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Anti-hipertansif ila¢ tercihinizde

asagidakilerden hangisi en etkin faktordur?
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. Ucuz olmasi

. Uretici Firmasi

. Kan Basincini dusurmesi
. Klinik kanitlarinin olmasi
. Yan etkisinin az olmasi



Evre 2 Hipertansiyon Tedavisinde en sik

tercih ettiginiz kombinasyon nedir?

. ACE inh + diuretik
. ARB + diuretik
. ARB + Kalsiyum kanal bloker

. Beta Bloker + Kalsiyum kanal bloker
. Beta Bloker + ACE inh
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Asagidaki ARB lerden hangisinin Ml gecirmis

hastalarda ve/veya Konjestif Kalp Yetmezligi
Hastalarinda indikasyonu vardir?

. Losartan 100 mg/g

. Valsartan 320 mg/g
. Irbesartan 300 mg/g
. Olmesartan 40 mg/g

® QO O T 9Q

. Telmisartan 80 mg/g



Hipertansif Hastada Hedeflerimiz Ne Olmali ?

1. HEDEF:
Kan basincinin dusurulmesi

Komplike olmayan HT < 140/90 mmHg
Diabetes Mellitus < 130/80 mmHg
Hedef Organ Hasari < 130/80 mmHg

Proteinuri > 1gr < 125/75 mmHg



Anti-Hipertansif Tedavi

Etkinlik: 354 calisma metaanalizi- Doza gore
KB (mmHg) degisimi vs, plasebo
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Yarim :" Standard "“ ki kat

Tiazid 7.4/3.7 : 8844 . 10.3/5.0
BB 74/56 : 9.2/6.7 : 11.1/7.8
CCB 59/3.9 : 88/59 : 11.7/7.9
ACEI 6.9/3.7 . 8547 : 10.0/57
ARB 7.8/45 % 10.3/5.7 12.3/6.5
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Wald NJ et al. BMJ. 2003; 326: 1419.



Calisma baslangicindan sonuna

ortalama degisim* (mmHg)
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Doza bagh KB dususu

9 randomize kontrollii galismasinin metaanalizi

4278 hasta
valsartan
Placebo 80 mg 160 mg 320 mg
(n=1,157) . (n=782) (n=907) . (n=646)
N N
-5.9 6.0
-9.0
B SBP
N\ DBP -11.2

*Tedavi sureleri 4-8 hafta

-14.3 -14.9

Weir et al. J Clin Hypertens 2007;9:103-12



Time to Achieve Blood-Pressure Goal:
Influence of Dose of Valsartan Monotherapy
and Valsartan and Hydrochlorothiazide
Combination Therapy

Matthew R. Weir, Drew Levy, Nora Crikelair, Ricardo Rocha, Xiangyi Meng,
and Robert Glazer

AJH  2007; 20:807-815
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Hipertansiyon Evre Oranlari

|| Evre1HT

140-159/90-99

I = Evre 2 HT

= 160/100

Kombinasyon baslanmali

Turk hipertansiyon prevalans calismasi. J Hypertens 2005
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Tirk hipertansiyon prevalans ¢alismasi. J Hypertens 2005



Hipertansiyon Kontrolu 2003-2007
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Turk Hipertansiyon ve Bobrek Hastaliklari Dernegi, 2008

Tum hipertansifler

Antihipertansif alanlar



Direncli Hipertansiyon
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Direncli Hipertansiyon

Maksimum dozda uc¢ farkl anti-HT

tedaviyi aldigi halde KB>140/90 mmHg



“Direncli Hipertansiyon” da kombinasyonda

mutlaka olmasi gereken ila¢c hangisidir?

. Beta Bloker

. Kalsiyum kanal bloker
. Diuretik

. ACE Inhibitor

. Angiotensin reseptor bloker

® Q O T 9Q



Turk Toplumunda Tuz Tuketimi Calismasi
SALTURK

NaCl Alimi
Cinsiyet Sayi Ortalama SD
NaCl Alimi (gr/gun) Tum grup 1767 18.04 8.34
Erkek 857 19,31 8,67
Kadin 910 16,83 7,86

Turk Hipertansiyon ve Bobrek Hastaliklari Dernegi, 2008



Turk Toplumunda Tuz Tuketimi Calismasi
SALTURK

Hipertansiyon & NaCl Alimi (gr/gun)

HT Sayi Ortalama SD Ortanca
(TA 2140/90 mmHg)
NaCl Alimi HT var 622 18,08 8,01 16,64
HT yok 1145 18,01 8,54 16,70

Nacl alimi p=0,853

Turk Hipertansiyon ve Bobrek Hastaliklari Dernegi, 2008



Valsartan - Valsartan-HCTZ artan dozlarda
artan kan basinci diisiisleri saglar.%?

Valsartan Valsartan Valsartan-HCTZ Valsartan-HCTZ

160 mg 320 mg 160/25 mg 320/25 mg
0 SKB: 140-199 SKB: 140-199 SKB: 160-169 SKB: 170-179 SKB: 180-189
| | | |
P
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X 30 28
©
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L) -36
€ -40- M Valsartan
© B Valsartan+HTZ
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2 hafta 6 hafta 4 hafta 6 hafta 6 hafta

1. Weir MR et al. J Clin Hypertens. 2007 Feb;9(2):103-12. 2. Pool J et al. Clin Ther. 1998
Nov-Dec;20(6):1106-14. 3. Calhoun DA. et al. Curr. Med. Res. Opin. 2008;24(8):2303-11.
4. Data on file - Study CVAH631D2301.



