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Caso clinico

* Femenina de 60 afios, diabética tipo 2. Se
inicia rosuvastatina 10 mg por dia por
prevencion cardiovascular

* En la cita de control, reporta dolor muy
intenso y que produce impotencia funcional
en la eminencia tenar

* Marcadores de inflamacion y CPK normales

¢ Se decide cambiar a simvastatina con
resultados similares
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Qué hacer?

* Suspender estatina e intensificar estilos de
vida?

* Cambiar por otra estatina a dosis menor?

¢ Cambiar por otros hipolipemiantes?

« Agregar algun suplemento como coenzima
Q10?

* No hacer nada?
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Qué se entiende por intolerancia?

* Paciente puede presentar una serie de
molestias que no necesariamente estan
asociados a estatinas

* Hasta 30% de pacientes van a reportar algin
sintoma muscular

* 10% puede estar relacionado a estatinas

* Incidencia en la vida real mucho mas alta que
la reportada en estudios clinicos

Diagndstico intolerancia

Relacién temporal

Sintomas resuelven al suspender estatinas

Sintomas recurren con la misma o diferente
estatina

Descartar otras causas
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Miopatia asociado a estatinas

* Miopatia: término general que se refiere a
cualquier enfermedad muscular

* Mialgia: dolor muscular o debilidad sin
elevacion de CPK

¢ Miositis: sintomas muscular con elevacién de
CPK

* Rabdomiolisis: sintomas musculares con
elevacion significativa de CPK (>10x) y
creatinina
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Evolucidon

* Por lo general aparece los primeros 6 meses y
luego resuelve en los 2 meses siguientes
después de haberlo suspendido

* No sélo en Msls

* Pueden desencadenar patologia de fondo
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Mecanismos inmunes

Induccidn de miopatias inflamatorias
Miopatia necrotizante

A veces se produce posterior a suspension de
estatinas

Exposicion de epitopes por la estatina
Autoanticuerpos anti HMGCoA reductasa
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Diagndstico diferencial

Muscle Symptoms
® Physical exertion
® Viral illness
® Vitamin D deficiency
® Hypo- or hyperthyroidism
® Cushing syndrome or adrenal insufficiency
® Hypoparathyroidism
® Fibromyalgia
® Polymyalgia rheumatica
® Polymyositis
® Systemic lupus erythematosus
® Tendon or joint disorder
® Trauma
® Seizure or severe chills
® Peripheral arterial disease (exertional buttock, thigh, calf symptoms)
® Medications (glucocorticoids, antipsychotics, antiretroviral drugs, illicit
drugs [cocaine or amphetamines))
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Diagndstico diferencial

CK Elevations
® Physical exertion
® Hypothyroidism
® Metabolic or inflammatory myopathies
® Alcoholism
® Neuropathy or radiculopathy
® Seizure or severe chills
® Trauma
® Medications (illicit drugs [cocaine or amphetamines], antipsychotics)
® Ethnicity (black patients may have elevated baseline CK levels)
® Idiopathic hyperCKemia (high CK with no demonstrable cause)
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Siempre debe recordarse...

* Interacciones medicamentosas con estatinas

— Inhibidores del CYP3A4 que interaccionan con
atorvastatina, simvastatina, lovastatina

* Azoles, diltiazem, macrdlidos, IRSS, ciclosporina,
inhibidores de bomba protones

— Inhibidores del CYP2C9 que interaccionan con
rosuvastatina
* amiodarona

— Fibratos
— Jugo de toronja
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QUE INDICAN LAS GUIAS?
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CK<uLN
‘Statin associated
myagia

Symptoms of muscle pain or weakness on statin?
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« Absence or vey I
« Transaminases < 3 times ULN
« Start Statin
| Asymptomatic | | Symptomatic |
Stop statin
« Consider other causes Stop statin
(eg. alcohol) and eliminate
o treat f warranted

Reassess In 6-12 weeks
or sooner f clinicaly warranted
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Opciones

* Modificacién de estilos de vida
* Intentar con otras estatinas

* Niacina

* Ezetimibe

* Fibratos

¢ Otras suplementos

* Nuevas opciones terapéuticas
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Interaccidn entre estatina y condicidn fisica

