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PubMed:
1. “randomized controlled trial"[Publication Type] OR "random allocation" OR random*[Title/Abstract]
1. "BMJ"[Journal] OR "JAMA"[Journal] OR "Lancet (London, England)"[Journal] OR "The New England journal of medicine"[Journal] OR "PLoS medicine"[Journal] OR "Annals of internal medicine"[Journal]
1. "2018/01/01"[Date - Publication] : "2018/04/30"[Date - Publication]
1. 1 AND 2 AND 3
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[bookmark: _Toc35455049]Appendix Table 1. Protocol and SAP availability by journal
	Outcome
	Annals of Internal Medicine (n=3)
	The BMJ 
(n=3)
	JAMA (n=19)
	Lancet (n=28)
	NEJM (n=42)
	PLOS Medicine (n=6)
	All 
(n=101)

	Protocol available (n, %)
	
	
	
	
	
	
	

	   No
	1 (33%)
	0 (0%)
	0 (0%)
	10 (36%)
	0 (0%)
	0 (0%)
	11 (11%)

	   Yes
	2 (67%)
	3 (100%)
	19 (100%)
	18 (65%)
	42 (100%)
	6 (100%)
	90 (89%)

	Separate SAP available (n, %)
	
	
	
	
	
	
	

	   No
	2 (67%)
	3 (100%)
	9 (47%)
	23 (82%)
	12 (29%)
	6 (100%)
	55 (54%)

	   Yes
	1 (33%)
	0 (0%)
	10 (53%)
	5 (18%)
	30 (71%)
	0 (0%)
	46 (46%)




[bookmark: _Toc35455050]Appendix Table 2. Protocol dates (n=90) by journal
	Date of  earliest version of protocol
	Annals of Internal Medicine (n=2)
	The BMJ 
(n=3)
	JAMA (n=19)
	Lancet (n=18)
	NEJM (n=42)
	PLOS Medicine (n=6)
	All (n=90)

	Before recruitment began
	2 (100%)
	0
	7 (37%)
	2 (11%)
	34 (81%)
	0 (0%)
	45 (50%)

	During recruitment
	0
	0
	8 (42%)
	9 (50%)
	1 (2%)
	1 (17%)
	19 (21%)

	After recruitment ended
	0
	2 (67%)
	3 (16%)
	2 (11%)
	0 (0%)
	1 (17%)
	8 (9%)

	Date unavailable
	0
	1 (33%)
	1 (5%)
	5 (28%)
	7 (17%)
	4 (67%)
	18 (20%)







[bookmark: _Toc35455051]Appendix Table 3. SAP dates (n=46) by journal
	Date of  earliest version of SAP
	Annals of Internal Medicine (n=1)
	The BMJ 
(n=0)
	JAMA (n=10)
	Lancet (n=5)
	NEJM (n=30)
	PLOS Medicine (n=0)
	All (n=46)

	Before recruitment began
	0 (0%)
	0 (0%)
	2 (20%)
	0 (0%)
	7 (23%)
	0 (0%)
	9 (20%)

	During recruitment
	0 (0%)
	0 (0%)
	2 (20%)
	1 (20%)
	10 (33%)
	0 (0%)
	13 (28%)

	After recruitment ended
	1 (100%)
	0 (0%)
	3 (30%)
	4 (80%)
	5 (17%)
	0 (0%)
	13 (28%)

	Date unavailable
	0 (0%)
	0 (0%)
	3 (30%)
	0 (0%)
	8 (27%)
	0 (0%)
	11 (24%)






[bookmark: _Toc35455052]Appendix Table 4. Comparisons of specified versus conducted statistical analysis approach – explained discrepancies
	Outcome
	N (%)

	Explained discrepancy
	

	   No discrepancies
	5 (6%)

	   ≥1 explained discrepanciesa
	29 (33%)

	   Only unexplained discrepancies
	42 (47%)

