








































































































































































































































































































































































General discussion 

on cardiovascular disease. 69 Many randomized controlled trials on effects of hor

mone suppletion on cardiovascular disease risk factors have been conducted, of 

which the Postmenopausal Estrogen/Progestin Interventions (PEP!) Trial is one 

of the largest and most famous. 70 The most consistent reported findings of these 

trials were favorable effects of hormone suppletion on the lipid profile. In the 

Romeo trial (chapter 3.3), we found that hormone replacement therapy is associ

ated with a small decrease in homocysteine levels in perimenopausal women. 

Contrary to the expectation of most, however, the first randomized trials 

on secondary prevention of coronary heart disease, the Heart and Estrogen! 

Progestin Replacement Study (HERS), 71 or coronary atherosclerosis, the Estro

gen Replacement and Atherosclerosis trial (ERA),72 did not show cardioprotec

tive effects of hormone replacement therapy. Results of these trials may indicate 

that the bias in observational studies is larger than thought nntil now. The dis

crepancy with the results from observational studies may also be due to the 

fact that the cardiovascular benefits may emerge only after several years of 

hormone replacement therapy. 71 ·
73 Therefore, subjects susceptible to adverse 

atherothrombotic effects of hormone replacement therapy are not detected in 

observational studies. Furthermore, in the HERS71 and ERA72 progestins were 

part of the therapy regimens, whereas results from observational studies are 

mainly based on the use of unopposed estrogen, which may exert stronger 

cardiovascular protective effects as supported by results from a recently con

ducted trial. 74 Also, the HERS71 and ERA" were conducted in women with docu

mented coronary heart disease and hormone replacement therapy was initiated 

late, an average of 20 years after the cessation of menses. It can therefore not be 

ruled out that hormone replacement therapy is effective in preventing the devel

opment of atherosclerotic disease. Final answers have to come from primary 

prevention trials that are currently being carried out. 75
•
76 The data available up 

to date do not justify the initiation of use of hormone replacement therapy for 

the secondary prevention of cardiovascular disease. 77 

Hormone replacement therapy: health effects 

Hormone replacement therapy relieves postmenopausal vasomotor and genito

urinary symptoms. 78-80 Long-term use of postmenopausal hormone therapy is 

advocated for prevention of disease and prolongation of life. Next to potential 

effects on the occurrence of cardiovascular disease, the effects on other disease 

outcomes such as potential favorable effects on the prevention of fractures 81•82 

and adverse effects on breast cancer-83 have to be taken into account when esti

mating the health effects of long-term postmenopausal hormone replacement 

therapy use. Using effect estimates of hormone replacement therapy from obser

vational studies (a protective effect on cardiovascular disease, a favorable effect 
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on the prevention of fractures, and an adverse effect on breast cancer) Dutch 

women from the general population are expected to achieve only a modest gain 

in life expectancy by using hormones for 10 or 20 years following menopause.84 

The potential gain in life expectancy to be achieved by postmenopausal hor

mone therapy use is modest because of the low incidence of coronary heart dis

ease and hip fracture in relation to the relatively high incidence of breast cancer 

in Dutch women in the first 2 decades following menopause. 84 Among Ameri

can women, the lifetime use of hormones is expected to exert a more favor

able, albeit still limited, effect. 67 The different findings in Dutch and American 

women arise from differences in relative frequencies of cardiovascular disease 

and breast cancer in the Dutch and American population. 8'3 In the described mod

eling studies, 67
•
84 no data on potential effects of hormone replacement therapy 

on dementia86•
87 and colon cancer88 are incorporated. If these diseases tum out 

to be favorably affected by hormone replacement therapy, the answer to the 

question whether or not treating women with hormone replacement on a long

term basis has favorable health effects may sound more positive. However, even 

then many questions, such as what is the optimal age to start therapy and how 

long should treatment be continued, will be left unanswered. 

Honnone replacement therapy: androgens 

Androgen therapy is considered to be an attractive treatment modality to poten

tially benefit psychological well being, body composition, and strength in the 

elderly. 89·91 Inclusion of androgens in postmenopausal hormone replacement reg

imens is not uncommon and is likely to become more widespread.92 Until now, 

however, no data are available on its long-term effects. Because of the fact 

that in the Netherlands from the late 1950s until 1980s a substantial part of the 

hormones indicated for menopausal complaints consisted of intramuscularly 

administered combined estrogen-testosterone therapy, we had the opportunity 

to study effects of androgen suppletion on atherosclerosis in postmenopausal 

women. The results of our study described in chapter 3.4 suggest that testos

terone therapy may adversely affect atherosclerosis in postmenopausal women 

and indicate that androgen replacement in these women may not be harmless. 

Although our results are based on observational data, the "healthy women 

effect"69 would only have diluted the positive association found in our study, 

implying that the adverse effect of testosterone in women may even be stronger 

than our results suggest. The finding in our study, however, is based on intramus

cularly administered high-dose testosterone, a mode of administration that is 

currently not being used anymore. The mode of administration may be crucial 

for the effect of testosterone on cardiovascular disease risk factors, such as 

lipids. Therefore, the extent to which our results are generalizable to the effects 
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of new preparations developed specifically for women needs to be determined. 

Endogenous hormone levels 

Endogenous hormone levels have been suggested to contribute to cardiovas

cular disease pathofysiology exerting opposite effects in the sexes: in women 

estrogens were hypothesized to protect against cardiovascular disease and 

androgens were thought to exert adverse cardiovascular effects, whereas in 

men the associations were hypothesized to be the other way around.93 Ecolog

ical studies do not provide support for the hypothesis that endogenous estro

gen levels protect against cardiovascular disease in women: Japanese women 

exhibit the lowest coronary heart disease rates in the world and also have 

the lowest endogenous estrogen levels. 94 Estrogen levels have also not been 

found to be related to cardiovascular mortality in women.95 Only recently, how

ever, assays with extremely low detection limits suitable for measuring estrogen 

levels in the low postmenopausal range have become available. When using this 

assay, neither we found an association between endogenous estrogen levels and 

atherosclerosis among postmenopausal women (unpublished results). The fact 

that until now no association has been found between estrogen level and cardio

vascular disease in postmenopausal women may be due to the fact that estro

gen exposure is not accurately reflected in a single measurement of its level 

and a potential deterioration of hormone values with prolonged storage. 96 When 

we used bone density as a marker of cumulative estrogen exposure, we found 

an association between 'estrogen' (=bone density) and atherosclerosis in post

menopausal women and in women experiencing natural menopause (chapter 

4.2), which does support the hypothesis. Another possibility is that exposure 

to estrogen in premenopausal years may be more important in the association 

with cardiovascular disease, analogous with the finding that risk factors eval

uated premenopausally are powerful predictors of atherosclerosis measured 

after menopause. 97 However, not much data are currently available regarding 

this hypothesis. 

In population studies, endogenous androgen levels were not found to 
be related to cardiovascular events in men96•98•102 or women. 95,1oz Results of 

several studies on endogenous androgens and atherosclerosis have been 

inconsistent. 10a.-107 Our data described in chapter 3.5 show that higher endoge

nous testosterone levels in men are associated with a lower prevalence of aortic 

atherosclerosis and a lower risk of aortic atherosclerotic progression. The appar

ent discrepancy between our results and the results of studies in which no asso

ciation between endogenous testosterone levels and coronary heart disease in 

men was reported96
·
98

•
100 may be attributable to the fact that we studied nonsmok-
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ers only and to the fact that the aorta might be more vulnerable to the effects 

of endogenous sex steroids than other arteries. Aortic atherosclerosis has been 

found to be associated with an up to 9-times increased risk of ischemic stroke108 

indicating its importance in relation to cardiovascular disease. Mechanisms pos

sibly involved in the association between aortic atherosclerosis and stroke may 

be pulse pressure or emboli being released from atherosclerotic lesions in the 

aortic arch. The fact that in our male study population we also found a protec

tive effect of higher endogenous androgen levels for the occurrence of strokes 

(unpublished results) supports this inference. Until now, it is unclear whether 

testosterone is causally involved in atherogenesis. Possibly, higher levels of tes

tosterone do not protect against atherosclerosis in men, but are merely a marker 

of good health. 109 In women participating in our study (chapter 3.5), higher 

levels of testosterone tended to be positively associated with aortic atheroscle

rosis, which was largely accounted for by adverse cardiovascular disease risk 

factors, such as diabetes mellitus. The hyperandrogenicity in postmenopausal 

women with diabetes mellitus has been described before. 110 This association 

may provide insight into the mediation of cardiovascular consequences of diabe

tes in women, as has been suggested previously. 111 

Thus far, our results on endogenous androgen levels (chapter 3.5) and high

dose testosterone suppletion (chapter 3.4) indicate that androgens may lead 

to adverse cardiovascular disease risk factors and atherosclerosis in women, 

whereas in men higher endogenous androgen levels may protect against aortic 

atherosclerosis (chapter 3.5). 

Alternative endocrine cardiovascular disease risk factors 

Subclinical hypothyroidism 

In the Netherlands, the use of thyroid supplementation is very low as opposed to 

the high frequency of its usage in the USA. Therefore, we were able to study the 

association between subclinical hypothyroidism112 and cardiovascular disease 

in women participating in the Rotterdam Study. Our results indicate that sub

clinical hypothyroidism is a strong risk indicator for atherosclerosis and myo

cardial infarction in elderly women, as described in chapter 4. L A limitation of 

our study is the cross-sectional nature of its design, which limits the validity 

of causal interpretation of our results. However, the relative risk for women 

with subclinical myocardial infarction in the prospective part of our study was 

similar to the point estimate in the cross-sectional part of our study, although 

it did not reach statistical significance. Additional research has to be done to 

determine whether the association between subclinical hypothyroidism and ath

erosclerosis and myocardial infarction can be confirmed in a prospective study. 
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Subclinical hypothyroidism is highly prevalent in postmenopausal women11
:3,

114 

and the relative risk associated with myocardial infarction as derived from our 

data is substantial The population attributable risk percentage for subclinical 

hypothyroidism with myocardial infarction is therefore considerable and esti

mated to be within the range of that for known major risk factors for cardiovas

cular disease, as described in chapter 4.1. Besides, subclinical hypothyroidism 

is known to progress to overt hypothyroidism with a rate of 5-15% per year, 

the rate being highest in women in whom thyroid antibodies are present. 115 

The manifestations of overt hypothyroidism vary considerably among patients 

and therefore it is often not recognized. The serum thyroid stimulating hor

mone (TSH) assay is considered to be an accurate diagnostic test for hypothy

roidism, although this point of view is not universally shared. 116 Furthermore, 

effective treatment therapies are available for thyroid dysfunction. The enumer

ated issues indicate that thyroid dysfunction meets many criteria justifying pop

ulation screening, 117 as is already advocated in the USA in women aged 35 years 

and over. 118 In this recommendation, 118 the possible association of subclinical 

hypothyroidism with cardiovascular disease was not considered yet. 

