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Mopouvoiaon MEPLOTATLKOU

e Tuvaika 60 etwv, pe ZA Il, xwpic KAwika epdavi KAN

e Jeaywyn He: petdoppivn 2g, aomipivn, tpunecaptavn 300 mg

Epyaotnploka eupnpoto KAwwkd svpiuota

HBAlc=6,4 % AN =130/85 mmHg
GFR=61% BMI = 27 kg/m?
LDL-C = 130 mg/d|

CK = 140 mg/dI

SGPT = 75 mg/d|

* 'Evapén owBaoctativng 40 mg

e Enodpevo mpoypappaTIopEVO pavteBou o 6 €B6




Mopouvoiaon MEPLOTATLKOU

2e 3 eLOOUASEC: EKTOKTN ETIKOWVWVIO = EVTOVEC HUAAYIEG OTA EYYUG TUAMATA TWV
AKPWV

?



[MoPEVEPYELEC OTATIVWV: CUXVEC N OXL;

MNapevépyela = epdaviletal pe T xopnynon tou ¢apudkou, efadaviletol PE TN
Siakorr Tou, emavedavileTOL LE TNV EMOVELCAYWYN TOU

AUENUEVOC O ATOAUTOC aPLBUOC acBevwy HE TTOPEVEPYELEC AOYW EUPELAC XpAoONG TwV
OTATLVWV

OL Beparmevtikol otoxol moAU avotnpoi, n doocoloyla auUEAveL KoL Ol TIAPEVEPYELEC
ennpealouv tn CUPUOPIWON

OL KAWIKEC peAETeC Oev avtikatomtpilouv pe akpifela tnv KAWLKA TiPAEn: ol aoBeVeig

avénuévou KvdUvou amokAglovTal pLV TNV TuxaLlonoinon

PRIMO STUDY : cuxvotnta epdaviong puomndbetac: 10%-15%

Harper CR, JacobsonTA. Evidence-based management of statin myopathy. Curr Atheroscler Rep. 2010; 12: 322-330
Arca M, Pigna G. Treating statin-intolerant patients. Diabetes, Metabolic syndrome and Obesity. Targets and Therapy. 2011; 4: 155-166



[MopEVEPYELEC OTATIVWV

v MuondabsLa
v HniatomndBeta (SGOT, SGPT > 3x)

NeupoAOYLKEC: alpoppaylko AEE, mepldeplkr) vEUPOTIAOELA, YVWOTIKEC OLOTAPAXEC
WuxlatplkES: auTmvia, urtvnAla, ouyxuon, mapaloBnoeLg

NedbpLKEC

PeUMATOAOYLIKEC

Takxopwdnc dtapfntng

ANwTekia

Jtutiki SuoAettoupyla

© O O 0O 0O 0O 0 O

Aldpeon nivevpovomnadeLla

Silva MA, Swanson AC, Gandhi PJ, Tataronis GR. Statin-related adverse events: a meta-analysis,. Clin Ther.2006; 28: 26-35



KaBoplopnoc HULKWY TToONoewv

OpLopMOG Epyaotnploka eupripoto KAwika svprijpotoa

MuomnaBela Mn eldka KabBe puikn mabnon

MuoAyla CK : ko Muko aAyoc/aduvauia

Muoottida CK: 1™ Mutko aAyoc/aduvapia

PafdopuoAuon CK: 1 (>10x) Muko aAyoc/aduvapia, mbavi
vedpikn SuoAettoupyia, avaykn
gvudatwong

Mancini J, Baker S, Bergeron J et al. Diagnosis, Prevention, and Management of Statin Adverse
Effects and Intolerance: Proceedings of a Canadian Working Group Consensus Conference. Can J
Cardiol. 2011; 27: 635-662




MNoBoyevela pukwyv mabnoswv amno tn AnYn otatvwv

Acetate

C Acetyl-CoA
Acetoacetyl-CoA

Co-enzyme Q10 1
S HMG-CoA =
Protein
Mayeionote MVK prenylation
C Mevalonate-5-P Geranylgeranyl-PP
A
Mevalonate-5-PP )

l Geranyl-PP —> Farnesy|-PP Lb Squalene
Isopentyl-PP { . )
Squalene-2,3-e de
l Dolichols «—— ( = Fos
v Lanosterol

Sec-tRNA N-linked glycosylation *3

7-Dehydrocholesterol «——— Lathosterol «—— Cholestadien-3B-ol

DHCR7 \*2
» Cholesterol < DHCR24 Desmosterol




Awadopkni S1Ayvwon CUUMTWUATWY UN-CUOXETWOUEVWY LE OTATIVEC

Quolkn aoknon Quolkn acknon Oeia Loyevng Aolpwén
loyevng Aolpwén Tpaupa XpovLa NIATIKr vOoOog
Tpavpa Inoopol f plyog Katavalwon aAkooA
Inaopol f piyog AAKOOALOOG FeveTikol mapAyovTeG
Yrno-unepBupeoeldLopog YroBupeoeldLopog