	   Unclearb
	13 (15%)

	  Total no. of analysis elements with explained  
  Discrepancy
	

	   0c
	47 (53%)

	   1
	15 (17%)

	   2
	9 (10%)

	   3
	5 (6%)

	   4
	0 (0%)

	   Uncleara
	13 (15%)

	Where was discrepancy first explainedd
	

	 Later version protocol
	8 (9%)

	 Later version SAP
	19 (21%)

	Trial results publication
	2 (2%)


 aIncludes 17 trials where all discrepancies explained, and 12 trials with both explained and unexplained discrepancies. bUnclear if discrepancy occurred (n=11), unclear if discrepancy explained (n=2). cIncludes 5 trials with no explained discrepancies and 42 trials with only unexplained discrepancies. dFor multiple explained changes/additions result is for last explained change/addition


[bookmark: _Toc35455053]Appendix Table 5. Comparisons of specified versus conducted statistical analysis approach by analysis element – explained discrepancies
	
Outcome
	Analysis population
	Analysis model
	Covariates
	Missing data

	 No. trials with explained discrepancy
	10 (11%)
	17(19%)
	14 (16%)
	8 (9%)

	 No. trials with explained addition
	7 (8%)
	5 (6%)
	4 (4%)
	6 (7%)

	 No. trials with explained change
	3 (3%)
	12 (13%)
	10 (11%)
	2 (2%)

	Where was discrepancy first explained
	
	
	
	

	 Later version protocol
	4 (4%)
	5 (6%)
	3 (3%)
	3 (3%)

	 Later version SAP
	5 (6%)
	11 (12%)
	11 (12%)
	5 (6%)

	 Trial results publication
	1 (1%)
	1 (1%)
	0
	0


















[bookmark: _Toc35455054]Appendix Table 6. Description of explained changes and additions
	Explained changes
	N (%)

	Analysis population
	

	   Changed via specifying additional exclusions
	2 (2%)

	   Changed from subset to total randomized as results did not differ
	1 (1%)

	Analysis model
	

	   Changed model
	12 (13%)

	Covariates
	

	   Changed from unadjusted to adjusted
	4 (4%)

	   Changed from adjusted to unadjusted
	2 (2%)

	   Changed covariates adjusted for
	4 (4%)

	Missing data
	

	   Changed from including only patients with available data at final time-point to including patients with available data at any time-point 
	1 (1%)

	 Changed from multiple imputation to complete case
	1 (1%)

	Explained additions
	

	Analysis population
	

	   Not mentioned in Original Analysis Plan 
	2 (2%)

	   Incomplete detail given in Original Analysis Plan
	5 (6%)

	Analysis model
	

	   Not mentioned in Original Analysis Plan 
	1 (1%)

	   Incomplete detail given in Original Analysis Plan
	4 (4%)

	Covariates
	

	   Not mentioned in Original Analysis Plan 
	2 (2%)

	   Incomplete detail given in Original Analysis Plan
	2 (2%)

	Missing data
	

	   Not mentioned in Original Analysis Plan 
	4 (4%)

	   Incomplete detail given in Original Analysis Plan
	2 (2%)






[bookmark: _Toc35455055][bookmark: _GoBack]Appendix Table 7. Subgroup analysis by funding - included some for profit only/not for profit onlyfunding
	Unexplained discrepancy
	Not for profit (N=61)
	For profit  (N=28)
	All (N=89)

	   None
	16 (26%)
	6 (21%)
	22a (25%)

	   Yes	
	41 (67%)
	13 (46%)
	54 (61%)

	   Unclear 
	4 (7%)
	9 (32%)
	13c (15%)

	Total no. of analysis elements with unexplained discrepancy
	
	
	

	   0
	16 (26%)
	6 (21%)
	22a (25%)

	   1
	18 (30%)
	7 (25%)
	25 (28%)

	   2
	12 (20%)
	4 (14%)
	16 (18%)