Bone loss 
Next to cardiovascular disease, osteoporosis is a common cause of morbidity 

and mortality in postmenopausal women. 119 Among women experiencing natural 

menopause, we found the progression of atherosclerotic calcification to be asso

ciated with increased bone loss, as described in chapter 4.2. Moderate calcifica

tion of plaques is thought to contribute to vascular morbidity- and mortality, 120
·
121 

indicating its importance in the pathofysiology of cardiovascular disease. More 

insight into the causes and consequences of vascular calcification with regard to 

coronary heart disease will be provided by studies using noninvasive measure

ment of calcification in the coronary arteries, such as electron-beam computed 

tomography. 

The association between progression of atherosclerotic calcification and 

bone loss during menopause may provide insight in the pathofysiology of these 

diseases and provide clues for prevention and treatment. Interestingly, bisphos

phonates, which are used for the treatment of osteoporosis, appear to prevent 

deposition of calcium in arterial walls in animal experiments, 122
•
123 suggesting 

that treatment with bisphosphonates may favorably affect atherosclerotic calci

fication. On the other hand, changes in vascular wall calcification may render 

some plaques more prone to rupture and lead to an increased risk of cardio

vascular events during bisphosphonate treatment. 124 Reviewing cardiovascular 

events in a large database from trials evaluating risedronate in the treatment 

and prevention of postmenopausal and corticosteroid-induced osteoporosis 
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revealed no evidence that risedronate influences the occurrence of cardiovascu

lar disease, 125 however, studies thus far were not designed to examine the effect 

of bisphosphonate therapy on cardiovascular disease rates. 

Alternatively, it may not be calcification itself but the underlying process of 

atherosclerosis that is associated with bone loss. A common etiologic factor, 

such as estrogen deficiency or sensitivity to estrogen deficiency due to varia

tions in the density or type of estrogen receptors, may be involved in the asso

ciation between atherosclerosis and osteoporosis. Furthermore, statins, which 

are used for lipid lowering, have been reported to promote bone forrnation. 126 

Triggered by this finding, observational studies followed, 127
"130 which found that 

bone mineral density was increased130 and fracture incidence was reduced in 

subjects taking statins. Reanalysis of randomized controlled trial data from a 

trial designed to address cardiovascular outcomes, however, found no effect 

of statins on fracture risk m However, only 17% of subjects in this trial were 

women. A subsequent observational study found no effect of statins on fracture 

incidence either1:32 and a recent study in rats even indicated that statins might 

inhibit bone formation and produce a net reduction in bone density. 133 Until now, 

the effects of lipids and statins on bone and fracture risk are not elucidated yet. 

METHODOLOGICAL CONSIDERATIONS 

The methodological considerations of the presented studies have been dis

cussed in the chapters 2, 3, and 4. In the current paragraph, two methodological 

issues regarding risk estimation in cardiovascular disease research arising from 

the fact that the risk of coronary- heart disease in women lags 10 years behind 

the risk in men134 are discussed. 

The first issue to be discussed is the effect of the difference in absolute coro

nary heart disease risk between the sexes on measures of effect. It has been sug

gested that the relative risk associated with smoking for myocardial infarction 

is higher in women than in men. 135 The described differentiation of results by 

sex may be a biological phenomenon, thus providing insight in the etiology of 

cardiovascular disease, but may also merely reflect the lower absolute risk of 

cardiovascular disease in women because magnitudes of relative risks are heav

ily dependent upon the baseline risk of the disease. Also, interaction effects 

are dependent on the baseline risk Therefore, the same issue arises when the 

joint effects of cardiovascular risk factors are compared between the sexes. A 

large European collaborative project studied interaction effects of homocyste

ine and classical cardiovascular disease risk factors and found the joint effect of 

these factors to be most pronounced in women. 59 Again, the difference in effect 
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between the sexes may be a biological phenomenon or may reflect the lower 

absolute risk of cardiovascular disease in women. To validly study whether dif

ferences in the magnitude of relative risks or interaction effects between the 

sexes are due to differences in absolute risks, one has to take into account the 

difference in "cardiovascular age" between the sexes. 

The second issue to be discussed is the fact that because of the difference 

in absolute risk of coronary heart disease between the sexes it is a standard 

approach in cardiovascular research to stratify analyses by sex, which is a 

base for potential problems. It may lead to false positive findings of differences 

between the sexes, especially when the difference in absolute risk between the 

sexes is not taken into account correctly, as described previously. False posi

tive findings of differences between the sexes may also arise when no a priori 

hypothesis underlies the stratification, or when only few subjects are available 

for analyses and effects are more likely to be due to chance. The loss of 

power due to stratification by sex becomes especially problematic when interac

tion, towards which attention shifts in recognition of the complex multicausal 

etiology of cardiovascular disease, is the topic of interest. This issue arises par

ticularly in research regarding genetic factors, in which gene-gene and gene

environment interaction is a key issue. 136
·
137 Instead of habitually stratifying 

cardiovascular analyses by sex, it may be worthwhile to consider the usefulness 

ofthis approach. 

FUTURE RESEARCH 

The last decade, much effort has been put in describing and studying cardio

vascular disease in women. Large population-based studies in women such 

as the Nurses' Health Study, 138 the Women's Health Study, 139 and the Healthy 

Women Study, 44 and population-based studies in which women participate such 

as the Cardiovascular Health Study, 140 the Atherosclerosis Risk In Communities 

Study, 141 the Rotterdam Study, 142 and randomized controlled trials71
•
72 have pro

vided information on cardiovascular disease in women. In the current paragraph, 

views on future research regarding gender specific issues of cardiovascular dis

ease are given. 

Effects of classical cardiovascular disease risk factors are generally similar 

in men and women, with the exception of diabetes mellitus143
•
144 and the insulin 

resistance syndrome, 2·3 which attenuate the female advantage. Factors possibly 

contributing to gender differences in cardiovascular disease and requiring 

further attention are LDL particle size, which is smaller and therefore less 

atherogenic in women, 57 abdominal fat accumulation, 145 and isolated systolic 
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hypertension, the prevalence of which is higher in women than in men. 146 

Until now, no solid proof of the hypothesis that estrogens would protect 

against atherogenesis in women is available. The first randomized trials on sec

ondary preventive effects of hormone replacement therapy on cardiovascular 

disease did not find clear evidence for cardiovascular protection.n72 Results 

from primary prevention trials have to be awaited. 75
·76 However, even if these 

trials indicate that hormone replacement therapy exerts cardioprotective effects, 

the health effect of long-term postmenopausal hormone replacement therapy 

use is expected to be limited.67 ·84 Possibly, selective estrogen receptive modifi

ers are more effective in the prevention of cardiovascular disease in women. 

The Raloxifene Use for The Heart study147 will provide information about the 

applicability of these preparations in preventing coronary heart disease. The 

question whether the decline in estrogen levels with menopause contributes 

to the rising incidence of cardiovascular disease is still unanswered25·:3sAo and 

will remain hard to answer because of the problem that no control population 

of women staying premenopausal is available. No association between endog

enous estrogen levels and cardiovascular events in postmenopausal women 

has been found until now. 94
•9'5 However, the effect of susceptibility to estrogen 

because of genetic variations in the density or type of estrogen receptors 148 and 

its interaction with estrogen levels need further clarification. 

Other factors possibly contributing to the rising incidence of cardiovascular 

disease in women after middle age may be autoimmune diseases through 

immune-complex mediated vascular damage. We did not :find an association 

between thyroid autoimmunity and cardiovascular disease, but more research 

should be carried out on the association between autoimmunity and cardiovas

cular disease. In postmenopausal women, iron stores increase and the recent 

evidence that heterozygosity for the hemochromatosis gene increases the risk 

of cardiovascular disease149 brings new life to the hypothesis that increased iron 

stores are associated with cardiovascular disease. The "iron hypothesis" may 

ask for further evaluation as a possible explanation for the rising incidence of 

cardiovascular disease in women after middle age. 

The effect of the gender gap in absolute coronary heart disease risk on differ

ences in magnitudes of relative risks and interaction effects between the sexes 

needs attention. Furthermore, it may be worthwhile to consider the usefulness 

of the standard approach in cardiovascular research to stratify analyses by sex, 

especially in the coming era in which gene-gene and gene-environment interac

tions will be major topics of interest. 136
•
1
·
37 

Next to etiologic research on gender specific issues of cardiovascular dis

ease, attention for sex specific aspects of diagnosis, treatment, and prevention 

is essential. Research on gender differences in the access to diagnostic services 
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and treatment of heart disease is being conducted. F>0"15:3 Efforts to increase the 

participation of women in cardiovascular randomized controlled trials should 

be continued because women, particularly elderly women, remain underrepre

sented in cardiovascular trials relative to their disease prevalence. 154
•
1
·
55 How

ever, possibly the most important issue in ultimately lowering cardiovascular 

disease occurrence in women is to increase awareness among women. Women 

in Western countries do still not fully recognize that myocardial infarction is 

their leading cause of death. 1'56-158 Results from an American Heart Association 

survey show that most women believe cancer is their greatest health threat and 

only less than 10% of women perceive heart disease as their greatest threat. 158 

The awareness gap calls for translation of the evidence that cardiovascular dis

ease is the major health threat for women to the public. 

REFERENCES 

1. Barrett-Connor E. Sex differences in coronary heart disease. Why are women so 
superior? The 1995 Ancel Keys Lecture. Circulation 1997; 95:252-64. 

2. Kannel VVB, Wilson PW. Risk factors that attenuate the female coronary disease 
advantage. Arch Intern Med 1995; 155:57-61. 

