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OBJECTIVE — Mexican-American populations in San Antonio, Texas (SA-MA) and Mexico
have a higher prevalence of type 2 diabetes than non-Hispanic whites in San Antonio (SA-NHW).
However, the higher prevalence of type 2 diabetes in Mexican-origin populations might be
related, in part, not to Native American genetic admixture but to Spanish genetic admixture.

RESEARCH DESIGN AND METHODS — Four population-based epidemiological sur-
veys conducted with Mexican-origin and European-origin samples provided data relevant to this
question. In all four surveys, type 2 diabetes was defined as fasting plasma glucose =7.0 mmol/l
or 2-h glucose =11.1 mmol/l or use of antidiabetic agents.

RESULTS — A comparison of the two Mexican-origin populations showed that the age- and
sex-adjusted prevalence of type 2 diabetes was lower in Mexico than in SA-MA (15.1 vs. 17.9%,
P =0.032). Between the two European-origin populations, the prevalence of type 2 diabetes was
lower in SA-NHW than in Spain (6.2 vs. 9.1%, P < 0.0001), but differences were attenuated by
adjustment for BMI or after stratification by education. In logistic regression analyses, type 2
diabetes was associated with Mexican ethnic origin after adjusting for age, education, BMI, and
waist-to-hip ratio.

CONCLUSIONS — The prevalence of type 2 diabetes in Spain was intermediate between
that in Mexican-origin populations and SA-NHW. Although the higher degree of Native Amer-
ican admixture is a major contributor to the higher rates of type 2 diabetes, we cannot completely
rule out a partial contribution of Spanish admixture to diabetes susceptibility among Mexican-
origin populations.
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ative American genetic admixture is

a major contributor to the higher

rates of type 2 diabetes in Mexican-
origin populations. However, few com-
parisons have been performed with data
from Spain. The higher prevalence of type
2 diabetes in Mexican-origin populations
could be related, in part, not only to Na-
tive American genetic admixture but
partly to Spanish admixture, as a conse-
quence of its historical contribution to the
Mexican gene pool. Mexican-origin com-
munities in Mexico and the U.S. may have
similar genetic backgrounds (i.e., Native
American genetic admixture) (1,2) but
differ in terms of socioeconomic levels
and cultural orientation. European-origin
communities in the U.S. have distinct ge-
netic backgrounds relative to those of
Mexican-origin (i.e., absence of or negli-
gible Native American admixture) and
may also differ socioeconomically and/or
culturally. Mexican-Americans in San An-
tonio (SA-MA) and Mexican nationals re-
siding in Mexico have a higher prevalence
of type 2 diabetes than non-Hispanic
whites in San Antonio (SA-NHW) (3-5).
SA-MA and other Hispanics in the U.S.
seem to have greater prevalence of type 2
diabetes than Mexican nationals residing
in Mexico, which is related, in part, to
differences in obesity rates (5,6). There-
fore, to the concomitant analysis of stud-
ies performed in San Antonio and Mexico
City, we added a second European-origin
population from Spain with the purpose
of comparing the prevalence of type 2 di-
abetes in these populations.

RESEARCH DESIGN AND
METHODS
The San Antonio Heart Study

The San Antonio Heart Study (SAHS) is a
population-based study of type 2 diabetes
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and cardiovascular disease in Mexican-
Americans and non-Hispanic whites in
San Antonio, Texas. A person was consid-
ered Mexican-American if three or more
grandparents were of Mexican origin or if
both parents were born in Mexico and his/
her self-declared ethnic identity did not
specifically rule out Mexican origin. A
person was considered non-Hispanic
white if three or more grandparents were
of non-Hispanic white ethnic background
(e.g., Czech, Irish, Italian, Greek) (7).
From January 1979 to December 1982
(phase 1) and from January 1984 to De-
cember 1988 (phase 2), we randomly se-
lected households from low-income,
middle-income, and high-income census
tracts (4,8). All men and nonpregnant
women aged 25— 64 years who resided in
the randomly sampled households were
eligible to participate. The overall re-
sponse rate was 65.3%. Detailed descrip-
tions of this study have been published
previously (8,9). An 8-year follow-up of
the phase 1 cohort was completed be-
tween October 1987 and November 1990
(10), and a similar 8-year follow-up of the
phase 2 cohort was concluded between
October 1991 and October 1996 (11). A
total of 3,682 participants were examined
in these two follow-up phases and in-
cluded in the analysis. We have used data
from the two SAHS follow-up periods
only, because the mean age of participants
at that time was closer to the mean ages of
those in studies in Mexico City and Spain.

