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El riesgo puede ser mas alto de lo indicado
en las grificas en los siguientes casos:

* Individuos socialmente desvalidos; la precariedad social con-
lleva muchos otros factores de riesgo.

* Sujetos sedentarios y sujetos con obesidad central; estas carac-
teristicas determinan muchos de los aspectos relativos al riesgo
que se detallan mas adelante.

* Individuos con diabetes mellitus: los nuevos analisis de los
datos del SCORE indican que los individuos con diabetes cono-
cida tienen un riesgo mucho mayor (5 veces mds alto en muje-
resy 3 veces mds alto en varones).

* Individuos con titulos bajos de cHDL o apolipoproteina Al
(apoAl), aumento de los titulos de TG, fibrindgenos, homocis-
teina, apolipoproteina B (apoB)y lipoproteina (a) [Lp{a)], hiper-
colesterolemia familiar (HF) o aumento de la hs-CRP. Estos
factores indican un mayor nivel de riesgo en ambos sexos, todos
los grupos de edad y todos los niveles de riesgo. Como ya se ha
mencionado, las graficas complementarias que se incluyen en
el anexo 1 ilustran el impacto adicional del cHDL en la estima-
cion del riesgo.

» Individuos asintomadticos con evidencia preclinica de ateroscle-
rosis; por ejemplo, la presencia de placas o un aumento del gro-
sor de la intima-media (GIM) carotideo detectado por
ultrasonografia carotidea.

* Individuos con funcién renal afectada.

» Individuos con historia familiar de ECV prematura; se considera
que este factor aumenta 1,7 veces el riesgo en mujeres y 2 veces

T Varones.

* Por el contrario, el riesgo podria ser mas bajo de lo que aparece
indicado en personas con titulos elevados de cHDL o con histo-
ria familiar de longevidad.




Table 3 Intervention strategies as a function of total CV risk and LDL-C level
(SCORE)
9 <70 mg/dL 70 to <100 mg/dL | 100 to <155 mg/dL | 155 to <190 mg/dL >190 mg/dL
<1.8 mmel/L 1.8 to <2.5 mmel/L | 1.5 to <4.0 mmel/L | 4.0 to <4.9 mmeol/L >4.9 mmol/L
Lifestyle intervention,
<| Me lipid intervention Me lipid intervention consider drug if
uncontrolled
Class'/Level* e Ic lc IV /A
Lifestyle intervention, Lifestyle intervention, Lifescyle intervention,
zl to <5 consider drug if censider drug if consider drug if
uncentrolled uncentrolled uncontrolled
Class'/Level" e e /A IlafA VA
=5 to <10, er high | Lifestyle intervention, Lifestyle intervention,
risk consider drug* consider drug*
Class'/Level" llafA llafA
2|0 ar very high | Lifestyle intervention,
risk consider drug*
Class"/Level” Ila/A

*in patients with ML, statin therapy should be considered irrespective of LDL-C levels."*"
*Class of recommendation

“Level of evidence. References to level Az 15—41.

CV = ardiovasaular; LDL-C = low-density lipoprotein-cholesterok Mi = myocrdial infarction.




Recommendations

ﬁn/patients atVERY HIGH CV
risk (established CVD, type

2 diabetes, type | diabetes
with target organ damage,
meoderate to severe CKD

or a SCORE level =|0%) the
LDL-C geal is <1.8 mmol/L
(less than ~70 mg/dL) and/or
=50% LDL-C reduction when
\@Et level cannot be reached

In patients at HIGH CV risk
(markedly elevated single risk
factors, a SCORE level =5

to <|0%) an LDL-C goal <2.5
mmal/L (less than ~100 mg/dL)
should be considered.

15,32,33

15,16, 17

In subjects at MODERATE risk
(SCORE level =l to =5%) an
LDL-C goal <3.0 mmel/L

(less than ~1 15 mg/dL) should
be considered.




Table Percentage reduction of LDL-C requested to
achieve goals as a function of the starting value

STARTING LDL.c | % REDUCTION TO REACH LDL-C
<|.8 mmol/lL | <25 mmol/ | <3 mmol/L
mmolll  ~mgldL | 70 no/dl) | (~100 mg/dL) | (~115 mg/dL)
562 >240 >70 >60 >55
52-62 200240 |  65-70 50-60 40-55
4452 170200 | 6065 40-50 30-45
3944 I50-170 |  55-60 35-40 25-30
3439 130-150 |  45-55 25-35 10-25
29-34  110-130 | 3545 10-25 <10
2329 90-110 |  22-35 <10 _
1823 70-90 <0 . _




Table Percentage reduction of LDL-C requested to
achieve goals as a function of the starting value

STARTING LDL.C | %REDUCTION TO REACH LDL-C
<|.8mmol/lL | <25 mmol/ | <3 mmol/L
mmolll  ~mgldL | 70 me/dl) | (~100 mg/dL) | (~115 mg/dL)
52 >240 >70 >60 >55
5262 200240 | 6570 50-60 40-55
4452 170200 |  60-65 40-50 3045
3944 150-170 |  55-60 3540 25-30
3439 130-150 |  45-55 25-35 10-25
2934  110-130 | 3545 10-25 <10
2329 90-110 | 22-35 <10 -
1823 70-90 0 - -