Time to Achieve Blood-Pressure Goal:
Influence of Dose of Valsartan Monotherapy
and Valsartan and Hydrochlorothiazide
Combination Therapy
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Hedef Kan Basincina Ulagsma Suresi

ONEMLI MIDIR?




Hedef Kan Basincina Ulagsma Suresi

ONEMLI MIDIR?

Istirahat SKB

ABPM
5 150 fark -+ Valsartan Amlodipine
T 1.1mmHg (N= 7649) (N = 7596)
S 145
£
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Julius S et al. Lancet. June 2004;363.



Belirli Zaman Araliklarinda SKB ve

Sonug Degisiklikleri:
Miyokard Infarktiisii

Sure A SKB
(ay) mmHg Primer sonlanim
Calisma Boyunca 2.2 O~
0-3 3.8 : O
3—6 2.3 : O =
6—-12 2.0 —Or—
12-24 1.8
24-36 1.6
36—48 1.4
48- calisma sonu 1.7
0.5 1.0 2.0 4.0
valsartan lehine amlodipin lehine
Risk orani

Julius S et al. Lancet. June 2004:363. (odds ratio)




Kan Basincini Kontrol Altina Alma Suresi

Onemlidir




Kan Basincini Kontrol Altina Alma Suresi

Onemlidir

Valsartan ve Valsartan/HCTZ ile
KB hedefine ulagsma suresi

320/25 mg 2.1 hafta

160/12.5 mg 2.6 hafta
320 mg 6.1 hafta
160 mg

8.1 hafta

1 2 3 4 5 6 7 8 9 10 Hafta

Weir M AJH 2007:20:807



Meta-analiz: KB<140/90 mmHg

Kan Basincli Tedavisi Sonucu

KKY Inme AMI KKH Oliim
0 B
-20 I . %16 - 713
40 - %25
- %40
-60 | - %53




Hipertansif Hastalarda >%80

Ek Komorbidite VARDIR

Erkek ] Kadin
Komorbideteler:

* Obesite
* Glukoz intolerans

*Hyperinsulinemi 2%

* Dislipidemi

- KAH

* KKY YOK
° MI 17%

«inme
* Aritmi

>50% HT Hastasi 22 Komorbiditeye sahip

HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; LVH, left ventricular hypertrophy;
TG, triglycerides.
Kannel WB. Am J Hypertens. 2000:13:3S-10S.



ALLHAT
0,30 - Kardiyovaskuler olaylar

0,25 - Rel Risk  95% ClI doxazdsin
1.25 1.17-1.33
N 0,20 -
L z=6.77, p <0.0001
& 0,15 -
@)
£ 0,10 - _
‘_g_ chlorthalidone
|<_> 0,05 -
0,00 - 12900 9443 487 2010
’ 7,382 5,285 2,654 1,083
0 1 2 3 4
C: 15,268 Takip Yili

D: 9,067

JAMA. 2000;283:1967-1975



LIFE Calismasi
EKG de LVHT olan Hipertansif Hastalar

LIFE galismasi LIFE: Tedavi ile LVHT regresyonu

LVH olan hip ertansif hastalar : takipte KB
180 N, Comell Product Sokolow-Lyon
aill mama |;._:_::::4['t:in E‘-_I_l—l oo rn_g |r|_= 4.£:'=U:II E|
160 Atenolaol 50100 mg (n=4 555) [ e @ _
) o] e, % %
g B
-------------------------- £ [10]4
--------------------- E ]
Atenadlol 509 mmHg | ch::|:| 0001 ﬁ{u 0001
_
pLosartan mAtenolol
Dakifetal Lamoe tO07 3509951003 | Dak ot B etal Lance t2002 359095-1003 |
Losartan® Atenolol*
(n = 4605) (n = 4588) P
* Primer sonlanma** 11% 13% 0.021
« CVolum 4% 5% 0.21

Inme 5% 7% 0.001
- Ml 4% 4% 0.49
Tum Olumler 8% 9% 0.13



Tum Antihipertansifier

Ayni Degil

Farkli anti-hipertansif tedavilerle

Kan Basinci esit olarak dusurulse
bile prognozlar

farkh olmaktadir.........



HIPERTANSIYON TEDAVISINDE
SECILECEK iLAC

2. Kan Basincini Dusurme disinda olumlu etkiler
HEDEF ORGAN KORUMA

9

Metabolik Olumliu Etkiler




VAKA



63y Erkek
Sikayet: Nefes darligi ve ¢cabuk yorulma

- Hikayesi: Yol yurumekle nefes darligi varmis.
Gun icinde ayaklarinda sislik oluyormus.

- 6 aydir siddetli gicik tarzinda oksuruk varmis.
- Kan basinci genelde yuksek olurmus.

- 5 yil once KAG yapilmis ve kalp
damarlarindan birisinin tikali oldugu soylenmis
ve stent takilmis.

2 yil once gecici bir felc gecirmis.
Ozgecmis: HT (15 yil), Hiperlipidemi, MI, SVO
Soygecmis: Baba HT,




llag Kullanimi:
Aspirin 300 mqg,
Ramipril 5 mg/g,
Metoprolol 50 mg/g
Simvastatin 20 mg/g

Sigara: 1 paket/g (30 yil)




Fizik Muayene

Genel durum iyi
Kilo: 94 kg Boy: 165 cm

Kan Basinci: 160/95 mmHg
Kalp Hizi: 52/dak/ritmik

KVS: Apikal 1/6 sistolik ufurum

Solunum Sistemi: Bilateral krepitan ral
Batin: Dogal
Odem: +/+
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LABORATUVAR
« Kan Sayimi: Hb: 14.4 gr BK: 8600/mm?3

« Biyokimya:
Kreatinin 1.1 mg/dl BUN 18 mg/di
AST: 21 U/L ALT: 24 U/L
K+: 4.7 mEg/L Urik asit: 6.4 mg/dI

Kan Sekeri: 96 mg/dl

T-Kolesterol: 231 mg/dl Trigliserid: 179 mg/di
LDL-K: 133 mg/di HDL-K: 42 mg/di

- |drar Tetkiki: Protein negatif




Ekokardiyografi

Kardiyomegali-LV disfonksiyon



HEDEF KAN BASINCI

Hipertansiyon

KAH/MI
KKY

<130/80 mmHg

Inme




Hangi ARB verelim ?

