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Hipertensiunea arteriala este principala cauza de deces la nivel

mondial®

Decese

Hipertensiune arteriala

Fumat

Diete cu continut redus de fructe
IMC crescut

Glicemie crescuta

Activitate fizica scazuta/inactivitate
Dieta bogata in sare

Consum crescut de alcool

Dieta cu continut redus de nuci si seminte
Hipercolesterolemie

Dieta cu continut redus de legume

Diete cu continut scazut de cereale
integrale

Diete cu consum mic de peste
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1. Ezzati M et al. N Engl J Med. 2013;369:954-964. 2. Unger T et al. J Hypertens. 2020;38:982-1004.
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Prevalenta tensiunii arteriale in Roméania este de 44 %

@ Raised blood pressure @

Prevalence®

Overall 46% Romania
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ESC Congress o *SBP/DBP 2 140/90 mmHg (2 140/80 mmHg for patients with diabetes)
Munich 2018 Standardized for age and gender

De Backer G, Are patients treated as they should according to management guidelines. Insights from Euroaspire V.- ESC congress; 25 - 29
August 2018, Munich - Germany



BCV este una dintre cele mai frecvente $i
devastatoare probleme de sanatate la nivel global ...

» v
e Speranta de viata este
16.6 million deaths? A y
7.2 million® 5.5 million® 3.9 million®
Ischaemic Cerebrovascular Other heart
heart disease disease conditions

\ . ' Camenii auocalitatea
20 million survivors vie;ii scaaka

Long-term, Poor patient Family burden
continued quality of life
costly care

Figure | The mortal and morbid consequences of cardiovascular disease.
Source: “World Health Organization, 2005

Erhardt L et al. Comprehensive cardiovascular risk management — what does it mean in practice? Vasc Health Risk Manag 2007;3(5):587-603.



Hipertensiunea arteriala:
Unul din factorii cheie de risc modificabili ai BCV

Factori de risc

R Hipertensiune
modificabili o | - - - - - - - —
Dislipidemie Nivelul CT si al LDL-C inalt si foarte inalt, precum si HDL-C scazut, confera risc de BCV.
Fumat Riscul de BCV este de 2-4 ori mai mare la fumatori decat la nefumatori.
Diabet Impune un risc CV similar cu infarctul miocardic si un risc echivalent cu imbatranirea de
15 ani. Creste riscul chiar si atunci cand nivelurile de glucoza sunt controlate.
ACTIONAM . i . : . . R L
PENTRU A Obezitate Reprezinta un risc major pentru hipertensiune, dislipidemie si diabet zaharat.
PREVENI! Consum excesiv Creste TA, provoaca insuficienta cardiaca si poate duce la accident vascular cerebral.
de alcool
Stil de viata Reprezinta un risc major pentru hipertensiune, dislipidemie si diabet zaharat.
sedentar
Factori ce Consumul zilnic de fructe
imbunatatesc $i legume Reduce tensiunea arteriala si creste HDL-C.
Activitate fizica regulata
Factori Varsta inaintata Creste riscul c-v barbati>45 ani si femei >55 ani
nonmodificabili
Sexul masculin Risc mai crescut la aceeasi varsta cu femeile
Istoric familial de <55 ani la barbati si <65 ani la femei rude

BCV prematura

Erhardt L et al. Comprehensive cardiovascular risk management — what does it mean in practice? Vasc Health Risk Manag 2007;3(5):587-603.



Reducerea tensiunii arteriale
este principalul factor de reducere al riscului CV

10 mm Hg scade TAS

Sau

5 mm Hg scade TAD

Scadere semnificativa a

mortalitatii si morbiditatii CV

Williams B, Mancia G, Spiering W et.al. ESC Scientific Document Group; 2018 ESC/ESH Guidelines for the management of arterial hypertension, European
Heart Journal 2018; 39 (33): 3021-104.



De ce controlul TA este dificil de obtinut?

2 din 3 pacienti hipertensivi renunta la tratament
in termen de 1 an de la initierea terapiei

Aderenta dupa:

. 47% 43% 35%

6 luni

3 luni

72 jun

Aderenta scazuta la tratamentul antihipertensiv creste riscul aparitiei BCV, ce afecteaza

calitatea vietii si creste costurile asistentei medicale.

