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De que vamos a hablar......

Guia de dislipemias de la EAS/ESC 2011
Proceso riesgo vascular

Consideraciones practicas sobre seguridad e
interacciones de hipolipemiantes

Manejo practico de hipolipemiantes



IDENTIFICACION DE ANTECEDENTES PERSONALES DE ENFERMEDAD
VASCULAR Y CATEGORIZACION DE LA PREVENCION

Anamnesis y registro en la Historia Clinica de Antecedentes Personales y Familiares de
enfermedad vascular.
Registro en la Historia Clinica del nivel de prevencién del paciente:

[/Primaria
"ISecundaria

PREVENCION PRIMARIA: Si no existe enfermedad vascular conocida.

PREVENCION SECUNDARIA: Si existe enfermedad vascular conocida.

IDENTIFICACION Y CONFIRMACION DE FACTORES DE RIESGO

Registro en la Historia Clinica de antecedentes de Cardiopatia Isquémica precoz
personales y también en familiares de primer grado (padres o hermanos):
Hombres: < 45 anos

Mujeres: < 65 afos

Registro en la Historia Clinica de antecedentes de Hiperlipemias en familiares de

primer grado (padres o hermanos).
Habito tabaquico.

Hipertension arterial.

Diabetes mellitus.

Hiperlipemias.*

Proceso Riesgo Vascular



HIPERLIPEMIAS
Identificacion:

Registro en la Historia Clinica de Antecedentes personales de HIPERLIPEMIA.

Deteccion:

1.- Realizar un perfil lipidico completo que incluya:

‘IColesterol total

Triglicéridos

HDL

CILDL

2.- En el caso de cifras de triglicéridos >200 mg/d], es recomendable calcular el Colesterol No HDL: CT - HDL.
3.- Cribado:

'Hombres: al menos una vez < 35 anos (luego cada 5 afios hasta los 75 afios).

Mujeres: al menos una vez < 45 afios (luego cada 5 afos hasta los 75 afios).

Confirmacion y Diagndstico:

1.- Registro en la Historia Clinica de las cifras de CT, TG, HDL y LDL.

2.- Si las cifras de CT 2 240 mg/dl o HDL <40 mg/dl o TG 2 200 mg/dl: repetir determinacion entre 1 semana y 2 meses de la
primera.

3.- Se considerara la dislipemia como FFRR aislado ante cualquiera de las siguientes situaciones:

[ICT = 240 mg/dl

"JHDL < 40 mg/dl

"ILDL = 160 mg/dl

“IColesterol no HDL = 190 mg/dl

Estudio y clasificacion:

El estudio basico de un paciente con dislipemia debe incluir:

_JAnamnesis de antecedentes personales y familiares.

_IDeteccidn de otros FFRR (Tabaquismo, HTA, DM, Obesidad, Sedentarismo).

"IConsumo de alcohol y farmacos.

"IExploracidn fisica dirigida: xantomas tendinosos, xantelasmas, arco corneal, general.

"IExploraciones complementarias basicas.

ITras el estudio inicial, registrar la clasificacion clinica de la dislipemia (ver tablas en Anexos) y el caracter primario o
secundario de la misma.




ALGORITMO DE EVALUACION CLINICA

1) Identificacion de Enfermedad Vascular

¢ Tiene Enfermedad

y categorizacion del nivel No Vascular conocida? si

de prevencion

Prevenciéon Primaria Prevenciéon Secundaria

ion y confirmacion de factores de riesgo

¢ Tiene FRV

¢ Tiene FRV mayores?

mayores?

Fstratificacion del Riesgo I
Riesgo Alto Riesgo Alto
25%

4) Intervenciones Preventivas

Proceso Riesgo Vascular




@ European Heart journal (2014) 32, 1763-1878 ESC/EAS GUIDELINES
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ESC/EAS Guidelines for the management
of dyslipidaemias

Table | Classes of recommendations

=] — -] .

