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European Guidelines on cardiovascular disease
prevention in clinical practice (version 2012)

The Fifth Joint Task Force of the European Society of Cardiology
and Other Societies on Cardiovascular Disease Prevention in Clinical

Practice (constituted by representatives of nine societies
and by invited experts)

Developed with the special contribution of the European Association
for Cardiovascular Prevention & Rehabilitation {EACFH}*

PreCo nastava potreba doslednej prevencie KV
ochoreni na Slovensku?



- ESC rozdelila krajiny EU na 2 skupiny: s vysokym a nizkym -

KV rizikom
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Nastroje primarnej prevencie:
nefarmakologické a farmakologické

Table 4 Guideline recommendations vs.
achievements in patients with established coronary

heart disease in EUROASPIRE 11

Guideline recommendati ons Proportions at goal
Smoking cessation among smokers 48
Regular physical activity 34
BMI <25 kg/m? I8
|
== o ’ o
<94 cm (men) 25 * Motivovat pacienta
S {W} 12 owve,/t ré
TR = — cvicit sa dari len
Total cholesterol <4.5 mmol/L (175 mg/idl) |49 VvV 34%
LDL cholesteral <2.5 mmolfL (100 mg/dL) 55 _ SChUdnat' Ien
Among patients with type 2 diabetes o
Fasting glycaemia <7.0 mmol/L (125 mgidL) |27 \'"/ 18 A)
HbA, <6.5% a5

BMI = body mass index; HbA,, = gycaed hemoglobin: LDL = low-density
Epoprotosn.




ESC odhaduje, ze podiel modernej farmakolog. liecby
na znizovani KV mortality je 40%

joint ESC Guidelines Page 9 of 77
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Ciele uspesnej prevencie KV ochoreni podla ESC

1. Zaistenie farmakoterapie, ktora znizi mortalitu

2. Ovplyvnenie nielen TK, ale aj inych RF ( lipidového spektra )

3. Zvysenie adherencie k liecbe zjednodusenim liecebného
rezimu

Existuje lieCba, ktora zahrna vsetky tieto parametre ?



ASCOT : hypertonici s nizkym a strednym KV rizikom

» ASCOT - nezavisla, randomizovana, multicentricka studia
o 19,342 pacientov s hypertenziou bez ICHS s minimalne 3 dalSimi RF
 Planované : 5 ro¢né sledovanie

« BPLA posudzovala : efekt AH lie€by a jej vplyv na kardialnu morbiditu
a mortalitu

 Podstudia ASCOT LLA : porovnanie ucinku atorvastatinu vs. placebo,
ktoré boli pridané k AH lieCbe u pac. s TC <6,5 mmol/l.

 Primarny end point: nefatalny IM a fatalna ICHS



Stadia ASCOT: dizajn

19,257
Pacientov s
hypertenziou + 23 RF ASCOT- BPLA
Amlodipin Betablokéator (atenolol)
+ ACE-I + diuretikum

7

10,305 pacientov
TC <6.5 mmol/l ASCOT-LLA
(250 mg/dl)
ATORVASTATIN 10 mg PLACEBO
N=5168 N=5137
amlodipin -based regimen atenolol-based regimen amlodipine-based atenolol-based
+ ATORVASTATIN + ATORVASTATIN regimen + placebo regimen + placebo
N=2584 N=2584 N=2554 N=2583

Sever PS et al. Lancet. 2003;361:1149-1158.



AscoT -LLA Atorvastatin + AH liecba :

36% redukcia nef. IM a fatalnej ICHS

< Pdvodne planovana dizka studie: 5 rokov .

, Skutoéna dizka sledovania: median 3.3 foka

AH lie€ba + atorvastatin 10 mg (n=5168)
- AH lieéba + placebo (N=5137)
X
S 9 0
O
: -36%
= o P=.0005
@
o
O & L}
= Studia predéasne
Signifikantny ¥ ] ukoncena
benefit HR=0.64 (0.50-0.83)
porozorovany é P
uz po 90 0 T T T T T I T V/4 ]
<z 00 05 10 15 20 25 3.03.3 5.0

Roky

RRR=relative risk reduction.
Sever PS et al for the ASCOT Investigators. Lancet, 2003;361:1149-1158. Sever PS et al, for the ASCOT Investigators. Am J Cardiol. 2005:96:39F-44F.



ASCOT 2x2

4 N
Pridanie atorvastatinu k AH lieCbe je prospesné!

... je vyhodnejSie pridanie atorvastatinu k Amlo alebo BB| ??

