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Agenda

* Por qué estratificar el riesgo?

« Identificando grupos de algo y bajo riesgo
* Riesgo intermedio, como evaluarlos?

* Cual escala de riesgo utilizar?




Introduccion

* La enfermedad cardiovascular es la primera causa de muerte (no
violenta) en la poblacién occidental incluyendo Costa Rica

« Siempre se ha dicho que la prevencion debe iniciar desde la infancia,
pero esto no implica necesariamente farmacos

« Evidentemente el riesgo cardiovascular difere entre individuos
* La decision de dar tratamiento se basa en un balance riesgo beneficio
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Intervencion farmacoldgia

* Pros * Contras
* Prevencion de eventos * Costo
cardiovasculares « Adherencia (incluyendo otros
* Prevencion de demencia vascular? farmacos)
* Reduccién de mortalidad total * Interacciones medicamentosas
(especialmente con estatinas) « Efectos adversos

* Mitos de los pacientes

Pacientes de alto riesgo
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Alto riesgo

« Este es un grupo mas facil de identificar

« Pacientes que han tenido eventos cardiovasculares previos

Secondary Prevention

(e ) CEEEEED

Initation of

high-intensity

reasonable
(Class tta)

effective

(Class tta)

f on clinically judged maximal LDL-C lowering)
non-HDL-C 2100 mg/dl. (22.6 mmol/L), adding
PCSK9-1 s reasonable.
(Class ia)
AMERICAN e
COLLEGE of
CARDIOLOGY

American
Heart
Resaciation,

Table 4. Very High-Risk* of Future ASCVD
Events

Major ASCVD Events
Recent ACS (within the past 12 mo)

History of MI (other than recent ACS event listed above)
History of ischemic stroke

Symptomatic peripheral arterial disease (history of

claudication with ABI <0.85, or previous revascularization or
amputation)
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Table 4 continued

High-Risk C
Age 265y
Heterozygous familial hypercholesterolemia

History of prior coronary artery bypass surgery or percutaneous coronary
intervention outside of the major ASCVD event(s)

Diabetes mellitus

Hypertension

CKD (eGFR 15-59 mL/min/1.73 m?)

Current smoking

Persistently elevated LDL-C (LDL-C 2100 mg/dL [22.6 mmol/L]) despite

tolerated statin therapy and ezetimibe
History of congestive HF
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Fig. 2. Treatment of T2DM for Primary Prevention of CVD
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Fig. 3. Primary Prevention:
Assess ASCVD Risk in Each Age Group
Emphasize Adherence to Healthy Lifestyle
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Table 5. Diabetes-Specific Risk Enhancers That Are Independent
of Other Risk Factors in Diabetes Mellitus

Risk Enhancers in Diabetic Patients

Long duration (>10 years for T2DM (S4.3-36) or 220 years for type 1
diabetes mellitus (54.3-16))

Albuminuria 230 mcg albumin/mg creatinine (54.3-37)

eGFR <60 mL/min/1.73 mz (S4.3-37)

Retinopathy (S4.3-38)

Neuropathy (S4.3-39)

ABI <0.9 (54.3-40, 54.3-41)

A8l indicates ankle-brachial index; eGFR, T20M, type 2
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etes Mellitus in Adults

Recommendations for Patients With Diabetes Mellitus

AMERICAN
COLL
CARD

Recommendations
In adults 40 to 75 years of age with diabetes mellitus,
regardless of estimated 10-year ASCVD risk, moderate-
intensity statin therapy is i

In adults 40 to 75 years of age with diabetes mellitus and an
LDL-C level of 70 to 189 mg/dL (1.7 to 4.8 mmol/L), it is
reasonable to assess the 10-year risk of a first ASCVD event
by using the race and sex-specific PCE to help stratify ASCVD
risk.
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Diabetes Mellitus in Adults

Recommendations for Patients With Diabetes Mellitus

b

In adults with diabetes mellitus who have multiple ASCVD
risk factors, it is reasonable to prescribe high-intensity statin
therapy with the aim to reduce LDL-C levels by 50% or more.
In adults older than 75 years of age with diabetes mellitus
and who are already on statin therapy, it is reasonable to
continue statin therapy.