Losartan

o 9

. Irbesartan

Kandesartan

0

Q.

. Valsartan

e. Olmesartan



OPTIMAAL: Tum nedenlere bagh olum

25

....... Losartan (n = 499 olay) % 18.2

20 | e Kaptopril (n = 447 olay)

Olay

Hizi

(%)

Relative Risk = 1.13 (0.99 to 1.28); P = 0.069
0 w T T T ‘ T " T T | T |
0 6 12 18 24 30 36
Month

Losartan (n) 2744 2504 2432 2390 2344 2301 1285
Kaptopril (n) 2733 2534 2463 2423 2374 2329 1309

Dickstein K et al. Lancet. 2002;360:752-60.



VALIANT: Titrasyon

Basamak| Basamakll Basamak lli Basamak IV
~ N Ny N

Kap 50 mg (tid)
Kap 25 mg B |
Kap 12.5 mg ‘ |
T

Val 160 mg (bid)

KAPTOPRIL (tid) Kap6.25mg |

Val 80 mg
Val 40 mg ‘

VALSARTAN (bid) Val20mg |

Kap 50 mg (tid)
Kap 25 mg Val 80 mg (bid)

Kap 12.5 mg Val 40 mg B |
_ Kap 6.25 mg Val 20 mg e
KOMBINASYON Val 20 mg |

Pfeffer MA et al. Am Heart J. 2000;140:727-734. 3 ay sonunda HEDEF




VALIANT
AMI Sonrasi Valsartan Kullanimi: Mortalite

Valsartan dozu: 320 mg/g

== Kaptopril
0.25 Valsartan
== Valsartan + Kaptopril
0.2
Olay Olasihigi
0.15
0.1
0.05 Valsartan vs Kaptopril: HR = 1.00; P = 0.982
Valsartan + Kaptopril vs Kaptopril: HR =0.98; P=0.726
0 I
Aylar 0 6 12 18 24 30 36
Kaptopril 4909 4428 4241 4018 2635 1432 364
Valsartan 4909 4464 4272 4007 2648 1437 357
Valsartan + Kap 4885 4414 4265 3994 2648 1435 382

Pfeffer MA et al. N Engl J Med. 2003;349:1893-1906.



Mortalite oranlari: SAVE,
TRACE, AIRE ve VALIANT

Mortalite icin Relatif Risk orani

SAVE
TRACE
AIRE
SAVE, TRACE

ve AIRE kombine
VALIANT

0.5 1 2
llag¢ daha iyi Plasebo daha iyi

Pfeffer, McMurray, Velazquez, et al. N Engl J Med 2003;349



= 2004 by the American College of Cardiology Foundation and the American Heart Association, Inc.

ACC/AHA PRACTICE GUIDELINES—FULL TEXT

ACC/AHA Guidelines for the Management of Patients With
ST-Elevation Myocardial Infarction

A Report of the American College of Cardiology/American Heart Association Task Force on
Practice Guidelines (Committee to Revise the 1999 Guidelines for the Management of
Patients With Acute Myocardial Infarction)

Developed in Collaboration With the Canadian Cardiovascular Society

Klas | indikasyonlar

ACE inhibitorune toleransi olmayan STEMI hastalara ve
klinik veya radyolojik olarak KKY bulgusu olana veya
LVEF<%40 olan STEMI hastalara angiotensin receptor
blocker (ARB) tedavisi kullanilabilir. ((Valsartan ve
kandesartanin bu durum icin etkinligi gosterilmistir)

Sinif lla Indikasyonlar
ACE inhibitorunu tolere edebilen STEMI hastalara

ARB, klinik veya radyolojik olarak KKY bulgusu veya
LVEF<%A40 varsa, yararh bir alternatif olabilir

(Valsartan ve kandesartan)




Kalp Yetmezliginde Tedavi Yaklasimi

Evre A
Yuksek Risk,

Yapisal Kalp
hastalig:

YOK
Tedavi

Hipertansiyon
tedavisi

Dislipidemi
tedavisi

Duzenli Egzersiz

Alkol aliminda
kisitlama

Sigara birakma
ACE inhibisyonu

ARB

Evre B

Yapisal
hastalik VAR,
Asemptomatik

Tedavi

Evre A dakilerin
hepsi

Uygun hastaya
ACE inh.

