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Dislipemia diabética
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Patogenia dislipemia diabética
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Metabolismo lipidico en Diabetes
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Distribucion del fenotipode LDL y
triglicéridos
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Austin M, et al. Circulation 1990;82:495-506.




Lipoproteinas en la dislipemia diabética
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Importancia de las particulas
remanentes en la dislipemia diabética
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Riesgo de CHD segun quintiles de lipoproteinas

Cuintile Lipid levels Lipid levels N total M cases Hazard Ratio Hazard Ratio P
(mmelll or ratie) (mg/dL or ratio) Ischemic Heart Disease (95%Cl) for trend
Remnant cholesterol
1 <0.4 <15 11,589 311 + 1
2 0.4-06 15-23 11,410 471 p— 1.1 (0.8-18)
3 0607 23.27 11,265 578 H-— 1.2 (0.9-186) 1x107
4 0.7-1.1 27-43 11,241 738 i r— 20(1.528)
5 1.1 =43 11,152 778 i 23(1.7-3.1)
Remnant cholesterol to HOL cholesterol ratio
1 <0.2 <0.2 11,580 37 4 1
2 0.2-0.3 0.2-0.3 11,500 480 =y 1.3(1.0-1.8)
3 0305 0305 11,302 557 —— 15(1.219) Ex 10"
4 0.5-0.8 0.5-0.8 11,214 719 b=t 2.0(1.6-2.5)
5 =08 =0.8 11,061 801 . R 26(2.1-3.2)
HDL cholesterol
5 =20 =77 11,895 438 + 1
4 1.7-2.0 66-77 11,893 517 I 1.2(1.0-1.4)
3 1417 54-86 11,730 538 e 1.5(1.3-1.8) 2x10™%
2 1.2-1.4 46-54 11,054 738 —— 1.9(1.62.2)
1 <12 <46 10,334 713 it 25(21-30)
LDL cholesterol
1 <24 <53 10,383 326 * 1
2 2.4-30 93-116 12,843 434 L o 1.0(0.8-1.3)
3 3035 116-135 11,582 515 e 1.2(0.9-15) 4x 10710
4 3.5-4.1 135-159 10,718 584 —— 1.3(1.0-16)
5 =41 >158 11,135 1,015 —— 1.8(1.4-2.2)
i : 3
Hazard ratio (95%Cl)
S
Varbo ef al. JACC Vol. 61, No. 4, 2013

Remnants and Ischemic Heart Disease January 29, 2013:427-36




IMPORTANCIA LDL PEQUENAS Y DENSAS

— Se asocian con hipertrigliceridemia,
aumentos de LDL-c y HDL-cbajo

— Favorecen permabilidad endotelial
— Mayor captacion arterial

— Mayor captacion por macrofagos
— Mayor susceptibilidad a oxidacion
— Menor afinidad por LDLR



Mecanismos de la arteriosclerosis en la
Diabetes Mellitus

Disfuncion endotelial

Dislipemia diabética I Hipercoagulabilidad
Neuropatia - Toxicidad por la
diabética Diabetes iperglucemia

Hiperagregabilidad

Stress oxidativo plaquetaria



La incidencia de enfermedad coronaria en la
diabetes es dependiente de los factores de riesgo

asoclados*
Strong Heart Study 4.549 indios americanos entre 45-75 anos, seguimiento de 12,6 afios
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*FR: sexo, LDLc > 100, albuminuria, HTA, HDL -c < 40, TG > 150, tabaquismo, fibrindgeno > 4° cuartil (352)



Evidencias en la prevencidon cardiovascular de
la diabetes
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e La medicacion hipoglucemiante con objetivos de HbAlc 6-6,5%
para reducir la enfermedad cardiovascular no es beneficioso y puede

ser perjudicial al comparar con HbAlc >7%
- ACCORD. Gerstein,et al. Effects of intensive glucose lowering in type 2 diabetes. N Engl J Med 2008;358:2545-59

-ADVANCE. Patel, et al. Intensive blood glucose control and vascular outcomes in patients with type 2 diabetes. N
Engl J Med 2008;358:2560—72.

- Veteranos. Duckworth, et al. Glucose control and vascular complications in veterans with type 2 diabetes. N Engl J

Med 2009;360:129-39.
*SAVOR, Scirica et al. Saxagliptin and cardiovascular outcomes in patients with type 2 diabetes mellitus. N Engl J Med.

2013;369(1317-26..