The Mexico City Diabetes Study

The Mexico City Diabetes Study (MCDS)
is a population-based study of cardiovas-
cular disease in both diabetic and nondi-
abetic men and women aged 35—64 years
from a low-income area of Mexico City,
Mexico. The study site consisted of six
low-income neighborhoods, each one
corresponding to one census tract. A
complete household enumeration was
performed in each neighborhood be-
tween November 1989 and February
1990, and 3,505 study-eligible individu-
als (35- to 64-year-old men and nonpreg-
nant women) were identified. Home
interviews were conducted with 2,810
subjects, and physical and laboratory ex-
aminations were performed on 2,282 in-
dividuals (64.7% of the target
population). Detailed descriptions of this
study have been published previously
(5,12,13).

Acquisition of data in San Antonio
and Mexico City

Both studies were approved by the Insti-
tutional Review Board of the University of
Texas Health Science Center at San Anto-
nio, and the MCDS was also approved by
the Centro de Estudios en Diabetes in
Mexico City. All subjects gave informed
consent. The SAHS and MCDS used iden-
tical protocols with standardized and
joint training for medical staff. A metallic
tape was used to measure the waist and
hip circumferences at the level of the um-
bilicus and the greater trochanters, re-
spectively (14). Plasma glucose level was
measured by a glucose oxidase method. A
75-g oral glucose load (Orangedex; Cus-
tom Laboratories, Baltimore, MD) was ad-
ministered to determine 2-h plasma
glucose level.

The Spanish Insulin Resistance
Study

The Spanish Insulin Resistance Study
(SIRS) was designed as a cross-sectional,
population-based study of the prevalence
of type 2 diabetes and cardiovascular risk
factors. It was conducted in seven towns
across Spain (Arévalo, Talavera de la
Reina, Guadalajara, La Coruna, Avilés,
Vic, Alicante, and Mérida) from March
1995 to April 1998. The overall popula-
tion of these towns was 831,674 inhabit-
ants; populations of individual towns
ranged from 7,359 to 274,577 (15). From
a targeted population of 348,980 inhabit-
ants, initial interview was obtained on
3,172 men and nonpregnant women aged
34-69 years. Of those, 121 (3.8%) were
excluded because they met one or more of
the following criteria: abdominal hernia,
overt heart or hepatic failure, surgery dur-
ing the previous year, weight changes >5
kg within the previous 6 months, or hos-
pitalization. Complete physical examina-
tion and fasting blood samples were
obtained on 2,949 participants, and 2-h
blood specimens were collected from
2,123 participants (66.9% of the target
population).

Acquisition of data in Spain

Survey procedures were adapted from the
WHO MONICA protocol (16). All partic-
ipants gave informed consent. One of the
SAHS and MCDS investigators (S.H.) was
a consultant in the design of the SIRS. The
definition of variables and outcomes was
identical; however, there was no cross-
training of medical staff. Waist and hip

circumferences were measured at the
level of the umbilicus and greater tro-
chanters, respectively. Blood specimens
were obtained after a 12-h fast for deter-
mination of plasma glucose (Boehringer,
Mannheim, Indianapolis, IN). An oral
glucose tolerance test was performed with
a 75-g oral glucose load challenge to as-
sess the 2-h plasma glucose concentra-
tion.

Definition of variables and outcomes
All of these studies shared definitions for
variables and outcomes. Educational at-
tainment was measured as the highest
number of years of schooling completed
and was treated as a dichotomous variable
in the analysis: having versus not having
obtained a high school diploma. Overall
adiposity was measured by BMI. Upper
versus lower body fat pattern was as-
sessed by waist-to-hip ratio (WHR)
(12,17). We followed the 1997 “Recom-
mendations from the Expert Committee
on the Diagnosis and Classification of Di-
abetes Mellitus” (18): fasting plasma glu-
cose =7.0 mmol/l, and/or 2-h
postglucose load plasma glucose =11.1
mmol/l, or use of antidiabetic medica-
tions. In nondiabetic subjects, fasting
plasma glucose =6.1 and <7.0 mmol/l
indicated impaired fasting glucose and
2-h glucose =7.8 and <11.1 mmol/l in-
dicated impaired glucose tolerance.

