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BACKGROUND: Early onset of menopause is associated with long-term health risks, including cardiovascular disease and premature
death. Although alcohol intake has been suggested to affect the age at which natural menopause occurs, results from observational studies
are not consistent.

OBJECTIVE AND RATIONALE: In the view of the differing risks to the health of early menopause and the increasing trends in alcohol
consumption in women, in this systematic review, we aimed to quantify the association between all levels of alcohol consumption and
menopause onset.

SEARCH METHODS: Six electronic databases (Medline, Embase, Cochrane, PubMed, Google Scholar and Web of Science) were sys-
tematically searched until 4 November 2015 to identify relevant studies assessing the association between alcohol consumption and onset
of menopause. Two independent reviewers screened the titles and abstracts of all initially identified studies according to the selection cri-
teria. Studies were sought if they (i) were observational cross-sectional, prospective and interventional studies, (ii) had reported on natural
onset of menopause, (iii) had reported on alcohol consumption, (iv) had assessed the association between alcohol consumption and meno-
pause onset, (v) were conducted in humans and (vi) were not conducted in patients with cancer. Data were extracted by two independent

© The Author 2016. Published by Oxford University Press on behalf of the European Society of Human Reproduction and Embryology. All rights reserved.
For Permissions, please email: journals.permissions@oup.com

D
ow

nloaded from
 https://academ

ic.oup.com
/hum

upd/article/22/4/516/2573866 by guest on 20 April 2024



reviewers using a predesigned data-collection form. The primary exposure variable was the presence of active alcohol drinking at baseline
compared with a reference group of non-drinkers. Pooled relative risks (RRs) were calculated.

OUTCOMES: Of the 1193 references (all in English language) reviewed for eligibility, 22 articles based on 20 unique studies were included
in the final analysis. A total of 41 339 and 63 868 non-overlapping women were included in the meta-analysis of cross-sectional and obser-
vational cohort studies, respectively. In cross-sectional studies, the pooled RR for earlier onset of menopause was 0.86 (95% confidence
interval (CI): 0.78–0.96) between drinkers versus non-drinkers. Analysis of the levels of alcohol consumed showed that low and moderate
alcohol consumption (more than one drink per week (RR = 0.60; 95% CI: 0.49–0.75) and three or fewer drinks per week (RR = 0.75;
95% CI: 0.60–0.94)) were associated with later menopause onset, compared to non-drinkers. In prospective studies, RR for earlier meno-
pause onset was 0.95 (95% CI: 0.91–0.98) when comparing women who reported drinking alcohol versus women who did not. Analysis
of the dose of alcohol consumed showed that low-to-moderate alcohol intake (0–8 g/day (RR = 0.95; 95% CI: 0.93–0.98), and 16 g/day
(RR = 0.89, 95%CI: 0.86–0.92)) was associated with later menopause onset, compared to non-drinking.

WIDER IMPLICATIONS: The findings of this review indicate that alcohol consumption, particularly low and moderate alcohol intake,
might be associated with later onset of menopause although the magnitude of the association is low. Further studies are needed to cor-
roborate these findings, clarify the level of alcohol intake at which menopause is delayed and identify the potential mechanisms behind
this association.

Key words: alcohol / low and moderate drinking / menopause / age of menopause / menopause onset / late menopause / early
menopause.

Introduction
Menopause is an inevitable component of aging and encompasses the
permanent cessation of menses following the loss of ovarian follicular
activity. Menopause can occur naturally (spontaneously)—on average
around age 51years—or be induced through a medical intervention,
such as the removal of both ovaries (surgical menopause), as well as
ovarian failure resulting from chemotherapy or radiotherapy (Harlow
et al., 2012).

The age at natural menopause holds intrinsic clinical and public
health interest because the age at which the final menstrual period
occurs may be a marker of aging and health (Gold, 2011). Early age
at natural menopause is associated with long-term health risks,
including shorter overall survival and increased risk of mortality, car-
diovascular disease, osteoporosis and a reduced risk of breast, endo-
metrial and ovarian cancer (Jacobsen et al., 1999; Atsma et al., 2006;
Shuster et al., 2010). Also, women who undergo natural menopause
before age 45 years have an earlier decline in cognitive function and
an increased risk for mood disorders (Gold, 2011). Furthermore,
onset of menopause is also a determinant of fertility problems due to
the current tendency in western countries to postpone childbearing
(Treloar et al., 1967). Five to ten percent of women experience nat-
ural menopause before the age of 45 years and one-third of women’s
lives is spent postmenopause (Cramer and Xu, 1996). To date,
although genetic, neuroendocrine and environmental factors have
been suggested to play a role, it is unclear why ovaries stop their
function at menopause (Gold, 2011). Identifying modifiable risk fac-
tors that may influence age at natural menopause may have far-
reaching implications for reproductive and other health issues.

Alcohol intake has been suggested to affect the age of natural
menopause; however, the pathways are not fully understood.
Initially, it was suggested that alcohol consumption may be asso-
ciated with earlier age at menopause, based on observed adverse
effects on animal reproduction (Gavaler, 1985). Alcohol intake was
correlated with higher levels of follicle-stimulating hormone (FSH) in

women of childbearing age and with oxidative stress in rats, which
have been associated with ovarian damage (Faut et al., 2009; Li
et al., 2013; Rachdaoui and Sarkar, 2013). However, recent data
show that alcohol can induce a rise in circulating estrogen levels,
which has been associated with delayed onset of menopause
(Gavaler and Rosenblum, 1987; Ginsburg et al., 1996; Muti et al.,
1998; Gill, 2000). Furthermore, alcohol consumption is not asso-
ciated with menstrual cycle disturbances or with a decrease in the
number of recruited antral follicles, important indicators of ovarian
age, whereas abstainers from alcohol have shown higher odds of
irregular and short cycles (Kinney et al., 2007; Schliep et al., 2015).
The data from observational studies regarding a connection of alco-
hol consumption to onset of menopause are also inconsistent; a
few studies showing alcohol consumption to be associated with
earlier onset of menopause (Sammel et al., 2009), some showing
no effect (Bernis and Reher, 2007; Nagata et al., 2012) and several
studies indicating delayed onset of menopause (Torgerson et al.,
1997; Cooper et al., 2001; Morris et al., 2012). Therefore, there is a
need for a comprehensive assessment of the association between
alcohol consumption and onset of menopause. This is of particular
importance since several studies have recently reported a rise in
alcohol consumption among premenopausal women (Fleming, 1996;
Crome and Kumar, 2007; Johansson et al., 2012). Additionally, similar
to age of menopause, there is a paradoxical association between
alcohol consumption and other health outcomes in women. Low-to-
moderate alcohol consumption (as well as late menopause onset) is
associated with reduced risk of cardiovascular diseases and Type 2
diabetes (Atsma et al., 2006; Ronksley et al., 2011). Paradoxically,
epidemiological studies show a dose–response relationship between
alcohol consumption (as well as age of menopause) and increased
risk of breast cancer (Hamajima et al., 2002; Collaborative Group on
Hormonal Factors in Breast Cancer, 2012).

