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Table 1 Characteristics SRs
Assessment of internal validity:

1) Randomisation assessed

2) Blinding caretaker/investigator assessed

3) Blinding outcome assessment assessed

4) Dropouts assessed

Use of internal validity:

5) General comment

6) Used in meta-analysis (e.g. subgroup)

7) Exclusion criterion

Additional information:

8) Included in analyses of primary studies

9) Field of research

	Reference
	1
	2
	3
	4
	5
	6
	7
	8
	9

	
 ADDIN EN.CITE 
[1]

	*
	
	*
	*
	*
	
	
	*
	Endocrinology

	
 ADDIN EN.CITE 
[2]

	*
	
	*
	
	*
	*
	
	*
	Neurology

	3[]

	*
	
	*
	*
	*
	*
	
	
	Oncology

	
 ADDIN EN.CITE 
[4]

	
	
	
	
	
	
	
	
	Endocrinology

	5[]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	
 ADDIN EN.CITE 
[6]

	*
	*
	*
	*
	*
	*
	
	*
	Stroke

	7[]

	*
	
	*
	
	*
	
	
	*
	Neurology

	
 ADDIN EN.CITE 
[8]

	
	
	
	
	
	
	
	
	Cardiovascular Research

	9[]

	*
	
	*
	*
	*
	
	
	*
	Orthopeadics

	
 ADDIN EN.CITE 
[10]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	
 ADDIN EN.CITE 
[11]

	
	
	
	
	
	
	
	
	Neurology

	12[]

	*
	
	
	
	
	
	*
	
	Pharmacotoxicology

	13[]

	
	
	
	
	
	
	
	
	Oncology

	
 ADDIN EN.CITE 
[14]

	
	
	
	
	
	
	
	
	Infectious Diseases

	15[]

	*
	
	*
	*
	*
	
	*
	*
	Dentistry

	
 ADDIN EN.CITE 
[16]

	*
	
	*
	
	*
	*
	
	*
	Stroke

	17[]

	
	
	
	
	
	
	
	
	Infectious Diseases

	18[]

	*
	
	
	
	*
	
	
	
	Dentistry

	
 ADDIN EN.CITE 
[19]

	
	
	
	
	
	
	
	
	Neurology

	20[]

	
	
	
	
	
	
	
	
	Pharmacotoxicology

	21[]

	
	
	
	
	
	
	
	
	Oncology

	22[]

	*
	
	
	
	
	
	
	
	Neurology

	23[]

	*
	*
	*
	
	*
	*
	
	
	Stroke

	
 ADDIN EN.CITE 
[24]

	*
	
	*
	
	*
	*
	
	*
	Neurology

	
 ADDIN EN.CITE 
[25]

	*
	
	*
	
	*
	*
	
	*
	Neurology

	26[]

	*
	
	*
	
	*
	*
	
	*
	Stroke

	27[]

	
	
	
	
	
	*
	
	
	Stroke

	28[]

	*
	
	
	
	*
	
	
	
	Orthopeadics

	
 ADDIN EN.CITE 
[29]

	*
	
	*
	
	
	
	
	
	Stroke

	
 ADDIN EN.CITE 
[30]

	
	
	
	
	
	
	
	
	Pharmacology

	31[]

	
	
	
	
	
	
	
	
	Endocrinology

	32[]

	
	
	
	
	
	
	
	
	Endocrinology

	33[]

	
	
	
	
	
	
	
	
	Pharmacotoxicology

	34[]

	*
	
	
	
	*
	
	
	
	Orthopeadics

	35[]

	*
	*
	*
	*
	*
	*
	
	*
	Gastroenterology

	
 ADDIN EN.CITE 
[36]

	*
	
	*
	*
	*
	
	
	*
	Neurology

	37[]

	*
	
	
	
	*
	
	
	*
	Infectious Diseases

	38[]

	*
	*
	*
	
	*
	*
	
	
	Stroke

	39[]

