Appendix 1. MEDLINE search strategy for weight loss products and neural tube defects

Search terms for diet supplements:

1. caffeine/ or ilex paraguariensis/ or paullinia/ or guarana powder/ or calcium/ or pyruvic acid/ or pyruvates/ or synephrine/ or chitosan/ or chromium/ or linoleic acids, conjugated/ or ephedra sinica/ or ephedra/ or ephedrine/ or colforsin/ or amorphophallus/ or centella/ or chlorogenic acid/ or camellia sinensis/ or theales/ or tea/ or guar gum/ or hoodia/ or hypericum/ or garcinia cambogia/ or dikanut/ or hydroxycut/ or pausinystalia/ or yohimbine/ or aristolochia/ or 7-oxodehydroepiandrosterone/ or inulin/	
2. (caffeine or guarana or Paullinia or (kola adj nut) or (yerba adj mate) or (ilex adj paraguariensis) or calcium or pyruvate or (bitter adj orange) or (citrus adj aurantium) or synephrine or lipovarin or chitosan or chromium or (linoleic adj acid) or ephedra or (ma adj huang) or ephedrine or forskolin or fucoxanthin or glucomannan or (amorphophallus adj konjac) or (gotu adj kola) or (green adj coffee) or (chlorogenic adj acid) or (green adj tea) or (camellia adj sinensis)).ti,ab,kw.	
3. ((guar adj gum) or hoodia or (hypericum adj perforatum) or (garcinia adj cambogia) or (malabar adj taramind) or (irvingia adj gabonensis) or dikanut or (chia adj seed*) or (salvia adj hispanica) or hydroxycut or (raspberry adj ketone) or (coconut adj oil) or (white adj kidney adj bean) or yohimbe or yohimbine or guggul or gugul or dimethylamylamine or aristolochia or 7-keto-dehydroepiandrosterone or 7-keto-DHEA or inulin or (cider adj vinegar) or (cha adj de adj bugre)).ti,ab,kw.	
4. 1 or 2 or 3	


Search terms for pharmaceutical drugs:

5. Fenfluramine/ or fenfluramine.ti,ab,kw.	
6. (sibutramine or meridia or reductil).ti,ab,kw.	
7. Phenylpropanolamine/ or Dexfenfluramine/ or (dexatrim or phenylpropanolamine or dexfenfluramine).ti,ab,kw.	
8. (rimonabant or acomplia or zimulti).ti,ab,kw.	
9. bendroflumethiazide/ or bendroflumethiazide.ti,ab,kw.	
10. amphetamines/ or amphetamine*.ti,ab,kw.	
11. phenmetrazine/ or phenmetrazine.ti,ab,kw,tw.	
12. phentermine/ or (phentermine or topiramate or qsymia or qnexa).ti,ab,kw.	
13. phendimetrazine/ or phendimetrazine.ti,ab,kw.	
14. benzphetamine/ or (benzphetamine or didrex).ti,ab,kw.	
15. bupropion/ or (bupropion* or wellbutrin or naltrexone*).ti,ab,kw.	
16. metformin/ or pramlintide/ or dextroamphetamine/ or (metformin or pramlintide or zonisamide or dextroamphetamine).ti,ab,kw.	
17. Chorionic Gonadotropin, beta Subunit, Human/ or 'human chronic gonadotropin'.ti,ab,kw.	
18. (orlistat or alli or xenical or belviq or lorcaserin or liraglutide or exenatide or glucagon-like peptide-1 receptor agonist* or GLP-1 receptor agonist* or dexedrine).ti,ab,kw.	
19. 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	




Search terms for weight loss products:

20. obesity/ or obesity, morbid/	
21. appetite/ or appetite regulation/	
22. Satiation/ or Satiety Response/	
23. Weight Loss/ or Body Weight Changes/ or Body Weight/	
24. 20 or 21 or 22 or 23	
25. pharmaceutical preparations/ or controlled substances/ or drug combinations/ or drugs, chinese herbal/ or drugs, essential/ or drugs, generic/ or drugs, investigational/ or materia medica/ or nonprescription drugs/ or prescription drugs/	
26. drug therapy/ or drug prescriptions/ or drug therapy, combination/	
27. Therapeutics/ or Dopamine Uptake Inhibitors/	
28. plant extract/ or plants, medicinal/	
29. 25 or 26 or 27 or 28	
30. 24 and 29	
31. ((obes* or appetite or satiet* or (weight adj loss) or thermogen* or noradrenergic or norepinephrine or (body adj weight) or anti-obesity or antiobesity) adj (drug* or supplement* or product* or pharmacotherap* or stimulant* or medicine* or medication* or agent* or management or maintenance or therap* or suppressant* or depressant*)).ti,ab,kw.	
32. anti-obesity agents/ or appetite depressants/	
33. ((lipase or digesti* or dopamine or norepinephrine) adj2 inhibit*).ti,ab,kw.	
34. Laxatives/ or laxative*.ti,ab,kw.	
35. Diuretics/ or (anorectic* or diuretic*).ti,ab,kw.	
36. 30 or 31 or 32 or 33 or 34 or 35	


Search terms for neural tube defects:

37. Neural Tube Defects/	
38. Spina Bifida Cystica/	
39. Meningocele/	
40. Meningomyelocele/	
41. Anencephaly/	
42. 37 or 38 or 39 or 40 or 41	
43. spina bifida.tw,ab,kw.	
44. Meningocele.ti,ab,kw.	
45. meningomyelocele.ti,ab,kw.	
46. myelomeningocele.ti,ab,kw.	
47. Anencephal*.ti,ab,kw.	
48. 43 or 44 or 45 or 46 or 47	
49. Neural Tube Defect*.ti,ab,kw.

