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Le apolipopro(eine sono le proteine cgstltuenb. le lipoproteine, attivano gli enzimi chiave del
metabolismo lipidico ed interagiscono con 1 recettor cellulan:

o Apo A-l, sintetizzata nel fegato e nellintestino, & presente in tutte le HOL;

o Apo A-11 e contenuta in arca | due terzy delle HDL;

o Apo B-48, sintatizzata nellintesting, & I'apoproteina presente nai chilomicroni;
o Apo B-100, sintetizzata dal fegato, & presente nelle LDL, IDL e VLDL;

o Apo C sono comnvolte nel metabolismo delle lipoproteme ricche in trighceridh;

o Apo E sono presenti nei chilomicroni, nelle VLDL e nelle [DL.

Le lipeproteine arcolanti trasportanio | lipidi assorbits dallintestino (via esogena), quelh sintehizzati
dal fegato (via endogena) e il colesterolo rilasciato dai tessuti perifena (trasporto inverso).
O
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National Lipid Association Annual Summary Jearnal of (limcal Lipidology (2016) 10, $1-543
of Clinical Lipidology 2016

Teble 2 Genetic causes of hypolipidemiss.

Genstiz Ahnormality I Mechznism I Clinical Manfestations

LOW HDL-C GENETIC ABNORMALITIES

ApcA-1 Milano Increzsed HOL particle tumover Desreszed nsk of ASCVD
ApcA) deficiency {Familial Underproduction of HOL-C Increasad rsk for ASCVD
i .
hypoalphalipaprotainemia Flat planar s
ABCA1 deficiency (Tangiers dissasal Datectuve ABCAY wansportar Possible prematura ASCVD, especially f
protein combmad with othesr ASCVD risk factors
A AR Swod = Oranga tonails
Splenamegaly
Hepatomegaly
Neuropathy
Complste LCAT deficiency Absense of LCAT Comesl opacification, anemis, protemuna,
renal tailurs
Partial PCAT deficiency (Fish eye dissaze| | Parial absencs of LCAT Comsal opacitias

LOW APOB CONTAINING LIPOPROTEIN GENETIC ABNORMALITIES

Hypobstalipoproteinemis (HBL Apo B muistion: autosomal Heterorygous HBL = Total chalssterol <
dominant 100 mg/dL; LOL-C levels < 80 mo/dL. with a
possible decrease risk of ASCVD

Homozygous HBL = tatal cholesterol

and LOL-C are very low [lower than
haterozygous), end mzy prasant with fat
malabscrphon, progressivs newrologc
dagenerative diseasa, retinths pigmentssa,
and acanthooytosis, similar to patients with

abetalipoproteinemia
Abetalipoproteinemia Ahzent microsomal tnglycends Very low levels of tutal cholestaml, and
transfer protem; autosomal sbsant VLDL, LDL, and spoB
o Spinocare bellar and retnal degenarstion
{diability and bhindoess)

Sevara vitamin E deficiancy, along with
vanable deficsanoies ot other fat soluble
vitamins (e.g. A. D, K)