	   3
	10 (16%)
	1 (4%)
	11 (12%)

	   4
	1 (2%)
	1 (4%)
	2 (2%)

	   Unclear 
	4 (7%)
	9 (32%)
	13c (15%)

	Analysis population
	
	
	

	 No. trials with unexplained  discrepancy
	23 (38%)
	5 (18%)
	28 (31%)

	 No. trials with unexplained addition
	14 (23%)
	2 (7%)
	16 (18%)

	 No. trials with unexplained change
	9 (15%)
	3 (11%)
	12 (13%)

	Analysis model
	
	
	

	 No. trials with unexplained discrepancy
	25 (41%)
	6 (21%)
	30 (34%)

	 No. trials with unexplained addition
	13 (21%)
	4b (14%)
	16 (18%)

	 No. trials with unexplained change
	13 (21%)
	2b (7%)
	15 (17%)

	Covariates
	
	
	

	 No. trials with unexplained discrepancy
	16 (26%)
	7 (25%)
	23 (26%)

	 No. trials with unexplained addition
	4 (7%)
	3 (11%)
	7 (8%)

	 No. trials with unexplained change
	12 (20%)
	4 (14%)
	16 (18%)

	Missing data
	
	
	

	 No. trials with unexplained discrepancy
	12 (20%)
	4 (14%)
	16 (18%)

	 No. trials with unexplained addition
	10 (16%)
	3 (11%)
	13 (15%)

	 No. trials with unexplained change
	2 (3%)
	1 (4%)
	3 (3%)


a Included 5 trials with no discrepancies (3 not for profit and 2 for profit) and trials 17 trials with all discrepancies explained (13 not for profit and 4 for profit). bOne trial has a change and an addition. cUnclear if discrepancy occurred (n=11 including 3 not for profit and 8 for profit), unclear if discrepancy explained (n=2 including 1 not for profit and 1 for profit). 


[bookmark: _Toc35455056]Appendix Table 8. Subgroup analysis by type of intervention
	


Outcome
	Pharma (n=47)
	Surgical (n=12)
	Psychological/ behavioural/ educational (n=9)
	Other (n=19)
	Multiple (n=2)
	All (n=89)

	Unexplained discrepancy
	
	
	
	
	
	

	   None
	13 (28%)
	2 (17%)
	0 (0%)
	6 (32%)
	1 (50%)
	22a (25%)

	   Yes	
	25 (53%)
	10 (83%)
	9 (100%)
	9 (47%)
	1 (50%)
	54 (61%)

	   Unclear 
	9 (19%)
	0 (0%)
	0 (0%)
	4 (21%)
	0 (0%)
	13b (15%)

	Total no. of analysis elements with unexplained discrepancy
	
	
	
	
	
	 

	   0
	13 (28%)
	2 (17%)
	0 (0%)
	6 (32%)
	1 (50%)
	22a (25%)

	   1
	15 (32%)
	5 (42%)
	2 (22%)
	2 (11%)
	1 (50%)
	25 (28%)

	   2
	7 (15%)
	1 (8%)
	3 (33%)
	5 (26%)
	0 (0%)
	16 (18%)

	   3
	3 (6%)
	3 (25%)
	3 (33%)
	2 (11%)
	0 (0%)
	11 (12%)

	   4
	0 (0%)
	1 (8%)
	1 (11%)
	0 (0%)
	0 (0%)
	2 (2%)

	   Unclear 
	9 (19%)
	0 (0%)
	0 (0%)
	4 (21%)
	0 (0%)
	13b (15%)

	Analysis population
	
	
	
	
	
	 

	 No. trials with unexplained discrepancy
	13 (28%)
	4 (33%)
	7 (78%)
	4 (21%)
	0 (0%)
	28 (31%)

	 No. trials with unexplained addition
	6 (13%)
	3 (25%)
	5 (56%)
	2 (11%)
	0 (0%)
	16 (18%)