1. Castellano JM, et al. A polypill strategy to improve global secondary cardiovascular prevention. Global Heart. 2013 ;8:263. 2. Alkagiet S et al. Suboptimal adherence
to antihypertensive treatment: Causes and management. The Open Hypertension Journal 2018 (https://www.benthamopen.com/FULLTEXT/TOHYPERJ-10-41)



Aderenta scazuta de obicei afecteaza toate liniile de
terapie la toti pacientii — preventie primara sau secundara
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Persistenta cu medicamente pentru preventia secundara in 24 de luni
dupa un accident vascular cerebral ischemic:
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Brown MR, Bussell JK. Medication adherence: WHO cares. Mayo Clin Proc 2011; 86(4): 304-14.



| numarului de cpr. din medicatie = 1 aderenta

imbunatatire OR (95% Cl)

. Meta-analiza despre aderenta
. n 6 studii (n=30,295)

Studi
Dezii 2000 - 1.19 (0.83-1.71)

Jackson et al. 2006 L 2.84 (1.67-4.83)

Taylor et al. 2003 _ 1.09 (0.80-1.51)
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Gerbino et al. 2004 S I — 1.28 (0.93-1.75)

Dickson et al. 2008 1.29 (0.89-1.89)

In favoarea CDF

Per total ’ — 1.29 (1.11-1.50)
Monoterapie :
I
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Recomandarile ghidurilor ESC/ESH 2018:
CDF pentru majoritatea pacientilor hipertensivi

G B am i Se considerd monoterapie la
Terapie initiala IECA sau BRA + BCCsau pacienti cu  hipertensiune
diuretic

arteriala grad 1 risc aditional
scazut (TAS<150 mmHg) sau la
l pacientii foarte varstnici (z80

Dubla terapie

ani) sau tarati.

Pasul 2

Tripla terapie

' IECA sau BRA + BCC + diuretic \

|

P?SUI 3 Hipertensiune rezistenta Se considera indrumarea spre
Tripla terapie + Se adaugé spironolactona (25-50 mg un centru de referinta pentru
spinorolactond sau 0.d.) sau alt diuretic, alfa-blocant sau invesigatii suplimentare
alta clasa beta-blocant
antihipertensiva
Beta-blocante

Se considera beta-blocante la oricare pas in terapia hipertensiunii arteriale daca exista
indicatie specifica pentru utilizarea lor ex. insuficienta cardica, angina, post-IM, fibrilatie
atriala sau femei tinere insdrcinate sau care planifica o sarcina.

@ ESC European Heart Journal (2018) 00, 1—-98 ESC/ESH GUIDELINES

European Society doi:10.1093/eurheartj/ehy339
of Cardiology



Eficacitatea BRA vs. IECA

B RA au prezentat eflcaCItate Slmllara in ceea ce priveste mortalitatea CV, IM,
accident vascular cerebral si boala renala in stadiu terminal, comparativ cuin h I b |t0 i ECA

Rezultate
Eficacitate
Mortalitatea CV
Infarct miocardic

AVC

Boala renala in
stadiul final

Studii

Head-to-Head Studies

Favorabil BRA

Favorabil IECA

RR (95% CL)

1.00 (0.89-1.12)
1.07 (0.94-1.22)
0.92 (0.80-1.06)

0.88 (0.63-1.22)

Messerli FH et al. Angiotensin-Converting Enzyme Inhibitors in Hypertension: To Use or Not to Use? J Am Coll Cardiol 2018; 71 (13): 1474-82



BRA - terapie optima pe termen lung
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Esposti LD, et al. Pharmacoeconomics of antihypertensive drug treatment: an analysis of how long patients remain on various antihypertensive therapies. J Clin
Hypertens 2004; 6:76-84.



Control optim al TA

Cea mai persistenta si
aderenta terapie
antihipertensiva

Risc scazut de
intrerupere din cauze RA

Reducere
semnificativa a
risculuir CV.