Evidencias en la prevencidon cardiovascular de
la diabetes

__ Diabetds Mellitus __
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 La tension arterial debe reducirse hasta <140/90 mmHg, pero
>120/80 mmHg

- ALLHAT . Furberg et al. The Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT).
JAMA 2002;288:2981-97.

-ACCORD-Blood Pressure. Cushman et al.Effects of intensive blood-pressure control in type 2 diabetes mellitus.
N Engl J Med 2010;362:1575-85.



Evidencias en la prevencidon cardiovascular de
la diabetes
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La utilidad de los antiagregantes en prevencion primaria no esta
demostrada.

* JPAD. Ogawa et al. Low-dose aspirin for primary prevention of atherosclerotic events in patients with type 2 diabetes: a
randomized controlled trial. JAMA 2008;300:2134—41.
* POPADAD. Belch et al. The prevention of progression of arterial disease and diabetes (POPADAD) trial: factorial

randomised placebo controlled trial of aspirin and antioxidants in patients with diabetes and asymptomatic peripheral arterial
disease. BMJ 2008;337:a1840



Evidencias en la prevencion cardiovascular de
la diabetes

| Hypergiycemia |

_ Diabetes Mellitus _
L 3 S
e N ; i ] :
Hyperglycemia Excess Free Fatty Acids - Insulin Resistance
f—"y =
Oxidative Stress
l Inflammation Protein Kinase C Activation
Receptor for Advanced Glycation
End Product (RAGE) Activation
17
ENDOTHELILM
v Nitric Oxide { Nitric Oxide
¥ Nitric Oxide 4 Activation of NF-xB 4 Tissue Factor
} Endcthelin-1 4 Angictensin || { Plasminogan Activator
Insulin  Angictensin || i Activation of Inhibitor-1
Activator Protein-1 ¥ Prostacyclin
Resistance s

Endothelial Damage

 Los antiinflamatorios y los antioxidantes no tienen demostrado

ningun papel en la prevencion de la arteriosclerosis en la diabetes
* Beckmann, European Heart Journal. 2013;34:2444-56



Consecuencilas de la obesidad

Diabetes Tipo 2

_ Intolerancia a la
Aterosclerosis Glucosa

Dislipidemia Hipertension
OBESIDAD
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Cardiovascular Effects of Intensive Lifestyle
Intervention in Type 2 Diabetes
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Figure 2. Cumulative Hazard Curves for the Primary Composite End Point.

Shown are Kaplan—Meier estimates of the curmulative proportion of pa-
tients with a primary event. The primary outcome was a composite of
death from cardiovascular causes, nonfatal myocardial infarction, nonfatal
stroke, or hospitalization for angina. The numbers below the graph are the
numbers of patients at risk in each study group at years 2, 4, 6, and 8 and
at 10.4 years, when the last observed event occurred. The inset shows the
same data on an expanded y axis.

This article was published on June 24,
2013, at MEIM.org.
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MRC/BHF Heart Protection Study (HPS)

5963 diabéticos tipo 2 con (3051) y sin (2912) enfermedad CV, randomizados a
simvastatina 40 mg o placebo, seguidos 5 afios

30—
Logrank p<0-0001
25 Reduccion 24%
Placebo-allocated
20
15

Simvastatin-allocated

10

Major vascular events (%)

| | | | | | |
0 1. 2 3 4 B 6

Years of follow-up

Benefit (SE) per 1000 —1(6) 13(8) 34(9) 47(10) 51 (15) 58 (48)
allocated simvastatin



The Collabor ative AtoRvastatin Diabetes
Study (CARDYS)

= Diabetestipo 2 sin IM o enfermedad coronaria
previa

m >1 factor de riesgo de EC junto con <4,14 mmol/Il de
C-LDL (160 mg/dl) y TG <6,78 mmol/l (600 mg/dl)

m Edad entre 40y 75 afnos
m LDL colesteral a inicio de 117 mg/dl

— > Atorvastatina 10 mg/dia

2838
| | pacientes
| |

Placebo

Placebo

Placebo durante 6 semanas _
Prealeatorizacidon 304 eventos de la variable

principal




Estudio CARDS. Efecto de atorvastatina sobre €
parametro principal de eficacia: Eventos car diovascular es

mayor es, con ictusincluido

2.838 diabéticostipo 2 con 1 FRCV adicional, sin enfermedad CV, LDL ¢ < 160 mg/dl,
randomizados a ator vastatina o placebo, seguidos 3,7 afos
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Atorva 1428 1392 1361 1074 694 328

