Kadinda Hipertansiyon
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HT onemli bir risk faktoru
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HT tum dunyada olumlerin %12.8’inden
sorumludur.

Kadinlarda daha onemli bir risk faktoru:

(Kadinlarda: %14.3, Erkeklerde: %11.4)
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Wolf-Maier K, et al. JAMA 2003;289:2363-2369
WHO data
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HT sik bir sorun

Dﬁnyada ortalama olarak 4

kisiden birinde

ABD 3 kisiden birinde HT

mevcut

Geligmis tlkelerde yasam boyu
HT geligme riski %90




Hipertansiyon Prevalansi
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* KB >140/90 mmHg veya antihipertansif tedavi altinda olan hastalar

Wolf-Maier K, et al. JAMA 2003;289:2363-2369
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Hipertansiyon Prevalansi
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Tamgrup Erkek Kadin




Kadinlarda HT- Yas

® 45 ya$na kadar genel olarak
ot HT erkeklerde daha sik

® 45-65 ya$ arasinda benzer

Percent of Population
@

® >65 ya$ kadmnlarda daha sik

® >65 ya§ kadmlarin yaklagik
%75 HT
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Turkiye verileri

TEKHARF calismasi

mmHg

PATENT calismasi
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mErkek
miKadin

Ortalama SKB 18-29 ya§ grubu harig tiim ya$ gruplarinda erkeklerden daha yiiksek
Ortalama DKB 40 yagindan sonra kadmlarda daha fazla




Beden Kitle indeksi (BMI)
rd

Tum grup Erkek Kadin




e

4 yilda Beden Kitle indeksinde Degisim: HINT
calismasi
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Kadinlarda KB: Menapoz durumuna gore

160

150

140

130

120

110

100

90

Sistolik kan basinci

Grafik Baslhigi
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mMenapozagirmemis EMenapoza girmig

Diyastolik kan basinci
Grafik Bashgi
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Kadinla erkek arasindaki

patofizyolojik farkliliklar
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Kadinla erkek arasindaki farklar

* Kardiyak debi %10 daha fazla

® SVR: %10 daha az

® Sistolik kan basmci daha ytiksek

* Diyastolik kan basinc1 daha diigiik veya benzer
® Nabiz basinc1 daha genig

° Arteryel yapinin daha kisa olmasi
® Vaskiler rijidite

e KH yiiksek olmasi

e Koroner perfﬁzyon daha az

° Kalp hiz1 daha fazla




Farklar

* Egzersizle kan basinci artis1 erke@e gore 2/3 oraninda daha az
* Kan basincina barorefleks cevap daha kot

® Akut stres durumunda ve vazoaktif ilaclara azalmi$

kardiyovaskiiler cevap

Otenemik cdisionksiyon




Kadinda HT: Multifaktoryel
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Kadinlarda erkeklere gore daha
fazla risk faktorleri var

™

eSantral obesite

o TTK

e | HDL-K kadinlarda siklikla eslik eden
risk faktorleridir
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HT gelisiminde vucut kitle indeksinin artigi

onemli bir faktordur

™
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VKI: 30-35 kg/m? ve VKI: 35-40 kg/m? olan kadinlarda HT gelisme riski
normal kilolu kadinlara gore sirasiyla: 4 kat ve 6 kat daha fazladir
VKI : 40 iizerine ¢ikinca HT prevelans: plato yapar.
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Yas ve HT

e Populasyon yaslandikga HT prevelansi diger risk
faktorlerinin artmasina bagl olarak artar

e Obesite

e Fiziksel inaktivite
e Sagliksiz diyet




Ostrojenin etkileri

® Anjiyotensin tip 1 reseptor
ckspresyonu |
® ACE aktivitesinde |

Endothelial cells Smooth-muscle cells

® Sempatik aktivasyon |
® Endotelin sistem |

® NO bioavailibitesi T

® Tuz rezistansi

Rapid effects Longer-term effects

{nongenomic) {genomic)

