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Lifestyle Changes and Long-term
Weight Gain in Women With and
Without a History of Gestational
Diabetes Mellitus:

A Prospective Study of 54,062
Women in the Nurses’ Health
Study 11

Diabetes Care 2022;45:348-356 | https.//doi.org/10.2337/dc21-1692

OBJECTIVE

We examined lifestyle factors with midlife weight change according to history of
gestational diabetes mellitus (GDM) in a large longitudinal female cohort.

RESEARCH DESIGN AND METHODS

In the Nurses’ Health Study I, we categorized changes in lifestyle within 4-year
periods and estimated their associations with concurrent changes in body weight
(kilograms) among parous women after age 40 years by GDM history status (N =
54,062; 5.3% with a history of GDM) for the following: diet quality (Alternate
Healthy Eating Index [AHEI]), leisure-time physical activity (PA), alcohol con-
sumption, and smoking status.

RESULTS

Over a median follow-up of 13 years, average 4-year weight gain was 1.10 and
1.33 kg for women with and without prior GDM, respectively. Women with
improved diet quality had favorable 4-year weight change, particularly those
with a history of GDM (AHEI change [95% Cl] from low to high —2.97 kg
[—4.34, —1.60] vs. —1.19 kg [—1.41, —0.96] for GDM vs. non-GDM, respec-
tively; P heterogeneity = 0.04). Increasing PA was associated with weight
maintenance for GDM women only (PA increase [95% ClI] from low to high 0.26
kg [—0.25, 0.77] vs. 0.90 kg [0.80, 1.01] for GDM vs. non-GDM, respectively; P
heterogeneity = 0.02). For both GDM and non-GDM women, weight change
did not differ significantly with change in alcohol consumption, while women
who quit smoking had significant weight gain (4.38 kg for GDM and 3.85 kg for
non-GDM).

CONCLUSIONS

Improvements in diet quality and PA were related to less weight gain in mid-
life among parous women, and the benefit of such improvements on weight
management was particularly pronounced among women with a history of
GDM.
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Despite extensive public health efforts,
prevalence of obesity in the U.S.
remains high and continues to increase
at an alarming rate; more than one in
three U.S. adults has obesity (1), with
nearly one in two projected to have
obesity by 2030 (2). Obesity is a risk fac-
tor for chronic disease and mortality,
including cardiovascular disease (CVD)
(3), type 2 diabetes (4), and at least 13
types of cancer (5). Midlife weight gain
typically occurs in often imperceptible
increments (~0.5 kg per vyear), and
without proper management, excess
body weight accumulates, with health
consequences (6).

Gestational diabetes mellitus (GDM)
is a common pregnancy complication,
affecting ~8% of pregnancies in the
U.S. (7). Obesity is a strong risk factor
for GDM (8). National data in 2011-
2014 reported 34.4% of reproductive-
aged women had a BMI of =30 kg/mz,
raising concerns of an upward trend in
GDM incidence (9). Furthermore, com-
pared with the general population,
women with a history of GDM are at
substantially higher risk of obesity-
related chronic diseases after preg-
nancy, including a three- to seven-fold
higher risk for type 2 diabetes and a
one- to three-fold higher risk for CVD
events (10,11). These associations are at
least in part due to greater post-preg-
nancy weight retention or weight gain
(8,11). Consequently, women with a his-
tory of GDM are a particularly impor-
tant group for whom to identify
effective and sustainable interventions
for long-term weight management.

Maintaining a healthy lifestyle, includ-
ing high-quality diet emphasizing fruits
and vegetables, whole grains, healthy
fats, and low sodium or added sugar
(12,13), sufficient volume of physical
activity (14), no smoking (15), and
moderate alcohol consumption (16),
is pivotal for long-term maintenance
of a healthy body weight. Even mod-
est and achievable improvements in
lifestyle factors are associated with
favorable weight change in midlife in
the general population (6). While sev-
eral randomized clinical trials (RCTs)
have demonstrated the efficacy of
lifestyle interventions on weight
change shortly after the GDM index
pregnancy (17,18), evidence focusing
on long-term weight management

among women with a history of GDM
is generally lacking. In particular, com-
pared with the general population,
whether realistic lifestyle improve-
ments are similarly effective for
women with a history of GDM with
regard to midlife weight management
is unknown. Therefore, we prospec-
tively examined the associations of
lifestyle changes after age 40 years
with concurrent weight change in a
longitudinal cohort of U.S. women,
according to their history of GDM.