Relative risk

[ <50 MET
3 5170 MET
171-90MET
CI1-90MET

Entire cohort
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Fokkinos PF. Lancet. 2012. Online nov 28.
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Interaccidn entre condicidn fisica y estatina

Deaths  UnadjustedHR Age-adjusted HR Fullyadjusted  pvaluet
(%) HR*

Least fit, statins 389(7%) 1 1 1

(n=1060)

Least fit, nostatins 531(52%) 122(107-139) 122(107-138) 135(117-154) <0-0001

(n=1024)

Moderately fit, statins 329 (21%)
(n=1573)

Moderately fit, no 397 (34%)
statins (n=1154)

Fit, statins (n=1705) 173 (10%)
Fit, no statins (n=1335) 270 (20%)

Highly fit, statins 39(6%)
(n=694)

Highly fit, no statins 190 (13%)
(n=1498)

057 (0:49-066)
081(070-003)
028(023-033)
050 (0-43-0-58)

016 (012-022)

027(022-032)

064(056-075) 065(0.56-075) <0-0001
089(077-102) 102(088-112) 081
040(033-048) 041(034-049) <0-0001
069(059-081) 081(0-69-096) 001

027(019-038) 030(021-0-41) <0-0001

042(035-051)  0-53(0-44-0-65) <0-0001
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PREDIMED

— Tabaquismo
— HTA

— LDL alto

— HDL bajo

Hombres 55-80 afios
Mujeres 60-80 afios
DM ¢ 3 factores de riesgo:

— Sobrepeso u obesidad
— Historia de enfermedad coronaria prematura
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Mediterranean diet
Recommended
Olive oil*
Tree nuts and peanutsf
Fresh fruits
Vegetables
Fish (especially fatty fish), seafood
Legumes
Sofritof
White meat

Wine with meals (optionally, only for habitual
drinkers)

Discouraged
Soda drinks
Commercial bakery goods, sweets, and pastries§
Spread fats

Red and processed meats
EndoDrChen.cor

=4 tbsp/day

23 servings/wk

=3 servings/day

22 servings/day

23 servings/wk

23 servings/wk

22 servings/wk
Instead of red meat

=7 glasses/wk

<1 drink/day
<3 servings/wk
<1 serving/day
<1 serving/day
Estruch R. N Engl J Med. 2013.
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Low-fat diet (control)
Recommended
Low-fat dairy products
Bread, potatoes, pasta, rice
Fresh fruits
Vegetables
Lean fish and seafood
Discouraged
Vegetable oils (including olive oil)
Commercial bakery goods, sweets, and pastriesf
Nuts and fried snacks
Red and processed fatty meats
Visible fat in meats and soups{
Fatty fish, seafood canned in oil
Spread fats
Sofritog:
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=3 servings/day
=3 servings/day
=3 servings/day
2 servings/wk

=3 servings/wk

<2 tbsp/day
<1 serving/wk
<1 serving /wk
<1 serving/wk
Always remove
<1 serving/wk
<1 serving/wk

<2 servings/wk

Estruch R. N Engl J Med. 2013.

Eventos cardiovasculares

Control diet

Med diet, nuts
/
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Estruch R. N Engl J Med. 2013.




Opciones

Modificacion de estilos de vida

Intentar con otras estatinas

Niacina

Ezetimibe

Fibratos

Otras suplementos

Nuevas opciones terapéuticas
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FDA: Limit Use of 80 mg Simvastatin
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Evento de CK >10 x ULN (%)

Seguridad de Rosuvastatina;

Efectos en los Musculos - Beneficio: Riesgo
CK >10 x ULN: Frecuencia por la reduccién c-LDL
Rosuvastatina (5, 10, 20, 40 mg)
—4— Atorvastatina (10, 20, 40, 80 mg)
Simvastatina (40, 80 mg)
—k— Pravastatina (20, 40 mg)
~®-— Cerivastatina (0.2, 0.3, 0.4, 0.8 mg)

30 a0 50 60 70

Reduccién del c-LDL (%)

LBrewer H Am J Cardiol 2003:92(Suppl):23K-23K
2.Davidson M Exp Opin Drug Saf 2004;3 (6):547-557




Fluvastatina en pacientes intolerantes

Incidence of and time to first muscle-related side effect

Treatment Group No. of Patients Median Time to
(Incidence Rate) First Event (wks)

