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Low HDL-C in Turks: genetic/lifestyle interactions modulate plasma levels

Turklerde disuk HDL-C duzeyleri: Genetik/yasam tarzi etkilesimleri plazma dizeylerini etkiliyor

Robert W. Mahley, M.D., PhD., Guy M. Pépin, M.S., Thomas P. Bersot, M.D., PhD.,
I. Zimrit Algan, M.D., K. Erhan Palaoglu, PhD.

Gladstone Institute of Cardiovascular Disease, University of California, San Francisco, CA, USA;
Kog American Hospital, istanbul

Objectives: Many studies have shown that extremely low
high density lipoprotein cholesterol (HDL-C) levels (mean
~36 mg/dl in men; ~42 mg/dl in women) constitute a prime
coronary heart disease (CHD) risk factor in Turks. We
reviewed three separate cohorts of Istanbul residents sur-
veyed over the past 14 years and evaluated trends in risk
factors for CHD in men and women during this period.

Study design: The study subjects were healthy Turkish
residents of Istanbul >20 years of age. Subjects recruited
in 1996-2000 (n=828) and in 2003 (n=1100) were com-
pared with the original Istanbul cohort (n=2686) of the
Turkish Heart Study, recruited in 1990-1993.

Results: The mean HDL-C level increased from 45.3+9.5
mg/dl in 1990-1993 to 49.7+12.0 mg/dl in 2003 in women
(p<0.0001). In 2003, university-educated women had
markedly higher mean HDL-C levels than women with a pri-
mary school or less education (56+9 mg/dl versus 48+12
mg/dl, p<0.0001). Consistent with this difference, highly edu-
cated women with higher HDL-C levels had a lower body
mass index (mean 25.6+4.9 kg/m?® versus 29.7+5.1 kg/m?),
smaller waist circumference, smoked less, and exercised
more. Among men, the HDL-C distributions were very simi-
lar in both the 1990-1993 and 2003 cohorts (38.3+£8.3 mg/dl
versus 39.3£9.8 mg/dl, respectively). There was no signifi-
cant difference in terms of HDL-C distribution between men
with higher and lower levels of education.

Conclusion: Data from the three cohorts show that,
although genetically determined to a great extent, low
HDL-C levels can be modulated by lifestyle factors. Higher
levels of education are associated with a 10% to 15%
increase in the HDL-C levels of women. However, the lack
of an association between educational level and HDL-C in
men remains to be explained.
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risk factors; socioeconomic factors; Turkey.

Amag: Birgok ¢alisma, asirn derecede dusuk diizeydeki yuk-
sek yogunluklu lipoproteinin (HDL-C) (erkeklerde ort. ~36
mg/dl; kadinlarda ort. ~42 mg/dl) Turklerde koroner kalp has-
taligr icin temel bir risk faktdri olusturdugunu géstermistir. Bu
calismada, 14 yil iginde istanbul'da yasayan Tiirklerde yiriitii-
len U¢ kohort calisma incelenerek, erkek ve kadinlarda koro-
ner kalp hastaligi risk faktdrlerindeki egilimler degerlendirildi.

Calisma plani: Calismalara Istanbul’da yasayan ve yasi
20 veya uzerinde olan saglkl kisiler alinmisti. 1996-2000
(n=828) ve 2003 (n=1100) yillarinda incelenen kigilerin ve-
rileri, 1990-1993 yillarinda Turk Kalp Calismasi kapsamin-
da incelenen 2686 kisinin verileriyle karsilagtirildi.

Bulgular: Kadinlarda 1990-1993 yillarinda 45.3+9.5 mg/dl
olarak olgllen ortalama HDL-C dizeyi 2003'te 49.7+12.0
mg/dl'ye yikseldi (p<0.0001). 2003 kohortunda Universite
egitimi gérmis kadinlarda, ilkokul egitimi gérmis veya daha
dislk dizeyli egitimli kadinlara gére ortalama HDL-C diize-
yinde belirgin ylikselme vardi (sirasiyla 569 mg/dl ve 48+12
mg/dl, p<0.0001). Bu farklilikla uyumlu olarak, daha ileri egi-
tim géren ve HDL-C diizeyi daha yiiksek olan kadinlarda be-
den kitle indeksi (sirasiyla ort. 25.6+4.9 kg/m®ve 29.7+5.1
kg/m?®) ve bel gevresi degerleri, sigara icme orani daha dusUk,
egzersiz diizeyi daha yuksekti. Erkeklerde ise, 1990-1993 ve
2003 kohortlarindaki HDL-C dagilimlari ¢cok benzer bulundu
(sirasiyla 38.3+8.3 mg/dl ve 39.3£9.8 mg/dl) ve yiksek ve
dislk duzeyli egitime gére anlamli farklik géstermedi.