We conducted a systematic review and meta-analysis of all avail-
able evidence to quantify the association of alcohol consumption with
onset of menopause.
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Methods

Data sources and search strategy
This review was conducted in accordance with the PRISMA and MOOSE
guidelines. Studies were sought using Medline, Embase, Cochrane,
PubMed, Google Scholar and Web of Science from inception until 4,
November 2015 (date last searched) with the help of an experienced
information specialist (W.M.B.). The computer-based searches combined
terms related to the exposure (e.g. alcohol, drinking behavior) and out-
comes (e.g. a combination of terms for menopause, with terms for tim-
ing, e.g. late, premature), without any language restriction. Details on the
search strategy are provided in Supplementary Data. Furthermore, in
order to identify additional studies, we checked the reference lists of rele-
vant studies and contacted experts in the field.

Study selection and eligibility criteria
Two independent reviewers screened the titles and abstracts of all initially
identified studies according to the selection criteria. Studies were
included if they (i) were observational cross-sectional, prospective and
interventional studies, (ii) had reported on natural menopause onset,
(iii) had reported on drinking behavior, (iv) had examined the association
between drinking behavior (as primary exposure) and menopause onset,
(v) were conducted in humans and (vi) were not conducted in patients
with cancer. No exclusion was performed with regard to other disease
status of women included in the studies. Full texts were retrieved from
studies that satisfied all selection criteria.

Data extraction and quality assessment
A predesigned data extraction form was used to extract the relevant
information. The form included questions on study design, baseline popu-
lation, location; age at baseline, duration of follow-up, reported degree of
adjustment, type of outcome and reported risk estimates. In the case of
multiple publications, the most up-to-date or comprehensive information
was included. The primary exposure variable was the presence of active
alcohol drinking at baseline compared with a reference group of non-
drinkers. Whenever available, we extracted information on the amount
of alcohol consumed, using grams of alcohol per day and/or drinks per
week as the common unit of measurement. We calculated 7 kcal of alco-
hol as 1 g; for Japan 1 standard drink equals 19.75 g and 25 ml, and in the
UK, 1 unit equals 8 g and 10 ml of alcohol (Boyle et al., 2013). Study qual-
ity was assessed by two independent reviewers based on the nine-star
Newcastle–Ottawa Scale (NOS) using three predefined domains, namely
selection of participants (population representativeness), comparability
(adjustment for confounders) and ascertainment of outcomes of interest.
The NOS assigns a maximum of four points for selection, two points for
comparability and three points for outcome. Studies that received a score
of nine stars were judged to be at low risk of bias, studies that scored
seven or eight stars were considered at medium risk and those that
scored six or less were considered at high risk of bias.

Data synthesis and analysis
The relative risk (RR) was used as the common measure of association
across studies. An RR <1 implies that alcohol consumption was asso-
ciated with later onset of menopause and an RR >1 implies that alcohol
consumption was associated with earlier onset of menopause. The
inverse-variance weighted method was used to combine RRs to
produce a pooled RR using random-effects models to allow for

between-study heterogeneity. Additionally, we reported the results
using fixed-effect models. Fixed-effects models were also used to pool
RRs of the same study (e.g. the estimate for drinkers versus non-
drinkers was pooled using fixed-effects models when risk estimates
were reported for different categories of alcohol intake). Heterogeneity
was assessed using the Cochrane χ2 statistic and the I2 statistic and was
distinguished as low (I2 ≤ 25%), moderate (I2 > 25% and < 75%) or
high (I2 ≥ 75%) (Higgins et al., 2003). Publication bias was evaluated
through a funnel plot and Egger’s test (Egger et al., 1997). Since smok-
ing and socioeconomic status may be important confounders in the
association between alcohol intake and menopause onset, when pos-
sible we performed a sensitivity analysis excluding studies that did not
adjust for either of these factors. Also, we restricted all the main ana-
lyses to studies that reported estimates adjusted for baseline body mass
index (BMI) and age. Study-level characteristics including geographical
location, number of total participants, risk of bias and duration of
follow-up for prospective studies were pre-specified as characteristics
for the assessment of heterogeneity and were evaluated using stratified
analyses and random-effects meta-regression (Thompson and Sharp,
1999). All tests were two-tailed and P-values ≤0.05 were considered
significant. STATA release 12 (Stata Corp, College Station, TX, USA)
was used for all statistical analyses.

Results

Identification of relevant studies
The search strategy identified 678 unique citations (all in English lan-
guage). Furthermore, we screened another set of 515 citations that
were found in the reference lists of the relevant articles (a total of
1193 articles). Following initial screening based on titles and abstracts,
31 articles were retrieved and evaluated further. Of these articles,
9 were excluded for reasons shown in Fig. 1. The remaining 22 articles,
based on 20 unique studies, met the inclusion criteria (Tables 1
and 2). The baseline age of participants of the included studies ranged
from 27 to 98 years. Studies included women from the USA, UK,
Spain, Japan, Korea, Poland, Russia, Czech Republic, Norway and
Germany. Three studies (all cross-sectional) examined early meno-
pause as outcome, while the rest of the studies examined menopause
onset. Two studies defined early menopause as menopause onset
<45 years, whereas one study defined it as menopause onset
<49 years (Chang et al., 2007; Mikkelsen et al., 2007; Pokoradi et al.,
2011). Five studies (Neslihan Carda et al., 1998; Celentano et al.,
2003; Kinney et al., 2006; Dorjgochoo et al., 2008; Pakarinen et al.,
2010) could not be pooled owing to different exposure or outcome
assessments, and, therefore, 10 and 7 studies (based on 6 unique
studies) were included in the meta-analysis of cross-sectional and
prospective studies, respectively (Fig. 1). Consequently, 41 339 and
63 868 women were included in the meta-analysis of cross-sectional
and prospective studies, respectively, with a total of 26 008 women
experiencing menopause during the follow-up. In prospective studies,
the follow-up ranged from 2 to 11 years (Table 2).

Alcohol consumption and menopause onset
in cross-sectional studies
Seven cross-sectional studies reported on alcohol consumption com-
pared to a reference group of non-drinkers in relation to menopause
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onset. The pooled RR for experiencing menopause between drinkers
versus non-drinkers was 0.86 (95% CI: 0.78–0.96) (Fig. 2). When
analyses were restricted to studies that reported adjusted estimates
for smoking and/or socioeconomic status, pooled RR was 0.85 (95%
CI: 0.72–1.0) (Supplementary Figure S1). Also, the results did not
materially change when the analysis was restricted to studies that
reported adjusted estimates for baseline BMI or age (Supplementary
Figures S2 and S3). Pooled RR for early onset of menopause for
drinkers versus non-drinkers was 0.90 (95%CI: 0.79–1.02)
(Supplementary Figure S4). Analysis of the levels of alcohol consumed
showed that consuming more than one drink per week (RR = 0.60;
95% CI: 0.49–0.75) and three or fewer drinks per week (RR = 0.75;
95% CI: 0.60–0.94) were associated with later menopause onset
compared to non-drinking (Supplementary Figure S5 and S6). Two
cross-sectional studies investigating the association between alcohol
and age of menopause were not included to the meta-analysis; one
study found a marginally significant association (P = 0.05) but no esti-
mates were reported, and the other study reported no significant dif-
ference in onset of menopause between drinkers and non-drinkers

(β = 0.19, 95% CI: −0.26 to 0.65, P = 0.40) (Neslihan Carda et al.,
1998; Pakarinen et al., 2010).