Any MRSE recurrence

Ezetimibe (n = 66) 16 (24%) 3.07
Fluvastatin XL (n = 69) 12 (17%) 1.36
Fluvastatin XL/ezetimibe (n = 64) 9 (14%) 2.14

MRSE recurrence leading to
discontinuation

Ezetimibe (n = 66) 5(8%) 257

Fluvastatin XL (n = 69) 3 (4%) 0.43

Fluvastatin XL/ezetimibe (n = 64) 2(3%) 1.57
EndoDrChen.cor

Stein EA. Am J Cardiol. 2008;101:490
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Cudndo se produce los EAs?

Proportion of patients (%)

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Time since randomization (weeks)
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Adherencia a estatinas y eventos
cardiovasculares
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Drugs
Home © Drugs © Drug Safety and Availabilty
FDA Drug Safety Communication: Important safety label changes to
[“org ey s ety ——

cholesterol-lowering statin drugs

Facts about statins

Medication Guides ‘Additional Information for Patients =
Additional ool
Drug Safety Communications. D dietand exercise to reduce blood levels of low-
densiy lipoprotein (LDL) cholesterol (‘bad
Drug Shoriages Lovastatin Dose Limitations Sl
References

- Warketed a8 single-ingredient products,
Posimartot g Ssoly including Lipror (atorvastat),Lescol
normaton o Patns an (Tuvastain), Mevacor (ovesiin), Atoprev
lovastatin Sxiendeaelease), Lialo
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FDA Drug Safety statins. 5

Drug Sately andeflective || release), and Vytorin (simvastatin/ezetimibe)
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Drug Recalls Monitoring Liver Enzymes
for Infographic About Cholesterol

Ornug ntegrty and Supply Chain monitoring of liver enzymes in patients taking statins. The labels now and Statns
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efore starting

that serious liver njury with statins is rare and unpredictable in
individual patients, and that routine periodic monitoring of iver enzymes
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+ FDA announces safety / Adverse Event Information 1
changes In labeling for sor Gl s e e
+ Infographic h FO) thatthe
and Statins (PDF - 2.5MB) \;::mwm benefis o statins outweigh these smallincreased risks.

Interactions
The lovastatin-labeLhas been extensively updated witmiew
contraindications (situstiong wham thecdug should not be used) and

Deterioro cognitivo

* Demostrado en estudios observacionales, no
en RCT

* 50% se produce en los primeros 2 meses de
uso, 50% revierte al suspenderlo

* Datos preliminares parece que indicar que
aquellos menos lipofilicos dan menos
problemas (pravastatina y rosuvastatina)

¢ Una posible alternativa es pasar de estatina
lipofilica a hidrofilicas

1. Rojas-Fernandez CH. Ann Pharmacother. 2012;46:549
2. Wagstaff LR. Pharmacotherapy. 2003;23:871:" <"
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LA ELEVACION DE TRANSAMINASAS, ES
UNA CONTRAINDICACION O SE PODRIA
CONSIDERAR INTOLERANCIA A
ESTATINAS? brchenco

Funcion hepatica

i1
I 1 I— 1

2 33 33— 3

% —2

Hallazgos adicionales

* 89% de pacientes con elevacion de
transaminasas al inicio del estudio lo
normalizaron al final de los 3 afios de
seguimiento
— LDL ligeramente menor en estos pacientes
— No diferencias en dosis de estatinas

* Pacientes que no recibieron estatinas TODOS
persistieron con elevacidn de transaminasas

Athyros¥GeLancet. 2010;376:1916
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Number of
prescriptions Incidence of AST Rate of
written in or ALT level > 3 discontinuation
Statin 2004 (millions) times ULN (%) (%)
Atorvastatin 62.5 0-0.7 NA
Fluvastatin 19 1.2 0.6
Lovastatin 74 0.6 0.2
Pravastatin 12.0 13 0.1
Rosuvastatin 6.3 0 0
Simvastatin 238 1.8 0.5
ALT, alanine ami AST, aspartate amil NA, not

available; ULN, upper limit of normal.
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Seguridad de Rosuvastatina;

Efectos en el Higado - Beneficio: Riesgo
ALT >3 x ULN: Frecuencia por la reduccién del c-LDL

