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OBJECTIVE — The relative contribution of adiposity and physical inactivity to the risk of
developing type 2 diabetes remains controversial.

RESEARCH DESIGN AND METHODS — We prospectively examined the individual
and joint association of obesity and physical activity with the development of type 2 diabetes in
68,907 female nurses who had no history of diabetes, cardiovascular disease, or cancer at
baseline. Adiposity was measured by BMI and waist circumference. Physical activity was assessed
through average hours of moderate or vigorous exercise and computation of an MET score.

RESULTS — We documented 4,030 incident cases of type 2 diabetes during 16 years of
follow-up (from 1986 to 2002). In a multivariate model including age, smoking, and other
diabetes risk factors, risk of type 2 diabetes increased progressively with increasing BMI (P <
0.001) and waist circumference (P < 0.001) and with decreasing physical activity levels (P <
0.001). In joint analyses of BMI and physical activity, using women who had a healthy weight
(BMI <25 kg/m?) and were physically active (exercise =21.8 MET h/week) as the reference
group, the relative risks of type 2 diabetes were 16.75 (95% CI 13.99-20.04) for women who
were obese (BMI =30 kg/mz) and inactive (exercise <2.1 MET h/week), 10.74 (8.74—-13.18) for
women who were active but obese, and 2.08 (1.66-2.61) for women who were lean but inactive.
In combined analyses of waist circumference and physical activity, both variables were signifi-
cant predictors of type 2 diabetes, but the association for waist circumference was substantially
stronger than that for physical inactivity.

CONCLUSIONS — Obesity and physical inactivity independently contribute to the devel-
opment of type 2 diabetes; however, the magnitude of risk contributed by obesity is much greater
than that imparted by lack of physical activity.

Diabetes Care 30:53-58, 2007

ype 2 diabetes is a major cause of

morbidity and mortality and has be-

come an important public health is-
sue worldwide (1). Obesity and physical
inactivity are well-known risk factors for
the development of type 2 diabetes (2—6).
It has been suggested that higher levels of
physical activity can mitigate the impact
of overweight and obesity on morbidity
and mortality, and, thus, obesity may not
be detrimental to those who are physically

fit (7). However, our recent analyses indi-
cated that both obesity and physical activ-
ity were independent predictors of all-
cause mortality (8) and coronary heart
disease (9), and being physically active
did not abolish the excess risk associated
with obesity. For type 2 diabetes, a recent
study (10) suggested that the magnitude
of association with BMI was much greater
than that with physical inactivity and that
physical activity was less predictive of di-
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abetes in overweight and obese individu-
als than in those with normal weight. In
addition, a recent Finnish study (11)
showed that increasing physical activity
was associated with a significantly re-
duced risk for type 2 diabetes, especially
in obese patients. In this study, we evalu-
ated the individual and combined associ-
ation of obesity and physical inactivity
with the incidence of type 2 diabetes
among 68,907 participants in the Nurses’
Health Study.

RESEARCH DESIGN AND
METHODS — The Nurses’ Health
Study cohort was established in 1976,
when 121,700 female registered nurses
aged 30-55 years completed a mailed
questionnaire about their medical history
and lifestyle. Women have provided in-
formation regarding lifestyle and health
conditions biennially since 1976. The
1980 questionnaire asked about weight at
18 years of age; ~80% of the participants
provided the information. Diet and phys-
ical activity were assessed by validated
questionnaires starting from 1980 (12).
For this study, we included 68,907
women in the analyses after excluding
those who reported cardiovascular dis-
ease, diabetes, or cancer at baseline in
1986. We chose 1986 as the baseline
since we had more detailed information
regarding physical activity and waist cir-
cumference along with BMI. The study
was approved by the Human Research
Committees at the Brigham and Women’s
Hospital.

Assessment of overall and
abdominal adiposity

BMI was calculated as weight in kilograms
divided by the square of height in meters
to assess overall obesity. Self-reported
weights were validated among 184 partic-
ipants in the Nurses’ Health Study living
in the Boston area and were highly corre-
lated with measured weights (r = 0.96,
mean difference [self-reported — mea-
sured weight] = —1.5 kg) (13).