Alcohol consumption and menopause onset
in prospective studies
Six unique prospective studies reported on menopause onset in rela-
tion to alcohol consumption at baseline compared to a reference
group of non-drinkers. Pooled RR for subsequent development of
menopause was 0.94 (95% CI: 0.91–0.97) when comparing women
who reported consumption of alcohol to those who did not (Fig. 3).
When the analyses were restricted to studies that reported adjusted
estimates for smoking and/or socioeconomic status (n = 5), the
pooled RR was 0.94 (95% CI: 0.91–0.97) (Supplementary Figure S7)
when comparing women who reported alcohol consumption to
women who did not. The results did not differ when we restricted the
analysis to studies that reported adjusted estimates for baseline BMI
or age (Supplementary Figures S2, S3). Analysis of the dose of alcohol
consumed showed that 0–8 g/day (RR = 0.95; 95% CI: 0.93–0.98),
>8 g/day (RR = 0.91; 95% CI: 0.89–0.93) or >16 g/day (RR = 0.89,
95%CI: 0.86–0.92) were associated with later onset of menopause
compared to non-drinking (Supplementary Figures S8–S10). Three
prospective studies could not be included in the meta-analysis: two
studies did not find any significant association by comparing ever ver-
sus never drinkers, whereas one study showed that drinkers had 1.3
years later menopause onset compared to non-drinkers (Celentano
et al., 2003; Kinney et al., 2006; Dorjgochoo et al., 2008).

Assessments of study quality, heterogeneity
and publication bias
Three cross-sectional studies and eight prospective studies were
judged to be at medium risk of bias, whereas the other studies were
evaluated to be at high risk of bias (Tables 1 and 2). There was evi-
dence of moderate between-study heterogeneity for the meta-
analysis of cross-sectional studies of drinkers versus non-drinkers and
onset of menopause (I2 = 73.4%, P = 0.001 for the Cochrane χ2

statistic), whereas no evidence of between-study heterogeneity was
found for other analyses (Figs. 2 and 3; Supplementary Figures S1–
S10). This level of heterogeneity was explained to a large extent by
differences in the study quality and the total number of participants
(Supplementary Table S1). Visual examination of Begg’s funnel plots
for the analysis of cross-sectional and prospective studies on the
association between alcohol drinking (yes versus no) and menopause
onset (Supplementary Figure S11) was moderately symmetrical,
therefore providing little evidence for publication bias. This was fur-
ther supported by the results of Egger’s test, which were non-
significant (cross-sectional studies, P = 0.38; prospective studies,
P = 0.06; Supplementary Figure S11).

Discussion
To our knowledge, this is the first meta-analysis on the association
between alcohol consumption and the time of menopause onset,
including more than 100 000 women. Compared to abstainers,

1,193 Potentially relevant citations identified

678 Database searching (Medline, Embase, Cochrane,

PubMed, Google Scholar and Web of Science)

515 References of the included studies in

the systematic review

1162 excluded on the
basis of title and
abstract:

9 excluded due to:
No appropriate exposure

or outcome

22 articles based on 20 unique studies
12 Cross-sectional studies (only 10

(unique) studies were included in themeta-analysis)

10 Prospective cohort studies (only 7 studies

(based on 6 unique studies) were

included in the meta-analysis)

31 Full-text articles retrieved for more

detailed evaluation
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Figure 1 Flow diagram of study selection for a systematic review
and meta-analysis of an association of alcohol consumption with the
time of onset of natural menopause.
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Table 1 General characteristics of the cross-sectional studies in a systematic review and meta-analysis of the association of alcohol consumption with the time
of onset of natural menopause in women.

Lead author,
publication date

Name of the study or
source of participants

Location Age
range
(years)

Total
participants

Covariates adjusted Outcomes Quality Alcohol scale

Bernis, 2007 (Bernis
and Reher, 2007)

Decisions At Menopause
Study (DAMES) and Ecology
of Reproductive Aging
Project

Spain 45–55 1142 Environmental context, age, children ever
born, education, BMI, regular alcohol
consumption, smoking, age at menarche and
menarche status

Premenopausal: 585
participants

7 Regular consumption:
• Yes–no

Perimenopausal: 136
participants
Postmenopausal: 421
participants

Kaczmarek, 2007
(Kaczmarek, 2007)

Middle-aged Women’s
Health and Well-being
Survey (WOMID)

Poland 35–65 7183 Educational level, age at menarche, usual
menstrual cycle length, use of
contraceptives, number of live births,
smoking status and self-reported health
status

Premenopausal: 3153
participants

6 Alcohol consumption:
• Yes–no

Perimenopausal: 307
participants
Postmenopausal: 2623
participants

Stepaniak, 2013
(Stepaniak et al.,
2013)

The Health, Alcohol and
Psychosocial Factors in
Eastern Europe (HAPIEE)
Study

Russia, Poland,
Czech Republic

45–69 12 676 Age, population, education, marital status,
smoking, BMI, physical activity, alcohol
consumption, supplementation with vitamins
and minerals, hormonal contraceptives, HRT

Premenopausal: 3582
participants

6 Frequency of alcohol
consumption:
(1) Never
(2) Low
(3) Moderate
(4) Everyday

Postmenopausal: 9094
participants

Nagata, 1998
(Nagata et al., 1998)

NA Japan 45–55 4186 Age and total energy Premenopausal: 2259
participants

5 Alcohol consumption
past year (tertiles):
(1) Low
(2) Middle
(3) High

Postmenopausal: 1445
participants

Mikkelsen, 2007
(Mikkelsen et al.,
2007)

Oslo Health Study Norway 40–61 2123 Educational level, smoking, alcohol and
coffee consumption

Early menopause: 9.6% of
all the participants

6 Alcohol consumption:
(1) None in last year
(2) <1 per week
(3) At least once per

week

Torgerson, 1994
(Torgerson et al.,
1994)

NA UK 45–49 1485 Not adjusted Premenopausal: 1227
participants

6 Alcohol use:
(1) Never
(2) Occasionally
(3) Once/month
(4) 2/3 times/month
(5) 2/3 times/week
(6) 4/5 times/week

Postmenopausal: 258
participants

Cooper, 2001
(Cooper et al., 2001)

The Third National Health
and Nutrition Examination
Survey (NHANES III)

USA 35–49 2205 Age, smoking status, unilateral
oophorectomy, hysterectomy

Premenopausal: 1555
participants

7 Drink per week:
(1) None
(2) <3
(3) ≥3

Perimenopausal: 66
participants
Postmenopausal: 75
participants
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Pokoradi, 2011
(Pokoradi et al.,
2011)

Royal College of General
Practitioners’ Oral
Contraception Study

UK NA 5113 Social class, pack-years of smoking, oral
contraceptive use up to age at menopause

Menopause age <49
years: 1691 participants

6 Unit drunk/week:
(1) 0
(2) <1
(3) 1–4
(4) >4

Menopause age ≥49
years: 1959 participants

Chang, 2007 (Chang
et al., 2007)

Korean Multi-center Cancer
Cohort (KMCC)

Korea 27–60 1919 Age, education, duration from menopause
to enrollment

Normal menopause
controls: 1318
participants

6 Alcohol consumption:
• Never–ever

Natural EM cases: 261
participants
Natural POF cases: 84
participants

Brett, 2003 (Brett
and Cooper, 2003)

National Health Interview
Survey (NHIS)

USA 45–54 3307 Age, age squared, smoking, race/ethnicity,
education, BMI, exercise

Premenopausal: 2029
participants

6 (1) None in last year
(2) Drinks less than

weekly
(3) Drinks at least

weekly

Perimenopausal: 584
participants
Postmenopausal: 694
participants

Carda, 1998
(Neslihan Carda et
al., 1998)

NA Turkey 41–70 1500 Not adjusted 1500 postmenopausal
women

4 Alcohol consumption:
• Yes–no

Pakarinen, 2010
(Pakarinen et al.,
2010)

National FINRISK Study Finland 25–64 3944 Age, year, socioeconomic and lifestyle
factors, age at first birth

For study at 1997: 1090
postmenopausal women

7 Alcohol consumption:
Any use during last
week?
• Yes–no

For study at 2007: 1083
postmenopausal women

BMI, body mass index; EM: early menopause; POF: premature ovarian failure; HRT: hormone replacement therapy.
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Table II General characteristics of prospective studies in a systematic review and meta-analysis of the association of alcohol consumption with the time of
onset of natural menopause in women.

