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Beta-Blokerler
Tedavi

Hipertansiyon * Feokromositoma

Koroner arter hastahg: Hipertiroidi
Aritmiler Migren-profilaksisi

Konjestif kalp Esansiyel tremor

yetersizligi Anksiyete
Hipertrofik obsriiktif Glokom (topikal)
kardiyomiyopati

Dissekan aort
anevrizmasi
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Kilavuzlarin amaci

e Bu kilavuzlar Avrupa Hipertansiyon Birligi ve Avrupa Kardiyoloji Birligi tarafindan
atanan bir Uzman Komitesi tarafindan hazirlanmis (ESC-ESH) ve Uluslararasi
Hipertansiyon Birligi tarafindan onaylanmigtir

e Bu kilavuzlar, mevcut en iyl kanitlar temel
alinarak ve kilavuzlarin salt buyurucu olmaktan

cok egitime yonelik bir amaca sahip olmasi
gerektigi dusunulerek hazirlanmistir.

ESC-ESH/2003




Beta Blokerlerin Antihipertansif Etki
Mekanizmalari

Kalp hizini azaltirlar

Kalp debisini azaltirlar
SSS’den sempatik cikisi azaltirlar
Bobrekden renin salinimi azaltirlar




HT Tedavisinin Etkileri

Diuiretik ve beta blokerlerle yapilan ¢calismalarin
metaanalizi
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JACC 1996, Arc Int Med 1993




Antihipertansif tedavi algoritmasi

Yasam tarzi degisiklikleri J NC 7

'

Hedeflenen kan basincina ulasilamamigsa (<140/90 m;mHg ya da diyabetikler veya kronik bobrek hastalar icin <130/80 mmHg)

v
IIk ilac secenekleri

I !

Zorunlu endikasyonu olmayan hipertansiyon Zorunlu endikasyonu olan hipertansiyon
|
I } !
Evre 1 hipertansiyon Evre 2 hipertansiyon Zorunlu endikasyonlar
(sistolik KB 140-159 mmHg veya (sistolik KB >160 mmHg veya icin ilaglar
diyastolik KB 90-99 mmHg) diyastolik KB >100 mmHgq) Gerektiginde diger
Cogunlukla tiyazid ditretikleri Cogunlukla iki ilag kombine edilir. antihipertansif ilaclar
kullanilir. (Cogunlukla tiyazid ditretikleri ve (Ditiretikler, ACE

ACE inhibitorl, ARB, B bloker, KKB ACE inhibitéri veya ARB veya 3 inhibitorl, ARB, B bloker,
veya kombine tedavi de segilebilir. bloker veya KKB) KKB)

Hedeflenen kan basincina ulasilamamissa

» Hedeflenen degere ulasincaya kadar dozaji optimize edin veya ek ilac kullanin
* Bir hipertansiyon uzmanina danismayi dusundn

KB: Kan basinci, ACE: Anjiyotensin donlstlrict enzim, ARB: Anjiyotensin reseptor blokeri, KKB: Kalsiyum kanal blokeri




Hastahk

Kalp
yetersizligi

MI sonrasi

Yiiksek
koroner
hastahik
riski

Diyabet

Kronik
bobrek
hastahig:

Rekiirran
inmeden
korunma

Diiiretik

Onerilen ilaclar

B bloker

ACEIi

ARB

KKB Aldosteron
antagonisti

JNC 7
Antihipertansif ila¢ siniflarinin zorunlu endikasyonlarinin
klinik calismalara ve kilavuzlara gore siniflanmasi

Klinik cahismalar

ACC/AHA Kalp Yetersizligi Kilavuzu,
MERIT-HF, COPERNICUS, CIBIS,
SOLVD, AIRE, TRACE, ValHEFT,
RALES

ACC/AHA post-MI kilavuzu, BHAT,
SAVE, CAPRICORN, EPHESUS

ALLHAT, HOPE, ANBP2, LIFE,
CONVINCE

NKF-ADA Kilavuzu, UKPDS,
ALLHAT

NKF Kilavuzu, Kaptopril Calismasi,
RENAAL, IDNT, REIN, AASK

PROGRESS




Antihipertansif llaglar Icin Endikasyon ve
Kontraendikasyonlar

Kontraendikasyon

Sinif Endikasyonlar Zorunlu Rolatif

Beta Anjina pektoris Astma Periferal vaskuler

Blokerler  post-miyokardiyal enfarktiis ~ Kronik obstriiktif —hastalik
Konjestif kalp yetmezligi akciger hastaligi  Glukoz intoleransi

(titre edilir) A-V blok (2-3) Atletler ve fiziksel
Gebelik aktif hastalar

Tasiaritmiler

ESC 2003




Ingiltere Hipertansiyon Cemiyeti Kan Basincim Diisiiriicii
[lac Kombinasyonu Onerileri-2004

Geng (<55 yas) Yash (>55 yas)
ve siyahi degil veya siyahi

A Geya B

Adim 4
Direncli
Hipertansiyon

Ekle: alfa-bloker veya spironolakton veya diger ditiretikler

A: ACE inhibitorii veya anjiyotensin reseptor blokeri B: Beta bloker
C: Kalsiyum kanal blokeri D: Ditiretik (tiyazid)

Williams, B. et al. BMJ 2004,;328:634-640




Atenolol in hypertension: is it a wise choice?

