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Appendix Table 1. Database research.

	Database
	Search
(April 13, 2016)

	Cochrane 

PubMed 

Web of Science 
	#1 aspartame; #2 NutraSweet; #3 Methyl Aspartylphenylalanine; #4 hyperglycemic; #5 hyperglycemia; #6 glucose levels; #7 insulin resistance; #8 glucose intolerance; #9 HOMA-IR; #10 type 2 diabetes; #11 HbA1C; #12 hyperinsulinemia; #13 insulin levels; #14 metabolic disease; #15 obesity; #16 body weight, #17 fat mass; #18 overweight; #19 body mass index; #20 energy intake; #21 (#1 or #2 or #3); #22 (#4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20); #23 (#21 and #22)

	LILACS 
	#1 aspartame.mp.; #2 type 2 diabetes.mp.; #3 obesity.mp; [mp=title, abstract, subject headings, heading word, drug trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword] #1 and #2 or #3

	Scopus
	(aspartame) AND (hyperglycemic OR hyperglycemia OR ''glucose levels'' OR ''insulin resistance'' OR ''glucose intolerance'' OR HOMA-IR OR ''type 2 diabetes'' OR HbA1C OR hyperinsulinemia OR ''insulin levels'' OR ''metabolic disease'') OR (obesity OR ''body weight'' OR ''fat mass'' OR overweight OR ''body mass index'' OR ''energy intake'')

	Google scholar
	(aspartame) AND (hyperglycemic OR hyperglycemia OR glucose levels OR insulin resistance OR glucose intolerance OR HOMA-IR OR type 2 diabetes OR HbA1C OR hyperinsulinemia OR insulin levels OR healthy individuals OR diabetic individuals) AND (obesity OR body weight OR fat mass OR overweight OR body mass index)

	Open Grey
	aspartame AND ''glucose levels'' AND ''body mass index''

	Proquest
	aspartame AND ''glucose levels'' AND ''body mass index''


Appendix Table 2. Excluded articles and reasons for exclusion (n = 48).

