OPAPMAKEYTIKH ANTIMETQIIIXH
THX APTHPIAKHX YIIEPTAXHX
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KAPAIAITEIAKH NOXOX KAI YIIEPTAXH

®YX YIIEP
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0
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RR 2 2,2 3,8 2,6 2,0 3,7 4,0 3,0

Kannel, JAMA, 1996



“H utréptaon Oa TrpeTTel va opileTal ae oXEON UE EvA ETTITTEOO APTNPIAKNG
TTiEONG TTAVW ATTO TO OTTOIO N EPEUVA KAl N OEpATTEI KAVOUV TTEPITTOTEPO

KAAO TTapA KOKO™

Rose G, 1971

“Agv UTTAPXEI O1aXWPICTIKA YPAUMA. H cuoxéTion peTACU
APTNPINKNG UTTEPTAONG KAl OvnNTOTNTAG £ival TTOCOTIKN.
‘Ooo uwnAdTepn gival n Tieon T600 XEIPOTEPN N TTPOYVWON’
“ v.. N APTNPIOKA UTTEPTAOT) EiVAI TTOCOTIKI TTOPAMETPOS KOl Ol
EMITTAOKEG OXETICOVTAI APIOUNTIKA ME TO UYOGS TNG UTTEPTAONG’

Sir George Pickering, 1972



H katavoun tng Al otov NANOUC O clival TTEPITTOU KAVOVIKE. 'ETO1 0T
KAIVIKA TTPAEN 0 d1aXWPICHOG OE VOPHOTACIKOUG KOl UTTEPTACIKOUG
yivetal auBaipeTta, AapuBdavovtag utr’oywn Katrola opia All ravw atrd Ta
OTroia 0 KAPOIAYYEIOKOG KivOUVOG augaveTal ‘agioAoya’.
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KATANOMH
KINAYNOX

HMIA
YNEPTAZH

70 80 90 100 110
AIAZTOAIKH AN (mmHg)

>80% é€xouv AAI 90-105mmHg
15% é€xouv AAIl 105-115mmHg
5% €&xea1 AAIl > 115 mmHg

Av Kal n opada pe ATTIA
UTTEPTOON EXEI MIKPO KivOUVO,
AOYW PEYAANG TAENG HEYEOBOUG
TTANOUGCHOU TTOU TTPOORBAAAEI,
aTtroteAEi ocofapoTaro
mTPOBANpa Anuoéoiag Yyeiag




Population-Based Strategy
SBP Distributiqns

< Before
Intervention

After —
Intervention

Reduction
in BP

Reduction in SBP % Reduction in Mortality

mmHg Stroker CHD  Total
2 -6 —4 -3
3 -8 -5 —4

5 -14 -9 —/



I2TOPIKO

Avdopag

HAikia: 51 etTwv

NMNaxvoapkog

KatrvioThg

duoioAoyIK VEQPIKN AEITOUpYia
XWPIG AEUKWHaTOUpPIA

QuoioAoyIKd AITTidI0-OAKXOpPO

All 154/96 mmHg



TAZINOMHZH THZ APT. YINEPTAZHz

KATHIOPIA 2Y2TOAIKH AIAZTOAIKH
(mmHg) (mmHg)
QuoioAoyIKA <120 Kal <80
Mpo-utrépTaon 120-139 N 80-89
Ymrépraon 1ou Baduou 140-159 N 90-99
Ymrépraon 2o0u aduou >160 N >100

JNC 7, 2003



Algorithm for Treatment of Hypertension

Not at Goal Blood Pressure (<140/90 mmHg)

(<130/80 mmHg for those with diabetes or chronic kidney disease)

Without Compelling

Indications

[ Stage 1 Hypertension 4 Stage 2 Hypertension )
Thiazide-type diuretics 2-drug combination for most (usually
thiazide-type diuretic and
May consider ACEI, ARB, BB, CCB, ACEI, or ARB, or BB, or CCB)
or combination.
. . J

With Compelling

Indications

.

Drug(s) for the compelling
indications
Other antihypertensive drugs (diuretics,

ACEI, ARB, BB, CCB)
as needed.