Bo Carlberg, Ola Samuelsson, Lars Hialmar Lindholm

sSumimary

Background Atenolol is one of the most widely used B blockers clinically, and has often been used as a reference
drug in randomised controlled trials of hypertension. However, questions have been raised about atenolol as the
best reference drug for comparisons with other antihyvpertensives. Thus, our aim was o systematically review the
effect of atenolol on cardiovascular morbidity and mortality in hypertensive patients.

Methods Reports were identified through searches of The Cochrane Library, MEDLINE, relevant textbooks, and by
personal communication with established researchers in hypertension. Randomised controlled trials that
assessed the effect of atenolol on cardiovascular morbidity or mortality in patienls with primary hypertension
were included.

Findings We identified four studies that compared atenolol with placebo or no treatment, and five that compared
atenolol with other antihypertensive drugs. Despile major differences in blood pressure lowering, there were no
oulcome differences between atenolol and placebo in the four studies, comprising 6825 patients, who were
followed up for a mean of 4 -6 years on all-cause mortality {relative risk 1- 01 [95% CI 0-89-1 - 15]}, cardiovascular
mortality (0- 99 [0-83-1 - 18]}, or mwyocardial infarction {0-99 [0-83-1-19]). The risk of stroke, however, tended 1o be
lower in the atenolol than in the placebo group (0-85 [0-72-1-01]). When atenolol was compared with other
antihypertensives, there were no major differences in blood pressure lowering bebtween the trealment arms. Our
meta-analysis showed a significantly higher mortality (1-13 [1 -02—1 - 25]) with atenolol treatment than with other
active trealment, in the five studies comprising 17 671 patienls who were followed up for a mean of 4-6 yvears.
Moreover, cardiovascular mortality also tended to be higher with atenolol treatment than with other
antihypertensive treatment. Stroke was also more frequent with atenolol treatment.

Interpretation Our results cast doubts on atenolol as a suitable drug for hypertensive patients. Moreover, they
challenge the use of atenolol as a reference drug in oulcome trials in hypertension.

e 4 calisma, 6825 hasta atenolol vs plasebo
e 5 calisma, 17 671 hasta atenolol vs diger antihipertansifler

Carlberg B, Samuelsson O, Lindholm LH.Lancet 2004; 364: 1684—89




Atenolol in hypertension: is it a wise choice?

Hence, based on the results of our meta-analyses and on the

effects of atenolol in other cardiovascular disorders, W€

have doubts about the suitability of

atenolol as a first-line antihypertensive

d 'UQJ and as a reference drug in outcome trials of hypertension.

Carlberg B, Samuelsson O, Lindholm LH.
Lancet 2004; 364: 1684—-89




Atenolol in hypertension: is it a wise choice?

We did not analyse other blockers. The effect of
other blockers in cardiac failure, and after myocardial
infarction, is well-documented. However,in large hypertension
trials, few researchers have specifically studied the outcome of

different blockers.Instead,beta blockers were most

often considered as a group, which is also the case in
hypertension guidelines.

Bo Carlberg, Ola Samuelsson, Lars Hjalmar Lindholm
Lancet 2004; 364: 1684—89




Should (3 blockers remain first choice in the treatment of
primary hypertension? A meta-analysis

Lars Hjadmar Lindholm, Bo Carlberg Ola Samwelsson

Summary

Background: 2 blockers have been used widely in the treatment of hypertension and are recommended as first-line
drugs in hypertension guidelines. However, a preliminary analysis has shown that atenclol is not very effective in
hypertension. We aim to substantially enlarge the data on atenclol and analyse the effect of different B blockers.

Methods: The Cochrane Library and PubMed were searched for B blocker treatment in patients with primary
hypertension. Data were then entered into the Cochrane Collaboration Review Manager package and were

summarised in meta-analyses. 13 randomised controlled trals (n=105951) were included in a meta-analysis

comparing treatment with B blockers with other antihypertensive drugs. Seven studies (n=27433) were included
in a comparison of B blockers and placebo or no treatment.

Findings: The relative risk of stroke was 16% higher for B blockers {95% CI 4-30%) than for other drugs. There
was no difference for myocardial infarction. When the effect of B blockers was compared with that of placebo or
no treatment, the relative risk of stroke was reduced by 19% for all 3 blockers (7-29%), about half that expected
from previous hypertension trials. There was no difference for myocardial infarction or mortality.

Interpretation: In comparison with other antihypertensive drugs, the effect of B blockers is less than optimum,
with a raised risk of stroke. Hence, we believe that B blockers should not remain first choice in the treatment of
primary hypertension and should not be used as reference drugs in future randomised controlled trials of
hypertension.

Lancet 2005; 366: 1545-53




Should beta blockers remain first choice in the treatment of
primary hypertension? A meta-analysis

Atenolol vs Diger Antihipertansifier

Atenolol ile RR
Sonlanim 95% GA

Inme 1.26 1.15-1.38

Ml 1.05 0.91-1.21
Tum olumler 1.08 1.02-1.14

Lindholm LH, et al. Lancet 2005; 366: 1545-53




Should beta blockers remain first choice in the treatment of
primary hypertension? A meta-analysis

Non-atenolol Beta Blokorler vs Diger
Antihipertansifler

BB ile Relatif risk
Sonlanim 95% GA

Inme 1.20 0.30—4.71

\ 1 0.86 0.67-1.11
Tum OlUmler 0.89 0.70-1.12

Lindholm LH, et al. Lancet 2005; 366: 1545-53




Should beta blockers remain first choice in the treatment of
primary hypertension? A meta-analysis

