Additional File 4.  Risk of bias assessment by the review authors
	Study [Ref. No.]
	Randomization
	Allocation concealment 
	Blinding 

	Dore, 1999 [14]
	Low
	Unsure¶
	Low*

	Dore, 2004 [25]
	Low
	Unsure¶
	High**

	Peters, 2006 [26]
	Low
	Low
	Low

	Mathews, 2008 [27]
	Low 
	Low
	Unsure

	Avihingsanon, 2010 [15]
	Low
	Unsure
	Unsure

	Gu, 2014 [28]
	Low
	Unsure
	Unsure

	Wang, 2016 [29]
	Low
	Unsure
	Unsure


Low: Low risk of bias; High: Low risk of bias; Unsure: Not sure to decide whether low or high risk of bias;
1*double blind trial; ** open-label after 24 weeks. 
¶randomly allocated, but further description of allocation was not provided in the CAESAR protocol. 