Evidemoe andsor general agreement  Is recommendedis

:m_u,n;n Nivel 1 51, grado A 28
Confcting ovidence amds or a
divergence of apinian about the

usefulmass afficacy of tha givan

treatmient or procedune,
Wighe of evidance/iepinion it io Shoull be considered Nivel lla 34, grado B 19
Favour of usefuidds Roacy

Usefuiness /eficacy is less wel! Hay be consldersd
established by evidence opiion,

>50% grado C
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Aspectos relevantes

ESC/EAS Guidelines for the management y/o novedosos
of dyslipidaemias

El tratamiento de la dislipemia no debe considerarse como algo aislado sino que debe ser
abordado dentro de una prevencidn integral de la enfermedad CV

Para el calculo del riesgo CV se recomienda la escala de SCORE como herramienta basica

Afianzamiento de objetivos terapéuticos estrictos (ya no opcionales) para colesterol LDL
para pacientes de riesgo muy alto, alto e intermedio

Farmacos hipolipemiantes: énfasis en las estatinas como esenciales en la prevencién CV y
poco o escaso énfasis en otros hipolipemiantes: fibratos, nicotinico o ezetimibe

Tratamiento de las dislipemias en situaciones clinicas especiales
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Figure 1 SCORE chart: 10 year risk of fatal cardiovascular disease (CVD) in populations at low CVD risk basad on the following risk factors:
2ge, gender, smaking, systolic bload pressurs, anc total cholesterol. To convert the risk of fatal CVD to risk of total (fatal + nonfatal) hard
CVD, multiply by 3 in men and 4 in women, and dightly less in old people. Note: the SCORE chart is for use in people without overt
CVD, dabetes, chronic kidney disease, or very high levels of incividual risk factors because such people are already at high risk and need inten
sive nsk factor advice.



@ Eurapean Heart journal (2011) 32, 17691613 ESC/EAS GUIDELINES
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ESC/EAS Guidelines for the management
of dyslipidaemias

Relative Risk Chart

This chart may be used to show youngar people at low absolute risk that, relative
to others in their age group, their risk may be many times higher than necessary.
This may help to motivate decisions about avoidance of smoking, healthy nutrition
and exerciie, as well as flageing thote who may become candidates for medication

wo[313 1415

*

Systohe Blood
Pressare (mmbig)

Pioace note that this chart shows RELATIVE not abeclute sk, The risks are RELATIVE 10 1 1 the
Bettom kL Thas & parsen In the top nght hand Bax has a nak that is 12 Bores higher then &
person in the bottom keft

Figure 3 Relaxtive risk chart.
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ESC/EAS GUIDELIMNES

ESC/EAS Guidelines for the management
of dyslipidaemias

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 <I55 mg/dL

155 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

|

N lipid intervention

No lipid intervention

Class¥/Level®

z| to <5

Class*/Level®

lc

Iic

Ic

Ic

lic

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

IrA




Recomendaciones perfil de lipidos

ESC/EAS GUIDELINES

Table 5 Recommendations for lipid analyses for
screening for CVD risk

Table 4 Recommendations for lipid profiling in order

to total CV risk

Cmtton | cwr

Lipid profiling ks indicated in subjects with:
Type 2 diabetes mellitus

Established CVD

BMI =30 kg'm® or waist circumiference
>34 e (30 cm®) for men, >80 cm for
women

Lipid profiling may be considered in men =40
and women >50 years of age

TC is recommended to be used for the
estimation of total CV risk by means of the
SCORE system,

LDL-C & recommended ta be used as the
primary lipid analysis for screening and rigk
estimation,

TG adds information on risk and s indicated
for risk estimation.

HDL-C is a strong risk factor and is
recommended to be used for risk estimation.

Men-HDL-C should be considered as an
alternative risk marker, especially in combined
hyparlipidaemias, diabetes, the MetS or CKD.

Lp{a) shewld be recommended in selected
cases at high risk and in subjects with a family
histary of premature CYDL

Ape B should be considered as an alternative
risk marker, especially in combined
hyperlipidaemias, diabetes, the MetS or CKD.

The ratic apo Blapo A | combines the risk
infermation of apo B and apo Al and may be
recommended as an alternative analysis for
risk screening.

The ratio non-HDL-C/HDL-C may be
recommended as an alternative analysis for
risk screening.