Beta Blokorler ile Diger Antihipertansiflerin Karsilastiriimasi :Meta-analiz

BB ile Relatif risk (vs plasebo )
Sonlanim 95% GA

Inme 1.16 1.04—-1.30
Ml 1.02 0.93-1.12
Tum olumler 1.03 0.99-1.08

Lindholm LH, et al. Lancet 2005; 366: 1545-53




Should beta blockers remain first choice in the treatment of
primary hypertension? A meta-analysis

Beta Blokor + Diuretik vs Diger Antihipertansifler

Beta Bloker ile RR
Sonlanim

95% GA

Inme 1.09
Ml 1.00
Tum olumler 0.97

0.98-1.21
0.81-1.22
0.89-1.05

Lindholm LH, et al. Lancet 2005; 366: 1545-53




Yorum:

Diger antihipertansiflerle karsilastirildiginda 8
blokorlerin etkisi beklenenden azdir

Inme riskinde artiga neden oluyorlar

Bize gore B blokorler primer hipertansiyon
tedavisinde ilk tercih olmamahdir

Gelecekteki randomize galigmalarda referans ilag
olarak kullanilmamahdir

Lindholm LH, et al. Lancet 2005; 366: 1545-53.
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Re-examining the efficacy of P-blockers for the treatment
of hypertension: a meta-analysis

Nadia Khan, Finlay A. McAlister

145 811 hasta , 21 calisma

Canadian Medical Association Journal
(CMAJ) 2006;174(12):1737-42




Birlesik sonlanim noktalari icin(olum, inme,MI) risk

oranlari (<60 yas)

A

Study (mean age of
participants)

Risk ratio
(95% CI)

B-blocker
n/MN

Placebo
n/MN

IPPPSH? (52 yr)
MRC?' (52 yr)

Overall

<>

0.93 (0.75-1.16)

0.82 (0.67-0.99)

0.86 (0.74-0.99)

0.5 0.7

Favours p-blocker
<

1.5 2.0

Favours placebo
—_—>

143/3185

146/4403

289/7588

153/3172

352/8654

505/11 826

Test for heterogeneity:
p=0.79

Khan N, A. McAlister FA . CMAJ 2006;174(12):1737-42




Birlesik sonlanim noktalari i¢cin (olum, inme,MI) risk

oranlari (> 60 yas)

B

Study (mean age of Risk ratio p-blocker Placebo
participants) (95% Cl) n/MN n/N

HEP*® (68.8 yr) : 0.78 (0.51-1.17) 35/419 50/ 465
STOP'? (75.7 yr) <« 0.62 (0.45-0.85) 58/812 94/815
MRC-0l1d** (70.3 yr) 0.98 (0.82-1.18) 151/1102 309/2213
Dutch TIA® (65 yr) 1.03 (0.79-1.35) 97 /732 95/ 741

TEST?' (70.4 yr) - 0.95 (0.77-1.18) 114/372 112/348

Overall 0.89 (0.75-1.05) 455/ 3437 660/4582

r T ) Test for heterogeneity:
0.5 0.7 1.5 2.0 p=0.09

Favours [B-blocker Favours placebo
€ >

Khan N, A. McAlister FA . CMAJ 2006;174(12):1737-42




Birlesik sonlanim noktalari icin(olum, inme,MI) risk

oranlari (<60 yas)

A

Study (mean age of
participants)

Risk ratio
(95% CI)

p-blocker
n/N

Other drug
n/N

MRC*' (52 yr)
HAPPHY'® (52.2 yr)
UKPDS* (56.2 yr)
CAPPP' (52.5 yr)
ELSA® (56 yr)

Owverall

>

0.5

Favours B-blocker

1.5

2.0

-+«

>

1.02 (0.81-1.28)
1.02 (0.84-1.23)
0.79 (0.52-1.20)
0.92 (0.80-1.07)
1.24 (0.75-2.05)

0.97 (0.88-1.07)

Favours other drug

146/4403

19773297

34/358

335/5493

33/ 1157

745/15 136

140/ 8654

192/32712

48/400

363/5492

27

770/15 276

Test for heterogeneity:
p=0.6

Khan N, A. McAlister FA . CMAJ 2006;174(12):1737-42




Birlesik sonlanim noktalari igin(olum, inme,MI) risk

oranlari (> 60 yas)

B

Study (mean age of Risk ratio B-blocker Other drug
participants) (95% Cl) n/M n/M

MRC-Old* (70.3 yr) 1.38 (1.10-1.75) 151/1102 107 /1081

STOP2'® (76 yr) 1.03 (0.93-1.14) 460/2213 887/44M

NORDIL" (60.4 yr) 0.98 (0.86-1.12) 400/5471 403/5410

LIFE** (66.9 yr) 1.16 (1.04-1.30) 588/4588 508/4605

INVEST* (66.1 yr) 1.02 (0.95-1.11) 1150/11 309 1119/11 267

T

CONVINCE™ (65.6 yr) 0.99 (0.86-1.14) 365/8297 364/ 8179

ASCOT-BPLA® (63 yr) 1.11 (0.97-1.26) 474/9618 429/9639

Overall 1.06 (1.01-1.10) 3588/39 010 3817/40 765

e

! 1 [ 1 ,
Test for heterogeneity:
0.5 0.7 1.5 2.0 p=0.8

Favours f-blocker Favours other drug

- e
., -

Khan N. A. McAlister FA . CMAJ 2006:174(12):1737-42



Yorum

* B blokorler zorunlu endikasyon olmadike¢a ileri yastaki

hastalarda ilk tercih olarak kullanilmamahidir.Ancak;