4 Dilatation + Atherosclerosis o 1 1 1
% Nitric oxide + Vascular injury Ant10k81dan etkl

tEndothelial-cell growth
¥ Smooth-muscle-cell growth




Menapoz

Kan basincinda yﬁkselme Genler
. RAS
meydana gehr e
Adrenerpk sistem
Ya$, VKI ve eslik eden risk eNOS
. . . . . . Adducin 1
taktorlerindeki degisiklikler \  Ostrojenle iliskili

aromatzalar

iliskili 12
Tim faktorler dislandiginda

menopoz HT riskini yaklagik x2 Hipertansiyon
artirir
Menapoza erken girmek ve - Estradiol |
d - / Testesterone |
menapozdan sonra gegen \ Insulin \  Gstrojen/androg

Oksidatif stres
Kolesterol

€n oranli

Hypertension 2008; 51:952-959

stireKB yiiksekligi ile korele




Ozel Durumlar

Women Always Worry
about the things
that Men Forget;

Men Always Worry
about the things
Women Remember

- Albert Einstein

www.LeFunny.net




Kadinlarda hipertansiyon

° Esansiyel hipertansiyon %90-95
e Kadin = Erkek

e Sekonder hipertansiyon
® Oral kontraseptif kullanima

® Renal arter stenozu (fibromuskiiler displazi)

e Ozel durumlarda hipertansiyon
® Gebelik, Preeklamsi
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Gebelikte HT'dan korkuyoruz!

Ablasyo plasenta

DIK
Serebral kanama

KC ve bobrek
yetmezligi

KC hematom

IUBG
Tusliim
Prematurite

Neonatal
mortalite ve
morbidite
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Gestasyonel HT

Gestasyonel HT uzun donemde de bir risk faktorudir

[skemik kalp

hastalig riski
2X

HT ve inme

riski 4x




Oral kontraseptifler

® Oral kontraseptif kullanimi HT riskini artirir. OK kullananlarin
%S5’inde HT geligir.

® Sadece 30-35 ug Ostrojen igeren veya diigiik doz yeni
jenerasyon projesteron iceren prepartalarla HT geligim riski

daha dusuk Iy ¥,

/
® OK kesildikten yaklagik 3 ay sonra KB normale doner N 4
a;i L



http://www.kadinhastaliklarionline.com/images/menapozda_hormon_ilaclari.jpg
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Mekanizma

® Hemodinamik degisiklikler
e 1 Kilo
® T Plazma hacmi, T SV

* RAS

° Ostrojen anjiyotensinojen mRNA ekspresyonunu artirrak

hepatik renin sentezini artirir

® Renal kan akimi (AG Il iligkili vazokonstriksiyon )— Sodyum

retansiyonu — HT

® |nsulin rezistansi




Oral kontraseptifler

® HT geligim igin risk faktorleri
® Ailede HT oykiisii
® Bobrek hastahig
® Gebelige bagh HT 6ykiisii
® Oberzite
® >35 ya$

® OK kullanim stiresi

HT olan kadinlarda dogum kontrolii i¢in yalnizca progestin igeren

haplarln kullanilmasi onerilir
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OK kullanimiyla ilgili oneriler

® Mimkiin oldugunca distik dozlarda 6strojen ve projesteron iceren
preparatlar1 kullan

® >35 ya$ tizerinde olanlarm HT dahil KV riski hesaplanmalidir
e Kontrolsuz HT olanlarda kullanilmamalidir
® En azindan her 6 ayda bir kan basincina bakilmalidir.

* Eger KB ¢ok yiikselirse OK kesilip bagka bir kontrasepsiyon

yontemine gegilmelidir.
® OK kesildikten sonra KB genellikle normale doner
® >3e sigra igen kadinlara OK dikkatli baglanmalidir




Hormon replasman tedavisi

® Farkli sonuclar

e HRT nin kan basincina etkisi minimal
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Polikistik over sendromu

-

Tum dunyada Ureme cagindaki
kadinlarin yaklasik %5-10’unda
POS var

® Geng kadin

® Adet duzensizligi
® Primer infertilite
® Sentral obesite

o Hiperandroj enizm

* Hirsutizm, akne, erkek tipi

alopesi

® Metabolik sendrom

ozellikleri tair



http://bjr.birjournals.org/content/75/889/9/F2.large.jpg

Renovaskuler hipertansiyon

® Geng ve orta yash kadinlar

e Kadinlarda erkeklere gore

7x daha fazla

* Ani baslangich HT veya
daha 6nce var olan HT ani
kotilesmesi-eslik eden

hipokalemi
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Primer aldosteronizm

