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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 onaylanmistir

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




2000 Yilinda Global Mortalite: Hipertansiyon ve Diger Risk
Faktorlerinin Etkisi

Yiksek kan basinci

Sigara

Yiiksek kolesterol

Diistik viicut agirligi

Gtivenli olmayan cinsel iliski
Yiiksek beden kitle indeksi
Fiziksel hareketsizlik

. Yiiksek mortalite, gelismekte olan bolgeler

Alkol
[T] Diisiik mortalite, gelismekte olan bolgeler

Kapali ortamda kat1 yakit dumani B Gelismis bolgeler

Demir eksikligi

0 1000 2000 3000 4000 5000 6000 7000 8000
Iliskilendirilebilir mortalite

Ezzati et al. Lancet. 2002:360:1347-1360. (x1000; toplam 55.861.000)




TURKIYE’DE HIPERTANSIYON SIKLIGI

>160/95 mm Hg

< 140/90 mm Hg 140-160/90-95 mm Hg

TEKHARF Calismasi




Hipertansiyon Prevalansi

Tum grup (4910) Erkek

TURK HIPERTANSIYON PREVALANS CALISMASI




Kan Basincini Dusurmenin
Yararlar

Ortalama % Azalma
Inme Insidansi 35—40

Miyokard Infarktisi 20-25

Kalp Yetersizligi 50




HT Tedavisinin Etkileri

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




Antihipertansif llaclar icin Endikasyon ve
Kontraendikasyonlar

Kontraendikasyon

Sinif Endikasyonlar Zorunlu Rolatif

Beta Anjina pektoris Astma Periferal vaskuiler

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




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

Onerilen ilaclar

Hastahk Diiiretik B bloker ACEIi ARB KKB  Aldosteron  Klinik calismalar
antagonisti

Kal ACC/AHA Kalp Yetersizligi Kilavuzu,
) P lisi o % o o MERIT-HF, COPERNICUS, CIBIS,
yetersiziigl SOLVD, AIRE, TRACE, ValHEFT,
RALES

ACC/AHA post-MI kilavuzu, BHAT,

MI sonrasi
o SAVE, CAPRICORN, EPHESUS

ALLHAT, HOPE, ANBP2, LIFE,

koroner
hastalik riski

NKF-ADA Kilavuzu, UKPDS, ALLHAT

O
Yuksek ® O CONVINCE
O

Diyabet .

Kronik NKF Kilavuzu, Kaptopril Cahsmas,
. RENAAL, IDNT, REIN, AASK
bobrek

hastahig:

Rekiirran . PROGRESS
inmeden

korunma
KB: Kan basinci, ACEi: Anjiyotensin donistlrict enzim inhibiétri, ARB: Anjiyotensin reseptor blokeri, KKB: Kalsiyum kanal blokeri




Antihipertansif tedavi algoritmasi

Yasam tarzi degisiklikleri JNC 7
!

Hedeflenen kan basincina ulasilamamissa (<140/90 m;mHg ya da diyabetikler veya kronik bdbrek hastalari icin <130/80 mmHg)

v
Ilk ilag secenekleri

[ !

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 mmHgq) diyastolik KB >100 mmHgq) Gerektiginde diger
Cogunlukla tiyazid dilretikleri Cogunlukla iki ilac kombine edilir. antihipertansif ilaclar
kullanilir. (Cogunlukla tiyazid diliretikleri ve (Diliretikler, ACE

ACE inhibitorl, ARB, p bloker, KKB ACE inhibit6rl veya ARB veya 3 inhibitord, ARB, B bloker,
veya kombine tedavi de secilebilir. bloker veya KKB) KKB)

Hedeflenen kan basincina ulasilamamissa

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

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




Ingiltere Hipertansiyon Cemiyeti Kan Basincim Diisiiriicii
Ila¢ Kombinasyonu Onerileri

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

At A B
o

Adm

Adim 4
Direncli

) ) Ekle: alfa-bloker veya spironolakton veya diger diiiretikler
Hipertansiyon

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




Atenololin hypertension: is it a wise choice?

Bo Carlberg Ola Samuelsson, Lars Hjalmvar Lindholm

summary

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 aboul atenolol as the
best reference drug [or comparisons with other antihypertensives. Thus, our aim was to systemaltically review the
effect of atenolel 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 hyperiension. Randomised controlled trials that
assessed the effect of atenolol on cardiovascular morbidity or morality in patients with primary hypertension

were inchaded.

