O poOAOS TNG GUVOVUGUEVNG
OVTIVTEPTUGIKNG UYOYNG
o1 0EPUTEVTIKTY] AVTINETOTION
NG KOPOLUYYELUKTS VOGOV

Aotéprogc Kapaywavvng MD, FESH, FASA
KoOnynmg lHaboroyioc AIIO
B’ IIpomawocvtikn HHaBoloyikn Kiwvikn

Intmokpatero Nocokouegio



Cardiovascular disease Is the
leading cause of death worldwide

Injuries Cancer

Respiratory

Diseases Stroke
. 30.0
labetes _
Other (1c6:67)DM)
Chronic
Diseases

Other
CVvD

Rheumatic Heart Disease — 2.4% J

Inflammatory Heart Disease — 2.4%

All Other

Hypertensive Heart Disease — 5.4%

Adapted from WHO. Preventing Chronic Diseases — A Vital Investment 2005.
Adapted from WHO. The Atlas of Heart Disease and Stroke 2004.



CVD is the leading cause of death worldwide
In people over 60 years

Top 5 causes of death by age category

Global Deaths in 2002 (x1000)

12000 -

10000 -

8000 -

6000 -

4000 H

2000 +

O I I I I I I I I I I

Self Accidents TB CVvD HIV Diabetes Lung LRTI COPD CVD
Injury Cancers

<60 years old >60 years old

The increase in population of people over 60 years will result in increased

incidence of CVD AI\
Adapted from WHO. The Atlas of Heart Disease and Stroke 2004.

Bonow RO et al. Circulation 2002:106:1602-5. Sorsalluizl



N o o A~ W N e

IHopayovteg Kivouvov

Hlkia

ApTNproxt) vaEPToon
20KY0PmONG oo TNng
Avcmooipuio
[Hayvcoapxia
MetaPoAko cOvopouo

Kanvicuo



Results of randomised trials of
antihypertensive drug therapy

Heart Fatal/Nonfatal Fatal/Nonfatal Vascular
failure stroke CHD deaths

-10 1

-20 1

-30 -

40 -

.50 -

Risk reduction (%)

Moser & Herbert J Am Coll Cardiol 1996
Collins R et al Lancet 1990



2TOXOI TNG OepaTrEing
e KvUplog ot0yoc ¢ Oepameiog eivor 1 poakpoypovio, UHEYOADTEPN

OVVOTH EAATTMOOT] TOV GLVOAIKOV KOPOIAYYELKOD KIVOUVOU.

e Amouteiton eddttoon ¢ All avtg kabovtng, aALd Kot OA®V TV

GLVOOMV, OLVITIKA OVOGTPEYILMV TOPAYOVTIOV KIVOUVOU.

e H AIl 6o mpémer va elattoveton oe emimedo <140/90 mmHg
(ZAII/AAII) ko 660 T0 OLVVATO YOUNAOTEPA OV EIVOL OLVEKTA OTTO TOVG

VIEPTACIKOVC acOevelc.

ESH/ESC Guidelines J Hypertension 2007; 25:1105-1187



2TOXOI TNG OepaTTEiag

To eninedo-otoyoc g AIl 6o wpémer vo eivon <130/80
MMHg ce acBeveic e cakyapmon owafntn Kol o€ acbeveic

VYNAOD 1 TOAD LYNAOV KIvOLVOL, OTTMG GE GOEVELC UE!
Eyxe@oaAko eme160010

‘Eugpayua tov pookapoiov

‘EXntoon Tng VEQPIKNC AELTOVPYLOC

IIpoteivovpia

ESH/ESC Guidelines J Hypertension 2007; 25:1105-1187



Effects of Intensive Blood Pressure Control on
Cardiovascular Events in Type 2 Diabetes
Mellitus: The Action to Control Cardiovascular
Risk in Diabetes (ACCORD) Blood Pressure

Trial

Published online March 14, 2010




ACCORD Study Design

Randomized multi-center clinical trial

BP question: does a therapeutic strategy targeting systolic
blood pressure (SBP) <120 mmHg reduce CVD events

compared

to a strategy targeting SBP <140 mmHg in patients with
type 2 diabetes at high risk for CVD events!?