Lead author,
publication date

Name of the
study or source
of participants

Location Year of
baseline
survey

Baseline
age range
(years)

Total
participants

Covariates adjusted Outcome Follow-up
time

Quality
Assessment

Alcohol
assessment

Torgerson, 1997
(Torgerson et al.,
1997)

NA UK 1991–1992 45–49 1227 Age, age of mothers’ menopause,
tobacco consumption, number of
children, social class, meat
consumption

150
postmenopausal
women

2 years 6 Alcohol consumption:
0, never to 6, daily

Nagata, 2012
(Nagata et al., 2012)

Takayama study Japan 1992 35–56 3115 Age, BMI, smoking status, parity,
years of education, age at
menarche, lifelong irregular
menstruation cycle

1790
postmenopausal
women

10 years 7 Alcohol consumption
ml/day:
(1) Q1
(2) Q2
(3) Q3
(4) Q4

Morris, 2012 (Morris
et al., 2012)

Breakthrough
Generations Study

UK 2003 40–98 50 678 Age at last follow-up, parity,
smoking status, BMI at 40 years
of age

21 511
postmenopausal
women

8 years 7 Average alcohol
consumption between
age 25–49 years:
(1) 0 unit/week
(2) 0.1–6.9 units/

week
(3) 7–13.9 units/week
(4) ≥14 units/week

Gold, 2013
Santoro 2007
(Santoro et al., 2007;
Gold et al., 2013)

The Study of
Women’s Health
Across the Nation
(SWAN)

USA 1996 42–52 3302 Race, financial strain, baseline
smoking, time varying smoking,
maternal type/age at FMP,
marital status, diabetes, self-
reported health, educational
level, oral contraceptive,
exogenous hormone therapy,
employment, height, parity,
physical activity, passive smoking,
total calories, baseline weight,
change in weight

1483
postmenopausal
women

11 years 8 No. of servings/week:
(1) None
(2) Infrequent (<2)
(3) Moderate (2–7)
(4) Heavy (>7)

Nagel, 2005 (Nagel
et al., 2005)

EPIC- Heidelberg Germany 1994–1998 35–65 5110 Age, total energy intake,
educational level, BMI, leisure
time physical activity, alcohol
intake, smoking, number full term
pregnancies, age at menarche,
time till regular menses occurred
after menarche, age at first full
term pregnancy, ever HRT use

1009
postmenopausal
women

9 years 7 Alcohol intake:
(1) ≤5 ethanol g/day
(2) >5–18 ethanol g/

day
(3) >18 ethanol g/day

Sammel, 2009
(Sammel et al., 2009)

The Penn Ovarian
Aging Studies

USA NA 35–47 436 Not adjusted 65
postmenopausal
women

9 years 8 Alcohol use: Yes–no
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Kinney, 2006
(Kinney et al., 2006)

NA USA 1993 44 and
older

494 Outcome of the index pregnancy,
caffeine, smoking history

159
postmenopausal
women

5 years 7 Alcohol consumption
days/week drank:
(1) None
(2) One to two
(3) Three to four
(4) Five to seven
(5) One to seven

Dorjgochoo, 2008
(Dorjgochoo et al.,
2008)

The Shanghai
Women’s Health
Study (SWHS)

China 1997 40–70 74 942 Age, education, occupation, age
at menarche, number of live
births, past use of oral
contraceptives, weight gain
between age 20 and 50 years,
cigarette smoking, adolescence-
adult leisure time physical activity
pattern, energy intake

Natural
menopause:
33 054

4 years 8 Regular alcohol
consumption:
• Yes–no

Surgical
menopause or
HRT use: 4202

Celentano, 2003
(Celentano et al.,
2003)

EPIC-ITALY Italy NA NA 32 134 Age, center and educational level Natural
menopause:
12 801

NA 8 Alcohol consumption:
• Current
• Past
• NeverSurgical

menopause:
1119

BMI, body mass index; FMP: Final menstrual period.
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women who consumed alcohol had a later onset of menopause, indi-
cating that alcohol consumption may be associated with later meno-
pause onset. Whether alcohol intake could be beneficial for delaying
menopausal age remains unclear; as the magnitude of the associations
were low, the included studies were prone to the influence of
residual confounding, low and moderate alcohol intake could act as
proxies for moderate lifestyle and the exact mechanisms of action
are still unclear.

The postmenopausal period is a challenging transition time for
women’s health, and the menopausal period is considered as a crucial
period for healthy and successful aging (Jaspers et al., 2015). Later
menopause onset has been associated with reduced all-cause mortal-
ity and risk of cardiovascular disease and an increased risk of cancer,

including breast and ovarian cancers (Gold, 2011). Therefore, identi-
fying the factors that may affect menopause onset may be of import-
ance. Studies show that menopause onset varies by race and
ethnicity. The median age at menopause among white women from
developed countries ranges between 50 and 52 years (Gold, 2011).
Compared to white women, Japanese women enter menopause
later, Native Hawaiians and Latinas experience menopause earlier
and black women have a similar age of onset of menopause
(Henderson et al., 2008). Twin studies have reported a genetic con-
tribution to age at menopause with a heritability estimated up to 63%
(Snieder et al., 1998). Heritability is further supported by studies
reporting maternal age at menopause to be positively associated with
age at menopause (Torgerson et al., 1994). Socioeconomic factors,
such as education level and social class, are also associated with age
at natural menopause (Luoto, Kaprio, and Uutela, 1994; Gold, 2011).
Furthermore, several studies indicate that women living in the devel-
oped countries experience natural menopausal several years later
than those in developing countries (Gold, 2011). In addition to demo-
graphic factors, a number of potentially modifiable factors that may
affect estrogen metabolism, including smoking and diet, have been
suggested to affect menopause onset (Kato et al., 1998; Dorjgochoo
et al., 2008; Sun et al., 2012).

Our findings also show that alcohol consumption may be asso-
ciated with later onset of menopause. Philips et al. (2007) showed
that while there was no association between total alcohol consump-
tion and onset of perimenopause, there was an inverse association
between red wine consumption and risk of perimenopause. Alcoholic
beverages are not at all equivalent in their ability to influence health.
In general, studies have shown that women are more susceptible to
the benefit of wine when they consume low-to-moderate amounts
compared to other alcoholic beverages, such as beer (Klatsky et al.,
1997; Di Castelnuovo et al., 2002). Also, evidence suggests that
women drink wine more frequently than the other beverages
(Hupkens et al., 1993). None of the studies included in our review
assessed the association between different alcoholic beverages and
menopause onset. Therefore, it remains unclear if the observed
inverse association between alcohol and menopause onset is due to
the effect of wine, any other specific type of alcoholic beverages or
the effect of any other additional factor.