Statistical methods

Statistical analyses were performed with
the SAS statistical software system (SAS
Institute, Cary, NC). Descriptive statistics
(mean * SEM) and number/percentage
are shown in Table 1. Age- and sex-
adjusted differences in continuous vari-
ables between the study populations were
evaluated by one-way analysis of covari-
ance with the GLM procedure in SAS.
Population was used as the grouping vari-
able; the other factors were covariates.
Sex, population, and obesity interactions
with ethnic origin (Mexican versus Euro-
pean) were also considered. Logistic re-
gression models identified variables
independently associated with the preva-
lence of type 2 diabetes. The Cochran-
Armitage trend test was used to assess the
relationship of prevalence of type 2 dia-
betes with BMI categories within each
population. All statistical tests used two-
sided probabilities.
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Table 1—Sociodemographic characteristics, anthropometric measurements, and age- and sex-adjusted prevalence of type 2 diabetes, impaired
glucose tolerance, and impaired fasting glucose in participants from Spain, Mexico City, and San Antonio, Texas (Mexican-Americans and

non-Hispanic whites)

Ethnic origin Mexican P value European P value
Mexico versus SA-NHW  Ethnic origin,
Population Mexico SA-MA SA-MA SA-NHW Spain versus Spain P value
Sociodemographic characteristics
Participants (n) 2,282 2,343 — 1,339 2,949 — —
Age (years) 473 £0.20 51.4%x0.20 <0.0001 533 *0.26 493 *0.18 <0.0001 <0.0001
Age range (years) 29-67 32-76 — 32-75 34-69 — —
Men (%) 412 41.1 NS 44.3 453 NS 0.0003
Education: HSD (%) 7.6 58.1 <0.0001 91.6 18.7 <0.0001 <0.0001
Age- and sex-adjusted anthro-
pometric measurements
BMI (kg/m?) 282 *0.11 294 x0.10 <0.0001 27.1 £0.14 27.9 =£0.09 <0.0001 <0.0001
WHR (X 100) 98.0=0.19 92.6 £0.18 <0.0001 89.6 £0.24 949 *x0.16  <0.0001 <0.0001
Crude prevalence of type 2
diabetes (%) 14.2 21.9 <0.0001 9.5 10.2 NS <0.0001
Age- and sex-adjusted prevalence
of type 2 diabetes, IGT, and
IFG
Type 2 diabetes (%) 15.1 17.9 0.032 6.2 9.1 0.005 <0.0001
IGT (%)* 14.8 18.0 0.009 11.6 9.4 0.061 <0.0001
IFG (%)* 3.4 4.2 NS 2.0 7.6 <0.0001 <0.0001

Data are means = SEM unless otherwise indicated. *Results from both, impaired glucose tolerance (IGT) and impaired fasting glucose (IFG) are shown as percentage
of subjects without diabetes. HSD indicates =high school diploma.

RESULTS — Mean age, sex distribu-
tion, and educational attainment were
significantly different among these four
populations (Table 1). Overall adiposity
was lower in individuals from Mexico
than in SA-MA; in contrast, central adi-
posity was higher in Mexico than in SA-
MA. Both parameters of obesity were
higher in individuals from Spain than in
SA-NHW. The nonadjusted prevalence of
type 2 diabetes was 14.2% in Mexico,
21.9% in SA-MA, 9.5% in SA-NHW, and
10.2% in Spain. The age- and sex-
adjusted prevalence of type 2 diabetes in
Mexico was lower than in SA-MA (15.1
and 17.9%, P = 0.032), and the preva-
lence in SA-NHW was lower than in Spain
(6.2 and 9.1%, P = 0.005). The age- and
sex-adjusted prevalence of impaired glu-
cose tolerance was higher in individuals
of Mexican origin than in European-
origin populations, and the prevalence of
impaired fasting glucose was especially
high in Spain relative to the other three
populations.

Figure 1 shows the association be-
tween the age- and sex-adjusted preva-
lence of type 2 diabetes and ranked BMI
in Mexico (P = 0.002), SA-MA (P <
0.0001), SA-NHW (P < 0.0001), and

Spain (P < 0.0001). Logistic regression
models for the prevalence of type 2 dia-
betes, which included age, sex, BMI, and
WHR as independent variables, were cal-

culated for each one of the populations.
The prevalence of type 2 diabetes was no
longer associated with BMI in Mexico but
with WHR (odds ratio [OR] for 0.1 units

50%
40% BMI
H<25
@ o
e 30% HW25-26.9
Q
E 027-29.9
&‘ 20% [b30-39.9
M >39.9
10%
0%
SA-NHW SPAIN MC SA-MA
Population

Figure 1—Age- and sex-adjusted prevalence of type 2 diabetes by BMI categories and population.
Cochran-Armitage trend test assessed the relationship between the prevalence of type 2 diabetes
and BMI categories by population: P < 0.0001 in SA-NHW, Spain, and SA-MA, and P = 0.002 in
Mexico. MC, Mexican nationals from Mexico City.
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Table 2—Age- & sex-matched BMI and WHR values and prevalence of type 2 diabetes after stratification by educational attainment

Mexican versus

Mexican origin European origin

European

Ethnic origin Mexico SA-MA P value SA-NHW Spain P value P value
BMI (kg/m?)