\_ ,
10,305 hypertonikov lieéenych
- amlodipinom alebo BB
2 3KV RF
ASCOT-LLA TC <6.5 mmol/l
atorvastatin 10 mg placebo
= N=5168 NEkY
AMLODIPINOVE rameno Atenololové rameno AMLODIPINOVE rameno Atenololové rameno
+ ATORVASTATIN + ATORVASTATIN + placebo + placebo
N=2584 N=2584 N=2554 N=2583
— _
——

ASCOT-LLA 2x2

Sever PS et al. Lancet. 2003;361:1149-1158.



ASCOT 2x2: ucinnost zavisi od antihypertenziva, ku ktorému
sa atorvastatin prida

Primarny ciel : nefatalny IM + fatalna ICHS

Liecba zalozena na amlodipine Lie¢ba zalozena na aten0|°|e

407 __ Amlodipin + atorvastatin10 (Dicartil) == & *0] — Atenolol +atorvastatin 10
1 - Amlodipin + placebo : s 1 Atenolol + placebo
09 £ 3.01
k5 l -16%
- ':.¢‘ _53% .g -1 . -‘..--l
2.0 L £ 201
sun C
= [ \2 —
I
5 1094 .
g i
HR=0.47 (0.32-0.69) p<0.001 X 0.04: HR=0.84 (0.60- 1.17) p=0.30
10 15 20 25 30 35 00 05 10 15 20 25 30 35
Roky Roky

Véasny benefit pozorovany
uz po 90 drioch

Sever et al. Eur Heart J. 2006;27:2982-8.




Anglo-Scandinavian

¢ t
ASCOT - vysledky asco

19,257

ASCOT- BPLA hypertonikov + 23 RF
Amlodipin Betablokator (atenolol)
+ ACE-I > + diuretikum

10,305 pacientov
Celkovy cholesterol £6.5 mmol/l

ASCOT-LLA

ATORVASTATIN 10 mg SAMOTNA ANTIHYPERTENZNA
N=5168 LIECBA  N=5137

/ N

Amlodipin Atenolol Amlodipin Atenolol
+ ATORVASTATIN + ATORVASTATIN + placebo N=2554 W + placebo N=2583

N=2584 N=2584

inin + i Atorvastatin Amlodipin
Amlodipin atorvastat|n> > P > Atenolol

+ liecba tlaku NORVASC

Primarny end point: nefatalny IM a fatalna ICHS



ASCOT LLA po 5,5 rokoch

VsSetkym pacientom bola po zastaveni LLA po 3,3 roku ponuknuta statinova
lie€ba, benefit véasnej statinovej liecby pretrvaval aj po 5,5 rokoch

Nefatalny IM + fatalna ICHS
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U= T T T — T
. 3.0 4.0 5.0 Years
Number at risk 0.0 1.0 20
Atorvastatin 5134 5073 5006 4907 4819 4174
Placebo 5106 5013 4935 4825 4696 4061

Eur H J 2008:29:499-508



ASCOT LLA po 5,5 rokoch

. Celkova mortalita

10.0 1
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Number at risk
Atorvastatin 5134 5093 5042 4961 4892 4251
Placebo 5106 5054 5001 4922 4815 4185

Eur H J 2008:29:499-508



Cumulative incidence (%)
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European Heart Journal (2011 August)
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End of follow-up (31 Dec2010)

End of BPLA
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Po 11 rokoch: celkova mortalita bola redukovana o 14% u
pacientov, ktori boli v€asne lieCeni statinom

All-cause mortality

-14%

Trend k benefitu

na celkové prezivanie

sa s narastajucim ¢asom
liecby stal signifikantny

—— AStorvastatin
—_— Placebo

ascot-11

Cardiae Dutcomes Trial




ASCOT po 11 rokoch - zaver

e Atorvastatin pridany k antihypertenzivnej liecbe preukazal
signifikantny dlhodoby benefit na znizenie celkovej mortality

* Toto signifikantné znizenie mortality sa prejavilo napriek tomu,
ze po 3 rokoch mali takmer vsetci pacienti v oboch ramenach
statinovu liecbu

¥

Potvrdenie benefitu z vcasného podania statinovej liecby

European Heart Journal (2011 August)



Stadia CRUCIAL- dizajn:

Prospektivna, otvorend, kohortova studia s klastrovou randomizaciou

DICARTIL - fixna kombinacia
amlodipin / atorvastatin
(5/10mg al.10/10'mQ)