J

Optimize dosages or add additional drugs
until goal blood pressure is achieved.

Consider consultation with hypertension specialist.




Choosing drugs for patients newly diagnosed with hypertension
Abbreviations: Younger than 55 years or older
A = ACE inhibitor 55 years or black patients of any age

(consider angiotensin-Il receptor
' ‘ CorD ' Step 1

antagonist if ACE intolerant)

C = calcium-channel blocker ‘
‘ A+CorA+D ’ Step 2

>

D = thiazide-type diuretic

A+C+D ' Step 3

L
Add

e further diuretic therapy

or

e alpha-blocker Step 4
or

e beta-blocker

Consider seeking specialist

advice

Black patients are those of African or
Caribbean descent, and not mixed-
race, Asian or Chinese patients

INHS |

National Institute for
Health and Clinical Excellence




OPIZMOZz KAl KATATA=H TQN ENINEAQN A.I1.

KATHIOPIA 2YZTOAIKH AIAZTOAIKH
(mmHQ) (mmHQ)
BéATiOTN <120 <80
duoioloyiki 120-129 80-84
«YWYnAn» @uoIoAoYIKN 130-139 85-89
Ymépraon 1ovu BadOuou (AQ1Tia) 140-159 90-99
Ymrépraon 20u Baduou (NETPIN) 160-179 100-109
Ymrépraon 3ou Baduou (Bapia) > 180 > 110
Mepovwpévn CUCTOAIKN UTTEPTAOT) > 140 <90

ESH, 2007



Table 4 Initiation of antihypertensive treatment

Blood pressure (mmHg)

Marmal: High normal: Grade 1:
hher nsk factors SBP 120-128 SBP 130-139 SBP 140-159
and diseass history or DBF B0 -84 or DBF 85-89 or DBP 90-99

Mo other nsk faciors Mo BP imtervention Mo BP intervention

1-2 risk factors Lifestyle changes for several
months, then drug treatment

3 or more nek factors or Lifestyle changes Drug treatment and Drug treatment and festyfe
TOD or diabetes lifestyle changes changes

Drug treatmant and Immediate drug Immedeate drug treatment

lifestyle changes treatment and lifestyle and [festyle changes
changes

Grade 2
SBP 160-179
or DBP 100-109

Lifestyle changes for several
months, then drug trealment

Lifestyle changes for seéveral
months, then drug treatment
Drug treatment and bestyle
changes
Immeadeate drug treatment
and lifestyle changes

associaled climical conditions; DBP, dastolc blood pressure; SBP, systolc blood pressure; TOD, target organ damage.

Grade 3
SBPF = 1B0
ar DBP = 110

Immedhate drug freatment
and lifestyle changes

Immadiate drug treatment
and lifestyle changes
Immediate drug freatment
and lifestyle changes
Immediate drug treatment
and lifestyle changes




EMIAOIMH ANTIYNEPTAZIKHZ AI'QIMHX

(ESH/ESC 2007)
*To BaCIKO OPEAOG TTPOEPXETAI ATTO TNV TITWON TNG All

“Evapén aywyng ME Mia a1To TIG KUPIEG KATNYOPIES
AVTIUTTEPTUCIKWY PAPHAKWYV

—AioupnTIKA

—B-adpevEPYIKOI ATTOKAEIOTEG

—a-MEA

—AvaoToAgic aofeoTiou

—ATTOKAEI0TEG TwWV AT, utTTodoxEwV TNG A |l

*ESaTOoMiKEUON TNG AYWYNG (KOO TOG, TTAPEVEPYEIEG,
EMTTEIPIO)



2TOXOI THZ ANTIYTIEPTAZIKHZ OEPANEIAZ |

» O KUpIOC OTOXOC €ival n MEYIOTN SuvaTh
EAATTWOTN TOU OCUVOAIKOU KapOIayyEIOKOU
KIvOUvou

» ATTauTeiTal TOOO N EAGTTWON TNS aunuévng ATl
000 KOl TWV AAAWYV TTAPAYOVTWYV KIVOUVOU