	 No. trials with unexplained change
	7 (15%)
	1 (8%)
	2 (22%)
	2 (11%)
	0 (0%)
	12 (13%)

	Analysis model
	
	
	
	
	
	 

	 No. trials with unexplained discrepancy
	12 (26%)
	6 (50%)
	6 (67%)
	6 (32%)
	1 (50%)
	31 (35%)

	 No. trials with unexplained addition
	7 (15%)
	4 (33%)
	5 (56%)
	1 (5%)
	0 (0%)
	17 (19%)

	 No. trials with unexplained change
	5 (11%)
	3 (25%)
	1 (11%)
	5 (26%)
	1 (50%)
	15 (17%)

	Covariates
	
	
	
	
	
	 

	 No. trials with unexplained discrepancy
	9 (19%)
	6 (50%)
	4 (44%)
	4 (21%)
	0 (0%)
	23 (26%)

	 No. trials with unexplained addition
	3 (6%)
	3 (25%)
	1 (11%)
	0 (0%)
	0 (0%)
	7 (8%)

	 No. trials with unexplained change
	6 (13%)
	3 (25%)
	3 (33%)
	4 (21%)
	0 (0%)
	16 (18%)

	Missing data
	
	
	
	
	
	

	 No. trials with unexplained discrepancy
	4 (9%)
	4 (33%)
	4 (44%)
	4 (21%)
	0 (0%)
	16 (18%)

	 No. trials with unexplained addition
	4 (9%)
	3 (25%)
	3 (33%)
	3 (16%)
	0 (0%)
	13 (15%)

	 No. trials with unexplained change
	0 (0%)
	1 (8%)
	1 (11%)
	1 (5%)
	0 (0%)
	3 (3%)


aIncluded 5 trials with no discrepancies (4 pharma and 1 other) and trials 17 trials with all discrepancies explained (9 pharma, 2 surgical, 5 other, 1 multiple). bUnclear if discrepancy occurred (n=11 including 8 pharma and 3 other), unclear if discrepancy explained (n=2 including 1 pharma and 1 other).
[bookmark: _Toc35455057]Appendix Table 9. Post-hoc subgroup analysis by availability of original analysis plan pre-results
	Unexplained discrepancies
	OAP not available  pre-results (n=43)
	OAP available pre-results (n=46)
	All
(n=89)

	   None
	12 (28%)
	10 (22%)
	22a (25%)

	   Yes	
	20 (47%)
	34 (74%)
	54 (61%)

	   Unclear 
	11 (26%)
	2 (4%)
	13b (15%)

	Total no. of analysis elements with unexplained discrepancy
	
	
	

	   0*
	12 (28%)
	10 (22%)
	22 (25%)

	   1
	10 (33%)
	15 (35%)
	25 (28%)

	   2
	5 (17%)
	11 (26%)
	16 (18%)

	   3
	4 (13%)
	7 (16%)
	11 (12%)

	   4
	1 (3%)
	1 (2%)
	2 (2%)

	   Unclear
	11 (26%)
	2 (4%)
	13b (15%)

	Analysis population
	
	
	

	 No. trials with unexplained discrepancy
	10 (23%)
	18 (39%)
	28 (31%)

	 No. trials with unexplained addition
	7 (16%)
	9 (20%)
	16 (18%)

	 No. trials with unexplained change
	3 (7%)
	9 (20%)
	12 (13%)

	Analysis model
	
	
	

	 No. trials with unexplained discrepancy
	10 (23%)
	21 (46%)
	31 (35%)

	 No. trials with unexplained addition
	6 (14%)
	11 (24%)
	17 (19%)

	 No. trials with unexplained change
	5 (12%)
	10 (22%)
	15 (17%)

	Covariates
	
	
	

	 No. trials with unexplained discrepancy
	9 (21%)
	14 (30%)
	23 (26%)