® Sekonder HT en onemli nedenlerinden birisidir
* Kadinlarda ve erkeklerde prevelansi benzer

* Ostrojen ve projesteron diizeyleri aldosteron ve renin
diizeylerini etkiler dolayisiyla PA aragirmasi hormonal dizeyden
etkilenebilir

* Ozellikle plazma renin aktivitesi yerine direkt renin
konsantrasyonlar1 kullamlmigsa liteal donemde yanhs pozitif

sonuclar ¢ikabilir.







RKCalismalarda kadinlarin temsili

® Tum kardiyovaskiiler ¢aligmalarin sadece %24 tinde cinsiyet ile

iligkili alt grup analizleri var.
* Randomize ¢aligmalarin sadece %44 tinde kadinlar temsil ediliyor

60%

40%

Female Enroliment

20%

0%

Overall Corona ry Heart Failure Diabetes Hyper- Hypertension  Stroke
Artery choles-
Disease terolemia
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European Heart journal (2008) 29, 26692680 CLINICAL RESEARCH
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Do men and women respond differently

to blood pressure-lowering treatment?
Results of prospectively designed overviews
of randomized trials

Fiona Turnbull*, Mark Woodward, Bruce Neal, Federica Barzi, Toshiharu Ninomiya,
John Chalmers, Vlado Perkovic, Nicole Li, S MacMahon and the Blood Pressure
Lowering Treatment Trialists’ Collaboration!

Blood Fressure Lowering Treacment Trialises’ Collaboraton, The George Institee for International Health, Universiy of Sydney, PO Box FTOA, Mssenden Road, Spdney.
MEW 1060, Auezrala

Receved 13 Morch 2006: rewised 31 fuly 2008: oooepted 2% Augest 2008 anline publsh-chead-ofipnne 13 October 2006
This paper was guest edited by Prof. Gregory ¥ H, Lip, University Department of Medicine, City Hospltal, Birmingham, UK,

See page 1585 for the editorial comment on this article (doi:10.109 3 eurheartjlehnd51)

31 rancdoemize
kontrellu
caligmanin SenucU




Tedavinin faydasi acgisindan fark var mi?

(A) Major
cardio | No. of Events/Patients |§ Orber Favours Favours Risk ratio P for
events Active Control (mmHg) active control (95% Cl) homogeneity
ACE-l vs. Placebo
Male 1614/13319  2020/13 405 -4.4/-2.1 < 0.81(0.75-0.88)
0.80
Female 450/4200 557/4153 —4.6/-2.0 - 0.79 (0.66 - 0.94)
Cavs. Placebo
Male 87/1601 115/1585 =76/-31 ———— 0.75 (0.57 - 0.98) 0.84
Female 86/1929 104/1836 -9.0/-35 —————t 0.78 (0.59 -1.03)
More vs. Less
Male 331/4325 479/7467 -4.3/-3.6 = 0.87 (0.74 - 1.02)
Female 178/3709 251/6481 -3.7/-3.3 —_ 0.88 (0.73-1.07) 0.3
r 1
05 1.0 20
Risk ratio
®) 2':]; ; e No. of Events/Patients EB P/oep Favours Favours Risk ratio P for
ARB Placebo 95% CI homogeneity
ek Active Control (mmHg) ( )
ARB vs. Placebo
Male 32171699 378/1743 -1.8/-1.2 = 0.88 (0.77 - 1.00)
0.56
Female 300/2210 313/2150 -1.5/-1.0 = 0.93 (0.81 - 1.06)
r —
05 1.0 20
Risk ratio
© Majgr No. of Events/Patients SBPIDBP Favours Favours Risk ratio P for
Sea s i 1stlisted | 2nd listed (95% Cl) homogeneity
events Active Control (mmHg)
ACE-l vs. D/BB
Male 1572/10605  2143/13 591 +1.6/+0.1 1.00 (0.94 - 1.06)
0.42
Female 1120/10026  1507/13 208 +1.8/+0.6 < 1.04(0.96 - 1.11)
Cavs. D/BB
Male 2197/19780  2730/23 306 +0.9/-0.3 > 1.05(1.00-1.11) 017
Female 1621/21790  20863/24 915 +0.6/-0.2 < 0.99 (0.93 - 1.06) ’
ACE vs. Ca
Male 1205/6898 1268/6661 +0.9/+0.6 <> 0.91(0.83-1.01)
Female 926/6401 908/6398 +1.0/+1.1 <= 1.02(0.94-1.11) 005
r 1
05 1.0 20
Risk ratio