Sonug: Ug kohorttan elde edilen veriler, biiyiik élglide ge-
netik olarak belirlenmis olmakla birlikte, diisik HDL-C du-
zeylerinin yasam tarzi faktdrlerinden etkilenebildigini gds-
termektedir. Egitim dlzeyi yiksek olan kadinlarda HDL-C
dizeyi %10-15 kadar yUksek bulunmustur. Bununla birlik-
te, erkeklerde egitim dizeyi ile HDL-C arasinda bir iligki
gosterilememesi arastiriimasi gereken bir durumdur.

Key words: Cohort studies; coronary disease/epidemiology; educa-

tional status; female; life style; lipoproteins, HDL cholesterol/blood;
risk factors; socioeconomic factors; Turkey.
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Low plasma levels of high density lipoprotein cho-
lesterol (HDL-C) are an important risk factor for pre-
mature coronary heart disease (CHD)."” The rela-
tionship between low HDL-C and CHD is at least as
strong as that of high levels of low density lipopro-
tein cholesterol (LDL-C).”" Furthermore, approxi-
mately two-thirds of patients with CHD have low
HDL-C." Recently, the National Cholesterol
Education Program Adult Treatment Panel III guide-
lines redefined low HDL-C, raising the cut point
from 35 to 40 mg/dl."! Observational studies suggest
that CHD risk increases by 2-4% for every 1-mg/dl
decrease in HDL-C."”

Studies of the Turkish population have provided
insights into the importance of the interaction of
genetic and environmental factors in modulating
HDL-C levels."""" Turks have low levels of total
cholesterol, LDL-C, and uniquely very low levels of
HDL-C."" Despite their low LDL-C levels, the
prevalence of CHD in Turkey is much higher than in
the United States and is similar to that in eastern
European countries."*"*"" Low HDL-C level is an
independent predictor of CHD risk in Turks and
undoubtedly contributes significantly to the high
prevalence of CHD.™

The original cohort of the Turkish Heart Study,
which was conducted in 1990 to 1993, comprising
approximately 9000 Turks from six regions of
Turkey, demonstrated that the mean HDL-C was
about 36 mg/dl in men and 42 mg/dl in women,"" or
about 10-15 mg/dl lower than that estimated in the
United States or western European populations.”'*”
At least half of Turkish men and more than one-quar-
ter of Turkish women have HDL-C of lower than 35
mg/dl (about 75% of men and 50% of women have
HDL-C <40 mg/dl).""

The cause of the high prevalence of low HDL-C
in Turks has been extensively studied."**** HDL-C
levels are modulated by genetic and lifestyle (envi-
ronmental) factors, including physical activity, body
weight, cigarette smoking, ethanol consumption, and
the proportion of calories consumed as carbohy-
drates.”* Although these lifestyle factors are asso-
ciated with variability in HDL-C levels in the
Turkish population, these factors do not account for
the disparity in HDL-C levels between the popula-
tions of the United States/western European and
Turkey."""" Previously, we showed that lifestyle fac-
tors modulate HDL-C levels in Turks by only 1-3
mg/dL."" In some populations, low HDL-C levels are
associated with hypertriglyceridemia. However, in

Turks, hypertriglyceridemia is not highly prevalent
and HDL-C levels are much lower than in other pop-
ulations across the spectrum of triglyceride levels
from less than 50 mg/dl up to 300 mg/dlL.!">*

