TARIHTE HIPERTANSIYON

)| The treatment of the hypertension itself
A1 is a difficult and almost hopeless task in
M  the present state of our knowledge

the hypertension may be an important
compensatory mechanism which should
not be tampered with, even were it
certain that we could
control it.

e White PD. Heart disease. 2nd ed. New York:
Macmillan, 1937:326.



Mortalite

Kan Basinci - Kalp Hastaligina Bagh
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Antihipertansif Tedavi ve KV Risk

Sistolik-Diyastolik HT Izole Sistolik HT
Fatal ve Fatal ve
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ESH-ESC Hypertension Guidelines. J Hypertens. 2003



Kardiyovaskiiler Olay ve Sistolik Kan Basinci

Odds orani (calismal/ r'eferans)
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Kardiyovaskiiler Olay ve Sistolik Kan Basinci

Reduction inrisk for each 5 mm Hg reduction in systolic blood pressure:
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Difference in reduction in systolic blood pressure (mm Hg)

Blood Pressure Lowering Treatment Trialsts Collaboration. BMJ 2008



Renin Anjiotensin Sistemi




KAN BASINCI KONTROLU

Kan Basinci = Kalp debisi x Perifer vaskiiler direng
Hipertansiyon = Artmis KD ve/veya Ar"rlmls PVD
: ‘ : Vazokonstriksiyon
T Onyiik T Kontraktilite
T T Kalp Hizi

T Sivi Volumu

REenIneE

Sempaﬂk Sinir e
Birikimi SISilien)
Asiri Na Gene'rlk
A faktérler

Kaplan (1994)
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RAAS Blokaji:
ACE inhibitorleri / AT,-R Blokerler

Anjiotensinojen




Hipertansiyon

ACE inhibit
ARB



ACE Inhibitorleri: Antihipertansif Etkinlik
n:12954

Bazal KB 157/101mmHg
SKB DKB

6 & Doz oncesi

Bazal KB gore degisim (mmHg)

12 - B Doz sonrasi 1-12 st

Heran et. al Cochrane Database 2008 D 003823



ARB'ler: Antihipertansif Etkinlik
n:13451

Bazal KB gore degisim (mmHg)

-10 +

-12 4

14

Bazal KB 156/101mmHg
SKB

DKB

B Doz oncesi

B Doz sonrasi 1-12 st

Heran et. al Cochrane Database 2008 DO 003822



Tedaviye Cevap
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Ilag secimi

- Etkin kan basinci kontroli

- 24 saatlik KB kontrolii saglamasi

- KB'da ani yiikselmelerin engellenmesi



Kan Basinci Degerlendirme Yolu
Hedef Organ Hasari

o
o

| ™ DKB P<0.01 |

T _

=
o

=
i

=
N

oL
-

Klinik 24 saatlik

o
—

LVMI ile korelasyon katsayisi (r)
o
w

HOH: Hedef Organ Hasari
Mancia et al. Circulation 1997



AlbUmindri ve Kan Basinci Takibinde
Kullanilan Olgiim Metodu

Hedef Organ Hasari Ile Sadece Ev ve AKB Olgiimleri
Arasinda Korelasyon

= Mikroalbumindirik

190 - = Normoalbumindrik

170 -

150 -

SKB (Mm/hg)

130 -

110 - .
Klinik Ev olgiimleri AKB Ol¢iimi

* P<0,05

*% p-
P=0,001 Sancho et.al. Blood Press Monitor 2006



Kan Basincinda Sabah Go6zlenen Ani Artis

Tedavi edilmeyen hipertansifler Normotansifler
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Millar-Craig et al. Lancet 1978,1(8068):795-797.



Kan Basincinda Sabah G6zlenen Ani
Artis ve KV Olaylar

Serebrovaskiiler olaylar

(2 saat basina)
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Sabah Kan Basincinda Ani Artis ve KV Hasar
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Gosse et al. J Hypertens 2004,22:1113-1118.



Hipertansiflerde Sistolik Kan Basinct
Variasyonu ve Inme

24 Saatlik KB/Gece KB

Sistolik KB'da
Her 5mm Hg'lik variasyon
Inme riskinde % 80 artis
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Pringle et.al J Hypertens. 2003



Sabah Kan Basincinda Ani Artis ve KV

Hasar
Bazalde sessiz SV enfakt SVO (41 aylik takip)
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Kario et al. Circulation 2003;107:1401-1406



Son 6 Saatlik Kan Basinci Kontroli:
Telmisartan/Ramipril

T4OmgI T 80 mg : T 80 mg
Telmisartan
D Plasebo n
‘ Ramipril
R2.5mg R 5 mg ' R 10 mg

<+— 2-5 hafta —T— 2 hafta —>« 6 hafta :f 6 hafta —»T

AKBM AKBM AKBM

Weber. J Hypertens 200321 (Suppl 6).537-546.



