Appendices: Flak AL, Tark JY, Tinker SC, Correa A, Cogswell ME. Major, non-chromosomal, birth defects and maternal physical activity: a systematic review.
Appendix 1. Physical activity and birth defects MEDLINE search strategy
1. Pregnancy OR preconception OR periconception OR maternal OR maternity OR gestat* OR mother*

2. Physical activity OR physical work OR physical labor OR occupational activit* OR occupational labor OR leisure OR recreation* OR housework OR aerobics OR exercise OR walking OR gym OR gymnastics OR television OR tv OR standing OR lifting OR jogging OR running OR stretching OR sports OR swim* OR bicycling OR cycling OR gardening OR mowing OR dancing OR digging OR mopping OR cleaning OR vacuuming

3. Exp sports OR exp recreation OR exp exercise OR exp physical fitness OR exp work OR exp automobile driving

4. Amniotic band OR scimitar OR anophthalm* OR anotia OR atresia OR exstroph* OR caudal regression OR cleft OR cloacal exstrophy OR congential cataracts OR congenital heart defect* OR contruncal OR craniosynostosis

5. Dandy walker OR diaphragm* hernia* OR down syndrome OR epstein malform* OR encephalocele OR gastroschisis OR heterotaxy OR holoprosencephaly OR hypoplastic OR left heart syndrome OR hypospadias OR limb deficienc*

6. Microphthalmia OR microtia OR neonatal glaucoma OR neural tube defect* OR obstructive heart defect* OR omphalocele OR agenesis OR  septal heart OR single ventricle OR spina bifida OR tracheosophageal fistula OR trisomy

7.  Exp abnormalities drug-induced OR exp abnormalities radiation-induced OR exp abnormalities severe teratoid OR exp cardiovascular abnormalities OR exp digestive system abnormalities OR exp eye abnormalities OR exp musculoskeletal abnormalities OR exp nervous system abnormalities OR exp respiratory system abnormalities OR exp situs inversus OR exp stomatognathic system abnormalities OR exp thyroid dysgenesis OR exp urogenital abnormalities

8. #2 OR #3

9. #4 OR #5 OR #6 OR #7

10. #1 AND #8 AND #9

Appendix 2. Adapted Newcastle-Ottawa Quality Assessment Scale: Case-Control Studies

	Selection
	Maximum Points

	1) Adequacy of case definition

a.  1) Ability to differentiate phenotypes and 2) Case review and classification by MD or Classification based on ICD codes (1 point)
b. Use of birth certificates, does not meet all components of (a), or no description 

(0 points)
	1

	2) Representativeness of the cases

a.  All/representative sample (live births, still births, and TABs) within a defined geographic area with the outcome of interest (major birth defects) over a defined time period (1 point)
b. All/representative sample of live births within a defined geographic area with the outcome of interest over a defined time period (1 point)
c. Does not fall under (a) or (b) or no statement (0 points)
	1

	3) Selection of controls

a. Randomly selected community controls 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
	

	1) Comparability of cohorts on the basis of the design or analysis

         Scoring dependent on defect category

a. Study controls for all listed covariates (2 points)
b. Study controls for ≥1 listed covariate (but not all covariates) (1 point)
	2

	
	Defect Categories
	Potential Confounders
	

	
	i. NTDs, CNS defects
	Race/ethnicity, obesity/diabetes
	

	
	ii. Orofacial (or oral) clefts
	Race/ethnicity, smoking
	

	
	iii. Musculoskeletal (skeletal)
	Thalidomide (if sample includes exposed mothers), diabetes, prenatal CVS screening
	

	
	iv. Circulatory/cardiovascular
	Maternal age, diabetes, smoking
	

	
	v. Multiple phenotypes
	Maternal age, smoking, race/ethnicity
	

	c. Does not control for any corresponding potential confounders, unadjusted, or no description (0 points)
	

	Exposure
	

	1) Exposure Ascertainment

a. Biological or mechanical objective measurement (e.g. energy expenditure, accelerometer)(1 point)
b. Structured validated instrument (interview or questionnaire) (1 point)
c. Does not fall under (a) or (b) or no description (0 points)
	1

	2) Same method of physical activity assessment for cases and controls

a. Yes (1 point)
b. No (0 points)
	1

	3) Non-Response rate

a. Similar response rate for both exposed and unexposed (≥60%) AND description of those lost indicates they are comparable to those kept on physical activity exposure 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


Appendix 3. 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. Biological or mechanical objective measurement (e.g. energy expenditure, accelerometer) (1 point)
b. Structured validated instrument (interview or questionnaire) (1 point)
c. Does not fall under (a) or (b) or no description (0 points)
	1

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

	Comparability
	

	2) Comparability of cohorts on the basis of the design or analysis

         Scoring dependent on defect category

a. Study controls for all listed covariates (2 points)
b. Study controls for ≥1 listed covariate (but not all covariates) (1 point)
	2

	
	Defect Categories
	Covariates
	

	
	i. NTDs, CNS defects
	Race/ethnicity, obesity/diabetes
	

	
	ii. Orofacial (or oral) clefts
	Race/ethnicity, smoking
	

	
	iii. Musculoskeletal (skeletal)
	Thalidomide (if sample includes exposed mothers), diabetes, prenatal CVS screening
	

	
	iv. Circulatory/cardiovascular
	Maternal age, diabetes, smoking
	

	
	v. Multiple phenotypes
	Maternal age, smoking, race/ethnicity
	

	c. Does not control for any corresponding potential confounders, unadjusted, or no description (0 points)
	

	Outcome
	

	4) Outcome Assessment
a. 1) Ability to differentiate between phenotypes and 2) Case review and classification by MD or Classification based on ICD codes (1 point)
b. Use of birth certificates, does not meet all components of (a), or no description 
(0 points)
	1

	5) Follow-up to at least one year
a. Yes (1 point)
b. No (0 points)
	1

	6) Adequacy of follow up cohorts

a. Similar response rate for both groups (≥60%) AND description of those lost indicates they are comparable to those kept on physical activity exposure 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


1