»H AN mpétrel va eAarTwoEi o€ etitreda < 140/90
MMHQg Kal o€ XapnAOTEPO ETTITTEdQ, EAV Eival
OVEKTO, OE OAOUG TOUG UTTEPTOOIKOUG 0COEVEIC



2TOXOI THZ ANTIYTIEPTAZIKHZ OEPAIIEIAZ I

» 0 oTO)XO0C TPETTEl VA Eival TOUAGYI0TOV<130/80
mmHg og acBeveic e ZA R aoBeveic upnAou
Kapolayyelakou Kivouvou (AEE, EM, XNA,
NMpwTeivoupia)



Effects of different blood-pressure-lowering regimens on major
cardiovascular events

Difference in BP+
(mean, mm Hg)

Relative risk
{95% Cl)

Trials Events/participants
1st listed 2nd listed

A ows DB
ACEN v Chv-nat

otal mortality

ACEl vs O, BRT -1t
A vs D/ BBRI5 323540
El v CAZEA a5

S84,20195
D09/31031
01712 552

1172/20195
1394/31 031
0T /12 662

E4T/12 498
T32/23425
502710 357

2581 /20631
2998/31 031

1953/12 562

1061/20631

9 1237/31031

E70y12 582

2175/ 20631
2527/31031
1763/12 998

1178/ 26 358
1358/3T 418
22,12 541

1668/ 26 368
1840737 418
048,12 541

809/18652
BE0/ 29 T34
GO 10345

2450y 26 799
Z839/3T7 418
2011712541

1440/ 26 799
1584,/ 37 418
B40/12 541

3067/26 799
3437737 418
16R83/12 V58

+2/0
+1/0
+1/+1

+2/0
+1/0
+1/+1

+2/0
+1,/0
+1/+1 =TT

+250
+1/0

+1/+1

+2,/00
+1,/0
1+

+270
+1,/0
141

1-09 (1-00-1-18)
0-93 {0-86-1-00)
112 (1-01-1-25)

0-98 {0-91-1-05)
1-01 (0-94-1-08)
0-96 (0-88-1-04)

1-07 (3-96-1-19)
1-33 (1-21-1-47)
0-82 (0-73-0-92)

1-02 (0-98-1-07)
104 (100, 10y
Q.27 (0-92-1-03)

1-03 (0:95-1-11)
1-0% (0-97-1-13)
1-03 (0-94-1-13)

1-00 (0-85-1-05]
0-899 (0-95-1-04)
10 ({{98-1-10)

r
05

1-0
Relative risk
Fawvours 1st

listed listed

1
2.0

Favours 2nd

Blood Pressure Lowering Treatment Trialists' Collaboration, Lancet, 2003




KATHI'OPIEX ANTIYIIEPTAXIKQN ®PAPMAKQN

* ALOVPNTIKG,
* B-A0pPEVEPYIKOL ATTOKAELGTES

* AVTOy®OVIGTES 0.6PEGTIOD

* Avaotoieic Tov XPAA

e Kevipikog opovto

* AYYEL00L0.GTOATIKG,



AIOYPHTIKA

> OEIAZIAEZ
YopoxAwpobeialidn
XAwpoBaAidovn
Ivoatrapidn

» AFKYAHZ
®oupooeuion
» KAANIOZYNTHPHTIKA
AMIAopidn
TplauTepévn
» ANAZTOAEIZ ANAAOZTEPONHZ

2TTEIPOVOAOKTOVN

EmrAgepevovn



Chlorthalidone vs hydrochlorothiazide

Death
Rate
RR

1,44

0,65

HCTZ

CHLOR

MRFIT, Circulation 1990



Switch of hydrochlorothiazide to
chlorthalidone

Death
Rate
RR 1 -
1,44
0,72
0
HCTZ CHLOR

MRFIT, Circulation 1990



Effects of HCTZ and chlorthalidone on SBP as a function of daily
dose (mQ)

W
=

[\
N

N

0
=
£
g
o
=
75
=
ol
=]
S
=]
=
]
=

25

—&®— Hctz —— Chlor.