3. Sprecher DL, Pearce GL. How deadly is the "deadly quartet"? A post-CABG evalua
tion. JAm Coli Cardiol2000; 36:1159-65. 

4. Reaven GM. Banting lecture 1988. Role of insulin resistance in human disease. Dia
betes 1988; 37:1595-607. 

5. Kaplan NM. The deadly quartet. Upper-body obesity, glucose intolerance, hypertri
glyceridemia, and hypertension. Arch Intern Med 1989; 149:1514-20. 

6. Pickup JC, Mattock ME, Chusney GD, Burt D. NIDDM as a disease of the innate 
immune system: association of acute-phase reactants and interleukin-6 with meta
bolic syndrome X. Diabetologia 1997; 40:1286-92. 

7. Yudkin JS, Stehouwer CD, Emeis JJ, Coppack SW. C-reactive protein in healthy sub
jects: associations with obesity, insulin resistance, and endothelial dysfunction: a 
potential role for c;~.rtokines originating from adipose tissue? Arterioscler Thromb 
Vase Biol 1999; 19:972-8. 

8. Festa A, D'Agostino RDJ, Howard G, Mykkanen L, Tracy RP, Haffner SM. Chronic 
subclinical inflammation as part of the insulin resistance syndrome. The insulin 
resistance atherosclerosis study (IRAS). Circulation 2000; 102:42-47. 

9. Pickup JC, Crook MA. Is type II diabetes mellitus a disease of the innate immune 
system? Diabetologia 1998; 41:1241-8. 

10. Schmidt MI, Duncan BE, Sharrett AR, et al. Markers of inflammation and prediction 
of diabetes mellitus in adults (Atherosclerosis Risk in Communities study): a cohort 
study. Lancet 1999; 353:1649-52. 

11. Pradhan AD, Manson JE, Rifai N, Buring JE, Ridker PM. C-reactive protein, interleu
kin 6, and risk of developing type 2 diabetes mellitus. Jama 2001; 286:327-34. 

12. Ross R. The pathogenesis of atherosclerosis: a perspective for the 1990s. Nature 
1993; 362:801-9. 

13. Eckel RH, Krauss RM. American Heart Association call to action: obesity as a major 
risk factor for coronary heart disease. AHA Nutrition Committee. Circulation 1998; 

181 



Chapter 5 

97:2099-100. 
14. Hubert HB, Feinleib M, McNamara PM, Castelli WP. Obesity as an independent risk 

factor for cardiovascular disease: a 26-year follow-up of participants in the Framing
ham Heart Study. Circulation 1983; 67:968-77. 

15. Visser M, Bouter LM, McQuillan GM, Wener MH, Harris TB. Elevated C-reactive pro
tein levels in overweight and obese adults. Jama 1999; 282:2131-5. 

16. Willett WC, Manson JE, Stampfer MJ, et al. Weight, weight change, and coronary 
heart disease in women. Risk within the 'normal' weight range. Jama 1995; 
273:461-5. 

17. Manson JE, Willett WC, Stampfer MJ, et al. Body weight and mortality among 
women. N Engl J Med 1995; 333:677-85. 

18. Stevens J, Cai J, Pamuk ER, Williamson DF, Thun MJ, Wood JL. The effect of age on 
the association between body-mass index and mortality. N Engl J Med 1998; 338:1-7. 

19. Calle EE, Thun MJ, Petrelli J1v:I, Rodriguez C, Heath CW, Jr. Body-mass index and 
mortality in a prospective cohort of U.S. adults. N Engl J Med 1999; 341:1097-105. 

20. Manson JE, Stamp fer MJ, Hennekens CH, Willett WC. Body weight and longevity. A 
reassessment. Jama 1987; 257:353-8. 

21. Singh PN, Lindsted KD, Fraser GE. Body weight and mortality among adults who 
never smoked. Am J Epidemiol1999; 150:1152-64. 

22. Baron JA, La Vecchia C, Levi F. The antiestrogenic effect of cigarette smoking in 
women. Am J Obstet Gynecol1990; 162:502-14. 

23. Vermeulen A, Verdonck L. Sex hormone concentrations in post-menopausal women. 
Clin Endocrinol (Oxf) 1978; 9:59-66. 

24. Soules MR, Bremner WJ. The menopause and climacteric: endocrinologic basis and 
associated symptomatology. JAm Geriatr Soc 1982; 30:547-61. 

25. Tracy RE. Sex difference in coronary disease: two opposing views. J Chronic Dis 
1966; 19:1245-51. 

26. Barrett-Connor E. The menopause, hormone replacement, and cardiovascular dis
ease: the epidemiologic evidence. Maturitas 1996; 23:227-34. 

27. Tunstall-Pedoe H. Myth and paradox of coronary risk and the menopause. Lancet 
1998; 351:1425-7. 

28. Witteman JC, Moerman CJ, Westendorp IC. Myth of the menopause paradox. Lancet 
1998; 352:407. 

29. Bengtsson C. Ischaemic heart disease in women. A study based on a randomized 
population sample of women and women with myocardial infarction in Goteborg, 
Sweden. Acta Med Scand Suppl1973; 549:1-128. 

30. Kannel WB, Hjortland MC, McNamara PM, Gordon T. Menopause and risk of cardio
vascular disease: the Framingham study. Ann Intern Med 1976; 85:447-52. 

31. Gordon T, Kannel WB, Hjortland MC, McNamara PM. Menopause and coronary 
heart disease. The Framingham Study. Ann Intern Med 1978; 89:157-61. 

32. Palmer JR, Rosenberg L, Shapiro S. Reproductive factors and risk of myocardial 
infarction. Am J Epidemioll992; 136:408-16. 

33. van der Schouw YT, van der Graaf Y, Steyerberg EW, Eijkemans JC, Banga JD. Age 
at menopause as a risk factor for cardiovascular mortality. Lancet 1996; 347:714-8. 

34. Jacobsen BK, Nilssen S, Heuch I, Kvale G. Does age at natural menopause affect 
mortality from ischemic heart disease? J Clin Epidemiol1997; 50:475-9. 

35. Rosenberg L, Hennekens CH, Rosner B, Belanger C, Rothman KJ, Speizer FE. 
Early menopause and the risk of myocardial infarction. Am J Obstet Gynecol1981; 
139:47-51. 

36. Rosenberg L, Miller DR, Kaufman DW, et al. Myocardial infarction in women under 
50 years of age. Jama 1983; 250:2801-6. 

37. Lerner DJ, Kannel WB. Patterns of coronary heart disease morbidity and mortality 

182 



General discussion 

in the sexes: a 26-year follow-up of the Framingham population. Am Heart J 1986; 
11L383-90. 

38. Cooper GS, Sandler DP. Age at natural menopause and mortality. Ann Epidemiol 
1998; 8:229-35. 

39. Willett W, Stampfer MJ, Bain C, et al. Cigarette smoking, relative weight, and meno
pause. Am J Epidemiol1983; 117:651-8. 

40. Hu FB, Grodstein F, Hennekens CH, et al. Age at natural menopause and risk of car
diovascular disease. Arch Intern Med 1999; 159:1061-6. 

41. Hjortland MC, MeN amara PM, Kannel \VB. Some atherogenic concomitants of meno
pause: The Framingham Study. Am J Epidemiol1976; 103:304-11. 

42. Lindquist 0. Intraindividual changes of blood pressure, serum lipids, and body 
weight in relation to menstrual status: results from a prospective population study 
of women in Goteborg, Sweden. Prev Med 1982; 11:162-72. 

43. Campos H, McNamara JR, Wilson PW, Ord8vas JM, Schaefer EJ. Differences in low 
density lipoprotein subfractions and apolipoproteins in premenopausal and post
menopausal women. J Clin Endocrinol Metab 1988; 67:30-5. 

44. Matthews KA, Meilahn E, Kuller LH, Kelsey SF, Caggiula AW, Wing RR. Menopause 
and risk factors for coronary heart disease. N Engl.J Med 1989; 321:641-6. 

45. Bonithon-Kopp C, Scarabin PY, Dame B, I\.Ialmejac A, Guize L. Menopause-related 
changes in lipoproteins and some other cardiovascular risk factors. Int J Epidemiol 
1990; 19:42-8. 

46. Wu ZY, Wu XK, Zhang YW. Relationship of menopausal status and sex hormones to 
serum lipids and blood pressure. Int J Epidemiol1990; 19:297-302. 

47. Brown SA, Hutchinson R, Monisett J, et aL Plasma lipid, lipoprotein cholesterol, 
and apoprotein distributions in selected US communities. The Atherosclerosis Risk 
in Communities (ARIC) Study. Arteriosclerosis & Thrombosis 1993; 13:1139-58. 

48. Stevenson JC, Crook D, Godsland IF. Influence of age and menopause on serum 
lipids and lipoproteins in healthy women. Atherosclerosis 1993; 98:83-90. 

49. van Beresteijn EC, Korevaar JC, Huijbregts PC, Schouten EG, Burema J, Kok FJ. 
Perimenopausal increase in serum cholesterol: a 10-year longitudinal study. Am J 
Epidemiol1993; 137:383-92. 

50. Davis CE, Pajak A, Ry>vik S, et al. Natural menopause and cardiovascular disease 
risk factors. The Poland and "CS Collaborative Study on Cardiovascular Disease Epi
demiology. Ann Epidemioll994; 4:445-8. 

51. Schaefer EJ, Lamon-Fava S, Ordovas JM, et al. Factors associated with low and 
elevated plasma high density lipoprotein cholesterol and apolipoprotein A-I levels 
in the Framingham Offspring Study. Journal of Lipid Research 1994; 35:871-82. 

52. Dallongeville J, Marecaux N, Isorez D, Zylbergberg G, Fruchart JC, Amouyel P. 
Multiple coronary heart disease risk factors are associated with menopause and 
influenced by substitutive hormonal therapy in a cohort of French women. Athero
sclerosis 1995; 118:123-33. 

53. Peters HW, Westendorp IC, Hak AE, et al. lVIenopausal status and risk factors for 
cardiovascular disease. J Intern Med 1999; 246:521-8. 

54. Tremollieres FA, Pouilles JM, Cauneille C, Ribot C. Coronary heart disease risk 
factors and menopause: a study in 1684 French vwmen. Atherosclerosis 1999; 
142:415-23. 