Ipertrigliceridemia

Iperlipidemia
combinata

Ipercolesterolemia

Iperlipoproteinemie

Tabella 2

primitive causate da mutazioni di un singolo gene

Alterazione Difetto Lipoproteine o e e - .. Incidenza
Genetica genico elevate Segni clinici Trasmissione stimata
Xantomi
Deficit di lipasi - . . eruttivi, epato-
lipoproteica LPL (LPL) Chilomicroni splenomegalia, AR 1/1.000.000
pancreatiti
. - . Xantomi
Deficit familiare di -
- - ApoC-II - - - eruttivi, epato-
(a:?lc;hpoprotema (APOC2) Chilomicroni splenomegalia, AR <1/1.000.000
pancreatiti
Xantomi
- ApoA-V Chilomicroni, eruttivi, epato-
Deficit di ApoA-V (APOAS) VLDL splenomegalia, AD <1/1.000.000
pancreatiti
Xantomi
Deficit di GPIHBP 1 GDIHBP1 Chilomicroni eruttivi, AD <1/1.000.000
pancreatiti
. - . Lipasi Aterosclerosi
[.)eﬁc'lt famlllare di epatica Residui VLDL precoce, AR <1/1.000.000
lipasi epatica
P P (LIPC) pancreatiti
Dis-beta- ADOE Chilomicroni X;%tgr?"e
lipoproteinemia P e residui P - AR/AD 1/10.000
familiare (APOE) VLDL tuberoeruttivi,
CHD, PVD
Recettore
Ipercolesterolemia per le Xantomi
familiare LDL DL tendinei, CHD AD 1/500
(LDL-R)
ApoB-100 difettiva | apoB-100 Xantomi
familiare (APOB) LDL tendinei, CHD AD <1/1000
Ipercolesterolemia -
. PCSK9 Xantomi
ggﬁ)iic;r:&:aa (PCSK9) LDL tendinei, CHD AD <1/1.000.000
Ipercolesterolemia -
autosomica LDLRAP LDL rapntomt AR <1/1.000.000
recessiva M
- . ABCG5 o Xantomi
Sitosterolemia ABCGS LDL tendinei, CHD AR <1/1.000.000

ABCG: ATP-binding cassette G; AD: autosomica dominante; AR: autosomica recessiva; ARH:

Ipercolesterolemia

autosomica

recessiva;

CHD:

malattia

coronarica;

GDIHBP1:

aglycosylphosphatidylinositol-anchored high density lipoprotein binding proteinl; LDL: low-density
lipoprotein; LDLRAP: LDL receptor associated protein; LIPC: lipasi epatica; LPL: lipoprotein-lipasi;
PCSK9: proprotein convertase subtilisin/kexin type 9; PVD: vasculopatia periferica; VLDL: very low

density lipoprotein

Per quanto riguarda le ipolipoproteinemie, sono state identificate condizioni caratterizzate da bassi
livelli delle lipoproteine LDL (ipobetaliproteinemia familiare, abetalipoproteinemia) o da bassi livelli delle
lipoproteine HDL (ipoalfalipoproteinemia).
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Joseph L. Goldstein (left) and Bichael 5. Brown on the day of announcement of their Mobel

Prizre in Physiology or Medicine on October 15, 1985
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History of Discovery: The LDL Receptor

Joseph L. Goldstein and Michael 5. B rown

Depafment of Molecular Genetics, Univerzity of Texas Southwedern bedical Center, Dallas, T
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Journal of Clinical Lipidology, Vol 10, No 1S, February 2016 Familial Hypercholestero}emja: Screening, d.iagnosis
and management of pediatric and adult patients

Clinical guidance from the National Lipid Association Expert Panel
on Familial Hypercholesterolemia

Screening for familial hypercholesterolemia:
Recommendations [rom the National Lipid Association

Unwersal scresning for elevated serum cholesterol i recommended. Suspect FH in untrsated patientswith the following fating
cholasteral |evels

« Patient age 220 LDL 2190 mafdl or non-HOL 2220 mo/dl
« Patisnt age <20 LOL 2160 rmgldl or non-HDL 2190 mgfdL

For all patants with thesa cholesterol levels, aess for a family history of high cholesterol and heart dizase
in first-degree relatves

Consider cholesterol soreening beginning at aga 2 for children with a family hetory of premature cardicvascular degase
or slevatad cholasterod. All patients should be screaned by ags 20

Strongly suspact FH (and obitain lipid messurements) in patisntswith

» Tendon xanthomas at any age (most common in Achilles tendon and finger extensor tendons, but also can ocour
in patellar and tnceps téndong

« Tuberous xanthomeas or xanthelsmmain patent younger than age 20 w0 25

« Arcus corneas in patients younger than age 45

Strongly consider a diagnoss of FH and obtan further farmily information in patients with the followng LDL lavels
« 2250 mgfdl in those age 230