* Geng¢ hastalarda kardiyovakuler morbidite ve

mortaliteyi onemli olgude azaltirlar

Khan N, A. McAlister FA . CMAJ 2006;174(12):1737-42




Controversies in Cardiology 2

Controversies in hypertension

Norman M Kaplan, Lionel H Opie

Lancet 2006; 367: 168—76




Controversies in hypertension

Two additional facts were recorded: first, the commonly used

blocker, atenolol, provided no cardioprotection;

second, diuretic-based regimens with or without blocker

provoked more new cases of diabetes than comparator
regimens

Norman M Kaplan, Lionel H Opie Lancet 2006; 367: 168—76




Controversies in hypertension

But are all blockers equally
ineffective” Important reservations

must be made.

First, the failure of atenolol-based therapy might be
caused by the absence of 24-h efficacy when used

once a day.

Norman M Kaplan, Lionel H Opie Lancet 2006; 367: 168—76




Controversies in hypertension

Second, other blockers might give different results. However, a meta-

analysis of blockers as a group showed that the risk of stroke was 16%
higher for blockers than for other drugs, and that by comparison with
placebo or no therapy, blockers reduced stroke by about half of that

predicted from previous studies. More modern
blockers such as carvedilol and
nebivolol could be safer than others, with

less glucose intolerance, but few major outcome studies in
hypertension have investigated this possibility.

Norman M Kaplan, Lionel H Opie Lancet 2006; 367: 168—76
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The Year in Hypertension
Bryan Williams, MD, FRCP, FAHA
Leicester, United Kingdom

JACC Vol. 48, No. 8, October 17, 2006:1698—711




/N

ASCOT-BPLA 444f3018
CONVINCE 166/4397
ELSA 17/1157

HARPHY 1313397
INVEST 441711309
LIFE 1184588
MR Old fof1102

NORDIL 157/5471
STOR2 154/2213
|IEFDS 46358

Yureniy 71150

MRC 1034403
Total avents 1935/51963
Testfor heterogenaity; y= 20.67 (p=0-04)

Other druyg
/N

1509639
1338179
1841177
116/3:72
45211267
168/1081
48/ 4605
183/5410
1184401
G1/400
o154
1yL97
2042/53862

| I
05 07 ] 15 2

Favours b blocker  Favours ather diug

JACC Vol. 48, No. 8, October 17, 2006:1698-711

RR
g dl

1-14(1-00-1-30)
1:23{0-48-1.54)
0-06/(0-50-1.65)
113 (D:85-1-4d)
097 (085111
005 (0-78-116)
1:63(1-15-2:32)
085 (0-69-1-05)
0-56{0-80-116)
084(055-120)
1-20(0-41-3-48)
084 (065-110)
102 (043-1:12)




Mortality of all causes B blokker
n/N

ASCOT-BPLA $20/0618
Berglund 5753
CONVINCE 39897
ELS 17/1157
HAPFHY 983297
INVEST 89311309
LIFE n|.3‘.1'45ﬂE
MRC Old 1671102
NORDIL 228/5471
STOR- 2 1642213
KPS 59/358
Yurene 1/150
MRC 120/4403
Total events 3525/52016
Test for heterogentity: y 1573 pe0-20)

Other drug
n/M

73819639
4/53
337/8179
3
101/3171
87311267
3831081
134/1081
1315410
7424401
75400
71154
128/4297
3760/53435

. | : —
o5 07 1 1 2
Favouns b blocker  Favours other drug

JACC Vol. 48, No. 8, October 17, 2006:1698-711

RR
g5% (]

111 {1:01-123)
1.25 (0-36-4-40)
(93 (0-80-1.08)
133{065-273)
004 (0-72-1.24)
102 (0-93-1.11)
113(0:65-129)
1:22 (0-99=151)
098 (0-82-1.17)
099 (0-88-1.11)
088 (0-64-1.20)
(15 (0:02-1-18)
091 (0-72=1-17)
103 (0-99-1.08)




f blocker (thes ding RR
N VN 958 |

ASCOT-BPLA 422/9618 127/9634 129(112-1.49)
CONVINCE 118/8297 133/8179 087 (068-112)
ELSA 14/1157 41177 158 (0:64-364)
HAPPHY Ry 41317 — 077 (043-1-23)
INVEST 0111309 176/11267 114 {(+93-1:39)
LIFE 30674588 132/4508 1-34(113-158)
MR Old ch{1102 45/1081 — 122(083-179)
NORDIL 196/5471 159/5410 — 1:22(0:99-150)
§TOP-2 1372213 422/4401 1-12 {096-1-30)
UKPDS 17/158 21/400 040 (0-48-1.60)
furen B/150 11/154 - 056 (0-21-1-48)
MFL 14403 1814297 2:28{1:31-345)
Tetal events 1660/51563 1594/53882 1:16 (1:04=1:30)
Testfor heterogenety: y7= 12:39 (p=0-02)

e —r—

05 07 1 15 2
Faours b blocker  Favours other drug

JACC Vol. 48, No. 8, October 17, 2006:1698-711




YEAR IN CARDIOLOGY SERIES
The Year in Hypertension

e Ozellikle degisik farmalojik 6zellikleri olan
diger beta blokorler ile bu sonuclarin nasil
olacag! belli degildir

JACC Vol. 48, No. 8, October 17, 2006:1698-711




CAFE: Santral aortik basing

:|: Brakiyal SKB

Santral aortik SKB
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Amlodipine X perindopril

Atenolol = bendroflumethiazide
CAFE Investigators. Circulation. 2006;113:1213-25.