55. Patini P, Angelin B, Rudling M. Importance of estrogen receptors in hepatic 
LDL receptor regulation. _A,rteriosclerosis, Thrombosis & Vascular Biology 1997; 
17:1800-5. 

56. Kuller LH, Matthe'"-'S KA .. , Edmund0'-'>"icz D, Sutton-TytTel K, Bunker CH. Do changes 
in LDL cholesterol through menopause predict coronary and aortic atherosclerosis? 
Obset-v-ations from the Health:y· \\Fomen Study (Abstract). Circulation 1999; 99:1124: 

183 



Chapter 5 

p 91. 
57. Nikkila M, Pitkajarvi T, Koiv"Ula T, et al. Women have a larger and less atherogenic 

low density lipoprotein particle size than men. Atherosclerosis 1996; 119:181-90. 
58. Boushey CJ, Beresford SA, Omenn GS, Motulsky AG. A quantitative assessment 

of plasma homocysteine as a risk factor for vascular disease. Probable benefits of 
increasing folic acid intakes. Jama 1995; 274:1049-57. 

59. Graham IM, Daly LE, Refsum HM, et al. Plasma homocysteine as a risk factor for 
vascular disease. The European Concerted Action Project. Jama 1997; 277:1775-81. 

60. Boers GH. Mild hyperhomocysteinemia is an independent risk factor of arterial vas
cular disease. Semin Thromb Hemost 2000; 26:291-5. 

61. Welch GN, Loscalzo J. Homocysteine and atherothrombosis. N Engl J Med 1998; 
338ol042-50. 

62. Eikelboom JW, Lonn E, Genest J, .Jr., Hankey G, Yusuf S. Homocyst( e )ine and cardio
vascular disease: a critical review of the epidemiologic evidence. Ann Intern Nled 
1999; 13L363-75. 

63. Christen WG, Ajani UA, Glynn RJ, Hennekens CH. Blood levels of homocysteine and 
increased risks of cardiovascular disease: causal or casual? Arch Intern Med 2000; 
160o422-34. 

64. Evans RW, Shaten BJ, Hempel JD, Cutler JA, Kuller LH. Homocyst(e)ine and risk of 
cardiovascular disease in the Multiple Risk Factor Intervention TriaL Arterioscler 
Thromb Vase Bio!!997; !7ol947-53. 

65. Manson JE, Gaziano JM, Spelsberg A, et al. A secondary prevention trial of antioxi
dant vitamins and cardiovascular disease in women. Rationale, design, and methods. 
The WACS Research Group. Ann Epidemioll995; 5:261-9. 

66. Stampfer MJ, Colditz GA. Estrogen replacement therapy and coronary heart disease: 
a quantitative assessment of the epidemiologic evidence. Prev Med 1991; 20:47-63. 

67. Grady D, Rubin SM, Petitti DB, et al. Hornwne therapy to prevent disease and pro
long life in postmenopausal women. Ann Intern Med 1992; 117:1016-37. 

68. Barrett-Connor E, Grady D. Hormone replacement therapy, heart disease, and other 
considerations. Annu Rev Public Health 1998; 19:55-72. 

69. Matthews KA, Kuller LH, Wing RR, Meilahn EN, Plantinga P. Prior to use of estro
gen replacement therapy, are use-rs healthier than nonusers? Am J Epidemiol1996; 
143o97!-8. 

70. Effects of estrogen or estrogenJprogestin regimens on heart disease risk factors 
in postmenopausal women. The Postmenopausal EstrogenJProgestin Interventions 
(PEP!) Trial. The Writing Group for the PEP! Trial. Jama 1995; 273ol99-208. 

71. Hulley S, Grady D, Bush T, et al. Randomized trial of estrogen plus progestin for 
secondary prevention of coronary heart disease in postmenopausal women. Heart 
and EstrogenJprogestin Replacement Study (HERS) Research Group. Jama 1998; 
280o605-13. 

72. Herrington DM, Reboussin DM, Brosnihan KB, et aL Effects of estrogen replace
ment on the progression of coronary-artery atherosderosis. N Engl J Med 2000; 
343o522-9. 

73. Grodstein F, Manson JE, Stampfer 1\lJ. Postmenopausal hormone use and second
ary prevention of coronary events in the nurses' health study. a prospective, obser
vational study. Ann Intern Med 2001; 135:1-8. 

74. I-Iodis HN, Mack WJ, Lobo RA, et al. Estrogen in the Prevention of Atherosclerosis. 
A Randomized, Double-Blind, Placebo-Controlled TriaL Ann Intern Med 2001; 
135o939-953. 

75. Vickers MR, Meade TW, Wilkes HC. Hormone replacement therapy and cardiovas
cular disease: the case for a randomized controlled trial. Ciba Found Syrup 1995; 
19U50-60. 

184 



General discussion 

76. Design of the Women's Health Initiative clinical trial and observational study. The 
Women's Health Initiative Study Group. Control Clin Trials 1998; 19:61-109. 

77. Mosca L, Collins P, Herrington DM, et al. Hormone replacement therapy and cardio
vascular disease: a statement for health care professionals from the American Heart 
Association. Circulation 2001; 104:499-503. 

78. Campbell S, Whitehead M. Oestrogen therapy and the menopausal syndrome. Clin 
Obstet Gynaecol1977; 4o31-47. 

79. Holst J, Backstrom T, I-Iammarback S, von Schoultz B. Progestogen addition during 
oestrogen replacement therapy--effects on vasomotor symptoms and mood. Maturi
tas 1989; 1U3-20. 

80. Sherwin BB, Gelfand MM. A prospective one-year study of estrogen and progestin in 
postmenopausal women: effects on clinical symptoms and lipoprotein lipids. Obstet 
Gynecol1989; 73o759-66. 

81. Torgerson DJ, Bell-Syer SE. Hormone replacement therapy and prevention of non
vertebral fractures: a meta-analysis of randomized trials. Jama 2001; 285:2891-7. 

82. Grady D, Cummings SR. Postmenopausal hormone therapy for prevention of frac
tures: how good is the evidence? Jama 2001; 285:2909-10. 

83. Breast cancer and hormone replacement therapy: collaborative reanalysis of data 
from 51 epidemiological studies of 52,705 women with breast cancer and 108,411 
women without breast cancer. Collaborative Group on Hormonal Factors in Breast 
Cancer. Lancet 1997; 350:1047-59. 

84. Moerman CJ, Van Hout BA, Bonneux L, Witteman JC. Postmenopausal hormone 
therapy: less favourable risk-benefit ratios in healthy Dutch women. J Intern Med 
2000; 248o143-50. 

85. Panico S, Galasso R, Celentano E, et al. Large-scale honnone replacement therapy 
and life expectancy: results from an international comparison among European and 
North American populations. Am J Public Health 2000; 90:1397-402. 

86. Mulnard RA, Cotman CW, Kawas C, et al. Estrogen replacement therapy for treat
ment of mild to moderate Alzheimer disease: a randomized controlled trial. Alzheim
er's Disease Cooperative Study. Jama 2000; 283:1007-15. 

87. LeBlanc ES, Janowsky J, Chan BK, Nelson HD. Hormone replacement therapy and 
cognition: systematic review and meta-analysis. Jama 2001; 285:1489-99. 

88. Nanda K, Bastian LA, Hasselblad V, Simel DL. Hormone replacement therapy and the 
risk of colorectal cancer: a meta-analysis. Obstet Gynecoll999; 93:880-8. 

89. Wang C, Swerdloff RS. Androgen replacement therapy. Ann Med 1997; 29:365-70. 
90. Davis SR. The therapeutic use of androgens in women. J Steroid Biochem Mol Biol 

1999; 69o177-84. 
91. Tenover JL. Experience with testosterone replacement in the elderly. Mayo Clin 

Proc 2000; 75oS77-81. 
92. Davis S. Androgen replacement in women: a commentary. J Clin EndocrinollVIetab 

1999; 84o1886-91. 
93. Phillips GB. Relationship of serum sex hormones to coronary heart disease. Ste

roids 1993; 58:286-90; discussion 291-2. 
94. Khaw KT. Practical implications of new risk factors for prevention in the general 

public. Estrogen and cardiovascular disease in women, The 5th International Confer
ence on Preventive Cardiology, Osaka, Japan, May 27-31, 2001. 

95. Barrett-Connor E, Goodman-Gruen D. Prospective study of endogenous sex hor
mones and fatal cardiovascular disease in postmenopausal women. Bmj 1995; 
31U193-6. 

96. Phillips GB, Yano K, Stemmermann GN. Serum sex hormone levels and myocardial 
infarction in the Honolulu Heart Program. Pitfalls in prospective studies on sex hor
mones. J Clin Epidemioll988; 41:1151-6. 

185 



Chapter 5 

97. Kuller LH, Matthews KA, Sutton-Tyrrell K, Edmundowicz D, Bunker CH. Coronary 
and aortic calcification among women 8 years after menopause and their premeno
pausal risk factors : the healthy women study. Arterioscler Thromb Vase Biol 1999; 
19:2189-98. 

98. Barrett-Conn orE, Khaw KT. Endogenous sex honnones and cardiovascular disease 
in men. A prospective population-based study. Circulation 1988; 78:539--15. 

99. LaCroixAZ, Yano K, Reed DM. Dehydroepiandrosterone sulfate, incidence of myocar
dial infarction, and extent of atherosclerosis in men. Circulation 1992; 86:1529-35. 

100. Yarnell JW, Beswick AD, Sweetnam Pl\;1, Riad-Faluny D. Endogenous sex hormones 
and ischemic heart disease in men. The Caerphilly prospeccive study. Arterioscler 
Thromb 1993: 13:517-20. 

101. Newcomer LM, Manson JE, Barbieri RL, Hennekens CH, Stamp fer MJ. Dehydroepi
androsterone sulfate and the risk of myocardial infarction in US male physicians: a 
prospective study. Am J Epidemiol1994; 140:870-5. 

102. Barrett-Connor E, Goodman-Gruen D. The epidemiology of DHEAS and cardiovas
cular disease. Arm NY Acad Sci 1995; 774:259-70. 

103. Phillips GB, Pinkernell BH, Jing TY. The association of hypotestosteronemia with 
coronary- artery disease in men. Arterioscler Thromb 1994; 14:701-G. 