BRA si BCCa au mecanisme complementare de
actiuni care vizeaza o reducere suplimentara a TA

/ Efectele vasodilatatoare ale BCCa | | O activare a SRAA este antagonizata de \
BRA

provoaca o activare a SRAA \r__1 /
La nivelul organelor tinta BCCa faciliteaza | Valoarea scézuta a sodiului potenteaza
natriureza si scade proteinuria. N ey efectul antihipertensiv al BRA
BCCa sunt neutre din punct de vedere ' " BRAreduc sau intarzie riscul de diabet cu

metabolic N ey debut nou

S-a demonstrat ca BCCa au efecte V' \ BRA nu au efect asupra ischemiei

benefice asupra ischemiei cardiace ey £ cardiace

! |

BCCa eficacitate pentru pacientii cu BRA eficacitate pentru pacientii cu renina
renind scazuta | — ridicata

Neutel JM. Complementary mechanism of angiotensin receptor blockers and calcium channel blockers in managing hypertension. Postgrad Med
2009;121(2):40-48



De ce sa asociem amlodipina la sartani?

+ Efect antihipertensiv de lunga durata;
< Efect cardioprotector mai pronuntat - efect antianginos;

< Imbunatateste prognosticul pacientilor cu hipertensiune arteriala

cu ateroscleroza prin valente vasoprotectoare suplimentare;
« Efectele antioxidante ale amlodipinei imbunatatesc functia

endoteliala;

< Proprietati renoprotectoare suplimentare prin actiune pe glomerul

si prin reducerea variabilitatii TA.




Ce aduce suplimentar BCCa fata de diuretic?

SRAA (BRA sau iECA)

Diabet

Boala renala cronica
GFR > 30 ml/min

” Hipertrofie ventriculara stanga

Q AVC anterior

‘) Insuficienta cardiaca

AVC anterior (v

(  Fibrilatia atriala*

(  Angina pectorali

(  Sindrom metabolic

Concomitant conditions

1. The Task Force for the management of arterial hypertension of the European Society of Hypertension (ESH) and of the European Society of Cardiology (ESC). 2013 ESH/ESC
Guidelines for the management of arterial hypertension. Journal of Hypertension 2013; 31: 1281-357. 2. Williams B, Mancia G, Spiering W et.al. ESC Scientific Document Group; 2018
ESC/ESH Guidelines for the management of arterial hypertension, European Heart Journal 2018; 39 (33): 3021-104.



Terapia HTA - importanta combinatiilor in doze fixe

CDF — majoritatea pacientilor

7~ Chiar si la HTA grad | — studiul HOPE 3 — CDF in doze mici — scaderea

evenimentelor cardio-vasculare

- Efecte adverse mai mici decat doze mari a unui singur agent hipotensor

7~ Reactii adverse putine - aderenta crescuta
=+~ Control superior al TA

Monoterapie

7 HTA grad | risc scazut

7~ TAInalt normala

- Varstnicl

ESC/ESH GUIDELINES



Asocierea OLM + AML asigura o reducere
semnificativa a TA

0
2
£ -2 Reducere semnificativa a
: M OM+AML (40 +10 mg) TA ob!:inuté prin
< 4 asocierea OLM si AML
g P i OM (40 mg) decat prin.
p & AML (10 mg) monotsrapls
2 -8 pentru varstnicii cu
g hipertensiune
< -10 arteriala rezistenta
(9
£ -12
X
M 37

n=157, durata studiului= 8 saptamani




Eficacitate i rapiditate in scaderea TA

90% -
80% -
70%
60% -
50%
40%
30%
20%
10%
0%

17%
i OA 20/5
mg

Reducere
semnificativa
a TAdupa 8

% of patients in whom prespecified
reduction of BP was achieved in week 8

saptamani
de tratament

SeSBP reduction = 20 SeDBP reduction = 10
mm Hg mm Hg

The efficacy and safety of olmesartan medoxomil/amlodipine fixed combination in patients with grade 1 to grade 2 arterial hypertension. An international randomized, double-blind,
10-week multi-factorial clinical study. Data on file. Krka, d. d., Novo mesto 2017.



Scaderea TA similara pe toate palierele de doza la
combinatia fixa OLM/AMLO

olme/amlo 20/5 mg  olme/amlo 40/5 mg olme/amlo 40/10 mg

m SeDBP
M SeSBP

1
(]

N
o
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o

Week 8 (mm Hg)
AR
ol
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Change in SeDBP and SeSBP at

w
o

n=1940

Chrysant SG, Melino M, Karki S, Lee J, Heyrman R. The combination of olmesartan medoxomil and amlodipine besylate in controlling high blood pressure: COACH, a
randomized, double-blind, placebo-controlled, 8-week factorial efficacy and safety study. Clin Ther. 2008 Apr;30(4):587-604.