« 2220 mgfdl in those age 20 to 20

* 2100 mgdl in those age <20

FH, familial byparholertarclemia; HOL high-density lipoprotein; LDL low-de naty lipop rotein,
Admpred with permizden from. Hopkire PN, et al. f Oin Lipidol 201 1582179



Table 4. Dutch Lipid Clinic Network diagnostic criteria for Familial Hypercholesterolemia®™

Paints

Critona

Family history

First-degree relstive with known premature® coronary and vascular disease, OR 1

First-degree relstve with known LDL-C level above the 95th parcentile

First-degree relative with tendinous xanthomata and/or arcus cornealis, OR 2

Children sged less than 18 years with LOL-C level above the 95th percentile

Clinical hi

Patient with premature® coronary artery disosse 2

Pationt with premature® cerabral or peripharal vascular diseasa 1

Physical examination

Tendinous xanthomata 6

Arcus corneaslis prior to age 45 years 4

Cholesterol levels mg/d| (mmol/liter)

LOL-C >= 330 mo/dL | 8.5} B

LOL-C 250 - 329 mg/dL (6.5-8.4) 5

LDL-C 190 — 249 mg/dL (5.0-6.4) 3

LDL-C 155 - 189 mg/dL (4.0-4.9) 1

DNA snalysis

Functional mutation in the LOLA apo B or PCSK9 gene 8

Diagnosis {diagnosis is based on the total number of points obtained)

Definite Familial Hypercholestarolemia >8

Probakle Familial Hyparcholesterolemia 6-8

Possible Familial Hyperchalasterciemia 3-5

Unlikely Familial Hypercholestarolamia <3
' Prem e = < 55 vgﬂrs in el B m yQﬂfs in waman *Austin MA, Huttar TM, Zimmam RL Humphries SE. Ganetic causes of monugenic hatarczygouy
LDL-C = low density lipoprotein cholesterol; FH, familial hyparcholesterolamia. mwm = Hugk review. American joumal f epidemioiogy
LDLA = low density lipoprotein receptor W'MSM . -
Apo B — apohpopmmin B Canmrpphnn:r:%pndalowzﬂlmlgv
PCSK3 = Proprotain convertase subtilisin/kexin type 9 Pordasgasr 86 Crapman W, Humgloes St . Famil yperchestaoaeis

l;:;sn 3‘:‘; mmns\n s\aleme: of (Ehzez:r':pem Amemz‘rmi::ESo: iety. :rl:ripe: ;v:z;:mmnfry

Journal of Clinical Lipidology, Vol 10, No 1S, February 2016



THM forme genetiche

LDL- C molto alto

Storia familiare di LDL-C alto

Familiarita per precoce insorgenza di ASCVD

Storia personale di precoce insorgenza di ASCVD
Esame clinico (xantomi, xantelasmi, arco corneale ...)
Essenziale controllare i familiari

| test genetici non sono essenziali (30% non definibile)

Precocita di diagnosi
Precocita di trattamento
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Effect of naturally random allocation to lower low-density lipoprotein cholesterol on the risk of

coronary heart disease mediated by polymorphisms in NPC1L1, HMGCR, or both.
A 2 x 2 factorial Mendelian Randomization Study

30% -
b

o 2
" Genetically Lower LDL-C B PCSK9 461
; rs11591147
g 20% —
8 NPCILT LDL-C score
§ HMGCR LDL-C scox
?: Pharmacologically Lower LDL-C
z LDLR
® 15222861 LDLR
5 156511720 BAtwZ BGISSIP
o 4 Of —
t 10% ABCGS/8 PCSKS Combined and
§ 154299376 1511206510 NPCILT & MMGCR LDL-C score
o HMGCR ;
& or e i ALLHAT-LLT [
PCSK9
12479409 HMGCR LDL-C score IMPROVE-IT
NPCILY NPCILY LDL-C score SEARCH
15217386

| I 1 1 I i I 1 1 ! I T I | ! I 1 | 1 )] T 1
0 10 20 30 40 50 60 70 80 90 100 M0 120 130 140 150 160 170 180 190 200 210

Lower LDL-C (mg/dl)

Ference, B.A. et al. J Am Coll Cardial. 2015; 65(15):1552-61.