Systolic Pressures (mean * 95% CI)

Mean # Meds
Intensive: 3.2 3.4 3.5 3.4
Standard: 1.9 2.1 2.2 2.3
140
= 130 + 1
T
= Average after 15t year: 133.5 Standard vs. 119.3 Intensive, Delta = 14.2
15 |
5 —
7y 120 - ¥ _ - : 4 T L - \V\ / l 1
Int. N = 2174 1973 1150 156
Std. N = 2208 2077 1241 201
110 I I I I I I I [ [ [ [ [ [ [ [ [
0 1 2 3 4 5 6 7 8

Years Post-Randomization

—|ntensive -—=Standard



Primary Outcome

Nonfatal MI, Nonfatal Stroke or CVD Death Total Mortality

204 204
S HR =0.88 S HR = 1.07
\(; 15 95% CI (0.73-1.06) \(; 15 95% Cl (0.85-1.35)
= p=0.20 = p=0.55
()] ()]
> >
| |
E 10 E 10
= =
2 2
c c
(«b] («b]
= =
o o
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H Intensive M Standard



Non Fatal Ml CVD Deaths

20+ 20

HR = 0.87
95% CI (0.68-1.10)
p=0.25

HR =1.06
95% CI (0.74-1.52)
p=0.74

Patients with Events (%)
Patients with Events (%)

(¢)]
ol
1

0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7
Years Post-Randomization Years Post-Randomization

H Intensive M Standard



20+

=
(6]

Patients with Events (%)

Nonfatal Stroke

Total Stroke

6]
1

HR = 0.63
95% CI (0.41-0.96)
p=0.03

Years Post-Randomization

20

~ HR = 0.59

< 15|  95% CI (0.39-0.89)

0

= p=0.01
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Conclusions

» There is no conclusive evidence that the intensive BP
control strategy (<120 mm Hg vs. <140 mm Hg) reduces
the rate of a composite of major CVD events in patients

with type 2 diabetes at increased cardiovascular risk.




Systolic vs Diastolic BP Control in Trials on Diabetic Hypertensives
200 - -

mmHg mmHg
m SBP DBP
—ll— Micro HOPE ]
190 - —hA—
A ] CAPPP | 115 |
—sfe—  INSIGHT
N —
180 -
I ] VALUE
+on —ajs— HOT | 100-
170 4 o> ——-

UKPDS

160 - %;” \\\ —a— | SsTOP2 | g
N\

®— - FACET _
150 -
) —— LIFE
—=X— RENAAL ey
s
140 - | mowT
A\l 4
_ — _
IRMA
——- 70 -
130 o ____ N
4 | ABcD
_"-
B T B T
120 60

N @ Mancia G., Grassi G., J Hypertension 2002



MovoOgpameio

| 4

n
GLUVOVUGUEVT Ospamerla;



MovoOepamelo EvavTtt cuvovaopeEvns Oepamelag

1. Ta B¢€1alIldika dloupnTIKA MTTOPOUV VA ATTOTEAOUV TNV ApPXIKN
Oepartreia yia TOug TTEPICCOTEPOUC AODOEVEIC, €ITE JOVA TOUG EiTE O€
OUVOUOQO MO JE PAPPOKO AAAWY KOTNYOPIWV.

2. O1 Treploocotepol aoBeveic ypeialovial 2 1 TTEPIOOCOTEPA
AVTIUTTEQTAOIKA PAPPAKA YIa va ETTITEUXOOUV 01 GTOXOI.

3. Av n All givar >20/10mmHg atmd 10 OTOXO0, Xopnyouvtai 2
@ApPUOKaA, TO Eva ATTO Ta oTToia €ival B€1alIdIKO dloupNTIKO.

JNC VII Hypertension 2003; 42: 1206-1252



MovoOepoamelo EvavTtt cuvovaoueEvns Oepamelag

e AveChpmnta amd 10 @dpuoko mov Qo emiheyel, mn povobepameia
emtuyydvel T poOuon e All oe mepropiouévo aplBpod acbevov.

e O o10bepdc GLVOLAGUOC OVO PUPUAK®V OTAOTOLEL TO OOGOAOYIKO
GYMNULO KOt EDVOEL TN GLUUOPPMOOT) TOV acOEVT).

e X&g mOAMOUC acBeveilc amorteital O GLVOLAGUOC TPLOV 1 KOl
TEPLGGOTEPMOV POPLLAK®DV.

