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LDL-C levels and percent reduction are to be used only
to assess response to therapy and adherence.
They are not to be used as performance standards.
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JOINT ESC GUIDELINES

European Guidelines on cardiovascular disease Evaluacion del riesgo cardiovascular global

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)

PACIENTES CON RIESGO CARDIOVASCULAR MUY ALtO

Enfermedad cardiovascular conocida (clinica o subclinica)

Diabetes tipo 2 (con un factor de riesgo o LOD/microalbuminuria) LDL<70
Diabetes tipo 1 (con un factor de riesgo o LOD/microalbuminuria) mg/dl
Riesgo cardiovascular global >10 (SCORE)

Enfermedad renal crénica (MDRD <30 ml/min/1.73m?)

PACIENTES CON RIESGO CARDIOVASCULAR ALTO

Un factor de riesgo muy alterado (HF y otras)

Diabetes tipo 2 sin factores de riesgo ni LOD) LDL < 100
Diabetes tipo 1 sin factores de riesgo ni LOD mg/dl
Riesgo cardiovascular global >5 <10 (SCORE)

Enfermedad renal crénica (MDRD < 60 >30 ml/min)
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Se identifican 4 grupos de pacientes en los que los beneficios del tratamiento con
estatinas en cuanto a la reduccidn del riesgo de padecer enfermedades
cardiovasculares ateromatosas (ECVA) es superior al riesgo de efectos adversos

Clinica de ECVA (SCA, IM, angor, revascularizacion, ictus, AVT, EVP)

Elevaciones primarias cLDL >190 mg/dL

Diabetes en pacientes de 40 a 75 anos con cLDL
entre 70 y 189 mg/dL y sin ECVA

Individuos sin ECVA ni diabetes con cLDL entre 70 y
189 mg/dL y un riesgo global estimado de padecer
ECVA a los 10 ahos >7.5%




Se definen tres niveles de intensidad en el tratamiento con estatinas

High-Intensity Statin Therapy

Moderate-Intensity Statin Therapy

Low-Intensity Statin Therapy

Daily dose lowers LDL-C on
average, by approximately >50%

Daily dose lowers LDL~C on
average, by approximately 30% to
<50%

Daily dose lowers LDL-C on
average, by <30%

Atorvastatin (407)-80 mg
Rosuvastatin 20 (40) mg

Atorvastatin 10 (20) mg
Rosuvastatin (5) 10 mg
Simvastatin 2040 mgi
Pravastatin 40 (80) mg
Lovastatin 40 mg
Fluvastatin XL 80 mg
Fluvastatin 40 mg bid
Pitavastatin 2—4 mg

Simvastatin 10 mg
Pravastatin 10-20 mg
Lovastatin 20 mg
Fluvastatin 20—40 mg
Pitavastatin 1 mg




No se establecen recomendaciones a favor o en contra de objetivos de
cLDL o cNO-HDL ni en prevencidn primaria ni secundaria

Las guias no establecen objetivos terapéuticos ni para LDL ni para cNO-HDL

Se cuestionan dos estrategias ampliamente implementadas en la practica
clinica al considerar que los estudios randomizados y controlados no se
disefiaron para alcanzar distintos objetivos terapéuticos sino que,
practicamente todos, se realizaron con dosis fijas de estatinas:

“Treat to target” (7.atar hasta el objetivo)

“Lowest i nest” ‘Como mds bajo mejor)




ESTATINAS




En todos los pacientes de menos de 75 afios con clinica de ECVA (SCA, IM, angor,
revascularizacion, ictus, AVT, EVP), independientemente de sus cifras de cLDL,
iniciar tratamiento de alta intensidad con estatinas

Yes

Clinical
ASCVD

Yes




Hombre de 56 anos
Infarto de miocardio
Tratado con estatina alta intensidad

TC: 221; HDL: 30; LDL: 134; TG:

288 (mg/dl)

El paciente esta
recibiendo el
tratamiento basado
en el maximo grado
de evidencia

Debemos
aumentar el
tratameinto

hasta obtener el
objetivo 70




En pacientes de 40 a 75 aios con diabetes tipo 1 0 2, con cLDL entre 70 y 189
mg/dL y sin ECVA iniciar tratamiento con estatinas de moderada intensidad.