Findings We identificd four studies that compared atenolol with placebo or no treatiment, and five that compared
atenolol with cther antihypertensive drugs. Despite major differences in blood pressure lowering, there were no
sutcome differences between atenolol and placebo in the four studies, comprising 825 patients, who were
followed up for a mean of 4-6 years on all-cause mortality (relative risk 1-01 [95%& C1 0-89-1-15|), cardiovascular
mortality {0 99 [0-83—1- 18]}, or myocardial infarction {00-99 [0-33-1-19]). The risk of stroke, however, tended to be
lower in the atenoloel than in the placebo group {0-85 [0-72-1-01]). When alenolol was compared with other
antihypertensives, there were no major differences in blood pressure lowering between the trealment arms. Cur
meta-analysis showed a significantly higher morality (1-13 [1-02-1-25]) with atenolel treatiment than with other
active treatment, in the five studies comprising 17671 patienls who were followed up for a mean of 4.6 years.
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 resulls cast doubts on atenolol as a suitable drug for hyperlensive palients. Moreover, they
challenge the use of atenolol as a reference drug in outcome trials in hypertension.




choice?

e 4 calisma, 6825 hasta atenolol vs plasebo

e 5 calisma, 17 671 hasta atenolol vs diger
antihipertansifler

Bo Carlberg, Ola Samuelsson, Lars Hjalmar Lindholm
Lancet 2004; 364: 168489




Atenolol in hypertension: is it a wise
choice?

Beta Blokorler ile Diger Antihipertansiflerin Karsilastiriimasi :Meta-analiz

BB ile Relatif risk (vs plasebo )
Sonlanim

95% GA

Inme 1.16
MI 1.02
Tum olumler 1.03

1.04-1.30
0.93-1.12
0.99-1.08

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




Atenolol in hypertension: is it a wise
choice?

Atenolol vs Diger Antihipertansifler

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

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




Atenolol in hypertension: is it a wise

choice?

Non-atenolol Beta Blokorler vs Diger
Antihipertansifler

BB ile Relatif risk
Sonlanim

95% GA

Inme 1.20
Ml 0.86
Tdm Olimler 0.89

0.30-4.71
0.67-1.11
0.70-1.12

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




Atenolol in hypertension: is it a wise choice?

Beta Blokor + Diuretik vs Diger Antihipertansifler

Beta Bloker ile RR
Sonlanim

95% GA

Inme 1.09
MI 1.00
Tum olumler 0.97

0.98-1.21
0.81-1.22
0.89-1.05

Bo Carlberg, Ola Samuelsson, Lars Hjalmar Lindholm
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




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, we have doubts about the suitability of
atenolol as a first-line antihypertensive drug and as a
reference drug in outcome trials of hypertension.

Bo Carlberg, Ola Samuelsson, Lars Hjalmar Lindholm
Lancet 2004; 364: 168489
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Re-examining the efficacy of B-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 ag= of Risk ratio B-blocker Placebo
participants) (95% CI) n/MN n/N

IPPPSH® (52 yr)

. 0.93 (0.75-1.16) 143/3185 153/3172

MRC* (52 yr) 0.82 (0.67-0.99) 146/4403 352/ 8654

Overall <> 0.86 (0.74-0.99) 289/7588 505/11 826

Test for hetarogeneity:
p =079

0.5 0.7 10 2.0

Favours [-blocker Favours placzbo
< >

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



B

Study (mean age of

participants)

Birlesik sonlanim noktalari icin (0lum, inme,MI) risk
oranlari (> 60 yas)

Risk ratic B-blocker Placebo
(95% CI) s n'H

HEF® (68.8 yT)

STOP'" (75.7 yr)

0.78 (0.51-1.17) 33/419 507465

<

MRC-OLd* (70.3 yr)

Dutch TIA (65 yr)

TEST*! (70.4 yr)

Overall

0.62 (0.45-0.85) 58/812 94/815

0.98 (0.82-1.18) 151/1102 309/2213

1.03 (0.79-1.35) 97 /732 95/ 741

0.95 (0.77-1.18) 114/ 372 1127348

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

r
0.5

T 1 Test for heterogeneity':
0.7 15 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 Risk ratio p-blocker  Other drug
participants) {(95% ClI) n/M n/M