In adults with diabetes mellitus and 10-year ASCVD risk of
20% or higher, it may be reasonable to add ezetimibe to
maximally tolerated statin therapy to reduce LDL-C levels by
50% or more.
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Recommendations for Patients With Diabetes Mellitus
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C-LD

In adults older than 75 years with diabetes mellitus, it may be
reasonable to initiate statin therapy after a clinician—patient
of potential benefits and risks.

b

C-LD

In adults 20 to 39 years of age with diabetes mellitus that is

either of long duration (210 years of type 2 diabetes mellitus,

220 years of type 1 diabetes mellitus), albuminuria (230 mcg

of albumin/mg inine), glomerular filtration

rate (eGFR) less than 60 mL/min/1.73 m2, retinopathy,

neuropathy, or ankle-brachial index (ABI; <0.9), it may be
to initiate statin therapy.
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Table 5. Diabetes-Specific Risk Enhancers That Are Independent
of Other Risk Factors in Diabetes Mellitus

Risk Enhancers
Long duration (210 years for type 2 diabetes mellitus (S.4.3-20) or 220
years for type 1 diabetes mellitus)

Albuminuria 230 mcg of albumin/mg creatinine

eGFR <60 mL/min/1.73 m2

Retinopathy
Neuropathy
ABI<09
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El otro extremo... los de bajo

riesgo




Bajo riesgo

 Aqui incluye por lo general pacientes menores de 40 afios de edad sin
factores de riesgo conocidos

* Incluyen nifios en ausencia de historia familiar de eventos coronarios
prematuros

* En mayores de 18 afios se puede calcular el riesgo y repetir cada 3-5
afios
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El problema principal... los de
riesgo intermedio

Hay un umbral donde la
intervencion no es efectiva?
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Metanalisis CTT: eventos coronarios

Major coronary event

<% s0011)  88(019) 057(036-089)
askto<10% 76(050)  435(079) 061(050-072)
210%t0<20% 1644(129)  1973(157) 077(069-085) yi=566
220%to<30% 789(193) 2282(249) 077(071-083)  (p=002)
30% U71(373) 1887 (486) 078(072-084)
Ovenll 5230(1:45) 6665 (187) ¢ 076(073-079)

| pe0:0001

CTT. Lancet. 2012;May 17, Online.

Reduccion de muerte cardiovascular segin
LDLy riesgo CV de base

s to<10%
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Ejemplos de casos
| parimeto | _casot | cao2 | caso3 |
45 55 65

Edad
Hipertension (tx) No si si
Presion 150/90 140/90 140/90
Tabaquismo No No No
Colesterol total 235 mg/dl 235 mg/d 235 mg/dl
HDL 35 mg/dl 35 mg/dl 35 mg/dl
Triglicéridos 185 mg/d 185 mg/dl 185 mg/dl
oL 163 mg/d 163 mg/dl 163 mg/dl

Riesgo (calculado por
Pooled Cohort
Equation)

RRA
NNT
NNH (NOD)




Ejemplos de casos
[ e | o1 |

55 65
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Edad 45
Hipertensién (tx) No si si
Presion 150/90 140/90 140/90
Tabaquismo No No No
Colesterol total 235 mg/dl 235 mg/dl 235 mg/dl
HDL 35 mg/dl 35 mg/dl 35 mg/dl
Triglicéridos 185 mg/dl 185 mg/dl 185 mg/dl
LDL 163 mg/dl 163 mg/dl 163 mg/dl
Riesgo (calculado por Pooled 5.4% 12.4% 23%
Cohort Equation)
RRA 1,62% 3.72% 6.9%
NNT 61.72 26.88 14.49
NNH (NOD) 255 255 255
NNH/NNT 413 9,51 17,59
Poniéndolo en balance
Beneficios

Riesgos

* Es independiente del riesgo CV

del paciente

* Algunos factores pueden

aumentar el riesgo
* Polifarmacia
* Adultos mayores

* Susceptibilidad genética

* Es dependiente del riesgo CV del
paciente

« Si el paciente es de alto riesgo,
no debe dejarse de lado el
control de los otros factores de

riesgo

Qué hacer en riesgo intermedio?