+ bezna liecba

1.500 pacientov

Vhodny pacient:

klastrovana
randomizacia
INVESTIGATOROV

(z dévodu zachovania

integrity beznej praxe) BEZNA LIECBA samotna

(akékol'vek antihypertenzivum, hypolipidemikum,
vratane amlodipinu, atorvastatinu)

Kazdy pacient sledovany 12 mesiacov

* hypertonik
ebez znamok ICHS
e TC 6.5 mmol/L

Primarny end-point:

* Vypocet 10-ro€ného rizika vzniku koronarnej choroby po 12 mesiacoch lie€by
pomocou Framinghamského skore

Sekundéarny end-point:
» Dosahovanie ciefovych hodn6t TK a cholesterolu

CRUCIAL trial. Curr Med Res Opin. 2011;27(4):821-833



Cielové hodnoty TK a LDL-C

dosiahlo signifikantne viac pacientov na fixnej kombinacii
amlodipin/atorvastatin ako na samostatnej beznej liecbe

(95% Cl, 3.31,
5.82) P<.001

(95% ClI, 1.15,
2.20) P=.005

+ 57%
(95% Cl, 2.11,
3.80) P<.001

+ 22%

fix. kombinacia amlofatorva
+beZna lie€ba (n=760)
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hodnotu TK hodnotu LDL-C hodnoty oboch
(<140/90 mmHg) (<100 mg/dL) parametrov

Cielové hodnoty podla JNC-7 a NCEP

CRUCIAL trial. Curr Med Res Opin. 2011;27(4):821-833



Studia CRUCIAL:
Fixna kombinacia amlodipin/atorvastatin znizila riziko vzniku ICHS
0 27% v porovnani s beznou liecbou po 1 roku liecby

20
10 Fixna kombinacia
amlodipin/atorvastatin Bezna liecba
+ bezna starostlivost’ samostatne

o

| n=657

-4.0% _27%

po 52 tyzdioch (%)
AN
o

Zmena 10-roéného rizika vzniku ICHS

» -
-20 znizenie RR
vzniku ICHS
-30 (95% Cl, -31.71,-22.48)
P<0.001
-4(0 - '330% (po zohladneni rozdielov

vo vstupnych hodnotach)

(merané Framinghamskym skore)

CRUCIAL trial. Curr Med Res Opin. 2011;27(4):821-833



Studia CRUCIAL - ZAVER

* Fixnou kombinaciou amlodipin/atorvastatin

— je moZné dosiahnut cielové hodnoty tlaku a cholesterolu u
takmer 2-nasobného™* poctu pacientov

*HR = 1,87 (95% Cl, 2.11, 3.80) P<.001

— Je moiné dosiahnut redukciu vzniku ICHS meranu
Framinghamskou skalou o 27%"
"RRR=0,73 (95% Cl, -31.71,-22.48) P<0.001

CRUCIAL trial. Curr Med Res Opin. 2011;27(4):821-833



Synergicky efekt molekul amlodipinu a atorvastatinu

Amlodipin

Pozitivhy naboj

Atorvastatin
Negativny naboj

Mason RP, The American Journal of Medicine (2005) Vol 118 (12A), 54S-61S



Synergicky efekt originalnej fixnej kombinacie
amlodipinu s atorvastatinom na LDL-C

matorvastatin 10

matorvastatin 20

Efixna kombinacia
amlodipin5 /atorvastatin1

pokles LDL

Fixnd kombinacia amlodipin 5 mg / atorvastatin 10 mg
znizuje LDL-C na arovni 20 mg atorvastatinu

Preston RA, The Respond Trial. J Clin Pharmacol 2007;47:1555-1569
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Manazment tlaku

Recommendations

Class® | Level®

Lifestyle measuras such as welght control, Increased physlcal activity, alcohol moderation, sodium restriction, and
Increased consumption of frults, vegetables, and low-fat dalry products are recommended In all patlents with
mypertension and in indlviduals with high normal BR

All major antfhypertensive drug dasses (Le. duretics ACE Inhibitors, clclum antagonlsts, angotensin receptor
antagonlsis, and beta-blockers) do not differ significantly in thelr BF-owering efficacy and thus should ba
recommended for the Inftation and malntenance of anthypertensive reatment

Beta-blockers and thiazide diuretics are not recommended in hypertensive patients with multiple me@bolic risk
factors Increasing the risk of new-onsst diabetes.

In patients with diabetes, an ACE Inhibitor or a renin-angiotensin receptor blocker Is recommended.