MRC*' (52 yr) 1.02 (0.81-1.28) 146/4403  140/8654

|
N

HAPPHY'® (52.2 yr) 1.02 (0.84-1.23) 19773297 192/3272

UKPDS* (56.2 yr)

0.79 (0.52-1.20) 34/358 48/400
CAPPP" (52.5 yr) 0.92 (0.80-1.07) 335/5493 363/5492

ELSA* (56 yr) » 1.24(0.75-2.05) 33/1157 27T

1
1
1
1
I
1
1
1
1
- T
1
1
1
1
1
1
1

Overall 0.97 (0.88-1.07)  745/15136 770/15 276

0.5 0.7

' Test for heterogeneity:
1.5 2.0 p=0.6

Favours p-blocker Favours other drug
< >

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




Birlesik sonlanim noktalari icin(olum, inme,MI) risk
oranlari (> 60 yas)

B

Study (mean age of Risk ratio 3-blocker Other drug
participants) (95% Cl) ni/MN n/N

MRC-0ld™ (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

NORDILY (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 208/ 4605

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

|

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

I 1 I 1 .
Test for heterogeneity:
0.5 0.7 1.5 2.0 p=0.8

Favours f-blocker Favours other drug
« >

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




Yorum

Beta-blockers should not be considered firstline therapy for
older hypertensive patients without another indication for
these agents; however, in younger patients beta-blockers are
associated with a significant reduction in cardiovascular
morbidity and mortality.

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




Controversies in Cardiology 2

Controversies in hypertension

Morman M Kap fam, Licnzl H O piz

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
iInvestigated this possibility.

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




Journal of the American Caollege of Cardiology
1 2006 by the American College of Cardiology Foundation
Published by Elsevier Inc.

YEAR IN CARDIOLOGY SERIES

Vial. 48 No. 8, 2004
[85N 0735-1097/06/832.00
i 10,1016/ jace. 2006.06.074

The Year in Hypertension
Bryan Williams, MD, FRCP, FAHA

/ ..".-;J-:'h'.-’."-". United Ki .":'Ii,'-"."li.-'.-‘ i

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




/N

ASCOT-BPLA 44475618
CONVINCE 1664397
ELSA 171157
HAFPHY 1323297
INVEST 441111304
LIF§ 11814588
MRC Old fnf1100
NORDIL 157/5471
§TOR 2 154/2213
UEFDS 4hf354
Yureney 71150
MRC 1034403
Total avents 1935/51953
Testfor heterogenety: y'=20-67 (p=0-04)

Other drg
N

19019639
13306174
181177
11613272
§52/11267
16871081
484605
183/5410
1184401
61/ 400
/154
1154297
2042/53862

| |
5 07 ] 15 2

Favours b blocker  Favours other diug

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

RR
g% dl

1-14(1-00-1-30)
123 (0-85-1-54]
0:36{0-50-15)
113 (0-68-144)
097 (045111
005 (078-1-16)
1:63(1:15-2:32)
(85 (0-64-1-05)
0-56{0-80-116)
084(058-120]
1-20(0-41=3-48)
0-84(065-1:10)
102 (043-112)




Mortality of all causes
n/N

ASCOT-BRLA
Berglund
COMVINCE
ELSA
HAFPHY
INVEST
LIFE

MR Old
KORDIL
STOP-2
LEPDS
Yurenisy
MRC

Total events

i blocker

§20/0618
553
3y
17/1157
95/3297
89311309
§31/4588
1b711102
21854
143
Ry35d
11160
120/4403
3525/52016

Test for heterogeneity: y*=16-73 (p=0-20)

Other drug
niM

738/9639
4/53
337/8179
131177
103271
87311267
3831081
134/1081
131/5410
7424401
75/400
7/154
128/4297
3766/53935

. | |
B 07 1

—
15 )
Favours b blocker  Favours other drug

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

RR
95 (]