Carter, B. L. et al. Hypertension 2004;43:4-9




Mean 24-hour, daytime, and nighttime ambulatory SBP
Wlth change from basellne

-9--HCTZ
—o—— Chlorthalidone

HCTZ A: -7.4+1.7 HCTZ A: -8.1+1.9 HCTZ A: -6.4+1.7
Chlor A: -12.4+1.8 Chlor A: -11.442.0 Chlor A: -13.5+1.9
p=0.054 p=0.230 p=0.009

We&k 0 W@@k 8 We@k 0 W&ak 8 Week 0 Week 8
24 Hour mean Daytime mean Nighttime mean

Ernst, M. E. et al. Hypertension 2006



MeIOVEKTAMOTO TWV OIOUPNTIKWYV

AitTia diakorrn¢ tn¢ aywyn<
¢ avikavornra-oséoualAikn duoAsiToupyia
¢ ABapyog - KOTTWON
¢ vauTia, CaAN | Ke@aAaAyia

Bioxnuikéc diarapaxec

¢ dlaTapayn TnG avoxng otn YAUKOZN-UTTEPYAUKAIMiIO
¢ UTTEPOUPIXAIMIO - OUPIKN apOpiTida

+ T oupia

¢ UTTOKOAIQIMia

¢ UTTEPXOANOTEPOAIMIa



Antihypertensive therapy and new onset diabetes

Table 1.

antihypertensive therapy

Occurrence of new-onset diabetes in recent prospective randomized trials on

Acronym

Tnal drugs

9% Decrease in nsk of new onset diabetes

CAPPP [6]
STOP-2 [7]
ALLHAT [8]
HOPE [9]
ANBP 2 [10]

STOP-2 [7]
INSIGHT [11]
ALLHAT [8]
INVEST [12]
MORDIL [13]

LIFE [14]
SCOPE [15]
CHARM + [16]
ALPINE [17]

ACE Inhibitor versus conventional
ACE Inhibitor versus conventional
ACE Inhibitor versus diuretic
ACE Inhibitor versus placebo
ACE inhibitor versus diuretic

Calcium antagonist versus conventional
Calcium antagonist versus diuretic
Calcium antagonist versus diuretic
Calcium antagonist versus [i-blocker
Calcium antagonist versus conventional

ARB versus [i-blocker
ARB versus conventional
ARB versus placebo
ARB versus diuretic

—-14
—4 (NS)
-40°/+ 30°
-34
-33

-2 (NS)
-23
—95%/+ 16"
-16

-13

-25
-20
—-22
—-87

Messerli, J Hypertens, 2004




EMO®ANIZH NEOY AIABHTH-SHEP

*Placebo 8,7%
*Aywyn 13%
—XAwpoBaAidovn 11,8%

—XAWPOoBAAIdOVN+B-ATTOKAEIOTEG 16,4%

AJC, Kostis, 2005



%

KAPAIATTEIAKH ONHTOTHTA
2TH MEAETH SHEP

[1CHL
L PL

XQPIZ ZA NEOZ zA 2A

AJC, Kostis, 2005



ATOTEAEGUOTO OTOKAELGUOV TOV P-00PEVEPYIKOV

| 4
VITOO0YEMV
Opyavo 6T0Y0g Eidoc vroooyia ATOKAELGNOG TOV VTOO0YEW,
Kapowd B, EALATTOG1] 6VGTUATIKOTNTOS

EALdTtTOO0ON d1eyeporpdtntog
EALdtTOO0N TNG TOYOVTNTOS OYOYNS
EALdTTOOON 0VTONOTIGHOD
EALdTTOOON KOPOLOKIS GUYVOTNTOS

Negpot B, AvaoTOM] EKKPLONG PEVIVIG
Bpoyyor B, Bpoyyécmacpog

Agleg nUiKEG Tveg

— TP B, Yvomach)

— évTEPo B, Yvomach)

— ayyeio B, Yvomach)

Y KELETIKOL HOES B, AvaoToA TNG YAVKOYOVOADONG




ATOTEAEGUOTO OTOKAELGUOV TOV P-00PEVEPYIKOV

| 4
VITOO0YEMV

Opyavo 6t0Y0g Eidoc vroooyia ATOKAELGNOG TOV VTOO0YEW,
Awraong wotog (FT)
— vmodoprog FT,