Rosuvastatina (5, 10, 20, 40 mg)
~*~ Atorvastatina (10, 20, 40, 80 mg)

Evento de ALT >3XULN (%)

—

3.0 Simvastatina (40, 80 mg)
Lovastatina (20, 40, 80 mg)
25 Fluvastatina (20, 40, 80 mg)

20 30 40 50 60
Reduccién del c-LDL (%)
La elevacion persistente es |a elevacion a >3 x ULN en 2 ocasiones sucesivas

1. Brewer H AmJ Cardiol 2003;92(5uppl):23K-29K
2. Davidson M Exp Opin Drug Saf 20043 (6)547-557

Opciones

* Modificacién de estilos de vida
* Intentar con otras estatinas

* Niacina

* Ezetimibe

* Fibratos

¢ Otras suplementos

* Nuevas opciones terapéuticas

EndoDrChen.cos
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AIM-HIGH

P
3
Eg 40
58
o2
¥35 30
g%
§ E 2] Niacin plus statin
- P=0.79 by log-rank test
i; 3% 10 Placebo plus statin
S
v
- e —
1 2 3 4
Years
No. at Risk
Placebo plus statin 1696 1581 1381 910 436
Niacin plus statin 1718 1606 1366 903 428
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The AIM-HIGH Investigators. N EnglJ Med. 2011.
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Merck Announces HPS2-THRIVE Study of TREDAPTIVE™ (Extended Release
Niacin/L. i Did Not Achi Primary i

WHITEHOUSE STATION, N.J., December 20, 2012 — Merck (NYSE:MRK), known outside the
United States and Canada as MSD, today announced that the HPS2-THRIVE (Heart Protection
Study 2-Treatment of HDL to Reduce the Incidence of Vascular Events) study of
TREDAPTIVE™ release niaci iprant) did not meet its primary endpoint. Merck

and the investigators are informing regulatory agencies of these results. The company is also
preparing communications to health care providers in countries where the medicine is currently
available, and will continue to work with regulators to provide updated information to health care
providers. Based on the current understanding of these new data and until further analyses can be
completed, Merck is recommending that providers not start new patients on TREDAPTIVE. Merck
does not plan to seek regulatory approval for the medicine in the United States.

HPS2-THRIVE was independently conducted by the Clinical Trial Service Unit at Oxford
University and funded by Merck. The study enrolled 25,673 patients considered to be at high
risk for cardiovascular events. Of those enrolled, 14,741 were from Europe (the United Kingdom

EndoDrChen.cor

Skin and gastrointestinal reasons for stopping
study treatment after 3.4 years

ERN/LRPT Placebo
12838 12835
Any skin 659 (5.1%) 151 (1.2%)
Flushing 98 13
Pruritus 413 85
Rash 124 44
Other skin 24 9
Any gastrointestinal 465 (3.6%) 200 (1.6%)
Upper gastrointestinal 216 94
Lower gastrointestinal 190 66

EndoDrChen.cor

THRIV]
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Myopathy by study treatment and
by region after 3.4 years

06/07/13

ERN/LRPT Placebo

12838 12835 Risk ratio
China 62 10
(1.13%) (0.18%)
Europe 7 2
(0.09%) (0.03%)
All cases 69 12 5.8 (3.1 -10.7)
(0.54%) (0.09%)
Rhabdomyolysis 7 3
(0.05%) (0.02%)

T Two-thirds of myopathy cases %9,
presented within the first year 11‘4'2
OXFORD

THRIV]

Effect of ERN/LRPT on liver safety after 3.4 years

ERN/LRPT Placebo
(12838) (12835)
Number with ALT:
Consecutive >3x ULN 81 (0.6%) 31 (0.2%)
Any >3x ULN 286 (2.2%) 119 (0.9%)
>10x ULN 42 (0.3%) 22 (0.2%)
>3x ULN + bilirubin 22x ULN 15 (0.1%) 18 (0.1%)

Presumed drug-related hepatitis 4 (0.031%) 2 (0.016%)

7
SXroRD e THRIV

Algunas consideraciones

* HPS-2 y AIM-HIGH son terapia combinada de
niacina con estatinas

— Por lo tanto no aplica al contexto de pacientes
que son intolerantes a estatinas