Colhoun HM, et al. Lancet. 2004:364:685-696.  CAA7 ds -




Estudio CARDS. Efecto de atorvastatina
sobre el parametro principal de eficacia

Placebo Atorvastatina indice de riesgo
Evento n (%) n (%) (1C)
0,63 (0,48, 0,83)
P=0,001

Pardmetro Principal 127 (9,0%) 83 (5,8%) +

Eventos coronarios

agudos 77(55%) 51(36%) —M— | 064(045,0091)

Revascularizacion

. 34 (2,4%) 24 (1,7%) 0,69 (0,41, 1,16)
coronaria

Ictus 39(2,8%) 21(15%) —m 0,52 (0,31, 0,89)

2 4 6 8 1 1.2
A favor de atorvastatina A favor de placebo

Colhoun HM, et al. Lancet. 2004; 364:685-696.




Porcentaje de reduccion del riesgo de enfermedad cardiovascular
atribuida a cada intervencion terapéutica en el estudio STENO 2

Lipids HbA, . Systolic BP

Porcentaje de la reduccion de riesgo
8

Gaede P, Pedersen O. Intensive integrated therapy of type 2 diabetes:
implications for long-term prognosis. Diabetes. 2004;53:Suppl 3:S39-S47



Efecto sobre los episodios vasculares graves por cada mmol/L (38,7 mg/dL)
de reduccién en la concentracion de colesterol LDL obtenido con estatinas

Majorvascularevent Events (%)
and prior diabetes Treatment Control RR(CI)
Major coronary event \
Diabetes 776 (8:3%) 979 (10-5%) . 078 (0-69-0-87)
Nodiabetes 2561 (7-2%) 3441 (9-6%) H 077 (0-73-0-81)
Any major coronary event 3337 (7:4%) 4420 (9-8%) &b 077 (0:74-0-80)
Test for heterogeneity within subgroup: ¥ =0-1; p=0-8 '
Coronary revascularisation
Diabetes 491 (52%) 627 (6:7%) —.— 075 (0-64-0-88)
No diabetes 2129 (6-0%) 2807 (7-9%) = 076 (0-72-0-81)

| Any coronary revascularisation 2620(5:8%) 3434 (7:6%) <i> 0:76 (0:73-0-80)
Test for heterogeneity within subgroup: ¥ =0-1; p=0-8
Stroke
Diabetes 407 (4-4%) 501 (5-4%) + 079 (0-67-0-93)
Nodiabetes 933(2.7%) 1116 (32%) - 084 (0-76-0-93)
Any stroke 1340 (3-0%) 1617 (3:7%) <> 0.83 (0.77-0-88)
Test for heterogeneity within subgroup: ¥ =0-8; p=0-4
Major vascularevent i
Diabetes 1465 (15-6%) 1782 (19.2%) " 079 (0-72-0-86)
Nodiabetes 4889 (13:7%) 6212 (17-4%) - 079 (0-76-0-82)
Any majorvascular event 6354 (14:1%) 7994 (17.8%) 079 (0:77-0.81)
Test for heterogeneity within subgroup: ¥ =0-0; p=0-9 ?

r T T 1
- RR(99% (1) 05 1.0 15
<> RR(95% ) Treatment better Control better

Cholesterol Treatment Trialists’ (CTT) Collaborators, Lancet. 2008;371:117-25.



SHARP: Assessment of LDL-lowering
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SHARP: Baseline characteristics

Age (years) 62 £ 12
Men 63%
Systolic BP (mmHg) 139 + 22
Diastolic BP (mmHg) 79 +13
Body mass index (kg/m?) 27 + 6
Current smoker 13%
Vascular disease 15%
Diabetes mellitus 23%

Non-dialysis patients only (n=6247)
eGFR (ml/min/1.73m?) 27 + 13
Albuminuria 80%



Risk ratio 0.83 (0.74-0.94)
Logrank 2P=0.0022
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IMProved Reduction of

Outcomes: Vytorin Efficacy
International Trial

A Multicenter, Double-Blind, Randomized Study to
Establish the Clinical Benefit and Safety of Vytorin
(Ezetimibe/Simvastatin Tablet) vs Simvastatin

Monotherapy in High-Risk Subjects Presenting
With Acute Coronary Syndrome




Q=0 | sessions 314 m
Study Design MPROVE-IT

Patients stabilized post ACS < 10 days: %3 2mM
LDL-C 50-125*mg/dL (or 50-100**mg/dL if prior lipid-lowering Rx) *2.6mm