Uygun hastaya
Beta bloker

Uygun hastaya
ARB

Uygun hastaya
aldesteron
blokaji

Evre C

Yapisal hastalik

VAR +

Simdi/once KKY

semptomlari

Tedavi

* Evre A dakilerin

hepsi

Diuretik
Beta-bloker
ACE inhibitor
ARB

Aldesteron
blokaji

Digital

Tuz kisitlama

Evre D
Ozel girisim
gerektiren ciddi
Refrakter

KKY
Tedavi

Evre A-B-C

dekilerin hepsi

Mekanik asist
devices

Kalp
transplantasyonu

IV inotropik
EECP




ARTICLES

Effect of losartan compared with captopril on mortality in
patients with symptomatic heart failure: randomised trial—the
Losartan Heart Failure Survival Study ELITE 11

Subgroups at baseline

Hazard ratio of death (95% Cl)

Age (years)
=70
=70
Sex
Male
Female
NYHA class
v
]
Ejection fraction (%)
=25
=25
[Fblockers
With
Without

Overall

Endpoint

Losartan

(n=1578)

Captopril
(n=1574)

Hazards p
ratio (CI)*

All-cause mortality (primary endpoint)

Total mortality

280 (17-7%) 250 (15:9%)

1:13(0-95-1-35) 0-16

06

... ......................... -
o )
N Sudden death 130(82% 101 (6:4%) 1:30 (1:00-1.69)
. Progressive heart failure 46 (2:9%)  53(34% 0-88(0-59-1-30)
' Myocardial infarction 31(20%  28(1-8%) 1.11(0-66-1-85)
™ Stroke 18(11%  11(0-7%) 165 (0-78-349)
S — Qther cardiovascular 5 (0-3%) 6(0-4%) 0-84(0-26-2:76)
1 Non-cardiovascular 50(3-2%)  51(3-2%) 099(0-67-1-47)
N " Sudden death or 142(90%) 115(7:3% 125(0.98-160) 008

Favours losartan

Favours captopril

resuscitated cardiac arrest




KY’de Valsartan + ACE-I: Valsartan Kalp

Yetersizligi Calismasi (Val-HeFT)

5010 hasta
>18 yas; EF <%40; NYHA II-1V; LVIDd >2.9 cm/m?

Standart tedavi goruyor

ACE inhibitorleri (%93), diuretikler (%86),
digoksin (%67), B-blokerler (%36)

l Randomizasyon ‘

Valsartan 40 mg bid — Plasebo
160 mg bid’e kadar titre
edildi

906 olum (kayith olay)

EJ = ejeksiyon fraksiyonu; LVIDd = sol ventrikil i¢i diyastolik ¢ap.
Cohn JN et al. Eur J Heart Fail. 2000;2:439-446.



VAL-HeFT Calismasi:
Mortalite / Morbidite: Birlesik mortalite/ morbidite

Valsartan dozu: 320 mg/g

13.2% risk azalmasi
== Valsartan p=0.009

= 0.9
8
(o]
N
2 0.8
% == Plasebo
8
o
2 0.7
<
()

0.6

0 3 6 9 12 15 18 21 24 27
Cohn et al. NEJM 2001 345:1667 Zamana gore randomizasyon (aylar)



Konjestif Kalp Yetmezliginde ARB

Val-HeFT CHARM-Alternatif: Primer sonlanma noktasi
Kombine Morbidite Sonlanim Noktasi Kardiyovaskiiler 6liim veya
kalp yetersizligi nedeniyle hospitalizasyon
50 1
dnceden ACE-l kullanmayan altgrup - 406 (40.0°
Lo 40 4 Plasebo (40.0%)
! by, 334 (33.0%)
-F" ..l
0.914 ] s
A o
0.879 ™5 ' Valsartan {n = 185) 30 1 «'““kandesartan
* .. a ot
Olaydan  0.743 Y 20 - e
Bagimsiz 0.657 e \»\ o
Olasitik  0- % 44 risk azalm asi* S 1 /. Tehlike Orani 0.77
0.571 P <0.0002 ‘""5_+ 10 1 {95% gliven araligi 0.67-0.89), p=0.0004
0.486 o ] Dizeltiimis Tehlike Orani 0.70, p<0.0001
L Plasebo (n = 181) 01 I I I T I T T
- .
0.400 0 1 2 3 3.5 yil
0 3 6 9 12 15 18 21 24 27 Risk Sayilari
Randomizasyondan Kibaren Gegen Kandesartan 1013 929 831 434 122
*merbiclite icin; mortalite igin % 3 RR. Sire (ay)
r»flmalz;;rgi::.niE;t-Lg Al o A Col Carelod 2002;40:1414-1421 calismasindan acapte edimisti. Plasebo 1015 887 798 421 126




ARB Serebrovaskuler Korunma

MOSES: Serebrovaskiiler olay Sikligi SCOPE: Kardiyovaskiiler Olay - Inme

No. of avents Relativerisk £95% CI
Atacalml' Cont‘ln'ol |0_5 | | 10 | | 20 |
n nAooo n n1000
pts year s yvear
160
Nitrendipine Major CV events 242 26.7 268 300 —
L CV deaths 145 156 152 166 —0—
120 Nen-fatal VI 54 59 47 52 —O—
= 100 Eprosartan Non-fatal stroke 68 74 93 10.3* ——
E‘ 80 AllMI 70 76 63 6.9
S RRA 25% (P=0.02) Fatal MI 18 1.9 18 20
‘-IIII.....
= & Allstroke "4, 89 97 115 128
20 %, Fatalstroke & 24 26 % 28 %
...IIIIII.“‘
0 200 400 600 800 1000 1200 1400 1600 Total mortality 259 21.9 266 29.0
Giin Favours Favours
*28% risk reduction, p= 0.04 Atacand control
Lithell &t al, J Hypertens in press