111 {101-122)
1.25 (0-36-4.40)
043 (0-80-1.08)
133{065-273)
004 (0-72-124)
102 (093-1.11)
113(0:44-1.29)
1:12 (0-99=151)
098 (082-117)
049 (0-38-111)
088 (0-64-1.20)
(15 (0:02-1.18)
041 (07 2=117)
103 (0-99-1.08)




f blocker (ther drug RR
N N 95% |

ASCOT-BRLA 4229618 127/9630 129(1-12-1.49)
CONVINGE 1188297 13348179 047 (068-112)
ELSA 14/1157 41177 s 158 {0-69-164)
HAFPHY 3232497 413171 — 077 {0-49-1:23)
INVEST 201/11309 176/11267 1-14{093-1.39)
LIFE 306/4588 232/4505 1-34(113-158)
MR Old oh1102 45/1081 122(083-179)
NORDIL 196/5471 159/5410 1:22{0-99-150)
§TOP-2 1372213 4224401 1-12 {0-96-1.30)
kH0S 171358 W40 090(048-169)
e 5150 11/154 056 (0-21-1.48)
MRL 4214403 184207 2:38(1:31-345)
Tetal events 1660/51963 1594/53882 116 {1:04~1:30)
Testfor heterogenetty. y = 1233 (p=0-02)

R e

05 {7 i 15 '
Favours b blocker  Favaurs other drug

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




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




CAFE: Santral aortik basing

140 -
Braklyal SKB

_ L
135 \%\ T=FI¥

130 -
Santral aortik SKB
T
1

mm Hg

125 -

120 -

115

Amlodipine = perindopril

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




N° 82429  Different pattern of peripheral versus central blood pressure in
hypertensive patients treated with beta-blockers either with or

without vasodilating properties




YEAR IN CARDIOLOGY SERIES
The Year in Hypertension

It iIs unclear whether the outcomes would be
similar with other beta-blockers, especially

those with different pharmacologic properties.

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




BUTUN BETA BLOKORLER AYNI MI?




Expert consensus document on beta adrenergic receptor
blockers

f-blocker 154 -ipid solibil ty Peripheral vasodilation 1.W. Average daly oral dose

I. Norrselective (& + ;) adrenergic cntaganists

Cartealol g oW 2.5=20 mi once/ twice daily
Nadolol _OW 40-32¢ mg once daily
Fenbutalo D0=B0 mg oncestwoe daily
Pindalal {izh 1040 mg twice daily
Propranokol figh 40-18C mi twice daily
Setalel it

Timalal figh =40 mi twice daily

I1. 5elzctive f -adrenergic antagoaists
Acebutolal g Moderate 200800 me once /twice daly
Atenool 0 _OW 2%-10C mg once daily
Retaxnlnl ] Mnrlara e B=N1 mg nnce daily
Bisapralal Q Modarate 2.5=10 mi once daily
Celiprolol g Modarate 200=600 mg ance caily
Esmalal i s iy 1.0,

0

Metopmolal {igh J20=-10C mg once/twice daj
Mevibolol i 2.9=5 mig once daily

TN, &y and f-odrenergic artagonists

Bucindola t Mooerate 23=10C mez twice dailly
Carvedilol’ Q Moderate 1.125-30 mg twice daily
Labetalol g LW 200800 ma twice daily

European Heart Journal (2004) 25, 1341-1362




Effects of nebivolol and atenolol on insulin sensitivity and
haemodynamics in hypertensive patients
Luc Poirier?, Jean Cléroux?, André Nadeau® and Yves Lacourciére?

Journal of Hypertension 2001, 19:1429+1435




Table1 Effects of 16 weeks of double-blind treatment with nebivolol or atenolol compared to placebo on clinic and
ambulatory blood pressures as well as on glucose and insulin homeostasis parameters

Vanable Placebo Mebnamolal Atenakal

Clinic values (seated)
SBR/DEF (mmiHg) 180 = 11/101 148 = 1" /92 = g+ 147 + 2077791 = §7*7
Heart rate (beats/min) TBx2 67 = 77 BE 117779
Ambulatory momitonng
24 hmeans
SBP/DBP (mmHg) 152 £ 11/80 138 £ 187" /81 = g*** 1868 £ 1977578 £ 8% ™4
Heart rate (beatsimin) L] B8 + 7F¢ B1= 7%
Daytime
SBP/DBP (mmHg 158 + 10/84 - 142 £ 187" /84 = 877 138 17778 £ 97744
Heart rate (beats/min) i ] 0+ 7T 63 =B 1f
Might-tirme
SBP/DEP (mmHg) 144 = 14/82 131 = 20" /75 L ¥+ 181 £ 23" %73 £ 127
Heart rate (beats/min) 67 =9 80 = 7 67+ 7T
CLAMP
Glucose disposal rata (M) (mg/kg par man) 4.82 = 2.04 430217 389+ 168*
Mean nsulin concentration () (prmal/l) 672 = 150 723 =168 722157
Insulin sensitrity index (A1) 0.74 £ 040 0856 £+ 039 058+ 033%™
NGTT
Glucose disappesrance rate (K} (min™') 1.12 + 034 116 = 0.1 100+ 0.31 %4
Peak insulin response (pmal/l) 322 4+ 231 347 = 266 350+ 287
Insulin AUG (nmal/ Lmin} 0-1 20 min 38 =19 42 = 27 46 = 28
Glucose AU (mmial /Lmin) 0= 120 min 1268 £ 177 1244 £ 299 1323 £ 190%™ 44

