H Znuaocia tng diaxeipnong Tou
OUVOAIKOU KapOdlayyeliakoU KivOuvou
oTNV BEPATTEUTIKA AVTIMETWTTION TOU
UTTEPTOCIKOU aoBevouc.

Ta weEAn Tng OepaTtreiag e ARBsS

|.E.KANONIAHZ




ESH/ESC Guidelines:
Definitions and Classification of BP Levels

(mmHg)

Category Systolic Diastolic
Optimal <120 < 80
Normal 120-129 80-84
High normal 130-139 85-89
Grade 1 hypertension (mild) 140-159 90-99
Grade 2 hypertension 160-179 100-109
(moderate) >180 >110
Grade 3 hypertension (severe) > 140 <90

Isolated systolic hypertension

When a patient’s SBP and DBP fall into different categories, the higher category should apply.

Isolated systolic hypertension can also be graded (grades 1, 2, 3) according to SBP values in the ranges
indicated, provided diastolic values are <90
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Vasan R, et al. N Engl J Med 2001;345:1



Treatment Guidelines (ESH/ESC))

Goals of therapy

Uncomplicated hypertension:

Hypertension + diabetes:

Hypertension + renal insufficiency:

Hypertension + renal insufficiency

when proteinuria >1g/day:

+

<140/90mmHg
<130/80mmHg
<130/80mmHg

<125/75mmHg

Reduce total cardiovascular risk

ESH: European Society of Hypertension
ESC: European Society of Cardiology



Average
risk

Moderate
added risk

High
added risk

Average
risk

High
added risk

Moderate
added risk

High
added risk

Moderate
added risk

Moderate
added risk

High
added risk

High
added risk




Treatment guidelines (ESH/ESC )

Other risk
factors and
disease history

BP (mm Hg)

Normal:
SBP 120-129
or DBP 80-84

High—normal:
SBP 130-139
or DBP 85-89

No other risk
factors

No BP
intervention

No BP
intervention

1-2 risk factors

Lifestyle
changes

Lifestyle
changes

3 or more risk

Lifestyle Drug treatment

Grade 1:
SBP 140-159
or DBP 90-99

Lifestyle changes for
several months, then
drug treatment if
preferred by the patient
and resources available

Lifestyle changes for
several months, then
drug treatment

Drug treatment and
lifestyle changes

Grade 2:
SBP 160-179
or DBP 100-109

Lifestyle changes
for several months,

then drug
treatment

Lifestyle changes
for several months,

then drug
treatment

Drug treatment
and lifestyle
changes

Grade 3:
SBP =180
or DBP 2110

Immediate drug
treatment and
lifestyle changes

Immediate drug
treatment and
lifestyle changes

Immediate drug
treatment and
lifestyle changes

factors or TOD changes and lifestyle
or diabetes changes
ACC Drug treatment | Immediate drug

treatment and
lifestyle changes

and lifestyle
changes

Immediate drug
treatment and lifestyle
changes

Immediate drug
treatment and
lifestyle changes

Immediate drug
treatment and
lifestyle changes

ACC, associated clinical conditiohs; TOD, target organ damage
B Average risk M Low added risk B Moderate added risk [ High added risk [ Very high added risk
ESH — ESC Guidelines Committee. J Hypertens 2003; 21: 1011-1053



Meiwon TG TIUNG TNG APTNPIAKNG TTIEONS OTIC
TTPORBAETTOMEVEC PUOIOAOYIKEG TIMEC (TIMEC OTOXOUG).
[TlpooTacia Twv opyavwy oTOXWV (Kapdid, VEPPOI,
EYKEQAAOG) ATTO TNV EUPAVION TTAOOAOYIKWY KATAOTACEWV
TTouU oxeTiCovTal JE TNV UTTEPTAON.

AVTIHETWTTION AON UTTAPXOVTWY VOONMATWY TTOU EITE
ouVvOEOVTal €iTE OXI TTABOPUOIOAOYIKA HE TNV UTTEPTAON.