LIFE: Losartan Inme Sikligini Azaltir

Valsartan in a Japanese population with hypertension

and other cardiovascular disease (Jikei Heart Study):
0.08 - arandomised, open-label, blinded endpoint
Atenolol (n=4588) . + Op A ! P Loncet 2007: 369: 1431-39
0.07 morbidity-mortality study
0.06
Lesartan {n=4305} 1Y Mrap— HorrARB treatment group Hosard ratio pvalos
3 0.05 Mumbsrol  Rateperi000  Humberof Rateperi0ng  BSHCN
E " svents tiertysars  events patisrt
patisrt ye years
E Primar cndpoint o
L 004 oy . % (6.0%) n3 149 (9.7%) 345 Q81{0F-070) 00002
<] ‘
o S inlons s Y . —
= 0.03 *la %4
= !-u::[ ;.“"‘ Tidt=) : 1901.2%) 0.00(047-174)  OF545
w myocardial infeztion
0.02 New Dcousmence of sxacerbation 19(12%) 53 G4w) 035 (0.20-058)  Q.0001
of angira pecaris needing haspitalisation
0.01 Adjusted risk reduction 24.9% {p=0.001) e e et L C) Bem cRpneN oug
Unadjusted risk reduction 25.8% {p=0.000q} Dissacting arveutyers of the:aons 2(01%) Y 10(06%) ¥ C19(004088) 00 ——————
0.0
0 180 360 540 720 900 1080 1260 1440 1620 1800 1980 s e Fosm selesvaen  mese 1
Stl.ld}‘ day All-cwsze morality 13[1.&»3‘ 7 NBCDEH—BSl) o753 —
PAp— 9w : 9108%) ' 103(041260) 09545 —
Adaptec from Cahltf Betal Lancecong 359 535-1003., * ot ox 05 1 1 4
Ingdenca of endpaint redu ced Incidence inareased




JIKEI HEART Calismasi

CV mortalite ve KKY bagl Anginaya bagl

mobidite inme/TIA Hospitalizasyon Hospitalizasyon
1 1 | - 1

39% 40%

0=0.0002 p=0.0280 47%
60 - p=0.0293

Risk azalmasi (%)

65%

80 - p=0.0001

With valsartan-based therapy compared with non-ARB
therapy tPrimary endpoint

TIA = transient ischemic attack Mochizuki et al. Lancet 2007;369:1431-9



Uygun Tedavi Planimiz

Aspirin 300 mg
Ramipril =) Valsartan 160 mg/g
Diliretik =) Tiazid 25 mg/g

Metoprolol 50 mg/g

Statin degistirilmesi

Simvastatin 20 mg/g === | . . . Ezetemib



1 ay sonra kontrol

Sikayeti YOK
Kan Basinci: 130/80mmHg N: 55/dak/r
Solunum Sistemi: Ral Yok

Batin: Dogal
Pretibiyal Odem: Yok

Kreatinin 1.1 mg/dl BUN 19 mg/di
AST: 24 U/L ALT: 26U/L
K+: 4.8 mEg/L Urik asit: 6.7 mg/dI

LDL-K: 80 mg/di HDL-K: 46 mg/dl



Ne yapalim ?

a. llaclara aynen devam ederim

b. Kalsiyum Kanal Bloker (amlodipin) eklerim
c. Alfa bloker eklerim (doksazosin 2 mg/g)

d. Beta Bloker dozunu artirirbm (100 mg/g)

e. Valsartan dozunu artirirbm (320/25 mg/g)



Antihipertansif Tedavinin DM gelisimine etkisi

(Metaanaliz n=143,154 hasta)

ARE —_— 057 (0-46-0-72) p<0-0001
ACE inhibitor —— 0-67{0-56-0-80) p=0-0001
CCB —— 0-75 {0-62-0-90) p=0-002
Placebo = 0-77 (0-63-0.94) p=0-009
B blocker 0-90(0-75-1-09) p=0-30
Diuretic Referent

I 1] ]
080 070 090 126
{Odds ratio of incident diabetes Incoherence=0-000017

Elliott WJ, et al. Lancet 2007; 369: 201-7.
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1996 valsartan 80 mg FDA onay: aldi

1998 valsartan 80 mg Turkiye'de piyasada

2000 valsartan160mg ve
valsartan/HKTZ 80/12,5 mg

2002 valsartan/HKTZ 160/12,5 mg,

2004 valsartan/HKTZ 160/25 mg,

2008 valsartan 320 mg



Valsartan, a new angiotensin Il antagonist for the treatment of essential
hypertension: efficacy and safety compared with placebo and enalapril.

J Hypertens. 1996 Sep;14(9):1147-51.
Holwerda NJ, Fogari R, Angeli P, Porcellati C, Hereng C, Oddou-Stock P, Heath R, Bodin F.

St Elizabeth Hospital, Tilburg, The Netherlands.

OBJECTIVE: To compare the antihypertensive efficacy and systemic tolerability of valsartan, a
new angiotensin Il receptor antagonist, with placebo and with an angiotensin converting enzyme
(ACE) inhibitor, enalapril. DESIGN: A total of 348 adult outpatients with mild-to-moderate
uncomplicated essential hypertension participated in this double-blind, parallel, study. Patients
were allocated randomly in a ratio of 2:2:1 to receive 80 mg valsartan once a day, 20 mg
enalapril once a day, or placebo for 8 weeks in general practice. Patients were assessed at 4 and
8 weeks of therapy. MAIN OUTCOME MEASURES: The primary efficacy variable was the
change from baseline in mean sitting diastolic blood pressure (SDBP) after 8 weeks of therapy.
Secondary variables included the change in sitting systolic blood pressure (SSBP) and response
rates at 8 weeks. RESULTS: Valsartan and enalapril produced statistically significant reductions
in diastolic and systolic blood pressures compared with placebo. Similar falls were found in both
of the active treatment groups with mean changes in SDBP at 8 weeks of -9.5 mmHg for
valsartan and -9.4 mmHg for enalapril (-4.5 mmHg for placebo). No significant differences
between valsartan and enalapril were found for reductions in SDBP or SSBP. Response rates at
8 weeks were significantly greater for valsartan (54%) and enalapril (58%) than for placebo
(20%), with no significant difference between the two active treatments. Both valsartan and
enalapril demonstrated a consistent antihypertensive effect over time, with 90% of patients with a
response at 4 weeks responding at 8 weeks. Both of the treatments were tolerated well. Although
the incidence of coughing was generalﬁy Qwaim the stdy, more cases were reported with
enalapril (three) than with valsartan, or placebo (no e).