RESEARCH DESIGN AND METHODS

Study Population

The Nurses’ Health Study Il (NHS 1I) is a
large prospective cohort of U.S. women.
Details of the NHS Il have been de-
scribed elsewhere (19). Briefly, 116,429
female registered nurses aged 24 to 42
years enrolled in the study in 1989. Par-
ticipants return questionnaires every 2
to 4 years to collect information on
demographics, health-related character-
istics, lifestyle factors, and disease out-
comes (follow-up rate >90%). The
study protocol was approved by the
institutional review boards of the Brig-
ham and Women’s Hospital and Har-
vard T.H. Chan School of Public Health
and those of participating registries
as required, with participants’ con-
sent implied by the return of the
questionnaires.

Assessment of GDM

On the questionnaire in 1989, partici-
pants were asked “have you had any of
the following physician-diagnosed con-
ditions,” with GDM listed as one of the
options. Study participants continued to
report incident pregnancies and preg-
nancy complications since the last fol-
low-up cycle, including GDM, from 1991
to 2001, after which a majority of par-
ticipants had passed reproductive age.
A previous validation study in a subset
demonstrated a high rate of concor-
dance (94%) between self-reported
GDM and GDM diagnosis confirmed via
medical records (20). High surveillance
of GDM in this cohort was previously
reported in a separate study (21).

Lifestyle and Body Weight
Ascertainment

The modifiable lifestyle factors of inter-
est in the current analysis were diet
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quality, physical activity, alcohol con-
sumption, and cigarette smoking. Diet
was assessed every 4 years by a vali-
dated 130-item food frequency ques-
tionnaire (FFQ) inquiring how often, on
average, a participant had consumed
specified amounts of commonly con-
sumed foods during the preceding year
(22). We derived participants’ Alternate
Healthy Eating Index (AHEI) score (range
0-110), which estimates the adherence
to a healthy dietary pattern, with higher
score indicating greater adherence (13).
Participants’ physical activity was assessed
every 2 to 4 years by reporting the aver-
age time per week spent in various mod-
erate- or vigorous-intensity leisure-time
activities in the preceding year (23).
Based on the intensity and duration of
each activity, weekly expenditure in meta-
bolic equivalents (MET-h per week) was
calculated and summed over all activities
for total physical activity. Alcohol con-
sumption in the past year was assessed
on the FFQ. Total alcohol consumption
(servings per day) was calculated by sum-
ming the intakes from beer (regular and
light), wine (red and white), and liquor in
servings per day. Current smoking status
(current, past, or never) and quantity (cig-
arettes per day) were queried biennially.
In addition, average daily sleep duration
was assessed in 2001 and 2009 (<5, 5, 6,
7, 8,9, or 10+ h).

Participants self-reported their height
(feet and inches) at enrollment and
body weight (pounds) at enrollment
and biennially thereafter. A previous val-
idation study in a subset of participants
indicated high correlation between self-
reported versus staff-measured body
weights on average (spearman correla-
tion 0.97; weight difference 3.3 Ib) (24).