« Es tratar de encontrar el balance entre riesgo y beneficio
« Buscar aquel paciente que mas se puede beneficiar

* La estrategia de dar tratamiento a todos no seria conveniente ya que
el riesgo de eventos adversos podria ser mayor




Table 6. Risk-Enhancing Factors for Clinician—Patient Risk
Discussion

isk ing Factors

Family history of premature ASCVD (males, age <55 y; females, age <65 y)

Primary hypercholesterolemia (LDL-C, 160-189 mg/dL [4.1-4.8 mmol/L); non-HDL-
€ 190-219 mg/dL [4.9-5.6 mmol/L])*

. ic syndrome (i waist ci , elevated triglycerides [>175

meg/dL], elevated blood pressure, elevated glucose, and low HDL-C [<40 mg/dL in
men; <50 in women mg/dL] are factors; tally of 3 makes the diagnosis)

Chronic kidney disease (eGFR 15-59 mL/min/1.73 m2 with or without albuminuria;
not treated with dialysis or kidney transplantation)

Chronic inflammatory conditions such as psoriasis, RA, or HIV/AIDS

History of premature menopause (before age 40 y) and history of pregnancy-
associated conditions that increase later ASCVD risk such as preeclampsia

High-risk icities (e.g., South Asian ancestry)
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Table 6 continued

Risk ing Factors
o Lipid/biomarkers: Associated with increased ASCVD risk
o Persistently* elevated, primary hypertriglyceridemia (2175 mg/dL);
o If measured:
= Elevated high-sensitivity C-reactive protein (22.0 mg/L)
= Elevated Lp(a): A relative indication for its measurement is family
history of premature ASCVD. An Lp(a) 250 mg/dL or 2125 nmol/L
constitutes a risk-enhancing factor especially at higher levels of Lp(a).
= Elevated apoB 2130 mg/dL: A relative indication for its measurement
would be triglyceride 2200 mg/dL. A level 2130 mg/dL corresponds to
an LDL-C >160 mg/dL and constitutes a risk-enhancing factor
= ABI<0.9

Calculadoras de riesgo

« Sirven para identificar aquel paciente que sea de un riesgo mayor
* Es un parametro mas objetivo que el “ojo clinico”

« Multiples calculadoras de riesgo

* Variaciones segun cada pais y factores de riesgo incluidos

* Por lo tanto... Cudl usar?

10
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Edad v v v v

Genero v v v v v v

cr v v v v v v

HOL v v v v v

pAs v v v v v

T HTA v v v v

om v v v

Tabaguismo v v v v v v

AHE v v

hspCR v

otros AR, LES, FA, COA, disabilidad,  Pais de alto o bajo
enfermedad duracion riesgo
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deprivacion social
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muerte cardiaca  revasculariza-cidn  coronaria €T y muerte cardiovascular cardiovsascular
coronaria, muerte coronaria
Cortes Alto >20% No hay corte Alto >20%% Alto >20% Alto >5%
definido
Fig. 3. Primary Prevention:

Assess ASCVD Risk in Each Age Group
Emphasize Adherence to Healthy Lifestyle
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diovascular
QVD risk

SCORE chart: 10-year risk fatal
disease (CVD) in population a
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Estrategias de intervencion

