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Abstract

Context: Severe pulmonary hypertension (PH) is a rare
disorder triggered by a variety of factors and disease
conditions and characterized by a shared pathophysi-
ology. Two decades ago it was widely held that “prima-
ry” (idiopathic) pulmonary hypertension (PPH) is a
disease of young women. However, we noticed recent-
ly in the UCHSC Pulmonary Hypertension Center that
women with severe PH are frequently postmenopausal
and overweight or obese.

Objectives: To determine whether severe PH is a dis-
ease not only of young women but also of post-
menopausal women who are overweight or obese.
Design, Setting, and Participants: The medical records
of 541 postmenopausal female patients at the UCHSC
Pulmonary Hypertension Center were reviewed. The
patients were divided into two groups based on their
diagnosis of either primary or secondary PH.

Main Ontcome Measures: The medical records of post-
menopausal women with severe PH were further re-
viewed for history of diabetes, systemic hypertension,
and the use of anti-depressants, hormone replacement
therapy, combination of anti-depressants and hor-
mone replacement therapy, as well as anorexigens.
Laboratory data such as elevated cholesterol, elevated
uric acid, and elevated C-reactive protein (CRP) were
recorded in these patients, as well as physical exam
data to determine the body-mass index (BMI) of the
patients.

Results: 56% of all pulmonary hypertensive women
who were patients at the UCHSC Pulmonary Hyper-
tension Center were postmenopausal. 39% of post-
menopausal women with PPH and 48% with sec-
ondary severe PH were obese. In addition, post-
menopausal obese women frequently had systemic hy-
pertension and were on hormone replacement therapy
as well as antidepressant medication.

Conclusions: Obesity, hormone replacement therapy
and anti-depressant therapy may contribute to the de-
velopment of severe PH in genetically predisposed
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women. Further investigation, in the form of a
prospective, case-control study, is needed to determine
whether these factors exert a causative effect in post-
menopausal women.
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INTRODUCTION

Severe pulmonary hypertension (PH) [1] occurs in a fa-
milial and sporadic form (idiopathic or so-called pri-
mary form) and more frequently as severe PH associat-
ed with a number of disorders or conditions such as
congenital heart malformations, collagen vascular dis-
eases or HIV infection [2]. These associations were
noted empirically and then accepted as probably
causative, although the precise pathogenetic mecha-
nisms, which can explain the development of severe
PH in individual patients, are not understood [1; 3-5].
We believe that a genetic predisposition [6] is required
for all forms of severe PH, not only for the so-called
primary PH, to develop. The incidence of sporadic pri-
mary PH is estimated to be 2 per 1 million per year [7],
the number of patients with AIDS who develop severe
PH is small [8] and not every patient with an atrial sep-
tal or ventricular septal defect develops severe and pro-
gressive PH. Likewise is the number of patients with
anorexigen-induced severe PH small given that mil-
lions of people have been exposed to these drugs [9;
10]. Because obesity is prevalent [11] and anorexigens
tend to be used by obese people, Abenhaim et al [7]
considered that obesity might be a risk factor by itself,
yet in their case-control study they could not establish
a statistically significant link between obesity and pri-
mary pulmonary hypertension perhaps because of the
relatively small sample size. Several decades ago it was
felt that primary PH was a disease of young women
[11], however, we had noticed in the last decade that
more and more postmenopausal and also obese
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women had been diagnosed with severe primary or
secondary PH (unpublished own observation). Because
estrogen is an angiogenesis factor and serotonin is a
growth factor [12] for pulmonary vascular smooth
muscle cells [13] we examined our pulmonary hyper-
tension patient cohort for a history of hormone re-
placement and serotonin reuptake inhibiting antide-
pressant therapy. Morse et al [14] had recently suggest-
ed that hormone replacement therapy might be a risk
factor for familial PPH.

Here we reviewed retrospectively the records of pa-
tients diagnosed with and treated for severe PH in the
Pulmonary Hypertension Center at the UCHSC to as-
sess the prevalence of obesity and comorbidities of
obesity in postmenopausal women with severe PH. We
find that physicians of our PH referral center follow a
sizeable number of postmenopausal obese women with
severe PH and here describe the clinical profile of
these patients.