ESH/ESC Guidelines J Hypertension 2007; 25:1105-1187



MovoOepoamelo EvavTtt cuvovaoueEvns Oepamelag

e Y& oaoclevelc uUE OVEMITAEKTN OPTNPLOKY] VTEPTOCT KOl GTOVG
NAKIOUEVOVS, 1 aVTIVTTEPTACIKY) Oepameio Oa mpemel va epapuoleTot

OTOOLOK .

e Ouwg, oe acbevelc pe oLENUEVO  KOPOLAYYEWKO KIVOLVO T
avtoneptacikn Oepameion Bo mpémer eivar embetikn), ocvvnbwc e
GUVOVLOGCUO QAPUAK®V, O10TL £Yel amooeyDel 0Tl | 060 TO OLVATO
ypnyopotepn pvduion e All mpoceépel pokpoypoOvio TPOGTUGio

oo TNV ELPEAVIOT] KAPOLOYYELLK®OV GUUPaUdTOV.

ESH/ESC Guidelines J Hypertension 2007; 25:1105-1187



VALUE: atroTeAEopaTO aVOAOYO ME TN
puBuion Tng All Toug TTPWTOUG 6 NNVEG

Pooled treatment groups

Odds Ratio
Fatal/Non-fatal cardiac events I—I—*I* 0.75 (0.67-0.83)
xx
Fatal/Non-fatal stroke —8— 0.55 (0.46—0.64)
xx
All-cause death —8— 0.79 (0.71-0.88)
Myocardial infarction ! 9 : 0.86 (0.73—1.01)
Heart failure hospitalisations —e—1 0.64 (0.55-0.74)
I | | | |

0.4 0.6 0.8 1.0 1.2 1.4
Controlled patients*  Non-controlled patients
(n = 10755) (n = 4490)
*SBP < 140 mmHg at 6 months. Hazard Ratio 95%0 ClI
**p < 0.01.
Weber MA, et al. Lancet 2004; 363: 2047-49



EmAoyN avTIVaEPTUGIKOV PUPURAKOV

e Ta kOpa OPEAN TNGC OVTIVTEPTAGIKNG OYM®YNS OPEIAOVTOUL
otV eddttmwon ¢ All avtg kabavtic.

e Ov P-amokAelotég, €101KE o€ ocvvovacud ue 0elaliotkd
OLOVPNTIKA, O0eV Oa TPETEL VO YPMNGILOTOLOVVTOL GE 0GOEVELS
ue petaPoikd cvvopouo kol e acheveic LVYNAOD KIvOLVOL
Y10, OVATTTVEN GaKYAPDOTN Ot Tn.

ESH/ESC Guidelines J Hypertension 2007; 25:1105-1187



YYNAYAXZMOI ®PAPMAKOQN
(ESH/ESC 2003)

B-anokA&loTEG
a-AnOKAEIOTEG gl AvTaymvioTEG Ca



2YNAYAXMOI PAPMAKQN
(ESH/ESC 2007, 2009)

B-anokA€IoTEG §
a-anoOKAEIOTEC gl AvTaymvioTeg Ca




Choice of combinations

* Several drug combinations are suitable for clinical use.

 Trial evidence of outcome reduction has been obtained

particularly for the combination of:
- Diuretic + ACEI
- Diuretic + ARB
- Diuretic + CA
- ACEl + CA

Reappraisal of European guidelines on hypertension management
J Hypertension 2009



Dose response with irbesartan/HCTZ
combination therapy and components

Results at 12 weeks Results at 8 weeks

]
SeDBP
(mm Hg)
-12.0
-14 A
-16 - -16 - -15.0
B Placebo (n=111) B Placebo (n=38)
HCTZ 12.5 mg (n=122) HCTZ 12.5 mg (n=39)
B Irbesartan 150 mg (n=124) B Irbesartan 300 mg (n=43)
i Irbesartan 150 mg/HCTZ 12.5 Mg (=124 B (Ir43b)esartan 300 mg/HCTZ 12.5 mg
Study duration = 12 weeks Study duration = 8 weeks

Weber M et al. J Hypertens. 1998;16(suppl 2):S129. Kochar M et al. Am J Hypertens. 1999;12:797-805.