‘AEUKA’ MmoKVTTOPO! B1/2/3+ AvaoTtoM] MTOAVONG

Evam00gon Almovg

— omhayyvikog FT,

‘Pa1a’ MmoKVTTUPQ

(Oeppoyéveon) B3« Hoyvoapkia (?)
IHaykpeag B AvaoTOM] £KKPLOMS LVGOVAIVIG
O¢p0Baipoi
— gvooOaima icon B, ELdtTtoon
— £KKpLoTn S0KPO@V B ELdttoon
Exxkpion oppovov
— Pevivy Bisr AvacTtol
— Iveoviivy B Avootoin
— I'hovkayévo B Avootoin




Should B-blockers remain first choice in the treatment
of primary hypertension?

ASCOT-BPLA
CONVINCE
ELSA
HAPPHY
INVEST
LIFE
MRC Old

DIL

o5 o7
Favours P blocker  Favours other diug

B blocker Other drug RR
nfMN a5% Cl

444/9618

INVEST
LIFE

1.02(0-93-1-12)
st for heterogen
o7 1 1.5 2
irs B blocker  Favours other drug

Mortality of all causes P blocker RR
g95%Cl

ASC PLA
Berglund
CONVINCE

HAPPHY 0-94 (1

INVEST 102 (0.93-1.11}
LIFE £ 5 5 1-13{0-99-1.29)
MRC Old b

NORDIL

STOP

Total events
Test for heterogeneity 73 (p=0-20)
1:5
Favours ather dru

Outcome data for all B-blockers versus other antihypertensive treatment
Lindholm, Lancet, 2005




Should blockers remain first choice in the treatment
of primary hypertension?

ASCOT-BPLA

ELSA

INVEST

LIFE

MRC Old

U 5

Total events

Test for heterogeneity: x*=3.01 (p=0-70)

Myocardial infarction

LIFE

MRC Old
UKPDS
Total events
Test for

Maortality of all causes

SCOT-BPLA

P blocker

B blocker
n/N

8209618

Other drug

05 o7
Favours B blocker

RR
95% Cl

05 07 1 1.5

Fawours 3 blocker  Favours other

L

05 0.7 1 1.5 2
Favours 3 blocker  Favours other drug

Outcome data for atenolol versus other antihypertensive treatment

Lindholm, Lancet, 2005



Should blockers remain first choice in the treatment
of primary hypertension?

Other drug
/N

COMVINCE 118/8297 133/8179
MORDIL 196/5471 159/5410
STOP-2 23713213 42214401
Total events 551/15981 71417580
Test for heterogeneity: x*=4-31 (p=0-12)

| |
0.5 07 1 15 2

Favours 3 blocker  Favours other drug

Myocardial infarction B blocker Other drug RR
nfN nfN 95% Cl

COMVINCE 166/8297 133/8179
NORDIL 157/5471 183/5410
STOP-2 154/2213 318/4401
Total events 477115981 634/17990
Test for heterogeneity: x*=5.72 (p=006)

| | | I |
05 o7 1 15 2

Favours 3 blocker  Favours other drug

Mortality of all causes B blocker Otherdrug RR
nfN n/N 95% Cl

COMVINCE 319/8297 337/8179
NORDIL 228/5471 231/5410
STOP-2 369/2213 742/4401
Total events 916/15981 1310/17990
Test for heterogeneity: y*=0-37 (p=0-83)

| I | I |
05 o7 1 15 2

Favours [ blocker  Fawours other drug

Outcome data for mixed f} blocker/diuretics versus other antihypertensive treatment
Lindholm, Lancet, 2005




Comparative effects of nebivolol and metoprolol on oxidative
stress, insulin resistance, plasma adiponectin and soluble P-
selectin levels in hypertensive patients

Nebivolol {(n = 37) Metoprolol (n = 35) P

Malonyldialdehyde (mmol/l)
Before 0.61 £ 0.46
After 0.47 £ 0.30
P 0.007*
Adiponectin (ug/ml)
256 +0.89
2.81 £ 0.91
< 0.001
Soluble P-selectin (ng/ml)
1.29 £ 0.46
1.21 £ 0.36
0.002*