104. Phillips GB, Pinkernell BH, Jing TY. Relationship be1Yveen serum sex hormones and 
coronary- artery disease in postmenopausal women . .A.xt.erioscler Thromb Vase Bioi 
1997; 17:695-701. 

105. Price JF, Lee AJ, Fowkes FG. Steroid sex hormones and peripheral arterial disease 
in the Edinburgh Artery Study. Steroids 1997: 62:'789-94. 

106. Bernini GP, Sgro M, Moretti A, et al. Endoger,o\\S ;:mdrogens and carotid intimal
medial thickness in women. J Clin Endocrine! T\Ietab 1999; 84:2008-12. 

107. Kiechl S, Willeit J, Bonora E, Schwarz S, Xu Q. 1\o association between dehydroepi
androsterone sulfate and development of atherosclerosis in a prospective popula
tion study (Bruneck Study). Arterioscler Thromb Vase Bioi 2000; 20:1004-100. 

108. Amarenco P, Cohen A, Tzourio C, et al. Atherosclerotic disease of the aortic arch and 
the risk of ischemic stroke. N Engl J Med 1994; 331:1474-9. 

109. Lamberts SW, van den Beld AW, van der Lely AJ. The endocrinology of aging. Sci
ence 1997; 278:419-24. 

110. Andersson B, Marin P, Lissner L, Vermeulen A, Bjorntorp P. TestosteroP? concentra
tions in women and men with NIDDM. Diabetes Care 1994; 17:405-11. 

11 L Khaw KT, Barrett-Conn or E. Fasting plasma glucose levels and endogenous andro
gens in non-diabetic postmenopausal women. Clin Sci (Colch) 1991; 80:199-203. 

112. Helfand M, Redfern CC. Clinical guideline, part 2. Screening for thyroid disease: an 
update. American College of Physicians. Ann Intern Med 1998; 129:144-58. 

113. Tunbridge WM, Evered DC, Hall R, et al. The spectrum of thyroid disease in a com
munity: the "\Vhickham survey. Clin Endocrinol (Oxf) 1977; 7:481-93. 

114. Sawin CT, Castelli WP, Hershman JM, McNamara P, Bacharach P. The aging thyroid. 
Thyroid deficiency in the Framingham Study. Arch Intern Med 1985; 145:1386-8. 

115. Wiersinga WM. Subclinical hypothyroidism and hyperthyroidism. I. Prevalence and 
clinical relevance. Neth J Med 1995; 46:197-204. 

116. O'Reilly DS. Thyroid function tests-time for a reassessment. Bmj 2000; 320:1332-4. 
117. Wald NJ, Hackshaw AK, Frost CD. "\Vhen can a risk factor be used as a worthwhile 

screening test? Bmj 1999; 319:1562-5. 
118. Lad ens on PW, Singer PA, Ain KB, et al. American Thyroid Association guidelines for 

detection of thyroid dysfunction. Arch Intern Med 2000; 160:1573-5. 
119. Riggs BL, Melton LJ, 3rd. The worldwide problem of osteoporosis: insights afforded 

by epidemiology. Bone 1995; 17:505S-511S. 
120. Margolis JR, Chen JT, Kong Y, Peter RH, Behar VS, Kisslo JA. The diagnostic and 

186 



General discussion 

prognostic significance of coronary artery calcification. A report of 800 cases. Radi
ology 1980; 137o609-16. 

121. Detrano RC, Wong ND, Doherty TM, Shavelle R. Prognostic significance of coronary 
calcific deposits in asymptomatic high-risk subjects. Am J Med 1997; 102:344-9. 

122. Kramsch DM, Aspen AJ, Rozler LJ. Atherosclerosis: Prevention by agents not affect
ing abnormal levels of blood lipids. Science 1981; 213:1511-2. 

123. Price PA, Faus SA, Williamson MK. Bisphosphonates alendronate and ibandronate 
inhibit artery calcification at doses comparable to those that inhibit bone resorption. 
Arterioscler Thromb Vase Biol2001; 21:817-24. 

124. Goldstein MR. Long-term therapy for postmenopausal osteoporosis: stronger bones 
but weaker arteries. Circulation 1999; 100:446-7. 

125. Harris ST. Bisphosphonate therapy and vascular calcification. Comment on "Effects 
of risedronate treatment on vertebral and nonvertebral fractures in women with 
postmenopausal osteoporosis: a randomized controlled triaL Vertebral Efficacy 
With Risedronate Therapy (VERT) Study Group. (JAMA 1999;282ol344-1352)". JAl>IA 
2000; 283o1424-5. 

126. Mundy G, Garrett R, Harris S, et al. Stimulation of bone formation in vitro and in 
rodents by statins. Science 1999; 286:1946-9. 

127. Chan KA, Andrade SE, Boles M, et al. Inhibitors ofhydroxymethylglutaryl-coenzyme 
A reductase and risk of fracture among older women. Lancet 2000; 355:2185-8. 

128. Meier CR, Schlienger RG, Kraenzlin ME, Schlegel B, Jick H. Statin drugs and the risk 
of fracture. Jama 2000; 284:1921-2. 

129. Wang PS, Solomon DH, Mogun H, Avom J. HMG-CoA reductase inhibitors and the 
risk of hip fractures in elderly patients. Jama 2000; 283:3211-6. 

130. Edwards CJ, Hart DJ, Spector TD. Oral statins and increased bone-mineral density 
in postmenopausal women. Lancet 2000; 355:2218-9. 

131. Reid IR, Hague W, Emberson J, et al. Effect of pravastatin on frequency of fracture 
in the LIPID study: secondary analysis of a randomised controlled trial. Long-term 
Intervention with Pravastatin in Ischaemic Disease. Lancet 2001; 357:509-12. 

132. van Staa TP, Wegman S, de Vries F, Leufkens B, Cooper C. Use of statins and risk of 
fractures. Jama 2001; 285:1850-5. 

133. Maritz FJ, Conradie MM, Hulley PA, Gopal R, Hough S. Effect of statins on bone 
mineral density and bone histomorphometry in rodents. Arterioscler Thromb Vase 
Biol2001; 2U636-41. 

134. American Heart Association. 1997 Heart and Stroke Facts: Statistical Update. Dallas, 
Tex: American Heart Association: 1996. 

135. Prescott E, Hippe M, Schnohr P, Hein HO, Vestbo J. Smoking and risk of myocardial 
infarction in women and men: longitudinal population study. Bmj 1998; 316:1043-7. 

136. Kaprio J. Science, medicine, and the future. Genetic epidemiology. Bmj 2000; 
320o1257-9. 

137. Vaessen N, van Duijn CM. Opportunities for population-based studies of complex 
genetic disorders after the human genome project. Epidemiology 2001; 12:360-4. 

138. Colditz GA, Manson JE, Hankinson SE. The Nurses' Health Study: 20-year contribu
tion to the understanding of health among women. J Womens Health 1997; 6:49-62. 

139. Buring JE, Hennekens CH. The Women's Health Study: summary of the study design. 
Journal of Myocardial Ischemia 1992; 4:27-9. 

140. Fried LP, Borhani NO, Enright P, et al. The Cardiovascular Health Study: design and 
rationale. Ann Epidemiol1991; 1:263-76. 

141. The Atherosclerosis Risk in Communities (ARIC) Study: design and objectives. The 
ARIC investigators. Am J Epidemiol1989; 129:687-702. 

142. Hofman A, Grobbee DE, de Jong PT, van den Ouweland FA. Determinants of disease 
and disability in the elderly: the Rotterdam Elderly Study. Eur J Epidemiol 1991; 

187 



Chapter 5 

7A03-22. 
143. Barrett-Connor EL, Cohn BA, Wingard DL, Edelstein SL. Why is diabetes mellitus 

a stronger risk factor for fatal ischemic heart disease in women than in men? The 
Rancho Bernardo Study. Jama 1991; 265:627-31. 

144. Sowers JR. Diabetes mellitus and cardiovascular disease in women. Arch Intern 
Med 1998; 158:617-21. 

145. Larsson B, Bengtsson C, Bjorntorp P, et al. Is abdominal body fat distribution a 
major explanation for the sex difference in the incidence of myocardial infarction? 
The study of men born in 1913 and the study of women, Goteborg, Sweden. Am J 
Epidemiol1992; 135:266-73. 

146. Staessen J, Amery A, Fagard R. Isolated systolic hypertension in the elderly. J Hyper
tens 1990; 8:393405. 

14 7. Mosca L, Barrett-Connor E, Wenger NK, et al. Design and methods of the Raloxifene 
Use for The Heart (RUTH) study. Am J Cardiol2001; 88:392-5. 

148. Karas RH, Hodgin JB, Kwoun M, et al. Estrogen inhibits the vascular injury response 
in estrogen receptor beta-deficient female mice. Proc Natl Acad Sci U S A 1999; 
96:15133-6. 

149. Roest M, van der Schouw YT, de Valk B, et aL Heterozygosity for a hereditary hemo
chromatosis gene is associated with cardiovascular death in women. Circulation 
1999; 100:1268-73. 

150. Ayanian JZ, Epstein AM. Differences in the use of procedures between women and 
men hospitalized for coronary heart disease. N Engl J Med 1991; 325:221-5. 

151. Steingart RM, Packer M, Hamm P, et aL Sex differences in the management of coro
nary artery disease. Survival and Ventricular Enlargement Investigators. N Engl J 
Med 199 1; 325:226-30. 

152. Gan SC, Beaver SK, Houck PM, MacLehose RF, Lawson HW, Chan L. Treatment of 
acute myocardial infarction and 30-day mortality among women and men. N Engl J 
Med 2000; 343:8-15. 

153. Roger VL, Farkouh ME, Weston SA, et al. Sex differences in evaluation and outcome 
of unstable angina. Jama 2000; 283:646-52. 

154. Harris DJ, Douglas PS. Enrollment of women in cardiovascular clinical trials funded 
by the National Heart, Lung, and Blood Institute. N Engl J Med 2000; 343:475-80. 

155. Lee PY, Alexander KP, Hammill BG, Pasquali SK, Peterson ED. Representation of 
elderly persons and women in published randomized trials of acute coronary syn
dromes. Jarna 2001; 286:708-13. 

156. Wilcox S, Stefanick ML. Knowledge and perceived risk of major diseases in middle
aged and older women. Health Psycholl999; 18:346-53. 