Objetivos de LDL segun riesgo CV

Table 7 Recommendations for lipid analyses as

ESC/EAS GUIDELIMNES

treatment target in the prevention of CVD Table 14 Recommendations for the pharmacological
treatment of hypercholesterolaemia

Recommendations

LDHL-C is recommended as 15 16 17 Recommendations
arget for treatment o

Prescribe statin up to the
TC should be considered as high.g;r_ recommended dase,

treatment target if other ' oF highest tolerable dose to
analyses are not available. reach the target level,

15, 16,17

TG should be analysed during
the treatment of In the case of statin

dyshipidacmias with high TG intalerance, bile acid
levels, SEqUESTIantS of nicotinic acid

should be considered,

Mon-HDL-C should be
considered as a secondary A cholesteral absorptien
target in combined inhibitor, alone or in
hyperlipidaemis, dabetes, the combination with bile acid
MetS or CKD. sequestrants or nicotinic acid,

Apo B should be considerad may also be considered in the
case of statin intolerance.

as a secondary treatment
target.

If target level is not reached,
HDL-C is net recommended statin combination with

as a target for treatmant. a cholesterol absorption
inhibitor or bile acid
SeqUestrant or nicotinic acid
may be considerad.

The ratios apo Bfapo Al and
nen-HDL-CIHDL-C are not
recommended as targets for
treatment.




ESC/EAS GUIDELINES

Recomendaciones en ancianos

Table 23 Recommendations for treatment of Table 25 Recommendations for treatment of
e L dyslipidaemia in diabetes

Recommendations

Treatment with statins Is
recammended for elderly
patients with established CVD
in the same way as for younger
patients,

Recommendations

Since elderly people often
have comarbidities and have
altered pharmacokinetics, it is
recommended to start lipid-
lowering madication at a low
dose and then titrate with
caution to achieve target lipid
levels which are the same as in
the younger subjects.

In all patients with type | diabeces and
in the presence of microalouminuria
and renal disease. LDLsC lowering (at
least 30%) with statins as the first
choice (eventually drug combination)
is recommended irrespective of the
basal LDL-C concentration,

Statin therapy may be
considered in elderly subjects
free of CVD, particularly in the
presence of at least one other
CV risk factor besides age.

In patients with type 1 diabetes and
VD or CKD, 2nd in those without
CVD who are over the age of 40 years
with ane ar mere ather CVD risk
factars or markers of target argan
damage, the recommended goal for
LDL-C is <1.8 mmeliL (less than ~70
fg/dL) and the secondary gaal for nen-
HDL-C Iz <2.6 mmal/L {100 mg/dL)
and for apo & is <80 mg'dL.

In all people with type 2 diabetes LDL-C
<25 mmaliL (bess than ~ 100 mgfdL) is
the primary target. Nan-HDL-C

<31.3 mmal/L (130 mgldL) and ape B

<] 00 mg/dL are the secondary rargets.




ESC/EAS GUIDELIMNES

Table 20 Recommendations for detection and
treatment of patients with HeFH

Recommendations

FH iz suspected in patents with CVD aged
<50 years among men or <80 years among
women, in subjects with relatives with
prematwre TYD or in subjects with known FH
in the family.

It is recommended to confirm the diagnosis
with clinical eriteria or whenever the
resources are available with DMA analysis.

Family screening is indicated when a patient
with HeFH is diagnosed, if resouwrces are
available it is recommaended to perform this as
cascade screening.

In HeFH high dose statin is recommended
and whenever needed in combination with
cholesters] absorption inhibitors and'er a bile
acid sequestrant.

Children of parents with FH are

recommended:

* to be diagnosed as early as possible

* to be educared to adept a proper diet

+ o receive pharmacolegical treatment in
late childhood or in adolescence,

Children with HoFH need special attention
already from the first year of e,

Treatment is aimed at resching the LDL-C
goals for high risk subjects (<25 mmel/L,
less than ~ 100 mg'dL) or in the presence of
CVD of very high risk subjects (<18 mmoll,
less than =70 mgfdl). If targets cannot

be reached, maximal reduction of LDL-C
should be considered using appropriate drug
combinations in tolerated doses.

Class* | Level*

Table 26 Recommendations for treatment of
dyslipidaemia in HF or valvular disease

Recommendations

n=3 PUFAs | giday may be
considered to be added to
aptimal reatment IR patients
with HF [MYHA classification

I1-1v).

Cholesteral-lowering therapy
with stating |5 not indicated in
patients with moderate to
severe HF (NYHA
classification [I-1%).