CAFE: Ozet

- Amlodipine * perindopril ,atenolol = bendroflumetiyazid ile
karsilastirildiginda ; brakiyal KB’nda benzer etkiye ragmen
santral aortik KB’Inda ve hemodinamide onemli ve surekli

farklihklar vardir

- Santral aortik sistolik KB ve and santral aortik nabiz
basincindaki farkliliklar ASCOT-BPLA ‘da gorulen farkli klinik

sonlanimlari aciklayabilir

« Santral aortik nabiz basinci KV sonlanimlarin bir belirleyicisi

olabilir

CAFE Investigators. Circulation. 2006;113:1213-25.




Ventncutar systale

Sustodic eapransion recusces wirth aoe

Drastalic recodl reduces with age

1"-\\ i / / Age progression — reduced diastolic blood pressure

Norman M Kaplan, Lionel H Opie Lancet 2006; 367: 16876
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BUTUN BETA BLOKORLER AYNI MI?




Expert consensus document on beta adrenergic receptor
blockers

p-blacker 154 Lipid solubility Peripheral vasodilation .. Average daily oral dose

I. Non-selective |, + ;) adrenergic antagonists

Cartealal Low 2.5=20 mg once/ twice daily
Madalaol Low 40320 ma once daily

Pen bubalal Moderate 20-E0 mi once/twice daily
Findalal Hizh 1040 mz twice daily
Propranolol Hizh 0180 maz twice daily
Sotalal Law

Timalal Hizh =40 m twice daily

II. Selective [ -adrenergic antagonists

Acebutolol g Moderats 200=E00 mi once Mtwice daily
Abenolal Law 25=100 miz once daily
Betaxolal Moderats =20 mg once daily
Bizopralal Moderate 2.5=10 mi once daily
Celipralal Moderate 200600 mg ance daily
Ezmalaol Low Cly i.v.

Metopralal Hizh 30=100 mg ance/twice daily
MHevibalal 2.5-5 mg once daily

I, ay=- and S-adrenergic antagonists

Bucindalal g Moderats 25=100 max twice daily
Carvedilal® 0 Moderats 312550 ma twice daily
Labetalal d Low 200-E00 mg twice daily

European Heart Journal (2004) 25, 1341-1362




82429 : Different pattern of peripheral versus central
blood pressure in hypertensive patients treated with beta-
blockers either with or without vasodilating properties

Ug grup hipertansif hasta :

e ACEIi veya ARB / diuretik (grup |, n=102)
e Karvedilol veya nevibolol / diuuretik (grup I, n=73)

e Atenolol / ditretik (grup lll, n=84)

Polonia et al. European Heart Journal ( 2007 ) 28 ( Abstract Supplement ), 767-768




82429 : Different pattern of peripheral versus central blood
pressure in hypertensive patients treated with beta-blockers
either with or without vasodilating properties

Grupl Grupll Grup Il

Periferal KB (mm Hg) 145/84 145/87 145/87
Santral KB (mm Hg) 131/84 134/86 139/86

Augmentasyon indeksi 21 (9) % 25(11)% 34 (9) %

ANOVA p<0.01, Group I v Il, 1 vl and Il v Il

Augmentation indeksi p<0.03 tumu arasinda

Polonia et al. European Heart Journal ( 2007 ) 28 ( Abstract Supplement ), 767-768




82429 : Different pattern of peripheral versus central blood
pressure in hypertensive patients treated with beta-blockers
either with or without vasodilating properties

e Atenololun santral KB'in1 dusurmedeki
dezavantajl vazodilator etkileri olan beta

blokorlerde ayni oranda gorulmemektedir.

Polonia et al. European Heart Journal ( 2007 ) 28 ( Abstract Supplement ), 767-768
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Ingiltere Hipertansiyon Cemiyeti Kan Basincim Diisiiriicii
Ila¢c Kombinasyonu Onerileri

Geng (<55 yas) Yash (>55 yas)
ve siyahi degil veya siyahi

A (eya B

A (veya B¥)

Adim 4
Direncli

, : Ekle: alfa-bloker veya spironolakton veya diger ditiretikler
Hipertansiyon

A: ACE inhibitorii veya anjiyotensin reseptor blokeri B: Beta bloker
C: Kalsiyum kanal blokeri D: Ditiretik (tiyazid)

*B ve D kombinasyonu diger tedavilere gore yeni DM baglama
riskini arttirir. Williams, B. et al. BMJ 2004;328:634-640




Management of hypertension in adults in
primary care-June 2006

Younger than 55 years or older
55 years or black patients of any age

( ) ( ) Step 1
Abbreviations:

A = ACE inhibitor cren 2
(consider angiotensin-Il receptor C A+CorA+D ) (2]

antagonist if ACE intolerant)

( = calcium-channel blocker ~
D = thiazide-type diuretic C ) Step 3

d Add

e further diuretic therapy
or

e alpha-blocker

or

e beta-blocker

Consider seeking specialist
advice

www.nice.org.uk



Beta-blokerler

Beta-blokerler artik hipertansiyonun baslangi¢
tedavisinde tercih edilmemelidir

Ancak genc hastalarda ozellikle dusunulmelidir:

— Dogurganlik cagindaki kadinlarda
—Sempatik aktivasyon belirtileri olanlarda
—ACEi ve ARB kullanamayan hastalarda

www.hice.org.uk



Ozet: Zorlayici Endikasyon Yoklugunda, Sistolik-Diyastolik
Hipertansiyonu Olan Hastalardaki Tedavi Algoritmasi

DUSUN

Uyum problemi?