157. Mosca L, Jones WK, King KB, Ouyang P, Redberg RF, Hill MN. Awareness, percep
tion, and knowledge of heart disease risk and prevention among women in the 
United States. American Heart Association Women's Heart Disease and Stroke Cam
paign Task Force. Arch Fam Med 2000; 9:506-15. 

158. Robertson RM. Women and cardiovascular disease: the risks of misperception and 
the need for action. Circulation 2001; 103:2318-20. 

188 



CHAPTER 6 

Summary I Samenvatting 





6.1 

Summary 





Summary 

THE FACT THAT cardiovascular disease is the major cause of morbidity and mor

tality in women has been recognized already for many years and the last 

decade much effort has been put in describing and studying cardiovascular dis

ease in women. Until now, it is not completely understood why the incidence in 

cardiovascular disease in women rises after middle age and why coronary heart 

disease occurrence remains lower in women than in men at all ages. The work 

presented in this thesis airns at gaining insight into gender specific issues of car

diovascular disease and the cause of the rising incidence of cardiovascular dis

ease in women after middle age by studying putative endocrine and metabolic 

risk factors. Data from various population-based studies were used to study 

these issues. 

In chapter 2, studies on classical cardiovascular disease risk factors attenu

ating the female advantage with regard to cardiovascular disease occurrence 

are presented. Obesity is considered to be a risk factor for cardiovascular dis

ease, particularly among women. The association between obesity and cardio

vascular disease has been found to be less pronounced among smoking women 

than among nonsmoking women, which is often ascribed to the weight-lowering 

effect of smoking. In the study described in chapter 2.1, we studied an alter

native hypothesis, being that the atherogenic effect of smoking n1ay be different 

among women with lower compared with those with higher body weight. In 1680 

postmenopausal women participating in the population-based Rotterdam Study, 

we observed that in lower-weight women (BMI < median) smoking was associ

ated with an odds ratio of 4.3 (95% CJ, 2.5-7.2) for any progression of aortic ath

erosclerosis, whereas in their higher-weight counterparts (BMI ~ median) the 

odds ratio was 2.1 (Cl, 1.2-3.8) during 6.5 years of follow-up (P for interaction< 

0.05). These results indicate that the association between cigarette smoking and 

progression of atherosclerosis is stronger in lower-weight than in higher-weight 

women and suggest that adipose-tissue derived estrogen may ameliorate the ath

erogenic effects of smoking in postmenopausal women. 

The insulin resistance syndrome attenuates the female advantage with regard 

to cardiovascular disease occurrence. Until now, the etiology of the clustering 

of metabolic factors in the insulin resistance syndrome remains controversial. 

Recent data suggest that the insulin resistance syndrome may be accompanied 

by an increased acute-phase response. We studied this hypothesis in two study 

populations. In the study described in chapter 2.2, we examined the relation

ship of C-reactive protein (CRP), a marker of low-grade inflammation, with 

variables of the insulin resistance syndrome among 186 healthy middle-aged 

women from the general population. In the study described in chapter 2.3, we 

examined the relationship of insulin resistance (measured by post-load insulin) 
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with several markers of inflammation among 574 nondiabetic elderly men and 

women participating in the Rotterdam Study. In both studies, low-grade inflan1-

mation was strongly associated with measures of insulin resistance. These 

results give support to the hypothesis that the acute-phase response is an inte

gral part of the metabolic clustering of the insulin resistance syndrome. 

Chapter 3 contains studies on sex specific determinants of cardiovascular 

disease with a focus on sex steroids. Menopause is thought to be a major 

determinant of the increase in cardiovascular disease incidence among women 

after middle age. In chapter 3.1 and chapter 3.2 studies on associations 

between natural menopause and cardiovascular disease risk factors are pre

sented. Cholesterol is the primary cardiovascular risk factor affected by meno

pause with a -wide variation in change. Until now, it is not known why some 

women have no or only a slight increase in cholesterol level, whereas others 

exhibit a large cholesterol increase. In the study described in chapter 3.1, we 

studied whether the apolipoprotein E (APOE) genotype can explain differences 

in the increase in cholesterol level with menopause. In 1116 women partici

pating in the population-based Eindhoven Perimenopausal Osteoporosis Study 

and experiencing natural menopause during 5.9 years of follow-up, we formd 

that the increase in cholesterol level with menopause is 30% lower in women 

with the APOE2E3 genotype when compared with women with the most com

monly occurring APOE3E3 genotype. The variation in increase in cholesterol 

with menopause, however, is far from completely explained by the APOE gen

otype. Apart from the increase in cholesterol level, the mechanisms through 

which menopause might exert its effect on the cardiovascular system remain 

largely unknown. In the study described in chapter 3.2, we measured plasma 

homocysteine levels in a meticulously selected population in which the contrast 

in estrogen status between premenopausal and postmenopausal women of the 

same age was maximized. The study comprised 93 premenopausal and 93 post

menopausal women of similar age (range 43 to 55 year) selected from respon

dents to a mailed questionnaire, which was sent to all women aged 40 to 60 

years in the Dutch town of Zoetermeer (n=l2,675). In this study population, 

we found that homocysteine levels were 7'}6 (0.8 [J.moi!L) higher in postmeno

pausal women than in premenopausal women, proposing an additional mecha

nism through which menopause may adversely affect cardiovascular disease 

risk 

Hormone replacement therapy has been suggested to exert anti-atherogenic 

effects. In the study described in chapter 3.3, we studied the effects of hor

mone replacement therapy on hmuocysteine levels in a randomized interven

tion trial. The Romeo trial is a single center randomized placebo-controlled 
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trial, conducted to assess the effect of a sequential combined regimen of oral 

17~-estradiol and desogestrel (l7~E2-D) and a combination of conjugated equine 

estrogens and norgestrel (CEE-N) compared with placebo on cardiovascular 

disease risk factors in 121 perimenopausal V1.romen. Our results show that after 6 

months of therapy, the difference in serum homocysteine levels between women 

receiving 17~E,-D and placebo was -6.3% (Cl, -12.4%; 0.0%). The difference 

between women receiving CEE-N and placebo ~,vas -10.1% (CI, -16.7%; -2.9%). 

These results indicate that hormone replacement therapy is associated with a 

small decrease in homocysteine levels in perimenopausal women. Despite favor

able effects of hormone replacement therapy on cardiovascular disease risk 

factors, however, the first ra_ndomized trials on .secondary preventive effects 

of hormone replacement therapy on cardiovascular disease did not fmd clear 

evidence for cardiovascular protection. Results from primary prevention trials 

have to be awaited. 

Androgen treatment in postmenopausal women is considered to be an attrac

tive treatment modality to potentially benefit psychological well-being and bone 

mass. Inclusion of androgens in postrnenopausal hormone replacement regi

mens is not uncmnmon and is likely to become more widespread. Until now, 

however, no data are available on its long-term effects. In the Netherlands, 

intramuscularly administered high-dose estrogen-testosterone therapy ( estra

diol and testosterone esters) used to be frequently prescribed for menopausal 

complaints from the late 1950s unti11980s. Self-reported data on intramuscularly 

administered high-dose estrogen-testosterone therapy and data on aortic athero

sclerosis were available in the population-based EPOZ study (Epidemiological 

Preventive Organization Zoetermeer). Csing these data, we found that intramus

cular testosterone therapy-use for l year or longer was associated with an odds 

ratio of 3.1 (CI, 1.1-8.5) for severe aortic athercsderosis in 513 naturally post

menopausal women aged 54 to 67 years, as described in chapter 3.4. This result 

suggests that testosterone therapy may adversely affect atherosclerosis in post

menopausal women and indicate that androgen replacement in these women 

may not be harmless. 

Endoger.ous honnone levels have bl::en suggested tc contribute to cardiovas

cular disease pathofysiology exerting opposite e.f:Iects in the sexes: in women 

androgens vvere thought to exert a.d--·<?~·.se c·:cn::_ic-i-.lS-::'~lar effects, whereas in 

men androgens were hypothesized to pre-teet agains-:; cardiovascular disease. 

Until now, however, endogenous androgen !_·.:::Ye~s ha\re nor been found to be 

related with cardiovasct::.lar eve.:.lts in either LT,CT~ 0l" -.,,-,,;-on--;.en, 1.-vhereas results of 

studies on endogenous a:rtdrogen le-rtl..;; arcd .::rthe::·osc~erosis have been inconsis

tent. In the study described in chapter 3.5. we stuc:~ed frte association between 

endogenous androgen levels and acrtic atherosclerosis in 1032 nonsmoking 

195 



Chapter 6.1 

elderly men and women participating in the Rotterdam Study. Our results show 

that relative to men with levels of total and bioavailable testosterone in the 

lowest tertile, men with levels of these hormones in the highest tertile had odds 

ratios of 0.4 (CI, 0.2-0.9) and 0.2 (CI, 0.1-0. 7), respectively, for the presence of 

severe aortic atherosclerosis. Men with levels of total and bioavailable testos

terone in subsequent tertiles were also protected against progression of aortic 

atherosclerosis measured after 6.5 years of follow-up. In wmnen, positive asso

ciations between levels of testosterone and aortic atherosclerosis were largely 

due to adverse cardiovascular disease risk factors. Levels of dehydroepiandros

teronesulphate were not associated with aortic atherosclerosis, neither in men 

nor in women. The apparent discrepancy between our results and the results 

of studies in which no association between endogenous testosterone levels and 

coronary heart disease in 1nen was reported may be attributable to the fact that 

we studied nonsmokers only and to the fact that the aorta might be more vulner

able to the effects of endogenous sex steroids than other arteries. Aortic athero

sclerosis has been found to be associated with an increased risk of ischemic 

stroke, possibly through pulse pressure or emboli being released from athero

sclerotic lesions in the aortic arch, indicating its importance in relation to car

diovascnlar disease. 