Several lines of evidence suggest that the high
prevalence of low HDL-C in Turks has a genetic ori-
gin. First, the HDL-C levels of Turkish adults are
similar throughout the country despite substantial
regional differences in diet that affect LDL-C levels,
ranging from a Mediterranean-type diet high in
monounsaturated fats to a diet very rich in saturated
fat.""" The consistency of low HDL-C levels in Turks
(about 20% lower than that seen in western Europe)
has been confirmed and extended in the Turkish
Adult Risk Factor Study and other studies by Onat
and associates."*"****! In a survey of more than 2,000
subjects conducted in 1997-1998, HDL-C levels of
37 and 45 mg/dl were reported for Turkish men and
women, respectively.”” In addition, Tezcan et al.*™
conducted a cross-sectional survey of 1,210 Turkish
men and women (25-64 years of age) in Ankara in
1999. The mean HDL-C levels were 36-39+8 mg/dl
for men and 42-45+11 mg/dl for women (lipid analy-
ses were performed in the reference laboratory in
Giessen University, Germany). The prevalences of
low HDL-C in Turkish men (<35 mg/dl) and Turkish
women (<42 mg/dl) were five and eight times greater
than those for Germans, respectively.

Turks living outside of Turkey also have low HDL-
C levels and a high prevalence of CHD. Two major
studies have established that HDL-C levels are similar-
ly low in Turks living in Germany and in those living
in Turkey.”*" As part of the large and well-known
PROCAM epidemiological study, Liittmann and asso-
ciates” reported that Turkish men and women living in
northwestern Germany had HDL-C levels of 38+10
mg/dl and 46+12 mg/dl, respectively. In contrast,
German men and women in the same study had HDL-
C levels of 47112 mg/dl and 60£15 mg/dl, respective-
ly. Another study of Turks living in Germany for more
than 10 years (average residence time after immigra-
tion was 21 years for males and 17 years for females)
demonstrated a high prevalence of CHD and low HDL-
C levels.”™ Most had adopted a German lifestyle. In
Germany, the prevalence of CHD in Turks was as high
as or even higher than in Germans of similar age (35 to
64 years). The mean HDL-C level was 32 mg/dl in
Turkish men and 37 mg/dl in women (73% of men and
47% of women had HDL-C <35 mg/dl).

Similarly, we showed that the mean HDL-C lev-
els of Turks living in the San Francisco Bay Area
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were as low as those of Turks in Turkey (men, 37
mg/dl; women, 46 mg/dl)."” Most had adopted a typ-
ical American lifestyle, including nutritional habits.
Furthermore, the non-Turkish spouses of Turks in
San Francisco had higher HDL-C levels typical of
American/western European populations. All these
studies demonstrate that Turks, regardless of where
they live, have low HDL-C levels, indicating that
there is a strong genetic factor modulating their
HDL-C levels. This genetic susceptibility for low
HDL-C is likely to be widespread throughout this
part of the world and, of course, is possibly not con-
fined to Turks. Recent extensive family studies have
shown that the heritability of low HDL-C levels is
80% in Turks, a genetic predisposition far greater
than reported for any population studied (unpub-
lished data).

We explored polymorphisms in candidate genes
involved in the regulation of HDL-C levels in
Turkish subjects. Three genes were found to be of
interest: hepatic lipase,”™ ATP binding cassette
transporter A1,”" and cholesterol ester transfer pro-
tein (CETP)."” For example, four polymorphisms in
the ATP binding cassette transporter A1 were associ-
ated with a 6-9% change in HDL-C. Furthermore,
there was a striking interaction between the CETP
TagIB polymorphism and smoking in Turks. Men
with the CETP B1B1 genotype, who smoked had
markedly lower HDL-C levels (32.8+5.5 mg/dl) than
men with the CETP B2B2 genotype, who did not
smoke (37.1£6.9 mg/dl). Likewise, women with the
CETP B1B1 genotype, who smoked had much lower
HDL-C (35.5£4.0 mg/dl) compared with nonsmok-
ers with the CETP B2B2 genotype (42.3%£8.5
mg/dl).*" Clearly, various genes are interacting to
modulate HDL-C levels.