Data are means = S0, SBR'DBP, systolis/distolic blood pressure; AUC, area under the curve; IVGTT, intravenous glucose tolerance test.
P 0.06, TP < 001, 7Y P2 0.001 varsus placeba; ¥P < 0.06, $FP < 0.01, $$4P < 0.001 varsus nebnalol.

Conclusions................
insulin sensitivity was preserved with nebivolol but not with atenolol.

Journal of Hypertension 2001, 19:1429+1435




Nebivolol Reverses Endothelial Dysfunction
in Esscntial Hypertcnsion
A Randomized, Double-Blind, Crossover Study

Nikolans Tzemos, MRCP: Fitt OO, T.im. MRCP: Thomas M. MacDonald, MD. FRCP. FESC:

Circulation. 2001;104:511-514




Conclusions

Nebivolol/bendrofluazide increased both stimulated and basal
endothelial nitric oxide release, whereas for the same degree of
blood pressure control, atenolol/bendrofluazide had no effect on

nitric oxide bioactivity. Thus, Nnebivolol may offer

additional vascular protection in treating
hypertension.

Circulation. 2001;104:511-514



Influence of nebivolol and enalapril on metabolic parameters
and arterial stiffness in hypertensive type 2 diabetic patients
Thomas Kaiser?, Tim Heise®®, Leszek Nosek®, Uta Eckers® and

Peter T. Sawicki®

J Hypertens 24:1397-1403 , 2006.




Influence of nebivolol and enalapril on metabolic parameters

and arterial stiffness in hypertensive type 2 diabetic patients

Table 2 Results: parameters of total body insulin sensitivity, blood vessel insulin sensitivity and arterial stiffness

Mebivolol Enalapril
Paramater Firsl visit Last visit A® First visit Last visit A* pe
S (ml/mindem® e Ufmil) 1.457 £+ 0.624 1.48 4+ 084 FO024+£1.16 160+ 086 1.368 £ 0.67 023 +0.73 0.9
M img-’m“fminfkg} 2082 4+1.9 4116+ 2E08 11344+ 2126 2791 +£ 2108 3814 L+ 1.088 FO023 4 1.991 .36
M-.gr. l:mgﬁ'n!fminfkg‘.ﬂ B.262 + 2841 7I33 4+ 2383 [OBE1 4+ 1.864 73024+ 20BR B.6506 £+ 2,201 —0.707 £1.787 0.54
M e I:mgfmghﬂinfkgn‘pL.lfmﬁ 0.048 + 0.041 0071 +£0072 (0028 4+ 0081 QOB+ 0042 0.063 £ 0.063 (0007 +£0.022 B3
I‘u'l-‘L.,,g.-, I:mgfm!fminfkgfpujfmﬁ 0.035 + 0.02 0043+ 0023 (0008 + 0.01 0041+ 0024 0.041 +£0.023 0+00M .38
MCR,.. l'mgfm!fminfkgfmgfmﬁ 0.033 + 0.021 0.046 4+ 0.031 FOO13 4+ 0023 0042+ 0023 0.042 +0.021 0+0.014 .78
I‘u'ICFﬁ-,,;.-. (mg-’m“fminfkgfmgfmﬁ 0.07 + 0.032 Q.08+ 0026 FOOT + 002 QOBZ2+ 0034 0.073 +£0.026 —0.009 + 0.021 .27
ALBF {ml100 ml tissue/min) —0.34 + 1.58 —061 + 234 ~0.27 + 211 3+074 026 +0.8 —004 +£11 0.8
LBF,., (ml"100 ml tissue/min) 386 4+ 2.06 366+ 239 2824134 286 4+1.058
LEF,.,Q,., (il 100 ml tissue/min) 3.62 4+ 1.66 2064+ 1.34 320413 320 41.33
LBF i (1100 ml tissuedmin} 6.11 + 2.856 B.BE+ 276 ~0.61 + 234 4594187 4B +2.14 (021 +2.03 .63
LEF,M.,.,QH. {ml 100 ml tissue/min} B.BY + 2.51 BEH+ 22 ~0.22+ 181 B4 4+ 251 476 +1.76 069+ 2.8 0.ag
AAL (96) -5+ 136 2441048 P34+ 133 ~1+ 167 ~B64+818 —44 4+ 8260 .62
Ay, (96) 143 + 173 1364+ 124 1673+ 524 1472 + 2286
Alrigh (%) 138 + 196 1388+ 186 1563 + 5E.2 141.B+1486
APWY im/fs) —0.1 + 1.2 DE+ 186 0.3+ 22 D3+1.2 1.0+2.4 FOF+ 258 .62
PWV,,,, (m's) 103 +1.6 10,24+ 27 108+15 101 +1.8
PWViign im/s) 10.2+1.2 104+ 20 11.0+14 11.1 £ 2.1