Major KV sonlanimlar
acisindan kadinlar ile
erkekler arasinda fark

yok

Turnbull F et al. Eur Heart J 2008;29:2669-2680
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Kilavuz

@ European Heart Journal (2013) 34, 2159-2219 ESH AND ESC GUIDELINES

dei:10,1093 eurheartj/eht 151

@) 2013 ESH/ESC Guidelines for the management

of arterial hypertension

The Task Force for the management of arterial hypertension of the
European Society of Hypertension (ESH) and of the European Society
of Cardiology (ESC)

Authors/Task Force Members: Giuseppe Mancia (Chairperson) (Italy)*, Robert Fagard
(Chairperson) (Belgium)®, Krzysztof Narkiewicz (Section co-ordinator) (Poland),
Josep Redon (Section co-ordinator) (Spain), Alberto Zanchetti (Section co-ordinator)
(Italy), Michael B6hm (Germany), Thierry Christiaens (Belgium), Renata Cifkkova
(Czech Republic), Guy De Backer (Belgium), Anna Dominiczak (UK),

Maurizio Galderisi (Italy), Diederick E. Grobbee (Netherlands), Tiny Jaarsma
(Sweden), Paulus Kirchhof (Germany/UK), Sverre E. Kjeldsen (Norway),

Stéphane Laurent (France), Athanasios ). Manolis (Greece), Peter M. Nilsson
(Sweden), Luis Miguel Ruilope (Spain), Roland E. Schmieder (Germany),

Per Anton Sirnes (Norway), Peter Sleight (UK), Margus Viigimaa (Estonia),

Bernard Waeber (Switzerland), Faiez Zannad (France)

] e Ao spewnolpoo) v fursgina cdipy o paprojusog

Antihipertansif ajanlarla yapllan meta
analiz sonuglarina bakildiginda kadinlar
antihipertansif tedaviden erkeklerle benzer

sekilde fayda gormektedir.

HT igin tedavi onerileri kadinlarda

erkeklerle aynldlr.




6.5 Women

representation of women in RCTs in hypertension is 44%. " but
only 24% of all CV trials report sex-specific results.*’*"*’> A sub-
group analysis by sex of 31 RCTs including individuals found similar
BP reductions for men and women and no evidence that the two
genders obtain different levels of protection from lowering of BP,
or that regimens based on ACE inhibitors, calcium antagonists, angio-
tensin receptor blockers or diuretics/beta-blockers were more ef-
fective in one sex than the other.***

In women with child-bearing potential, ACE inhibitors and angio-
tensin receptor blockers should be avoided, due to possible terato-
genic effects. This is the case also for aliskiren, a direct renin inhibitor,
although there has not been a single case report of exposure to alis-
kiren in pregnancy.

6.5.1 Oral contraceptives

Use of oral contraceptives (OCs) is associated with some small but
significant increases in BP and with the development of hypertension
in about 5% of users. 744”7 Notably, these studies evaluated older-
generation OCs, with relatively higher oestrogen doses compared
with those currently used (containing < 50 pg oestrogen, ranging
most often from 2035 pg of ethinyl estradiol and a low dose of
second- or third-generation progestins). The risk of developing
hypertension decreased quickly with cessation of OCs and past
users appeared to have only a slightly increased risk.? Similar
results were later shown by the Prevention of REnal and Vascular
ENdstage Disease (PREVEND) study in which second- and third-
generation OCs were evaluated separately:""® in this study, after an
initial increase, urinary albumin excretion fell once OC therapy had
been stopped. Drospirenone (3 mg), a newer progestin with an anti-
mineralocorticoid diuretic effect, combined with ethinyl estradiol at