Incidenza di eventi (%)

30

25

20

15

10

Incidenza di eventi in funzione dei livelli
di C-LDL raggiunti nei trial con statine

4S - Placebo
™
Rx - Statin therapy .
PRA - pravastatin Prevenzione Secondaria
ATV - atorvastatin
@ LIPID - Placebe
® CARE - Placebo
CARE -
® TNT - ATV10 ®HPS - Placebo Prevenzione Primaria
TNTg ATVS ® PROVE-IT - PRA WOSCOPS - Placeb®
PROVE-IT - A AFCAPS - Placebm _—
AFCAPS - Rx WOSCOPS - Rx
_*——
m B ASCOT - Placebo
=W JUPITER - Rx B ASCOT - Rx JUPITER - Placebo
40 60 80 100 120 140 160 180 200
(1.0) (1.6) (2.1) (2.6) (3.1) (3.6) (4.1) (4.7) (5.2)

LDL-C, livelli raggiunti, mg/dL (mmol/L)
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General CVD Risk Prediction Using Lipids
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AACE Lipid and Atherosclerosis Guidelines, Endocr Pract. 2012;18(Suppl 1)
AACE Guidelines

AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS'
GUIDELINES FOR MANAGEMENT OF DYSLIPIDEMIA AND
PREVENTION OF ATHEROSCLEROSIS

Table 5
Major Coronary Artery Disease Risk Factors (10 [EL 4], 11 [EL 4],
12 [EL4], 13 [EL 4], 14 [EL 2], 15 [EL 4], 16 [EL 2], 17 [EL4],
18 [EL 2], 10 [EL 2], 20 [EL4], 21 [EL3])

Major risk factors Additional risk factors Nontraditional risk factors

Advancing age*9 Obesity, abdominal obesityS? Elevated lipoprotein (a)

High total serum cholesterol Family history of hyperlipid emia® Elevated clotting factors
level2bd Small, dense LDL-C2 Inflammation markers (hsCRP;

High non-HDL-C4 {t Apo B2 Lp-PLA,)

High LDL-C*4 i+ LDL particle number Hyperhomocysteinemia

Low HDL-Cade Fastin g/po stprandial Apo E4 isoform

Diabetes mellitys>Bed hypertriglycendemia® Elevated uric acid

Hypertension®Bsd PCOgd

Cigarette smokin gahsd Dryslipidemic triadf

Family history of CA D38

Abbreviatiors: apo, apolipoprotein; CAD, coronary artery disease; HDL-C, high-density lipoprotein cholesterol; hsCRP
highly sersitive C-reactive protein; LDL-C, lowsdensity lipoprotein cholesteral; Lp-PLA,, lipoprotein-associated phos-
pholipase A, PCOS, polyeystic ovary syndrome.

 Risk factors identified in the Framingham Heart study.

b Risk factors identified in the MRFIT study (Multiple Risk Factor Intervention Trial).

¢ Risk factors identified in the INTERHEART study.

4 Risk factors identified in guidelines and position statements (National Cholesterol Education Program Adult Treatment
Panel II1, American Association of Clinieal Endoeninologists Folyeystic Ovary Syrdrome FPosition Statement, American
Association of Clinical Endoeninologists Insulin Resistarce Syndrome Fosifion Statement, Amerncan Diabetes
Association Stardards of Care 2009, American Diabetes Association’American College of Cardiology Corsensus
Statement on Lipoprotein Management in Patients wath Cardiometabolic Risk).

¢ Elevated high-density lipoprotein cholesteral is a regative risk factor.

f Hypertriglyceridemia; low high-density lipoprotein cholesterol; and small, dense low-dersity lipoprotein cholesterol.