Glucose (mg/dl)

Before 93.67 +9.17

After 9443 £ 713

P 0.71%*
Insulin (LU/ml)

Before 12,19 £5.20

After 9.72 £5.13

P 0.006*
HOMA-IR

Before 279 +1.16

After 2.29+1.24

P 0.008*

0.64 £ 0.37
0.64 £ 0.34
0.76*

252+0.77
2.46 £ 0.75
0.08

1.45 +0.46
1.46 £ 0.39
0.59*

95.14 +=11.38
9717 £ 7.83
0.36*

11.51 £ 4.75
11.84 £ 1.62
0.69*

2.67 +1.07
2.83+ 042
0.39%*

0.56**
0.001**

HOMA-IR, The homeostatic model assessment of insulin resistance. Values are
mean + SD. *Paired +test. **Independent samples ttest. ***Mann—-Whitney U

test,

Celik, J Hypertens, 2006



Carvedilol or Metoprolol European Trial (COMET).

Metoprolol

Hazard ratic = 0,78

5% C1L.0.61=099
p=0.04

-
g=
Q
L
L=
c
L
)
=
i -
L
4
D
o

| ]
3 4

Mo. at Hisk: Time {YEEII“E}

hMetoprolal 1,147 991 879 T64
Carvedilol 1,157 1,014 a0g B2

Risk for new-onset diabetes in patients with congestive heart failure treated with
either carvedilol or metoprolol

Wilson, Lancet, 2003




DapuaKOAOYIKEC OIOPOPEC METAEU TWV OIAPOPWYV
B-aOPEVEPYIKWY ATTOKAEIOTWV

B1 B, on Ancillary
blockade blockade blockade ISA effects*
Carvedilol +++ +++ +++ _ +++
Nebivolol +++ B 3 B St
Metoprolol +++ — — — _
Propranolol +++ +++ — _ _
Pindolol +++ +++ — + —

*anti-oxidant, anti-endothelin, anti-proliferative




ENAEIZEIX -AAPENEPI'IKQN
ANAXTOAEQN

® ApPTNPLoKI) VIEPTOON
® Y TEPUVIOLY VOGOS
¢ Kapowokn avemapKeLo,

® Appuouieg (VTEPKOLALOKEG,
KOWAMOKEQ)

® Oupeotolikmon

e Yyv. Marfan

® A0 MPLOTIKO OVEVPVOU COPTIS

e IIviaotla vTrépTaon-Kipcol
01G0(PAYOV

® Iowoma01g TponoS



ALLHAT: ZYXNOTHTA NEOEM®ANIZOMENOY

2A2TA4 ETH
43.2%, P <.001
| P=.04
15 ~ | ‘
11.6%
9.8%

10 7 : 8.1%

5 1

0

XAwpOaAidévn ApAodiTTivn AioivoTTpiAn

ALLHAT. JAMA. 2002



Presenter
Presentation Notes
Among individuals classified as non-diabetic at baseline, incidence of diabetes at 4 years was 11.6% (chlorthalidone), 9.8% (amlodipine) and 8.1% (lisinopril).  This translates into a 43.2% lower onset of new diabetes with lisinopril compared to chlorthalidone (4 yr. p<.001). 
















ALLHAT Officers and Coordinators for the ALLHAT Collaborative Research Group. JAMA. 2002;288:2981-2997.


NEa nepioTaTika diapnTn

(%)

VALUE: NBavotnta Epgpaviong NEwv
[leploTaTikKwy AlaBNATN

23% HEI®ON TOU KIVOUVOU HE
BaAcapravn
18 |

16 |
14
12
10 |

p < 0.0001

O N b~ O O

BaAoapTtavn ApAodinivn
(n = 7649) (n = 7596)

Julius Sl. Lancet. 2004


Presenter
Presentation Notes
VALUE was the first trial to demonstrate a significant decrease in new-onset diabetes with an angiotensin receptor blocker when compared with a calcium channel blocker.  
Therapy with the valsartan-based regimen reduced the incidence of new-onset diabetes by 23% compared to the amlodipine-based regimen (690 vs 845 patients, P<0.0001).1  As diabetes mellitus is a significant risk factor for cardiovascular outcomes, this significant result provides support for use of valsartan in patients who are at risk for developing diabetes. 