CDF olmesartan / amlodipina ofera un profil de siguranta si
tolerabilitate bun la pacientii cu hipertensiune arteriala

Incidenta generala a reactiilor adverse in timpul urmaririi studiului a fost comparabila cu placebo.

placebo

OA 40/5
mg

OA 20/5
mg

Incidenta
RA(%)

0% 5% 10% 15% 20% 25%

RA — reactii adverse

The efficacy and safety of olmesartan medoxomil/amlodipine fixed combination in patients with grade 1 to grade 2 arterial hypertension. An international
randomized, double-blind, 10-week multi-factorial clinical study. Data on file. Krka, d. d., Novo mesto 2017.



CDF olmesartan/ amlodipina prezinta mai putine reactii adverse in
comparatie cu amlodipina in monoterapie

S e Grupul ce a beneficiat de
B 209 - terapie combinata (CDF
Q OLM/AML) a inregistrat o
T 15% - prevalentd mai mica a
S efectelor adverse fata de
= 0% 0 00 o
§ 10% A 94 terapia cu amlodipina.
o 5% -
&
2 0% . .
£ amlodipine SPC of

olmesartan and

amlodipine 4

n=118, durata studiului = 6 saptamani  OM-olmesartan, AML-amlodipina

Zhang Xiaogin, Peng Xueqing. Clinical observation on the clinical effect of olmesartan combining with amlodipine besylate tablet on the treatment of primary
hypertension. Shanxi Med J. 2014;43(8):858-60



Complementary Effects of a CCB/ARB
Reduction of CCB-associated Edema

Arterial hypertension

B Constricted blood vessels, high resistance

CCBs

B BP reduction due to arterial vasodilation
B Tendency towards edema due to absent venodilation
B BP reduction stimulates RAAS & causes venoconstriction

CCBs + RAS inhibitors*®

B Blockade of RAAS inhibits effects of angiotensin I,
giving rise to additional BP reduction

B Additional venodilation by RAS inhibitors reduces
edema

* Angiotensin receptor blockers or angiotensin- Messerl. Al Hypertens 2001140789




Din raportul eficienta vs reactii adverse
aderenta superioara la combinatie OLM/AMLO

60 54.0 55.1
50
K3
=40
o
S
&30 Pacientii clasificati in
20 3 niveluri de aderenta:
(PDC = 80%),
10 (PDC = 40%-79%), sau mai putin
(PDC < 40%)
0 P <0.001
Free combination olme+amlo ~ SPC olme/amlo (n=3057)
(n=1833)

> Aderenta este de 3 X mai mare cu CDE olm /amlo VS. monoterapie

Aderenta este estimata prin calcularea proportiei de zile acoperite (PDC).

Levi M, Pasqua A, Cricelli | et al. Patient Adherence to Olmesartan/Amlodipine Combinations: Fixed Versus Extemporaneous Combinations. J Manag Care Spec Pharm.
2016 Mar;22(3):255-62.



l ssa° CONTROL DEPLIN DE LA BUN INCEPUT

Olmesartan medoxinil/ amlodiping
Comprimate filmate

Terapia cu o CDF dubleaza ratele de control ale TA

Jnitierea tratamentului la majoritatea pacientilor

Aderenta mai buna hipertensivi cu o CDF care asociaza doua molecule, va
imbunatati eficacitatea, persistenta si raspunsul

pacientului la tratament”

Control deplin al TA _ _ L _
Avantajul major al CDF - reprezintd simplificarea schemei

terapeutice prin administrarea unui singur cpr. zilnic, ce
asigura o aderenta crescuta la teratament, obtinand un
control optim al TA prin mecanisme multiple.

Reducerea

rl S C u | CV ESC/ESH 2018 - Guidelines for the management of arterial hypertension.

Williams B, Mancia G, Spiering W et.al. ESC Scientific Document Group; 2018 ESC/ESH Guidelines for the management of
arterial hypertension, European Heart Journal 2018; 39 (33): 3021-104



Don't ireat Diabetes
to your heart.

People with Drabetes are 2 o4 times lkely to
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