Bazala gore degisim mmHg

o

24 Saatlik Kan Basinci Kontroli:
Telmisartan/Ramipril

Doz alimi sonrasi zaman (saat)
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—4— Telmisartan 80 mg
—=— Ramipril 10 mg

p < 0.001 Telmisartan 80 vs Ramipril 10 mg
24 saat, sabah, giinigi ve gece

Weber. J Hypertens 200321 (Suppl 6).537-546.



Son 6 Saatlik Kan Basinci Kontroli:
Telmisartan/Ramipril

Doz oncesi son 6 saat
SKB DKB

mm Telmisartan 80 mg

ww Ramipril 10 mg

-8 A

-10 A

-12 A

Bazal degere gére degism (mmHg)
(o))

-14 -
*p < 0.0001 Telmisartan vs Ramipril

Weber. J Hypertens 200321 (Suppl 6):537-546.



Bazala gore degisim mmHg

24 saatlik Kan Basinci Kontroli:

Telmisartan/Ramipril

Doz alimi sonrasi zaman (saat)
2 4 6 8 10 12 14 16 18 20 22 24
| |

-10 A

-12 ~

-14 -

—4— Telmisartan 80 mg
—#— Ramipril 10 mg

p < 0.001 Telmisartan 80 vs Ramipril 10 mg
24 saat, sabah, giinigi ve gece

Lacourciére et al. Hypertension 2004;44:576.



Son 6 Saatlik Kan Basinci Kontroli:
Telmisartan/Ramipril

Doz oncesi son 6 saat
SKB DKB

mm Telmisartan 80 mg

ww Ramipril 10 mg

-10

-12 A

Bazal degere gore degism (mmHg)
()]

14 *

*p < 0.0001 Telmisartan vs Ramipril

Lacourciére et al. Hypertension 2004;44:576.



Telmisartan ile Ramiprile Gore
Son 6 Saatlik Kan Basinci Farki (n:1613)

8. Hafta 14. Hafta

mm Sistolik KB
-6 - X mm Diyastolik KB

Ramiprile gore degism (mmHg)
|
w

*p < 0.0001 Telmisartan vs Ramipril

William et al. J Human Hypertens 2009



Yarinlanma Omrii

Eprosartan
Losartan
Valsartan
Candesartan
Olmesartan
Irbesartan

Telmisartan

Plazma yar: émrd (h)

Burnier, Brunner. Lancet 2000:355:637-645
Brunner. J Hum Hypertens 200216 (Supp/ 2).513-516



Antihipertansif Etkinlik
Telmisartan ve Losartan (n: 1832)

Ofis KB AKB

mm Sistolik KB

wm Diyastolik KB

Losartana gére degism (mmHg)

*p < 0.0001 Telmisartan vs Losartan

Xl et. al. Am J Hypertens 2008



Antihipertansif Etkinlik
Telmisartan ve ACE inhibitorleri

o Perindopril  Enalapril Ramipril
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Zou et. al.J Human Hypertens 2009



Ilag secimi

- Etkin kan basinci kontrold

- 24 saatlik KB kontrolii saglamasi

- KB'da ani yiikselmelerin engellenmesi

- Ek kazanimlar



Tedavi Altindaki Hipertansif Diyabetik
Hastalarda Kardiyovaskiiler Olaylar
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Verdecchia et al. Hypertension. 2004,43.:963-969



Tedavi Altindaki Hipertansif Hastalarda

Kardiyovaskiiler Olaylar
(n: 15245 4.2 yillik Takip)

Odds Orani
Yeni DM Gelisen Y — 1.3(1.16-1.77)
Diyabetik —o— 2.2 (1.99-2.45)

DM olmayan/gelismeyen 4

l | | 1
0.5 10 15 2 2.5

Aksnes et. al. Hypertension. 2007



Metabolik Sendrom ve Kronik Bébrek Hastalig

DM gelisenlerde KBH riskinde artig

Kronik Bobrek Hastaligi

Mikroalbimindri

t6FH<60 ml/dk/1.73 m?