1. Julius S, Kjeldsen SE, Weber M, et al. Outcomes in hypertensive patients at high cardiovascular risk treated with valsartan- or amlodipine-based regimens: VALUE, a randomised trial. Lancet. 2004;363.



Insulin receptor
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> Glucose

= | transport

AKT -

—
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Na*—K* ATPase

MOS gene activation/
2 [ — T

expression and - Rl

increased glucose — | | Mitagenesis, hypertrophy

transport Angioctensin Il -~ and remodeling




EMIAPAZH THZ ANTIYNEPTAZIKHZ AIT'QIrHz
2THN EM®ANIZH 2A

» Ta dloupnTIKA Kai o1 B-ATTOKAEIOTEC EAATTWVOUV TNV
TTEPIPEPIKN AINATWON-OKEAETIKOI MUEG.

» Ta S1oupnTIKG TTPOKAAOUV UTTOKOAIQIMia-avaoTOAR
EKKPIONG IVOOUAIVNG

» 01 avaoToAegic Tou ZPAA Kal ol avaoTOAEIC
0O RBECTIOU TTPOKAAOUV TTEPIPEPIKN AYYEIODINCTOAN-
QIMATWON OKEAETIKWYV HUWV

» 01 avaoToAgic Tou ZPAA avaoTéAAouv Tn dpdon TNG
All ota B-KUTTOPA TOU TTAYKPEATOG



Meta-analysis of randomized, controlled trials of LV hypertrophy
regression in hypertension

LV mass
reduction
(%0)

Diuretics  B-blockers antagonist

ACE-
inhibitors ARBSs

80 randomized controlled trials;
4,113 patients

Schmieder RE et al. Am J Med 2003; 115:41-6.



ENAEIZEEI2X-ANTENAEIZEIX ANAYXYTOAECQN

AudpoTrupIdiveg

BepatrauiAn
AIATIOCEMN

AXBEXTIOY
Evocigeig AvTtevoEigeig

HAIKIWuEVOI

2UOTOAIKN YTTEpTOON TaxuappuBuieg

MepipepIka ayyeloTTadeIa KA
Eykupoouvn
2TNOAyxn KKA (2 B 3 faBuou)
MepipepIka ayyeloTTadeIa KA

YTTEPKOIAIOKNA TAXUKapOia



ENAEIZEEIX-ANTENAEIZEIX A-MEA

Evoeigeig AvTevOEigelg

KA Eykupoouvn

AucAsitoupyia AK YTrepKaAlaigia

Meta OEM Au@oTePOTTAEUPN
OTEVWON

Mn-S1aBNnTIKNA veppoTTadeia VEQPIKWYV apTNPIWV

ToTrou | d1aBNTIKNA vE@pOTTABEIO

NMpwrtelvoupia



ENAEIZEEIX-ANTENAEIZEEIX ANAYXTOAEQN All

Evoeigelg
TutTou 2 AlaBnTIKA ve@poOTTaBEIa

A1aBNTIKA HMIKPOAEUKWHATIVOUPIO

Ymreprpoia AK

Brxacg amrdé A-MEA

AvTeVOEigEIg
Eykupoouvn

YTrepKaAlaiyia

Au@oTepOTTAEUPN

GTEVOOT VEQPPIKWYV

aPTNPIWYV



HOT: Results in High-Risk Subgroup

(Diabetic Patients)

Major CV Event Reduction by Target Blood Pressure
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Clinical Trials of BP Lowering in Diabetic
Patients: Mean Achieved Systolic (SBP)
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The ACCORD Study Group

Mean Systolic Blood-Pressure Levels at Each Study Visit
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Figure 1. Mean Systolic Blood-Pressure Levels at Each Study Visit. I bars indicate 95% confidence intervals.