Statistical Analysis

For the current investigation, analyses
were restricted to women who reported
at least one pregnancy lasting =6
months at baseline enrollment or during
follow-up through 2001 (n = 94,995).
Baseline was defined as the date of
return of the first FFQ after reaching
age 40 years. At baseline, we excluded
women who had missing date of birth
(n = 271) or a diagnosis of cancer (n =
1,728), CVD (n = 478), or type 2 diabe-
tes (n = 153). Participants were subse-
quently followed until the first of the
following events: diagnosis of cancer,
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death, age 65 years, return of the last
available questionnaire, or end of the
study follow-up period (June 2017). We
censored participants’ follow-up time at
diagnosis of cancer or age 65 vyears,
given the potential influence on body
weight. For a given participant, data col-
lected from each follow-up cycle were
skipped if she was currently pregnant (n
= 3,114), missing body weight or physi-
cal activity information, or had missing
or implausible FFQ (n = 35,189) (25).
Change in body weight every 4 years
was calculated by subtracting the more
recent weight measure from the earlier
weight measure and was then con-
verted to kilograms, with positive value
indicating weight gain. We similarly cal-
culated 4-year changes for each lifestyle
factor (Supplementary Table 1). For
analysis, we categorized AHEI scores at
each cycle in tertiles (T1 = low, T2 =
medium, and T3 = high), and 4-year
change in AHEI between two adjacent
cycles was categorized into the follow-
ing nine groups: stay low, low to
medium, low to high, stay medium,
medium to low, medium to high, stay
high, high to medium, and high to low.
Physical activity was dichotomized to
<7.5 or 7.5 MET-h/week, with the cut
point based on the current physical
activity guidelines for U.S. adults (7.5
MET-h/week is equivalent to 150 min/
week of moderate-intensity physical
activity) (26), and 4-year change was
then categorized as stay low, increase
from low to high, stay high, and
decrease from high to low. Change in
alcohol consumption was similarly defined
as nondrinker, recent starter, quitter, sta-
ble drinker, drinker with increasing con-
sumption, and drinker with decreasing
consumption. Change in smoking status
was classified as the following: never
smoker, recent starter, past smoker,
restarter, recent quitter, and continued
smoker.

Our primary analysis was to calculate
the mean weight changes in body
weight (kilograms) according to the
magnitude of concurrent changes in the
following lifestyle factors, stratified by
history of GDM: diet quality (AHEI),
physical activity, alcohol consumption,
and smoking. We defined history of
GDM as ever having GDM before age
40 years. For each lifestyle factor, we
used multivariable marginal models
with generalized estimating equations

to calculate the least squares mean of
4-year weight change and 95% Cl within
each category of lifestyle change, using
an autorecessive variance-covariance
matrix to account for repeated within-
person measures; the least squares
mean was calculated as the marginal
mean with adjusted covariates set as
mean for continuous covariate and
prevalence for categorical covariate
(27,28). Models were adjusted for fol-
low-up period, race, marital status, fam-
ily history of diabetes, age, BMI, oral
contraceptive use, menopausal and hor-
monal replacement therapy status,
sleep duration, and concurrent changes
in the other lifestyle factors. All the
covariates, except race, marital status,
and family history of diabetes, were
updated at each questionnaire cycle.
Because the definitions of change
accounted for cycle-specific baseline
status, we did not additionally adjust for
lifestyle at baseline. For each lifestyle
factor, we tested for effect modification
by GDM history by including the cross-
product terms (e.g., categorical changes
in AHEI * history of GDM), with the
main effects included in the model; sig-
nificance of heterogeneity by GDM was
assessed using the generalized score
statistics for the cross-product terms
(28). For lifestyle factors that showed
significant heterogeneity by GDM status
on weight change, we further examined
the joint associations of these factors
by modeling the cross-product terms
reflecting the joint changes with weight
change, stratified by GDM.

We performed sensitivity analyses,
including modeling changes in diet and
physical activity by quintiles with addi-
tional adjustment for baseline level,
using unstructured variance-covariance
matrix in the models, excluding women
with nonsingleton births (n = 1,596),
excluding women who developed GDM
at or after age 40 years (n = 25), fur-
ther censoring at incident CVD events
(n = 246 with nonfatal myocardial
infarction or stroke), and restricting
analyses to baseline BMI =25 kg/m” (n
= 30,180 for non-GDM and n = 2,067
for GDM). All analyses were conducted
using SAS statistical software (version
9.4; SAS Institute Inc., Cary, NC). All
statistical tests were two sided, with P
values <0.05 considered statistically
significant.
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Data and Resource Availability
Further information, including the pro-
cedures to obtain and access data from
the NHS II, is described at https://www.
nurseshealthstudy.org/researchers (con-
tact e-mail: nhsaccess@channing.harvard.
edu).