In 1986, Nurses’ Health Study partic-
ipants measured and reported measure-
ments of their waist (at the umbilicus) and
hip (the largest circumference) to the near-
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est quarter of an inch. In a validation study,
the correlation between self-reported and
technician-measured circumferences was
0.89 for the waist (14). We had information
on waist circumference on 63.8% of the
participants followed.

Assessment of physical activity

In 1986, 1988, 1992, 1996, 1998, and
2000, women were asked to report the
average time spent per week on the fol-
lowing activities: walking, jogging, run-
ning, bicycling, lap swimming, playing
tennis or squash, and participating in cal-
isthenics. Using this information, we cal-
culated the average amount of time per
week spent in moderate-to-vigorous ac-
tivities (requiring three or more METSs per
hour, including brisk walking) at each
time point (15). We divided physical ac-
tivity by quintiles such that the current
physical activity recommendation of
=150 min or 10 MET h/week of moder-
ate-intensity physical activity was met by
women in the fourth and fifth quintiles.
Our validation study indicated relatively
good validity and reproducibility for the
questionnaire. The correlation between
physical activity reported on 1-week re-
calls and that reported on the question-
naire was 0.79. The correlation between
moderate-to-vigorous activity reported in
diaries and that reported on the question-
naire was 0.62.

Walking, a moderate-intensity activ-
ity, was by far the most prevalent physical
activity in our cohort. In 1986, women
were also asked about their usual walking
pace, specified as easy (<3.2 km/h) or
normal (3.2-4.8 km/h). Because only 2%
of women reported a very brisk (=6.4
km/h) pace, we combined it with the
brisk (4.8-6.2 km/h) category in the
analyses of walking pace. For this infor-
mation, weekly walking energy expendi-
ture in MET hours was calculated to
differentiate between moderate and vig-
orous activity (16).

Ascertainment of end point

The primary end point for this study was
type 2 diabetes. At each 2-year question-
naire cycle, participants were asked
whether they had a diagnosis of diabetes.
For each self-reported diagnosis of diabe-
tes, a supplemental questionnaire was
sent asking about diabetes symptoms, di-
agnostic tests, and treatments. A diagno-
sis of diabetes was made when any one of
the following criteria were met: 1) one or
more classic symptoms of diabetes and
elevated plasma glucose levels (fasting

plasma glucose 7.8 mmol/l or randomly
measured plasma glucose 11.1 mmol/D),
2) elevated plasma glucose on at least two
occasions in the absence of symptoms, or
3) treatment with oral hypoglycemic
medication or insulin. Our criteria for the
diagnosis of diabetes are consistent with
those proposed by the National Diabetes
Data Group (17) for cases that were diag-
nosed before 1997. For diagnoses of dia-
betes established after 1998, the new
American Diabetes Association criteria
(fasting plasma glucose =7 mmol/l) were
used. We excluded women with type 1
diabetes or gestational diabetes. The diag-
nosis of type 2 diabetes by the use of the
supplemental questionnaire has been val-
idated (5).

Statistical analysis

We grouped women into nine categories
of BMI measured in 1986, which in-
cluded standard cutoffs for overweight
(BMI =25 kg/m?), class 1 obesity (BMI
=30 kg/m?), class 2 obesity (BMI =35
kg/m?), and class 3 obesity (BMI =40 kg/
m?). Participants contributed person-
time from the date they returned the 1986
questionnaires (BMI and waist circumfer-
ence analyses) until the date of death or
June 1, 2002, whichever came first. The
relative risk (RR) was calculated as the rate
for a given category of BMI compared with
the referent category. Age-adjusted analyses
were conducted using 5-year age categories
by the Mantel-Haenszel method. Cox pro-
portional hazard regression was used to
adjust for age or other potential confound-
ers, including smoking status (never;
past; or current smoker of 1-14, 15-24,
and =25 cigarettes/day), alcohol con-
sumption (0, 1-4, 5-14, or =15 g/day),
menopausal status and postmenopausal
hormone use, and parental history of di-
abetes. Analysis of BMI and risk of type 2
diabetes was additionally adjusted for
physical activity in five categories.