Si su riesgo global es alto (>7.5%) utilizar estatinas de alta intensidad

Yes

Diabetes
Type 1 or 2
Age 40-75y

Estimated 10-y ASCVD risk 27.5%*
High-intensity statin

Yes




Mujer de 62 anos
Diabética + HTA (RCV global ACC/AHA 6.9) P -'
TC: 260; HDL: 50; LDL: 170; TG: "~ Tratamiento con

estatina potente

200 (mg/d I) y si es necesario

combinaciones
hasta obtener el
objetivo 70

Se recomienda
tratamiento con
estatina de
moderada
intensidad




Optimal Low-Density Lipoprotein Is 50 to 70 mg/dI
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Efficacy and safety of cholesterol-lowering treatment: prospective meta-

analysis of data from 90 056 participants in 14 randomised trials of statins

Cholesterol Treatment Trialists’ (CTT) Collaboration*

Major coronary events
50% —

40% —

30% —

I

|

|

I

1

I

I

1

I

I

1

| 2

T W

\ | ==
-

20% — /

10% —

-10%—

Lancet 2005; 366: 1267-78




Efficacy and safety of more intensive lowering of LDL cholesterol: a meta-

analysis of data from 170 000 participants in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration*

Events (% per annum) RR (CI) per 1 mmol/L reduction in LDL-C Trend
test
Statin/more  Control/less
More vs less statin E
<2 mmolL 704(46%) 795 (52%) < 071(0-52-0.98)
x2to <25 mmolL 1189 (42%) 1317 (48%) S E— 077 (0-64-0-94)
225 t0<3-0 mmol/L 1065 (4.5%) 1203 (5-0%) _7_._ 0-81(067-097) y=2.04
x3to<3Smmoll 517 (45%) 633(58%) — 1 — 0-61(046-081) (p=02)
235 mmol/L 303(57%) 398 (7-8%) ——i— 0-64 (0-47-0-86)
Total 3837 (4-5%) 4416 (5.3%) q> 0-72 (0-66-0.78)
Statin vs control
<2mmol/L 206 (2.9%) 217 (32%) 0-87 (060-128)
22to<25mmoll  339(24%) 412(2.9%) — 077 (0-62-0-97)
225t0<3-0mmol/L 801 (2:5%) 1022 (3-2%) — - 076 (0-67-0-86) x’=0-80
23to<35mmoll 1490(29%) 1821 (3-6%) 077 (071-0-84) (p=04)
235 mmol/L 4205(29%) 5338(37%) 0-80 (077-0-84)
Total 7136 (2:8%) 8934 (3-6%) 0-79 (0-77-0-81)
All trials combined
<2 mmol/L 910 (41%) 1012 (4-6%) —_— 078(0-61-0-99)
22to <25 mmolL 1528 3-6%) 1729 (42%) — 077 (0-67-0-89)
225 to<3-0 mmol/L 1866 (33%) 2225 (4.0%) + 077 (070-0-85) x'=108
23to<3SmmolL 2007 (32%) 2454 (4-0%) 076 (070-0-82) (p=03)
3.5 mmol/L 4508 (3.0%) 5736 (39%) 0-80(076-083)
Total 10973 (3-2%) 13350 (4-0%) 0-78 (0-76-0-80)
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The safety and efficacy of achieving very low low-density lipoprotein with intensive

statin therapy: a PROVE IT-TIMI 22 substudy.
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0.61 (0.40, 0.91)

Wiviott SD et al J Am Coll Cardiol 2005;46:1414




Las estatinas son los Unicos farmacos que han mostrado eficacia en la
reduccion de eventos cardiovasculares.