N

6#.5.5 Summary of recommendations on treatment
strategies in hypertensive women

Treatment strategies in hypertensive women

Recommendations Class® Lewvel ® Ref. =

Harmane therapy and selective
oestragen receplor modulatoes
are not recommended and
shioild ot be used for primary
or secondary prevention of CVD.
IF wreatment of younger
perimencpausal wamen i
considernd for severe menopausal
symiproma, the benefics shauld be
weighed apgairst potential rishs.
Drug treatmens of severe
hypertenssan In pregrancy

[SBP =160 mmkHg or

D8P =110 mmHg) is
recaimimendid.

Drug treatmens may also ke
considerad (n pregnant women
with persistent elevation of BP

=1 50195 mmHg, and in those with
BP = 140090 mmHg in the
prasence of gesmtional
hypertensisn, subelinical OO or
SympLoms.

Ir worreen ak high risk of
pre-echmpsa, provided they are
at low risk of gastrodntestinal
hﬂ:rnnrrlugg., Ereatment with
loowy dose aspirin from |12 weeks
uritil delivery may be considered.

I wormen with child-bearing
patential BAS blockers are not
recamimended and should be
avoidied,

Mathyldopa, laberobel and
nifedipine should be corgiderad
preferancial antibypartensive drugs
in pregnancy. Intrasenous
labetelal or infusion af
microprusside should be
considered in case of emergency
(pre-achimpsia)

435, 495

503, 504,

498

BF = blsod pressure; CVD = cardiovascular disease: DEP = disstolic bload
pressure; 0D = organ damape; RAS = renin—angiotensin system; SEF = gystalic
Baod pressura,

“Chss of recommendation

Level of svidence.

“Reference(s) supparting recommendationsk.




" PATENT: Hipertansiyonun
Farkinda Olanlar

28

NANANANE

Tum grup Erkek Kadin




Tedavi

PATENT HINT

kkkkkkkkkk

50%
50 1 45%
37 40% -+
40 1 35%
30%
2 30 1 25%
ﬁ 21 20% 4 [
2 20 1 15% H Kadh
10%
10 1 5%
0% : : ‘
Tim grup

Tiim grup Erkek Kadin

Tedavi daha fazla almalanna ragmen
kentrelll daha az




HT kontrolu oOzellikle yasli
kadinlarda daha zordur

Kadinlarda yas gruplarina gore kan basinci kontrol
oranlari

-
4

m controlled w uncontrolled

Yagla beraber KB kontrolii azahiyor

)




KB kontrolunu etkileyen faktorler

® Yag ilerledik¢e kontrol §ans1 azaliyor
® Beyaz olmayan irkta kontrol daha kot

® |nsilin rezistans: varsa kontrol daha az
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Hangi hastanin tedavi
hedefine ulasma ihtimali daha yuksek?




HT tedavisinde kadinlara 6zgu
durumlar

* Kilo kontroli HT ac¢isindan olduk¢a 6nemli

* Disiik plazma renin ‘ Tuz kisitlamasi

e DASH trial: Diyettte tuz kustlama51yla antihipertansif etki

artlyor
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llaclar-yan etki

® Ditretik
® Erkeklerde daha sik gut
* Kadinlarda daha sik hiponatremi ve hipokalemi

® Osteoporoz ve inme tizerindeki olumlu etkileri nedeniyle
kadinlarda tercih edilir

e ACE inh
e Kadinlarda okstirtiik 2-3 kat daha fazla

® Drospirenone igeren oral kontraseptitlerle beraber kullanilirsa

hiperkalemi riski daha fazla

e KKB
e Odem kadinlarda daha sik




Kadinlar ozeldir...
Kadina 0zel kilavuzlar

Evidence-Based Guidelines for Cardiovascular Disease Prevention in Women:
2007 Update

Lori Mosca, Carole L. Banka, Emelia I. Benjamin, Kathy Berra, Cheryl Bushnell,

Rowena J. Dolor. Theodore G. Ganiats, Antoinette S. Gomes, Heather L. Gornik.
Clarissa Gracia, Martha Gulati, Constance K. Haan, Debra B. Judelson, Nora Keenan,
Ellie Kelepouris, Erin D. Michos, L. Kristin Newby, Suzanne Oparil, Pamela Ouyvang.