In chapter 4, studies on alternative endocrine cardiovascular disease risk fac

tors in postmenopausal women are described. Overt hypothyroidism has been 

found to be associated with cardiovascular disease. In the study described in 

chapter 4.1, we studied the association between subclinical hypothyroidism 

and thyroid autoimmunity and cardiovascular disease in a random sample of 

1149 postmenopausal women participating in the Rotterdam Study. We found 

that subclinical hypothyroidism was associated with a greater prevalence of 

aortic atherosclerosis (odds ratio 1.7 [CI, 1.1-2.6]) and myocardial infarction 

(odds ratio 2.3 [CI, 1.3-4.0]). Associations were slightly stronger in women who 

had subclinical hypothyroidism and antibodies to thyroid peroxidase, whereas 

no association was found between thyroid autoimmunity itself and cardiovascu

lar disease. A limitation of our study is the cross-sectional nature of its design, 

which limits the validity of causal interpretation of our results. However, the rel

ative risk for myocardial infarction in women with subclinical hypothyroidism 

in the prospective part of our study was similar to the point estimate in the cross

sectional part of our study, although it did not reach statistical significance. The 

population attributable risk percentage for subclinical hypothyroidism associ

ated with myocardial infarction as computed from our data was withln the range 

of that for known major risk factors for cardiovascular disease. 

Next to cardiovascular disease, osteoporosis is a common cause of morbidity 
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and mortality in postmenopausal women. In the study described in chapter 4.2, 

we studied the association between progression of aortic atherosclerotic calcifi

cation and metacarpal bone loss among women after middle age by using data 

from the EPOZ study. In 236 women experiencing natural menopause during 

9 years of follow-up, the average loss of metacarpal bone mass among women 

with progression of aortic calcification was 3.2 mm2 and their loss of metacarpal 

bone density was 7 .2%, whereas in women without progression of aortic calci

fication, these losses were 2.0 mm2 and 5.6%, respectively (P<0.05). In a cross

sectional analysis in 720 postmenopausal women, we found a graded, inverse 

association between the extent of aortic calcification and metacarpal bone mass 

and density. The association between atherosclerotic calcification and bone loss 

may provide insight in the pathofysiology of these diseases. A common etiologic 

factor, such as estrogen deficiency or sensitivity to estrogen deficiency due to 

variations in the density or type of estrogen receptors, may be involved in the 

association between atherosclerosis and osteoporosis. 

In chapter 5, the general discussion, the results described in this thesis are 

placed in a broader context. 'I\vo methodological considerations are discussed, 

being the effect of the gender gap in the occurrence of coronary heart disease on 

differences in magnitudes of relative risks and interaction effects between the 

sexes, and the standard approach in cardiovascular research to stratify analy

ses by sex. In our views on future research regarding gender specific issues of 

cardiovascular disease we give some suggestions for further etiologic research. 

Furthermore, we discuss that attention for sex specific aspects of diagnosis and 

treatment of cardiovascular disease is essential and stress that among women 

the awareness should be increased that cardiovascular disease is their major 

health threat. 
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Samenvatting 

H ET FEIT DAT hart- en vaatziekten de belangrijkste oorzaak zijn van ziekte en 

sterfte onder vrouwen is reeds vele jaren bekend en de laatste tien jaar is 

veel onderzoek gedaan naar hart- en vaatziekten bij vrouwen. Tot op heden is 

echter niet volledig duidelijk waardoor de incidentie van hart- en vaatziekten bij 

vrouwen toeneemt na middelbare leeftijd en waardoor, ondanks deze toename, 

coronaire hartziekten tot op hoge leeftijd minder vaak v66rkomen bij vrouwen 

dan bij mann en. Het werk gepresenteerd in dit proefschrift he eft tot doel inzicht 

te verschaffen in geslachtsspecifieke kenmerken van hart- en vaatziekten en de 

oorzaak van de stijgende incidentie van hart- en vaatziekten bij vrouwen na mid

delbare leeftijd middels het bestuderen van mogelijke endocriene en metabole 

risicofactoren. Voor het bestuderen van deze onderzoeksvragen werden gege

vens uit verschillende populatieonderzoeken gebruikt. 

In hoofdstuk 2 worden studies gepresenteerd betreffende klassieke cardio

vasculaire risicofactoren welke het vrouwelijke voordeel ten aanzien van het 

v66rkomen van hart- en vaatziekten deels teniet doen. Overgewicht wordt 

beschouwd als een risicofactor voor hart- en vaatziekten, met name bij vrou

wen. De relatie tussen overgewicht en hart- en vaatziekten is minder sterk bij 

rokende vrouwen dan bij niet-rokende vrouwen, hetgeen vaak wordt toegeschre

ven aan het gewichtsverlagende effect van roken. In de studie beschreven in 

hoofdstuk 2.1 onderzochten we een alternatieve hypothese, namelijk de ver

onderstelling dat het atherogene effect van roken verschilt tussen vrouwen 

met een laag lichaamsgewicht en vrouwen met een hoog lichaamsgewicht. 

Binnen een groep van 1680 postmenopauzale vrouwen welke deelnamen aan 

het Rotterdamse ERGO-onderzoek (Erasmus Gezondheid en Ouderen) vonden 

we dat, gedurende een vervolgperiode van 6,5 jaar, roken gepaard ging met een 

odds ratio van 4,3 (95% Betrouwbaarheidsinterval [Bl]: 2,5-7,2) voor progressie 

van aorta-atherosclerose bij vrouwen met een laag lichaamsgewicht ( quetelet 

index (QI) < mediaan), terwijl bij vrouwen met een hoog lichaamsgewicht (QI 

;>_ mediaan) de odds ratio 2,1 (Bl: 1,2-3,8) was (P voor interactie < 0,05). Deze 

resultaten geven aan dat het verband tussen het roken van sigaretten en pro

gressie van atherosclerose sterker is bij vrouwen met een laag lichaamsgewicht 

dan bij vrouwen met een hoog lichaamsgewicht. Mogelijk antagoneren oestro

genen, welke in vetweefsel gevormd worden uit bijnierandrogenen, het athero

gene effect van roken bij postmenopauzale vrouwen. 

Het insulineresistentiesyndroom vermindert het voordeel dat vrouwen 

hebben ten opzichte van mannen betreffende het v66rkomen van hart- en vaat

ziekten. Tot op heden bestaat er onduidelijkheid over de etiologie van de clus

tering van metabole factoren in het insulineresistentiesyndroom. Recente data 

geven aan dat het insulineresistentiesyndroom mogelijk gepaard gaat met een 
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toegenomen acute-fase-reactie. Wij bestudeerden deze hypothese in twee popu

laties. In de studie beschreven in hoofdstuk 2.2 bestudeerden '"e de relatie 

tussen C-reactief protelne (CRP ), een ontstekingsei,vit, en varia belen van het 

insulineresistentiesyndroom bij 186 gezc-nde middelbare vrouwen uit de alge

mene bevolking. In de studie besch:reven in hoofdstuk 2.3 onderzochten we 

de relatie tussen insulineresistentie (insulineconcentratie gemeren na de orale 

glucosetolerantietest) en verschillende ontstekingsind1catoren bij 574 ouderen 

zonder diabetes mellitus par~idoerend 111 he-r ERGO-ond€rzoek. In beide stu

dies vonden we een sterke associatie tussen ;,aaggradige ontstekingsactiviteit 

en de gehanteerde maten van insulineres1stentle. Deze resultaten ondersteunen 

de hypothese dat de acute-fase-reactle een onderdeel is van de clustering van 

metabole factoren binnen het insuline:::esistentiesyndroom. 

Hoofdstuk 3 bevat studies naar ges~achtsspecjfieke determinanten van hart

err vaatziekten, met de nadruk op geslachtshormonen. De menopauze wordt 

beschouwd als een belangrijke determinant van d0 snjgende incidentie van hart

err vaatziekten bij vTouwen na de middelbare leeftud. ln hoofdstuk 3.1 en 

hoofdstuk 3.2 worden studies gepresenteerd ·11e1ke ger1cht zijn op de relatie 

tussen natuurlijke rnenopauze en canii'Jvasculmre r::.sie:cracroren. Cholesterol is 

de belangrijkste cardiovasculaire risicofactor welk:e siijgt ttidens de menopauze. 

De mate van stijging varieert sterk tusser, ""~Jrouwen. Bet lS echter vooralsnog 

onduidelijk waarom het cholesterolgehalte bl.J sommige vrouwen niet of nauwe

lijks stijgt, tenvijl andere vrouwen een sterke cholesterolstijging laten zien. In 

de stu die beschreven in hoofdstuk 3,1 bestudeerden vve of het apolipoprotelne 

E (APOE) genotype bijdraagt aan verschillen in :nate van st\jging v1n choleste

rol tijdens de menopauze. Bij 1116 vrouwen welke deelnamen aan de Eindhoven 

Perimenopauzale Osteoporose Studie en welke tijdens een vervolgperiode van 

5,9 jaar door de menopauze gingen, vonden we dat de stijging van cholesterol

concentratie ten tijde van de menopauze dertig procent lager was bij vrouwen 

met het APOE2E3 genotype vergeleken met de cholesterolconcentratiestijging 

bij vrouwen met het me est v66rkomende APOE3E3 genotype. De spreiding in de 

toename van cholesterolconcentratie tijdens de menopauze werd ec -_lter verre 

van volledig verklaard door het APOE genotype. Naast de stijging in cholesterol

concentratie zijn de mechanismen waardoor de menopauze mogelijke ongun

stige effecten op het hart- en vaatstelsel uitoefent grotendeels onbekend. In de 

studie beschreven in hoofdstuk 3.2 bepaalden we de p!asma-homocyste\ne

concentratie in een nauwkeurig geselecteerde populatie waarin het contrast in 

oestrogeenstatus tussen pre- en postmenopauzale vrouwen van dezelfde leeftijd 

was gemaximaliseerd. De studiepopulatie bestond uit 93 pre- en 93 postmeno

pauzale vrouwen van dezelfde leeftijd (spreiding 43 tot 55 jaar) welke werden 
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geselecteerd uit respondenten van een schriftelijke enquete welke was gezon

den aan alle vrouwen in de leeftijdscategorie van veertig tot zestig jaar, wonende 

te Zoetermeer (n=12.675)- In deze onderzoekspopu1atie vonden we dat de homo

cysteineconcentratie zeven pro cent (0,8 J-lmolll) hoger was bij postmenopauzale 

dan bij premenopauzale vrouwen. De stijging van homocysteine met de meno

pauze is mogelijk een van de mechanismen welke ten grondslag liggen aan de 

veronderstelde relatie tussen menopauze en het toegenomen risico op hart- en 

vaatziekten bij vrouwen na de middelbare leeftijd. 