Without high school diploma 283 £ 0.11  30.0 £ 0.16  <0.0001 275*046 283 *=0.10 0.011 <0.0001

With high school diploma 263 £040 29.0=*0.14 <0.0001 272 *0.15 262 *0.23 0.0004 <0.0001

Pooled 282 *£0.11 294 *£0.10 <0.0001 27.1*0.14 279*09 <0.0001 <0.0001
WHR (X100)

Without high school diploma ~ 98.1 £0.16  93.5* 0.24 <0.0001 90.7 =0.68 952 *=0.15 <0.0001 <0.0001

With high school diploma 939 *0.84 92.0=*0.30 NS 90.0 032 933 *x047 <0.0001 0.004

Pooled 98.0x0.19 92.6*0.18 <0.0001 89.6 024 949 =*0.16 <0.0001 <0.0001
Type 2 diabetes (%)

Without high school diploma 15.8 20.8 0.003 9.2 9.1 NS <0.0001

With high school diploma 8.4 15.5 NS 6.2 5.4 NS <0.0001

Pooled 151 17.9 0.032 6.2 9.1 0.005 <0.0001

Pooled & BMI-adjusted 14.6 15.6 NS 6.2 7.9 NS <0.0001

*Data are means = SEM unless otherwise indicated.

1.29,95% CI1.07-1.55). The OR of 1.29
indicates that, on average, the chances of
having type 2 diabetes increases 29% for
every 0.1-unit increment in WHR. In the
other three populations, the prevalence of
type 2 diabetes was associated with both
BMIand WHR. For each 5-unit increment
of BMI, ORs were as follows: SA-MA, OR
1.39, 95% CI 1.26-1.53; SA-NHW, OR
1.46,95% CI 1.23-1.74; Spain, OR 1.56,
95% CI 1.33-1.84. For each 0.1-unit in-
crement of WHR, ORs were as follows:
SA-MA, OR 1.52,95% C11.29-1.78; SA-
NHW, OR 1.80, 95% CI 1.35-2.40;
Spain, OR 1.37,95% CI 1.10-1.70.
Asshown in Table 2, a similar trend of
association between education and both
parameters of obesity was observed in all
populations and was significant in six of
the eight comparisons. In comparisons
between the two Mexican-origin popula-

tions, educational attainment did not
modify the observed differences in BMI
and WHR between cities. However, high
school graduates among SA-NHW had
higher BMI than those in Mexico (P =
0.039) and Spain (P = 0.0004) but lower
WHR (P < 0.0001 for both compari-
sons). Educational attainment was in-
versely related to the prevalence of type 2
diabetes; however, this association was
statistically significant only in SA-MA
(P = 0.003) and Spain (P = 0.045) and
near significance in SA-NHW (P =
0.071). After stratification for educational
attainment, differences in the age- and
sex-adjusted prevalence of type 2 diabetes
between SA-NHW and Spain were atten-
uated, but differences between Mexico
and SA-MA actually increased. Adjust-
ment for BMI instead of stratification by
education attenuated those differences in

Table 3—Multiple logistic regression models of prevalence of type 2 diabetes

comparisons involving both Mexican-
origin populations and European-origin
populations.

Table 3 shows logistic regression
models for the prevalence of type 2 dia-
betes as a dependent variable with the
combined data of all four populations.
For the model containing age, sex, and
Mexican origin (present versus absent)
(model 1), age and Mexican origin were
highly statistically significant (P <
0.0001). In subsequent models (models 2
through 4), we sequentially added educa-
tional attainment, BMI, and WHR. These
models demonstrated that Mexican eth-
nic origin remained significant (P <
0.0001). In model 5, we introduced the
variable “population” for Mexican origin
and observed that the chances of having
type 2 diabetes were higher in both Mex-
ican-origin populations than in Spain.