	 No. trials with unexplained addition
	4 (9%)
	3 (7%)
	7 (8%)

	 No. trials with unexplained change
	5 (12%)
	11 (24%)
	16 (18%)

	Missing data
	
	
	

	 No. trials with unexplained discrepancy
	7 (16%)
	9 (20%)
	16 (18%)

	 No. trials with unexplained addition
	5 (12%)
	8 (17%)
	13 (15%)

	 No. trials with unexplained change
	2 (5%)
	1 (2%)
	3 (3%)



aIncluded 5 trials with no discrepancies (4 no OAP available pre-results, 1 OAP available pre-results) and 17 trials with all discrepancies explained (8 no OAP available pre-results, 9 OAP available pre-results). bUnclear if discrepancy occurred (n=11 including 9 no OAP available pre-results and 2 OAP available pre-results), unclear if discrepancy explained (n=2 no OAP available pre-results).

[bookmark: _Toc35455058]Appendix Table 910. Post-hoc subgroup analysis by SAP availability
	Unexplained discrepancies
	No SAP available (n=43)
	SAP available (n=46)
	All
(n=89)

	   None
	6 (14%)
	16 (35%)
	22a (25%)

	   Yes	
	32 (74%)
	22 (48%)
	54 (61%)

	   Unclear 
	5 (12%)
	8 (17%)
	13b (15%)

	Total no. of analysis elements with unexplained discrepancy
	
	
	

	   0*
	6 (14%)
	16 (35%)
	22 (25%)

	   1
	10 (23%)
	15 (33%)
	25 (28%)

	   2
	12 (28%)
	4 (9%)
	16 (18%)

	   3
	9 (21%)
	2 (4%)
	11 (12%)

	   4
	1 (2%)
	1 (2%)
	2 (2%)

	   Unclear
	5 (12%)
	8 (17%)
	13b (15%)

	Analysis population
	
	
	

	 No. trials with unexplained discrepancy
	17 (40%)
	11 (24%)
	28 (31%)

	 No. trials with unexplained addition
	10 (23%)
	6 (13%)
	16 (18%)

	 No. trials with unexplained change
	7 (16%)
	5 (11%)
	12 (13%)

	Analysis model
	
	
	

	 No. trials with unexplained discrepancy
	22 (51%)
	9 (20%)
	31 (35%)

	 No. trials with unexplained addition
	10 (23%)
	7 (15%)
	17 (19%)

	 No. trials with unexplained change
	12 (28%)
	3 (7%)
	15 (17%)

	Covariates
	
	
	

	 No. trials with unexplained discrepancy
	15 (35%)
	8 (17%)
	23 (26%)

	 No. trials with unexplained addition
	4 (9%)
	3 (7%)
	7 (8%)

	 No. trials with unexplained change
	11 (26%)
	5 (11%)
	16 (18%)

	Missing data
	
	
	

	 No. trials with unexplained discrepancy
	11 (26%)
	5 (11%)
	16 (18%)

	 No. trials with unexplained addition
	9 (21%)
	4 (9%)
	13 (15%)

	 No. trials with unexplained change
	2 (5%)
	1 (2%)
	3 (3%)



aIncluded 5 trials with no discrepancies (3 no SAP available, 2 SAP available) and trials 17 trials with all discrepancies explained (3 no SAP available, 14 SAP available). bUnclear if discrepancy occurred (n=11 including 5 no SAP available and 6 SAP available), unclear if discrepancy explained (n=2 with SAP available).