Low HDL-C levels in Turks are characterized
specifically by low levels of either HDL, or the LpAl
subfraction of HDL, which is 20% to 25% lower in
Turks than in others."” High levels of these subclass-
es are typically associated with protection against
CHD.""*! Consistent with the reduction of LpAI and
HDL,, Turks have an elevated level of hepatic lipase
activity (25% to 30% higher than found in western
Europeans)."”

Interestingly, HDL-C levels in prepubescent
Turkish children"* are similar to those of prepubes-
cent children in other populations of the world.**¥
However, in Turks, HDL-C levels decrease marked-
ly during adolescence, especially in those of higher
socioeconomic status, after which they remain con-

sistently low throughout adulthood."* This profound
decrease in HDL-C at puberty (20 mg/dl in males and
13 mg/dl in females) may reflect alterations in the
androgen/estrogen balance at puberty and a modula-
tion of hepatic lipase affecting HDL-C levels.
Hergeng et al.™ have reported on hormonal changes
in Turkish adults.

To evaluate population trends in plasma lipids,
anthropometrics, and lifestyle factors, we recently
compared three separate cohorts of Istanbul residents
surveyed over the past 14 years.” In this review, we
evaluated trends in CHD risk factors in men and
women during this period.

MATERIALS AND METHODS

Study subjects. The study subjects were healthy
Turkish residents of Istanbul >20 years of age.
Subjects recruited in 1996-2000 (n=828) and in 2003
(n=1100) were compared with the original Istanbul
cohort (n=2686) of the Turkish Heart Study, recruit-
ed in 1990-1993."" The study protocols were
approved by the Committee on Human Research of
the University of California, San Francisco. All the
subjects gave informed consent. Those with acute or
chronic illnesses or taking hypolipidemic drugs were
excluded.

The Turkish subjects were also compared with
non-Hispanic whites in the Third National Health
and Nutrition Examination Survey of 1988-1994
(NHANES TIII)."" These subjects (1721 men and
1895 nonpregnant women =20 years of age) had fast-
ed for at least eight hours before examination.
Information on their blood lipid and glucose levels,
body mass index (BMI), and waist circumference
was available.

Examination and laboratory procedures. Blood was
collected by venipuncture in the morning after a 10-
hour fast, put on ice, and centrifuged within 2-4
hours. Aliquots of plasma, serum, and buffy coats
were stored at -70°C until analysis. Height was mea-
sured to within 0.5 cm and weight to within 0.1 kg.
Waist circumference was measured to the nearest 0.5
cm by standard methods.”

All biochemical assays were performed in the
clinical laboratory of the Ko¢ American Hospital in
Istanbul, which is certified as a reference laboratory
by the Centers for Disease Control and Prevention
(Atlanta, GA, USA) since 1990 and by the College of
American Pathologists since 1994. Total cholesterol,
triglyceride, and HDL-C levels were measured enzy-
matically."**** Kits from Boehringer-Mannheim
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(Mannheim, Germany) were used for lipid and glu-
cose assays. A multi-channel analyzer (Hitachi,
Tokyo, Japan) was used for colorimetric enzymatic
determinations of cholesterol (Cholesterol, CHOD-
PAP), triglyceride (Triglyceride, GPO-PAP), and glu-
cose (Glucose, GOD-PAP)."*" For subjects with
triglyceride levels <500 mg/dl, LDL-C was calculat-
ed using the Friedewald equation.”

It is well known that HDL-C quantitation can be
problematic, especially when HDL-C levels are mea-
sured with portable or bench-top analyzers.” The
assays used to measure HDL-C underwent changes
between 1990 and 2003."*" To ensure the reliability of
the HDL-C measurements of our Turkish Heart Study
subjects, we transported annually, frozen samples to
San Francisco to be analyzed in the Gladstone Lipid
Chemistry Laboratory. Comparability of HDL-C levels
was maintained, and results obtained in the laboratory
in Istanbul were virtually identical to those obtained in
San Francisco. This standardization allowed compari-
son of data obtained for Americans and Turks and of
data for Turks from 1990 through 2003.

