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T HDL (<35mg/dl)

- este identificata; ca fiaclor major de risc
- HDLE - € peaietifmasurata pentiu stabilirea:
IRbalzraseulu

-~ HDL-C3 60 mg/dl

- esie consideraia fiacior negativ de risc

- efiectuliindependent al’- HDL asupra risculul
de moshiditaie si mortalitate ¢-v nu a fost
determinat

Tthe Expert Panel. Summary: of second report of the National
Chelesierol Education Program - JAMA, 1993; 269 (23): 3015-
3023




A Evaluarea multifactoriala a riscului

Estimarea risculur luand n consideratie totl factoril de
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Mean LDL-C (mg/dL)
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subiectilor cufsatNiaien=ie] angiografic
S.goblns “LCow HDL-C and cononary heart disease” Clinician,

decat LDL-C

VolINBH NS august 2000
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Diferentele censtau in:

- dimensiunea nucleuluirdetlipiderneutre (thalicerde; colesterol esterificat)
- compozitia lipidica a nucleulvl

- compozitia APO

- colesterolul neesterificat sergaseste pred.in monostratul fosfolipidic




Les VLDL (very low density lipoproteins),
synthétisées par le foie, contiennent 4/5 de
triglycérides et 1/5 de cholestérol.

LiPOPROTEINE _
. APOPROTEINE

'

Les LDL sont riches en cholestérol. Les HDL, riches en apolipoprotéines Al et

All, assurent le transport du cholestérol en
excés vers le foie.

A-l

La Lp(a) se distingue des LDL par une apoli-
poprotéine (a) liée a I'apc’f\ J’-' AYAY e
) o -

Flgogragiginals sizigaligoarfaisiiele

IHDL suRthegatelprapolipeproteie Al sitAll




Triglyceride
0
H-C-OCFA

b
T -
<~ Cholestery!
ester

L2
~ 8
: H - C-0RC-FA
e i 6 / L
— \ H,— C-O-C-FA, "{(I[
i “HSgiie
: FA
. .'__{/ m

Wiaelaluf serierriziic 21l gericulel alaisineies mlPIE

- SUpralata esteracepeniarcuicapipelarnieracionandiciimedivl apes, - Apelipoproteinele si
colesterolul sunt intercalate imire: capeielerpolareraleresiolipideler. - Miezul (*core™) cuprinde
lipide neutre, estern de colestereli sirtighcende. = [DIVerser apolipoproteine sunt prezente pe
particulele lipopreteicer (Eler incleneaza s Car ECEPION PERUUN Iganizi, cofacton pentru
enzime, proteine struciuraler pentisiniezalipopreieinelor
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Foam cell
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b HDL - lipoproteina antiaterogenica meaioia - proiejeaza derAllS prin mecanisme multiple:

® Major: inversarea transpoeruiturefaclianeindepaiaiea c.adin celulele spumoase si
transportand c.afara din peretelenvascularsinnapeiip ficat.

® In plus: protejeaza LD deroxidareinipereielevascular:
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metabolism

Atherosclerosis

Reverse cholesterol
transport
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pariall procesulvifnmdependent delnversare a transporiiui
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- HDL; (in’curs derfonnarey sSecietaitENniESuRIsiNicat) captieazea excesulide
colesteroel dinicelulele penience

- HDLL-2 transiera HBIE-C |2 hEpaieciie UnEerpealeNi convestt i acizi biliari si
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BN Excesull de colesterol in celulele peretelui vascular exista sub
izl cle colasiafelasierflesit fllclfoiogie.
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I Acest colesterel ingienat in. HDLE
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HDL - efectul antioxidant

2 enzime: antioxidante asociate HDL

PARAOXONAZA

Transportate der DL Cl 2 apelipepreieine de
Suprafata APOFAI'SITAPO! J =i clusterina:

PDAEAE

PlaieleracuVaiineMHacior
aceyinyanexilaza




HDL - efectul antioxidant

Proetejeaza LIDIEderexidare

* H DI ireRspeaN e ZENRNEEIe]e arteral
Uipleler ofaiglacizzel LD cle ojclaife
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HDL protejand LDL de oxidare reduce inductia
S| expresia

Moleculelor de adeziune
VCAM “Vascular cell adhesion molecule”

Chemokine
MCP-1 “Monocyte chemotactic protein 1”

Care atrag leucocitele in peretele arterial si sunt
caracteristic active in celulele endoteliale

In aria placii ASC In formare




VIECENISIHENC ENIGIEEIE

o8

Inversarea
trells il
colesterolului

- scoate colesterolul - creste
dinipereiele Stallliaties
zlfiafel]e dlziciler

SN Clesieres) preexisienie
dezveliarea SRba uperea
placiler noi placiler

Activitatea
antioxidanta

- protejeaza - scade expresia
EIDIE de meleculeler de
) lelzire adeziune

- mentine
Negnisies
endoteliviy

vascular




Estimate absolute CHD risk * using the
Coronary Risk Chart

Use initial total
cholesterol # to estimate coronary risk

Absolute CHD risk <20% Absolute CHD risk 220%
TC =5.0 mmol/l
(190 mg/dl) |
Measure fasting lipids: total
cholesterol and HDL-cholesterol,
triglycerides and calculate
Lifestyle advice with the goal of LDL-cholesterol
reducing TC <5.0 mmol/I
(190 mg/dl) and
LDL-C <3.0 mmol/l Lifestyle advice for at
(115 mg/dl). Follow-up at a least three months with repeat
minimum of 5 year intervals lipid measurements

TC <5.0 mmol/l TC =5.0 mmol/l
(190 mg/dl) and (190 mg/dl) and/or
LDL-C <3.0 mmol/l LDL-C =3.0 mmol/l
(115 mg/dl). (115 mg/dl).
Maintain lifestyle Maintain lifestyle
advice with annual advice with drug
follow-up therapy #




Cresterea nivelulul

HDL-C

SCOP pPropus
N tatamentul dislipidemiior




Study 1: Patients with CHD and Study 2: Patients with
primary hypercholesterolemia combined hyperlipidemia

Z0COR 20 mg vs placebo 0. ZOCOR 40 mg and 80 mg vs placebo

Mean % change

%

Flacebo
W22 o qapgyy o221}

Pelanga  CIJ, LDL-C; ApeB; G abplnavil cur hipercolesterelemie primara
(familiara heterezigeter saurnepiamiiziz) Sitperipemie cembinatia (Erederickson
upNi2rsiiie)




LDL cholesterol
HDL cholesterol
CHD incidence

3

M 4S
B CARE

O LIPID

Change (%)

| Secondary prevention trials of lipid-lowering therapy with statins.

45, Scandinavian Simvastatin Survival Study**= %, CARE, Cholesterol and Recurrent
Events'== > LIPID, Long-term Intervention with Pravastatin in Ischaemic Disease* ¢; TC,
total cholesterol; TG, triglycerides; CHD, coronary heart disease.

 Statinele oresc HDLC

Pelanga CI, LDL-C, TG - inltialunle derpreveninersecundara 4S, CARE, LIPID
Beneficitifchnicrelleciarsielecieleriaveranienenlipicdice




Activarea PPAR a

Peroxisome proliferator activator receptor

= receptor nuclear implicat inriransiata semnpaluluirautrtonal in
expresia genica

= mesagerul care dirjeaza mecanismele meleculane ale
hiperlipidemiior sirASC s determina ienotipul ipidic

* Nelfeinlezizal irairiscrlgilel ARN 2l clgollgg graisinieiels
A I SiTATIFcenStitERURESERWEIIREINSIDIE=E

* Diminua expresiavArLeNeHll
(O tnglicendele)
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Viedicatia hipelipemiante=sisrauisisiatneles=actveaza PRARE; - transcriptia
ARNm a APOIAl sitAIlL T HBDLEC expresial APOEC s trigl (asociat celorlalte
zleiinl)
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