Aliskiren provides additional SBP lowering
when combined with HCTZ

Placebo Aliskiren HCTZ?® Combination
Aliskiren (mg) 75 150 300 75 75 75 150 150 150 300 300
HCTZ (mg) 6.25 125 25 6.25 125 25 6.25 125 25 125 25

= 192 1833183 3180 194 4188 1873189186 17/3418441874180Q173
-7.5
10 9.4
-11.0
-12.2 *
14 *k
139 143 -143
*k% *kKk
-15.7 *"§‘* -15.6 -15.3
*kk *kKk *g*
18 17375176
p<0.0001 *g* *kk
§ -195_198
*g* *x%
22 -21.2

*k%k

8

Mean change from baseline in mean sitting SBP (mmHg)

TOverall significance of HCTZ effect not tested
Pairwise comparisons:*p<0.05; **p<0.001; ***p<0.0001 vs. placebo;

$p<0.05 vs. each component monotherapy Villamil A, et al. 2006 (Study 2204)



[TIpwtn emAoym

MovoBepamneio 6€ puKpr) 000N Y0vo. 2 QOPUAK®V O HKpT 000N

Amotvuyia otoyov All

Alhayn Toroc
POPUAKOV GE GLVOLAGOG GTN
LKpn 0oon LEY1LGTN 000N

To10 pdpuoko Lpootin

3% papudKov

OTI LEYIGTN 000N o3 I BT

Amotvyia otoyov All

OTI UEYIGTN 00G. o1 UEYIGTN 000.

20Vv0. 2-3 papudKkmv

OTI UEYIGTN 00GOAOYiN
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Randomized trial of a perindopril-based blood-pressure-
lowering regimen among 6.105 individuals with previous

stroke or transient ischaemic attack (PROGRESS)

Toyoromomuévn, ourin-toein perétn, o€ 6.105 aoBevelg, pe N yopic
VITEPTOGT, KOL UE TPONYOVUEVO EYKEPOUMKO £mercooro 1) TIA.

YKOTOS. OGUYKPLoN TNS TEPWVOOTPIANS 1 TOL  GUVOVUGUOV
TEPLVOOTPIANG KL LVOOUTUUIONS NE ELKOVIKO POPUUKO.

IHpoTtevov o610y0s: Oavatneopo 1q1 un Oovotn@opo eYKEQPUAKO
EMELG0010.

Lancet 2001; 358: 1033-1041



o o
= N
o1 (@]

Proportion with event
o
[EEY
(@)
1

0.057

PROGRESS
Major outcomes

Stroke Major Vascular Events

28% risk reduction
(95%CI1 17 - 38%)

p<0.0001 § 0.25 26% risk reduction
® 590 - (95% CI 16-33%)
S p<0.0001
= 015
i)
o 0.10
— Placebo & — Placeho
— Active & 0.057 —_
Active
1 1 1 1 ¥ T T T
1 2 3 4 1 2 3 4
Follow-up time (years) Follow-up time (years)

ABP 9/4mmHg

Lancet 2001; 358: 1033-1041



0.06 7

0.05 1

0.04 7

0.03 T

Proportion with event

0.02 -

0.01 A

PROGRESS
Major outcomes

Major Coronary Events

0.057
26% risk reduction 004
(95%CI 6-42%) =
p value=0.016 o
© 0.03"
s
2
S 002
S
— Placebo =
= Active o
T T T T 0.00
1 2 3 4

Follow-up time (years)

Heart Failure

26% risk reduction
(95%CI (5-42%)
p value=0.02

— Placebo
— Active

Follow-up time (years)

ABP 9/4mmHg

Lancet 2001; 358: 1033-1041



Hypertensive and
non-hypertensive patient subgroups

Strokes Favours | Favours  Risk reduction
active placebo active | placebo (95%CI)
Stroke
Hypertensive 163 235 —.— 32% (17 to 44%)
Non-hypertensive 144 185 + 27% (8 to 42%)
Total 307 420 —.— 28% (17 to 38%)
Major vascular events
Hypertensive 240 331 —.— 29% (16 to 40%)
Non-hypertensive 218 273 —.— 24% (9 to 37%)
Total 58 c0s T 269% (16 to 34%)
0.5 1.0 2.0

Hazard ratio



Combination therapy (12/5 mmHQ)
& single drug therapy (5/3 mmHgQ)

Events

Risk reduction
(95%Cl)