Socioeconomic and lifestyle data and medical and
family histories were collected by an experienced
interviewer using a detailed questionnaire."" The
socioeconomic factors included income (stratified
into four categories and normalized to the United
States dollar every 6 months since the original survey
of 1990-1993), occupation, and the level of educa-
tion. For statistical analysis, alcohol consumption,
cigarette smoking, and physical activity levels were
analyzed as ordinal variables. Higher educational
level was defined as a university or postgraduate edu-
cation, while lower educational level as a high school
education or less.

The examination and laboratory procedures were
reported in detail for both the Turkish Heart
Study""”” and NHANES TIL.""

Statistical analysis. Continuous variables were pre-
sented as the mean and standard deviation. All vari-
ables or their logarithmic transforms were normally
distributed. The mean values were compared by the
t-test and a p value of less than 0.05 was considered
significant. For comparisons, cohorts were age-
adjusted by the direct method,” with men and
women stratified separately into 10-year age groups.
To avoid over-biasing due to the relatively small
sample size, older subjects (60+ years) in the Turkish
cohorts were pooled. Values for the NHANES III
population were calculated by using sampling
weights to provide a representation of the U.S. popu-

lation. SPSS v10.0 and MS Excel 97 were used for
statistical analyses.

RESULTS

Characteristics of the Istanbul survey populations.
The mean age of the subjects was about 40£11 years.
As previously mentioned,""! HDL-C levels are virtual-
ly unchanged throughout adulthood. The characteris-
tics of men and women in all three surveys are shown
in Fig. 1. The prevalence of obesity increased in both
men and women in 2003, with 31% of men and 42% of
women having a BMI >30 kg/m’. Smoking appeared to
have decreased in women but not men, and exercise
levels did not increase in the 2003 survey."™

Among men, total cholesterol and LDL-C levels
were lower in 2003 than in 1990-1993, but triglyc-
eride levels were higher. HDL-C was slightly (1
mg/dl) higher in 2003 than in 1990-1993. Among
women, total cholesterol increased slightly over the
decade, but LDL-C did not. Triglyceride levels also
increased, as did the mean HDL-C level, which was
higher in 2003 (50 mg/dl) than in 1990-1993 (45
mg/dl) or 1996-2000 (43 mg/dl). The latter two val-
ues were not significantly different (for more detailed
comparisons see reference 50).

Effect of environment and lifestyle factors on HDL-C
in Istanbul women. To identify associations that
might help explain the recent increases in HDL-C,
particularly among women, we examined several
environmental and lifestyle factors (Fig. 2). Higher
educational level was associated with a significant
increase in HDL-C. Although nonexistent or weak in
the earlier cohorts, this association was statistically
and biologically significant in 2003, being 8-mg/dl
higher in the most-educated women compared to the
least-educated counterparts. A low BMI (<25 kg/m?)
and an exercise level of more than 1 hour/week were
also associated with higher HDL-C values. The char-
acteristics of women in the 2003 cohort according to
level of education are summarized in Table 1.

Factors that could explain the higher HDL-C lev-
els in highly educated women were their lower
prevalence of obesity, smaller waist circumference,
increased exercise, and decreased smoking.
Although women with a higher educational level had
lower triglyceride levels, a stepwise multiple regres-
sion analysis incorporating all these factors demon-
strated that the difference in triglyceride levels
accounted for only a 2-mg/dl change in HDL-C lev-
els. This is consistent with data from the
Framingham study and the Turkish Heart Study, sug-
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Table 1. Characteristics of women in the 2003 cohort according to level of education

Lower education Higher education p
Total cholesterol (mg/di£SD) 188141 192153 NS
LDL-C (mg/di+SD) 11535 118150 NS
Triglycerides (mg/dI+SD) 118164 89+41 0.0001
HDL-C (mg/dI+SD) 48+12 56+9 <0.0001
Body mass index >30 kg/m? 45% 15%
Waist circumference >88 cm 59% 23%
Waist circumference <84 cm 26% 62%
Exercise (>1 hour/week) 23% 37%
Smokers (>1 cigarette/day) 29% 24%