Suppletie van oestrogenen heeft mogelijk anti-atherogene effecten. In de 

stu die beschreven in hoofdstuk 3.3 werd het effect van oestrogeensuppletie op 

homocysteineconcentratie bestudeerd in een interventieonderzoek. Het Romeo

onderzoek is een gerandomiseerde placebo-gecontroleerde studie, welke werd 

uitgevoerd om het effect te bestuderen van een sequentieel gecombineerde the

rapie van orale 17~-oestradiol en desogestrel (17~E2-D) en een combinatie van 

geconjugeerde oestrogenen en norgestrel (CEE-N) ten opzichte van placebo 

op diverse cardiovasculaire risicofactoren bij 121 perimenopauzale vrouwen. 

Na zes maanden therapie was het verschil in homocysteineconcentratie tussen 

vrouwen welke 17~E2-D en placebo ontvingen -6,3% (BI: -12,4%; 0,0%)- Het 

verschil tussen vrouwen welke CEE-N en placebo ontvingen was -10,1% (BI: 

-16,7%; -2,9%). Deze resultaten geven aan dat oestrogeensuppletie gepaard gaat 

met een kleine verlaging van de homocysteineconcentratie bij perimenopauzale 

vrouwen. Echter, ondanks de gunstige effecten van oestrogeensuppletie op car

diovasculaire risicofactoren, lieten de eerste gerandomiseerde e:x:perimentele 

studies gericht op secundaire preventie van hart- en vaatziekten geen duidelijk 

cardiovasculair beschennend effect zien. De resultaten van e:x:perimentele pri

maire preventie onderzoeken worden afgewacht. 

Behandeling van postmenopauzale vrouwen met androgenen wordt 

beschouwd als een aantrekkelijke manier om gunstige effecten op psycholo

gisch welbevinden en botmassa te bewerkstelligen. De toevoeging van andro

genen aan postmenopauzale honnoontherapie is niet ongebruikelijk en zal 

waarschijnlijk toenemen. Tot op heden is echter niet bekend wat de lange

termijn effecten van androgeentherapie zijn. In Nederland werd vanaf eind 

jaren '50 tot de jaren '80 intramusculair toegediende hoge dosis oestro

geen-testosterontherapie (oestradiol en testosteron esters) frequent voorge

schreven ter bestrijding van menopauzale klachten. Zelfrapportagegegevens 

betreffende intramusculair toegediende hoge dosis oestrogeen-testosteronthera

pie en gegevens betreffende aorta-atherosclerose waren beschikbaar binnen het 

EPOZ-onderzoek (Epidemiologisch Preventief Onderzoek Zoetermeer). Gebruik 

makende van deze gegevens von den we dat intramusculaire testosterontherapie, 

welke een jaar of langer werd toegediend, gepaard ging met een odds ratio van 
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3,1 (BI: 1,1-8,5) voor emstige aorta-atherosclerose bij 513 natuurlijke postmeno

pauzale vrouwen in de leeftijd varierend van 54 tot 67 jaar, zeals beschreven in 

hoofdstuk 3.4. Dit resultaat duidt op een wellicht ongunstig effect van testo

sterontherapie op atherosclerose bij postmenopauzale vrouwen. 

Een vaak geopperde hypothese is dat endogene geslachtshormonen bijdra

gen aan de pathofysiologie van hart- en vaatziekten met tegengestelde effecten 

in de geslachten: androgenen worden verondersteld ongunstige cardiovascu

laire effecten te hebben bij vrouwen, teiWijl ze mogelijk zouden beschermen 

tegen hart- en vaatziekten bij mann en. Tot op heden is er echter geen relatie 

gevonden tussen endogene androgeenspiegels en het optreden van coronaire 

hartziekten bij mannen noch vrouwen. De resultaten van studies gericht op het 

verband tussen endogene androgeenspiegels en atherosclerose zijn vooralsnog 

niet eenduidig. In de studie beschreven in hoofdstuk 3.5 bestudeerden we het 

verband tussen endogene androgeenspiegels en aorta-atherosclerose bij 1032 

niet-rokende oudere mann en en vrouwen participerend in het ERGO-onderzoek. 

Onze resultaten toonden aan dat, ten opzichte van mannen met spiegels van 

totaal en biologisch beschikbaar testosteron in het laagste tertiel, mannen met 

hormoonspiegels in het hoogste tertiel odds ratios van respectievehjk 0,4 (BI: 

0,2-0,9) en 0,2 (BI: 0,1-0,7) hadden voor de aanwezigheid van emstige aorta-athe

rosclerose. Mannen met spiegels van totaal en biologisch beschikbaar testos

teron in opeenvolgende tertielen waren tevens beschermd tegen het optreden 

van progressie van aorta-atherosclerose, gemeten na een periode van 6,5 jaar. 

Bij vrouwen bestond een positief verband tussen spiegels van testosteron en 

aorta-atherosclerose, hetgeen grotendeels was toe te schrijven aan ongunstige 

cardiovasculaire risicofactoren. We vonden geen verband tussen spiegels van 

dehidro-epiandrosteronsulfaat en aorta-atherosclerose bij mannen noch vrou

wen. De klaarblijkelijke discrepantie tussen onze resultaten en de resultaten 

van studies in welke geen verband werd gevonden tussen endogene testosteron

spiegels en coronaire hartziekten bij mannen is mogelijk toe te schrijven aan 

het feit dat wij alleen niet-rokers bestudeerden. Daamaast is de aorta mogelijk 

gevoeliger voor de effecten van endogene geslachtshonnonen dan andere arte

rien. Aorta-atherosclerose verhoogt de kans op een herseninfarct, mogelijk via 

de polsdruk of door embolieen welke afkomstig zijn van atherosclerotische lae

sies in de aortaboog, hetgeen het belang van aorta-atherosclerose in relatie tot 

hart- en vaatziekten aangeeft. 

In hoofdstuk 4 worden studies beschreven betreffende alternatieve endocriene 

cardiovasculaire risicofactoren bij vrouwen. Het is bekend dat manifeste hypo

thyreo'idie samenhangt met hart- en vaatziekten. In de studie beschreven in 

hoofdstuk 4.1 onderzochten we de relatie tussen subklinische hypothyreo'idie, 
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schildklier auto-immuniteit en hart- en vaatziekten in een aselecte steekproef 

van 1149 postmenopauzale vrouwen welke deelnamen aan het ERGO-onderzoek. 

We vonden dat subklinische hypothyreoldie samenhing met de aanwezigheid 

van aorta-atherosclerose (odds ratio 1,7 [BI: 1,1-2,6]) en doorgemaakt myocard

infarct (odds ratio 2,3 [Bl: 1,3-4,0]), De verbanden waren iets sterker bij vrouwen 

welke subklinische hypothyreoldie en antilichamen tegen schildklier peroxi

dase hadden, terwijl geen verband werd gevonden tussen hart- en vaatziekten 

en schildklier auto-irrununiteit onafhankelijk van schildklierstatus. Onze studie 

betreft een dwarsdoorsnede-onderzoek ( cross-sectioneel onderzoek), hetgeen 

de validiteit van oorzakelijke interpretatie van onze resultaten beperkt. Het rela

tieve risico voor het optreden van een myocardinfarct bij vrouwen met subkli

nische hypothyreoldie in het prospectieve deel van onze studie was weliswaar 

niet statistisch significant, maar kwam overeen met het risico in het cross-sec

tionele deel van onze studie. Het populatie-attributieve risico-percentage voor 

subklinische hypothyreoldie samenhangend met myocardinfarct zeals berekend 

uit onze gegevens was in dezelfde orde van grootte als de populatie-attributieve 

risico-percentages van bekende belangrijke risicofactoren voor hart- en vaat

ziekten. 

Naast hart- en vaatziekten is osteoporose een belangrijke oorzaak van ziekte 

en sterfte bij postmenopauzale vrouwen. In de studie beschreven in hoofdstuk 

4.2 gebruikten we gegevens uit het EPOZ-onderzoek om het verband tussen 

progressie van atherosclerotische aortaverkalking en metacarpaal botverlies b\i 

vrouwen na de middelbare leeftijd te bestuderen. In een groep van 236 vrouwen 

welke een natuurlijke menopauze doormaakten gedurende een vervolgperiode 

van negen jaar vonden we dat bij vrouwen bij wie progressie van aortaverkal

king optrad het metacarpale botverlies 3,2 rrun2 bedroeg en het verlies van 

metacarpale botdichtheid 7,2% was. Bij vrouwen zonder progressie van aorta

verkalking bedroegen deze verliezen gemiddeld respectievelijk 2,0 mm2 en 5,6% 

(P<0,05). In een cross-sectionele analyse bij 720 postmenopauzale vrouwen 

vonden we een gradueel invers verband tussen de mate van aortacalcificatie en 

metacarpale botmassa en botdichtheid. De associatie tussen atherosclerotische 

calcificatie en botverlies kan inzicht verschaffen in de pathofysiologie van deze 

ziekten. Mogelijk speelt een gemeenschappelijke etiologische factor, zeals oes

trogeenverlies of gevoeligheid voor oestrogeenverlies ten gevolge van variatie in 

dichtheid of type van oestrogeenreceptoren, een rol in het verb and tussen athe

rosclerose en osteoporose. 

In hoofdstuk 5, de algemene discussie, worden de resultaten welke zijn 

beschreven in dit proefschrift in een breder kader geplaatst. 1\vee methodologi

sche overwegingen worden besproken, namelijk ten eerste het effect van het 

205 



Chapter 6.2 

geslachtsverschil in het v66rkomen van coronaire hartziekten tussen mannen 

en vrouwen op verschillen in grootte van relatieve risico's en interactie-effec

ten tussen de geslachten. Ten tweede bespreken we de standaardbenadering in 

onderzoek naar hart- en vaatziekten om analyses te stratificeren voor geslacht. 

In onze visie op toekomstig onderzoek betreffende geslachtsspecifieke aspecten 

van hart- en vaatziekten geven we suggesties voor verder etiologisch onderzoek. 

Tevens geven we aan dat er aandacht moet blijven voor geslachtsspecifieke 

aspecten van diagnose en behandeling van hart- en vaatziekten en benadiukken 

we dat het van groat belang is het bewustzijn onder vrouwen te vergroten dat 

hart- en vaatziekten ook voor hen de belangrijkste gezondheidsbedreiging zijn. 
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