Favours | Favours
active placebo active placebo
Stroke |
Combination 150 255 _._

Single drug 157 165 ——
Total 307 420 = h
Major vascular events
Combination 231 367 -
Single drug 227 237 —-
Total 458 604 B

Tests for homogeneity (combination
vs. single drug): both < 0.001

43% (30 to 54%)
5% (-19 to 23%)
28% (17 to 38%)

40% (29 to 49%)
4% (-15 to 20%)
26% (16 to 34%)

0.5 1.0
Hazard ratio

2.0



Implications

Treatment with the combination of

perindopril and indapamide should
be considered routinely for patients
with stroke or TIA, Irrespective of:

= Stroke type (iIschaemic/haemorrhagic)

= Initial BP (hypertensive/non-hypertensive)
» Other drugs and treatments

Lancet 2001; 358: 1033-1041



Imperial College
London

The HYpertension
INn the
Very Elderly Trial

N. Beckett, R. Peters, A. Fletcher, C. Bulpitt
on behalf of the HYVET committees and
Investigators

SIS ClinicalTrials.gov: NCT00122811



The Trial:

—
-
HYPERTENSION IN THE VERY ELOERALY TAIAL

International, multi-centre, randomised double-blind placebo controlled

Inclusion Criteria:

Aged 80 or more,

Systolic BP; 160 -199mmHg
+ diastolic BP; <110 mmHg,
Informed consent

Primary Endpoint:

Exclusion Criteria:
Standing SBP < 140mmHg
Stroke in last 6 months
Dementia

Need daily nursing care

All strokes

(fatal and non-fatal)

+ Perindopril 4 mg

I + Perindopril 2 mg

I Indapamide SR 1.5 mg

Placebo Target blood pressure
150/80 mmHg
Placebo
|
+ Placebo |
+ Placebo

|

| | | | | | | | | |

| | | | | | | | | |

M-2 M-1 MO M3 M6 M9 M12 M18 M24



I
’ ‘ VVE |
HYPERTENSION IN THE VERY ELDERLY TRIAL

Placebo Run-in

[916 not randomised]f
Placebo Active
1912 1933

e 3845 randomised; Western Europe (86) Eastern Europe
(2144), China (1526), Australasia (19), Tunisia (70)

[ 4761 Entered Iinto }

e At end of trial; 1882 still in double blind, 17 vital status
not known, 220 in open follow-up



Blood pressure separation

180
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160 -

150

[EEN

N

o
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- & - Placebo
130 -

120 - : —e— Indapamide SR +/-
Median follow-up 1.8 years perindopril

110 -

Blood Pressure (mmHgQ)

100 -

90 - e
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80 - ——e— ¢ e
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70

Follow-up (years)



IHYVET
(30206 reduction)
8 _
Placebo
(5] :r_
b= group
s . P=0.055 Active-
— treatmenit
& 4— group
[P
g 34
et
k= 2=
Zz  1-
0 I I I I
i 1 2 3 4
Follow-up {yr)
Mo. at Risk
Placebo group 1912 1484 807 374 154
Active-treatmenrt group 1933 1557 B73 417 229




- | V — —
Total Mortalit Y VE T
(21%06 reduction)
30+

% Placebao

< 20 _’_‘,—r"'f o

3 P=0.019 P

5 treatment

2 group

5

= 10

k=

=]

=

0 T T T T
i 1 2 3 4
Follow-up fyr)

Mo. at Risk
Placebo Eroup 1912 14492 514 iFg 202
Active-treatrment group 1333 1565 BFF 420 231




I\ —
Fatal Stroke Y VT
(39%06 reduction)
5_
o Placebo
5 4 group
Ly .
= P=0.046 Active-
= 3_ treatment
5 group
=
= 2
&
=
= 17
=
0 I I I I
0 1 2z 3 4
Follow-up fyr)
Mo. at Risk
Placebo group 1312 1492 814 379 202
Activetreatment group 1933 1565 L 420 231




Heart Fallure IHAYVET
(64%06 reduction)

;f_
- Placebo
B ¢ group
g s
<U.
E P<0.0001
. '4_
T
(=
g  3-
T
e 2] Active-
= atrment
5 1- Sroup
0 | | | |
0 1 2 3 4
Follow-up {yr)
Mo. at Risk
Placebo group 1912 1480 794 167 183
Active-treatment group 1933 1559 ar 2 416 228




MeAéTn ADVANCE

Effects of a fixed combination of
perindopril and indapamide on macro-
and microvascular outcomes in patients
with type 2 diabetes mellitus.