OEPATNEYTIKH EMIAOIH

o OAec¢ o1 KATNYOPIEC TWV AVTIUTTEPTACIKWY PAPUAKWYV
gepgpaviCouv KAata JETO OPO TNV idIa TTEPITTOU
ATTOTEAECUATIKOTNTA OTN MEIWON TG APTNPICKNG UTTEPTAONG

o  AIQQEPOUV OUWGE ONPAVTIKA METALU TOUG WG TTPOG TIG ETTI
MEPOUC PAPUAKOAOYIKEG IDIOTNTEC KAl OPACEIC, ONAAdN WG
TTPOC TNV IKAVOTNTA TOUG VA TTPOCTATEUOUV ) va
BepatreUouv TTABOAOYIKEC KATAOTACEIC TTOU TTPOCBAAAOUV
T Opyava oTOXOUG.

o ETTOMEVWG, N OUVOAIKI KAIVIKI) QTTOTEAECHUATIKOTNTA TWV
QVTIUTTEPTACIKWY QAPNAKWY OIQ@EPEI CNUAVTIKA ava
KaTnyopia , KABe uia atrd TIC OTToIEC £XEI EVOEICN O€ €I0IKO
UTTOTTANBUO PO UTTEPTACIKWY 00BEVWV.




O KaBopiouodg Tou utro Bepatreiav rTAnOucpuou yivartal pe Bac

EKTIMNOTN OUVOAIKOU KapOIayyeIiaKkoU KivoUvou

* 1.H BaputnTta TnG UTTEPTACNG
e 2.H ouviutrapcn GAAwV €TTIBAPUVTIKWY TTAPAYOVTWY
( duoAimdiyia , dlaBNATNG KATIVIOUA, TTAXUOOPKIa K.ATT.)

« 3.H mmapouadia voonudaTtwy, TTOU a@OPOUV Opyava aToX0ou,




AvaocTtoAgic MEA

e YTTOOTPO®PI TNG UTTEPTPOPIAGC

* Meiwaon Tng BvnroTNTag 0TNV KOPJIAKK AVETTAPKEIQ

¢ Meiwaon Tng BvnNToTNTAC OTNV OLLia PACN TOU EUPPAYMATOC

« BeATtiwaon TnS KapdIaknS OUCAEITOUPYIAC UETA ATTO
Epgpaypa

* AvTiaOnpwpuatikr dpaacn Kal dEUTEPOYEVAG TTPOANYWN TOU
EMPPAYHATOG

o [1poAnWnN KapdIayYyEIAKWY EYKEPAAIKWY ETTEICODIWV

o BeAtiwon TG diaBnTIKAG Kal un d1aBNTIKNG VEQPOTTABEIAC

o [1poAnwn TNG KAIVIKNC £KONAWONG TOU CaKXapwdn d1aBnTN




YTTooTpOo®n TNG UTTEPTPOPIAC

Meiwon TnG BvnToTNTAC OTNV KAPDIOKN AVETTAPKEIQ
BeATtiwon NG kapdiaknS duaAsiToupyiag HETA ATTO
EpPPayHa

[TpOANWN KapdIayyEIAKWY EYKEPAANIKWYV ETTEICODIWV
BeATtiwon tng d1aBNTIKACS Kal pn d1aBNTIKAG VEQPPOTTIABEIOC
[TpOANWN TNG KAIVIKNG EKONAWONG TOU 0akXapwdn d1aBnTN
AvTiappubuikny Apaaon.




P

YITOOTPO®P TNG UTTEPTPOWIAG TN
OPICTEPNG KOIAIOG
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LVH as a Risk Factor for CV.morbidity and Qj_grtalit_:

__ hypertro __ a

« ECG-LV hypertrophy has been shown to be an independent
predictor of CV events

 LVH is an important risk factor for CV morbidity and
mortality (Framingham Study)

« LVH associated with a 3 to 15-fold increase of CV events
— Greatest risk ratios for heart failure and stroke

* Regression of LVH: gave a 4-fold decrease in the risk of
developing a CV event

Levy D. J Cardiovasc Pharmacol. 1991;17(suppl 2):1-6. Muiesan ML et al. J Hypertens.1995;13:1091-1095. Verdecchia P et al.
Circulation.1998;97:48-54. Kannel WB. J Hypertens.1991;9(suppl 2):53-59.




Prevalence of LVH in Hypertension.