To best represent long-term physical
activity levels and to reduce measurement
error, we created measures of cumulative
average of hours of moderate-to-vigorous
activities from all available questionnaires
up to the start of each 2-year follow-up
interval (18). In a secondary analysis, we
also controlled for a dietary score reflect-
ing high intakes of the ratio of polyunsat-
urated fat to saturated fat, cereal fiber, low
intakes of trans fat, and glycemic load
(19). We examined the joint associations
of physical activity and BMI and waist cir-
cumference with risk of type 2 diabetes.
Statistical analyses were conducted using

SAS version 8.2 (Cary, NC). All P values
were two sided.

RESULTS — During 16 years of fol-
low-up from 1986 to 2002, 4,030 incident
cases of type 2 diabetes were identified. Ta-
ble 1 shows RRs of type 2 diabetes accord-
ing to BMI categories at baseline in 1986.
The risk of type 2 diabetes increased pro-
gressively with increasing BMI. Women
with BMI =40 kg/m? had an ~28-fold
higher risk of type 2 diabetes than those
with BMI <21 kg/mz. Similarly, the risk
of type 2 diabetes increased progressively
with increasing quintiles of waist circum-
ference (P for trend <0.001). Further ad-
justment for dietary score did not change
the association.

We assessed physical activity accord-
ing to the intensity and amount of exer-
cise (MET hours per week). There was a
progressive increment in the multivari-
able-adjusted RR of diabetes with de-
creasing quintiles of total MET hours per
week (Table 2). This inverse gradient, al-
though attenuated, still remained statisti-
cally significant after adjustment for BMI
(RRs across quintiles were 1.66, 1.56,
1.30, 1.27, and 1.0, respectively; P for
trend <0.001).

In Table 3, we present joint associa-
tions of BMI and physical activity with the
risk of type 2 diabetes. Both higher BMI
and lower physical activity levels were as-
sociated with increased risk of type 2 dia-
betes (P for interaction was 0.22 between
physical activity and BMI). Compared with
women who were physically active and had
a BMI <25 kg/m?, women who were lean
but physically inactive had an RR for type 2
diabetes of 2.08 (95% CI 1.66-2.61).
Obese women (BMI =30 kg/m?) who were
physically active had an RR of 10.74 (8.74—
13.18), and obese women who were inac-
tive had an RR of 16.75 (13.99-20.04).
Thus, increasing BMI in the same category
of physical activity markedly increased the
risk for type 2 diabetes. Even in the physi-
cally active group, the RR increased 11-fold
in obese participants compared with lean
participants. Further adjustment for dietary
score did not appreciably alter these results.

In joint analyses of physical activity
and abdominal adiposity, the highest risk
of type 2 diabetes was among women in
the lowest category of physical activity
and the highest tertile of waist circumfer-
ence (RR 22.26 [95% CI 15.75-31.45]).
The associations of physical activity and
abdominal obesity with type 2 diabetes
were independent of each other (P for in-
teraction was 0.85 between physical ac-
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Table 2—RR of type 2 diabetes according to physical activity from 1986 through 2002 (n = 68,907)

MET hours of activity per week <2.1 2.1-4.6 4.7-10.4 10.5-21.7 =21.8 P for trend
n 1,010 784 769 796 671

Person-years (1,034,808) 161,509 165,568 206,597 229,903 271,231

Age-adjusted RR 2.66(2.41-2.94)  2.10(1.89-2.33)  1.57 (1.42-1.74)  1.43 (1.29-1.59) 1.00 <0.001
Multivariate RR* 2.37(2.15-2.16)  1.92 (1.73-2.13)  1.48 (1.34-1.64)  1.40 (1.26-1.55) 1.00 <0.001
Multivariate RR including 1.66 (1.50-1.83)  1.56 (1.41-1.74) 130 (1.17-1.44)  1.27 (1.15-1.41) 1.00 <0.001

continuous BMI*

Data are RR (95% CI). *Adjusted for age (5-year interval), smoking status (never, past, or current [1-14, 15-24, or 25 cigarettes/day]), alcohol consumption (0,
0.1-4.9, 5-14.9, or =15 g/day), menopausal status and postmenopausal hormone use, and family history of diabetes.

type 2 diabetes. In the joint analyses,
higher physical activity within each BMI
category was associated with decreased
risk of diabetes, whereas elevated BMI
even in the highest category of physical
activity markedly increased the risk for
type 2 diabetes. Similarly, increased
walking pace decreased the risk of dia-
betes within each weight category, al-
though the risk was still 13-fold among
obese brisk walkers versus normal-
weight brisk walkers.