Lipid-lowering treatment is
not indicated in patients with
vahvular dizease withour CAD.

Table 27 Recommendations for treatment of
dyslipidagmia in autoimmune diseases

Recommendations

As yet there is no indication for the preventive
use of lipid-lowering drugs only on the basis of
the presence of autcimmune diseases,

Class* | Lewel*




ESC/EAS GUIDELIMNES

SITUACIONES ESPECIALES

Table 30 Recommendations for lipid-lowering drugs
Table 28 Recommendatons for lipid lowering drugs in patients with PAD

in patients with moderate to severe CKD (stages 1-4,
GFR 15-89 mL/min/1.73 m?)

Recommendations

PAD is a high risk condition,
Recommendations and lipid-lewering

' therapy (mestdy stating)

is recommended in these
patents,

CED & acknowledged as a
CAD risk equivalent; in these
patients LOL-C reduction is
recommended as the primary Statin therapy Is recommended
target of therapy. te reduce the progression of

i carotid atheresclerass.

LOL-C lowering reduces CWDr
rizk in CKD subjects and 1, 192 Statin therapy is recommended

should be considerad. to prevent the progression of
] acertic aneurysm.

Statins should be considered
to slow the rate of kidney
function |oss modestly Table 31 Recommendations for lipid-lowering drugs

and thus protect against
the development of ESRD for primary and secondary prevention of stroke

requiring diakysis.
Since smating have a beneficial

Recommendations

effect on pathological
proteinuria (=300 mg'day)
they thould be conzidered In
patients with stage 3-4 CED.

In moderate to severs CKD
stating as menatherapy or
in cambination with ather

drugs should be considered to

achieve LDL-C <1.8 mmolL
(less than ~70 mg/dL).

Statin cherapy to rexch
established treazment goals is
recommended in patlents at

high ghobial risk.

Statin therapy & recommended
in patients with other
rranifestations of CWDL

Statin therapy B recommended
in patients with a history of
nen-cardicembalic ischaemic
stroke or TIA,

1oz




Hipercolesterolemia
Familiar (HF)

Hiperlipemia

Familiar
Combinada

DIAGNOSTICO DIFERENCIAL DE LAS DISLIPEMIAS
PRIMARIAS ATEROGENICAS

Disbetalipoproteinemia

Patogenia

Cefecto receptor LOL

Descanacico

Cefecto apok (E2/EZ)

Edad de
COMienzo

Macimiento

=20 anos

=20 afos

Lipoproteinas

Aumento LDL

Aumento LDL

v'o VLDL
Cescensa
HDOL

Aumenta I0L vy
guilomicrones
residuales

CT (ma/dl]

Hetero: 300-550
Homa: =&00

250-44040

300-400

TG (rmg/dl]

Marmales

300-500

300-1000
VDTG =028

Xantornas

Frecuentes

Foca
frecuentes

Frecuentes (palmares
estriados,
tuberoceruptivas)

Cardicpatia
isqQUErnica

Hetero: 30-55 afos
Homa: <20 afos

A40-55 afos

Hombres 40 afics
Mujeres
postmenopalsicas

Prevalencia
familiares de
19 gradeo

50%

50%

Asncigcion
Con HTA,
obesidad /o
diabetes

Ma

Si

Proceso Riesgo Vascular




HIPERLIPEMIAS SECUNDARIAS
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ALGORITMO DIAGNOSTICO-TERAPEUTICO PARA
LAS HIPERTRIGLICERIDEMIAS

TG 200 - 1000 mg/dl TG = 1000 mgAl
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ESC/EAS GUIDELIMNES

Table 16 Recommendations for drug treatment of
HTG

reormenestons | G | ot |_per_

In particular high risk patients
Isee above), lowering of HTG
by wsing the following drugs:

s recommendad;

shaould be considered:
nicatinic acid

nicotinic acid + laropiprant
-3 fatry acids
statin + nicatinke acid®

statin + fibrape®

may be considered:
combinations
with n-3 fatty acids®




FARMACOS HIPOLIPEMIANTES
COMERCIALIZADOS EN ESPANA

ESTATINAS FIBRATOS DOSIS RESINAS OTROS
Mg/dia
Lovastatina Gemfibrozilo 900-1200 | Colestiramina Ezetimiba