N=18,144 Standard Medical & Interventional Therapy

Uptitrated to

Simvastatin Simva 80 mg Ezetimibe / Simvastatin
if LDL-C > 79

40 mg (adapted per 10/ 40 mg

FDA label 2011)

Follow-up Visit Day 30, every 4 months

90% power to detect
~9% difference

Duration: Minimum 2 %2-year follow-up (at least 5250 events)

Primary Endpoint: CV death, MI, hospital admission for UA,
coronary revascularization (= 30 days after randomization), or stroke

Cannon CP AHJ 2008;156:826-32; Califf RM NEJM 2009;361:712-7; Blazing MA AHJ 2014,168:205-12




Baseline Characteristics

Simvastatin EZ/Simva
(N=9077) (N=9067)
% %
Age (years) 64 64
Female 24 25
Diabetes 27 27
MI prior to index ACS 21 21
STEMI/NSTEMI / UA 29147124 2SIl AT 2.
Days post ACS to rand (IQR) 5(3, 8) 5(3, 8)
Cath / PCI for ACS event 88/70 88/70
Prior lipid Rx 35 36

LDL-C at ACS event (mg/dL, IQR) 95 (79, 110) 95 (79,110)




LDL-C and Lipid Changes

1Yr Mean LDL-C TC
Simva 69.9
EZ/Simva 53.2

Ain mg/dL -16.7
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Number at risk:

Time since randomization (months)

EZ/Simva 8990 8889 8230 7701 7264 6864 6583 6256 5734 5354 4508 3484 2608 1078

Simva 9009 8921 8306 7843 7289 6939 6607 6192 5684

5267 4395 3387 2569 1068




Primary Endpoint — ITT %VE/I’

Cardiovascular death, MI, documented unstable angina requiring
rehospitalization, coronary revascularization (=30 days), or stroke

40 -
91 HRr 0.936 CI (0.887, 0.988) Simva — 34.7%

p=0.016 2742 events
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EZ/Simva — 32.7%
2572 events
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Major Pre-specified
Subgroups

Simva? EZ/Simvat

Male 34.9 33.3
Female 34.0 31.0

Age < 65 years 30.8 29.9
Age = 65 years 39.9 36.4

No diabetes 30.8 30.2
Diabetes 45.5 40.0

Prior LLT 43.4 40.7
No prior LLT 30.0 28.6

LDL-C > 95 mg/dl 31.2 29.6
LDL-C <95 mgrdl 38.4 36.0

0.7 _ 13 t7-year
Ezetimibe/Simva Simva event rates

Better Better *p-interaction = 0.023, otherwise > 0.05




PV alue for

Fenofibrate Placebo Hazard Ratio (95% Cl) Interaction
% of everts (no. in group)
1o.52 (2765) 11.26 (2753) i
; 0.0l
Fernale 9.05 (851) 664 (843 i L
Male 11.18 (1914) 13.30 (1310) —-!—
= : 0.25
<B5yr 8.11 (1838) 9.50 (1822)
=BSyr 15.32 (927) 14.72 (931}
Race 0.08
Maonwhite 9.70 (856) 8.27 (888)
W hite 10.90 (1909) 1271 [12385)
Previcus cardiovascular disease 0.45
Mo 7.29 (1757) 7.34 (1745)
Yes 16.17 (loog) 12.06 (1008)
Glycermia group 0.36
Standard therapy 10.14 (1381) 1161 [1370)
- 10.92 (1374) 1092 (1383)
LOL cholesterol 012
=84 mg/dl 9.3 (938) 12.23 (891)
25111 mgjdl 9.85 (934) 1117 (922)
=112 mg/d| 1243 (877) 10.57 (327)
0.24
=34 mg/dl 12.24 (964) 15.56 (906)
3540 mg/dl 1012 (260) 9.47 (866)
=41 mg/dl 9.08 (925) 8.99 (968)
Triglycerides 0e4
=128 mg/d| 9.88 (291) 11.25 (939)
129-203 mg/d| 10.50 (924) 9.26 (913)
Gailmang 1113 (934) 12.24 (388)
Triglyceride—HDL cholesteral 0.06
combination
Triglyceride =204 mg/d| and 1237 (485) 17.32 (456)
HOL =34 mg/dl
10.11 (2264) 10,11 (2284)
0.20
869 (1324) 10.56 (1335)
12.20 (1435) 11.54 [1415) : | ; |
4] 1 2
Fencfibrate Better Placebo Better

Figure 3. Hazard Ratios for the Primary Outcome in Prespecified Subgroups.