* Niacina en monoterapia: Coronary Drug
Project

EndoDrChen.cor
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Coronary Drug

m 1966-1975, men with
prior MI
m 5 lipid-influencing drugs
- Estrogen (2 arms),
dextrothyroxine,
clofibrate, niacin

Project

Event Rate (%)
357 14

o g

25
20

W Placebo
M Niacin
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1 g TID (n=1119)
- Niacin: TC | 10%, 15
TG | 27%
m 6 years: reduction in MI
- Only in niacin group
m 15 years: 4% absolute
reduction in mortality

(0]
Nonfatal Nonfatal  Stroke/ cv
M1/ MI TIA Surgery
- NNT = 25 CHD Death

Coronary Drug Project. JAMA 1975; 231:360-381. | Canner PL et al. J Am
Coll Cardiol 1986;8: -1255.

Opciones

* Modificacién de estilos de vida
* Intentar con otras estatinas

* Niacina

* Ezetimibe
¢ Fibratos

¢ Otras formas de dar estatinas
* Nuevas opciones terapéuticas

EndoDrChen.con

SEAS (simvastatin/ezetimibe en
estenosis adrtica)

Simvastatin plus
Placebo Ezetimibe Hazard Ratio
Outcome (N=929) (N=944) (95% CI)f PValue
number (percent)

Primary outcome

Patients with any eventj: 355 (38.2) 333 (353) 096 (0.83-1.12) 059
Death from cardiovascular causes 56 (6.0) 47 (5.0) 0383 (056-1.22) 034
Aortic-valve replacement surgery 278 (29.9) 267 (283) 1.00 (0.84-1.13) 097
Congestive heart failure as a result of progression of aortic 23 25) 25 (26) 100 (0.62-1.92) 077

stenosis
Nonfatal myocardial infarction 26 (2.8) 17(18) 064 (0.35-1.17) 015
Coronary-artery bypass grafting 100 (10.3) 69(7.3) 068 (0.50-0.93) 002
Percutaneous coronary intevention 17(18) 8(03) 046 (0.20-1.06) NA
Hospitalization for unstable angina 8(09) 5(05) 061 (0.20-1.86) NA
Nonhemorthagic stroke 29 (3.1) 33 (3.5) 112 (0.68-135) 065
EndoDrChen.con

Rossebo et al. N Engl J Med. 2008;359.
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Proportion suffering event (%)

SHARP: Major Atherosclerotic Events

25 1
204 Risk ratio 0.83 (0.74 — 0.94)
Logrank 2P=0.0022
Placebo
15
Eze/simv
10
5
0 T T T T !
0 1 2 3 4 5

Yearsiof follow-up
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Ezetimibe

* Estudios que han reportado endpoints

cardiovasculares no han sido evaluados en
monoterapia

* se debe esperar a los resultados del IMPROVE-

IT

EndoDrChen.cor

Opciones

Modificacidn de estilos de vida
Intentar con otras estatinas
Niacina

Ezetimibe

Fibratos

Otras suplementos

Nuevas opciones terapéuticas

EndoDrChen.cor
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Helsinky Heart Study
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50~
40~
Perfil de lipidos de estos 30 Placebo
pacientes: INCE
000
Colesterol total 269 ->266 o
201 i
HDL47 - 51 Gemfibrozil
LDL 189 - 173
101
Triglicéridos 175 > 115
1 L I L | |
o 1 2 3 4 5 6
YEARS
Gemfibrozil N = 2051 14 13 12 10 & 1%
Placeoo N <2030 13 15 16 19 18 3%
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3 o Placebo
T
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Perfil de lipidos de estos
pacientes:

Colesterol total 177 170
HDL32 - 34

LDL 113 - 113
Triglicéridos 166 - 113

No.atRisk
Placebo
Gemfibrozi

Gemfibrezi

e
6s

1 2 3 4 5 6
Year

20 e 1040 w2 666 5

201 e 0@ 105 706 198

Figure 2. Kaplan-Moiar Estimates of the Incidanca of Death from Coronary Haart Dissass and Nonfatal
Myocardial Infarction in the Gemfibrozil and Placebo Groups.
The relative sk reduction was 22 percent (P=0.006), as derived from a Cox modsl.