[bookmark: _Toc35455059]Appendix Table 1011. P-values by main outcomes
	Outcome
	N
	Median P-value (IQR)
	Min, Max

	All articles
	92
	0.0065 (0.0010, 0.1900)
	0.0010, 0.1900


	   No pre-specified analysis
	10
	0.0002 (0.0001, 0.0029)
	0.0001, 0.0430


	   Pre-specified analysis
	82
	0.0112 (0.0010, 0.2200)
	0.0010, 0.2200


	If had pre-specified analysis:
	
	
	

	Assuming unclear†=unexplained  discrepancy 
	
	
	

	   ≥ 1 unexplained  discrepancy
   change/addition 
	60
	0.013 (0.001, 0.305)
	0.001, 0.96

	   No unexplained discrepancy
	22
	0.0035 (0.001, 0.110)
	0.0001, 0.50

	   No. of analysis elements with unexplained
   discrepancy


	
	
	

	   0
	22
	0.0035 (0.001, 0.11)
	0.0001, 0.5

	   1
	32
	0.0162 (0.001, 0.4)
	0.001, 0.96

	   2
	16
	0.013 (0.001, 0.1335)
	0.001, 0.81

	   3
	9
	0.0042 (0.0014, 0.31)
	0.001, 0.46

	   4
	3
	0.018 (0.01, 0.22)
	0.01, 0.22

	Assuming Unclear† =no unexplained discrepancy
	
	
	

	   ≥ 1 unexplained discrepancy
   change/addition 
	47
	0.018 (0.002, 0.33)
	0.001, 0.96

	   No unexplained discrepancy
	35
	0.002 (0.001, 0.100)
	0.0001, 0.65

	   No. of analysis elements with unexplained    
   discrepancy   

	
	
	

	   0
	35
	0.002 (0.001, 0.1)
	0.0001, 0.65

	   1
	24
	0.1 (0.0025, 0.52)
	0.001, 0.96

	   2
	13
	0.013 (0.001, 0.089)
	0.001, 0.81

	   3
	8
	0.0121 (0.0027, 0.345)
	0.001, 0.46

	   4
	2
	0.119 (0.018, 0.22)
	0.018, 0.22

	Exclude unclear†
	
	
	

	   ≥ 1 unexplained discrepancy
   change/addition 
	47
	0.018 (0.002, 0.330)
	0.001, 0.96

	   No unexplained discrepancy
	22
	0.0035 (0.001, 0.11)
	0.0001, 0.5

	   No. of analysis elements with unexplained
   discrepancy 
   elements with 
   unexplained 
   change/addition
	
	
	

	   0
	22
	0.0035 (0.001, 0.11)
	0.0001, 0.5

	   1
	24
	0.1 (0.0025, 0.52)
	0.001, 0.96

	   2
	13
	0.013 (0.001, 0.089)
	0.001, 0.81

	   3
	8
	0.0121 (0.0027, 0.345)
	0.001, 0.46

	   4
	2
	0.119 (0.018, 0.22)
	0.018, 0.22


†n=13 unclear whether ≥1 unexplained discrepancy occurred (n=11 where unclear whether discrepancy occurred and n=2 where discrepancy occurred but not clear whether explained.) For p-values reported as less than a number (e.g. <0.001), we analysed these at the stated value (i.e. for a p-value reported as <0.001 we included it in the analysis as 0.001).





















[bookmark: _Toc35455060]Appendix Figure 1. Distribution of p-value for primary outcome by availability of pre-specified analysis approach
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[image: ]






[bookmark: _Toc35455062]Appendix Figure 3. Distribution of p-value for primary outcome for p<0.15 by unexplained discrepancies

[image: ]



[bookmark: _Toc35455063]Appendix 4: Statistical methods and results for analysis of trial outcomes