M EMGL ) MED 362177 MEJM.ORG  APRIL 20, 2010




European Guidelines on cardiovascular disease
prevention in clinical practice (version 2012)

PACIENTES CON RIESGO CARDIOVASCULAR MUY ALTO

vV WV V V V¥V

Enfermedad cardiovascular conocida (clinica o subclinica)
Diabetes tipo 2 (con un factor de riesgo o LOD/microalbuminuria)
Diabetes tipo 1 (con un factor de riesgo o LOD/microalbuminuria)
Riesgo cardiovascular global >10 (SCORE)

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



European Guidelines on cardiovascular disease
prevention in clinical practice (version 2012)

PACIENTES CON RIESGO CARDIOVASCULAR ALTO

» Un factor de riesgo muy alterado (HF y otras)
» Diabetes tipo 2 sin factores de riesgo ni LOD)
» Diabetes tipo 1 sin factores de riesgo ni LOD
» Riesgo cardiovascular global >5 <10 (SCORE)

» Enfermedad renal cronica (MDRD < 60 >30 ml/min)



Recommendations for treatment targets for LDL-C.

Recommendations Class® Level® Ref*

In patients at VERY HIGH CV
risk (established CVD, type

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

or a SCORE level 210%) the
LDL-C goal is <1.8 mmol/L
(less than ~70 mg/dL) and/or
250% LDL-C reduction when
target level cannot be reached.

15,32,33

Review

In patients at HIGH CV risk
ESC/EF | (markedly elevated single risk
The Ta factors,a SCORE level 25
Cardio to <10%) an LDL-C goal <2.5
mmol/L (less than ~100 mg/dL)
should be considered.

an Society of

)

15,16, 17

In subjects at MODERATE risk
(SCORE level >l to <5%) an
LDL-C goal <3.0 mmol/L
(less than ~115 mg/dL) should
be considered.




Recomendaciones para la prescripcion de estatinas en
la prevencion de la ECV ateromatosa.
Paso 3 (no ECV, no LDLc > 190 mg/dL)

Diabetes
Type 1or 2
Age 40-75 y

Estimated 10y ASCVD risk 27 5%"
High-intensity statin

CLASS lia

Benelit >> Risk

IT IS REASONABLE 1o per-
form procedure/administer
treatment




Tratamiento con estatinas de alta,
media y baja intensidad

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 20—40 mg?
Pravastatin 40 (30) mg
Lovastatin 40 mg
Fluvastatin XI, 80 mg
Fluvastatin 40 mg bid
Fitavastatin 2—4 mg

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

Specific statins and doses are noted in bold that were evaluated in RCTs (17,1846-48,64-67,69-78) included in CQI,

CQ2 and the CTT 2010 meta-analysis included in CQ3 (20). All of these RCTs demonstrated a reduction in major

cardiovascular events. Statins and doses that are approved by the U.S. FDA but were not tested in the RCTs reviewed

are listed n italics.

*Individual responses to statin therapy varied in the RCTs and should be expected to vary in clinical practice, There
might be a biologic basis for a less-than-average response.




American Diabetes Association 2015

Table 8.1—Recommendations for statin treatment in people with diabetes

Recommended

Age Risk factors statin dose® Monitoring with lipid panel

< 40 years MNone MNone Annually or as needad to monitor
CVD risk factor{s)** Moderate or high for adherence
Owert CVD*** High

40-75 years None Moderate As needed to monitor adherence
CVD nisk factors High
Cwert CVD High

=75 years MNone Moderate As needed to monitor adherence
CVD risk factors Moderate or high
Cwert CVD High

*In addition to lifestyle therapy.

**CVD risk factors include LDL cholesterol =100 mg/dL {2.6 mmol/L), high blood pressure,

smoking, and overweight and obesity.

=% *0vert CVD includes those with previous cardiowvascular events or acute coronary syndromes.