Pravastatina Bezafibrato 200-600 | Colestipol Ac.
Nigotinico
Fluvastatina Fenofibrato 250-300 Colesevelam

Omega-3

Simvastatina

Atorvastatina

Rosuvastatina

Pitavastatina

Anti-PCSK9: Evolocumab y Alirocumab




FARMACOS QUE AUMENTAN EL RIESGO DE
MIOPATIA Y RABDOMIOLISIS COMBINADOS CON
ESTATINAS

CYP3A4 Inhibidores/sustratos Otros

Macralidos (eritromicina, | Digoxina
aZitromicina, claritramicing)

Antifingicos  azoles  [itracanazol, | Fibratos {gemfibrozilo)
ketoconazal)

Antagonistas del calcio [diltiazem, | Niacina
verapamil)

Mefazodona
Inhibidores de la proteasa
Sildenafilo

Dicumarol/\Warfaring




Efectos adversos graves
relacionados con las estatinas

e Efectos sobre el higado

e Efectos sobre el musculo



Estatinas e higado

e |Las elevaciones ligeras, y a menudo
transitorias, de las transaminasas son
poco predictoras de hepatotoxicidad

e |Las tasas corregidas de hepatitis
(1/100.000) son inferiores a las vistas con
otros farmacos de uso comun

e La incidencia de fracaso hepatico agudo
(1/130.000) seria equivalente a la
observada en la poblacion general

KG Tolman. The liver and lovastatin. Am J Cardiol 2002 89: 1374-1380.



Terminologia para describir la
afectacion muscular

Condicion Definicion
M ia|gia Debilidad o dolor muscular sin
elevacion de creatina kinasa (CK)*

M iopatl’a Sintomas musculares con niveles de

CK >10 x ULN?

C - . Sintomas musculares con marcada
Rabdomiolisis elevacion de CK (generalmente >10 x
ULN) y con elevacion de creatinina
(normalmente con orinas oscuras y
mioglobinuria)*

1pasternak RC et al. Circulation. 2002;106:1024-1028
2Evans M, Rees A. Drug Saf. 2002;25:649-663



Incidencia de efectos adversos musculares
con estatinas en ensayos clinicos

Incidencia mas que

Efectos adversos olacebo (por 100.000)

Mialgias 1500 to 3000

Miopatia (Sintomas +TCK)

Rabdomiolisis

Law M, Rudnicka AR. Am J Cardiol. 2006;97:52C-60C




Casos de rabdomiolisis grave por estatinas
declarados al Sistema de Informacion de Efectos
Adversos (AERS de EEUU)

Todas

) Atorva Fluva Lova Prava Rosuva Simva
estatinas

Categoria

Rabdomiolisis

1362 348 56 45 75 103 760
graves declaradas

Total de
prescripciones en 383.9
millones

Tasa por millén de

. 3.95
prescripciones

Total de eventos
adversos declarados

10842

Tasa proporcional

Davidson MH et al. Am J Cardiol. 2006;97:32C-43C



Factores que incrementan el riesgo
de miopatia inducida por estatinas

Propiedades estatinas

\VE\Y/o] =ToETo

Elevada exposicion

Sexo femenino Lipofilia
Insuficiencia renal . .
Disfuncion hepética Elevada biodisponibilidad

Hipotiroidismo

Baja union a proteinas

Potencial interaccion droga-
droga, via CYP

(s/t CYP450 3A4)

Dieta (eJ. Zumo pomelo)

Polimedicacion

Adaptado de Rosenson RS. Am J Med. 2004;116:408-416



METABOLISMO DIFERENCIAL DE LAS ESTATINAS
POR ISOENZIMAS DEL CYP450

Varios
' metabolitos

: CYP450 Varios
Fluvastatina [——r—4 metabolitos

No sufren
metabolismo

Lovastatina

Simvastatina — CYP450

3A4

Atorvastatina

HEVEREULGE

Rosuvastatina —

Pitavastatina

significativo por
CYP450

COntrOl Lipidico de Ia A a |a Z Aliades|reuniones



Algorithm for monitoring and management of suspected statin-associated myopathy

Yy

Monitor for muscle symptoms; counsel patients
to report muscle symptoms

Measure CK level; rule out other ¢
etiologies (eg, 1 physical activity Yes Presents with No Continue therapy; CK level
or hypothyroidism); search for muscle symptoms? monitoring unnecessary
exacerbating factorsP

P 7 !