Riesgo Niveles de LDL colesterol
(score) <70 me/dl 70 <100 me/d! 1002 <155 me/d! 155 2 <190 mg/dl 2190 mg/dl
<% Modificacion de Modificacion de Modificacién de. Modificacion de Modificacién de
estilos de vida estilos de vida estilos de vida estilos de vida estilos de vida,
considerer farmacos
sino se controla
21% 2 <5% Modificacion de Modificacion de Modificacién de Modificacion de Modificacion de
estilos de vida estilos de vida estilos de vida, estilos de vida, estilos de vida,
considerer farmacos | considerer firmacos | considerer farmacos.
5i no se controla 5ino se controla 5ino se controla
25% a <10% 0 alto Modificacién de Modificacién de
riesgo estilos de vida estilos de vida,
considerer farmacos
sino se controla
210% 0 muy alto Modificacién de
riesgo estilos de vida,
considerer firmacas
sino se controla

Catapano AL. Eur Heart J. 2016;37(39):2999
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Inclusién por factores de riesgo

* QRISK3:
* ACFA

« Deprivacion social, estrato socioecondémico: por Cédigo postal del Reino
Unido

* IMC
* Enfermedad renal crénica
* Grupo étnico

JUPITER - Achieved LDL, Achieved hsCRP Analysis
Baseline Clinical Characteristics (N=15,548) JUPITER

Placebo Rosuvastatin
LDL>70 LDL<70 hsCRP>2 hsCRP<2

Age, (years) 66 66 66
BMI, (kg/m2)
Blood pressure

Systolic

Diastolic
Smoker, (%)
Fam His, (%)
Met Syn, (%)
hsCRP, mg/L
LDLC, mg/dL
HDLC, mg/dL
TG, mg/dL
ApoB:ApoA
HbA1c

JUPITER

@
Primary Trial Endpoint : M1, Stroke, UA/Revascularization, CV Death Juiss

HR 0.58, 95% CI 0.46-0.69 Placebo 251 /
P <0.00001 8901

Number Needed to Treat (NNTs) = 25

Rosuvastatin 142 /
8901
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Factores de riesgo

Reynolds CADRisk ¢ [5 (1

Fami

Smoker?

y History of

Promature CAD?

Lo oo

* Cémo incorporar hsPCR en 80 yearsy?
nuestra practica? SyioioBoad Prossure?

* La Unica calculadora de riesgo ity
es Reynolds Risk Score Tota Colstoro?

* Usa el cohort Framinghan y le A Dty Lot
agrega hsPCR Goce?

16%

Low Risk
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Limitantes de todas las calculadoras

« El problema fundamental es la poblacion incluida en los diferentes
cohortes de donde se calibran las diferentes calculadoras de riesgo

* Multiples ejemplos donde el grupo étnico modifica el resultado

* RISK: paises de alto y bajo riesgo

* QRISK3: etnicidad y por pais de origen

Table 10 continued

Racial/Ethnic Groupings
[Hispanic/Lati i [Blacks [comments.
[Risk Decisions
3 INo separate PCE s avalable; use |No separate PCE is available; |Use PCE for lacks. [Country-specific race/ethnicity, along
PCE for whites. PCE may |withsocioeconomie status, may affect
lunderestimate ASCVD riskin ~|Use PCE for non-Hispanic Jestimation o risk by PCE
Iouth Asians. PCE may \whites. If African-American
Joverestmate sk in East Asans.[anestry is also present, then
luse PCE for blacks.
[cAc score i terms of CAC burden, South R WIESA, CAC score was ighest [Nk factor dfferences n MESA between|

lAsian men were similar to non.
IHispanic white men, but higher
|CAC when than blacks, Latinos,
land Chinese Americans. South
lAsian women had similar CAC
lcores to whites and other
[acialfethnic women, although
|CAC burden igher in older age.

[CAC predicts similarly in
\whites and in those who
identify as Hispanic/Latino.

in white and Hispanic men, with
llacks having signifcantly lower

cac

lethnicites did not fully explain
Ivaiability in CAC. However, CAC
dicted ASCVD events over and above

Jracitional ik factors i al ethnicites.
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Qué hacemos en Costa Rica?

