	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10

	Lead Author, Publication Date
	Selection bias 
	Performance bias 
	Detection bias 
	Attrition bias 
	Reporting bias
	Other bias

	
	Sequence generation
	Baseline characteristics
	Allocation concealment
	Random housing
	Blinding
	Random outcome assessment
	Blinding
	Incomplete outcome data
	Selective outcome reporting
	Other sources of bias

	Chu et al. 201544
	x
	✓
	x
	?
	x
	x
	x
	✓
	✓
	✓

	Cordner et al. 201548
	?
	✓
	x
	?
	x
	x
	?
	?
	✓
	✓

	Makhathini et al. 201749
	x
	✓
	x
	?
	x
	x
	x
	✓
	✓
	✓

	Nanduri et al. 201243
	x
	x
	x
	?
	x
	x
	x
	?
	✓
	✓

	Nanduri et al. 201740
	x
	✓
	x
	?
	x
	x
	x
	?
	✓
	✓

	Yang et al. 201541
	x
	x
	x
	?
	x
	x
	x
	?
	✓
	✓

	Zhang et al. 201442
	?
	✓
	x
	?
	x
	x
	x
	✓
	✓
	✓

	[bookmark: _GoBack]Zhu et al. 201750
	?
	✓
	x
	?
	x
	x
	x
	✓
	✓
	✓

	1. 1 ✓ = Adequate randomization; ? = randomized but no details; x = no evidence of randomization.
2. 2 ✓ = Baseline characteristics given; x = baseline characteristics not given.
3. 3 ✓ = Evidence of adequate concealment of groups; x = no evidence of adequate concealment of groups.
4. 4 ✓ = Evidence of random housing of animals; ?  = unknown housing arrangement.
5. 5 ✓ = Evidence of caregivers blinded to intervention; x = no evidence of caregivers blinded to intervention.
6. 6 ✓ = Evidence of random selection for assessment; x = no evidence of random selection for assessment.
7. 7 ✓ = Evidence of assessor blinded; ?= assessor blinded for only one main outcome; x = no evidence of assessor blinded.
8. 8 ✓ = Explanation of missing animal data; ? = initial sample size of animals unknown; x = no explanation of missing animal data.
9. 9 ✓ = Free of selective reporting based on methods/results; x = selective reporting.
10. 10 ✓ = Free of other high bias risk; ? = insufficient data to determine risk of other bias.


Table S10. Risk of bias for animal studies.