CONCLUSIONS: The data shb.w 80 mqg valsartanonce a day to be as
effective as 20 mg enalaprif ong_g_;q_gl_gy_m‘the treatment of mild-to-

moderate hypertension. Vvalsartan is tolerated well and does not appear to be associated
with any increase in the incidence of coughing.
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The efficacy and safety of valsartan compared with placebo
in the treatment of patients with essential hypertension.

Clin Ther. 1996 Sep-Oct;18(5):797-810.

e Oparil S, Dyke S, Harris F, Kief J, James D, Hester A, Fitzsimmons S.
*  University of Alabama at Birmingham, Alabama, USA.

* A multicenter, randomized, placebo-controlled, double-masked, parallel-group study was performed to
compare the efficacy and safety of valsartan 20, 80, 160, and 320 mg with placebo in the treatment of patients
with essential hypertension. A total of 736 adults with uncomplicated essential hypertension stages 1 to 3
were randomized to receive placebo or valsartan 20, 80, 160, or 320 mg daily for 8 weeks. Assessments were
made at baseline, after 4 and 8 weeks of treatment, and 2 to 3 days after stopping treatment. The primary
efficacy variable was change from baseline in mean sitting diastolic blood pressure (MSDBP). Other variables
included change from baseline in mean sitting systolic blood pressure (MSSBP) and responder rates (ie,
MSDBP < 90 mm Hg or decrease of > or = 10 mm Hg from baseline). All doses of valsartan produced
statistically significant reductions in both MSDBP and MSSBP at end point compared with placebo. A dose-
response effect was seen, although the incremental reduction in blood pressure with doses of valsartan > 80
mg was relatively small. Statistically significant differences in responder rates at end point were seen for
doses of valsartan of 80 mg and above compared with placebo, whereas the responder rates for valsartan 20
mg was not significantly different from that for placebo. Safety and tolerability variables included data on
adverse experiences, rebound hypertension, and clinical laboratory evaluations. Tolerability was good, with
headache being the most common complaint and occurring most frequently in placebo patients. The
incidence of dizziness was similar among the placebo (5.4%) and valsartan 20-mg to 160-mg groups (2.1% to
3.4%); there was an increase in the incidence of dizziness in the 320-mg group (9.3%). No cases of
symptomatic orthostatic hypotension occurred. Analysis of rebound showed that 11.6% of patients receiving
placebo and 16.6% receiving valsartan had an increase in MSDBP to baseline levels or above 2 to 3 days
after stopping treatment. No glinigall signifieantmdverse expenicnaes wq? ted after stopping treatment.
There we;e.ru) clneAY 8r statistically significant changes in laboratory values dlirfh§ Feaimegt,

Y il'hhs ‘valsartan proved to be both effective and safe in reducing blood pré§su,re
** " in adults with essential hypertension. The optimal dose range is 80 *

*+.{0 160 mg, given once daily. _‘n’
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Valsartan and hydrochlorothiazide in patients with essential
hypertension. A multiple dose, double-blind, placebo controlled trial
comparing combination therapy with monotherapy.

J Hum Hypertens. 1998 Dec;12(12):861-6.
Benz JR, Black HR, Graff A, Reed A, Fitzsimmons S, Shi Y.

Clinical Research, Cedar Rapids, IA 52401, USA.

OBJECTIVE: This study compares the antihypertensive efficacy and tolerability of
valsartan, a novel angiotensin Il antagonist, given with hydrochlorothiazide (HCTZ) vs
placebo or vs valsartan or HCTZ alone. DESIGN: 871 adult out-patients with essential
hypertension participated in this double-blind study. Patients were randomised in equal
number to receive either combination therapy of valsartan (80 mg or 160 mg) and HCTZ
(12.5 mg or 25 mg), or valsartan (80 mg or 160 mg) or HCTZ (12.5 mg or 25 mg) alone,
or placebo. Patients were treated once daily for 8 weeks and assessed at 2, 4 and 8
weeks after randomisation. MAIN OUTCOME MEASURES: The primary efficacy variable
was change from baseline in mean sitting diastolic blood pressure (MSDBP) at end-point.
The secondary variable was change in mean sitting systolic blood pressure (MSSBP)
from baseline to end-point. RESULTS: All active treatments produced a statistically
significant difference in MSDBP (P < 0.001) from baseline to end-point compared with
placebo. Similar results were obtained for MSSBP. All combination regimens produced a
statistically significantly greater reduction in MSDPB and MSSBP than the corresponding
monotherapies. Dizziness r?r;d.headaehe.we.re the most common treatment-related
adverse experiencessrefdrted. Hypokalaemia, 8gsogiated with the use of thiazide
diuretics, was mefe commonly reported in the higher Yose HCTZ 25 mg groups.
CONCLUSIONS; Valsartan 80 mg and 160 mq a¢t additively with HCTZ 12.5
mg or 25 mq td igwer MSDBP and MSSI?_I‘D__in’patients with essential

hypertension. The additfon=of HCT £ #os watSartan 80 mg or 160 mg was well tolerated.
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Effects of the angiotensin Il antagonist valsartan on blood
pressure, proteinuria, and renal hemodynamics in patients
with chronic renal failure and hypertension.

J Am Soc Nephrol. 1998 Dec;9(12):2223-34

Plum J, Bunten B, Németh R, Grabensee B.