* De hecho... si hay una calculadora de riesgo calibrado para Costa Rica!
« Se calibré con los datos del Instituto Nacional de Estadistica y Censos
* www.globorisk.org

8/9/19

Lancet Diabetes Endocrinol. 2017 March ; 5(3): 196-213. doi:10.1016/52213-8587(17)30015-3.

Laboratory-based and office-based risk scores and charts to
predict 10-year risk of cardiovascular disease in 182 countries: a
pooled analysis of prospective cohorts and health surveys

Peter Ueda, Mark Woodward, Yuan Lu, Kaveh Hajifathalian, Rihab Al-Wotayan’, Carlos A
Aguilar-Salinas’, Alireza Ahmadvand’, Fereidoun Azizi’, James Bentham', Renata Cifkova’,
Mariachiara Di Cesare’, Louise Eriksen’, Farshad Farzadfar’, Trevor S Ferguson’, Nayu
Ikeda’, Davood Khalili’, Young-Ho Khang’, Vera Lanska’, Luz Leén-Mufioz, Dianna J
Magliano’, Paula Margozzini', Kelias P Msyamboza’, Gerald Mutungi", Kyungwon Oh’,
Sophal Oum’, Fernando Rodrig lejo’, Rosalba Rojas-Martinez’, Gonzalo Valdivia’,
Rainford Wilks’, Jonathan E Shaw’, Gretchen A Stevens’, Janne S Tolstrup’”, Bin Zhou',
Joshua A Salomon, Majid Ezzati, and Goodarz Danaei

LAB RISK CALCULATOR OFFICE RISK CALCULATOR DOWNLOAD RISK CHARTS
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Calculadora basado en laboratorios

vvvvvvvvvvvvvvv
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Calculadora basado en la oficina

[ ——

BEEE GEEE BEEE
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Otras poblaciones
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Adultos mayores

Elderly Risk Score

« >70 afios en prevencidn primaria o secundaria

* Riesgo de IAM, ictus o muerte vascular (MACE) en los siguientes 10
afios

* Calculado usando el PROSPER y validado en los cohorts de SMART y
ASCOT

* Para la region geografica de "otros” se usa los datos de Europa del
norte y del este

17



8/9/19

Systolic blood pressure

HDL-cholesterol

LDL-cholesterol
Geographic region

Total number of medications

. 10-year risk of myocardial nfarction, stroke or cardiovascular death
Systolic blood pressure

@D LDL cholesterol <25
mmol/L

@D Antithrombotic treatment

18% 7% 14

Current risk Reduction with 10-year individual
treatment NNT

Pacientes reumatolégicos

18



Recomendaciones EULAR 2016

Recommendations

8/9/19

1. Disease activity should be controlled optimall in order to lower CVD rik in al patiens with RA, AS or PsA 3 8 91013)
2..CVD risk assessment is recommended for all patients with RA, AS or PsA at least once every 5 years and should be 3-4 c 88(1.1)
reconsidered following major changes in antitheuatic therapy

3..CVD risk estimation for patients with RA, AS or PsA should be performed according to national guidelines and the 34 (=) 8721)
SCORE CVD ik prediction model shouid be used if no national guideline is avaiable

4.7C and HDLc should be used in CVD risk assessment in RA, AS and PsA and lipids should ideally be measured when 3 c 88(12)
disease activty is stable or in remission. Non-fasting lipids also

. CVD risk prediction models should be adapted for patients with RA by a 1.5 multiplicaton factor, if this is not already 34 3 7502)
induded in the model

6. Screening for asymptomatic atherosclerotic plaques by use of carotid ultrasound may be considered as part of the (VD 3-4. [ 57(3.9)
risk evaluation in patients with RA

7. Lifestyle recommendations should emphasise the benefit of a healthy diet, regular exercise and smoking cessation for 3 c 98(03)
al patients

8. CVD risk management should be carried out according to national guidelines in RA, AS or PsA, antihypertensives and 34 D 92(13)
stating may be used as in the general population

9. Prescription of NSAID in RA and PsA should be with caution, espedally for patients with documented CVD orin the 223 c 8921)
presence of CVD risk factors

10. Corticosteroids: for prolonged treatment, the glucocorticoid dosage should be kept to a minimum and a 34 c 95(07)

glucocorticoid taper should be attempted in case of remission or low disease activity; the reasons to continue
glucocorticoid therapy should be regulary checked

Agea R. Ann Rheur Dis.