Avendpkela vitD MetaBoAlkég i pAeypovwdeLg puoTABELEG

2.Cushing, emwvedpldlakn avenapkela  EBvikotnta

YronopaBupeoeldLopog ISlomaBnc

IvopuaAyia NeuponaBela r pilitida

Peupatikr moAuvpuaAyia QOadppoaka (avtupuxwotkd, Puxotpomna)
2EN

MoAupuooitida

Nepideptkn Aptnplokr) N6oog

Dadpuoka (oTEPOELSN, AVTLKA,
avtiuXwolKa, Kokaivn, apdetapivec)



Entaveéetaon aoBevoulg

BaBuog aiyouc : 9/10

CK = 380iu/l (24-170)

TSH = 2,8 ulU/ml (0,27-4,7)
SGOT =50 iu/l

SGPT =88 iu/I

[eviki oUpwWV : K

25-OH-vitD = 30 ng /mI (< 10: mAnpng EAAewdn, 10-30: avenapkela, > 30: emapkeLa, >100: to§ikotnTa)



KaBoplopog CK kat amokKAELOUOG
AAAWV aLTiwv puomnadelag

i i ] i

MuaAyia

IAvsKrr'] oupTTwpaToAoyia AvekTh Mn avekth cuuntwuatoloyia
{ PaBSopuoAuG
koL CK < 5x oupmTwpaToloyia KOl BSop n
Kat CK > 5x CK < 5x

| ] i l

Awakomn otativng. Metd tnv utoxwpenon Twv
OUMMTWUATWY, Bla otativn o€ pkpotepn doon 1 Avaykalotnta otativng ;;
aAAayn otativng

Juvéxlon otativng n
uelwon g 6éong

AAYOPLOLOC OVTLUETWTILONC
LLOTIOOELOC ATIO OTATLVN

Mc Kenney JM, Davidson MH, Jacobson TA, Guyton JR. Final conclusions and recommendations of the of the
National Lipid Association Statin Safety Assessement Task Force, Am J Cardiol 2006; 97: 89C-94C



DapUaKOKIVNTLKA XOPOKTNPLOTIKA OTOTLVWVY

Parameter Rosuvastatin | Atorvastatin | Simvastatin | Pravastatin Lovastatin | Fluvastatin XL
Tmax, h 3.0-5.0 1.0-3.0 1.3-3.0 0.9-1.6 2.0-4.0 4.0

Cmax, ng/mL 37 27-66 10-34 45-55 10-20 55
Bioavailability,% 20 12-14 <5 18 5 6

Lipophilic? (IogP) No (-0.33) | Yes (4.06)
Protein binding, % 88 >95

Yes (4.68) [ No (-0.23) Yes(4.27) | Yes
94-98 43-55 >95

Metabolism Min CYP; CYP3A4 CYP3A4 Enzymatic& CYP3A4 | CYP2C9
CYP2C9 Non-enzymatic;
sulfation

Systemic active metabolites (#) | Yes I minor | Yes (2) Yes (3) No Yes (3) No
Transporter protein substrates | NR Yes Yes Yes Yes No
TY%,h 19.0 14.0 1.4-3.0 1.3-2.8 2.0 4.7
Renal excretion, % 10 <2 13 20 10 6

Biliary excretion, % 30 70 58 71 83 90




ANNAeTtibpaon otatvwy pe AAAa pappuoka

AVTILUKNTLOOLKA (LtpakovalOAn,
KeTokovaloAn, UikovaloAn)

, MakpoAideg
AtopBaoctativn
Avaotolrj CYP3A4 S iBaotativn AVOOTOAELG IPWTEACWY
MNpaBaoctativn Dunpdreg

BepamapiAn, Atktialéun
Bapdapivn

PocouBactativn  Alwdapovn

AvaotoAr CYP2C9 ;
d DAouBaoctativn Opemnpaloin
KukAooTmopivn
Awyoéivn
AAAOL pnxaviopot ,
KoAxikivn

NLKOTLWVLKO OV



YrioAutdatpkn toxuc twv Stadpopwv oTATIVWY

(mg) (mg) (mg) (mg) (mg) (mg)
N/A N/A 10 40 20 20

30%

38% N/A 10 20 80 40 40 n 80
41% 5 20 40 N/A 80 80

47% 10 40 80 N/A N/A N/A
55% 20 80 N/A N/A N/A N/A

63% 40 N/A N/A N/A N/A N/A
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AVEKTI) cUUNTWHATOAOY O
kot CK < 5x

