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Table 1. Quality assessment of included cohort and case-control studies using the Newcastle-Ottawa Scale.

	Cohort studies

Author (year)
	Selection
	Comparability
	Outcome
	Total

quality

scores

	
	Representativeness of

the exposed cohort
	Selection of the

non-exposed cohort
	Ascertainment

of exposure
	Incident

events
	
	
	Assessment

of outcome
	Length of

Follow-up
	Adequacy of

Follow-up of cohort
	

	Mikkelsen (2016)
	★
	★
	
	★
	★
	★
	★
	★
	★
	8

	Chavarro (2009)
	★
	★
	
	★
	★
	★
	★
	★
	★
	8

	Hassan (2004)
	★
	★
	
	★
	★
	★
	★
	★
	★
	8

	Eggert (2004)
	★
	★
	
	★
	★
	
	★
	★
	★
	7

	Tolstrup (2003)
	★
	★
	
	★
	★
	★
	★
	★
	★
	8

	Hakim (1998)
	★
	★
	
	★
	★
	
	★
	★
	★
	7

	Olsen (1997)
	★
	★
	
	★
	★
	★
	★
	★
	★
	8

	Curtis (1997)
	★
	★
	
	★
	★
	★
	★
	★
	★
	8

	Zaadstra (1994)
	★
	★
	
	★
	★
	
	★
	★
	
	6

	Florack (1994)
	★
	★
	
	★
	★
	
	★
	★
	★
	7

	Joesoef (1993)
	★
	★
	
	★
	★
	★
	★
	★
	★
	8

	Wilsnack (1984)
	★
	★
	
	★
	★
	
	★
	★
	★
	7

	Case-control studies

Author (year)
	Selection
	Comparability
	Exposure
	

	
	Adequate definition

of cases
	Representativeness

of cases
	Selection of controls
	Definition of controls
	
	
	Asecertainment of exposure
	Same method of

ascertainment for cases and controls
	Non-response rate
	

	Lopez-del Burgo (2015)
	★
	★
	★
	★
	★
	★
	
	★
	★
	8

	Taylor (2011)
	★
	★
	★
	★
	★
	★
	
	★
	★
	8

	Greenlee (2003)
	★
	★
	★
	★
	★
	
	
	★
	★
	7

	Juhl (2003)
	★
	★
	★
	★
	★
	★
	
	★
	★
	8

	Parazzini (1999)
	★
	★
	★
	★
	★
	★
	
	★
	★
	8

	Jensen (1998)
	★
	★
	★
	★
	★
	★
	
	★
	★
	8

	Grodstein (1994)
	★
	★
	★
	★
	★
	★
	
	★
	★
	8


Table 2. Pooled risk estimates of fecundability and female alcohol consumption in subgroup results (The midpoint was redefined as exposure dose where the lowest category was open ended).
	 Subgroup analysis
	No. of studies
	Summary RR (95%CI)
	Heterogeneity
	Publication bias

	
	
	
	P
	I2(%)
	Begg’s test
	Egger’s test

	Overall
	16
	0.86 (0.77, 0.95)
	0.001
	91.2
	0.096
	0.220

	Dose
	
	
	
	
	
	

	Non vs. lighter
	14
	0.89 (0.81, 0.97)
	0.001
	91.0
	0.101
	0.419

	Non vs. moderate
	11
	0.75 (0.55, 0.94)
	0.001
	92.7
	0.436
	0.221

	Design
	
	
	
	
	
	

	Cohort
	9
	0.94 (0.86, 1.01)
	0.001
	81.9
	0.754
	0.988

	Area
	
	
	
	
	
	

	Europe
	8
	0.95 (0.76, 1.13)
	0.001
	92.9
	0.999
	0.817

	Population
	
	
	
	
	
	

	General
	6
	1.10 (0.99, 1.21)
	0.001
	94.9
	0.260
	0.413

	Worker
	2
	0.51 (0.37, 0.64)
	0.200
	39.1
	0.999
	-

	Women’s mean Age
	
	
	
	
	
	

	25-30
	9
	0.86 (0.70, 1.01)
	0.001
	92.8
	0.348
	0.235

	Time_exposure
	
	
	
	
	
	

	One-year
	6
	0.96 (0.89, 1.03)
	0.001
	75.3
	0.999
	0.966

	Definition of outcome
	
	
	
	
	
	

	Waiting Time to Pregnancy
	11
	0.83 (0.72, 0.95)
	0.001
	93.4
	0.276
	0.297

	Infertility Occurrence
	3
	0.96 (0.76, 1.15)
	0.007
	80.9
	0.999
	0.298

	Diagnostic method of outcome
	
	
	
	
	
	