NS: Not significant

gesting that differences in triglyceride levels are too
small to account for more than a 1-2-mg/dl difference
in HDL-C values."**" Smoking had no significant
effect on HDL-C. These data are summarized in
detail in Table 2.
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HDL-C distribution. The HDL-C distributions in the
1990-1993 and 2003 cohorts according to the level of
education are summarized in Fig. 3. Among Istanbul
men, the HDL-C distributions were very similar in
both the 1990-1993 and 2003 cohorts. Likewise,
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Fig. 1. (A) BMI, smoking, and exercise and (B) plasma lipid and lipoprotein levels in Istanbul men and

women in the three survey populations. *Significant difference between 1990-1993 and 2003 values (p<0.01).
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there was no significant difference in terms of HDL-
C distribution between men with higher and lower
levels of education. The peak HDL-C values were
about 35-39 mg/dl (Fig. 3a, top panels). The lack of
an association between educational level and HDL-C
in men remains to be explained.

Among Istanbul women, HDL-C levels
increased significantly between the 1990-1993 and
the 2003 population surveys. Educational level had
little or no effect on the HDL-C distribution in the
1990-1993 cohort (peak occurred at about 40-44
mg/dl) or in the 1996-2000 cohort (data not
shown). In 2003, however, education had a striking
effect (Fig. 3a, bottom panels), with the peak HDL-
C values being 45-49 mg/dl and 55-59 mg/dl in
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Fig. 2. Effect of environment and lifestyle factors on HDL-C levels in Istanbul women in the three survey

populations. Mean age-adjusted values are shown. *Significant difference between values from the lower versus high-
er educated women (p<0.01).
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women with lower and higher education levels,
respectively.

HDL-C distribution data derived from
NHANES III show that non-Hispanic white women
in the U.S. had significantly higher HDL-C values
than Turkish women in the 2003 survey. HDL-C
values were 260 mg/dl in about 34% of the U.S.
women but in less than 10% of Turkish women
(Fig. 3b). Therefore, despite a recent increase in
HDL-C levels, a large proportion of Turkish
women still possess undesirably low HDL-C lev-
els. It remains to be determined if Turkish women
can have higher HDL-C levels like those typical of
U.S. and other European populations by significant
lifestyle modifications.
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Fig. 3. (A) HDL-C distribution in Istanbul men and women in the 1990-1993 and 2003 cohorts according to level of education.
(B) HDL-C distributions in Istanbul women and non-Hispanic white women from NHANES |Il.
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Table 2. Impact of environment and lifestyle on HDL-C levels (mg/dl, meantSD) in the Turkish population (age-adjusted)