J Hypertens 24:1397-1403 , 2006.




Influence of nebivolol and enalapril on metabolic parameters
and arterial stiffness in hypertensive type 2 diabetic patients

Conclusions :This pilot study shows that the combined
measurement of insulin sensitivity, blood flow and arterial
stiffness is feasible. Nebivolol and enalapril did not show
different effects with regard to these parameters in

hypertensive diabetic patients. If these results are
confirmed in larger clinical trials, this would argue against
the reservations against beta-blockers as drugs of first
choice in patients with diabetes because of potential
metabolic side-effects.

J Hypertens 24:1397-1403 , 2006.




Metabolic effects of p-blockers: importance
of dissociating newer from

conventional agents

Pantelis A. Sarafidis and George L. Bakris

Journal of Hypertension 2007, Vol 25 No 1




MNMetabolic effects of B-blockers: importance
of dissociating newer from

conventional agents

Pantelis A. Sarafidis and George L. Bakris

However, there is considerable evidence suggesting that
within the class of b-blockers there are major differences

between the various agents because newer compounds

with vasodilating properties have a much less adverse
metabolic profile

Journal of Hypertension 2007, Vol 25 No 1




Metabolic effects of 3-blockers: importance
of dissociating newer from

conventional agents

Pantelis A. Sarafidis and George L. Bakris

This findings indicate a neutral
effect of nebivolol on insulin sensitivity,
but small sample sizes and other design

Issues could have somehow limited the
relevant conclusions.

Journal of Hypertension 2007, Vol 25 No 1




NITRIC OXIDE, ERECTILE DYSFUNCTION AND BETA-BLOCKER
TREATMENT (MR NOED STUDY): BENEFIT OF NEBIVOLOL VERSUS
METOPROLOL IN HYPERTENSIVE MEN

Clinical and Experimental Pharmacology and Physiology (2007) 34, 327-331

Beneficial effects of switching from f-blockers to nebivolol on
the erectile function of hypertensive patients

Asian J Androl 2006, 8 (2): 177-182




Yeni Kanitlar Isiginda Hipertansiyon Tedavisi:

Beta Blokerleri Nasil Kullanmaliyiz?
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Management of hypertension in adults in
primary care-June 2006

Thresholds and targets
Hypertension
Persislent raised blood pressure;
measured at the past two visits and
systolic or diastolic pressure or both are above 140/90 mmHag.

Threshold for offering drug treatment
Offer treatment to patients with:
blood pressure of more than 160/100 mmHag or
isolated systolic hypertension (systolic blood pressure of more
than 160 mmHag) ar
hlond pressure of more than 140/90 mmHag and:
— 10-year CVD risk of at least 20%, or
— existing CVD or target organ damage.

Treatment targets

The aim of treatment is:
to reduce blood pressure to 140/90 mmHg or below:

www.nice.org.uk




Ingiltere Hipertansiyon Cemiyeti Kan Basincim Diisiiriicii
Ila¢ Kombinasyonu Onerileri

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

At A B
o

Adm

Adim 4
Direncli

) ) Ekle: alfa-bloker veya spironolakton veya diger diiiretikler
Hipertansiyon

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

*B ve D kombinasyonu diger tedavilere gore yeni DM baslama
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 ceen 2
(consider angiotensin Il recaptor C A+CorA+D ) P

antaqgonist if ACE intolerant

C = calciurm-channel blacker R
D = Lhigzde-lype diurelic C ) Step 3

a Add

e further diuretic therapy
or

® alpha-blocker

or

e beta-blocker

Consider seeking specialist
advice

www.nice.org.uk




Beta-blockers

« Beta-blockers are no longer preferred as a routine
initial therapy for hypertension.