The ACCORD Study Group

Mean Systolic Blood-Pressure Levels at Each Study Visit
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Figure 2. Kaplan-Meier Analyses of Selected Outcomes. Shown are the proportions of patients with events for the primary composite outcome (Panel A) and for the individual components of the primary outcome (Panels B, C, and D). The insets show close-up versions of the graphs in each panel.
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Prognostic value of blood pressure in patients with high
vascular risk in the ONTARGET study
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Kaplan—Meier curves relating baseline SBP, divided into quartiles, to the unadjusted cumulative hazard of primary outcome, cardiovascular mortality,
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Prognostic value of blood pressure in patients with high

vascular risk in the ONTARGET study
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Prognostic value of blood pressure in patients with high
vascular risk in the ONTARGET study
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Figure 2. Mean Blood Pressure, Measured while Patients Were Seated, in the Intention-to-Treat Population, According to Study Group.


HYVET

Main Fatal and Nonfatal End Points in the Intention-to-Treat Population

Table 2. Main Fatal and Nonfatal End Points in the Intention-to-Treat Population.

Rate per 1000 Patient-Yr Unadjusted Hazard Ratio
End Point (No. of Events) (9595 CI) P Value

Active Flacebo
no. |
Stroke
Fatal or nonfatal 12.4 (51) 17.7 (69) 0.70 {0.49-1.01)
Death from stroke 6.5 (27) 10.7 (42) 0.61 (0.38-0.99)
Death
From any cause 47.2 (196) 59.6 (235) 0.79 (0.65-0.95)

From noncardiovascular or un- 23.4 (97) 28.9 (114) 0.81 (0.62-1.06)
known causes

From cardiovascular cause 23.9 (99) 30.7 (121) 0.77 {0.60-1.01)

From cardiac cause* 6.0 (25) 8.4 (33) 0.71 (0.42-1.19)

From heart failure 1.5 (6) 3.0(12) 0.48 (0.18-1.28)
Fatal or nonfatal

Any myocardial infarction 2.2 (9) 3.1(12) 0.72 (0.30-1.70)

Any heart failure 5.3 (22) 14.8 (57) 0.36 (0.22-0.58)

Any cardiovascular eventy 33.7 (138) 50.6 {193) 0.66 (0.53-0.82)

* Death from cardiac causes was defined as fatal myocardial infarction, fatal heart failure, and sudden death.
T Any cardiovascular event was defined as death from cardiovascular causes or stroke, myocardial infarction, or heart failure.

Beckett N et al. N Engl J Med 2008;358:1887-1898
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Table 2. Main Fatal and Nonfatal End Points in the Intention-to-Treat Population.


HYVET

Kaplan-Meier Estimates of the Rate of End Points, According to Study Group
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Figure 3. Kaplan-Meier Estimates of the Rate of End Points, According to Study Group. For the active-treatment group as compared with the placebo group, the unadjusted hazard ratios (95% CIs) were as follows: for fatal or nonfatal stroke, 0.70 (0.49 to 1.01) (Panel A); for death from any cause, 0.79 (0.65 to 0.95) (Panel B); for death from cardiovascular causes, 0.77 (0.60 to 1.01) (Panel C); for death from stroke, 0.61 (0.38 to 0.99) (Panel D); and for heart failure, 0.36 (0.22 to 0.58) (Panel E).


Table 1 Compelling indications for the use of specific classes of antihypertensive agents

Angiotensin Calcium
receptor channel Aldosterone
Diuretic Beta-blocker ACE inhibitor blocker blocker antagonist
Heart failure * * * * *
Post-myocardial infarction * * *
High nisk of coronary ¥ ' ¥ e ¥
artery disease

Diabetes ¥ ' ¥ ¥ ¥
Chronic kidney disease ¥ ¥

Recurrent stroke

ACE = angiotensin-converting enzyme,
*INC 7 quideline recommendation.?
**Evidence-based update as demonstrated in the present review of new studies published after the JNC 7 guidelines.

White, AJM, 2005




"Classifying agents as first choice, second choice,
third choice, etc, betrays reference to an average
patient who hardly exists in clinical practice."

"It Is much better to indicate which drug might be
preferred in which patient under which
circumstance. All drugs have advantages and
disadvantages, and we have to try to see in which
conditions the advantages of a drug come out."
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