	Self-reported
	10
	0.96 (0.91, 1.02)
	0.001
	70.3
	0.999
	0.915

	Clinically-confirmed
	6
	0.72 (0.48, 0.95)
	0.001
	91.2
	0.133
	0.106

	Method of alcohol consumption assessment
	
	
	
	
	
	

	SAQ
	12
	0.84 (0.74, 0.95)
	0.001
	92.5
	0.304
	0.215

	FFQ
	4
	0.91 (0.69, 1.13)
	0.001
	86.1
	0.089
	0.013

	Quality score
	
	
	
	
	
	

	NOS=8
	12
	0.90 (0.77, 1.02)
	0.001
	90.5
	0.193
	0.257

	NOS≤7
	4
	0.77 (0.45, 1.08)
	0.001
	94.1
	0.734
	0.442


FFQ: Food-Frequency Questionnaire; NOS: Newcastle-Ottawa Scale; SAQ: Self-Administered Questionnaire; RR: Risk Ratio.
Table 3. Standardized data extraction form.
	First author
	Year
	Country
	Population
	Study design
	Period of enrolment
	Total number
	Age (years)
	Time exposure
	Exposure assessment
	Alcohol unit
	Alcohol consumption group
	Outcome defined
	Adjusted confounding factors
	NOS score

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	


Table 4. PRISMA Checklist.
	Section/Topic 
	#
	Checklist Item 
	Reported on Page # 

	TITLE 

	Title 
	1
	Identify the report as a systematic review, meta-analysis, or both. 
	1

	ABSTRACT 

	Structured summary 
	2
	Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria, participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and implications of key findings; systematic review registration number. 
	2

	INTRODUCTION 

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known. 
	3

	Objectives 
	4
	Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	3

	METHODS 

	Protocol and registration 
	5
	Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration information including registration number. 
	10

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. 
	10

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	10

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	10

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	10-11

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	11

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	11

	Risk of bias in individual studies 
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	11

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). 
	11

	Synthesis of results 
	14
	Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g., I2) for each meta-analysis. 
	12
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	Section/Topic 
	#
	Checklist Item 
	Reported on Page # 

	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	12

	Additional analyses 
	16
	Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre-specified. 
	12-13

	RESULTS 

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	4

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	Table 1

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). 
	Stable 1

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each intervention group (b) effect estimates and confidence intervals, ideally with a forest plot. 
	 Figure 2

	Synthesis of results 
	21
	Present the main results of the review. If meta-analyses done, include for each, confidence intervals and measures of consistency. 
	Table 2

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies (see Item 15). 
	4-5

	Additional analysis 
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). 
	5-6

	DISCUSSION 

	Summary of evidence 
	24
	Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy makers). 
	6

	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of identified research, reporting bias). 
	9

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	9

	FUNDING 

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. 
	   NA


From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med 6(6): e1000097. doi:10.1371/journal.pmed1000097 

For more information, visit: www.prisma-statement.org.
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Supplement searching strategy

The detailed search strategy is PubMed and the same search stream was used in all databases.

(((((((((((alcohol) OR ethanol) OR alcohol consumption) OR alcohol drinking) OR drink) OR alcoholic beverages) OR drinking behaviour) OR liquor) OR beer) OR wine)) AND ((((cohort) OR case-control)) AND  ((((fecundability) OR infertility) OR fecundity) OR fertility))
The syntax of dose-response in Stata
use "E:\Alcohol Consumption\data\dose-response.dta", clear

capture drop doses*

_pctile dose , percentile(5 35 65 95)

ret list

mkspline doses  = dose  , knots(`=r(r1)' `=r(r2)' `=r(r3)' `=r(r4)') cubic displayknots

glst logrr doses* , se(se)  cov(peryears cases)    pfirst(study type)

testparm doses2 doses3

glst  logrr dose , se(se)   cov(peryears cases)   pfirst(study type)  ts(f)

predictnl lrr_lin = _b[dose]*dose

gen rr_lin = exp(lrr_lin)

glst logrr doses*, se(se) cov(peryears cases) pfirst(study type)

predictnl logrrwithref = _b[doses1]*doses1 + _b[doses2]*doses2 + _b[doses3]*doses3, ci(lo hi)

gen rrwithref  = exp(logrrwithref)

gen lbwithref  = exp(lo)

gen ubwithref  = exp(hi)

levelsof dose, local(level)

xblc doses*, c(dose) at(`r(levels)') ref(0) eform

twoway (line lbwithref ubwithref rrwithref dose,sort lp(longdash longdash l)) (line rr_lin dose, sort lp(shortdash) lc(black)), xlabel(0(12.5) 37.5) xtitle("Alcohol intake, grams/day") ytitle("Relative Risk")
 7 / 7