Istanbul cohorts

Lower vs. upper values

1990-1993

1996-2000

2003

1990-1993

1990-93 vs. 2003 2003

Men / Women

Men / Women Men / Women

Men / Women

Men / Women Men / Women

Education
None/primary
n

Middle/secondary
n

University/postgraduate
n

Salary/income
Lower (<$500/month)
n

Upper (=$500/month)
n

Body mass index
<25 kg/m?
n

>30 kg/m?
n

Smoking
Nonsmoker
n

Smoker
n

Alcohol
Non-drinker
n
Drinker (any amount)
n

Waist circumference (cm)
<102 cm
n

<98 cm
n

>88 cm
n
<84 cm
n
Exercise
<1 hour/week
n

>1 hour/week
n

3748 / 44+10
368 /158
3819/ 46%10
427 /193
3948 / 469

1362 /178

378/ 44x9
512/165

3948 / 4610

1609 / 354

40+9 / 47+10
951 /339

36+7 / 427
169 / 41

3948 / 4610
1149 /313

3718 / 45%9
1008 /216

3718 / 45%9
830/ 384

3949/ 47%10
1289 /134

3848 / 45+9
1263 / 389

3948 / 4710
883 /136

36+7 /41+9
96/ 141
3518 / 42+10
115/190
37+10/46%10
192/93

3718 / 42+9
125/ 143

36+9 / 43+10
274 1 277

3849 / 4510
134 /207
3416 / 38+7
57 /92

3719 / 4410
240/ 247

3549 /4149
163 /178

36+8 / 42+10
191 /273

36+10/ 44+10
204 /103

36+9 /42+10
233 /209

37110/ 44+10
123 /121

39+10/48+12
162/ 343

3849/ 50+13
171 /223
41+£10/ 569
119/ 81

3949 / 48+11
241 /430
40+10/ 52+13
211/218

43+12 / 54+12
71/155

378 / 47+11
144 /268

41+10/50+12
278 /1 462

36+8 / 48+12
174 /186

39+10 /49412
229 /519
40+10/ 52+14
223 /128

3849 /-
176/ —
42411 / -
201 /-
-/ 47+11
-/ 352
—/54+12
-/197

3919 /49+11
313 /489

41+11 /5114
139/ 158

<0.0001/0.02

0.0004 / NS

<0.0001 /0.003

<0.0001 /NS

<0.0001 /0.005

0.024 / 0.006

0.001 / <0.0001 NS / <0.0001
NS /0.0008
0.01 / <0.0001

0.03 /0.0001 NS /0.0002

0.01/<0.0001

0.006 / <0.0001 0.0003 / <0.0001

0.02/0.004

0.0001 / <0.0001 <0.0001 /0.009

NS /0.005

0.0117 / <0.0001 NS /0.04
NS /0.004
0.004 /-
—/<0.0001
NS / <0.0001 0.03/0.06
0.009 /0.006

NS: Not significant

DISCUSSION

Our findings suggest that lifestyle changes can posi-
tively affect HDL-C levels even in a population char-
acterized by low HDL-C levels with a strong (80%
heritability) genetic component. The strongest factor
associated with an increased HDL-C level was high-

er education, specifically in women. The lack of a

similar association in men may reflect a strong nega-
tive biological factor, making them resistant to the
effects of lifestyle modifications. Alternatively, men
may have modified lifestyle factors to a lesser extent
than women, which may merit consideration of gen-
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der-specific educational approaches. The increase in
HDL-C among Istanbul women in the 2003 survey
could be highly protective against premature CHD.
Considering that each 1-mg/dl increase in HDL-C is
associated with a decrease by 2-4% in the CHD risk,
this 8-mg/dl increase in HDL-C could translate to a
20-30% risk reduction.

Previous studies have shown that education level,
which is also an indicator of social class, acts upon
many lifestyle, behavioral, psychological, and eco-
nomic factors that affect risk factors for heart dis-
ease.”™ There is an association with hypertension,
smoking, and obesity but little or no effect on cho-
lesterol.”*" Physical activity is less common among
the less educated,™ and is positively associated with
HDL-C and socioeconomic status in white adults.'"
The impact of education on disease risk factors may
arise from reinforcement of positive health behavior
and habits encouraged by supportive social milieu
associated with higher education.”” The Whitehall II
study indicated that HDL-C rises in parallel with
increasing social status™ and that “feelings of well
being,” which could be associated with higher social
status and educational level, may affect CHD risk.™
Regardless of how higher education promotes posi-
tive changes in coronary risk factors, the evidence
clearly establishes that intervention strategies target-
ing education can result in beneficial changes.

More detailed studies in a larger cohort need to be
undertaken to identify the most important lifestyle
factors and to assess their relative contributions to the
variability of HDL-C in Turkish women. It is hoped
that this approach will lead to elucidation of the
metabolic pathways involved. It remains to be seen
whether further improvements in lifestyle will result
in increased HDL-C levels in Turkish men as they do
in women.

Recently, two large population studies in Turkey
have found higher HDL-C values for both men and
women (personal communications: ICEBERG
study, Dr. Baris Ilerigelen; Metsar study, Dr.
Aytekin Oguz) than we and several others have pub-
lished.!'""!%15-17:2023:3536501 While these studies provide
very valuable data on hypertension and the metabol-
ic syndrome, the methodology for the measurement
of HDL-C must be considered.” If one is to compare
values among populations worldwide, then it must be
ensured that the methodology provides values that
are comparable. The Ko¢ American Hospital was
established as a standardized reference laboratory by
the Centers for Disease Control and Prevention

(Atlanta, GA, USA) in 1990."" Even though the
methodology for measuring HDL-C has evolved
over the past 15 years, we have frequently checked
the consistency of all lipid biochemical parameters
by conducting parallel assays in our laboratory in San
Francisco. As reviewed here and elsewhere,™ strict
comparability of the results for HDL-C has been
maintained, allowing comparison of values in the
U.S. and Turkey and those within Turkey over more
than a decade.
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