	
	
	
	
	
	
	
	
	Dentistry

	40[]

	*
	*
	*
	
	*
	
	
	*
	Neurology

	41[]

	
	
	
	
	
	
	
	
	Orthopeadics

	42[]

	*
	
	*
	
	*
	
	
	
	Oncology

	
 ADDIN EN.CITE 
[43]

	
	
	
	
	
	
	
	
	Oncology

	44[]

	
	
	
	
	
	
	
	
	Psychiatry

	45[]

	
	
	
	
	
	
	
	
	Neurology

	
 ADDIN EN.CITE 
[46]

	
	
	
	
	
	
	
	
	Neurology

	47[]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	
 ADDIN EN.CITE 
[48]

	
	
	
	
	
	
	
	
	Endocrinology

	
 ADDIN EN.CITE 
[49]

	
	
	
	
	
	
	
	
	Endocrinology

	
 ADDIN EN.CITE 
[50]

	
	
	
	
	
	
	
	
	Infectious Diseases

	
 ADDIN EN.CITE 
[51]

	*
	*
	*
	
	*
	*
	
	*
	Cardiovascular Research

	52[]

	*
	
	*
	
	*
	
	
	*
	Stroke

	53[]

	
	
	
	
	
	
	
	
	Neurology

	54[]

	*
	*
	*
	
	*
	
	
	*
	Stroke

	
 ADDIN EN.CITE 
[55]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	
 ADDIN EN.CITE 
[56]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	57[]

	*
	
	*
	
	
	
	
	
	Cardiovascular Research

	58[]

	
	
	
	
	
	
	
	
	Orthopeadics

	
 ADDIN EN.CITE 
[59]

	*
	*
	*
	
	*
	
	
	*
	Endocrinology

	60[]

	
	
	
	
	
	
	
	
	Orthopeadics

	61[]

	*
	
	
	
	
	
	*
	
	Gastroenterology

	
 ADDIN EN.CITE 
[62]

	*
	*
	*
	
	*
	
	
	
	Stroke

	63[]

	
	
	
	
	
	
	
	
	Ophthalmology

	
 ADDIN EN.CITE 
[64]

	
	
	
	
	
	
	
	
	Pharmacotoxicology

	
 ADDIN EN.CITE 
[65]

	
	
	
	
	
	
	
	
	Infectious Diseases

	
 ADDIN EN.CITE 
[66]

	
	
	
	
	*
	
	
	
	Cardiovascular Research

	67[]

	
	
	
	
	
	
	
	
	Surgery

	68[]

	
	
	
	
	
	
	
	
	Endocrinology

	69[]

	*
	
	*
	
	*
	*
	
	*
	Neurology

	70[]

	
	
	
	
	
	
	
	
	Gastroenterology

	71[]

	
	
	
	
	
	
	
	
	Endocrinology

	
 ADDIN EN.CITE 
[72]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	73[]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	74[]

	*
	
	
	
	*
	
	
	*
	Endocrinology

	
 ADDIN EN.CITE 
[75]

	
	
	
	
	
	
	
	
	Neurology

	
 ADDIN EN.CITE 
[76]

	
	
	
	
	
	
	
	
	Neurology

	77[]

	
	
	
	
	
	
	
	
	Neurology

	78[]

	
	
	
	
	
	
	
	
	Pulmonology

	
 ADDIN EN.CITE 
[79]

	*
	*
	*
	
	*
	
	
	*
	Cardiovascular Research

	80[]

	
	
	
	
	
	
	
	
	Pharmacotoxicology

	
 ADDIN EN.CITE 
[81]

	*
	
	*
	
	*
	*
	
	*
	Neurology

	
 ADDIN EN.CITE 
[82]

	
	
	
	
	
	
	
	
	Otolaryngology

	83[]

	
	
	
	
	
	
	
	
	Nephrology

	
 ADDIN EN.CITE 
[84]

	
	
	
	
	*
	
	
	
	Pulmonology

	
 ADDIN EN.CITE 
[85]


	*
	?
	?
	