RESULTS

Study Population Characteristics at
Baseline

In total, 54,062 women were eligible for
inclusion in our analysis, 2,888 (5.3%) of
whom reported a history of GDM (Table
1). Average age and weight at baseline
were 43.2 years and 75.1 kg, respec-
tively, for GDM women and 43.4 years
and 69.6 kg, respectively, for non-GDM
women. Compared with women with-
out a history of GDM, women with a
history of GDM at baseline were more
likely to have a higher BMI and family
history of diabetes. Women with a his-
tory of GDM reported less physical
activity and modestly lower alcohol con-
sumption; baseline AHElI scores and
smoking status were similar between
the two groups (Table 1).

Changes in Lifestyle and Weight
Over the Follow-up Period

On average, participants had increased
AHEI scores, physical activity, alcohol con-
sumption, and smoking cessation over the
mean 13.4 years of follow-up (Supple-
mentary Fig. 1). These trends differed by
GDM status for alcohol, with women who
had prior GDM reporting less increase in
alcohol consumption compared with non-
GDM counterparts. The average changes
in AHEI, physical activity, and alcohol con-
sumption within each 4-year period were
similar between GDM and non-GDM
women (results not shown). During this
period, mean 4-year weight change across
all periods was a gain of 1.10 kg (SD 7.55)
and 1.33 kg (SD 6.31) for women with
and without a history of GDM, respec-
tively (Supplementary Table 2).

Diet Quality and Weight Change

Across categories of AHEI change, an
increasing AHEI was associated with
favorable weight change, with a
greater magnitude among women
with a history of GDM than among
women without a history of GDM (P
heterogeneity = 0.04) (Fig. 1A and
Supplementary Table 2). For example,
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Table 1—Baseline characteristics of participants from the NHS II by history of

GDM

No history of GDM
(n = 51,174; 94.7%)

History of GDMt
(n = 2,888; 5.3%)

Mean (SD) age, years
Mean (SD) weight, kg
Mean (SD) BMI, kg/m?
White

Married

Family history of diabetes

Parity
0
1
2
3
4+

Oral contraceptive use
Current user
Past user
Never user

Combined menopausal and HRT use status
Premenopausal never HRT user
Postmenopausal never HRT user
Postmenopausal current HRT user
Postmenopausal past HRT user
Missing

Total daily sleep, ht
=6
7-8
>8

Mean (SD) total energy intake, kcal

Mean (SD) AHEI score

Median physical activity (IQR), MET-h/week§

Mean (SD) alcohol use, servings/day

Smoking status
Never
Past
Current

43.4 (3.9) 43.2 (3.8)
69.6 (15.9) 75.1 (19.3)
25.6 (5.6) 27.9 (6.8)

50,272 (98.2) 2,824 (97.8)

49,682 (97.1) 2,752 (95.3)
18,107 (35.4) 1,482 (51.3)
243 (0.5) 17 (0.6)
8,771 (17.1) 393 (13.6)
24,924 (48.7) 1,308 (45.3)
12,796 (25.0) 810 (28.0)
4,440 (8.7) 360 (12.5)
3,113 (6.1) 151 (5.2)
41,632 (81.4) 2,338 (81.0)
6,429 (12.6) 399 (13.8)

44,556 (87.1) 2,538 (87.9)

829 (1.6) 41 (1.4)
1,347 (2.6) 90 (3.1)
2,898 (5.7) 128 (4.4)
1,544 (3.0) 91 (3.2)

13,699 (28.5) 819 (29.9)
31,979 (66.5) 1,770 (64.7)
2,408 (5.0) 149 (5.4)
1,809 (549) 1876 (573)
51.2 (11.9) 51.2 (11.8)