Physical activity is known to decrease
the risk of type 2 diabetes (5,6). Although
physical activity has multiple beneficial
effects that can improve insulin and glu-
cose delivery to muscle (21), it may not
fully abolish the adverse effects of obesity
(22). Obesity is known to increase pe-
ripheral insulin resistance and reduce
B-cell sensitivity to glucose (23). Produc-

26 7
24 4
22 4

20 4

Relative Risk

1

tion of adipokines from adipocytes is
known to influence insulin sensitivity and
type 2 diabetes (24). The increased
plasma concentration of inflammatory
mediators, such as tumor necrosis fac-
tor-a and interleukin-6 induced by obe-
sity (25), may interfere with insulin action
by suppressing insulin signal transduc-
tion. Weight loss may therefore be a key
mechanism to reduce the secretion of
these factors by decreasing adipose tissue
volume and subsequently reducing the
risk of diabetes. Even moderate weight
loss (5% of body weight) can improve in-
sulin action, decrease fasting blood glu-
cose concentrations, and reduce the need
for diabetes medications (26-28).

The current study has some potential
limitations. Some under-diagnosis of dia-
betes is likely because screening for blood
glucose was not feasible, given the size of

T

A .
$‘-‘s\(‘ ﬁﬁ o < 283 ® ‘-\s\(»

BMI<25

o

BMI 25-29.9

A% 4 A .
? 53 o Q) 3}
° T o <

BMI =30

Figure 1—RRs of type 2 diabetes according to usual walking pace among women who did not
perform vigorous (<6 METs) activities and categories of BMI in the Nurses’ Health Study 1986—
2002. Data are adjusted for age (5-year interval), smoking status (never; past; or current smoker
of 1-14, 15-24, and =25 cigarettes/day), alcohol consumption (0, 1-4, 5-14, or =15 g/day),
menopausal status and postmenopausal hormone use, and family history of diabetes. Walking pace
was specified as easy (<3.2 km/h), normal (3.2—4.8 km/h), brisk (4.8—6.2 km/h), and very brisk

(=6.4 km/h).

the cohort. Our participants are all health
professionals and have ready access to
care; over 98% of them reported fasting
glucose screening in the past 4 years.
Thus, undiagnosed diabetes should be
relatively low in our cohort. However, we
cannot exclude the possibility that obese
people were more likely to be diagnosed
than nonobese people. Moreover, under-
ascertainment of cases, if not associated
with exposure, would not be expected to
affect the RR estimates (29).

We did not assess cardiorespiratory
fitness. However, physical activity is the
primary modifiable determinant of fit-
ness, and even modest levels of physical
activity (e.g., 30 min/day of brisk walk-
ing) can achieve levels of cardiorespira-
tory fitness that have been associated with
a significant reduction in mortality risk
(30). Our physical activity variable in-
cluded only leisure time activity. Other
activities such as household chores and
occupational activities may also affect the
risk for diabetes. Measurement errors in
self-reported physical activity are inevita-
ble, and nondifferential misclassification
may have biased the association of phys-
ical activity with risk of type 2 diabetes
toward the null. However, this should not
substantially affect the analyses stratified
according to physical activity levels. Our
validation studies using physical activity
diaries indicated good reproducibility
and validity of self-reported physical ac-
tivity. Our previous analysis showed that
physical activity predicted the risk of dia-
betes (5) and other chronic diseases (18).
Moreover, physical activity was assessed
regularly during follow-up, and use of the
repeated measures in the analyses not
only dampened measurement errors but
also took into account real changes in
physical activity levels over time.