	
	
	
	*
	Cardiovascular Research

	
 ADDIN EN.CITE 
[86]

	*
	*
	*
	
	*
	*
	
	*
	Stroke

	
 ADDIN EN.CITE 
[87]

	*
	
	
	
	*
	*
	
	
	Stroke

	
 ADDIN EN.CITE 
[88]

	*
	
	*
	
	*
	*
	
	
	Stroke

	
 ADDIN EN.CITE 
[89]

	
	
	
	
	
	
	
	
	Surgery

	
 ADDIN EN.CITE 
[90]

	*
	*
	*
	*
	*
	
	
	*
	Endocrinology

	
 ADDIN EN.CITE 
[91]

	*
	*
	*
	
	*
	*
	
	*
	Neurology

	n=
	48
	38
	20
	8
	44

	25
	3
	33
	


Table 2 Primary animal studies

1) Total number of animals included

2) Number of animals randomized

3) Number of animals blinded caretaker/investigator

4) Number of animals blinded outcome assessment

5) Number of animals drop-outs

?
= number unclear

- 
= not scored

	Reference
	1
	2
	3
	4
	5

	1


[ ADDIN EN.CITE ]

	11
	5
	0
	-
	1

	2


[ ADDIN EN.CITE ]

	62
	45
	33
	-
	-

	5[]

	17
	1
	5
	2
	-

	6


[ ADDIN EN.CITE ]

	18
	9
	12
	8
	9

	7[]

	85
	21
	21
	-
	-

	9[]

	6
	3
	2
	-
	0

	10


[ ADDIN EN.CITE ]

	14
	6
	7
	5
	-

	15[]

	2
	2
	2
	-
	2

	16


[ ADDIN EN.CITE ]

	19
	16
	16
	-
	-

	24


[ ADDIN EN.CITE ]

	12
	2
	5
	-
	-

	25


[ ADDIN EN.CITE ]

	18
	12
	7
	-
	-

	26[]

	27
	2
	1
	-
	-

	35[]

	13
	10
	7
	2
	4

	36


[ ADDIN EN.CITE ]

	17
	13
	1
	-
	1

	37[]

	2
	0
	-
	-
	-

	40[]

	14
	7
	4
	0
	-

	47[]

	117
	54
	57
	22
	-

	51


[ ADDIN EN.CITE ]

	20
	15
	2
	1
	-

	52[]

	9
	4
	4
	-
	-

	54[]

	25
	6
	7
	0
	-

	55


[ ADDIN EN.CITE ]

	13
	4
	4
	2
	-

	56


[ ADDIN EN.CITE ]

	29
	6
	2
	1
	-

	59


[ ADDIN EN.CITE ]

	4
	0
	0
	0
	-

	69[]

	254
	40
	38
	-
	-

	72


[ ADDIN EN.CITE ]

	105
	46
	28
	16
	-

	73[]

	18
	12
	13
	1
	-

	74[]

	13
	12
	-
	-
	-

	79


[ ADDIN EN.CITE ]

	52
	38
	22
	5
	-

	81


[ ADDIN EN.CITE ]

	1152
	108
	184
	-
	-

	85


[ ADDIN EN.CITE ]


	45
	12
	?
	?
	-

	86


[ ADDIN EN.CITE ]

	6
	2
	1
	0
	-

	90


[ ADDIN EN.CITE ]

	11
	11
	0
	0
	1

	91


[ ADDIN EN.CITE ]

	70
	38
	45
	15
	-
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� Level of blinding was unclear


� In two reviews a comment was made about internal validity without a risk of bias assessment


� Level of blinding unclear (not specified). Of the 45 primary studies: 15 were blinded (33.3%), 14 not blinded (31.1%) and in 16 studies blinding was not mentioned (35.6%).