Intensify lifestyle therapy and optimize glycemic control for patients with elevated triglyceride
levels (>150 mg/dL [1.7 mmol/L]) and/or low HDL cholesterol (<40 mg/dL [1.0 mmol/L] for men,

<50 mg/dL [1.3 mmol/L] for women). C

For patients with fasting triglyceride levels >500 mg/dL (5.7 mmol/L),evaluate for secondary
causes and consider medical therapy to reduce risk of pancreatitis. C
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Control de factores de riesgo cardiovascular en pacientes diabéticos
revascularizados: un subanalisis del estudio ICP-Bypass

Resumen de los objetivos lipidicos

Concentracion (mg/dl) 93,5 +35,1 436+15,0 155,81+ 106,0 1247 +41,1
Valores fuera del objetivo = 70 mg/dl = 100 mg/dl < 40 mg/dl (varones), < 50 mg/dl (mujeres) = 150 mgjdl = 100 mg/dl
Pacientes fuera de objetivo 501 (73.4) 243 (31,5) 356 (51,5) 277 (38.8) 481 (69,7)

cHDL: colesterol unido a lipoproteinas de alta densidad; cLDL: colesterol unido a lipoproteinas de baja densidad; HDL: lipoproteinas de alta densidad.
Salvo otra indicacion, los datos expresan n (%) o media + desviacion estandar.

Resumen de los tratamientos farmacologicos de la poblacion con diabetes

mellitus tipo 2 e e
2o Antidiabeticos orales

Tratamiento antiagregante 767 742 (96.7) _

Tratamiento anticoagulante 748 87 (116) Biguanidas 403 (74,2)
Tratamiento antidiabético 771 sulfonilureas 153 (28,2)
Insulina en monoterapia 137 (17,8) Meglitinidas 50 (9,3)

Insulina + ADO 97 (12,6) — -
ADEL S R 446 (57.8) Inhibidores de DPP4 32 (5,9)
Sin tratamiento farmacolégico 91 (11.8) Glitazonas 28 (5,2)
Tratamiento hipolipemiante 771 Inhibidores de alfaglucosidasa 11 (2,0

Estatina en monoterapia 578 (75,0) —— . v :

" " ADO: antidiabético oral; DPP4: dipeptidilpeptidasa 4.
Ezetimiba en monoterapia 7(09) . 2 i : i g AT

: = Mas de un agente posible. Pacientes que recibian solo antidiabéticos orales o
Esfating + exetinibn 144 (157) antidiabéticos orales +insulina.
Total estatinas 722 (9386)
Total ezetimiba 151 (19,6)

ADO: antidiabético oral; DM2: diabetes mellitus tipo 2.

" Porcentajes calculados a partir de la poblacién de pacientes con dato vilido en P. Mazdn-Ramos et al I,I'IRPV Esp Cardiol. 20]568{2] 115-120
cada variable. : ’ ?



Herramienta objetivo 70

Como alcanzar en 2 pasos concentraciones de LDL inferiores a 70 mg/dl en pacientes de muy alto riesgo cardiovescular

PRIMERAVISITA

¢Es su paciente de MUY ALTO RIESGO CARDIOVASCULAR
segun la definicién de las gulas clinicas de la ESC/EAS?

ullw

Sl Inicie terapia con una estatina potente a la dosis maxima®,

51 su pociente esto yo en irotomiento con estatings octue como en segundo wsito
* Inicie trotomiento o lo mitad de lo doids mdzind en packentes (On MOyOr riesgo de toaicidod.: imaficiencio renal difuncidn
hepdtica, ancianos (»75 ofos ), interacciones formacoldgicas

SEGUNDA VISITA (control analitico a los dos meses)

1. El colesterol LDL es inferior a 70 mg/dl.

2. El colesterol LDL estd entre 70 y 90 mg/dl:

a) Con dosis mdxima rolerada de estatina.

b) Con dosis media de estatina.

3. El colesterol LDL es superior a 90 mg/dl.

O

]
L

Mantenga el tratamiento.

Inicie coadministracién con ezetimiba.

Alcance dosis méxima tolerada de estatina
potente.

Inicie coadministracion con ezetimiba
(8l mo estd en dosa maximas tolerodar de ertoting,
valore doblor doss ol miameo tempo)



Conclusiones

En los pacientes diabéticos el control lipidico constituye la mayor contribucion a
la disminucion del riesgo cardiovascular

El LDLc esladianaterapéutica. En caso de Tg elevados también €l no-HDL.c.
HDLc Yy triglicéridos no constituyen actualmente una diana terapéutica

El C-LDL en los pacientes diabéticos debe ser inferior a 70 mg/diLs presentan
factores adicionales, lesion de 6rgano diana o microalbuminuria

L as estatinas son €l tratamiento de eleccidn

Si no se alcanzan |os objetivos terapéuti cos con monoterapia se debe iniciar
tratamiento combinado con Ezetimiba en ausencia de hipertrigliceridemia
importante