EndoDrChen.con

Bloomfield H. N EnglJ Med. 1999;341:410

FIELD: Primary Endpoint

CHD death or nonfatal Ml at 5 year

follow-up

(% of treatment arm)

4%

P=0.2
2

CHD Death
Fenofibrate

P=0.01

4,2% *CHD death was not

3,2%

Non-fatal MI
Placebo

significantly different
between treatment
groups

*Nonfatal Ml was
significantly lower in
the fenofibrate group
compared with the
placebo group.
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Opciones

* Modificacién de estilos de vida
* Intentar con otras estatinas

* Niacina

* Ezetimibe

* Fibratos

* Otras suplementos

* Nuevas opciones terapéuticas

EndoDrChen.cor
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Tratamiento sintomatico

* Coenzima Q10
e Vitamina E
¢ Vitamina D

EndoDrChen.cor
Mancini JBM. Can J Cardiol. 2011;27:635

Metanalisis JAMA 2012

* Dosis promedio de omega31.5g
correspondientes a 770 mg/d de EPA

* 68680 pacientes incluidos

EndoDrChen.cor
Rizos E. JAMA. 2012;308:1024
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Aumento a través de dieta

No. of Events No. of Participants Favors | Favors
Omega-3 Omega-3 Omega-3 | Control
PUFAS  Control PUFAS  Control RR (9% CI) PUFAS
Allcause morta
Bur et al® 2008 283 22 1571 1543 115098434 .
Buretal® 1089 o 120 1015 1018 073(056-089) —-
Cardiac deatn
Bur et 2 2008 180 139 1671 1543 1.27(1.08-1.57) -
Buretal? 1089 . 116 1015 1018 067(051-089) e
Sudden death
Buretal. 2008 7 a7 1571 1543 153(1.062:19) —_—
Nonfatal MI
Buretal® 1089 ) 3 1015 1018 149097230, ——

10 15 20
Rlative Risk (95% CI)

EndoDrChen.cos
Rizos E. JAMA. 2012;308:1024

06/07/13

Aumento a través de suplementos

No. Favors : Favors
1 Omega-3 : Control
Studies  Events  Participants RR (95% CI) PUFAs
Outcome
Al-cause mortalty 17 6295 63279 096(091-1.02) -
Cardiac death 18 2480 56407 091(0850.98) —a—
Sudden death 7 1080 41751 087 (0.75-1.01) —
Myocardial nfarction 18 1785 53875 089(0.76-1.04) —_—
Stroke 9 1480 52589 1.06 (0.93-1.18) ——
06 08 1.0 12 14
Relative Risk (95% CI)
EndoDrChen.cor
Rizos E. JAMA. 2012;308:1024
Evolucidn a través del tiempo
Favors ; Favors
Cumulative Omega-3 | Control
Sample Size RR (95% CI) PUFAS

Sacks et al,7 1995 59 0.30(0.01-7.13)

Leng et al 2 1998 179 0.79(0.20-3.20)

Marchioli et a,' 1999 11508 086(0.77-097) —a—

von Schacky et al 25 1999 11726 0.86 (0.77-0.97) e

Niisen et al 4 2001 12326 087 (0.77-097) Com

Leaf et al* 2005 12728 0.87 (0.78-098) —.—

Raitt et % 2005 12928 0.86(0.77-0.97) —=

Brouwer et al % 2006 18474 086 (0.77-0.96) -

Svensson et al.%2 2006 13680 087 (0.78-0.97) —a—

Yokoyama et al ? 2007 32305 0.94 (0.84-1.06) —a—

Tavazzi et al? 2008 39300 0.94(0.88-0.99) -

Garbagnati et al,% 2009 39338 0.94 (0.87-1.00) m

Kromhout et al,¢ 2010 44175 0.94 (0.89-1.00) .

Einvik et al,% 2010 44738 0.94 (0.88-1.01) —.-

Rauch et al % 2010 48542 0.96(0.88-1.04) ——

Galan et al 28 2010 50743 0.96(0.89-1.09) .