Lancet 2007; 370: 829-40



a Baoikn Yo0eon

= 2¢ 00Oeveic pe ocakyoapwodn OIaBATR TUTTOU 2, TTOU
AapBavouv KaBe evOoedelyuEVN TTPOANTITIK Oaywyn, N
MPOOONKN  €TOINOU  OUVOUOOHOU  TrePIVOOTTPIANG
ivoatrapidong (2mg+0.625mg) Ba peEIwoel TOV KivOuvo
EMPAVIONG:

— MeiCovog HOKPOOYYEIOKNG VOOOU, CUUTTEPIANANBAVONEVNG TNG
OTEQAVIAIAC VOOOU, TNG AYYEIOEYKEPAAIKIG VOOOU I] Tou BavaTtou atro
KapolayyeEIakr) VOOO.

— MeiCovog MIKPOOYYEIOKAG VOOOU, OUMTTEPIANANBAVOPEVNG VEQGQ
VEQPOTTABEIaG 1 emdEivwon TNG AN UTTAPXOUCOG 1 TNG OIaPNTIKAG
QM@IBANOTPOEIOOTTABEIOC.



a KpITApla EVTAENG

= JoKYapwong d1aBnrTng Tutrou 2
= HAKKia 2 85 €1n
* YITEPTAOIKOI I} VOPUOTACIKOI

* [Ip6oc0OeTOI KiVOUVOI VIO OYYEIOKO CUMBOUa
— HAIKKia > 65 €1n
— loTopIiko PEICOVOC HaKPOAYYEIOKNG VOOOU
— loTopIko EICOVOC MIKPOAYYEIOKNG VOOOU
— [lpwTtn diayvwon Tou diapntn > 10 xpovia TTpIv TNV EVTAEN

— AAAOG peiCwy TTapAyovTag KIVOUVOU



ADVANCE - Study Design

. . _ Other classes of
Registration — n=12.878 antihypertensive agents
prescribed at the discretion
1 of the physician

6 Wk run-in with
PER 2/ IND 0.625 mg .
Patients under

l standard or intensive
glucose control

Randomization — n=11.140

— T

Fixed combo
Optmalii=PERAND .
(2+ 0,625 m0) Optumaliy=PITACEBO
PER/ANDdotbied PITACEB®@doubled
at 3months at 3months

T U (4.3 ys) —

12121 M



AVA CE [TpwTEUOV TEAIKO ONUEIO

= 2UVOETO TEAIKO ONMEIO HOKPO-AYYEIOKWYV
ETTITTAOKWV:
— Mn Bavatn@opo eYKEPAAIKO ETTEICODIO
— Mn Bavarn®opo Eu@PaAyua TOU JUOKAPdiou
— Kapdlayyeiokog BavaTog

= 2UVOETO TEAIKO ONMEIO MIKPO-AYYEIOKWYV
ETTITTAOKWV:
— EkONAwaonN N emogivwon VEQPPOTTABEIaC
— EKONAwaonN N €mocivwon aupIiBANCTPOEIOOTTABEIOG

Lancet 2007; 370: 829-40



XopaKTNPIOTIKA 00OEVWYV

Tuyaiotroinpévol aoBeveicg pe 2A 2 (n) 11.140
loTopiko Y1réptaong (%) 69
AcBeveic UTTO AVTIUTTEPTAOIKI aywyn (%) I4S)
2All kata Tnv evapen (MmHQ) 145
AATIl kata Tnv evapén (mmHQg) 81
Meon nAiKia Kata Tnv Evapgn (€tn) 66

LLancet 2007; 370: 829-40



Méon Al (mmHg)

MeTaBOAEG TNG APTNPIOKNG TTIECNG

165 ' == Placebo M.O.’AI'I KOTA TN
1565 | \ == Perindopril-Indapamide SIGPKEIN TNC
: TrapakoAoudnong
145 i
145 ] 2UOTOAIKN
é? k,:: 140.3 mmHg
135 1 ! — 134.7 mmHg
195 - ' A5.6 mmHg (95% Cl 5.2-6.0); p<0.001
115 E
105 - E
95 - i
85 1 81 E
! A100TOAIKA
75 | % VK nadboinnl 77.0 mmHg
: ——
o | ' A2.2 mmHg (95% Cl 2.0-2.4); p<0.001 74.8 mmHg