Mehmet C. Oz, Diana Petitti. Vivian W. Pinn, Rita F. Redberg. Rosalyn Scott.

Katherine Sherif. Sidney C. Smith, Jr. George Sopko. Robin H. Steinhorn, Neil T.

Stone, Kathryn A. Taubert, Barbara A. Todd. Elaine Urbina, Nanette K. Wenger and

tor the Expert Panel/Writing Group

AHA Guideline

Effectiveness-Based Guidelines for the Prevention of
Cardiovascular Disease in Women—2011 Update
A Guideline From the American Heart Association

EXECUTIVE WERITING COMMITTEE

Lori Mosca., MDD, NMPH. PhD, FAHA. Chair; Emelia J. Benjamin, MDD, SchM. FAHA . Kathy Berra, NMSIN, NP:
Judy L. Beranson, DSN, CNS, RN: Rowena J. Dolor, MD, MHS: Donald M. Lloyd-Jones, MDD, Sch:
L. Kristin Newby., MDD, MHS: Ileana L. Pifia, MD., MPH. FAHA: Véronigue L. Roger, MDD, MPH:
Leslee J. Shaw. PhD: Dong Zhao. MD. PhD>

EXFERT PANEL MEMBERES

Theresa W, Beckie, PhD; Cheryl Bushnell. MD, MHS. FAH A: Jeanine DY Armiento, WD, PhlD:

Penny M. Kris-Etherton. PhD. RD: Jing Fang., MD. MS: Theodore G. Ganiats. MD: Antoinette S. Gomes, WD
Clarisa R. Gracia, MD, MSCE; Constance K. Haan, MDD, MS; Elizabeth A. Jackson, MDD, MPH: Debra RE. Judelson., MDD
Ellie Kelepouris, MD, FAHA: Carl J. Lavie, MD: Anne Moore, APRIN: Nancy A Nussmeier, MD, FAHA
Elizabeth Ofili, MDD, MPH: Surzanne Oparil. MD, FAHA; Pamela Ouyang, MBBS; Vivian W. Pinn, WD
Katherine Sherif, MDD Sidney C. Smith, Jr. MD, FAHA: George Sopko, MD., MPH: WNisha Chandra-Strobos, WD ;
Elaine M. Urbina, MD, MS: Viola Vaccarino, MD., PhD, FAHA: Nanette K. Wenger., MD, MACC, MACP, FAHA
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AHA 2011: Prevention of CVD in women

Saglikh kadin kimdir ?

|| cardiowascular Total kolesterol < 200 (tedavisiz)
health (all of thees)

f AKS< 100 (tedavisiz) ]
IEEEEEEEE o
Sigara icmiyor

>150 dk/hafta orta dizey ve/veya > 75dk/hafta
agir egzersiz

Kan basinci < 120/80 (tedavisiz)

DASH diyeti




HT gelisimi igin risk faktorleri

Nurses Health Study Women'’s health Initiative
* 83.882 kadin, 14 yilhk ® Siyah irk

takip . * Diustik sosyoekonomik

* VKI<25 kg/m?2 durum

® Gunlik 30 dk egzersiz * KVH éykiisii

* DASH diyetine uyum, e Fiziksel inaktivite

’ An al].ezﬂdefrm v e Fazla kilo/ obesite
tuketilmesi

® Giinliik>400 mg folat ® Fazla alkol tuketimi

alimi




Ozetle

® Genel olarak HT prevelan51 kadinlarda erkeklerle benzer

® 50 yasinda once kadinlarda HT erkeklere gore daha az fakat
55 ya$ tizerinde kadmlarda daha sik

* Hipertansif kladinlar erkeklerle kiyaslandiginda KAH, inme
ve SVH gelisme riski daha az

* Antihipertansif tedaviyle ilgili yapilan metaanaliz sonuglarina

gore erkeklerle benzer fayda elde ediliyor

® Kadmlarda HT igin tedavi indikasyonlar1 erkeklerle benzer




Sabriniz icin tesekkurler
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