« But consider them for younger people, particularly:

— women of childbearing potential
— patients with evidence of increased sympathetic drive

— patients with intolerance of or contraindications to
ACE inhibitors and angiotensin- antagonists.

www.nice.org.uk




Beta-blokerler

Beta-blokerler artik hipertansiyonun baslangic
tedavisinde tercih edilmemelidir

Ancak genc hastalarda ozellikle dusunulmelidir:

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

www.nice.org.uk




Pahor et al: Lancet 2000;356:1949-54

VARILAN SONUCLAR KKB’NIN HIPERTANSIF HASTALARDA
ORTAYACIKAN MAJOR KARDIYOVASKULER KOMPLIKASYONLARIN
ONLENMESINDE DAHA AZ YARARLI OLDUGUNU GOSTERMEKTEDIR.

BU NEDENLE HIPERTANSIYON TEDAVISINDE ILK TERCIH OLARAK
KULLANILMAMALIDIR.




BP Trialist: Lancet 2000;355:1955-64

DEGISIK ILAC GRUPLARININ DEGIiSiK TEDAViI REJIMLERINDE
KULLANILMASI ILE FARKLI SONUGCLARA ULASILDIGI YONUN
DE YETERLI KANIT YOKTUR.

DEVAM EDEN CALISMALARINI SONUCUNU BEKLEMEK
GEREKMEKTEDIR.




Evidence-Based Evaluation of Calcium
Channel Blockers for Hypertension

Opie LH, Schall R JACC 2002;39:315-22

TOTAL ve KARDIYOVASKULER MORTALITE ve MAJOR
KARDIYOVASKULER OLAYLAR ACISINDAN KKB ILE KT
ARASINDA FARKLILIK YOKTUR.INMEDEKI AZALMA MI
ARTISI ILE DENGELENIYOR GIBI GOZUKMEKTEDIR.
ANCAK DIYABETIK HASTALARDA ACEI OZELLIKLE

NONFATAL MI ACISINDAN DAHA 1YI KARDIYOVASKULER
KORUMA YAPMAKTADIR.




ALLHAT




Hastahk

Kalp
yetersizligi

MI sonrasi

Yiiksek
koroner
hastalik riski

Diyabet

Kronik
bobrek
hastahig

Rekiirran
inmeden
korunma

Antihipertansif ilac siniflarinin zorunlu
endikasyonlarinin klinik calismalara ve kilavuzlara
gore siniflanmasi

Onerilen ilaclar
Diiiretik | 3 bloker | ACEi

ARB A KKB

Aldosteron
antagonisti

JNC 7

Klinik ¢alismalar

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




Ingiltere Hipertansiyon Cemiyeti Kan Basincim Diisiiriicii
Ila¢ Kombinasyonu Onerileri

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

At A B
o

Adm

Adim 4
Direncli

) ) Ekle: alfa-bloker veya spironolakton veya diger diiiretikler
Hipertansiyon

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

*B ve D kombinasyonu diger tedavilere gore yen1t DM baslama
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 ceen 2
(consider angiotensin Il recaptor C A+CorA+D ) P

antaqgonist if ACE intolerant

C = calciurm-channel blacker R
D = Lhigzde-lype diurelic C ) Step 3

a Add

e further diuretic therapy
or

® alpha-blocker

or

e beta-blocker

Consider seeking specialist
advice

www.nice.org.uk




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

Our analysis supports the stance espoused in the 2006
Canadian Hypertension Education Program Recommendations

that beta-blockers should remain one of the recommended drug
classes in the therapeutic armamentarium for younger
hypertensive patients

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




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

 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




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

HEDEF<140/90 mmHg

BASLANGIC TEDAVISI VE MONOTERAPI |

Yasam tarzi
degisiklikleri

. . Uzun-etkili Beta-

Ifa-bloker
ba gic
monoterapisi
olarak

CHEP 2003




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

HEDEF <140/90 mmHg

!

Uzun-etkili Beta-
DHP-KKB bloker™

!

DUSUN ) * 60 yasin iistiinde ilk
Uyum problemi? Ikili kombinasyon tercih olarak kullanma

Sekonder HTN?