R 6 12 18 24 30 36 42 48 54 60
MapakoAouOnon (Miveg)

Lancet 2007; 370: 829-40
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OavaTtog KABe aiTioAoyiag

| — Placebo

— Perindopril-Indapamide

14%
MEIWOTN KIVOUVOU

p=0.025

18

24 30 %4 60

Follow-up

Lancet 2007; 370: 829-40



Kapdiayyelakog 6avaTog

- Placebo
- Perindopril-indapamide

18%
MEIWON KIVOUVOU

pP=0.027
12 18 24 30 36 42 48 54 60

Follow-up (months)
Lancet 2007; 370: 829-40
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2UVOETO TTPWTEVOV TEAIKO ONUEIO: ABPOICTIKA
OUMBAMOTO MOKPO | HIKPO-OYYEIOKWYV ETTITTAOKWV

1—— Placebo
—— Perindopril-indapamide

N
o

9%
MEIWON KIVOUVOU

p=0.041
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18 24 30 36 42 48 54 60

Follow-up (months)

Lancet 2007; 370: 829-40



2TEQOAVIOIO CUNBApaTO

ApI10u6G cuuBApATWY

Per-ind Placebo Y1rep | YTrep Meiwon 2xeTIkou
(n=5.569) (n=5.571) Per-Ind|Placebo Kivdivou (95% Cl)
OAa Tal oTeQaviaia 468 535 ’ 14%
ouppauarTa ;
MeiCova cupBdauara’ 265 294 —"—— 11%
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Ne@pika cupfapaTta
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ETiTreda TTOpayovTwy KivOuvou
OTO TEAOG TNG TTAPOKOAOUONONG

TuxaionoinHEvn aywyn

Per/Ind Placebo
(n=5569) (n=5571)
ZuoTtoAikn AN (mmHg) 135,6 139,9
AraoToAikn ANl (mmHQ) 73,6 75,1
HbA,. (%6) 6,9 6,9
OAiIkn XOANOTEPOAN 181,7 177,9
(mg/dL)
HDL xoAnoTepoAn S{OC S{OC
(mg/dL)
LDL xoAnoTEPOAN 104,4 100,5
(mg/dL)
TpiyAukepidia (mg/dL) 160,7 151,8

L
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ADVANCE

No. of events/patients Favours
Per-Ind Placebo Per-Ind

Favours Relative risk P for
Placebo reduction (95% CI) trend

All participants ~ 1243/5569 1500 /5571 <

Baseline systolic blood pressure (mmHgQ)

21% (15t027)

<120 134/615  167/560 — - 30% (12 to 44) 0.75
120-139 367/1736  431/1793 —-— 15% (3 to 26)
140-159 439/1945  563/2003 - 25% (15 to 34)
>160 303/1273  339/1215 . 19% (5 to 30)

Baseline diastolic blood pressure (mmHg)

<70 208/846  240/881 — 16% (-2t030)  0.85

70-79 387/1748  481/1758 - 23% (12 to 33)
80-89 386/1862  479/1834 -~ 24% (13 to 34)
>90 262/1113  300/1098 —— 19% (4 to 31)

N
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ADVANCE

Age groups N of events (%) Favours | Favours Hazard ratio p for
Per-Ind Placebo Per-Ind Placebo (95% CI) trend
Death from any cause
<65 years 91 (4.0) 103 (4.5) — - 0.89 (0.67- 1.18)
65-74 years 229 (8.1) 264 (9.5) — 0.84 (0.70- 1.00)  0.96
>75 years 88 (18.2) 104 (19.8) — 0.90 (0.68- 1.19)
Overall 408 (7.3) 471 (8.5) <> 0.86 (0.75- 0.98)
Cardiovascular death
<65 years 53 (2.4) 60 (2.6) ' 0.89 (0.61- 1.29)
65-74years 120 (4.2) 135 (4.9) ——- 0.86 (0.67-1.10) 0.25
>75 years 38(7.9) 62 (11.8) —— 0.65 (0.44- 0.98)
Overall 211 (3.8) 257 (4.6) <> 0.82 (0.68- 0.98)
| 1