El resto de farmacos o sustancias que reducen el colesterol han fracasado en su
intento de mostrar eficacia adicional al uso de estatinas para reducir el riesgo
cardiovascular, o bien, no tienen estudios que los refrenden




Proportional Reduction in Event Rate (SE)
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themaltic review

Thematic Review Series: Living History of Lipids
In celebration of the 100th anniversary of the lipid
hypothesis of atherosclerosis

. . 1
Daniel Steinberg

University of California San Diego, La Jolla, CA 92093

Abstract  This year marks the 100th anniversary of the pub-
lication of Anitschkow’s classic paper proposing the central
role of hypercholesterolemia in atherogenesis. We at the
Journal of Lipid Research take this occasion to acknowledge
the debt we all owe to Anitschkow and his colleagues for get-
ting us on the right track. As discussed below in detail, his
contributions were insightful and went well beyond simply
pinpointing hypercholesterolemia as a major etiologic fac-
tor.llll Anitschkow’s work led him to define most of the key
elements in the initiation and evolution of lesions in animal
models of atherogenesis.—Steinberg, D. In celebration of
the 100th anniversary of the lipid hypothesis of atheroscle-
rosis. J. Lipid Res. 2013, 54: 2946-2949,

It is difficult to believe that the key role of cholesterol
in the pathogenesis of atherosclerosis was proposed 100
years ago! Yes, in 1913, Nikolai N. Anitschkow, a young
Russian experimental pathologist in Saint Petersburg,

inevitable accompanin
mysterious and certain
of the leading hypothe
by Metchnikow, was th
take of animal protei
the St. Petersburg Im
il)clu(ling Anitschkow,
Metchnikow's hypoths
rich in milk, eggs, anc
displayed vascular lesi
whether any particular
a process of progress
whole eggs or egg yolk:
whites alone, evenin la
Anitschkow and Chalz
tracted from the egg yc
etable oil, could by it




Efficacy and safety of more intensive lowering of LDL cholesterol: a meta-

analysis of data from 170 000 participants in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration*

C-yearMVE  Events (% per annum) RR (CI) per 1.0 mmol/L reduction Trend test
risk at in LDL cholesterol
baseline
Statin/more  Control/less

Participants without vascular disease E
<5% 148(035)  229(0-53) ¢—=—i— 0-61 (0-45-0-81)
=C%to<10%  487(102)  716(153) —-—:- 0-66 (0-57-077)
210%to<20%  854(252) 1003(2.98) .._._ 082(072-093) x=910
*20%to<30%  294(440)  351(528) R 0-81(0-65-1.01) (p=0-003)
230% 121729)  126(816) — 083 (058-118)
Subtotal 1904 (1.44) 2425(1.84) <+ 0.75 (0-70-0-80)

: p<0-0001
Participants with vascular disease H
<% 19(087)  25(118) * ! » 073(033-161)
:5%to<10%  117(156)  131(1-80) . 0-84 (0-62-114)
210%1t0<20% 2760(313) 3192 (371) - 078(072-085) x-001
220%t0<30%  3814(477) 4568 (585) ] 081(076-086) (p=09)
230% 26667-66)  3332(9-90) B 079(074-084)
Subtotal 9376 (4-41) 11248 (5.43) b 0.80(077-0-82)

5 p<0-0001
All participants !
<5% 167(038)  254(056) ¢———+ 062 (0-47-081)
:E%to<10%  604(110) B47(15)  —m— 0-69 (060-079)
*10%to<20% 3614(296)  4195(350) B 079(074-085) x=429
220%to<30% 4108 (474) 4919(5-80) . 0-81(0.77-0-86) (p=0-04)
230% 2787 (7.64)  3458(9-82) B 079 (074-0-84)
Overall 11280 (3-27) 13673 (4.04) 1) 0.79(0-77-0-81)
Heterogeneity between participants without i p<0-0001
and with vascular disease: y’=274 (p=0-10)
—- 99 limits <[> 95% limits 0k o075 1 125 1%0
Statin/more better Control/less better

Lancet 2010; 376: 1670-81




Efficacy and safety of more intensive lowering of LDL cholesterol: a meta-

analysis of data from 170 000 participants in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration*

Table 1 Outcomes in statin-naive patients with LDL-C 2.00

mmol/L

Absolute
Dose of % LDL-C decrease Predicted
atorvastatin, decrease achieved, in LDL-C, decrease in
mg/day in IDL-C  mmol/L  mmol/L  events, %
10 42 1.16 0.84 16.8
20 45 1.10 0.90 18.0
40 47 1.06 0.94 18.8
80 50 1.00 1.00 20.0

LDL-C, low-density lipoprotein.