Stage 3
sBP >180
dBP >110

Stage 2
sBP 160-179
dBP 100-110

Stage of Hypertension

Stage 1
sBP 140-159
dBP 90-99

/]
I I I I I I I

10 20 30 80 90 100

Hypertensive Patients (%)

1 Tedesco MA et al. Clin Cardiol. 2001;24:603-607. 2 Scmieder RE, Messerli FH. J Hum Hyperten. 2000;14:597-604.

3 Kahan T. J Hypertens. 1998;16(3u:pl 7):23-29.



Evidence for a Linear Relation

Between LV Mass and CardiovascularRrskem,,

Age-adjusted 4-year event risk

General Population
(Framingham Heart Study)

Essential Hypertension

B ven

. Women

<90 90-114 115-139 >139
Quartile of LV mass (g/height[m])

Levy D, Garrison RJ, Savage DD, et al.
N Engl J Med 1990; 322: 1561-1566

10 10

0.9 -

Event-free survival

0.6 -

0.0

0.8 1

0.7 1

—— 1st quintile
— 2nd quintile
—2— 3rd quintile
—O0— 4th quintile
— 5th quintile

4 6 8

Follow-up, years

Schillaci G, Verdecchia P, Perticone F, et al.
Hypertension 2000; 35: 580-586




LV hypertrophy

 ARBSs have demonstrated a significantly greater regression
In LV hypertrophy than the 3-blocker atenolol

* The LIFE study also demonstrated that the greater

regression of LV hypertrophy with an ARB (losartan) was
accompanied by a reduced incidence of CV events




Drug choice and LVH reduction

Change in
- LVM index

R e e o SR

Beta-blockers 'Callc_;iu

m

antagonists




Meta-analysis of Randomized, Controlled Trials
of LV Hypertrophy Regression in Essential'Hyperteasion

0
P Bl Diuretics
4 " B-blockers

. Ca-antagonists
B ACE-Inhibitors
B All-antagonists

o

LV Mass reduction, %
%

N e
A ODN

- 13%

-16

80 randomized controlled trials;
4113 patients

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




SILVHIA: Irbesartan Provides Greater regression of

Left Ventricular Hypertrophy (L VH) than-Atenolol

LVMI
(%)

10 -

-15 -

Left ventricular mass index (LVMI) reduction

Week
12 24 48

Week
12 24 48

15.8%

Irbesartan 150 mg (n= 56)

R
-0.6%
-4.2%

Irb. vs Ate. p=0.024
Irbesartan p<0.001
Atenolol p<0.001

Atenolol 50 mg (n=58)

Malmqvist K et al. J Hypertens. 2001; 19: 1167-1176.
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BeATiwvouv Tnv emiiwon KabBwg Kal Tn
AEITOUPYIKN KATACTOAOT TWV 0COEVWYV ME

KAapOIOKKN AVETTAPKEI




Effect of Hypertension on The Risk of HF Durlng 30 Year Foll
(Framingham)

20
Age - -
adjusted Men 12
annual rate
161  of heart
failure per
1000
8 -
41
Years
35-64 65-94

Age-adjusted
annual rate Women

of heart

failure per
1000

35-64  Years 65-94

BN Normal M Mild hypertension (140-159/90-94 mmHg) mmmm Definite hypertension (>160/95 mmHg)

Kannel WB, Belanger AJ. Am Heart J 1991




Ang Il and Survival Rates in HE

Level of Angiotensin Il

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

— .

Normal Ang Il
_|_I_
Ang Il > 16 pg.ml?
P =.0002
1 1 1 1 1 1
2 4 6 8 10 12
Months

Kaplan-Meier analysis of cumulative rates of survival in patients with heart failure
stratified into two subgroups on the basis of increased plasma anglotensin Il levels
(>16 pg.mltor <16 pg.mll).

Roig E et al. Eur Heart J 2000;21:53-57.




Val-HeFT: Combined Morbidity
End Point

Subgroup without ACE-I background therapy

1.000 - \\
0.914 - CR T
‘.’Q "..'t." ""& .....
0.829 - AN Jai O Valsartan (n = 185)
L 3 LN \’ \‘-‘*4...,._‘
* 'Y . .

Event-Fl‘ee 0743 - \ . ‘"'\-n-m
Probability AR

0.657 - . : Rasaa W

44% risk reduction* * oo s,y
0.571 - P <0.0002 ““‘..’“
0.486 -
L Placebo (n = 181)
0.400 F—, , , ,

0 3 6 9 12 15 18 21 24 27
Time Since Randomization (mo)

*For morbidity; 34% RR for mortality.
Adapted from Maggioni AP et al. J Am Coll Cardiol. 2002;40:1414-1421.