METHODS

In this retrospective cohort study, the records of 541
postmenopausal women diagnosed with pulmonary
hypertension were reviewed, and data were collected
regarding coexisting illnesses and medications. The
data were further stratified according to the patient’s
BMIs. Permission to inspect the patients’ medical
records had been granted by the UCHSC institutional
review board (COMIRB). The entry criteria used to
assign patients to the group which was examined in
more detail were that the women were over 45 years
of age and had been diagnosed with pulmonary hyper-
tension — either primary or secondary. All of the
patients considered for this retrospective analysis had
documentation of severe PH by right heart catheteri-
zation and had a mean pulmonary artery pressure
>45 mm Hg,

Some patients had to be excluded from the analysis
either because their medical record could not be found
or because their height had not been recorded, making
it impossible to calculate the BMI. Patients with the
diagnosis of hypothyroidism were on thyroid hormone
replacement therapy and patients carrying the diagno-
sis of high blood pressure were on anti-hypertensive
medication prior to the diagnosis and treatment of
their PH. Not all blood tests had been ordered in a
standardized fashion by all physicians of the UCHSC
Pulmonary Hypertension Center and the data reported
for uric acid [15], cholesterol, and C-reactive protein
(CRP) are those available for analysis.

RESULTS

In this survey of patients in the Pulmonary Hyperten-
sion Center, we found that we had a total of 1367 pa-
tients, comprised of 971 women (71%) and 396 men
(29%). In the group of women with the definitive di-
agnosis of severe PH, 541 were postmenopausal
women (56% of all women), 72 of them (13%) were
diagnosed with primary PH (PPH), while 469 (87%)
carried the diagnosis of secondary PH (Fig. 1).

We also assessed the incidence of other diseases in
this cohort of patients with severe PH, and found that
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Fig. 1. A schematic distribution of patients in the Pulmonary
Hypertension Center according to gender, menopause status,
and diagnosis of primary or secondary pulmonary hyperten-
sion (PH).

Table 1. Other diseases and family history of any cancer iden-
tified in postmenopausal women with primary PH.

Disease state/family history % of patients

Systemic hypertension 44
Thyroid gland disease 25
Cancer 13
Family history of cancer 11
Sleep apnea 8
Diabetes 7

Table 2. Other diseases and family history of any cancer iden-
tified in postmenopausal women with secondary PH.

Disease state/family history % of patients

Systemic hypertension 37
Thyroid gland disease 23
Cancer 9
Family history of cancer 15
Sleep apnea 21
Diabetes 13

32 (44%) PPH patients had systemic hypertension, 18
(25%) had thyroid gland disease, 9 (13%) had cancer, 8
(11%) had a family history of cancer, 6 (8%) had sleep
apnea, and 5 (7%) had diabetes (Table 1).

We examined the same factors in patients with sec-
ondary pulmonary hypertension, and found that 175
(37%) patients had systemic hypertension, 108 (23%)
patients had thyroid gland disease, 43 (9%) patients
had cancer, 69 (15%) patients had a family history of
cancer, 100 (21%) patients had sleep apnea, and 63
(13%) patients had diabetes (Table 2).
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Table 3. Other disease states, estrogen replacement therapy, antidepressant and anorexigen use, as well as elevated laboratory
data, grouped according to BMI in postmenopausal women with primary pulmonary hypertension.

BMI <25 25-30 >30

Systemic Hypertension 7 9 14 30
Diabetes 1 1 2 4
Estrogen Use 9 11 11 31
Antidepressant Use 4 2 7 13
Antidepressant + Estrogen Use 3 0 7
Anorexigen 2 5 11 18
Elevated Cholesterol 5 1 5 11
Elevated Uric Acid 7 4 5 16
Elevated CRP 1 1 1 3
Total women 19 21 26 66

Total women

Table 4. Other disease states, estrogen replacement therapy, antidepressant and anorexigen use, as well as elevated laboratory
data, grouped according to BMI in postmenopausal women with secondary pulmonary hypertension.