Search terms for birth defects (general):

50. congenital abnormalities/ or ((congenital or birth or fetal or structural) adj (abnormalit* or defect* or deform* or anomal* or malform*)).ti,ab,kw.		
51. 42 or 48 or 49 or 50	

[bookmark: _GoBack]Combine search terms:

52. 4 or 19 or 36	
53. maternal exposure/ or pregnancy/ or pregnan*.ti,ab,kw.	
54. 51 and 52 and 53	







Appendix 2. Adapted Newcastle-Ottawa Quality Assessment Scale: Cohort Studies
	Selection
	Maximum Points

	1) Representativeness of the exposed cohort 
a. Cohort is reasonably/somewhat representative of the exposed community about which the study seeks to draw conclusions (1 point)
b. The authors or reader have reason to believe that the cohort is not somewhat representative of the community of interest (0 points)
c. No information on representativeness (0 points)
	1

	2) Selection of the non-exposed cohort
a. Drawn from the same community as the exposed cohort (1 point)
b. Drawn from a different source than the exposed cohort (0 points)
c. No description of the derivation of the non-exposed cohort (0 points)
	1

	3) Exposure Ascertainment
a. Use of weight loss product was either reported or verified by doctor, medical records, or pharmaceutical records (1 point)
b. Use of weight loss product was self-reported by the mother in a structured interview, blinded to birth outcome (1 point)
c. Use of weight loss product was self-reported by the mother unblinded to birth outcome and was not verified by doctor, medical records, or pharmaceutical records (0 points)
d. Does not fall under (a), (b), or (c), or no description (0 points)
	1

	4) Demonstration that outcome of interest was not present at start of study (omitted)
	0

	Comparability
	

	1) Comparability of cohorts on the basis of the design or analysis
a. Study controls for all listed covariates (2 points)
b. Study controls for ≥1 listed covariate (but not all covariates) (1 point)
	2

	
	Potential Confounders
	
	

	
	i. Race/ethnicity
	
	

	
	i. Obesity
	
	

	
	ii. Pre-gestational diabetes
	
	

	
	iii. Use of folic acid supplementation
	
	

	c. Does not control for any listed potential confounders (0 points)
d. Unadjusted analysis, or no description (0 points)
	

	Outcome
	

	1) Outcome Assessment
a. Case review and classification by trained health professional (i.e., MD, clinical geneticist) or Classification based on ICD codes (1 point)
b. Use of birth certificates, does not meet all components of (a) (0 points)
c. No description (0 points)
	1

	2) Follow-up to at least end of pregnancy
a. Yes (1 point)
b. No (0 points)
	1

	3) Adequacy of follow up cohorts
a. Similar response rate for both exposed and unexposed (≥60%) AND description of those lost indicates they are comparable to those with information on weight loss product use and key potential confounders (1 point)
b. Follow up rate <60% and/or description of those lost does not indicate comparability (0 points)
c. Does not fall under (a) or no statement (0 points)
	1

	Total Points Possible
	8






Appendix 3. Adapted Newcastle-Ottawa Quality Assessment Scale: Case-Control Studies
	Selection
	Maximum Points

	1) Adequacy of case definition
a. Case review and classification by trained health professional (i.e., MD, clinical geneticist) or Classification based on ICD codes (1 point)
b. Use of birth certificates, does not meet all components of (a) (0 points)
c. No description (0 points)
	1

	2) Representativeness of the cases
a. All/representative sample of live births (and may or may not include still births and/or TABs) within a defined geographic area over a defined time period (1 point)
b. Does not fall under (a) or no statement (0 points)
	1

	3) Selection of controls
a. Randomly selected community or hospital controls that represent all births within the same geographic area and time frame as cases (i.e. from the same base population) (1 point)
b. No description (0 points)
	1

	4) Definition of controls
a. Live born infants without the outcome of interest with the same exclusion criteria as cases (1 point)
b. No description (0 points)
	1

	Comparability
	

	2) Comparability of cohorts on the basis of the design or analysis
a. Study controls for all listed covariates (2 points)
b. Study controls for ≥1 listed covariate (but not all covariates) (1 point)
	2

	
	Potential Confounders
	
	

	
	iv. Race/ethnicity
	
	

	
	ii. Obesity
	
	

	
	iii. Pre-gestational diabetes
	
	

	
	iv. Use of folic acid supplementation
	
	

	c. Does not control for any listed potential confounders (0 points)
	

	d. Unadjusted analysis, or no description (0 points)
	

	Exposure
	

	4) Exposure Ascertainment
a. Use of weight loss product was either reported or verified by doctor, medical records, or pharmaceutical records (1 point)
b. Use of weight loss product was self-reported by the mother in a structured interview, blinded to birth outcome (1 point)
c. Use of weight loss product was self-reported by the mother unblinded to birth outcome and was not verified by doctor, medical records, or pharmaceutical records (0 points)
d. Does not fall under (a), (b), or (c), or no description (0 points)
	1

	5) Same method of exposure assessment for cases and controls
a. Yes (1 point)
b. No (0 points)
	1

	6) Non-Response rate
a. Similar response rate for both exposed and unexposed (≥60%) AND description of those lost indicates they are comparable to those with information on weight loss product use and key potential confounders (1 point)
b. Follow up rate <60% and/or description of those lost does not indicate comparability (0 points)
c. Does not fall under (a) or no statement (0 points)
	1

	Total Points Possible
	9











