CHARM-Alternative

— Primary outcome, CV death or CHF hospitalisation

406 (40%)
Placebo

HR 0.77 (95% CI1 0.67-0.89), p=0.0004
Adjusted HR 0.70, p<0.0001

(O | | | | | | |
Number at risk 0 1 2 3 3.5 years
Candesartan 1013 929 831 434 122
Placebo 1015 887 798 427 126

Granger et al, Lancet 2003



- Mpo@uAaocoouv atro TNV eKONAWON
EMPPAYHMATOG HUOKAPOIOoU
OEUTEPOYEVWC KAl BEATIWVOUV TIG
AEITOUPYIKEG TOU ETTITITWOEIG
(duoAsgiTOoupyia ApPICTEPN G KOIAIOG).




 'EXYouV VE@POTTPOOTATEUTIKN Opaon
EMIRPAOUVOVTOC TN AEITOUPYIKA
EKTTTWON KAl TNV £¢EAICN TTPOG TO

TEAIKO OTAOIO TNG VEQPPIKNG
OVETTAPKEING.




* MMpo@uAdocoouv atrd TNV KAIVIKA
EMPAVION CAKXapwoOouUg dIaATOU O€

TPoOI00E0cIKA ATONO

 BeATiwvouv 1N
MIKPOAEUKWHATIVOUPIO.




AvTiappuOuikn Apaon

* KolAlakéc AppuBpieg
* KoAmik Mapuapuyn




 H Kapdiakn YTrepTpoia atroTeAei KATAAANAO avaTouIKO KAl
AEITOUPYIKO (NAEKTPOPUOCIOAOYIKO) UTTOCTPWHA VIO TNV

QVATITUEN KOIAIOKWY appuBuIwyY




Arrhythmogenic Effects of Angiotensin Il

1. Increases wall stress & stretch
2. Facilitates local NA release locally; inhibits central vagal activity

4. Decreased conduction velocity, disorganized
3. Fibrosis cell-to-cell coupling, increased dispersion of

A (\ action potential durations

5. Stimulates myocyte growth 6. Structural vascular

changes; ischemia

I

Kahan T & Bergfeldt L.Heart. 2005;91:250-56.




LVH leads to QT Dispersion

e QT dispersion
— Variability in QT interval recorded by 12-lead ECG

— Reflects heterogeneity of the ventricular recovery times in the
ventricular myocardium leading to the creation of reentry circuits

 Long QT interval

Increased QT intervals reflect prolonged action potential in
the myocardium

* Prolongation of QT interval and increased QT dispersion
associated with risk of life-threatening ventricular arrhythmias
(e.g. torsades de pointes) and sudden death

Chapman N et al. Am J Hypertens. 2001;14:455-462. Oikarinen L et al. J Hypertens. 2001;19:1883-1891.

[




Significance of Changes in QT Indexes

« Myocardial fibrosis and LVH together increase QT
dispersion

« Myocardial fibrosis and ischemia affect ventricular
repolarization and may generate arrhythmic vulnerability in
hypertensive patients

Oikarinen L et al. J Hypertens. 2001;19:1883-1891.




QT Dispersion in Hypertensive Patients

o

« QT dispersion increased by LVH and hypertension

e QT dispersion provides an early indication of end-organ
damage

ARBs Action

* Reduction in QT dispersion with irbesartan is achieved
beyond BP lowering

* Irbesartan,by reducing QT dispersion, independently of
changes in LVMI, BP or heart rate, may reduce sudden
death in hypertensive patients

Clarkson PBM et al. QJM. 1995;88:327-332. Lim PO et al. J Hypertens. 1999;33:713-718 Kahan T et al. AJH VOL 15, N° 4, Part 2, P-188.