BMI <25 25-30 >30

Systemic Hypertension 34 31 95 160
Diabetes 9 7 42 58
Estrogen Use 48 46 76 170
Antidepressant Use 24 29 74 127
Antidepressant + Estrogen Use 6 18 39 63
Anorexigen 6 13 60 79
Elevated Cholesterol 9 7 32 48
Elevated Uric Acid 19 10 42 71
Elevated CRP 6 6 13 25
Total women 122 88 191 401

Total women

In order to examine the prevalence of obesity in
combination with the above-mentioned disorders as
well as other potential risk factors for pulmonary hy-
pertension, we stratified the prevalence of these fac-
tors according to the patients’ body-mass index (BMI).
We once again divided the patients into two groups,
one group consisted of patients with primary PH and
the other of patients with secondary PH. These were
further divided into: BMIs less than 25 (ideal body
weight), BMIs of 25 to 30 (indicating that the patients
were overweight), and BMIs of more than 30 (indicat-
ing obesity). The results for the primary PH group are
presented in Table 3.

About 71% of the women with primary pulmonary
hypertension were either overweight or obese, with
39% being obese. There was increased anorexigen use
by women in the obese category, and there was also
mote systemic hypertension as well as a somewhat in-
creased use of anti-depressants and hormone replace-
ment therapy in this group. Systemic hypertension, di-
abetes and use of the three classes of drugs seen in
this rather small sample size of patients are more
prevalent in the larger group of women with sec-
ondary PH as indicated in Table 4. We found that
69.5% of the women with secondary pulmonary hy-
pertension were either overweight or obese (BMI

>25), and that 47.6% of them were obese (BMI >30).
Also, there was an increasing prevalence of diabetes
and systemic hypertension in obese women, as well as
increased estrogen use, increased anti-depressant use,
as well as an increase in the use of both classes of
drugs in combination. A higher proportion of women
with secondary pulmonary hypertension who were
obese had elevated cholesterol, uric acid levels and C-
reactive protein levels when compared to women who
were overweight or of ideal body weight. Obese
women also had more frequently a history of anorexi-
gen intake when compared to non-obese post-
menopausal women.

DiscussioN

The principle information derived from our retrospec-
tive chart review is that large proportions of our fe-
male patients with severe PH are postmenopausal
(56%) and also have a BMI of 25 or greater (69.5-
71%). The prevalence of obesity in this cohort of pa-
tients is greater than that in the adult US population
[16]. Although missing data did not allow for the cal-
culation of BMI in 74 of our patients (6 with PPH and
68 with secondary PH), in a large enough representa-
tive group of patients with severe PH we come to the
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conclusion that severe PH is also a disease of obese
postmenopausal women. We also found that hormone
replacement therapy was prevalent in our cohort of
postmenopausal women with severe PH — obese or
overweight (31 of 66 patients with primary PH and
known BMI and 170 of 401 patients with all forms of
secondary severe PH and known BMI (Table 3 and 4).

Forty six percent of women with a BMI of 25 and
greater had been treated with estrogens in the primary
PH group compared to 43 percent of women in the
secondary severe PH group. The percentage of
women in this age group treated with hormone sup-
plements reflects the prescribing practice of physicians
in this country [17] and since estrogens are angiogenic
growth factors [18], it raises the question whether es-
trogens could contribute to the development of severe
PH in women. An association between primary PH
and hypothyroidism has been previously discussed [17]
and thyroid gland disease, overwhelmingly hypothy-
roidism, was found in this survey in 25 % of patients
with primary PH and 23% of patients with severe sec-
ondary PH. We were surprised to find that about 40%
of our postmenopausal women also had systemic hy-
pertension. Hypercholesterolemia and hyperuricemia
[15] occurred more frequently in the pulmonary hy-
pertensive women with a BMI >30.

As already stated, we wonder whether the roughly
300 obese, menopausal and postmenopausal women
followed and treated in our center for severe PH con-
stitute a previously not described syndrome. Clearly,
this type of retrospective survey cannot answer this
question, and a prospective, case-controlled study will
be necessary.