Our results show that low-to-moderate alcohol consumption is
associated with later menopause onset. The results do not provide
evidence of a different effect with increased alcohol consumption.
However, our findings are based on only a few studies and the range
of alcohol consumption examined is limited (up to 16 g/day). The
current guidelines for daily alcohol consumption for women are con-
sistent worldwide suggesting an average intake of 10 g/day
(Furtwaengler and de Visser, 2013). In our study, the intake of alco-
hol within this range, and higher, is associated with later menopause
onset. Results from several meta-analyses have shown that up to
30 g of alcohol consumed per day may be protective for health,
including for cardiovascular disease and Type 2 diabetes, and that
alcohol consumption of >60 g/day may have a negative impact
(Koppes et al., 2005; Ronksley et al., 2011). By contrast, combined
analysis of data from 53 studies worldwide suggests a dose–
response relationship between alcohol consumption and increased
risk of breast cancer (Hamajima et al., 2002). In addition, it has been
estimated that for each 10 g/day increase in alcohol, there is an

I-V Overall

D+L Overall

Torgerson et al

Nagata et al

Kaczmarek et al

Author

Bernis et al

Brett et al

Stepaniak et al

Cooper et al

0.90 (0.86, 0.93)

0.86 (0.78, 0.96)

0.82 (0.75, 0.89)

0.88 (0.75, 1.03)

1.06 (0.95, 1.18)

0.72 (0.50, 1.03)

Relative

Risk (95% CI)

0.70 (0.50, 1.00)

0.91 (0.86, 0.96)

0.50 (0.31, 0.82)

1.5 1.5 2.5

Figure 2 Pooled relative risks for menopause onset when com-
paring women who reported drinking alcohol versus women who
did not in cross-sectional studies.
I–V: Fixed-effects model; D+L; random-effects model; Assessment
of heterogeneity, χ2 = 22.6, I2 = 73.4%; P = 0.001.

I-V Overall

Gold et al

Torgerson et al

D+L Overall

Nagel et al

Morris et al

Sammel et al

Author

Nagata et al

0.93 (0.91, 0.94)

0.97 (0.92, 1.04)

0.91 (0.84, 0.98)

0.94 (0.91, 0.97)

Relative

Risk (95% CI)

0.92 (0.82, 1.02)

0.92 (0.91, 0.94)

1.25 (0.70, 2.24)

0.99 (0.92, 1.07)

1.5 1.5 2.5

Figure 3 Pooled relative risks for menopause onset when com-
paring women who reported drinking alcohol to women who did
not in prospective studies.
I–V: Fixed-effects model; D+L; random-effects model; Assessment
of heterogeneity, χ2 = 7.1, I2 = 29.1%; P = 0.21.
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increased risk of around 5–10% for breast cancer (Schutze et al.,
2011). The included studies in this review were heterogeneous in
the way they examined alcohol intake (i.e. some studies used alco-
hol intake in grams as a continuous variable, some used tertiles or
quartiles and some the frequency of alcohol intake), and most did
not report the range of alcohol intake in their population. Lack of
information on the range of alcohol intake prevented us from inves-
tigating different amounts of alcohol intake, including heavy drinking,
in relation to menopause onset. Larger prospective studies are
needed to investigate the relationship between consumption of dif-
ferent levels of alcohol and time of onset of menopause and, if an
association is present, to identify whether the association is linked
to alcohol intake or to alternative factors. Larger prospective studies
of this type would allow researchers to evaluate the amounts of
alcohol intake that can delay menopause.

Furthermore, alcohol consumption and its impact on health are
more complex than mere volume consumption measured at one
point in time. Among studies included in this meta-analysis, only one
used more than one alcohol measurement in its main analysis, show-
ing an inverse association with menopause onset (Gold et al., 2013).
Furthermore, alcohol consumption patterns and the way alcohol is
consumed have different effects on various health outcomes (Rehm
et al., 2003). For example, binge drinking has been associated with
more adverse health outcomes (Rehm et al., 2003). No study
assessed the association between alcohol drinking patterns and
menopause onset. Therefore, further studies investigating patterns of
alcohol consumption are needed.

The underlying mechanisms linking alcohol consumption to the
time of onset of menopause are unknown. Low-to-moderate alcohol
intake could act as proxies for moderate lifestyle habits, including diet
and physical activity, which could be responsible for the effects
observed. Furthermore, alcohol consumption can cause endocrine
changes that play important roles in female reproductive function and
of hormones that are well documented to vary with menopause.
Major hormonal changes related to menopause include the sharp
decrease of endogenous estradiol and the resulting increase in circu-
lating FSH concentrations (Burger et al., 2007). Alcohol consumption
is associated with changes in FSH, but the results on the direction of
the association are contradictory (Mendelson et al., 1987; Sarkola
et al., 1999; Rachdaoui and Sarkar, 2013; Schliep et al., 2015). Studies
are consistent, however, in showing pro-estrogenic effects of low and
moderate alcohol intake on estrogen levels (Mendelson et al., 1987;
Reichman et al., 1993; Sarkola et al., 1999; Vatsalya et al., 2012;
Schliep et al., 2015). In addition, studies show that alcohol consump-
tion correlates with luteinizing hormone and prolactin concentrations,
important hormones that regulate ovarian function (Mendelson et al.,
1987; Sarkola et al., 1999; Burger et al., 2007; Rachdaoui and Sarkar,
2013; Schliep et al., 2015). Moreover, studies examining the associ-
ation between alcohol intake and menstrual cycle function in women
are consistent in showing no adverse effect of low and moderate
alcohol consumption (Wilsnack et al., 1984; Hahn et al., 2013;
Lyngso et al., 2014; Schliep et al., 2015). In contrast, a few studies
have shown that abstainers had higher odds of irregular and short
cycles compared with women with low weekly alcohol consumption
(Wilsnack et al., 1984; Lyngso et al., 2014). None of the studies
included in this systematic review adjusted for sex hormone levels in
their analyses. Therefore, it remains unclear whether the association

we found between alcohol consumption and onset of menopause is
independent from changes in hormone levels.