Department of Nephrology and Rheumatology, Medizinische Einrichtungen der Heinrich Heine
Universitat, Dusseldorf, Germany.

Angiotensin |l receptor antagonists have become clinically available for the treatment of arterial
hypertension. Presently, there is little infgrane#on=abeut thej effects on BP, proteinuria, and
renal function in patients with modgveﬂe or advanced renal fallurg. This study examines the
effects of the angiotensin Il antagenist Valsartan (80 mg/d) on pfoteinuria and glomerular
permselectivity in patients with chrénig renal failure during a_6,m6 treatment, using a double-
blind, randomized, placebo-controlled sfuﬂy @reatmentg*up [V-group]: n = 5, age 57 +/- 7 yr,
serum creatinine 365 +/- 122 micromol/L; placebo group [P-group]: n = 4, age 62 +/- 11 yr,
serum creatinine 346 +/- 61 micromol/L). Study parameters included BP, 24-h proteinuria, GFR,
and effective renal plasma flow (ERPF) as determined by inulin and para-aminohippurate
clearance. Changes in glomerular permselectivity were assessed by measuring the fractional
clearances of neutral dextrans by HPLC gel-permeation chromatography. Valsartan lowered the
mean arterial pressure on average by 13 +/- 7 mmHg during the 6-mo treatment (P < 0.05).
GFR and ERPF remained almost unchanged. However, after 6 mo of Valsartan treatment,
proteinuria was reduced by 396 +/- 323 mg/24 h (26 +/- 18%) and albuminuria by 531 +/- 499
mg/24 h (41 +/- 21%) with regard to baseline values (P < 0.05). In the P-group, both proteinuria
and albuminuria increased slightly with time (by 30 +/- 43% and 30 +/- 54%, respectively, NS).
The fractional clearances of high molecular weight dextrans >66 A were significantly reduced
after 6 mo of Valsartan treatment (P < 0.05), indicating a reduction of the glomerular shunt
volume by 54 +/- 20% (P < 0.05) according to the model of Deen et al. (Am J Physiol 249: 347-
389, 1985). The mean pore size radius of the glomerular membrane remained unchanged. This

effect was independent of glomerular hemodynamic changes. Valsartan persistently
lowered proteinuria in patients with chronic renal failure..
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Dose-response efficacy of valsartan, a new
angiotensin |l receptor blocker.

J Hum Hypertens. 1999 Apr;13(4):275-81.

e Pool JL, Glazer R, Chiang YT, Gatlin M.
« Baylor College of Medicine, Houston, TX, USA.
. %EJEC'EIVE T StUHY the Efficmay ad tolerability of a range of valsartan doses in patients with mild-to-
.
.

derate hypertension. DESIGN: 12 Sdult out-patients were randomised in equal numbers to receive
v Valsartan 10 mqg, 40 mg, 80 mg, 160 mg of* placebo once daily (OD) for 4 weeks in this multicentre, double-
4 blind, fixed-dose, parallel trial. Patients \yese assessed at 0, 2 and 4 weeks. MAIN OUTCOME MEASURES:
&' frimary gfficagy X%iﬁtﬂe.w: sHafMge from baseline in trough mean supine diastolic blood pressure
(MSuDBP). Other variables included change from baseline in trough mean supine systolic blood pressure
(MSuSBP), responder rates and trough/peak ratio. RESULTS: All treatments significantly reduced MSuDBP
and MSuSBP at 4-week end-point compared to baseline (P < 0.001). The magnitude of blood pressure
lowering was greater with increasing doses of valsartan (least square mean change from baseline for
placebo, valsartan 10 mg, 40 mg, 80 mg, 160 mg respectively: MSuDBP -4.4 mm Hg, -4.9 mm Hg, -6.5 mm
Hg, -8.2 mm Hg, -9.1 mm Hg; MSuSBP -1.3 mm Hg, -3.6 mm Hg, -7.0 mm Hg, -11.1 mm Hg, -11.9 mm Hg).
A fitted quadratic curve, to predict relationship between dose and change from baseline in trough MSuDBP,
indicated a positive dose response. Responder rates were 16%, 24%, 33%, 46%, 54% for placebo, valsartan
10 mg, 40 mg, 80 mg, 160 mg respectively, which also indicated a positive dose response in the dose range
of 10 mg to 160 mg. Greater than 50% of the antihypertensive effect measured at peak persisted at trough for
each of the four active treatment groups, confirming efficacy over a 24-h period. No dose-related adverse
experiences were observed, with overall incidence (regardless of relationship to trial medication) of 44% with
placebo and 44%, 36%, 22%, 21% for valsartan 10 mg, 40 mg, 80 mg, 160 mg respectively. The most
common adverse experience reported was headache which occurred most frequently with placebo (12%). No
trial drug-related cough was observed. Treatment with valsartan did not produce clinically significant
orthostatic changes in diastolic or systolic blood pressure. One case of symptomatic orthostatic hypotension
was observed on placebo.

« CONCLUSIONS: The results of this trial show valsartan to effectively lower blood

pressure in patients with mild-to-moderate hypertension, and demonstrate that the
reduction in blood pressure increases with increasing dose levels.
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Angiotensin Il antagonism and the heart:
valsartan in left ventricular hypertrophy.

Cardiology. 1999;91 Suppl 1:3-7

Thurmann PA.