SILVHIA: Irbesartan Decreases QT Dlspersmn N

Hypertenswe Patlents W|th | eft Ven -

QT dispersion QTc dispersion
Irb.: p<0.001 Irb.: p<0.001
Ate.: p=0.246 Ate.: p=0.820
Irb. vs Ate.: p=0.006 Irb. vs Ate.: p=0.033
60 3 60
ms 1 _ml ms = T
'
T T
40 40
4 4
0 1248 0 1248 0 1248 0 1248
Time (weeks) Time (weeks)

B Irbesartan (n =44) W Atenolol (n = 48)

Malmqvist K et al. Am J Cardiol 2002; 90: 1107-1112.
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KoAtiky Mapuapuyn




The Atrial Fibrillation Epidemic in the U

7.0 - 5.61
6.0 -
»
c
2 5.0
Ei
o 4.0 -
8
<
% 3.0 - ./ Proportion Aged >80 Yr
7p]
= 20- :ﬁr/@ 6 2 53
© 2.26
< 2.08
1.0 -
2000 2025 2050
O-O | | | | | n L | L | Year
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Year

Go A et al. JAMA, 2001; 2370-2375




Prevalence of Atrial Fibrillation.in.the US

US population Population with AF
x 1000 x 1000
30,000 : : ey o .. T 500
Population with atrial fibrillation

US population 400

20,000 —
— 300
— 200

10,000 —
— 100

0 —0

<5 5- 10- 15- 20- 25- 30- 35- 40- 45- 50- 55- 60- 65- 70- 75- 80- 85- 90- >95
9 14 19 24 29 34 39 44 49 54 59 64 69 74 79 84 89 94

Age (y)

Feinberg WM et al. Intern Med 1995; 155: 469-473.



Development of AF in Hypertensive Patients

g

c

% Echocardiographic LV Hypertrophy

E LV mass > 49.2 g/height?” (men)

L2577 LV mass > 46.7 g/height?” (woman) 0.8 -

< ]

520_ 0.7 ]

o LV Hypertrophy 0.6 7]

%15— 0.5 7

= 0.4 7

<107 0.3 1

= an LV mass i

£ 0.1

> -

O 0 —l'- rrrrrrrrrrTrTrTd L) 0 -
02468101211 No Yes

Follow-up (yeérs) Echocardiographic

LV Hypertrophy

Verdecchia P et al. Hypertension 2003; 41: 218-223

Rate of Atrial Fibrillation

(per 100 person-year)
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Mortality and AF

B with AF (n=13,558) [] without AF (n=13,195)
71.3

80 1

70 1
65.1" 604

60 - 54.5

50 | 47.4% 415 >L.1

38.6
40 34.0
30.2*

36.1*

30 A

20 A

% Mortality Over 3 Years

10 -

O | | | [ [ |
Men Women Men Women Men Women

65-74 75-84 85-89

* Significantly different from patients with AF at P<.05.

Wolf PA et al. Arch Intern Med. 1998;158:229-234.



Late Outcomes — SOLVD Trials

0.8 4 0.8 -
©
=
-
S 0.6 - 0.6 S
7))
3 Death Due to Pump
0 0.4 - Failure 04 Death or Hospitalization
c ' for CHF
)
>
LLl = Sinus rhythm (n=6,098)

0.2 4 0.2 -

= Atrial fibrillation (n=419)
P<0.001 P<0.001
00 ] ] ] OO T I I
0 365 770 1,095 1,460 O 365 770 1,095 1,460

Follow-up (days)
Dries DL et al. JACC 1998; 32:695-703 _‘_M



Candesartan and Atrial Fibrosis

[1Sham
20 A I Placebo
B Candesartan
15 A
10 -
5 ]
0

RAA RAFW LAA LAFW

* RA pacing at 400 bpm for five weeks
* RA free wall (masson trichrome stain)

Kumagai K. et al. JACC 2003; 41:2197-204 —



ACE | and ARB prevent electrical remodelllng N
pacmg model ofAF

AERP (%)
120

110
—li— Control

100 —@®— Candesartan
—@— Captopril

90

80 1 1 1 1

0 30 60 120 180 30R Time (min)
I | Infusion

: | Pacing

Nakashima H, et al. Circulation 2000; 101:2612-2617. M
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Valsartan Reduces AF in CHF
The Val-HeFT Study

Probability of AF

Variable Valsartan Placebo
0.15 -
e == Placebo
NYHA -1l : Valsartan
0.1 -
Hx of AF
0.05 -
0
0 3 6 9 12 15 18 21 24 27
Age > 70 yrs : — 1.51(1.17-1.95) Months
Male gender |_._| 1.53(1.07 - 2.18)
BNP > 97 pg/mL L m——2.28(1.75-2.98)
Valsartan [l i 0.63 (0.49 - 0.81) o
—_— Atrial fibrillation (AF)
0 05 1 15 2 25 3 Congestive Heart Failure (HF)
No AF AF