KaBoplopodg CK kat amokAelopo ,

) P u' o ) HOS ] MuoAyia

AWV altiwv puomnabelag
Avektn Mn avekTn ’
OUUTTTWHATOAOY LA OUUTTTWHOTOAOYIO KOl Papdopuoiuon
kot CK > 5x CK < 5x

!

i i

Juvéxlon otativng f
ueiwon tg 8dong

Awakomn otativng. Meta tnv umoxwpenon Twv

aAAayn otativng

}

'

CUUMTWUATWY, (6la otativn og pikpodtepn doon n «—

Avaykalétnta otativng;;

Enavepdavion CUPMTWUATWV:

* Muwpn 80on pooouBaotativng (2,5-5 mg)

* PooouBaoctativn (5-10 mg) i atopPaoctativn (10-20 mg ) umu n
efdou.oxnua

e ECeTipiumn + pkpn 66on otativng

|

Enavepudavion cuPMTWHATWY HE StadopEeTIKEG oTATIVEG OE
Stadopetikég dOoELG:

EZeTipipmn, VikoTwviko o€, dLumpatec, KoOAeosBaAdpn os
pHovoBepareia ) cubuaouo Toug

Avoaveia ota mapanavw:

e POl amod KOKKvN payla (red yeast rice)
* DUTIKEG OTAVOAEG

e Juvévlupo Q

e vitD




AVTLUETWTILON NITOTOTIAOELAC ATTO OTOTIVEC

N TPAVOOULVACEC

h 4 v
<3 x ULN >3 =« ULN
l h
JuvExLon oTaTivnG KoL Awakormn otativng
ETIAVEAEYXOC OE 6 W (???) kot emaveéAleyxog




An Assessment of Statin Safety by Hepatologists

David E. Cohen, MD, PhD.** Frank A. Anania, MD,” Naga Chalasani, MD*

The purpose of the Liver Expert Panel was to provide advice to the National Lipid
Association’s (NLA) Safety Task Force in response to specific questions concerning
liver-associated risks of statin therapy. The panel was composed of academic hepa-
tologists with clinical and research interests in nonalcoholic fatty liver disease, lipid
metabolic disorders, and drug hepatotoxicity. © 2006 Elsevier Inc. All rights re-
served. (Am J Cardiol 2006;97[suppl]:77C-81C)

When a healthcare professional is concerned about the possible occurrence of a
hepatotoxic reaction due to statin therapy (eg, because the patient reports jaundice,
malaise, fatigue, lethargy, or related symptoms during treatment), the Liver Expert Panel

believes that an assessment of fractionated bilirubin level is advisable.

= |n the absence of biliary obstruction, bilirubin is a more reliable prognosticator of liver

injury in the setting of drug toxicity.

= |f the direct fraction of bilirubin is found to be increased in association with elevated
aminotransferases, it is reasonable to assume that there is ongoing liver injury and further

appropriate testing should be undertaken to ascertain the etiology.



AVTLUETWTILON NITOTOTIAOELAC ATTO OTOTIVEC

N TPAVOOULVACEC

Mc Kenney JM, Davidson MH, Jacobson TA, Guyton JR.

v
h 4 v
<3 x ULN >3 =« ULN
l h
JuvExLon oTaTivnG KoL Awakormn otativng
ETIAVEAEYXOC OE 6 W (???) kot emaveéAleyxog
v . v !
Quolohoyika Auénpéva enineda
h 4 h 4
EmavéAeyxog povo oe Alepevvnon AAAWV attiwv
avénon tng 66ong 1 aAAayn NnatikiG BAABNG (AKOOA,
NG otativng dapuaka, nratitda)
e 1610 otativn o€ pelwpévn Soon <
e AMayn otativng
e AN uTtoAUTLO QLKA dApOKa

Final conclusions and recommendations of the of the
National Lipid Association Statin Safety Assessement

Task Force, Am J Cardiol 2006; 97: 89C-94C
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YUUTTEPACHOTOL

JTATIVEC: amoteAeopatTiKA Kat acdaAni dappoka pe amodedelyuevo KALVIKO 0deAOC

MpLv TN XYopnynon touc:

avayvwplon acBevwv uPnAol kivduvou yla tnv epdAVIoN TIOPEVEPYELWV
T(POOEKTLKO LOTOPLKO Kol KAWVIKA €€€TOON

OTOXEUMEVOC EPYACTNPLAKOG EAEYXOC KoL

EVNUEPWON aoBevolC yLa TNV AVOyVWPLON TWV OUUITTWHATWY

2tnv epdAvIoN TIOPEVEPYELWV:

KaBnouyaopocg acBevouc: avaotpeplpotnta He tn SLakomn
A&loAoynon tng Baputntag

ATIOKAELOMOG GUUTTAPAYOVTWY

Tpomomnoinon tng docoloyiag i Tou UTTOAUTLO OLLULKOU OKEUAOUOTOC

—

g

Ertthoyn
KATAAANANG
otativng
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