& Definite myocardial infarction or sudden death before age 55 years infather or other male first-degree relative or before
age 65 years in mother or other female first-de gree relative.



AACEGuidelines AACE Lipid and Atherosclorosis Guidelines, Endocr Pract. 2012;18(Suppl 1) (

AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS'
GUIDELINES FOR MANAGEMENT OF DYSLIPIDEMIA AND
PREVENTION OF ATHEROSCLEROSIS

Table 9
O ptimal/Near-Optimal, Borderline, and High-Risk Serum Lipid Con centrations
(10 [EL 4])
High-risk/very
Optimal/near-optimal Borderline serum high-risk serum
Lipid serum concentr ation concentration concentr ation
TC, mg/dL <200 200-239 =240
HDL-C, mg/dL 260 (negative risk factor) 40-59 (men) <40 men
50-59 (women) <50 wornen®
LDL-C, mgidL <100 optimal 130-159 160-189 high
{100-129 near-optimal) =190 very high
TG* mg/dL <150 150-199 200-499 high
2500 very high
Apo B, mg/dL <20 (patients at nsk of

CAD, including those
with diabetes)
<30 (patients with
established CAD
ordiabetes plus =1
additional risk factor)

Abbreviations: apo, apolipoprotein; HDL-C, high-dersity lipoprotein cholesterol; LDL-C, lowsdensity

lipoprotein cholesterol; TC, total cholesterol; TG, triglyeerides.

2 Both barderline arnd high-nisk values may signify familial combined dyslipidemia or dyslipidemia of diabetes;
values =1 000 indicate hi ghrisk for parcreatitis.

® Moderate reductions of high-dersity lipoprotein cholesterol inwomen may indicate insulin resistance

syndrome.



AACE Lipid and Atherosclorosis Guidelines, Endocr Pract. 2012;18(Suppl 1) |
AACE Guidelines

AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS'
GUIDELINES FOR MANAGEMENT OF DYSLIPIDEMIA AND
PREVENTION OF ATHEROSCLEROSIS

"Eble 6
Coronary Artery Disease Risk Categories and
Low-Density Lipoprotein Treatment Goals
(20 [EL4), 22 [EL 4], 23 [EL 4]

Risk category Risk factors®/10-year risk" LDL-C treatrrent goal

Wery highrisk EstaHished ar recent hospitalization for <70 mg/dL
coranary, caratid and peripheral vascular
disease or diabetes plus 1 or mare additional

risk factor(s)
Highrisk =2 risk factors and 10-year risk =20% or <100 mg'dL
CHD risk equivalents®, including, diabetes
with no other risk factors
M oderatel y high risk =2 risk factors and 10-year risk 10%-20% <130 mg/dL
M oderate risk =2 1isk factors and 10-year risk <10% <130 mg/dL
Low risk =] risk factor <160 mg'dL

Abbreviations: CHD , coonary hearttdissass; LDL-C, lonr-density lipoprotein cholesetol

2 Major independent 1k factors are high lovs-density lipoprotain cholesterol, polyoystic ovary syndrome,
dgarette srroking, hypettension (blood pressure =140/90 womHg ot on hypettensive wed cation), lon: high-
density lipoprotan cholesterol (<40 we/dL), famdly hisory of cotonary attery dissase (nwale fitst-degtes
welative younget than 55 years; in ferale fitstdegree welative younget than 65 years), and ge (men=45;
woren =55 years) Subtract 1 tisk factor if the person has hig h hig h-density ipoprotein cholesterol
(260 we/dL) (10 [EL 4] 11 [EL4])
" Framingham tisk scotng is applied to determine 10-year dsk (10 [EL 4]).

¢ Cotonary arery dissase tisk equivalents include diabates and dinical manifestations of noncotonary fonre of
athetosderotic dissese ( pedpheral attedal dissese, abdominal aortic ansunysm, and cawotid atery dissss).