The results of our meta-analysis should be interpreted in the con-
text of the limitation of available data. All systematic reviews are
prone to reporting bias, owing to the possibility that studies with
more extreme results are more likely to be published. Despite all
efforts made to undertake a comprehensive search of the published
and unpublished literature, we cannot exclude the possibility of publi-
cation bias stemming from under-reporting of negative findings.
Nonetheless, as demonstrated by Egger’s test estimates, there was
little evidence of publication bias in the current analyses. Also, the
individual studies ascertained the age of menopause onset based
mainly on self-report data. Studies have shown that the reported age
of menopause may be inaccurate (Paganini-Hill and Ross, 1982; Hahn
et al., 1997), though other studies have concluded that menopause is
an important event in a women’s life and that she will remember it
clearly (Bean et al., 1979; Colditz et al., 1987). However, even if the
reporting is inaccurate, any recall problem should reduce the strength
of the association. Furthermore, alcohol was assessed by question-
naire, which is subject to some measurement error. However, in the
prospective studies, because the outcome was assessed prospect-
ively, the subjective measure of alcohol intake would likely lead
to non-differential misclassification with respect to the outcome,
and therefore would likely bias our estimates toward the null.
Additionally, it is well known that respondents tend to under-report
their alcohol intake, resulting in a potential underestimation of the
reported effect. That is, associations that appear to exist at a given
consumption level in our analysis would, in fact, exist at some higher
level. There is a risk of reverse causation since women who already
have symptoms related to menopause may report the alcohol con-
sumption differently and/or may alter their intake. Furthermore, the
quality of individual studies varied with some studies having limited
adjustment for potential confounding factors and some prospective
studies having limited follow-up. Although we restricted the main
analysis to include data only from studies that adjusted for smoking,
socioeconomic status or BMI, the adjustments were not uniform and
the studies missed adjustment for additional factors including race
and ethnicity, physical activity, coffee intake, overall quality of diet,
sleep patterns, hormone replacement therapy (HRT) and contracep-
tive use. Specific concerns include confounding due to ethnicity
and HRT. Ethnicity is an important determinant of age at natural
menopause (Gold, 2011). Also, there are variations across ethnicities
in drinking, alcohol use disorders and alcohol problems (Chartier and
Caetano, 2010). Owing to a limited number of studies, we could not
investigate the impact of ethnicity per se in our results. However, our
stratified analysis by geographic location (Europe versus non-Europe,
Supplementary Table S1) showed that the association between alco-
hol consumption and menopause onset was stronger in studies con-
ducted in Europe. All studies located in Europe had little variation in
ethnicity and included mainly Caucasian women. By contrast, the
studies that were not based in Europe included women of different
ethnicities, including Asian, African American, white and Hispanic
women, and most of these studies did not adjust for ethnicity in their
analysis. Future studies should examine whether our findings apply to
Caucasian women only or to other ethnicities as well. HRT or oral
contraceptive use may vary depending on the age of menopause
(a factor particularly important for cross-sectional studies) and may
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affect onset of menopause (Kaczmarek, 2007). For instance, women
who experience menopause at a younger age may be more likely to
start HRT than women who reach menopause in their 50s.
Therefore, hormone therapy use may confound the relationship
between alcohol intake and menopause onset. Indeed, few studies
excluded women reporting the use of HRT (one cross-sectional study),
adjusted for hormone therapy and/or oral contraceptive use (three
cross-sectional studies and three prospective studies) or treated HRT
and oral contraceptive use as competing risks in their analysis (one pro-
spective study) (Nagel et al., 2005; Kaczmarek, 2007; Dorjgochoo
et al., 2008; Pokoradi et al., 2011; Morris et al., 2012; Nagata et al.,
2012; Gold et al., 2013; Stepaniak et al., 2013). Therefore, it precluded
our ability to perform subgroup analysis by HRT and oral contraceptive
use or other study level characteristics. However, for most of the ana-
lysis, we did not find evidence of heterogeneity. Future studies are
needed to investigate whether the effect observed in this study is
related to unmeasured residual confounding.

Nonetheless, the findings of this study may have clinical and public
health implications. In the realm of clinical practice, our results may
form a foundation for proposing counseling for premenopausal women
to incorporate a moderate amount of alcohol into their diets to delay
menopause onset. However, to apply such a clinical strategy, larger
prospective studies and clinical trials are needed to assess the type of
alcohol beverages, the amount, compliance, risks and benefits. With
respect to public health messages, this evidence suggests that more
actions are needed to communicate to the public that moderate alco-
hol consumption may have overall health benefits. However, to apply
such a strategy, we need rigorous studies and oversights of impacts.

In conclusion, the findings from this systematic review indicate that
alcohol consumption might be associated with later menopause
onset. However, alcohol intake is also associated with an increased
risk of cancer, which should be taken into account. Future studies are
needed to establish whether alcohol intake can be beneficial for
delaying menopausal age and to understand the interaction with
potential dosage and the underlying mechanisms.

Supplementary data
Supplementary data are available at http://humupd.oxfordjournals.org/

Acknowledgements
T.M., J.C.K.J. and O.H.F. work in ErasmusAGE, a center for aging
research across the life course funded by Nestlé Nutrition (Nestec
Ltd.), Metagenics Inc. and AXA. Nestlé Nutrition (Nestec Ltd.),
These funding sources had no role in design and conduct of the
study; collection, management, analysis, and interpretation of the
data; and preparation, review or approval of the manuscript. P.E.T,
D.N.M.P. and W.M.B. have nothing to disclose. The authors thank
Nicole Erler for the statistical advice.

Authors’ role
P.E.T. and T.M. designed and performed the literature review, designed
the search strategy, screened title/abstract, obtained full text, deter-
mined eligibility of articles, participated in data extraction, data

synthesis/analysis, data interpretation, coordination and writing the
manuscript. T.M. and O.H.F. conceived the study. P.E.T. and T.M.
designed and performed the literature review, designed the search
strategy, screened title/abstract, obtained full text, determined eligibil-
ity of articles, participated in data extraction, data synthesis/analysis,
data interpretation, coordination and writing the manuscript. P.E.T.
and T.M. screened title/abstract. W.M.B. helped in designing the
search strategy. J.C.K.J., N.M.P.D. and O.H.F. participated in data inter-
pretation and drafting of the final manuscript. All authors contributed
to the critical revision of the manuscript and approved the final
version.

Funding
The study was sponsored by Metagenics Inc.

Conflict of interest
Metagenics Inc. had no role in design and conduct of the study; col-
lection, management, analysis, and interpretation of the data; prepar-
ation and review of the manuscript. The funder/sponsor did not
have the ability to veto publication of study results and did not play
any role in the decision to submit the manuscript.

References
Atsma F, Bartelink ML, Grobbee DE, van der Schouw YT. Postmenopausal status

and early menopause as independent risk factors for cardiovascular disease: a
meta-analysis. Menopause 2006;13:265–279.

Bean JA, Leeper JD, Wallace RB, Sherman BM, Jagger H. Variations in the reporting
of menstrual histories. Am J Epidemiol 1979;109:181–185.

Bernis C, Reher DS. Environmental contexts of menopause in Spain: comparative
results from recent research. Menopause 2007;14:777–787.

Boyle P, Boffetta P, Lowenfels AB, Burns H, Brawley O, Zatonski W, Rehm J.
Alcohol: Science, policy, and public health. New York, NY: Oxford University
Press, 2013.

Brett KM, Cooper GS. Associations with menopause and menopausal transition in
a nationally representative US sample. Maturitas 2003;45:89–97.

Burger HG, Hale GE, Robertson DM, Dennerstein L. A review of hormonal
changes during the menopausal transition: focus on findings from the Melbourne
Women’s Midlife Health Project. Hum Reprod Update 2007;13:559–565.

Celentano E, Galasso R, Berrino F, Fusconi E, Giurdanella MC, Tumino R,
Sacerdote C, Fiorini L, Ciardullo AV, Mattiello A, et al. Correlates of age at nat-
ural menopause in the cohorts of EPIC—Italy. Tumori 2003;89:608–614.

Chang SH, Kim CS, Lee KS, Kim H, Yim SV, Lim YJ, Park SK. Premenopausal fac-
tors influencing premature ovarian failure and early menopause. Maturitas
2007;58:19–30.

Chartier K, Caetano R. Ethnicity and health disparities in alcohol research. Alcohol
Res Health 2010;33:152–160.

Colditz GA, Stampfer MJ, Willett WC, Stason WB, Rosner B, Hennekens CH,
Speizer FE. Reproducibility and validity of self-reported menopausal status in a
prospective cohort study. Am J Epidemiol 1987;126:319–325.

Collaborative Group on Hormonal Factors in Breast Cancer. Menarche, meno-
pause, and breast cancer risk: individual participant meta-analysis, including
118 964 women with breast cancer from 117 epidemiological studies. Lancet
Oncol 2012;13:1141–1151.