There are however, theoretical or hypothetical con-
siderations which we would like to mention, which
perhaps could explain why this patient phenotype,
when given a still ill defined genetic susceptibility, may
develop severe PH. It is now understood that most pa-
tients with severe chronic PH have fixed PH [19] and
that their pulmonary circulation demonstrates various
degrees of vascular remodeling characterized by pre-
capillary artery media hypertrophy, endothelial cell
growth, and lumenal obliteration [5; 20; 21]. In addi-
tion to vasoconstriction, growth factors are considered
important in the development of severe PH [22]. For
example, vascular endothelial growth factor (VEGEF)
and serotonin have been implicated in the pathogene-
sis of severe PH [5; 21; 22], but other angiogenesis
factors may also be involved in genetically susceptible
patients. It is known that adipose tissue provides a de-
pot or storage site for estrogens [23] and that obesity
is a high-leptin state [24] and that both estrogen and
leptin are anglogenesis factors [12; 25]. Interactions
between estrogen and VEGF [18; 26; 27] and estrogen
and leptin [28; 29] have been described. Estrogen reg-
ulates the expression of the VEGF receptor KDR [18]
and the VEFG gene contains a functional estrogen re-
sponse element [26]. Hormone replacement therapy
causes an increase in leptin production [29] and in
VEGF serum levels in postmenopausal women when
compared to those not receiving this therapy [30] and
treatment of hypertension and hypercholesterolemia
reduces plasma VEGEF levels in postmenopausal
women [20]. Leptin plasma levels correlate with body
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fat mass, plasma leptin levels fall in postmenopausal
women and this fall is prevented by hormone replace-
ment therapy [28]. If indeed obesity can be considered
a risk factor for severe PH, then one or several of
these interactions might be involved. To what extent
the lung is a “target organ” in diabetes [31] is unclear,
but both obesity and insulin resistance have been asso-
ciated with endothelial dysfunction [32] and endothe-
lial cell dysfunction is a feature of severe PH [33].

Acknowledgement: The authors wish to thank the UCHSC
Pulmonary Hypertension Center nurses Jennifer Nelson and
Deborah Wirth.

REFERENCES

1. Tuder, R. M., Yeager, M. E., Geraci, M., Golpon, H. A.,
and Voelkel, N. F. Severe Pulmonary Hypertension After
the Discovery of the Familial Primary Pulmonary Hypet-
tension Gene. Eur Respir J. 2001;17(6):1065-9.

2. Rich, S. Primary Pulmonary Hypertension: Executive
Summary, World Symposium on Primary Pulmonary Hy-
pertension. Evian, France.World Health Organization via
the internet: www.who.int/ncd/cvd/pph.htlm 1998.

3. Archer, S. and Rich, S. Primary Pulmonary Hypertension:
a Vascular Biology and Translational Research "Work in
Progress". Circulation. 11-28-2000;102(22):2781-91.

4. Humbert, M. and Trembath, R. C. Genetics of Pulmo-
nary Hypertension: From Bench to Bedside. Eur Respir J.
2002;20(3):741-9.

5. Tuder, R. M., Cool, C. D., Yeager, M., Taraseviciene-
Stewart, L., Bull, T. M., and Voelkel, N. F. The Pathobiol-
ogy of Pulmonary Hypertension. Endothelium. ClinChest
Med. 2001;22(3):405-18.

6. Voelkel, N. F. and Tuder, R. M. Cellular and Molecular
Mechanisms in the Pathogenesis of Severe Pulmonary
Hypertension. Eur Respir J. 1995;8(12):2129-38.

7. Abenhaim, L., Moride, Y., Brenot, F., Rich, S., Benichou,
J., Kurz, X., Higenbottam, T., Oakley, C., Wouters, E.,
Aubier, M., Simonneau, G., and Begaud, B. Appetite-Sup-
pressant Drugs and the Risk of Primary Pulmonary Hy-
pertension. International Primary Pulmonary Hyperten-
sion Study Group. N Engl | Med. 8-29-1996;335(9):609-
16.

8. Mehta, N. J., Khan, I. A., Mehta, R. N., and Sepkowitz,
D. A. HIV-Related Pulmonary Hypertension: Analytic
Review of 131 Cases. Chest. 2000;118(4):1133-41.