Model 1 Model 2 Model 3 Model 4 Model 5
OR* 95% CI OR 95% CI OR 95% CI OR 95% CI OR 95% CI

Age (X10 years) 2.01 1.88-2.16  2.01 1.88-2.15  2.02 1.88-2.17 197  1.83-2.11 1.87 1.73-2.02
Male sex 0.99  0.87-1.13 1.00 0.88-1.14 1.12 097-1.28 097 0.84-1.12 095 0.82-1.10
Mexican ethnicity 234 2.03-2.69 237 2.05-2.73 2.23 1.93-259 218  1.88-2.52 —
Education: HSD — 0.79  0.68-091 081 0.70-093 092 0.79-1.07 0.78  0.65-0.94
BMI (X5 units) — — 1.49 1.40-1.58 141 1.33-1.51 1.37 1.28-1.46
WHR (X0.1 unit) — — — 1.33 1.21-1.44 141 1.28-1.55
Population:

Mexico versus Spain — — — — 1.74 1.43-2.12

SA-MA versus Spain — — — — 2.68 2.19-3.28

SA-NHW versus Spain — — — — 1.12 0.84-1.50

HSD, high school diploma.
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CONCLUSIONS — We have previ-
ously demonstrated that Native American
genetic admixture is a major contributor
to the higher rates of type 2 diabetes in
Mexican-origin populations. Two of these
populations, Mexico and SA-MA, have
comparable degree of Native American
genetic admixture but different preva-
lence of type 2 diabetes (1,2), which is
partially related to obesity rates (5). The
addition of a new epidemiological study
from Spain was used to further clarify the
relationship between Native American ge-
netic admixture and prevalence of type 2
diabetes. In our analysis, the prevalence
of type 2 diabetes was higher in Spain
than in SA-NHW and lower than in both
Mexican-origin populations. Differences
in the prevalence of type 2 diabetes be-
tween the two European-origin popula-
tions (SA-NHW and Spain), without
Native American genetic admixture, were
partially associated with differences in the
level of obesity and educational attain-
ment.

The adjustment for BMI attenuates
differences in the prevalence of type 2 di-
abetes in all comparisons, and stratifica-
tion by educational attainment attenuates
differences only in comparisons between
European-origin populations. However,
we encounter some limitations in the
comparisons involving educational at-
tainment. Some of these comparisons
may lack power to detect differences, be-
cause participants with high school diplo-
mas were relatively few in Mexico and
Spain and participants without high
school diplomas were few in SA-NHW.
Completion of high school and suscepti-
bility risk for type 2 diabetes may not have
a similar relationship across populations.
Moreover, these study populations were
not selected to reflect the social composi-
tion of their respective general popula-
tions. In Spain, the 1997 high school
completion rate was 32% for subjects
aged 25-64 years (19), and in Mexico,
the high school completion rate was 36%
for the year 1990 (20). In Texas, the 1994
high school completion rate was 85% in
non-Hispanic whites aged 25 years and
older and 53% in Mexican-Americans
(21). Thus, lifestyle factors related to ed-
ucation other than BMI and WHR may be
also important for the prevalence of type 2
diabetes, but their consideration falls out-
side of the scope of this report.

Other authors have reported that
WHR is associated with greater risk for

type 2 diabetes among non-Hispanic
whites than among Mexican-Americans
(22). However, WHR correlates with cen-
tral fat similarly in Mexican-Americans
and in non-Hispanic whites (23). We ob-
served that type 2 diabetes was associated
with BMI and WHR in all populations ex-
cept in Mexico, in which type 2 diabetes
was no longer related to BMI after the ad-
justment for WHR. Therefore, we cannot
assess whether ethnic origin has a partic-
ular influence on the association between
diabetes and both parameters of obesity.

The fact that the prevalence of type 2
diabetes in Spain is intermediate between
that in Mexican-origin populations and
SA-NHW suggests that Spanish admix-
ture may contribute, to some extent, to
the higher susceptibility for diabetes in
the Mexican-origin populations, which
are a hybrid of Native American and
Spanish admixtures. However, the preva-
lence of type 2 diabetes in Spain was sta-
tistically different from the prevalence in
both Mexican-origin populations after the
adjustment for age, sex, education, BMI,
and WHR but was not statistically differ-
ent from the prevalence in SA-NHW. Be-
cause of the inherent limitations of cross-
sectional studies, comparisons of the
incidence of type 2 diabetes in these pop-
ulations and/or genetic epidemiological
studies are needed to resolve this issue.

We are in agreement with other au-
thors in recommending that the focus of
medical intervention for prevention of
type 2 diabetes should be placed on
weight reduction (24). However, phar-
macological and behavioral interventions
to achieve weight reduction still fall short
of reaching appropriate goals in most in-
dividuals. In view of the relationship be-
tween type 2 diabetes and education, an
important health policy may be improve-
ment of education rates through high
school at least in some strata of the society
because of its association with lifestyle pa-
rameters.
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Aranda, MD (Hospital General Universi-
tario de Guadalajara); Maria Teresa
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de San Carlos de Madrid); Javier Muniz,
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Civil de Malaga); Saturio Vega-Quiroga,
MD (Hospital de Arévalo); and Juan A.
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