programme to ensure full allocation concealment.”

	
	1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?
	Y
	

	
	1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?
	N
	Comment: Baseline characteristics (main paper, Table 1) do not show any substantial differences and appear compatible with chance.

	
	Risk of bias judgement
	Low
	Randomization methods appear sound

	Bias due to deviations from intended interventions
	2.1.Were participants aware of their assigned intervention during the trial?
	Y
	Quote (main paper, p.2): “Owing to the type of intervention it was not possible to blind participants, clinicians, or some of the researchers to treatment allocation.”

	
	2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?
	Y
	

	
	2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context?
	PN
	Comment: The trial was undertaken pragmatically, so the trial investigators are likely to have anticipated that participants would not have high adherence to the assigned interventions: Quote (main paper, p.6): “This was a pragmatic trial where we estimated the net effect of an intervention, knowing that interventions may change other aspects of care”. 
The investigators further note that “Participants were not prevented from attending other weight management groups”. 
However, it is possible that the process of securing informed consent may have inspired participants not assigned to the total diet replacement arm to seek commercial weight management programmes. There is information that “At the 12 month follow-up, 104 participants in the TDR group and 95 in the usual care group provided information about ongoing weight control practices. Of these, ... in the TDR group... four were attending a community weight loss group. In the usual care group... four were in contact with a TDR provider, and eight were attending a community weight loss group”. However, it is difficult to know whether these would have happened outside of the trial context. We regard these numbers as small, so do not consider there to be an important problem here.

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

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

	
	2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention?
	Y
	Quote (main paper, p.3) “An independent trial statistician used PROC MIXED in SAS Version 9.4 to analyse the primary, secondary, and exploratory outcomes using an intention to treat analysis.”

	
	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?
	NA
	 

	
	Risk of bias judgement
	Low
	Although participants and carers were aware of the assigned interventions, we consider it unlikely that the process of informed consent had an important impact on the seeking of additional interventions.

	Bias due to missing outcome data
	3.1 Were data for this outcome available for all, or nearly all, participants randomized?
	N
	Quote (main paper, p.4): “After randomisation, four and two participants, respectively, withdrew consent for their data to be used. At 12 months we followed-up 104 (78%) participants in the TDR group and 95 (69%) in the usual care group”.

	
	3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?
	PN
	Quote (main paper, p.4): “Sensitivity analyses on loss to follow-up did not change the conclusion that the TDR programme led to greater weight change than usual care (see supplementary table S2). In the pattern mixture modelling (see supplementary fig S1), even assuming extreme bias in loss to follow-up in the TDR group or usual care group, there was a treatment difference of more than 5 kg in favour of TDR.”
Comment: Although sensitivity analyses are reported, the assumptions are not clear and therefore they do not provide clear evidence that the result was not biased by missing data. In particular the meaning of MNAR parameter Delta in the pattern mixture models (Supplementary Figure S2) is not clearly explained."

	
	3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?
	Y
	Although the authors report the numbers of participants who withdrew, were lost to follow up or withdrew consent, information on reasons for missing outcome data is limited.

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

	
	Risk of bias judgement
	Some concerns
	There were missing outcome data, and the missingness of these data may have depended on the true values. Although sensitivity analyses were performed, it is not clear what assumptions were made to account for this possibility.

	Bias in measurement of the outcome
	4.1 Was the method of measuring the outcome inappropriate?
	N
	Quote (main paper, p.3): “We measured height at baseline only, blood samples at baseline and 12 months, and all other measurements at baseline and 3, 6, and 12 months. A digital scale (TANITA SC-240; Tanita, Amsterdam, Netherlands) was used to measure weight and body fat.”

	
	4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?
	N
	Comment: The same weight measuring approach appears to have been used for all participants.

	
	4.3 Were outcome assessors aware of the intervention received by study participants?
	PY
	Comment: There is no indication that the outcome assessors were blinded to intervention group.

	
	4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?
	PN
	"Quote (main paper, p.3): “A digital scale... was used to measure weight and body fat.”
Comment: Note that there is not much information on the process of weighing participants. Given that the clinicians were (probably) aware of group assignment, it is possible that biases could have been introduced in measurements of weight, for example by differing degrees of disrobing prior to standing on the scales (these could be influenced by participant or clinician behaviour).

	
	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
	

	
	Risk of bias judgement
	Low
	Weight measurements were made on digital scales so should not be prone to differential errors. (Clinicians and participants were aware of intervention assignments, and it is possible that preferences in relation to the two interventions could impact on measurements of weight).

	Bias in selection of the reported result
	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?
	PY
	Comment: Recruitment to the trial took place between 12 January 2016 and 28 July 2016. 
The ISRCTN registry entry (no. 75092026), dated 19 May 2015, clearly specifies "Change in mean body weight from baseline to 12 months" as the primary outcome.
A published protocol (containing details of the statistical methods) is available that was submitted on 3 March 2017 and revised on 13 June 2017. The methods in the main report agree with the methods in the published protocol, and the authors declare (main report, p.8) that "We followed a statistical analysis plan approved by the independent trial steering committee before database lock". We are unable to confirm that the protocol was not influenced by the data, although we regard this as unlikely.

	
	5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain?
	PN
	Comment: The outcome being assessed is the primary outcome of the trial, and was pre-specified in the ISRCTN registry entry.

	
	5.3 ... multiple eligible analyses of the data?
	PN
	Comment: The analysis method specified in the protocol is implemented broadly as described in the main trial report. However, approaches to adjusting for baseline variables and modelling patient effects as random are not obviously identical between the protocol and the main report.

	
	Risk of bias judgement
	Low
	A pre-specified analysis plan is not available. Details in both the pre-specified trial registry record and a published protocol are consistent with the main trial report. However, the published protocol post-dates the trial recruitment period.

	Overall bias
	Risk of bias judgement
	Some concerns
	Missingness of outcome data could have depended on true outcomes. Although sensitivity analyses were performed, it is not clear what assumptions were made to account for this possibility.