9. Kuczmarski, R. J., Carroll, M. D., Flegal, K. M., and
Troiano, R. P. Varying Body Mass Index Cutoff Points to
Describe Overweight Prevalence Among U.S. Adults:
NHANES IIT (1988 to 1994). Obes.Res. 1997;5(6):542-8.

10. Voelkel, N. F. Appetite Suppressants and Pulmonary Hy-
pertension. Thorax. 1997;52 Suppl 3:563-S67.

11. Voelkel, N. F. Primary Pulmonary Hypertension. Lung
Biology in Health and Disease.Marcel Dekker, Basel-New
York; 1979. pp.573-628.

12. Spyridopoulos, 1., Sullivan, A. B., Kearney, M., Isner, J.
M., and Losordo, D. W. Estrogen-Receptor-Mediated In-
hibition of Human Endothelial Cell Apoptosis. Estradiol
As a Survival Factor. Circulation. 3-18-1997;95(6):1505-
14.

13. Lee, S. L., Wang, W. W., Moore, B. J., and Fanburg, B. L.
Dual Effect of Serotonin on Growth of Bovine Pul-
monary Artery Smooth Muscle Cells in Culture. Circ Res.
1991;68(5):1362-8.

14.Morse, J. H., Horn, E. M., and Barst, R. J. Hormone Re-
placement Therapy: a Possible Risk Factor in Carriers of
Familial Primary Pulmonary Hypertension. Chest. 1999;
116(3):847.



202

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

EUROPEAN JOURNAL OF MEDICAL RESEARCH

Voelkel, M. A., Wynne, K. M., Badesch, D. B., Groves, B.
M., and Voelkel, N. F. Hyperuricemia in Severe Pul-
monary Hypertension. Chest. 2000;117(1):19-24.
Pradhan, A. D., Manson, J. E., Rossouw, J. E., Siscovick,
D. S., Mouton, C. P., Rifai, N., Wallace, R. B., Jackson, R.
D., Pettinger, M. B., and Ridker, P. M. Inflammatory Bio-
markers, Hormone Replacement Therapy, and Incident
Coronary Heart Disease: Prospective Analysis From the
Women's Health Initiative Observational Study. JAMA.
8-28-2002;288(8):980-7.

Badesch, D. B., Wynne, K. M., Bonvallet, S., Voelkel, N.
F., Ridgway, C., and Groves, B. M. Hypothyroidism and
Primary Pulmonary Hypertension: an Autoimmune
Pathogenetic Link? Ann Intern Med. 7-1-1993;119(1):44-
6.

Gargett, C. E., Zaitseva, M., Bucak, K., Chu, S., Fuller, P.
J., and Rogers, P. A. 17Beta-Estradiol Up-Regulates Vas-
cular Endothelial Growth Factor Receptor-2 Expression
in Human Myometrial Microvascular Endothelial Cells:
Role of Estrogen Receptor-Alpha and -Beta. ] Clin En-
docrinol Metab. 2002;87(9):4341-9.

Sitbon, O., Humbert, M., Jagot, J. L., Taravella, O., Far-
toukh, M., Parent, F., Herve, P., and Simonneau, G. In-
haled Nitric Oxide As a Screening Agent for Safely Iden-
tifying Responders to Oral Calcium-Channel Blockers in
Primary Pulmonary Hypertension. Eur Respir J. 1998; 12
(2): 265-70.

Belgore, F. M., Lip, G. Y., and Blann, A. D. Successful
Therapy Reduces Levels of Vascular Endothelial Growth
Factor (VEGF) in Patients With Hypertension and Pa-
tients With Hypercholesterolemia. Atherosclerosis. 2000,
151(2):599.

Eddahibi, S., Humbert, M., Fadel, E., Raffestin, B., Dar-
mon, M., Capron, F., Simonneau, G., Dartevelle, P., Ha-
mon, M., and Adnot, S. Serotonin Transporter Overex-
pression Is Responsible for Pulmonary Artery Smooth
Muscle Hyperplasia in Primary Pulmonary Hypertension.
J Clin Invest. 2001;108(8):1141-50.