0.25 0.5

Odds Orani

1.3 (1.1-1.6)

1.4 (1.0-1.9)

1.3 (1.0-1.6)

Lucove et.al ATKD 2008



Antihipertansifler ve Yeni Diyabet Gelisimi

N: 143153
ARB S — 0.57(0.46-0.72) p < 0.0001
ACE inh — . 0.67(0.46-0.72) p < 0.0001
KKB —l— 0.75 (0. 62-0.90)  p=0.002
Plasebo —_— 0. 77 (0.63-0.94)  p=0.009
Beta bloker - 0. 90 (0.75-1.09) p=0.30
Diiiretik T Ref

0.50 0.70 0.90 1.26
Yeni DM Gelisim Riski

Elliot WJ et.al Lancet 2007 369.201-207



Antihipertansifler ve Yeni Diyabet Gelisimi

ACE inh

ARB'ler

¢

Odds Orani

0.72 (0.63.0.84)

0.73 (0.64 -0,84)

1.5

Andreaws et.al AmJ Cardiol 2008



Ilag secimi

- Etkin kan basinci kontrold

- 24 saatlik KB kontrolii saglamasi

- KB'da ani yiikselmelerin engellenmesi

- Ek kazanimlar

* Yan etki
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. ONTARGET
Tlag¢ Ara Verme /Birakma Oranlar:
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Genetik + Cevresel Faktorler

Prehipertansif —— Hipertansif hasar——— Hipertansif klinik hastalik

Hastalik seyri 10-50 yil

Kilavuzlar A Klinik Calismalar

HIPERTANSIYON: HEDEF ORGAN HASARI: KV HASTALIK:
-Lipid bozuklugu - Albiminri -KAH/KKY

*Glukoz bozuklugu ‘SVH / SV disfonksiyonu -Ilerlemis renal hastalik
‘KB diizensizlikleri ‘Damar yapisinda degisiklikler ‘Inme/TIA

‘Obezite ‘6FH azalma -PVH



RAS Blokerleri Ile Yapilan Calismalar

ACE inhibitorleri GISSI-3

AIRE
ARB'ler

/ ISIs-4 SAVE
SOLVD-Prevention
TRACE

CHARM -Preserved
OPTIMAAL
VALIANT

HOPE
EUROPA

SOLVD-Treat
CHARM - Added

CHARM -Alternative
ELITE IT

#

Val-HeFT
ALLHAT
ANBP2
INVEST )
LIFE CONSENSUS



RAS Blokaji Bazal KV Risk Iligkisi

RR azalmasi ACEi/A2A vs kontrol
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Kontrol grubunda olay sikligi (%/yil)



AT1-R Blokerler

99 | 99 | 99 | 200 | 200 | 200 | 200 | 200 | 200 | 200 (200|200 [ 200 | 200 | 200 | 200
7 8 9 0 1 p 3 4 5 6 | 7|18 |9 10|11 | 12
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I-Preserve
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YETMEZLIGI

Sl MI SONRAST
VALIANT

KV Hastalik

VALUE
ONTARGET
TRANSCEND

TRENDY
IDNT RENAL
RENAAL ORIENT

—IRVAZ ROADMAP




KV Kazanim: ACE inhibitorleri vs. ARB'ler

N:49249
Odds Orani
Myokard infarktisi = 1.01 (0.95-1.07)
Inme o1 0.92 (0.85-0.98)
Kardiyovaskiiler Oliim o 1.03 (0.98-1.08)
Total Mortalite Ho- 1.03 (0.97-1.10)

| ] | |
0.25 0.5 1.0 1.5 2

ARB ACE inh
daha iyi daha iyi

Reboldi et al. J Hypertens 2008



KV Kazanim: ACE inhibitorleri vs. ARB'ler

N:49249
Odds Orani
KKY baglh oliim i - : 1.06 (0.56-1.62)
KKY bagl hastaneye yatis i o I 1.09 (0.74-1.60)
Post MI 6lim Ho1 1.05 (0.97-1.14)
| | | |

0.25 0.5 1.0 15 2

ARB ACE inh
daha iyi daha iyi

Shibata et.al Int J Clin Pract 2008



Kanit tablosu ACEI ARB

* Hipertansiyon
* Kalp Yetersizligi
* MI sonrasi

SV disfonksiyonu

* Nefropati/KBY

- Koroner arter
hastaligi
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