AACE Lipid and Atherosclerosis Guidelines, Endocr Pract. 2012;18(Suppl 1) |

AACE Guidelines

AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS'
GUIDELINES FOR MANAGEMENT OF DYSLIPIDEMIA AND
PREVENTION OF ATHEROSCLEROSIS

Table 12
Lipid Goals for Patients at Risk for Cloronary Artery Disease
(20 [EL 4], 37 [EL 1], 38 [EL 1],39 [EL 1], 40 [EL1], 41 [EL 4])

Lipid Pararreter Gosal EL
TC, mg/dL <200 EL1
LDLC, mg'dL <100; <70 (2l very high risk pati exts) EL1
HDL-C mg/dL As high & possitle, but at least =40 in both men EL 1

and inw anen
N m-HDL-C, mg/dL 30 above LDL-C goal EL 1
TG, mg/dL <130 EL1
Apo B mg/dl <20 (patients at risk of CAD, including, those with EL 4
diabetes)

<20 (pati exts with established CAD or diabetes
plus =1 additional risk factor)

Abbrermtions: apo, apolipoprotein; EL, evidence levd; HD L-C, hig h-density lipoprotein cholestexol;
LDL-C, lonr-density lipoprotein cholestexol; TC, total cholesterol; TG, triglycetddes



Tabella 5

Inguadramento clinico-diagnostico delle dislipidemie primarie

Clinica

Tipo di dislipidemia

Assetto lipidico

Ipercolesterolemia pura

Molto comuna

Ipercolesterolemia Colest totale | Asintomatica sino a comparsa di evento
poligenica comune 250-350 mg/dL cv

Xantom assenti
Ipercolesterolemia familiare | Colest totale Prevalenza 1/500

eterozgote

275-500 mg/dL

Elevato nschio CV
Xantomi nell’'adulto

Ipercoiesterolemia familiare | Colest totale > 500 | Prevalanza 1/1.000.000
omozigote ma/dL Malatbe vascolari & xantomi nell'infanzia
Ipertrigliceridemia pura

Ipertnglicendemia familiare

Tg 250-750 mg/dL

Prevalanza 1/1000
Rischio aumentato di vasculopatie
Rischuo di pancreatite

Defiat familiare di
lipoprotemn-ipasi o apo C11

Tg > 750 ma/dL
(plasma Iattescente)

Prevaienza 1-2/1.000,000
Possibile assodazione con panoaeatite ed
epato-splenomegalia

1J

percolesterolemia + ipertrigliceridemia

Iperlipemia familiare

combinata

Tg 250-750 mg/dL
Colest totale
250-500 mao/dL

Molto comune (prevalenza 1/100)

Rischio elevato di cardiopatia 1schemica

L3 forma famiiare pud manfestars: anche
con a3umento solato di Tg o di
colesterolo-LDL

http://www.endowiki.it




DISLIPIDEMIE SECONDARIE (tab 7)

Tabella 7
Dislipidemie secondarie
Fenotipo Cause

Epatopatie ostruttive

Ipotiroidismo

Ipercolesterolamia Porfina acuta intermittents

Sindrome nefrosica |

Farmaa: estroprogestinia, cddosporina, hazidi
Alcool

Gravidanza

Diabete mellto

Obesita

Epatite acuta

Gammopatie monodonali: mieloma, linfomi
Insufficenza renale cronica
Ipertnglicendemia Glicogenosi

By-pass lleala

Lipodistrofia

LES

Sepsi

Stress

Farmaci: estrogem, isotretinoma, B-bloccants, glucocorticoidl, resine
chelanti acidi bilian, tiazid

Fumo

Malnutrizione

Obesita

Farmaa: 8-bloccant, sterodi anabolizzant

Riduzione HDL

http://www.endowiki.it
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National Lipid Assodaﬁon Annual Summary Jeornal of Climcal Lipidology (2016) 10, $1-543
of Clinical Lipidology 2016

IV. SECONDARY CAUSES OF DYSLIPIDEMIA'**

e Beyond genetic considerations, dyslipidemia can also be
due to secondary causes.

e A “two hit phenomenon” " is commonly encountered in
the clinical evaluation and management of patients with
primary hyperlipidemia (eg. the relatively common
familial combined hyperlipidemia or familial hypertri-
glyceridemia; the more rare lipoprotein lipase deficiency,
apo C-I1 deficiency, familial dysbetalipoproteinemia).

o “First hit” = Genetic predisposition.