Sekonder HTN?

Etkilesen ilaglar veya
yasam tarzi?

Beyaz onliik etkisi?

HEDEF <140/90 mmHg

;

Uzun-etkili Beta-
A DHP-KKB bloker*

\ 4

. * 60 yasin ustiinde ilk
Ikili kombinasyon tercih olarak kullanma
Uclii veya doértlii tedavi

2006 Canadian Hypertension Education Program Recommendations CHEP 2006

.




Ozet: Zorlayici Endikasyon Yoklugunda, Sistolik-Diyastolik
Hipertansiyonu Olan Hastalardaki Tedavi Algoritmasi

DUSUN

Uyum problemi?

Sekonder HTN?

Etkilesen ilaglar veya
yasam tarzi?

Beyaz onliik etkisi?

HEDEF <140/90 mmHg

;

ARB Uzun-etkili Beta-
DHP-KKB bloker*

\ 4

. _ * 60 yasin ustiinde ilk
Ikili kombinasyon tercih olarak kullanma

2006 Canadian Hypertension Education Program Recommendations CHEP 2010

.




Guidelines

2007 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)

ESC ve ESH Kilavuzlan

J TUREK
@ KARKDIYOLOJI
DERMNFECGT

uuuuuuuuuu

Arteriyel Hipertansiyon Tedavisi 2007 Kilavuzu

Avrupa Hipertansiyon Dernegi (ESH) ve Avrupa Kardiyoloji Dernegi (ESC)
Arteriyel Hipertansiyon Tedavisi Gorev Grubu

Journal of Hypertension 2007, Vol 25 No 6




2007 ESH/ESC Kilavuzu

Hipertansiyon Tedavisine
Yaklagsim

HEDEF
<140/90 mmHg

Yasam tarzinin diizenlenmesi

Eslik Eden Ozel Bir |Endikasyon Yoksa

Uzun etkili Beta-
KKB bloker*

Monoterapi ya da kombinasyon seklinde

*BB (0zellikle tiyazid diiiretikleriyle birlikte) metabolik sendromu
olan ya da diyabet gelisme riski yiiksek olan hastalarda
kullaniimamal




ESC ve ESH Kilavuzlar
..J TR
‘ KARDIVOLOJI
DERMNECCE

Arteriyel Hipertansiyon Tedavisi 2007 Kilavuzu

Avrupa Hipertansiyon Dermnegi (ESH) ve Avrupa Kardiyoloji Dernegi (ESC)
Arteriyel Hipertansiyon Tedavisi Gorev Grubu

Bununla birlikte, karvedilol ve nebivolol gibi

vazodilator beta-blokerler icin bu gecerl
olmayabilir; bu ilaclarin dismetabolik etkileri daha
azdir veya yoktur ve klasik beta-blokerlere gore
yeni ortaya ¢>kan diyabet insidansi azalmisltir

Journal of Hypertension 2007, Vol 25 No 6




1 Effects of different regimens to lower blood

pressure on major cardiovascular events in
older and younger adults: meta-analysis of
randomised trials

Blood Pressure Lowering Treatment Trnialists’ Collaboration

BMJ 2008:336;1121-1123; originally published online 14 May 2008
doi:10.1136/bmj.39548 738368 BE




ABSTRACT

Objective To quantify therelative nsk reductionsachieved
with differentregimens to lower blood pressure in younger
and older adults.

Design Meta-analyses and meta-regression analyses
used to compare the effects on the primary outcome
between two age groups («65 vz65years). Evidence for an
interaction between age and the effects of treatment
sought by fitting age as a continuous variable and
estimating overall effects across trials.

Main outcome measures Primary outcome: total major
cardiovascular events.

Results 31 trnals, with 1920 606 participants, were
included. The meta-analyses showed no clear difference
between age groups in the effects of lowering blood
pressure or any difference between the effects of the drug
classes on major cardiovascular events (all Pz0.24).
Meitherwas there any significant interaction between age
and treatment when age was fitted as a continuous

variable (all P>0.09). The meta-regressions also showed
no difference in effects between the two age groups forthe
outcome of major cardiovascularevents (6% v 265;
P=0.38).

Conclusions Reduction of blood pressure produces
benefits in younger («65 years) and older (265 years)
adults, with no strong evidence that protection against
major vascular events afforded by different drug classes
varies substantially with age.