2017,76:17-28

Synthetic

and

biologic DMARDs

Inflammatory
and lipid markers

Co)olled RA

ESR, CRP

TC, LDL, HDL

TC/ HDL

Dysfunctional HDL

Lipoprotein (a)

|||«

CV risk

T ——

E. Curr Opin Rheumatol, 2017;29:277

U-prevent
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U-Prevent* CALCULATORS

Which calculator would you like to use?

Help me find How to use the calculator?

the right calculator

=

SMART risk
score

ADVANCE risk

score
<70 years
o previota arciovmscudar tosasaor typa2
it
SCORE/
ASCVD

Elderly risk score

531

SMART-REACH
model

DIAL
model

LIFE-CVD
model

J

Www.u-prevent.com
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Consideraciones

« El riesgo es dinamico y va a ir cambiando con el tiempo
 Desde aparicion de nuevos factores de riesgo hasta envejecimiento
* Debe calcularse periddicamente para ajustar el tratamiento

* Debe tomarse en cuenta que los valores que ingresa uno a las
calculadoras de riesgo no estd hecho para que sea bajo tratamiento

Otros usos

* Calculadoras de riesgo como herramienta educativa

* Calcular el riesgo a largo plazo

* Cudl es la edad cardiovascular?

* Cémo me comparo con alguien de la poblacion general?

« Esto puede motivar a mayor adherencia a tratamiento por parte de
paciente

« Explicar que en prevencion primaria el objetivo es que la persona siga
estando asintomatica, no esperar a manifestaciones de enfermedad

cardiovascular para intervenir

8/9/19

SCORE chart: 10-year risk fatal iovascular
disease (CVD) in population a @ VD risk
[Cwen ]
Age

215 17162 I al
T - R 2%
" offnsna
0 1o 12 141 SCORE
15% and over
10%14%
5%9%

Syt biood pressure

ese1e 4sers

Eas@ @

www.escardio.org/guidelines European Heart Journal 2016 - doi:10.1093/eurhearty/ehv272
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Estimate Risk Estimate Risk

5.00% Surent 10-year

ASCVD Ris} ASCVD Ri

0/ Current 10-Year
1.8;{3 ol

Lifetime ASCVD Risk: 50% ~ Optimal ASCVD Risk: 1.0% Lifetime ASCVD Risk: 46%  Optimal ASCVD Risk: 1.0%|

smoker?@ * smoker? @ *

v Current

v Never @

On Hypertension Treatment? * On Hypertension Treatment? *

I
<
F

v

Onastatin? @ Onastatin? @

v No v No

On Aspirin Therapy? @ On Aspirin Therapy? @

v No v No
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Figure 4. BP Thresholds and | for Treatment
Normal 8P Eevated Stage Lypertension Soge 2 mypertemsion
(8P <120/t 129/t L X

(= (=) [F=F)  [(wes

Promote optimal

Estimated 10-y CVD
Iifestyle habits fiska10%

pressure; and CVD,

Conclusiones

« La estratificacion de riesgo sirve para seleccionar aquellos pacientes
que tienen mayor riesgo de eventos cardiovasculares y que se
beneficiarian mas del tratamiento

« El reto principal lo confiere los de riesgo intermedio

* Calcular el riesgo cardiovascular

 Usar herramientas complementarias (hsPCR, CAC, otros
biomarcadores)

* La intervencion es multifactorial, no sélo lipidos sino también estilos
de vida, control de HTA, control de DM
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Preguntas...

chenku2409@gmail.com

www.EndoDrChen.com

8/9/19
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