13.1 (5.7, 25.9) 11.3 (4.9, 22.2)

0.3 (0.6) 0.2 (0.5)

33,875 (66.2)
12,693 (24.8)
4,606 (9.0)

1,951 (67.6)
700 (24.2)
237 (8.2)

Data are n (%) unless stated otherwise. Baseline was defined as first follow-up cycle when a
woman reached age 40 years. HRT, hormone replacement therapy; IQR, interquartile range.
THistory of ever reporting a pregnancy complicated by GDM. fDuration of sleep was
assessed in 2001 and 2009 questionnaires only. Numbers are presented based on sleep
data collected in the 2001 questionnaires. §Metabolic equivalents from leisure-time physical

activities of moderate or vigorous intensity were summed.

improving AHEI from low to high was
associated with the highest weight
loss (—2.97 kg for GDM and —1.19 kg
for non-GDM), while decreasing AHEI
from high to low was correlated with
the highest weight gain (4.01 kg for
GDM and 3.41 kg for non-GDM) (Fig.
1A and Supplementary Table 2).

Physical Activity and Weight Change
Women increasing their physical activity
had less weight gain than women

decreasing physical activity, and this
magnitude was stronger for women
with a history of GDM (P heterogeneity
= 0.02) (Fig. 1B and Supplementary
Table 2). Specifically, increasing volume
of physical activity from low to high was
associated with maintaining stable body
weight only for women with a history of
GDM (0.26 kg [95% Cl —0.25, 0.77] vs.
0.90 kg [95% Cl 0.80, 1.01] for GDM vs.
non-GDM, respectively) (Fig. 1B and
Supplementary Table 2).

Alcohol Consumption and Weight
Change

Patterns of weight change across
changes in alcohol consumption were
similar for women with and without
prior GDM (P heterogeneity = 0.32)
(Fig. 1C and Supplementary Table 2).
Overall, we observed weight change
did not differ widely by category of
change in alcohol consumption, ranging
between 0.70 and 1.24 kg and 1.28 and
1.40 kg for women with and without a
history of GDM, respectively (Fig. 1C
and Supplementary Table 2).

Smoking Status and Weight Change
The associations between change in
smoking status and weight change were
similar between women with and with-
out prior GDM (P heterogeneity = 0.34)
(Fig. 1D and Supplementary Table 2).
Women quitting smoking within the
past 4 years had the highest weight
gain (4.38 kg [95% CI 3.15, 5.60] for
GDM and 3.85 kg [95% ClI 3.60, 4.11)]
for non-GDM), while similar degrees of
weight gain were observed in the other
change category of cigarette smoking,
overall (Fig. 1D and Supplementary
Table 2).

Joint Associations of Diet and
Physical Activity With Weight
Change

Overall, for both GDM and non-GDM
women, the effect size of 4-year weight
change related to improving diet and
physical activity in the same 4-year
period was more favorable compared
with improving either diet or physical
activity alone, and the joint role of
these two factors with regard to weight
change appeared to be more than addi-
tive (Fig. 2 and Supplementary Table 3).
While the overall joint associations did
not statistically differ by GDM status
(P heterogeneity = 0.28), the effect
sizes related to the joint improvement
were suggestively greater among GDM
women (e.g., increased AHEI from low
to high and increased physical activity
—5.59 kg vs. —2.90 kg for GDM vs.
non-GDM) (Fig. 2 and Supplementary
Table 3).

Additional sensitivity analyses were
overall consistent with the main find-
ings. Among women with baseline BMI
=25 kg/m? particularly, while the mag-
nitudes of weight change related to
improving diet, physical activity, or diet
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and physical activity simultaneously
were greater compared with the pri-
mary analysis for both GDM and non-
GDM women, the magnitudes remained
consistently higher among GDM versus
non-GDM women with adjustment for
continuous BMI (Supplementary Tables
4 and 5; other results not shown).