Tolerable muscle symptoms Tolerable muscle symptoms but moderate Intolerable muscle symptoms in the absence
and no (CK <ULN) or or severe CK elevation (CK >10 x ULN) or of exacerbating factors or other causes
mild (CK <10 x ULN) CK clinically important rhabdomyolysis (elevated
elevation serum creatinine or need for IV hydration)

Continue statin at same or Discontinue statin therapy; manage Discontinue statin therapy regardless of CK level;
reduced dose, using rhabdomyolysis; once patient recovers, counsel patients on intensification of lifestyle
symptoms as clinical guide carefully reconsider risk vs benefit of changes®; once symptoms disappear, restart
to stop or continue therapy statin therapy same statin at same dose to test reproducibility

of symptoms or at a lower dose; if tolerated
but not at LDL-C goal, add ezetimibe

If symptoms recur, switch therapy to fluvastatin XL, 80 mg/d < J
(with or without ezetimibe)

v

If unable to tolerate, switch to rosuvastatin, either daily (low dose of
5-10 mg/d), alternate-day, or weekly rosuvastatin

v

If symptoms recur with multiple statins and doses, initiate other
lipid-lowering therapy

v v

Start ezetimibe monotherapy (10 mg/d) Start ezetimibe and colesevelam combination therapy

Jacobson T A Mayo Clin Proc. 2008;83:687-700



.COMO REDUCIR EL RIESGO DE MIOPATIA EN TERAPIAS
COMBINADAS: ESTATINAS - FIBRATOS?

- Usar estatina sola para objetivos de no-HDL-C

 Mantener dosis bajas de estatinas y fibratos en combinacion
" Dosis de fibrato en la mafiana y de estatina en la noche

- Evitar o usar con precaucioén en insuficiencia renal

- Asegurar que no haya interacciones

- Ensenar al paciente a reconocer los sintomas de miopatia

- Suspender el tratamiento si hay sintomas de miopatia y/o la CPK es >10
veces el limite superior de lo normal




** Rosuvastatina 60-90: No. 15-59: 5 mg/d. <15: avoid
Wenger NK, et al. Am J Cardiol 2004; 94

AJUSTE DE DOSIS DE HIPOLIPEMIANTES EN
PACIENTES CON INSUFICIENCIA RENAL CRONICA

Azjust for Reduced GFR |ml/min/1.73 m¥|

15-59
Alorvostatin
Fluvazstatin
Lovwesstorfin
Frawastatn
Simyasialin
Micstinic acid
Cholastipal ™
Chalasteramine*
Colesevalom®
Bezafibrome!
Clalibrale’
Ciprofibrate! :
Fenofibrate! .t 25% Avoid
Gemfibrazil Mles Plen

*Med nbmorked

'.f-."ln:,-' incrense saram oreat ning levels

Mo = ne desage adjusiment needed; & = unknown/uncerbain.
Acapted with permission Fram the Metioral Kidngy Foundatica

**Pitavastatina

: NO requiere ajuste



INTERACCION HIPOLIPEMIANTES CON
ANTIRRETROVIRALES EN PACIENTES CON VIH

Tabka 1, Posibles interacciones entre las estatinas y los Frmacos anfimeloovirales
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INTERACCION HIPOLIPEMIANTES CON
ANTIRRETROVIRALES EN PACIENTES CON VIH

Statin Dose Limitations

Statin Interacting protease inhibitor(s) Prescribing recommendation

Atorvastatin e Tipranavir + ritonavir

) Avoid atorvastatin
s Telaprevir

Use with caution and use with the

Lopinavir + ritonavir .
lowest atorvastatin dose necessary

Darunavir + ritonavir

Fosamprenavir Do not exceed 20 mg atorvastatin
Fosamprenavir + ritonavir daily

Saquinavir + ritonavir

Do not exceed 40 mg atorvastatin

Nelfinavir daily

Fluvastatin No data available

Lovastatin HIV protease inhibitors
Boceprevir Contraindicated
Telaprevir

Pitavastatin Atazanavir £ ritonavir
Darunavir + ritonavir No dose limitations
Lopinavir + ritonavir