)
v
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ADVANCE: ZUUTTEPACHATO

* H mpoobnkn ocTabepou cuvouaopoU TTEPIVOOTTPIANG /
IVOOTTAMIONG OTNV aywyr TwV aocBevwy pe ZAT2:

1. Meiwvel Tov Kapolayyeioko Bavaro kata 18%
KOl TN OUVOAIKN OvntoTnTa Kata 14%.

2. Meiwvel Ta ouvoAIKd oTe@avidia cupfapara kata 14%
KOl TO VE@PIKA cupauparta kata 21%.

3. MeIwVEl OTATIOTIKA ONUAVTIKA OAd TO CUMBApOTO
00poICTIKA (MOKPO- KOI MIKPOAYYEIOKA) KaTa 9%,

AVECAPTNTA ATTO TA ETTITTEON TNG APTNPIAKNAG TTiEONG.

Lancet 2007; 370: 829-40



ADVANCE
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Percentage of patients who reach
the blood pressure goal (<140/90 mmHg) in Europe

Mancia G et al. J Hypertens 2007; 25: 1105-87
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Implementation of Guidelines

Hypertension. The Impulsion Study

Asterios Karagiannis', Apostolos L. Hatzitolios”, Vasilios G. Athyros', Kalliopi Deligianni’,
Charalambos (‘haralmnbousﬂ Christos Papathanakjsj , Georgios Theodosious, Theodoros Drakidis7,
Veronika Chatzikaloudi’. Chysanthi Kamilali’. Sotirios Matsiras®, Athanasios Matzirisg,

Christos Savopoulosz, Maria Baltatzi’, Jobst Rudolf'’, Konstantinos Tziomalos'' and

Dimitri P. Mikhailidis'*

ISecond Propedeutic Department of Internal Medicine, Medical School, Aristotle University of Thessaloniki,
Hippocration Hospital, Thessaloniki, Greece, “First Propedeutic Department of Internal Medicine, Medical School
Aristotle University of Thessaloniki, AHEPA Hospital, Thessaloniki, Greece, * Department of Internal Medicine,
Katerini Hospital, Katerini, Greece, 4Depm'mmn( of Internal Medicine, Phychiatric Hospital, Thessaloniki, Greece,
*Health Centre of Orestiada, Orestiada, Greece, *Department of Internal Medicine, Edessa Hospital, Edessa, Greece,
"Health Centre of Sidirokastro, Sidirokastro, Greece, *Health Centre of Chalastra, Chalastra, Greece, Health Centre of
Langadas, Langadas, Greece, **Stroke Unit, Deparment of Neurology, Papageorgiou Hospital, Thessaloniki, Greece,
“Department of Clinical Biochemisiry, Royal Free Hospital Campus, University College Medical School, University
College London, Pond Street, London, UK

Abstract: This study assessed the effects of a pilot best practice implementation enhancement program on the control of
hypertension. We enrolled 697 consecutive known hypertensive patients with other vaseular risk factors but free from
overt vascular disease. There was no “control” group because it was considered unethical to deprive high-risk patients
from “best medical treatment”. Following a baseline visit, previously trained physicians aimed to improve adherence to
lifestyle measures and drug treatment for hypertension and other vascular risk factors. Both at baseline and at study com-
pletion (after 6 months), a 1-page form was completed showing if patients achieved treatment targets. If not, the reasons
why were recorded. This program enhanced compliance with lifestyle measures and increased the use of evidence-based
medication. There was a substantial increase in the number of patients who achieved treatment targets for blood pressure
(p<0.0001) and other vascular risk factors. In non-diabetic patients (n=583), estimated vascular risk (PROCAM risk en-
gine) was significantly reduced by 41% (p<0.0001). There was also a 12% reduction in vascular risk according to the
Framingham risk engine but this did not achieve significance (p=0.07). In conclusion, this is the first study to increase ad-
herence to multiple interventions in hypertensive patients on an outpatient basis, both in primary care and teaching hospi-
tals. Simple, relatively low cost measures (e.g. educating physicians and patients, distributing printed guidelines/brochures
and completing a 1-page form) motivated both physicians and patients to achieve multiple treatment goals. Further work
is needed to establish if the improvement observed is sustained. [ClinicalTrials.gov NCT00416611].

Key Words: Hypertension, treatment, control, best practice, vascular risk factors.
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