CONCLUSIONS

In this longitudinal study of 54,062
women followed for >13 years from
age 40 years, we observed that women
who improved their diet quality and
physical activity had more favorable
long-term weight change, and these
associations were stronger for women
with a history of GDM. Importantly, for
both GDM and non-GDM women, the
improvements in both diet quality and
physical activity, which were moderate
and attainable, were associated with
clinically meaningful prevention of weight
gain and/or weight loss.

0 2
4-year weight change (kg)

Recent quitter - e
Continued smoker =
' T . ! ' ¥ T ! '
4 6 -4 -2 0 2 4 6
4-year weight change (kg)
History of GDM Yes —— No

Our findings in the NHS Il are consis-
tent with those in previous cohort stud-
ies. Women in our study experienced
gradual weight gain, with an average of
1.3 kg over each 4-year period, which
was similar to the 4-year weight change
reported in other U.S. female cohort
studies (1.0 kg with average baseline
age 52 years and 0.8 kg with average
baseline age 54 years) (6,29). Numerous
studies, including both RCTs and obser-
vational evidence, support the benefits
of healthy diet and habitual physical
activity for short-term and long-term
weight gain prevention (6,30). Observa-
tional studies have suggested smoking
cessation causes transient short-term
weight gain despite its long-term health
benefits (15), and heavy alcohol drink-
ing is related to weight gain (16). The
consistent results between our study in
non-GDM women and the overall litera-
ture evidence support the validity of
our overall findings.

Figure 1—Associations between 4-year change in lifestyle in mid-life and weight change, including AHEI (A), physical activity (B), alcohol consump-
tion (C), and smoking status (D), stratified by history of GDM. Least squares (LS) means of 4-year weight change were modeled in multivariable
marginal models with generalized estimating equations adjusting for follow-up period, race (White or non-White), marital status (ever married or
other), family history of diabetes (yes or no), age (years), BMI (underweight <18.5, normal 18.5-24.9, overweight 25-29.9, or obese =30.0 kg/
m?), oral contraceptive use (current, past, or never), menopausal and hormone replacement therapy (HRT) use status (premenopausal never HRT
use, postmenopausal never HRT use, postmenopausal current HRT use, postmenopausal past HRT use, or missing), sleep duration (<6, 7-8, or
>8 h), and concurrent changes in the other lifestyle factors (continuous change in AHEI score including alcohol, continuous change in physical
activity [MET-h/week], and categorical change in smoking status) depending on the model. LS means were calculated as marginal means with
adjusted covariates set as mean for continuous covariates and prevalence for categorical covariates. P heterogeneity (het) was calculated by the
generalized score statistics for the interaction term between each lifestyle change and history of GDM.

We observed clinically meaningful
associations between long-term impro-
vement in diet quality and long-term
weight gain, particularly among women
with a history of GDM. Tobias et al. (25)
previously examined long-term weight
change with several dietary patterns in
this subset of women with a history of
GDM (n = 3,397 with 20 years of fol-
low-up). Change in AHEI was similarly
associated with a meaningful reduction
in body weight gain (—1.24 kg [95% Cl
—1.42, —1.06] per SD increase in AHEI).
This updated analysis of AHEI reaches
similar conclusions among women with
a history of GDM, and it additionally
presents complementary findings for
parous women without a history of
GDM.

To our knowledge, this is the first
study assessing change in physical activ-
ity and long-term weight change among
women with a history of GDM. Our
results suggest increasing the amount
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Figure 2—Joint associations of 4-year change in diet (AHEI) and physical activity (PA) with weight change, stratified by history of GDM: no (A) and
yes (B). Least squares (LS) means of 4-year weight change were modeled in multivariable marginal models with generalized estimating equations
adjusting for follow-up period, race (White or non-White), marital status (ever married or other), family history of diabetes (yes or no), age (years),
BMI (underweight <18.5, normal 18.5-24.9, overweight 25-29.9, or obese =30.0 kg/m?), oral contraceptive use (current, past, or never), meno-
pausal and hormone replacement therapy (HRT) use status (premenopausal never HRT use, postmenopausal never HRT use, postmenopausal cur-
rent HRT use, postmenopausal past HRT use, or missing), sleep duration (=6, 7-8, or >8 h), and categorical change in smoking status. LS means
were calculated as marginal means with adjusted covariates set as mean for continuous covariates and prevalence for categorical covariates. P
heterogeneity was calculated by the generalized score statistics for the interaction term between categorical joint variables of AHEI and PA and
history of GDM. Overall P heterogeneity by history of GDM = 0.28.