Maggioni AP et al. Am Heart J 2005;149:548-557




Losartan in Hypertensive Patients with AE The LIFE Study

Incidence of AF (%)
8
o J Developed AF per 1000 person-years .
9,193 HTN, 8,804 no AF ° 6.8 (Losartan) vs 10.1 (Atenolol) -
* Losartan vs Atenolol anes
* Follow-up ~ 4.9 years 4 - aunt
2_ .......:IIIIIII.
T Losartan
e iiiseas Atenolol
0 - u I.
0O 6 12 18 24 30 36 42 48 54 60 66
Months

Wachtell K et al. JACC 2005;45:712-719




Madrid et al.: Addition of irbesartan to amiodarone'l

reducing recurrence of Atrial Fibrillation (A,

1.0
09 -+ amiodarone 400 mg + irbesartan 150/300 mg
' 1 (n=79)
0.8 T
0.7 T
l
: 0.6 T . |
Patients amiodarone 400 mg
free of 0.5 T (n=75)
recurrences (g4 —+
%
0 0.3 +
0.2 T
01 7 Log Rank p=0.007
00 —mt+—+——+—+—F+—"F+—"F+—"F+—"1+—"F+—"F+—
0O 30 60 90 120 150 180 210 240 270 300 330 360 390
n=186 Follow-up (days)

Inclusion criteria: Patients with persistent AF

Primary endpoint: the length of time to first recurrence of AF

Madrid AH et al. Circulation 2002; 106: 331-336.
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Kaplan-Meier curves of the percentage of patients remaining free from
recurrence of atrial fibrillation. Time to first ECG-documented recurrence
of atrial fibrillation since randomization. Days of follow-up (days), timed

after cardioversion.

=
o
)

0.9 1 —

0.8 1
S 7% —_]
0.7 A
0.6 - 65%
P =0.001
0.5 1 L

0.4 A1 S 52% E—
0.3 - Key:

Amiodarone N=30
0.2 1 Amiodarone + irbesartan 150mg N=30
0.1 1 Amiodarone + irbesartan 300mg N=30

0.0

Patients free of recurrences (%)

0 200 400

Follow-up (days)
p=0.01 amiodarone versus amiodarone + irbesartan 300mg

I

Madrid AH et al. JRAAS 2004; 5:114-120




Madrid et al.: Addition of Irbesartan to Amiodarone

Reducing Recurrence of Atrial Fib_r'i'I_I_aTi'Oﬂ--

Hemodynamic effect:
— Decreased atrial stretch
— Lowering end-diastolic left ventricular pressure

Prevention of electrical remodeling:
— Direct action on ionic currents at the atrial level
— Modifying the sympathetic tone

Preventing structural remodeling
— Reduction of atrial fibrosis

Reduction of atrial dilation and apoptosis

Madrid AH et al. Circulation 2002; 106: 331-336.
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11 studies CHF: 4, 10,314 pts HTN: 3, 26,403 pts
47,457 patients MI: 2, 10,441 pts AF: 2, 299 pts

Congestive Heart Failure (CHF)  0.56 (0.37 — 0.85)——®———
Hypertension (HTN) 0.88 (0.66 — 1.19) '_'.—l_'
Myocardial Infarction (M) 0.94 (0.42 -1.31) =———8—

Atrial Fibrillation (AF) 0.52 (0.35 -0.79y—@ ——

ACEI 0.71 (0.54 — 0.93)

ARB 0.71 (0.60 — 0.84)

Total 0.71 (0.59 — 0.85) -l —

0O 02 04 06 08 1 12 14
ACEI/ARB better Control better

Healey JS et al. JACC 2005; 45:1832-1839. J— :m_:_—.‘



2UHTTEPOCHATIKA

 O1 ARBs atroteAoUv onuUAVTIKA KATnyopid
AVTIUTTEPTACIKWY PAPHAKWY ME TTOAAATTAEG
OpPAOCEIC OI OTTOIEC TOUG KOBIoTOUV papHaKa
TTPWTNG EKAOYNC OTN BeparTreia TNG
UTTEPTAONG OTNV KAIVIKA TTPAEN.