Statistical Methods
We assessed whether availability of a pre-specified analysis approach or occurrence of unexplained discrepancies was associated with study results using linear regression analysis. We used the reported p-value for the primary outcome as a proxy for study results; we chose to use the p-value instead of the size of the estimated treatment effect because the p-value is a function of both the estimated treatment effect and its standard error, either of which may be affected. Further, different studies reported different treatment effect types (e.g. a difference in means for a continuous outcome vs. an odds ratio for a binary outcome) which can be difficult to compare. The log(p-value) was used as an outcome in linear regression models, where log denotes the natural logarithm. We evaluated the effect of each of the following three variables in separate models: (i) availability of a pre-specified analysis approach for the primary outcome (yes vs. no); (ii) any unexplained discrepancies (yes vs. no); and (iii) the number of analysis elements with an unexplained discrepancy (0-4, included as a continuous variable, assuming a linear association with outcome). Analyses (ii) and (iii) were restricted to the subset of trials with a pre-specified analysis approach. Each analysis included the following variables as potential confounders: journal, funding source (for-profit vs. not for-profit funding), type of intervention, and sample size (fitted as a continuous variable, using restricted cubic splines with three knots). For p-values reported as less than a number (e.g. <0.001), we analysed these at the stated value (i.e. for a p-value reported as <0.001 we included it in the analysis as 0.001). 
For analyses (ii) and (iii) we made a change to our pre-planned analysis approach on how unclear discrepancies would be handled as we had not anticipated this issue. We did not pre-specify how ‘unclear’ discrepancies would be handled for analyses (ii) and (iii), as we had not anticipated this issue. We therefore made a post-hoc decision after data extraction was complete to classify unclear discrepancies as no unexplained discrepancy in the analysis; we performed two additional analyses where we classified unclear discrepancies as unexplained discrepancies, and by excluding articles with any unclear discrepancies from the analysis.





Association between availability of pre-specified analysis approach or unexplained discrepancies and p-value
Overall, 92 trials reported a p-value for the primary outcome. In 10 trials without a publicly available pre-specified analysis approach the median p-value was 0.0002 (IQR 0.0001 to 0.0029), compared to a median of 0.0112 (IQR 0.001 to 0.22) in 82 trials with a pre-specified approach (ratio [unavailable vs. available pre-specified approach] 0.02, 95% CI 0.0028 to 0.15, p<0.001).

In 60 trials with one or more unexplained discrepancies the median p-value was 0.013 (IQR 0.001 to 0.305), compared to a median of 0.0035 (IQR 0.001 to 0.110) in 22 trials with no unexplained discrepancies (ratio [≥1 vs. no unexplained discrepancies] 2.27, 95% CI 0.65-7.91, p=0.193). 














[bookmark: _Toc35455064]Appendix Table 1112. Associations with p-value for primary outcome
	Characteristic
	N
	Estimated ratio effect
	 95% confidence interval
	p-value

	No pre-specified analysis approach for primary outcome
	92
	0.02
	0.0028 to 0.15
	<0.0001

	Assuming uncleara=unexplained discrepancy
	
	
	
	

	   ≥ 1 unexplained    
   discrepancy (yes/no)
	82
	2.27
	0.65 to 7.91
	0.193

	   No. of analysis 
   elements with 
   unexplained 
   discrepancy
	82
	1.09
	0.62 to 1.89
	0.768

	Assuming Uncleara =no unexplained discrepancy
	
	
	
	

	   ≥ 1 unexplained    
   discrepancy (yes/no)
	82
	2.23
	0.65 to 7.70
	0.202

	   No. of analysis 
   elements with 
   unexplained    
   discrepancy
	82
	1.15
	0.64 to 2.08
	0.632

	Exclude uncleara
	
	
	
	

	   ≥ 1 unexplained 
   discrepancy (yes/no)
	69
	2.33
	0.61 to 8.89
	0.211

	   No. of analysis  
   elements with   
   unexplained 
   discrepancy
	69
	1.16
	0.63 to 2.16
	0.626


an=13 unclear whether ≥1 unexplained discrepancy occurred (n=11 where unclear whether discrepancy occurred and n=2 where discrepancy occurred but not clear whether explained.) For p-values reported as less than a number (e.g. <0.001), we analysed these at the stated value (i.e. for a p-value reported as <0.001 we included it in the analysis as 0.001).
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