Etkilesen ilaclar veya l

yasam tarzi? )
Beyaz onliik etkisi? Uclu veya dortlu tedavi

2006 Canadian Hypertension Education Program Recommendations CHEP 2006
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V. Summary: Treatment of Systolic-Diastolic
Hypertension without Other Compelling Indications

TARGET <140/90 mmHg

Lifestyle modification
therapy

Thiazide Long-acting Beta-
diuretic CCB blocker*

!

CONSIDER o * Not indicated as first
Dual Combination line therapy over 60

* Nonadherence?

» Secondary HTN? l
* Interfering drugs or

lifestyle? Triple or Quadruple
» White coat effect? Therapy

2007 Canadian Hypertension Education Program Recommendations




Beta-Blokerler
Tedavi

Koroner arter hastahgi
Hipertansiyon
Aritmiler

Konjestif kalp
yetersizligi

Hipertrofik obsruktif
kardiyomiyopati
Dissekan aort
anevrizmasi

Feokromositoma
Hipertiroidi

Migren-profilaksisi

Esansiyel tremor
Anksiyete
Glokom (topikal)




Dunyada Kan Basinci Kontrolu
<140/90 mm Hg <160/95 mm Hg
ABD 1 Kanada 2 Finlandiya Ispanya ® Avustralya

.270/0 .220/0 ‘ 5% ‘Oo/o ’90/0

ingiltere 3 . Fransa 4 AImanya5 Iskogya® Hmdlstan

' 6/0 I24°/o I 22.5% ' 5°/o S'

>65 yas

1. JNC VI. Arch Intern Med. 1997;157:2413-2446. 3. Colhoun HM et al. J Hypertens. 1998;16:747-752.
2. Joffres MR et al. Am J Hypertens. 1997;10:1097-1102. 4. Chamontin B et al. Am J Hypertens. 1998;11:759-762.
5. Marques-Vidal P et al. J Hum Hypertens. 1997;11:213-

220.
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Kontrol Altinda Hipertansiyon

40 -
35+
30+
25+
20+
15-

-

Tum hipertansifler Antihipertansif alanlar

TURK HIPERTANSIYON PREVALANS CALISMASI




HT Hastalarinda Gruplandiriimis
Kan Basinci Degerleri- ICEBERG

/.6

37.9

13.6

Universite Rutin  Universite lleri Birinci Basamak Birinci Basamak
Rutin lleri

® Normal = Yuksek normal m 1. derece HT m 2. derece HT = 3. derece HT

American Journal of Hypertension, Volume 18, May 2005, A141
Bood Pressure (In press)




Kan Basincinin Kontrolu

Kan Basinci = Kalp Debisi x Periferik direng
Hipertansiyon = KD artisi ve/veya PD artisi

‘ Vazokonstriksiyon

| i
™ Preload 1 Kontraktilite
T T Kalp Hizi

T Sivi volimii

T Sempatik Renin-

- Sinir angiotensin-
Bobrek Sistemi aldosteron

i Sodyum L § sistemi

tutUIumu Genetik

Sodyum faktorler
Alim

fazlahg

Kaplan NM. Curr Opin Nephrol Hypertens 1994




Hasta 2

- Sempatik sinir sistemi

- Renin-anjiyotensin sistemi

Total viicut sodyumu

J Hypertens 2001; 19 (suppl 4):S3-S8.




callSmalarda neder Kan
basincina ulasmak icin kullanilan
antinipertansif ilag

UKPDS (<85 mmHg-diyastolik)

ABCD (<75 mmHg-diyastolik)

MDRD (<92 mmHg-MAP)

HOT (<80 mmHg-diyastolik)

AASK(<85 mmHg-diyastolik)

1 1.5 2 2.5 3

Sd

3.5

Antihipertansif ilag sayisi

AJH 2001;14:8S-11S

yIS|

4



Onlenebilir Olimler

ABD’de her yil icin yaklasik olarak 57,000 olum, eger

uygun tedavi verilirse onlenebilecektir

Yuksek-kan basinci kontrolu
28,300

Diabet bakimi
13,600

Kolesterol tedavisi

[y

Sigarayi birakma

I 2700

Meme kanseri taramasi

I 2500
B-bloker tedavi

I 1700

Prenatal bakim

I 1500

Servikal kanser taramasi

700

National Committee for Quality Assurance. Washington, DC 2003.