KateuBuvtipieg odnyieg 2007

KATEYOYNTHPIEZ OAHTIEZ 2007: ANTIYMNEPTAZIKH ArQrd

H B€on Twv avraywvioTwy ayyeiotacivyg i

YTIOKALVIKT) Yneptpopia Aplotepnc Kothiac AMEA, CA, ARB
BAGBN Aguprntwpatikr ABnpwokhipwon CA, AMEA
Opyavwv Mipoleukwpativoupia AMEA, ARB
ZT0Y0U Neppikny Auokettoupyia AMEA, ARB
Mponyoupevo AEE** KaBe avtuneptaoiko ¢apuako =
Mponyoupevo Eugpayua Tou puokapdiou BB, AMEA, ARB %
Aotabnc omBayyn BB, CA, e
KAVIKG I{ugﬁluxﬁ m{zndﬂxzm ? Aioupniko, BB, AMEA, ARB, avtaywvioteg aAbooTEpOVIS =
oUpBaua Yrotpor) Kﬂhmmq Mappapuyng ﬂ_ﬁﬂ, AMEA, ' e
Eupevouaa Kokrukn Mappapuyr BB, un-oiidporupndivikol CA =
NATZ*/Mpwreivoupia AMEA, ARB, dioupnTikd aykuinge, =
MNeppepikn Aptnplakn Néoog CA g
Mepovwpevn ouoTtohkr uneptaor (NAKIWUEVOL) Awoupnuiko, CA E
MetaBoAlkd ouvdpopo AMEA, ARB, CA i
Noarpata 20Kyapwodne Aaprime AMEA, ARB =
Konon CA, yeBulvidna, BB =
Matpn GuAi dloupnTikd, CA =
CA: AvtaywvioTeg aopeotiou, ARB: Avtaywwoteg unodoxewv ayyewtaoivng Il, BB: B-anokheioteg, AMEA: AvaoTtoheic MeTatpemnikou g
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7~ HSHIESC Guidelines: Stratification of Risk to
Quantify Prognosis

i

Blood Pressure (mmHg)

Other Risk Factors
and Disease History

No other risk factors

1-2 risk factors

3 or more risk factors
or TOD or diabetes

Normal
SBP 120-129
or DBP 80-84

Low
added risk

High Normal
SBP 130-139
or DBP 85-89

Low
added risk

Very high
added risk

Grade 1
SBP 140-159
or DBP 90-99

Low
added risk

\ery high
added risk

Grade 2
SBP 160-179
or DBP 100-109

Very high
added risk

i
ACC: associated clinical conditions; TOD: target organ damage; SBP: systolic blood pressure; DBP: diastolic blood A’GSW

Grade 3
SBP > 180
or DBP > 110

Very high
added risk

Very high
added risk

Very high
added risk —..
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Inflammation and AF: Cardiovascular Health Study:

Atrial fibrillation free survival, %
100

95 1 CRP < 1.92 mg/L
* 5806 subjects 2> 65 years
* 897 developed AF during 7.8 90 -

years of follow-up

CRP > 1.92 mg/L

85 7 Hazard ratio 1.33 (1.18-1.49)

* Median CRP 2.42 mg/L (1.29- Lljlnadjtéste?, p ; 221001108 -
5.02) in AF, 1.89 mg/L (0.95-3.37) B0 | g g Ot

In non-AF

75

Aviles RJ et al. Circulation 2003;108:3006-10




TRACE - AF Post Ml

10 . - Placebo - ACE |

% Atrial fibrillation
N

0 1 2 3 4

Pedersen OD et al. Circulation 1999; 100:376-380

« AMI + 4 EF (<35%)
* Prospective randomized

* 1577 pts in SR at start

* 64 — AF on follow-up

* Trandolapril reduced
risk of developing AF




Prospective Study of Enalaprilin AE____

NS 100
* 2001-2003, n = 145 5 80 LA >4 cm
* Scheduled DCC O
« Randomization o Amio+Enap
——> Amio alone D j:
——> Amio + Enalapril 20 mg - Amio
* Pre-treatment 4 weeks 3
* Follow-up 270 d o % 7 5 > 18
~ 00 . Amio+Enap
& 80 —_
S 0 Amio
- ) LA<4cm
o T
(ab) 20 4 W: HR 0.31[0.11-0.87], p = 0.0026
— LA >4 cm: HR 0.48[0.25-0.91], p=0.026
LL
0 1 6 12 18
Months

Ueng KC et al. EHJ 2003: 24:2090-2098 e
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