	Reference number
	Author/Year
	Reason for exclusion

	1. 
	Abdallah et al., 1997
	(1)

	2. 
	Abid et al., 2009
	(1)

	3. 
	Agueroet al., 2015
	(1)

	4. 
	Anton et al., 2010
	(1)

	5. 
	Catenacciet al., 2014
	(1)

	6. 
	Chong et al., 2014
	(1)

	7. 
	De Koninget al., 2011
	(1)

	8. 
	Drewnowskiet al., 1992
	(2)

	9. 
	Drewnowskiet al., 1994
	(3)

	10. 
	Drewnowskiet al., 1994ª
	(1)

	11. 
	Drewnowskiet al., 1995
	(2)

	12. 
	Drewnowskiet al., 1995ª
	(2)

	13. 
	DuránAgúeroet al., 2015
	(1)

	14. 
	Duran et al., 2013
	(2)

	15. 
	Fagherazziet al., 2013
	(1)

	16. 
	Fukuda et al., 2010
	(1)

	17. 
	Giaccoet al., 2004
	(1)

	18. 
	Hall et al., 2003
	(1)

	19. 
	Hartel et al., 1993
	(1)

	20. 
	Hendriksenet al., 2011
	(1)

	21. 
	Klein et al., 2006
	(1)

	22. 
	Knoppet al., 1976
	(1)

	23. 
	Little et al., 2009
	(1)

	24. 
	Mattes,1990
	(1)

	25. 
	Nettletonet al., 2009
	(1)

	26. 
	NimerAssyet al., 2008
	(1)

	27. 
	Okuno et al., 1986
	(1)

	28. 
	Olalde-Mendoza and Moreno-González, 2013
	(1)

	29. 
	Peterset al., 2014
	(1)

	30. 
	Peterset al., 2016
	(1)

	31. 
	Phelanet al., 2009
	(1)

	32. 
	Porikos et al., 1982
	(1)

	33. 
	Rabenet al., 2002
	(1)

	34. 
	Rabenet al., 2011
	(1)

	35. 
	Reid and Hammersley, 1998
	(1)

	36. 
	Reid et al., 2010
	(1)

	37. 
	Reid et al., 2014
	(1)

	38. 
	Robinson et al., 2001
	(1)

	39. 
	Rogers et al., 1988
	(1)

	40. 
	Rogers et al., 1990
	(1)

	41. 
	Rogers et al., 1991
	(1)

	42. 
	Rolls et al., 1990
	(1)

	43. 
	Shimer, 2012
	(2)

	44. 
	Sørensenet al., 2014
	(1)

	45. 
	Stanhope et al., 2015
	(1)

	46. 
	Tordoff and Alleva, 1990
	(1)

	47. 
	Wiseet al., 1989
	(1)

	48. 
	Wolf-Novak et al., 1990
	(1)


Criteria of exclusion applied: (1) Studies that did not fit PICOS strategy; (2) Reviews, letters, personal opinions, book chapters, and conference abstracts; (3) Full papers copies were not available.
Appendix Table 3. Assessment of risk of bias in randomized trials. 

	Articles
	Random Sequence Generation (selection bias)
	Allocation Concealment (selection bias)
	Blinding of Participants and Personnel (performance bias)
	Blinding of Outcome Assessment (detection bias)
	Incomplete Outcome Data (attrition bias)
	SelectiveReporting (reporting bias)
	Othersourcesof bias            

	Black et al., 1991 [49]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Low

	Black et al., 1993 [50]
	Unclear
	Unclear
	High
	Unclear
	Low
	Low
	Low

	Blackburn et al., 1997 [51]
	Low
	Low
	Low
	Unclear
	Low
	Low
	Low

	Bruce et al., 1987 [52]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Bryant et al., 2014 [53]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Colagiuri et al.,1989 [54]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Low

	Coppola et al.,2004 [55]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Flood et al.,2006 [56]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Horwitz et al., 1988 [57]
	High
	High
	Unclear
	Unclear
	Low
	Low
	Unclear

	Kanders et al., 1988 [58]
	Unclear
	Unclear
	High
	Unclear
	Low
	Low
	Low

	Kuzma et al., 2015 [59]
	Low
	Low
	Low
	Unclear
	Low
	Low
	Low

	Lapierre et al., 1990 [60]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Unclear

	Lavin et al., 1997

[61]
	High
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Leon et al., 1989 [62]
	Low
	Low
	Low
	Low
	Low
	Low
	Low

	Maersk et al., 2012 [63]
	Low
	Unclear
	High
	Unclear
	Low
	Low
	Unclear

	Maersk et al., 2012a [64]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Unclear

	Melanson et al., 1999 [65]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Unclear

	Moller, 1991
[66]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Nehrling et al., 1985
[67]
	Unclear
	Low
	Low
	Unclear
	Low
	Low
	Unclear

	Reid et al.,2007 [68]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Rodin,1990 [69]
	Unclear
	Low
	Unclear
	Unclear
	Low
	Low
	Unclear

	Ryan-Harshman,1987 [70]
	Unclear
	Low
	Low
	Unclear
	Low
	Low
	Unclear

	Sathyapalan et al., 2015 [71]
	Low
	Low
	Low
	Low
	Low
	Low
	Unclear

	Siegler et al., 2012 [72]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Unclear

	Singleton et al., 1999 [73]
	Unclear
	Unclear
	Unclear
	Unclear
	Low
	Low
	Unclear

	Smeets et al., 2005 [74]
	Low
	Low
	Low
	Unclear
	Low
	Low
	Unclear

	Steinertet al., 2011 [75]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Unclear

	Stern et al., 1976 [76]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Unclear

	Temizkan et al., 2015 [77]
	Unclear
	Unclear
	Low
	Unclear
	Low
	Low
	Unclear


Risk of bias in randomized trials was assessed by applying the Cochrane Collaboration Risk of Bias Tool (n = 29).
Appendix Table 4. GRADE assessment.

	Quality assessment
	№ of patients
	Effect
	Quality
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Aspartame
	Control or Sucrose
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	New outcome

	12
	randomized trials 
	not serious 
	serious1
	not serious
	not serious 
	none 
	246/529

(46.50%) 
	262/529 (49.53%) 
	
	
	MODERATE
	


Legend: CI, Confidence interval; 1, high heterogeneity in the meta-analysis. Question:What are the metabolic effects of consumption of aspartame in the Adulthood?

[intervention] compared to [comparison]:Aspartame compared to Control or Sucrose for Adulthood .
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Appendix Figure 1. Risk of bias summary.

Review authors' judgments about each risk of bias for each included study.