Our analyses of the combined effects
of physical activity and obesity have direct
public health implications. The adverse
effects of body fatness on type 2 diabetes
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risk were persistent in both lower and
higher physical activity categories. Con-
versely, the benefits of physical activity
were not limited to lean women; among
those who were overweight and obese,
physically active women tended to have
lower type 2 diabetes risk than sedentary
women. Our findings are in line with
Finnish Diabetes Prevention Study (32)
and the Diabetes Prevention Program
study (33) that found that even modest
weight loss led to substantial reduction in
diabetes risk. Given the difference in the
magnitude of risk contribution of adipos-
ity versus physical activity to the develop-
ment of type 2 diabetes, weight loss and
maintenance of healthy weight should be
emphasized as an eventual goal to prevent
the onset of type 2 diabetes.
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P30DK46200 from the National Institutes of
Health.

References

1. Perkins I: Diabetes mellitus epidemiolo-
gy-classification, determinants, and pub-
lic health impacts. J Miss State Med Assoc
45:355-362, 2004

2. Chan]JM, Rimm EB, Colditz GA, Stampfer
MJ, Willett WC: Obesity, fat distribution,
and weight gain as risk factors for clinical
diabetes in men. Diabetes Care 17:961—
969, 1994

3. Colditz GA, Willett WC, Rotnitzky A,
Manson JE: Weight gain as a risk factor for
clinical diabetes mellitus in women. Ann
Intern Med 122:481-486, 1995

4. Koh-Banerjee P, Wang Y, Hu FB,
Spiegelman D, Willett WC, Rimm EB:
Changes in body weight and body fat dis-
tribution as risk factors for clinical diabe-
tes in US men. Am J Epidemiol 159:1150—
1159, 2004

5. Manson JE, Rimm EB, Stampfer MJ, Cold-
itz GA, Willett WC, Krolewski AS, Rosner
B, Hennekens CH, Speizer FE: Physical
activity and incidence of non-insulin-de-
pendent diabetes mellitus in women. Lan-
cet 338:774-778, 1991

6. Hu FB, Sigal RJ, Rich-Edwards JW, Cold-
itz GA, Solomon CG, Willett WC, Speizer
FE, Manson JE: Walking compared with
vigorous physical activity and risk of type
2 diabetes in women: a prospective study.
JAMA 282:1433-1439, 1999

7. Lee CD, Blair SN, Jackson AS: Cardiore-
spiratory fitness, body composition, and
all-cause and cardiovascular disease mor-
tality in men. Am J Clin Nutr 69:373-380,
1999

8. Hu FB, Willett WC, Li T, Stampfer MJ,

"sa19qe1p jo A101s1y AJrurey pue asn suourioy [esnedousunsod pue

snye1s [esnedoudut ‘(Aep/3 1= 10 ‘6'41—C ‘6'+—1°0 ‘0) uonduwnsuod [oyode ‘([Aep/sa1191esd ¢7 10 ‘4 7—CT ‘4 T—T] 1UaLmnd 10 ‘Ised ‘1943u) snieis Sun{ows ‘([ealdul 18a4-¢) 33e 10] parsnlpy,, (1D %S6) W e ereq

+TNd snonunuod 10§

pasn(pe 1ayung ¥y NeLBANNA

FLHT—+1'L) 9T 01
(SH'T1€-6L°CT1) 9T TT

(86°€T-8L9) +L'6
(TT'8T-+0'+1) L8'61

(TL11-LL9) TT8
(SCTT+E 1) T6'ST

Y pAasn(pe-ajeLrean

«©=

TN snonunuod 10§

parsnlpe 1oy Yy NereAnny

(9£9-6L0) TTH
(T8 L=TS ) +T S

#9°¢-0¢ D) cLE

Ot +=C1 D 0T'E

LY paisnlpe-arerreanny

(6£9-80°¢) LSH

(teewoelLe

1¢-6¢

TN snonunuod 10§

parsnlpe 1oy1my Yy AeLeAN[N

FOH=ST D OTT

FTT++'0) 660
(6+'7=8C°0) 0T'1

(PO 1
(PO 1

+IY paisnlpe-arerreaniniy

(€L°€-80°1) 10T

8>

(SAYOUT) SI[1113] DUATAJUINDII ISTEAA

(7>) 2anoeU]