Pravastatin Darunavir + ritonavir No dose limitations
Lopinavir + ritonavir

Rosuvastatin Atazanavir + ritonavir Limit rosuvastatin dose to 10 mg
Lopinavir + ritonavir once daily

Simvastatin HIV protease inhibitors
Boceprevir Contraindicated

Telaprevir
LLE, Fead & Drug Administration
HIV=human immunodeficiency virus

f Health & Human Services 04/03/1% 19:38







OBJETIVOS

Conocer su mecanismo de accion
Conocer sus indicaciones

Conocer sus posibles interacciones
Conocer su posologia correcta
Aprender a evitar riesgo de EAs



TIPOS DE HIPERLIPEMIAS 14

HiperCT Poligencia

AipssT Fam Homio

Discbatal FT fam Hpa 1
"

| Demostde LPTL

DifoH de Apo &R

Hip=rCT Fam Hatemo

Ap=n E100 dedeo famdllar

Hiperlipamia Fam Combinada .

Ipamia Fam Combinada

Fam moderada

Ipamila Fam Comblinada

CT

MIXT

TG

1 1
11.000.000 140000

|
1500 100 175 150




FARMACOS HIPOLIPEMIANTES
COMERCIALIZADOS EN ESPANA

ESTATIMNAS FIEBRATOS DOs1s RESINAS OTROS
Mogsdia
Lovasiating Gemfibrazila | 900-1200 | Calestira- Ezetimiba
mina

Pravastatina Bezafibrata 200-000 | Calestipa A,
Miggtinlco
FlLwastatina Fenaflbrato 250-300

omega-3
Simvastatina

Atan/astating
Hosuvastallng

Pligvasiallna

Anti-PCSK9: Evolocumab y Alirocumab




ESTATINAS

EFECTOS:
] [1COLESTEROL EN SANGRE.
] [1SINTESIS DE LDL.
] [1N°RECEPTORES PARA LDL.
] [JAPO.B, 1 APO.A1Y A2.
FARMACOCINETICA:
— ABSORCION ORAL.

— BD. SISTEMICA REDUCIDA POR
MET. 1¢* PASO[] DERV. ACTIVOS ®
HIDROXILADOS (CIT. P-450).

« REACCIONES ADVERSAS:

BIEN TOLERADOS.

TTNOS. G.I. (nausea, dolor
abdominal...).

S.N.C. (fatiga, cefalea, insomnio).
EXANTEMA.

1 L DELACPKY

TRANSAMINASAS.

MIOPATIAS 1 RABDOMIOLISIS.
HEPATITIS.

ANGIOEDEMA.




MECANISMO DE ACCION:
1 [JLIPOPROTEIN LIPASA
1 [1CATABOLISMO DE LAS

LIPOPROTEINAS RICAS EN TG.
(7 VLDL, IDL, LDL, " HDL).

1 [JELIM. BILIAR DEL

COLESTEROL.

— URICOSURICOS.

FARMACOCINETICA:
— Bd. PROXIMA AL 100%.
— UNION A P.P. ELEVADA (album.).
— ELIMINACION BILIAR Y RENAL.

« REACCIONES ADVERSAS:

G.1. (dolor abdominal, nausea,
diarrea).

EXANTEMA.
ALOPECIA.

1 PESO.

VISION BORROSA.
IMPOTENCIA.

LEUCOPENIA'Y ANEMIA.
POTENCIAL LITOGENO.
MIOSITIST] RABDOMIOLISIS.
MIOGLOBURIA E INSUF. RENAL.




RESINAS

«  MECANISMO DE ACCION:

[]

[]
[]
[]

"1 Ac. BILIARES Y
COLESTEROL.

"I N°RECEPTORES A LA LDL.
"1 HMG-CoA-R.

"I MET. DEL COLESTEROL
ENDOG.

COLESTIRAMINA: Baja la HbA1c
0.5-1%

-  FARMACOCINETICA:

NO SE ABSORBE POR VIA
ORAL.

NO SE AFECTAN POR LOS
ENZIMAS INTESTINALES.

SE ELIMINAN POR HECES.

REACCIONES ADVERSAS:
— Poco frecuentes: G.I. (alteran el

sentido del gusto, dolor abdominal,
dispepsia, estrefiimiento,
esteatorrea, flatulencia).