BMJ 2008;336;1121-1123
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Toplam Major Kardiyovaskiiler Olaylar

Difference In
SBP/DEP
1st listed 2nd listed (mm Hg)

Mo of events/patients

Angiotensin converting enzyme inhibitor v
" _

diuretic or fi blocker
¢
Age <g5 Bl19/9448 1066/12012 1.3/0.1

Age yed 1795/10 783 2525/14 429 2.0/0.5

Calcium antagonist v diuretic or i blocker

Age <65 1165/20 358 1430723 236 1.1/-0.2

_

Age 365 2653721 204 3363724 981 0.5/-0.4

Angiotensin converting enzyme inhibitor v

calcium antagonist

Age 165 54875130 5684919 0.9/0.6

Age w65 1583/8170 1608/8140 1.0/1.0
0.5

Favours
ist listed

BMJ 2008;336;1121-1123

Riskratio

(95% CI)

Favours
2nd lsted

Risk ratio
(959% CI)

05 (0.96 to

01 (0,95 to

06 (0.98 to

02 (0,97 to

.91 (0.7 B to

.98 (0.92 to

P for
homogeneity




Toplam Major Kardiyovaskiiler Olaylar

. . Difference in
No of events/ patients SBP/DBP
1st listed 2nd listed (mm Hg)

Angiotensin converting enzyme inhibitor or

calcium antagonist v B blocker

Age 5 297/7013 INB/F058  0.2/0.1

Age cs 519/6484 Y69 /6648 -0.8/-0.2

Angiotensin converting enzyme inhibitor or
calcium antagonist v diuretic
Age 65 92378447 1455/13 683 1.9/0.U

Age 5 2412/13613 3786/20783 1.6/

Favours
ist listed

BMJ 2008;336;1121-1123

Riskratio
(95% CI)

g

2.0

Favours
2nd bsted

Risk ratio P for
(95% CI) homogeneity

98 to 1.

@8 to 1.0




WHAT IS ALREADY KNOWN ON THIS TOPIC

Some blood pressure management guidelines recommend specific classes of blood
pressure lowering treatment for particular age groups

Bazi hipertansiyon kilavuzlan belirli yaglarda
spesifik antihipertansif tedavi onermektedir.

BMJ 2008;336;1121-1123




WHAT THIS STUDY ADDS

Blood pressure reduction produces similar proportional reductions in the risks of vascular
events in younger (<65 years) and older (265 years) adults
There was no clear evidence to support recommendations for particular drug classes in older or

younger adults

* Bu oneriyi destekleyecek yeterli kanit bulunmamaktadir

BMJ 2008;336;1121-1123




WHAT THIS STUDY ADDS

Blood pressure reduction produces similar proportional reductions in the risks of vascular
events in younger (<65 years) and older (265 years) adults

The absolute benefits of treatment are likely to be particularly large among older individuals because of their
higher average risk

There was no clear evidence to support
recommendations for particular drug classes in older
or younger adults

BMJ 2008;336;1121-1123




ESC ve ESH Kilavuzlar
..J TR
‘ KARDIVOLOJI
DERMNECCE

Arteriyel Hipertansiyon Tedavisi 2007 Kilavuzu

Avrupa Hipertansiyon Dermnegi (ESH) ve Avrupa Kardiyoloji Dernegi (ESC)
Arteriyel Hipertansiyon Tedavisi Gorev Grubu

 Onemli bes antihipertansif ilac¢ sinifi — tiazid diiiretikleri,
kalsiyum antagonistleri, ACE inhibitorleri, anjiyotensin
reseptOr antagonistler1 ve beta-blokerler — tek basina veya
kombinasyon halinde antihipertansif tedaviy1 baslatmak ve

sturdirmek 1¢in uygundur.

Beta-blokerler, 0zellikle bir tiazid ditiretik
kombinasyonuyla, metabolik sendromlu hastalarda veya
yeni ortaya cikan diyabet riski yiiksek olan hastalarda
kullanilmamalidir

Journal of Hypertension 2007, Vol 25 No 6




Reappraisal of European guidelines on hypertension
management: a European Society of Hypertension Task
Force document-2009

Box 5. Choice of antihypertensive drugs

1) Large-scale meta-analyses of available data confirm that major
antihypertensive drug classes, that is,diuretics, ACE inhibitors,
calcium antagonists, angiotensin receptor antagonists, and b-
blockers do not differ significantly for their overall ability to
reduce BP in hypertension.

Journal of Hypertension 2009, 27:2121-2158




ESC ve ESH Kilavuzlar
..J TR
‘ KARDIVOLOJI
DERMNECCE

Arteriyel Hipertansiyon Tedavisi 2007 Kilavuzu

Avrupa Hipertansiyon Dermnegi (ESH) ve Avrupa Kardiyoloji Dernegi (ESC)
Arteriyel Hipertansiyon Tedavisi Gorev Grubu

e Bununla birlikte, karvedilol ve nebivolol gibi

vazodilator beta-blokerler icin bu gecerli
olmayabilir; bu ilaclarin dismetabolik etkileri daha
azdir veya yoktur ve klasik beta-blokerlere gore
yeni ortaya ¢ikan diyabet insidansi azalmistir

Journal of Hypertension 2007, Vol 25 No 6




Reappraisal of European guidelines on hypertension
management: a European Society of Hypertension
Task

Force document

Journal of Hypertension 2009,
27:2121-2158




ESC ve ESH Kilavuzlar
..J TR
‘ KARDIVOLOJI
DERMNECCE

Arteriyel Hipertansiyon Tedavisi 2007 Kilavuzu

Avrupa Hipertansiyon Dermnegi (ESH) ve Avrupa Kardiyoloji Dernegi (ESC)
Arteriyel Hipertansiyon Tedavisi Gorev Grubu

- Onemli bes antihipertansif ila¢c sinifi — tiazid
diuretikleri, kalsiyum antagonistleri, ACE
inhibitorleri, anjiyotensin reseptor antagonistleri

ve beta-blokerler — tek basina veya kombinasyon
halinde antihipertansif tedaviyi baslatmak ve
surdurmek icin uygundur.