of physical activity is associated with
less weight gain among women with a
history of GDM. Our observations on
weight gain across the four change
groups for non-GDM women were in
line with previous studies suggesting
that a relatively high level of physical
activity (60 min/day of moderate inten-
sity) was required for body weight
maintenance (29), especially for adults
with overweight or obesity (60-90 min/
day of moderate intensity) (31). In this

study, volume of physical activity at
baseline was on average higher in the
non-GDM group compared with the
GDM group. Because we modeled phys-
ical activity as a dichotomous variable
according to the national guidelines,
there were fewer women in the non-
GDM group who could have crossed the
threshold over the follow-up. However,
critically, our results among GDM
women suggested that, despite having a
higher mean body weight at baseline

compared with non-GDM women, women
with a history of GDM achieved weight
maintenance with increasing physical activ-
ity from ~5.0 MET-h/week at baseline to
15.0 MET-h/week (equivalent to an addi-
tional 30 min/day of moderate-intensity
physical activity) over a 4-year period, on
average. This highlights the importance of
physical activity in addressing weight man-
agement among women with a history of
GDM. Future intervention studies are
warranted to validate this observational



Lifestyle and Weight Changes by GDM Status

evidence and determine the optimally
achievable level of physical activity for
long-term weight maintenance for women
with a history of GDM.

Our results also highlight the poten-
tial joint role of diet and physical activ-
ity with regard to long-term weight gain
prevention for GDM women. The Diabe-
tes Prevention Program (DPP) previously
conducted an RCT in the U.S. and exam-
ined the effects of intensive lifestyle
(ILS) intervention and metformin ther-
apy compared with placebo, respec-
tively, on progression to type 2 diabetes
in a subset of middle-aged high-risk par-
ous women with and without a history
of GDM (32). The ILS intervention had
goals of weight reduction and mainte-
nance through healthy eating and physi-
cal activity (at least 150 min/week of
moderate intensity). After 3 years of fol-
low-up, the study observed a lower
adherence to the intervention and a
smaller amount of weight loss (—1.6 kg
vs. —4.0 kg) comparing GDM vs. non-
GDM women assigned to the ILS inter-
vention. Nevertheless, the ILS interven-
tion was more effective than metformin
in reducing type 2 diabetes risk for both
GDM and non-GDM women (32). Com-
pared with the DPP trial, we used data
from a large observational cohort and
corroborated the effectiveness of attain-
able sustained improvements in diet
and physical activity with regard to long-
term weight management for women in
midlife. Taken together, our results sup-
port that simultaneously emphasizing
diet quality and physical activity should
continue to be advocated as an effective
strategy to prevent long-term weight
gain and delay type 2 diabetes progres-
sion, particularly among women with a
history of GDM.

For both GDM and non-GDM women,
we did not observe significant differ-
ences in weight change related to
change in alcohol consumption, possibly
because of the overall low levels of
intake and modest changes during fol-
low-up. The relationship between alco-
hol consumption and weight change
has been controversial, except with
heavy drinking, which is linked with
weight gain (16). For both GDM and
non-GDM women, the observed pat-
terns of weight change with smoking
cessation were consistent with the liter-
ature on postcessation weight gain (15).
Our analysis of smoking may be

underpowered, because changes in sta-
tus were less common in our study
population.