40 - t
ot |
SR AT

LDL 4 %

| | | |
520 540 580 R5 RIO R20 R40 Pl P2 P4
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AlQ A20 A40 ABO F20 F40 FB0 LIO L20 L40 L8O PIO P20 P40 SI0
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Weng TC, et al. | Clin Pharm Ther .2010;35:139-151
Mukhtar RY, et Al Int J Clin Pract . 2005;59(2):239-252

Figure A systematic review and meta-analysis on the therapeutic equivalence of statins.
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grupo de tratamiento con simvastatina +

ezetimiba respecto al grupo control
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tratamiento de segunda linea asociado a
estatinas cuando el objetivo terapéutico
no se alcance con las dosis maximas
toleradas de estatinas o en pacientes con
intolerancia o contraindicaciones a estas
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Independiente de la ingestion de comida

No efectos clinicamente significativos asociados a
edad, sexo o raza
No es preciso ajustar la dosis en pacientes con
afeccion hepatica leve o insuficiencia renal de leve a
grave
Se puede administrar en combinacidn con cualquier
dosis de cualquier estatina

No se han comunlcado efectos secundarios graves
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7.5 Drug combinations
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7.5.2 Statins and cholesterol absorption inhibitors

wry
Al palerd wihe dre Slin irddemet o e Rl ele B0 ol
highar #din deiis b tede e combinaten thersey dushd
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Estudio SEAS: ezetimiba + simvastatina redujo la
incidencia de eventos CV isquemicos ... pero no los
eventos relacionados con la estenosis aortica
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SHARP: Criterios de Inclusion

* Pacientes con enfermedad renal cronica

 No dializados: creatinina elevada en 2 ocasiones
* Hombres: 21.7 mg/dL (150 umol/L)
* Mujeres: 21.5 mg/dL (130 umol/L)

* En dialisis: hemodialisis o dialisis peritoneal.
* Edad 240 afos

* Sin historia de IAM o revascularizacion




SHARP: Disefio
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Median follow-up 4.9 years
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Porcentaje de eventos (%)

SHARP: Principales eventos isquémicos

25 7]

Ratio de riesgo 0.83 (0.74 — 0.94)
Logrank 2P=0.0022

20 7

Placebo

ARos de seguimiento
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SHARP: Incidencia de Cancer

Risk ratio 0.99 (0.87 — 1.13)
Logrank 2P=0.89

Eze/simv

Placebo

Anos de seguimiento




SHARP: Resumen

* Reduccion de eventos isquémicos: RR 17%, p<0.0022 con un 66% de
cumplimiento

* Reduccion de eventos CV: RR 15%, p=0.0012

* Reducciones de eventos similares en dializados y no dializados

* Perfil de seguridad semejante en ambas ramas de estudio

* No aumento de incidencia de cancer o de mortalidad por cancer

* El efecto clinico obtenido con la combinacion ezetimiba/simvastatina fue

consistente con la relacion entre la disminucion de LDL y la reduccion del
riesgo cardiovascular del CTT




Efficacy and safety of more intensive lowering of LDL
cholesterol: a meta-analysis of data from 170000 participants
in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration®

Complicaciones
SN
o

vy
L

0 70 90 110 130 150 170 190 210
LDL-C (mg/dL)

Interpretation Further reductions in LDL cholesterol safely produce definite further reductions in the incidence
of heart attack, of revascularisation, and of ischaemic stroke, with each 1.0 mmol/L reduction reducing the
annual rate of these major vascular events by just over a fifth. There was no evidence of any threshold within the
cholesterol range studied, suggesting that reduction of LDL cholesterol by 2-3 mmol/L would reduce risk by
about 40-50%.




Table 28 Recommendations for lipid lowering drugs
in patients with moderate to severe CKD (stages 21-4,
GFR 15-89 mL/min/1.73 m?)

Recommendations

CED ks acknewledged as a
CAD risk equivalent; in these
patients LDL-C reduction is
recommended as the primary
target of therapy,

LDL-C lowering reduces CVD
risk in CKD subjects and
should be considerad,

1193

Stating should be considered
to slow the rate of kidney
function loss modestly

and thus protect against

the development of ESRD

requiring dialysis.

Since seating have a beneficial
effect an pathalogical

prateinuria (=300 mg/day) lla
they should be considered in
patients with stage 2—4 CKD.

f

In moderate to severe CKD )
stating as monatherapy or

in cembination with other
drugs should be considered to
achieve LDL-C =1.8 mmolL
QES! than ~70 mg/dL). Yy,

*Jasz of recommendation.

"Level of evidence.

“References.

CAD = coronary artery disease; CKD = chronic kidney disease; ESRD =
end-stage renal dizease; GFR = glomerular fittration rate; LDL-C = low-density
lipoprotein-cholesteral
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11. How to improve adherence to
lifestyle changes and compliance
with drug therapy
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Tips to help compliance with multiple drug
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Simplify the dosing regimen if possible by reducing daily doses and
concomitant medications.
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+ Choose cheaper alternatives.

* Provide clear written and oral instructions.
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Undertake a dialogue with the patient regarding adherence.
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Tailor the regimen to the patients lifestyle and needs.
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* |nvolve the patient as partner in the treatment.
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Use behavioural strategies (reminder systems, cues, self-monitoring,
feedback, reinforcement)
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