Reappraisal of European guidelines on hypertension
management: a European Society of Hypertension Task
Force document-2009

2)

The 2007 ESH/ESC guidelines conclusion that diuretics, ACE inhibitors,

calcium antagonists, angiotensin receptor antagonists, and b-blockers can all

be considered suitable for initiation of antihypertensive treatment,

as well as for its maintenance, can thus be confirmed

Journal of Hypertension 2009, 27:2121-2158




Beta-Blokerler
Tedavi

Hipertansiyon * Feokromositoma

Koroner arter hastahig: Hipertiroidi
Aritmiler Migren-profilaksisi

Konjestif kalp Esansiyel tremor

yetersizligi Anksiyete
Hipertrofik obsriiktif Glokom (topikal)
kardiyomiyopati

Dissekan aort
anevrizmasi

Braunwald




ARTICLE Annals of Internal Medicine

B-Blockers and Progression of Goronary Atherosclerosis: Pooled
Analysis of 4 Intravascular Ultrasonography Trials

Ilke Sipahi, MD; E. Murat Tuzeu, MD; Katherine E. Wolski, MPH; Stephen J. Nicholls, MBBS, PhD; Paul Schoenhagen, MD; Bo Hu, PhD;
Craig Balog, BS; Mehdi Shishehbor, DO; William A. Magyar, BS; Timothy D. Crowe, BS; Samir Kapadia, MD; and Steven E. Nissen, MD

Ann Intern Med. 2007;147:10-18.

(3 July 2007)




Beta blockers and progression of coronary atherosclerosis:
Pooled analysis of 4 intravascular ultrasonography trials

Calisma Degerlendirilen Tedavi n

REVERSAL Atorvastatin 80 mg/g vs pravastatin 502
40 mg/day

CAMELOT IVUS Amlodipine 10 mg/g vs enalapril 20 274
mg/day vs placebo

ACTIVATE Pactimibe 100 mg/g vs placebo 408

ASTEROID Rosuvastatin 40 mg/day 349

REVERSAL=Reversal of Atherosclerosis with Aggressive Lipid Lowering

CAMELOT IVUS=Comparison of Amlodipine versus Enalapril to Limit Occurrences of Thrombosis
Intravascular Ultrasound

ACTIVATE=Acyl-CoA: Cholesterol Acyltransferase Intravascular Atherosclerosis Treatment Evaluation
ASTEROID=A Study To Evaluate the Effect of Rosuvastatin on Intravascular Ultrasound- Derived Coronary
Atheroma Burden

Sipahi | et al. Ann Intern Med 2007; 147:10-18.




Féigrre. Yearly atheroma progression rates.
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Sipahi | et al. Ann Intern Med 2007; 147:10-18.




Sonuc:

e Beta blokorler koroner aterosklerozu
ilerlemesini yavaslatabilir.

e Bu sonuc¢ beta blokorlerin koroner arter
hastaliginin pek ¢cok formunda kullanimini
oneren kilavuzlari desteklemektedir

Sipahi | et al. Ann Intern Med 2007; 147:10-18.




ATEROSKLEROZ SURECI

Kopik Yag intermediate Fibroz Komplike
hicre cizgileri Iezyon Ateroma plak Iezyon

— 'I'I'i--l--' -.rl.r :--.-—a— il e — 5

Endotelyal dlsfonkswon

Birinci dekaddan itibaren Ikinci dekaddan itibaren Uciincii dekaddan itibaren
Trombosis
e v el s SMC ve
Esas olarak lipid birikimi ile kollajen

Am J Cardiol 1998;82(Suppl )104




Ateroskleroz Sureci Yasamla Baslar

_ 10 yasindaki bir kizin torasik aortasi
Interkostal arterlerin cikis yerleri arasinda “Yagh
Cizgilenmeler”




Ateroskleroz Progresiftir

42 yasinadaki bir hastanin torasik aortasi
Yagh cizgiler plaga donusmus




REMODELING

a. Monocyte '
""'l'"\ b. Infiltrating mono tes | m rophages
. A c. RBC's and platele -

d. Extracellular

| “Apaptotic macrophags.
j- T-cell | Y



KORONER ANJIOGRAFI

DATA TAKEN FROM “THE DAWN OF A NEW ERA-
NON-INVASIVE CORONARY IMAGING™ R. ERBEL HERZ 1966; 21, 75-77
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2007 ESH/ESC Kilavuzu/2009 Guncelleme

Hipertansiyon Tedavisine
Yaklagsim

HEDEF
<140/90 mmHg

Eslik Eden Ozel Bir |Endikasyon Yoksa

Uzun etkili Beta-
KKB bloker*

Monoterapi ya da kombinasyon seklinde

*BB (0zellikle tiyazid diiiretikleriyle birlikte) metabolik sendromu
olan ya da diyabet gelisme riski yiiksek olan hastalarda
kullaniimamal




REV /\

Re-examining the efficacy of B-blockers for the treatment
of hypertension: a meta-analysis

MNadia Khan, Finlay A. McAlister

 Lindholm and associates, Beevers cautioned that there was a

danger of “throwing out the baby with the

bath water” in recommending against the use of b-
blockers for the treatment of hypertension.

Khan N, A. McAlister FA . CMAJ 2006;174(12):1737-42