Cooper GS, Baird DD, Darden FR. Measures of menopausal status in relation
to demographic, reproductive, and behavioral characteristics in a population-
based study of women aged 35–49 years. Am J Epidemiol 2001;153:1159–
1165.

Cramer DW, Xu HJ. Predicting age at menopause. Maturitas 1996;23:319–326.

526 Taneri et al.

D
ow

nloaded from
 https://academ

ic.oup.com
/hum

upd/article/22/4/516/2573866 by guest on 20 April 2024

http://humupd.oxfordjournals.org/lookup/suppl/doi:10.1093/humupd/dmw013/-/DC1


Crome IB, Kumar MT. Epidemiology of drug and alcohol use in young women.
Semin Fetal Neonatal Med 2007;12:98–105.

Di Castelnuovo A, Rotondo S, Iacoviello L, Donati MB, De Gaetano G. Meta-
analysis of wine and beer consumption in relation to vascular risk. Circulation
2002;105:2836–2844.

Dorjgochoo T, Kallianpur A, Gao YT, Cai H, Yang G, Li H, Zheng W, Shu XO.
Dietary and lifestyle predictors of age at natural menopause and reproductive
span in the Shanghai Women’s Health Study. Menopause 2008;15:924–933.

Egger M, Davey Smith G, Schneider M, Minder C. Bias in meta-analysis detected by
a simple, graphical test. BMJ 1997;315:629–634.

Faut M, Rodriguez de Castro C, Bietto FM, Castro JA, Castro GD. Metabolism of
ethanol to acetaldehyde and increased susceptibility to oxidative stress could
play a role in the ovarian tissue cell injury promoted by alcohol drinking. Toxicol
Ind Health 2009;25:525–538.

Fleming J. The epidemiology of alcohol use in Australian women: findings from a
national survey of women’s drinking. Addiction 1996;91:1325–1334.

Furtwaengler NA, de Visser RO. Lack of international consensus in low-risk drink-
ing guidelines. Drug Alcohol Rev 2013;32:11–18.

Gavaler JS. Effects of alcohol on endocrine function in postmenopausal women: a
review. J Stud Alcohol 1985;46:495–516.

Gavaler JS, Rosenblum E. Exposure-dependent effects of ethanol on serum estra-
diol and uterus mass in sexually mature oophorectomized rats: a model
for bilaterally ovariectomized-postmenopausal women. J Stud Alcohol 1987;48:
295–303.

Gill J. The effects of moderate alcohol consumption on female hormone levels and
reproductive function. Alcohol Alcohol 2000;35:417–423.

Ginsburg ES, Mello NK, Mendelson JH, Barbieri RL, Teoh SK, Rothman M, Gao X,
Sholar JW. Effects of alcohol ingestion on estrogens in postmenopausal women.
JAMA 1996;276:1747–1751.

Gold EB. The timing of the age at which natural menopause occurs. Obstet Gynecol
Clin North Am 2011;38:425–440.

Gold EB, Crawford SL, Avis NE, Crandall CJ, Matthews KA, Waetjen LE, Lee JS,
Thurston R, Vuga M, Harlow SD. Factors related to age at natural menopause:
longitudinal analyses from SWAN. Am J Epidemiol 2013;178:70–83.

Hahn KA, Wise LA, Riis AH, Mikkelsen EM, Rothman KJ, Banholzer K, Hatch EE.
Correlates of menstrual cycle characteristics among nulliparous Danish women.
Clin Epidemiol 2013;5:311–319.

Hahn RA, Eaker E, Rolka H. Reliability of reported age at menopause. Am J
Epidemiol 1997;146:771–775.

Hamajima N, Hirose K, Tajima K, Rohan T, Calle EE, Heath CW Jr, Coates RJ,
Liff JM, Talamini R, Chantarakul N, et al. Alcohol, tobacco and breast cancer—
collaborative reanalysis of individual data from 53 epidemiological studies, includ-
ing 58,515 women with breast cancer and 95,067 women without the disease.
Br J Cancer 2002;87:1234–1245.

Harlow SD, Gass M, Hall JE, Lobo R, Maki P, Rebar RW, Sherman S, Sluss PM,
de Villiers TJ, Grp SC. Executive summary of the stages of reproductive aging
workshop+10: addressing the unfinished agenda of staging reproductive aging.
J Clin Endocrinol Metab 2012;97:1159–1168.

Henderson KD, Bernstein L, Henderson B, Kolonel L, Pike MC. Predictors of the
timing of natural menopause in the Multiethnic Cohort Study. Am J Epidemiol
2008;167:1287–1294.

Higgins JP, Thompson SG, Deeks JJ, Altman DG. Measuring inconsistency in meta-
analyses. BMJ 2003;327:557–560.

Hupkens CL, Knibbe RA, Drop MJ. Alcohol consumption in the European com-
munity: uniformity and diversity in drinking patterns. Addiction 1993;88:
1391–1404.

Jacobsen BK, Knutsen SF, Fraser GE. Age at natural menopause and total mortality
and mortality from ischemic heart disease: the Adventist Health Study. J Clin
Epidemiol 1999;52:303–307.

Jaspers L, Daan NM, van Dijk GM, Gazibara T, Muka T, Wen KX, Meun C,
Zillikens MC, Roeters van Lennep JE, Roos-Hesselink JW, et al. Health in
middle-aged and elderly women: a conceptual framework for healthy meno-
pause. Maturitas 2015;81:93–98.

Johansson I, Nilsson LM, Stegmayr B, Boman K, Hallmans G, Winkvist A.
Associations among 25-year trends in diet, cholesterol and BMI from 140,000
observations in men and women in Northern Sweden. Nutr J 2012;11:40.

Kaczmarek M. The timing of natural menopause in Poland and associated factors.
Maturitas 2007;57:139–153.

Kato I, Toniolo P, Akhmedkhanov A, Koenig KL, Shore R, Zeleniuch-Jacquotte A.
Prospective study of factors influencing the onset of natural menopause. J Clin
Epidemiol 1998;51:1271–1276.

Kinney A, Kline J, Kelly A, Reuss ML, Levin B. Smoking, alcohol and caffeine in
relation to ovarian age during the reproductive years. Hum Reprod 2007;22:
1175–1185.

Kinney A, Kline J, Levin B. Alcohol, caffeine and smoking in relation to age at meno-
pause. Maturitas 2006;54:27–38.

Klatsky AL, Armstrong MA, Friedman GD. Red wine, white wine, liquor, beer, and
risk for coronary artery disease hospitalization. Am J Cardiol 1997;80:416–420.

Koppes LL, Dekker JM, Hendriks HF, Bouter LM, Heine RJ. Moderate alcohol con-
sumption lowers the risk of type 2 diabetes: a meta-analysis of prospective
observational studies. Diabetes Care 2005;28:719–725.

Li N, Fu S, Zhu F, Deng X, Shi X. Alcohol intake induces diminished ovarian
reserve in childbearing age women. J Obstet Gynaecol Res 2013;39:516–521.

Luoto R, Kaprio J, Uutela A. Age at natural menopause and sociodemographic sta-
tus in Finland. Am J Epidemiol 1994;139:64–76.

Lyngso J, Toft G, Hoyer BB, Guldbrandsen K, Olsen J, Ramlau-Hansen CH.
Moderate alcohol intake and menstrual cycle characteristics. Hum Reprod
2014;29:351–358.

Mendelson JH, Mello NK, Cristofaro P, Ellingboe J, Skupny A, Palmieri SL, Benedikt R,
Schiff I. Alcohol effects on naloxone-stimulated luteinizing hormone, prolactin and
estradiol in women. J Stud Alcohol 1987;48:287–294.