 “Second hit” = Exacerbation by secondary factors
that worsen lipid levels, often resulting in profound
hyperlipidemia

o This “second hit” can be of the result of underdying
disordered metabolism or disease (e.g., untreated
hypothyroidism, inadequately controlled diabetes melli-
tus ) or from drugs that unfavorably alter lipid metabolism.



Obesity, adiposity, and dyslipidemia: A consensus
statement from the National Lipid Association

Joumal of Clinical Lipidology, Vol 7, No 4, August 2013



Joumal of Clinical Lipidology, Vol 7, No 4, August 2013

Obesity, adiposity, and dyslipidemia: A consensus
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Metabolic risk in PCOS: phenotype and adiposity impact
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The polycystic ovary syndrome: a position E _—
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Muscles, exercise and obesity: skeletal muscle
as a secretory organ
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Follicle-Stimulating Hormone Induces Postmenopausal
Dyslipidemia Trought Inhibiting Hepatic Cholesterol
Metabolism

- L’aumento del LDL-C che si registra nelle donne in menopausa
contribuisce all’'aumentato rischio cardiovascolare.

- Sugli epatociti esiste un recettore per I’ FSH

- Le donne in post-menopausa che presentavano maggiori livelli
di LDL-C avevano maggiori livelli di FSH

- FSH inibisce il recettore delle LDL sugli epatociti in maniera
dose e tempo- dipendente (si riduce I'endocitosi del LDL-C e
aumentano i livelli circolanti di LDL-C)

- La terapia ormonale sostitutiva riducendo i livelli di FSH > 30%
ha prodotto un miglioramento significativo dei livelli lipidici.
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Table 7. Secondary causes of dysiipidemia due to drugs’

Drugs that May Increase LDL-C Levels Drugs that May Increase Triglycende Levels
Hormones Hormones or hormone-like agents
o Anabolic steroids (e.g. testosterone) e [(ral estrogens
* Glucocomnicoids « Some oral contraceptives
« Some progestins e Glucocorucoids
+ Danazo! o Tamoxifen
Cardiometaholic pharmacotherapies o Raloxifene
s Amiodsrong Cardiometabolic pharmacotherapies
e Thiazide diuretics « Nonsalective bata-blockers
« Rozgltazone « Thiazide diuretics
» Fibnic acids when administared to patients with « Bile acid sequestrants
severa hypertriglyceridemia Recrestional drugs
» Docosahexaenoic acid when administered to o Aokl

patiants with severe hypertriglycendemia
Other pharmacotherapies
+ Isotretinoin
* Immunosuppressive drogs (cyclosponine)

* Marjuana
Immuno-active agents
« Cyclosporm

« Sirolimus

o Sodium glucose co-transporter 2 inhibitors
e |nterferon

Asti fasti
o L-asparaginase

e Cyclophosphamide

Other phammacotherapies

e Retinoids

« Protesse inhibitors

« Rosigltazone

Some neurological & psychiatric drugs {see table 11}

Abbreviation. LDL-C = low-density lipoprotein cholesterol
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Stratificazione del rischio «assoluto» del paziente: valutare
non solo i livelli lipidici ma tutti i fattori di rischio, per interventi

piu mirati e personalizzati
Trattare la patologia di base nelle dislipidemia secondarie
Attenzione alle interferenze farmacologiche

Compliance / Adherence /Persistence