Lancet 2010; 376: 1670-81




Esto es la tercera
guerra mundial




Table 3

Intervention strategies as a function of total CV risk and LDL-C level

Total CV risk
(SCORE)
%

LDL-C levels

<70 mg/dL
<1.8 mmol/L

70 to <100 mg/dL

100 to <155 mg/dL

I55 to <190 mg/dL

1.8 to <2.5 mmol/L | 2.5 to <4.0 mmol/L | 4.0 to <4.9 mmol/L

<l

No lipid intervention

No lipid intervention

Class/Level®

=l to <5

Class*/Level®

c

IIc

Ic

e

Ic

Iic

>190 mg/dL
>4.9 mmol/L

Lifestyle intervention,
consider drug if
uncontrolled

lla/A

Lifestyle intervention,
consider drug if
uncontrolled

Lifestyle intervention,
consider drug if
uncontrolled

Lifestyle intervention,
consider drug if
uncontrolled

>5 to <10, or high
risk

Lifestyle intervention,
consider drug®

Lifestyle intervention,
consider drug*

Class/Level®

lla/A

=10 or very high
risk

Lifestyle intervention,
consider drug®

Class*/Level®

lla/A

lla/A

lla/A

lla/A

1A

*In patients with M, statin therapy should be considered irrespective of LDL-C levels."*™*

*Class of recommendation

“Level of evidence. References to level A: 15-41.
CV = cardiovascular; LDL-C = low-density lipoprotein-cholesterol; Ml = myocardial infarction.




En pacientes con hipercolesterolemias primarias con cifras de cLDL > 190
mg/dl iniciar tratamiento con estatinas de alta intensidad

LDL-C 2190
mg/dL




Mujer de 43 anos
Hipercolesterolemia familiar heterozigota
CT: 340; HDL: 44; LDL: 260; TG: 180 (mg/dl)

Estatina alta intensidad
CT: 206 HDL: 40; LDL: 130; TG:180

(mg/dl)

La paciente ha
reducido su LDL un
50% . No medidas

adicionales

Debemos
aumentar el
tratamiento

hasta obtener el
objetivo 100




Efficacy and safety of more intensive lowering of LDL cholesterol: a meta-

analysis of data from 170 000 participants in 26 randomised trials

Cholesterol Treatment Trialists’ (CTT) Collaboration*

Events (% per annum) RR (C1) per 1 mmol/L reduction in LDL-C

Statin/more Control/less
Vascular causes of death
CHD 1w8705%) 281069 JP 0.80(074-087)
Other cardiac 1446 (0-4%) 1603 (0-4%) 0-89(0-81-098)
All cardiac 3333(0-9%) 3884 (1-1%) 0.84 (0-80-0.88)
Ischaemic stroke 153 (0-0%) 139 (0-0%) 1 1.04 (077-1-41)
Haemorrhagic stroke 102 (0-0%) 89 (0-07%) = » 112(077-1:62)
Unknown stroke 228 (0-1%) 273 (0-1%) ] 0-85(0-66-1-08)
Stroke 483(0-1%)  501(0-1%) <[> 0.96 (0-84-1.09)
Othervascular 404 (0-1%) 409 (0-1%) — 098(0-81-118)
Any vascular ana  guazn 0.86 (0-82-0-90)
Non-vascular causes of death
Cancer 1781 (0-5%) 1798 (0-5%) —.— 0-99(0-91-1.09)
Respiratory 224 (0-1%) 237 (0-1%) L 0-88(070-1-11)
Trauma 127 (0-0%) 127 (0-0%) " 0-98 (070-1-28)
Other non-vascular 811(02%) 832 (0-2%) B 0-96 (0-83-1-10)
Any non-vascular 2943 (0-8%) 2994 (0-8%) > 0.97 (0-92-1.03)
Unknown 479 (0-1%) 539(01%) —— 0-87 (0-73-1.03)
Any death 7642(21%) 8327(23%) @ 0.90 (0-87-0-93)
—l- 99%or | | T ]

05 075 1 1.25 15

Q> 95% < .

Statin/ more better Control/less better

Lancet 2010; 376: 1670-81