Mikkelsen TF, Graff-Iversen S, Sundby J, Bjertness E. Early menopause, association
with tobacco smoking, coffee consumption and other lifestyle factors: a cross-
sectional study. BMC Public Health 2007;7:149.

Morris DH, Jones ME, Schoemaker MJ, McFadden E, Ashworth A, Swerdlow AJ.
Body mass index, exercise, and other lifestyle factors in relation to age at natural
menopause: Analyses from the breakthrough generations study. Am J Epidemiol
2012;175:998–1005.

Muti P, Trevisan M, Micheli A, Krogh V, Bolelli G, Sciajno R, Schunemann HJ,
Berrino F. Alcohol consumption and total estradiol in premenopausal women.
Cancer Epidemiol Biomarkers Prev 1998;7:189–193.

Nagata C, Takatsuka N, Inaba S, Kawakami N, Shimizu H. Association of diet and
other lifestyle with onset of menopause in Japanese women. Maturitas
1998;29:105–113.

Nagata C, Wada K, Nakamura K, Tamai Y, Tsuji M, Shimizu H. Associations of
physical activity and diet with the onset of menopause in Japanese women.
Menopause 2012;19:75–81.

Nagel G, Altenburg HP, Nieters A, Boffetta P, Linseisen J. Reproductive and dietary
determinants of the age at menopause in EPIC—Heidelberg. Maturitas
2005;52:337–347.

Neslihan Carda S, Bilge SA, Ozturk TN, Oya G, Ece O, Hamiyet B. The meno-
pausal age, related factors and climacteric symptoms in Turkish women.
Maturitas 1998;30:37–40.

Paganini-Hill A, Ross RK. Reliability of recall of drug usage and other health-related
information. Am J Epidemiol 1982;116:114–122.

Pakarinen M, Raitanen J, Kaaja R, Luoto R. Secular trend in the menopausal age in
Finland 1997–2007 and correlation with socioeconomic, reproductive and life-
style factors. Maturitas 2010;66:417–422.

Phillips GS, Wise LA, Harlow BL. A prospective analysis of alcohol consumption
and onset of perimenopause. Maturitas 2007;56:263–272.

Pokoradi AJ, Iversen L, Hannaford PC. Factors associated with age of onset and
type of menopause in a cohort of UK women. Am J Obstet Gynecol 2011;205:34
e31–13.

Rachdaoui N, Sarkar DK. Effects of alcohol on the endocrine system. Endocrinol
Metab Clin North Am 2013;42:593–615.

Rehm J, Gmel G, Sempos CT, Trevisan M. Alcohol-related morbidity and mortality.
Alcohol Res Health 2003;27:39–51.

Reichman ME, Judd JT, Longcope C, Schatzkin A, Clevidence BA, Nair PP,
Campbell WS, Taylor PR. Effects of alcohol consumption on plasma and urinary
hormone concentrations in premenopausal women. J Natl Cancer Inst
1993;85:722–727.

Ronksley PE, Brien SE, Turner BJ, Mukamal KJ, Ghali WA. Association of alcohol
consumption with selected cardiovascular disease outcomes: a systematic review
and meta-analysis. BMJ 2011;342:d671.

Sammel MD, Freeman EW, Liu Z, Lin H, Guo W. Factors that influence entry into
stages of the menopausal transition. Menopause 2009;16:1218–1227.

527Alcohol and menopause onset

D
ow

nloaded from
 https://academ

ic.oup.com
/hum

upd/article/22/4/516/2573866 by guest on 20 April 2024



Santoro N, Brockwell S, Johnston J, Crawford SL, Gold EB, Harlow SD, Matthews
KA, Sutton-Tyrrell K. Helping midlife women predict the onset of the final men-
ses: SWAN, the study of Women’s Health Across the Nation. Menopause
2007;14:415–424.

Sarkola T, Makisalo H, Fukunaga T, Eriksson CJP. Acute effect of alcohol on estra-
diol, estrone, progesterone, prolactin, cortisol, and luteinizing hormone in pre-
menopausal women. Alcohol Clin Exp Res 1999;23:976–982.

Schliep KC, Zarek SM, Schisterman EF, Wactawski-Wende J, Trevisan M, Sjaarda
LA, Perkins NJ, Mumford SL. Alcohol intake, reproductive hormones, and
menstrual cycle function: a prospective cohort study. Am J Clin Nutr 2015;102:
933–942.

Schutze M, Boeing H, Pischon T, Rehm J, Kehoe T, Gmel G, Olsen A, Tjonneland
AM, Dahm CC, Overvad K, et al. Alcohol attributable burden of incidence of
cancer in eight European countries based on results from prospective cohort
study. BMJ 2011;342:d1584.

Shuster LT, Rhodes DJ, Gostout BS, Grossardt BR, Rocca WA. Premature menopause
or early menopause: long-term health consequences.Maturitas 2010;65:161–166.

Snieder H, MacGregor AJ, Spector TD. Genes control the cessation of a woman’s
reproductive life: A twin study of hysterectomy and age at menopause. J Clin
Endocrinol Metabo 1998;83:1875–1880.

Stepaniak U, Szafraniec K, Kubinova R, Malyutina S, Peasey A, Pikhart H, Pajak A,
Bobak M. Age at natural menopause in three Central and Eastern European
urban populations: The HAPIEE study. Maturitas 2013;75:87–93.

Sun L, Tan L, Yang F, Luo Y, Li X, Deng HW, Dvornyk V. Meta-analysis suggests
that smoking is associated with an increased risk of early natural menopause.
Menopause 2012;19:126–132.

Thompson SG, Sharp SJ. Explaining heterogeneity in meta-analysis: a comparison of
methods. Stat Med 1999;18:2693–2708.

Torgerson DJ, Avenell A, Russell IT, Reid DM. Factors associated with onset of
menopause in women aged 45–49. Maturitas 1994;19:83–92.

Torgerson DJ, Thomas RE, Campbell MK, Reid DM. Alcohol consumption and age
of maternal menopause are associated with menopause onset. Maturitas
1997;26:21–25.

Treloar AE, Boynton RE, Behn BG, Brown BW. Variation of the human menstrual
cycle through reproductive life. Int J Fertil 1967;12:77–126.

Vatsalya V, Issa JE, Hommer DW, Ramchandani VA. Pharmacodynamic effects of
intravenous alcohol on hepatic and gonadal hormones: influence of age and sex.
Alcohol Clin Exp Res 2012;36:207–213.

Wilsnack SC, Klassen AD, Wilsnack RW. Drinking and reproductive dysfunction
among women in a 1981 national survey. Alcohol Clin Exp Res 1984;8:451–458.

528 Taneri et al.

D
ow

nloaded from
 https://academ

ic.oup.com
/hum

upd/article/22/4/516/2573866 by guest on 20 April 2024


	Association of alcohol consumption with the onset of natural menopause: a systematic review and meta-analysis
	Introduction
	Methods
	Data sources and search strategy
	Study selection and eligibility criteria
	Data extraction and quality assessment
	Data synthesis and analysis

	Results
	Identification of relevant studies
	Alcohol consumption and menopause onset in cross-sectional studies
	Alcohol consumption and menopause onset in prospective studies
	Assessments of study quality, heterogeneity and publication bias

	Discussion
	Supplementary data
	Acknowledgements
	Authors&#x0027; role
	Funding
	Conflict of interest
	References