Multiple factors likely influence the
drivers of long-term gradual weight
change, namely energy intake and
energy expenditure (22,33). A healthy
lifestyle, including healthy diet (22), suf-
ficient volume of physical activity (29),
nonheavy alcohol drinking (16), and
nonsmoking (15), potentially affects sev-
eral mechanisms related to energy
intake and expenditure.

We observed greater benefit for
increases in diet quality and physical
activity on long-term weight change
among high-risk GDM women com-
pared with their non-GDM counter-
parts. These differences may be due to
differences in underlying physiological
profiles between the two groups, partic-
ularly factors related to metabolism.
Pregnancy is hypothesized by some to
be a cardiometabolic stress test (34),
whereby subclinical metabolic impair-
ments may be uncovered. A GDM preg-
nancy may inflict permanent metabolic
alterations, with molecular changes per-
sisting beyond the pregnancy (35).
Other studies have presented evidence
on differential influences of lifestyle on
obesity and obesity-related diseases by
underlying risk profiles or subclinical sta-
tus, with greater benefits conferred with
healthy lifestyle for groups of higher risk
(36—-38); therefore, it is plausible that
GDM women might be particularly sen-
sitive to lifestyle changes. Differences in
barriers and sustainability of long-term
adherence to lifestyle interventions,
however, should be investigated for
their optimal implementation.

This study was conducted among a
female cohort consisting of health pro-
fessionals. Women included in the study
are likely to be more aware of their
health and pursue a healthier lifestyle
compared with the general population,
particularly those with lower socioeco-
nomic status. Because most U.S. adults
do not meet dietary recommendations
or physical activity guidelines (39,40),
levels of adherence to a healthy diet
and the volume of physical activity
observed in this cohort might not be
applicable to other populations. How-
ever, given the magnitude of the favor-
able weight changes associated with
increased diet quality and volume of
physical activity observed in this health
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professional cohort, the study suggests
a potentially greater public health bene-
fit and larger economic savings in the
long run in preventing obesity-related
health consequences by encouraging
women to adopt a healthier lifestyle.

Strengths of this study include the
large cohort size, allowing statistical
power to investigate associations across
several degrees of within-person changes
in multiple lifestyle factors, the long-term
follow-up period with repeated measures
of lifestyle and body weight, and the
adjustment for concurrent changes in
other lifestyle and health-related factors
that might confound the associations
of interest. Of note, the observational
nature of this cohort therefore reflects
realistic and real-world attainable sus-
tained lifestyle changes. This study has
some potential limitations. First, body
weight and diet were self-reported, and
therefore, measurement error may have
resulted in underestimation of diet and
body weight changes. We also cannot
exclude the possibility of systematic mea-
surement error of under- or overreport-
ing of certain lifestyle factors in relation
to weight change, because these were
ascertained during the same time peri-
ods. Total physical activity that includes
leisure-time, transportation, and house-
hold activities is important for caloric bal-
ance; however, the NHS Il assessed only
leisure-time physical activity and there-
fore may have underestimated the poten-
tial role of physical activity in weight
change. We also cannot rule out the pos-
sibility of confounding by other determi-
nants of weight change that could be
correlated with lifestyle. Our analyses on
change in smoking and the joint associa-
tions of lifestyle were likely underpow-
ered, particularly in some strata where
data were sparse. Finally, our results are
generalizable to a predominantly White
population with characteristics similar to
those of our analysis sample. Studies
in diverse populations (e.g., lower socio-
economic status or race/ethnicity) are
needed to confirm the generalizability of
our findings to populations and sub-
groups with different magnitudes and
patterns of lifestyle changes. Studies of
contemporary birth cohorts are war-
ranted to examine the impact of more
recent trends in lifestyle behaviors on
midlife weight gain.

In conclusion, improvements in diet
quality and physical activity are
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promising strategies for mitigating long-
term weight gain for women in midlife,
particularly among high-risk women
with a history of GDM. Barriers of life-
style improvements and strategies for
implementation of long-term sustain-
ability should be further evaluated
among GDM women in future studies.
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