Risk stratification using the SCORE risk chart Is recommended as & minimal requirement in each fypertansive

In patlents with grade | or 2 hypertension and at moderate total cardiovas
dalayed for savaral weeks, and In grade | hypartensiva e
while rying Ifestyla measures,

§ treatment may be

GRADE | Ref®
174,285,
Strong | 390-393
Strong 394
Strong | 395, 3%
Strong | 397399
Strong | 43,400

Weak

Statin patri do liecby hypertenzie!

401

Systolic BP should be lowerad to <140 mmHg {and diastolic BP <90 mmHg) in all hypertensive patients.

All lypertensive patients with established cardlovascular diseass, or with type 2 diabetes, or with an estimated
[ Qwyear risk of cardiovascular death =5% (based on the SCORE chart) should be considered for statn therapy.

evanis,

Antiplatelet therapy may be considered In hypertensive patients without a history of cardiovascular disease, but

b A

Strong

I8

Weak

406408

CHD
DM2
SCORE>5

with reduced remal function or at high cardiovascular rish. _



. Manazment lipidov .

Recommendations on management of hyperlipidaemia

Recommeandations

The recommendad target levels are
<3 mmol/L (kess than ~115 mgidL)

:

=190 mgidL) for total plasma chodesterol and
subjects at low or moderate risk

457 458

hpam:mghmnﬂt.b‘m:mmngcﬂ <1.5 mmoliL

[lass than ~100 mgidl) ls recommanded.

455461

In LDL eholestarol target is <1.8 mmolL (fss than ~70 mydL)
a 250%% LDL cholesterol reduction the wrpet level cannot be reached.

All patants with familial hyparcholes terolasmia must be recognized a3 high-risk patients and be treated with
lipid-lowiering dharapy.

In pathents with an hmﬂnmmntlr]hlghdurm has to be Inttited whils the padents are in hospital.

Presvention of non-haemorrhagic stroke: treatrment with stating must be started bilished
atheroscleratic disease and In pathents at high risk for developing V0. Tre ¢ with statins mustjbe started
In patents with a history of non-cardioembolic Kchaemic stroke.

Ouoclusive arteril disease of the lower Bmbs and carotld artery disease are CHD risk-aquivalont conditons and
lipid-lowering therapy IS recommeanded.

L Stating should be considared s the firstdine drugs '1 transplant patients with dyslipldaemia.

erie-idney-diseace (stapes 2-5, 1o, GFR <%0 mUmin/ .73 m') Is acknowledged as a CHD risk-equivalent and
-- gt In these patents should be adapted to the degree of renal falure.

459,460

459,470

471,472

473

474

ACS = acute coronary syndrome; CHD = coronary heart dsease; CVD, cardiovasular disease; GFR = glomerular fitration rate; LDL = |ow-density lipoprotein.

“Class of recomrrmendaton.
M aved af eddence

efrences — Cielfom Ilecby[je redukua LDL ]
Liekom volb




ESC odporuca: zlepsit adherenciu pacientov -
znizenim pocet tabliet

Recommendations on pafients a-dheran)c;/

Recommendations Class* Luwl GRADE | Ref®

Physicians must assess
adherence to medication,

and Identify reascns for non-
adherence In order to ailor
further Interventions to the
individual needs of the patent
or person at risk.

S8
Strong £70

n clinical practce, reducing

dosage demands to the
lowest acceptable level is
recommended. In additon,

arrd ﬁandbu:k should tua
Implemanted. If feasible,
multisession or combined
behavioural interventions
should be offered in the case
of persistent non-adherence.

Strong | 50




ESC 2012
hlavné odkazy pre KV prevenciu

o Zaistit farmakoterapiu, ktora znizi mortalitu
e Zahrnut statin do liecby hypertenzie

o Zvysit adherenciu k liecbe zjednodusenim
liecebného rezimu

Existuje lieCba, ktora zahrna vsetky tieto parametre ?



Originalna fixna kombinacia amlodipinu s atorvastatinom
splna tieto narocné kritéria pre KV prevenciu podla ESC

Amlodipin

Pozitl'vnyiéboj

Atorvastatin |

o Zaistit farmakoterapiu, ktora znizi mortalitu | SR
— Dokaz v studii ASCOT 2x2

o Zahrnut statin do liecby hypertenzie
— Fixna kombinacia antihypertenziva a statinu

o Zvysit adherenciu k liecbe zjednodusenim liecebného rezimu

— Dokazana lepsia adherencia a dosahovanie cielovych
hodn6t (studia Crucial)



DAKUJEM VAM ZA POZORNOST
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