Muy raros: [ FOSFATASAS
ALCALINAS Y TRANSAMINASAS
(transitorio). ACIDOSIS
HIPERCLOREMICA.

Pueden ALTERAR LA
ABSORCION DE:
« VIT. LIPOSOLUBLES.
+ SALES DE HIERRO.

» ALGUNOS FARMACOS
(clorotiazida, fenobarbital,
fenilbutazona, anticoagulantes
orales, tiroxina, digitalicos).




NICOTINICO

«  MEC. ACCION DESCONOCIDO.
- EFECTOS FARMACOLOGICOS:

[]

[]

[]

"I LIPOLISIS EN EL TEJ.
ADIPOSO.

1 ESTERIFICACION DE LOS T.G.

EN EL HiGADO.

"TACTIVIDAD DE LA
LIPOPROTEIN-LIPASA 'Y EL
ACLARAMIENTO DE LAS VLDL.

"1 INCORPORACION DE a.a. A
LAS APO. DE LAS VLDL.

1TG. Y COLESTEROL UNIDO A
LAS LDL.

« REACCIONES ADVERSAS:

VASODILATACION CUTANEA.

PRURITO.

G.l. (nauseas, vomitos, diarrea,
dispepsia, Ulcera).
HIPERPIGMENTACION.
ACANTOSIS NIGRICANS.

ALTERACIONES HEPATICAS
REVERSIBLES.

HIPERGLUCEMIA.
HIPERURICEMIA.



EZETIMIBA

Cholesterol Absorption Inhibition For v

Broader Lipid Control « REACCIONES ADVERSAS:

G.l. (nauseas, vomitos,
diarrea, dispepsia).
Elevacion de transaminasas.
Elevacion de CPK.

Miopatia.

Cefalea.



Eficacia estatinas

Disminucidn  Disiminucidn

Lovastatina  Pravastatina Pluvastatina  Simvastating  Atorvastatina  Pitavastatina  Rosuvastatina g b R
i | { o) c=LDL "o

21 20 &) 10 17-27 2730

41 il } 22-27 Jh-34

A

Aumento e-HDL (%)%

Adaptado de A. Garcia-Rios, et al. Rev Esp Cardiol 2011



Eficacia otros hipolipemiantes

 EZETIMIBA: * NIACINA/LAROPIPRANT:
oL 184 K
ﬁHDL 3% TGs 50% []
TGs 5% || N
 FIBRATOS: « RESINAS: * Omega-3:
LDL 15% LDL 30% LDL 10%
ﬁHDL 20% ﬂ ﬁHDL 5% ﬂ ﬁHDL 8% ﬂ

TGs 50% ﬂ TGs 0% ﬁ TGs 45%@




HIPERCOLESTEROLEMIA PURA
ESTATINAS

Objetivos:

COL. TOTAL EZET| M | BA

C-LDL

NIACINA/LARO

RESINAS



HIPERTRIGLICERIDEMIA PURA

Objetivos: .
TRIGLICERIDOS OVIEGA=3
C-HDL

NIACINA/LARO

ESTATINAS



HIPERLIPEMIA MIXTA

TRIGLICERIDOS
C-HDL

ESTATINAS FIBRAVIOS

OIVIEGAES



HIPERLIPEMIA MIXTA

TRIGLICERIDOS
C-HDL

ESTATINAS OIVIEGATS
NIACINA/LARO



HIPERLIPEMIA MIXTA

TRIGLICERIDOS
C-HDL

ESTATINAS  NIACINA/LARO



HIPERLIPEMIA MIXTA

Intolerancia a
estatinas TRIGLICERIDOS

C-HDL

OIVIEGAES

NIACINA/LARO



HIPERLIPEMIA MIXTA

Intolerancia a
estatinas TRIGLICERIDOS

C-HDL

FIBRAVOS
EZETIMIBA OIVIEGATS
NIACINA/LARO




POSOLOGIA

PITA
ATO

PRA

FLU

OMEGA3 Lov
FIBR SIM

NON NON NON

FIBR
g @ @

EZE EZE EZE NIA/LP




AntiI-PCSK9: Indicaciones

e Consenso de la SEA 2016
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