(6°6=0"7) ABWPON
oom 1ad L11anoe jo sioy TN

(9=) sno1031A

LY parsnlpe-arerreaniniy

(TL°€T-+9°01) €61 (CL°CT-+L01) TO°ET (T0°61-90°¢T) 92761 (#0°07T-66'¢T) SLOT

(BT €T-+L8) +L 01

100°0>

0¢

+Jd pasnlpe-aerreanniy

8+ 9-T++) S€°¢ (TT9-0T+) 0T°¢ (99'2-81°C) 0£°9 (€€8-L9°¢) 189

(6L°¢-T6'9)9L'F

100°0>

6'67-<T

Y pAasn(pe-ajeLreanny

(96'1-8T°1) 8¢'1 (88'T-0T° D 0S'T (80T-6T D +9'1 (T197-99'1) 80T

(PO 1

100°0>

>

(zw/3) INd

1>

L'1=¢ 01 ¥ 0I-LY 9+—1'C

8 1=

puan 10§ 4

yoom 1ad L1anoe Jo smot TN

200T Y3noayr 9861 woif Apnis yipap SIsANN Y3 woif £1141300 wa1s£yd pup ‘20ua1afuindagd 3siwm ‘[INg Jo $2110321p2 01 Sulp1022p $212qV1p 7 2dA7 fo SYY 2IWLPANIMIN—E JqeL

DiaBETES CARE, VOLUME 30, NUMBER 1, JANUARY 2007

57

20z Idy 60 uo 3sanb Aq 4pd-€50000201009PZ/00.Ly6S/ES/L/0EAPA-B]0IE/DIED/WOD JIBYDISA|IS EPE//:d]Y WOL PapEOjuMOq



Adiposity, physical activity, and diabetes

10.

11.

12.

13.

14.

15.

Colditz GA, Manson JE: Adiposity as
compared with physical activity in pre-
dicting mortality among women. N Engl
J Med 351:2694-2703, 2004

. Li YT, Rana JS, Manson JE, Willet WC,

Stampfer MJ, Colditz GA, Rexrode KM,
Hu FB: Obesity as compared with physi-
cal activity in predicting risk of coronary
heart disease in women. Circulation 113:
499-506, 2006

Weinstein AR, Sesso HD, Lee IM, Cook
NR, Manson JE, Buring JE, Gaziano JM:
Relationship of physical activity vs body
mass index with type 2 diabetes in
women. JAMA 292:1188-1194, 2004
Hu G, Lindstrom J, Valle TT, Eriksson JG,
Jousilahti P, Silventoinen K, Qiao Q,
Tuomilehto J: Physical activity, body
mass index, and risk of type 2 diabetes in
patients with normal or impaired glucose
regulation. Arch Intern Med 164:892-896,
2004

Willett WC, Sampson L, Stampfer MJ,
Rosner B, Bain C, Witschi J, Hennekens
CH, Speizer FE: Reproducibility and va-
lidity of a semiquantitative food frequency
questionnaire. Am ] Epidemiol 122:51-65,
1985

Willett W, Stampfer MJ, Bain C, Lipnick
R, Speizer FE, Rosner B, Cramer D, Hen-
nekens CH: Cigarette smoking, relative
weight, and menopause. Am ] Epidemiol
117:651-658, 1983

Rimm EB, Stampfer MJ, Colditz GA,
Chute CG, Litin LB, Willett WC: Validity
of self-reported waist and hip circumfer-
ences in men and women. Epidemiology
1:466-473, 1990

Rockhill B, Willett WC, Manson JE, Leitz-
mann MF, Stampfer MJ, Hunter DJ, Cold-
itz GA: Physical activity and mortality: a
prospective study among women. Am |
Public Health 91:578-583, 2001

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Ainsworth BE, Haskell WL, Leon AS, Ja-
cobs DR Jr, Montoye HJ, Sallis JF, Paffen-
barger RS Jr: Compendium of physical
activities: classification of energy costs of
human physical activities. Med Sci Sports
Exerc 25:71-80, 1993