ORIGIN,5 2012 63279 096 (0.91-1.02) m

05 10 20

Relative Risk (95% Cl)

EndoDrChen.cos
Rizos E. JAMA. 2012;308:1024
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Como hipolipemiante

%Change in Triglycerides %Change in HDL Cholesterol

0 25
P<0.05
P<0.05
20 P<0.05
-10 et
15
P<0.001
20 104 by ANOVA
P=0.042
by ANOVA - 5 - I
-30
P<0.05 0 2772
-40 5 N
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Placebo n-3 FA Fibrate

EndoDrChen.con

Placebo n-3 FA Fibrate

Koh KK. Atherosclerosis. 2012;220:537

Omega 3

[varca | Concentracion de EPA por cépsula

Omacor 380 mg
Maxepa 180 mg
Omega 3 Salmén GNC 180 mg
EndoDrChen.con
Opciones

* Modificacién de estilos de vida
* Intentar con otras estatinas

* Niacina

* Ezetimibe

* Fibratos

¢ Otras suplementos

* Nuevas opciones terapéuticas

EndoDrChen.con
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PCSK9 Regulates LDLR Turnover Through
Increased Intracellular Degradation

LDL particle

Degradation

sy i
Lf)LR Fusion

(hepatic)

Endosome
EndoDrChen.com hZart., Medscape
hearto, Medsca
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Effect of Atorvastatin and Rosuvastatin on
the Synthesis of LDLR and PCSK9

ARH

3 Fusion
- Endocytosis

4> SREBP-2

Atorvastatinl®] st
Rosuvastatin(bl =

a. Welder G, et al. J Ligid Res, 2030;51:2714-2721.
b. Ason B, et al. J Lipid Res. 2011;52:679-687 h&arto, Medscape

Blocking PCSK9 Activity Inhibits
Intracellular Degradation of LDLR

LDL particle

ARH &
Endocytosis
oyt —

Endosome

EndoDrChen.com I‘E«.ﬁ rtoy Medscape
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Percentage Change
From Baseline

GAUSS: Ac anti PCSK9 en pacientes
intolerantes

O Placebo and ezetimibe
AMG145 only
3 |'En

@ AMG145, 420 mg, and ezetimibe

s
3

A
=]

5
g
ol
4 -

Baseline Week2 Week 4 Week 8 Week 12
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Sullivan D. JAMA. 2012;308:2497

Mipomersen

B

Q H
= 104 H
3 10 H
=] H

—— Placebo

—=— Mipomersen

Mean percentage chan

T T T T T T T T T
5 9 13 17 21 2528 32 40 50
Time point (week)

81% de pacientes con elevacion de AST/ALT
33% persistente

EndoDrChen.cor

Visser VE. Eur Heart J. 2012;33:1142

Conclusiones

No todos los sintomas musculares son por
estatinas

Se puede hacer un rechallenge con la misma o
una estatina diferente

Opciones alternativas que han mostrado
reduccidn de eventos cardiovasculares son
niacina, gemfibrozil y colestiramina

Nuevas opciones terapéuticas para pacientes
intolerantes

EndoDrChen.cor
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Curso de Capacitacion (La inernatona
Foundation

Avanzada en Osteoporosis

7.8y 9 de noviembre de 2013 Hotel DoubleTree by Hilton Cariari * San José de Costa Rica

Curso de Capacitacion Avanzada en Osteoporosis

7,8y 9 de noviembre de 2013
i http://www.iofbonehealth.org/curso-osteoporosis/costa-rica
info@menopausiacr.com ~iefla@iofbonehealth.org

ACCMTO.

06/07/13

28 al 30 de agosto, 2014

Certificado de participacion De 7:30 a.m. - 4:00 p.m.
Acceso alas chartas expuestas
Almuerzos y refrigerios los tres dias
Actividad social 15 créditos de recertificacion emi
la EMC del Colegio de Médicos

Interés Nacional e Inst
Banco de Costa Rica g
Colones: 001-0293956-8
Cuenta Gliente: 15201001029395683 Cuerpo médico

B Profesionales afines a la salud
Dolares: 001-0293954-1 Estudiantes
Cuenta Cliente: 15201001029395418

Asociacion Pro Estudio de la Diabetes,
Endocrinologiay Metabolismo
Cédulajuridica: 3-00253 30 62

$ 225 antes del 16 de julio, 2014
$ 250 Inscripcion
INSCRIBASE A: endocrinocr2014@medicos.cr
2487 4318

Preguntas...

chenku2409@gmail.com
EndoDrChen.com

EndoDrChen.cos
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