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CARDIOVASCULAR DISEASE IN 2011

Cardiovascular Disease (Total 32%)
B Ischemic heart disease (13.4)
B Cerebrovascular disease (11.2)
Cause Other cardlir:wascular Fiisease (4.16)
of death Hypertensive heart disease (1.92)
(Worldwide, Inflammatory heart disease (0.64)
2017) Rheumatic heart disease (0.32)

Castellano JM et al. J Am Coll Cardiol. 2014 Aug 12;64(6):613-621



Global Burden of Cardiovascular Disease

@ Higher prevalence in women than men
Age-standardized ischaemic

heart disease (per 100,000 men)
[119-94
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8 out of 10 cardiovascular deaths occur in LMIC

Fuster, V. Nat. Rev. Cardiol. advance online publication 30 September 2014; doi:10.1038/nrcardio.2014.137



Global treatment rates with antiplatelet, statin and BP
lowering
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AHA Policy Statement

Forecasting the Future of Cardiovascular Disease in the

United States

A Policy Statement From the American Heart Association

Projections of Prevalence

Projections of Direct Cost (Billions USD)
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A Polypill Strategy for Secondary Cardiovascular
Prevention: from concept to reality

Atorvastatin
r‘llvz‘_l U€E

stabilisation
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Reduces the
number of
components to
simplify
treatment
regimen:
Improves
adherence

Cost Effective
Strategy
Improves
affordability

Favors global
accessibility to
pharmacologic
treatment
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Medication Non-Adherence
...America’s other drug problem

£ToR) AMERICAN
k71 j COLLEGE of

%ty CARDIOLOGY 6

MED ._
ADHERENCE é Q

This

CdliSEes...

Nearly
deaths

Number fAm ]
requiring medlcatlon therapy

@@3%@@@@@&:{&5 million
AAAEARAAARRAARAAM.

2 early
Amer dm t that
the ydo not
always take

their medication
as directed

({0 [0hbillion

LS to the health
care system annually




Medication Non-Adherence
The Five Dimensions of Non Adherence

Social/ Health Care Condition- Therapy- Patient-
Economic System Related related related
Age and race Patient Provider | Comorbidities Polypharmacy Cognitive
Family size relationship (depression) Side effects impairment
Marital status
Socio economic Overworked HCP | Asymptomatic Complexity of Assumption once
status condition treatment person feels
Education Communication Lack of better:
Employment immediate discontinuation
Income benefit of therapy
Health llliteracy Lack of Long duration, Social stigma Media influence
incentives chronic disease
Cost of medication | Lack of empathy | Frequent changes | Duration Fear of side
of treatment effects

ADHERENCE TO LONG TERM THERAPIES: EVIDENCE FOR ACTION. WHO 2003




Database non-concurrent cohort study

Assessing the Impact of Medication
Adherence on Long-term Outcomes Post
Myocardial Infarction

Cnl S. Bansilal, JM. Castellano, HG. Wei, EG. Vinado,
A. Freeman, CM. Spettell, FG. Alonso, G.
Steinberg, G. Sanz, V. Fuster

European Society Of Cardiology Congress 2014
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Presented ESC 2014 Registry Hotline Aug 31, 2014
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Challenges in the Pharmaceutical
Development of a CV Polypill:

High
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Number of Components

Guglietta et al. Nat Clin Pract Cardiovasc Med. 2009 Feb;6(2):112-9



EVOLUTION OF THE POLYPILL CONCEPT

Safety
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6 components > 55
. Reduction >80 %

Castellano JM, Sanz G, Fuster V. Can J Cardiol. 2014 May;30(5):520-6.



SPACE Program Results
Primary Outcomes — Adherence at 12 months

UMPIRE: n= 2002, India & W. Europe
Kanyini-GAP: n=623 in Australia, half indigenous
IMPACT: n=513 in NZ, half indigenous

Usual Care Polypill Risk Ratio (95% Cl) P value
Kanyini-GAP 96/249 (38.6%) 196/249 (78.7%) -  2.04(1.72,2.42) <0.01
IMPACT 106/218 (48.6%) 172/233 (73.8%) - 1.52 (1.30,1.78) <0.01
UMPIRE 602/925 (65.1%) 827/935 (88.4%) B 1.36 (1.29, 1.43) <0.01
Overall <P 1.58 (1.32, 1.90) <0.01
1/4 1 4

Favors Favors
Usual Care Polypill
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n September 2011, the United Nations called for This message is especially pertinent for low- and

concerted efforts to reduce global mortality middle-income countries (LMICs), which contribute
from chronic noncommunicable diseases (NCDs) to 80% of all NCD-related deaths and 90% of NCD-
(1). In the hopes of achieving this goal, the World related deaths that occur in those younger than




sSecure

SECONDARY PREVENTION OF CARDIOVASCULAR DISEASE IN THE
ELDERLY

Primary Objective:

To compare the efficacy of Trinomia with taking several drugs
separately, in patients over 65 with a diagnosis of an AMI in the
prevention of CV events (death from CV causes, nonfatal M, stroke,
and hospitalization requiring revascularisation).
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SECURE | Visiting Schema
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Trinomia: Indicaciones

Indicacién de sustitucion tras evento cardiovascular
(prevencién secundaria)

1. Pacientes controlados con los tres farmacos



Clinical Inertia: The Gap between Guidelines and

Gérard Reach

cal Inertia

A Critique of

Medical Reason

@ Springer

Clinical Reality

Management of Risk Factors (2001):

“recognition of a problem but failure to act”
Health care provider does not initiate or intensify
therapy

Providers: Disagreement with guidelines, soft
reasons, patient perception, overestimating
care, training...

Patients: perspectives and demands

Patient-Doctor: caregivers inertia/patients
adherence

System: modified threshold/modified goals

Combination is always more effective than titration
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Evolution of therapy inertia in primary care setting in Spain
during 2002-2010

PRESion arterial en la poblacidn Espafiola en los Centros de Atencion Primaria (PRESCAP)

B Uncontrolled BP (%) = No Modification

81,7

68,9 69,6

58,6 58,6
53,7

2002 2006 2010

Escobar C et al. Journal of Hypertension 2014, 32:1138-1145



Trinomia: Indicaciones

Indicacion de sustitucién tras evento cardiovascular
(prevencion secundaria)

Pacientes controlados con los tres farmacos

No cumplidores o que han abandonado uno de los
farmacos

Pacientes que no toleran dosis altas de atorvastatina

Pacientes con AAS + atorvastatina + ARA-II



Permite realizar un abordaje mas global de |a
prevencion secundaria cardiovascular, aportando en
una sola capsula 3 principio activos de elevada
eficacia en la reduccidn del riesgo cardiovascular y
la mortalidad

Facilita el cumplimiento terapéutico.

Simplifica la pauta posologica, con una sola capsula
al dia, aumentando la adherencia al tratamiento por
parte del paciente en comparacion con la toma de
sus 3 componentes por separado.



Medication Non-Adherence

ADHERENCE TO LONG-TERM THERAPIES

ol “Increasing the effectiveness of
adherence interventions may
have a far greater impact on the
health of the population than
any improvement in specific
medical treatments”

World Health Organization 2003

ADHERENCE TO LONG TERM THERAPIES: EVIDENCE FOR ACTION. WHO 2003



