Additional file 1:

A small pilot survey was conducted to provide additional support for some of the statements made in table 1.

Methods:
Selecting Cochrane reviews
The Cochrane Library was sorted by “new reviews”. The first 15 recent Cochrane reviews describing an intervention or clinical efficacy were selected. Reviews in which no RCTs could be included were excluded from this survey.

Selecting SRs of animal experiments
Pubmed was searched for all SRs of animal studies in 2013 (search strategy see below). All SRs describing the efficacy of an intervention for human health care were selected. From the resulting 116 SRs, every seventh SR was screened full text and included when the nr of animals and nr of included studies were clearly described.

Search strategy
(systematic review[ti] OR systematic reviews[ti] OR meta-analysis[pt] OR meta-analyses[ti] OR meta-analysis[ti] OR systematic literature review[ti] OR (systematic review[tiab] AND review[pt]) OR Systematic survey[tiab] OR Critical survey[tiab] OR Systematic surveys[tiab] OR (systematic overview[tiab] OR systematic overviews[tiab]) OR critical overview[tiab] OR systematic review[tiab] OR systematically review[tiab] OR critical review[tiab] OR systematic reviews[tiab] OR critical reviews[tiab]) NOT (letter[pt] OR newspaper article[pt] OR comment[pt]) Filters: Review; Systematic Reviews; Publication date from 2013/01/01 to 2013/12/01

Outcome assessment:
For both the Cochrane SRs and SRs of animal studies, the number of included studies and number of included subjects were assessed.
For Cochrane SRs, the risk of bias analyses were checked for random allocation, allocation concealment and blinding of the outcome assessment.
For animal studies, this was not possible as most SRs of animal studies do not yet conduct a risk of bias analysis, and a large proportion of the animal studies do not report about randomization or blinding at all.

Results:
15 Cochrane SRs and 13 SRs of animal studies (extracted from 12 publications) were analysed. These publications include in total 125 RCTs and 455 animal experiments/ comparisons.

Sample size:
The average sample size of the 125 included RCTs was 201 patients. The average sample size of 455 animal experiments (extracted from 13 SRs) was 19. This is a factor 10 difference.
This supports our statement that sample sizes of RCTs are in general larger than sample size of animal studies.

Internal validity:
Our pilot survey showed that adequate random allocation occurred in 36% of the RCTs. Adequate allocation concealment occurred in 29.6% of the RCTs, and adequate blinding of the outcome assessment in 33.6% of the RCTs. 
We could, however, not assess this in SRs of animal studies, because reporting of essential details in animal studies is very poor. In addition, when these items are  assessed in animal studies criteria for judging adequate randomisation or blinding are very different from the criteria used in clinical trials.
	References (Cochrane reviews)
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12
	13
	14
	15
	Total
	% of total # of studies

	# of studies included in review
	7
	3
	2
	4
	12
	13
	3
	3
	6
	1
	9
	44
	5
	11
	2
	125
	

	# of subjects
	2241
	102
	4771
	199
	2317
	4495
	47
	213
	278
	306
	622
	6580
	203
	2678
	98
	25150
	

	# of studies adequate random allocation 
	5
	1
	2
	2
	3
	5
	1
	0
	1
	1
	2
	15
	0
	7
	0
	45
	36

	# of studies unclear random allocation
	1
	1
	0
	2
	9
	8
	2
	3
	5
	0
	7
	24
	5
	2
	2
	71
	56.8

	# of studies high risk random allocation
	1
	1
	0
	0
	0
	0
	0
	0
	0
	0
	0
	5
	0
	2
	0
	9
	7.2

	# of studies adequate allocation concealment
	3
	1
	2
	3
	2
	4
	1
	2
	0
	0
	4
	11
	1
	3
	0
	37
	29.6

	# of studies unclear allocation concealment
	1
	1
	0
	1
	9
	9
	2
	1
	6
	1
	5
	29
	4
	7
	2
	78
	62.4

	# of studies high risk allocation concealment
	3
	1
	0
	0
	1
	0
	0
	0
	0
	0
	0
	4
	0
	1
	0
	10
	8

	# of studies adequate blinding outcome assessment
	3
	0
	0
	3
	2
	12
	3
	2
	0
	0
	6
	8
	2
	1
	0
	42
	33.6

	# of studies unclear blinding outcome assessment
	4
	3
	0
	4
	10
	0
	0
	0
	4
	0
	3
	21
	3
	10
	2
	64
	51.2

	# of studies high risk blinding outcome assessment
	0
	0
	2
	0
	0
	1
	0
	1
	2
	1
	0
	15
	0
	0
	0
	22
	17.6

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	References (SRs animal studies)
	16
	17
	17
	18
	19
	20
	21
	22
	23
	24
	25
	26
	27
	
	
	455
	

	# of experiments included in review
	9
	14
	11
	20
	12
	149
	17
	9
	43
	50
	75
	37
	9
	
	
	8828
	

	# of subjects
	63
	241
	207
	1562
	189
	2443
	863
	136
	448
	880
	1270
	414
	112
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