National Diabetes Data Group: Classifica-
tion and diagnosis of diabetes mellitus
and other categories of glucose intoler-
ance. Diabetes. 28:1039-1057, 1979

Hu FB, Stampfer MJ, Colditz GA, Asche-
rio A, Rexrode KM, Willett WC, Manson
JE: Physical activity and risk of stroke in
women. JAMA 283:2961-2967, 2000
Hu FB, Manson JE, Stampfer MJ, Colditz
G, Liu S, Solomon CG, Willett WC: Diet,
lifestyle, and the risk of type 2 diabetes
mellitus in women. N Engl ] Med
345:790-797, 2001

Sullivan PW, Morrato EH, Ghushchyan
V, Wyatt HR, Hill JO: Obesity, inactivity,
and the prevalence of diabetes and diabe-
tes-related cardiovascular comorbidities
inthe U.S.,2000-2002. Diabetes Care 28:
1599-1603, 2005

Holloszy JO, Hansen PA: Regulation of
glucose transport into skeletal muscle.
Rev Physiol Biochem Pharmacol 128:99—
193, 1996

Goodyear LJ, Kahn BB: Exercise, glucose
transport, and insulin sensitivity. Annu
Rev Med 49:235-261, 1998

Kahn BB, Flier JS: Obesity and insulin re-
sistance. J Clin Invest 106:473-481, 2000
Arner P: Insulin resistance in type 2 dia-
betes: role of the adipokines. Curr Mol
Med 5:333-339, 2005

Dandona P, Aljada A, Bandyopadhyay A:
Inflammation: the link between insulin
resistance, obesity and diabetes. Trends
Immunol 25:4-7, 2004

Goldstein DJ: Beneficial health effects of
modest weight loss. Int ] Obes Relat Metab

27.

28.

29.

30.

31.

32.

33.

Disord 16:397—-415, 1992

Torgerson JS, Hauptman J, Boldrin MN,
Sjostrom L: XENical in the Prevention of
Diabetes in Obese Subjects (XENDOS)
study: a randomized study of orlistat as an
adjunct to lifestyle changes for the pre-
vention of type 2 diabetes in obese pa-
tients. Diabetes Care 27:155-161, 2004
U.K. Prospective Diabetes Study 7: Re-
sponse of fasting plasma glucose to diet
therapy in newly presenting type II dia-
betic patients, UKPDS Group. Metabolism
39:905-912, 1990

Rothman KJ, Greenland S: Modern Epide-
miology. 2nd ed. Philadelphia, Lippincott-
Raven, 1998

Stofan JR, DiPietro L, Davis D, Kohl HW
3rd, Blair SN: Physical activity patterns
associated with cardiorespiratory fitness
and reduced mortality: the Aerobics Cen-
ter Longitudinal Study. Am J Public Health
88:1807-1813, 1998

Church TS, Cheng Y], Earnest CP, Barlow
CE, Gibbons LW, Priest EL, Blair SN: Ex-
ercise capacity and body composition as
predictors of mortality among men with
diabetes. Diabetes Care 27:83—88, 2004
Lindstrom J, Louheranta A, Mannelin M,
Rastas M, Salminen V, Eriksson J, Uus-
itupa M, Tuomilehto J, the Finnish Diabe-
tes Prevention Study Group, the Finnish
Diabetes Prevention Study Group: The
Finnish Diabetes Prevention Study (DPS):
lifestyle intervention and 3-year results on
diet and physical activity. Diabetes Care
26:3230-3236, 2003

Hamman RF, Wing RR, Edelstein SL,
Lachin JM, Bray GA, Delahanty L, Hoskin
M, Kriska AM, Mayer-Davis EJ, Pi-Sunyer
X, Regensteiner J, Venditti B, Wylie-Ro-
sett J: Effect of weight loss with lifestyle
intervention on risk of diabetes. Diabetes
Care 29:2102-2107, 2006

58

DiaBETES CARE, VOLUME 30, NUMBER 1, JANUARY 2007

20z Idy 60 uo 3sanb Aq 4pd-€50000201009PZ/00.Ly6S/ES/L/0EAPA-B]0IE/DIED/WOD JIBYDISA|IS EPE//:d]Y WOL PapEOjuMOq