Institute of Clinical Pharmacology, University Witten/Herdecke, Wuppertal,
Germany. thuermann@klinikum-wuppertal.de

Left ventricular hypertrophy (LVH) represents an independent risk factor for
cardiovascglggcrj;;o;lgidirt.ey and mortality, and normalization of left ventricular mass
assbetdhe a desirab “gomkgf antihypertensive treatment. In a randomized,
+*double-blind study the angiotensin Il (AT(1) receptor) antagonist valsartan
% (Diovan((R)); 80 mg/160 mg g.d.)}*was compared with the beta-blocker atenolol
*@0 mg/100 mg q.d.) over 8 moRths in predominantly previously untreated patients
withl essential hypertansion*ghd LVH. Sixty-nine patients were randomized, of
whom 58 were evaluated with echocardiographic data. After 8 months of treatment
in the atenolol group [n = 8 with additional hydrochlorothiazide (HCTZ)], initial
blood pressure was reduced from 160/103 to 147/92 mm Hg (p < 0.0001), and in
the valsartan group (n = 9 with additional HCTZ) blood pressure decreased from
163/101 to 146/90 mm Hg (p < 0.0001). Left ventricular mass index decreased
from 127 to 117 g/m(2) in the atenolol group and from 127 to 106 g/m(2) in the
valsartan group.

Long-term treatment with valsartan resulted in a significant
reduction of LVH in patients with essential hypertension.
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Rationale and design of the Valsartan Heart Failure Trial: a
large multinational trial to assess the effects of valsartan, an
angiotensin-receptor blocker, on morbidity and mortality in

chronic congestive heart failure.

J Card Fail. 1999 Jun;5(2):155-60.
« Cohn JN, Tognoni G, Glazer RD, Spormann D, Hester A.

« Department of Medicine, University of Minnesota Medical School,
Minneapolis 55455, USA.

« BACKGROUND: To investigate the role of persistent angiotensin activity
despite angiotensin-converting enzyme inhibitor therapy in the progression
of heart failure, the Valsartan Heart Failure Trial has been designed to
investigate the effect of the angiotensin-receptor blocker, valsartan, on
morbidity and mortality. METHODS AND RESULTS: Nearly 5,000 patients
with, News YerkeHeartsAsgociation classes Il to IV heart failure, while

‘{eCeiving all standard therapy, are being randomized to treatment with
= K . .

» valsartan, 160 mq twice dailysor placebo in a worldwide study. Follow-up
*ayill be continued until 906 dgaths have been recorded. Additional end points
willimelude the peed femmaspitalization, other major morbid events, quality--
of life measurement, changes in neurohormone levels, and changes in left

ventricular size and function. Substudies will explore exercise tolerance,
arrhythmias, and magnetic resonance imaging.

« CONCLUSION: This study should help establish the role of
angiotensin-receptor blockade in the treatment of heart failure.
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Valsartan in acute myocardial infarction trial
(VALIANT): rationale and design.

Am Heart J. 2000 Nov;140(5):727-50.

Pfeffer MA, McMurray J, Leizorovicz A, Maggioni AP, Rouleau JL, Van De Werf F, Henis M,
Neuhart E, Gallo P, Edwards S, S Sellers MA, Velazquez r E, Califf R.

Cardiovascular Division, Brigham and Women's Hospital, Boston, MA 02115, USA.
mpfeffer@rics.bwh.harvard.edu

BACKGROUND: Survivors of acute myocardial infarction (MI) complicated by heart failure and/or
resulting in left ventricular dysfunction are at heightened risk for subsequent death and major nonfatal
cardiovascular events. Inhibition of the renin-angiotensin system with an angiotensin-converting enzyme
inhibitor has consistently been demonstrated to result in reductions in these risks by approximately 20%.
The development of angiotensin Il receptor blockers offers a new, more specific, and theoretically more
complete pharmacologic mode to inhibit the adverse influence of angiotensin Il. METHODS: Valsartan in
Acute Myocardial Infarction (VALIANT) is a multicenter, double-blind, randomized, active controlled
parallel group study comparing the efficacy and safety of long-term treatment with valsartan, captopril,
and their combination in high-risk patients after MI. The trial is designed with 3 arms, giving equal
statistical consideration to survival comparisons of captopril versus the angiotensin |l receptor blocker
valsartan, as well as the combination of captopril plus valsartan, compared with a proven effective dose
of captopril. This 14,500-patient trial is designed with an 86% power to detect a 15% reduction in
mortality rate with either use of valsartan compared with captopril. The trial encourages optimal
individualization of other proven therapies in acute and chronic infarction, and the international patient
body ensures good representation of multiple practice patterns.

CONCLUSION: VALIANT is a large international investigative effort that will evaluate

the role of valsartan in the management of patients with MI associated with heart

failure and/or left ventricular dysfunction. The use of a proven dose of captopril and the
comparator arms with valsartan alone or in combination with captopril provides a unique test of whether
the angiotensin Il receptor blocker can make an additional improvement in clinical outcomes beyond
angiotensin-converting enzyme inhibitors.
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Comparison of Efficacy of Low- (80 mg/day) and
High- (160—320 mg/day) Dose Valsartan in the
Prevention of In-Stent Restenosis after
Implantation of Bare-Metal Stents in Type B2/C
Coronary Artery Lesions

Stefarn Peters
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Table II. In-stent restenosis rate, mean late lumen loss, target lesion revascularization (TLR) and target vessel revascularization (TVR) rates, and major
adverse cardiac event (MACE) rate in high- and low-dosel? valsartan groups

Clinical endpoints Low-dose valsartan (80 mg/day)l High-dose valsartan (160-320 mg/day) p-Value
In-stent restenosis [no. (%)] 78 (19.5) 27 (7.3 <0.0001
TLR and TVR [no. (%)] 36 (9) 16 (4.3) <0.01
MACE [no. (%)) 7(1.5) 0 <0.01
Mean late lumen loss [mm (mean + SD)] 053+ 0.31 037+03 <0.01
%25
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