Tuder, R. M., Chacon, M., Alger, L., Wang, J., Tarasevi-
ciene-Stewart, L., Kasahara, Y., Cool, C. D., Bishop, A.
E., Geraci, M., Semenza, G. L., Yacoub, M., Polak, J. M.,
and Voelkel, N. F. Expression of Angiogenesis-Related
Molecules in Plexiform Lesions in Severe Pulmonary Hy-
pertension: Evidence for a Process of Disordered Angio-
genesis. ] Pathol. 2001;195(3):367-74.

Gruber, C. J., Tschugguel, W., Schneeberger, C., and Hu-
ber, J. C. Production and Actions of Estrogens. N Engl J
Med. 1-31-2002;346(5):340-52.

Castracane, V. D., Kraemer, R. R., Franken, M. A., Krae-
mer, G. R., and Gimpel, T. Serum Leptin Concentration
in Women: Effect of Age, Obesity, and Estrogen Admin-
istration. Fertil Steril. 1998;70(3):472-7.

25.

206.

27.

28.

29.

30.

31.

32.

33.

May 5, 2006

Sierra-Honigmann, M. R., Nath, A. K., Murakami, C.,
Garcia-Cardena, G., Papapetropoulos, A., Sessa, W. C.,
Madge, L. A., Schechner, J. S., Schwabb, M. B., Polverini,
P. J., and Flores-Riveros, J. R. Biological Action of Leptin
As an Angiogenic Factor. Science. 9-11-1998;281(5383):
1683-6.

Hyder, S. M., Nawaz, Z., Chiappetta, C., and Stancel, G.
M. Identification of Functional Estrogen Response Ele-
ments in the Gene Coding for the Potent Angiogenic
Factor Vascular Endothelial Growth Factor. Cancer Res.
6-15-2000;60(12):3183-90.

Suzuma, 1., Mandai, M., Takagi, H., Suzuma, K., Otani,
A., Oh, H., Kobayashi, K., and Honda, Y. 17 Beta-Estra-
diol Increases VEGF Receptor-2 and Promotes DNA
Synthesis in Retinal Microvascular Endothelial Cells. In-
vest Ophthalmol Vis Sci. 1999;40(9):2122-9.

Messinis, I. E., Kariotis, I., Milingos, S., Kollios, G., and
Seferiadis, K. Treatment of Normal Women With Oestra-
diol Plus Progesterone Prevents the Decrease of Leptin
Concentrations Induced by Ovatiectomy. Hum Reprod.
2000;15(11):2383-7.

Shimizu, H., Shimomura, Y., Nakanishi, Y., Futawatari,
T., Ohtani, K., Sato, N., and Mori, M. Estrogen Increases
in Vivo Leptin Production in Rats and Human Subjects. |
Endocrinol. 1997;154(2):285-92.

Agrawal, R., Prelevic, G., Conway, G. S., Payne, N. N,
Ginsburg, J., and Jacobs, H. S. Serum Vascular Endothe-
lial Growth Factor Concentrations in Postmenopausal
Women: the Effect of Hormone Replacement Therapy.
Fertil Steril. 2000;73(1):56-60.

Sandler, M. Is the Lung a "Target Organ' in Diabetes Mel-
litus? Arch Intern Med. 1990;150(7):1385-8.

Steinberg, H. O., Chaker, H., Leaming, R., Johnson, A.,
Brechtel, G., and Baron, A. D. Obesity/Insulin Resis-
tance Is Associated With Endothelial Dysfunction. Impli-
cations for the Syndrome of Insulin Resistance. ] Clin In-
vest. 6-1-1996;97(11):2601-10.

Loscalzo, J. Endothelial Dysfunction in Pulmonary Hy-
pertension. N Engl ] Med. 7-9-1992;327(2):117-9.

Received: November 10, 2005 | Accepted: Jannary 17, 2006

Address for correspondence:
Norbert F. Voelkel MD

Div

ision of Pulmonary Sciences and Critical Care Medicine,

UCHSC, Box C272,

4200 E. 9th Ave., Denver, CO 80262,
USA

Tel.  (303) 315-7047

Fax  (303)315-5632

E-mail: Norbert.Voelkel@UCHSC.edu




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


