YI'I OAEII'I OMENOZ KAPAIAI' I' EIAKOZ
KINAYNOZ-ANAIKAIOTHTA OEPAIMNEIAX
MEPA AlNO TIZ ZTATINEZ

MQY2ZHY EATZAZ, KAOGHITHTHZ
TTAOOAOITAZ IATPIKHZ ZXOAHZ
TTANETTIZTHMIOY ICQANNINSGON


http://www.flickr.com/photos/ntaras/7032546333/in/photostream
http://www.flickr.com/photos/ntaras/7032546333/in/photostream

KAINIKO TTEPIZTATIKO [I]

AoOevinc 62 cTwv pe 10Topik0 OEM uno aywyn pe
aroppaotarivn (40 mg/d) éxer LDL CHOL 75 mg/dL,

TRG 190 mg/dL, HDL CHOL 39 mg/dL
EER R R



BAZIKOZ 2TOXOZ THZ ArQrHz:
H MEIQQZH THZ LDL CHOL

OI ZTATINEZ ATIOTEAOYN TH BAZH
THZ YTTIOAITIIAAIMIKHZ AIQrHz



2TOXOI ArQArHz:

LDL CHOL <70 mg/dL
non HDL CHOL <100 mg/dL

EmiBuunta erineda:
HDL CHOL >40 mg/dL
TRG <150 mg/dL

Hellenic J Atheroscler 2011, Eur Heart J 2011




COMBOS STUDY: THE COMBINATION OF PRESCRIPTION
w-3 FATTY ACIDS WITH SIMVASTATIN

mg/dL SIMM EV.‘;\A :( ?upf' %ﬁ?’r?cﬁl\c\:asmoﬁ %(/dV)A + p
(40 mg) (4 g) PLACEBO
LDL CHOL 0.7% —2.8%  0.052
" HDL cHOL 3.4% -1.2% <0.001
~Non HBL ¢HOL 9% 2 2%  <0.001
 TRG -29.5% -6.3%  <0.001
Apo B -4.2% -1.9%  0.023

T CHOL/HDL CHOL  -9.6% -0.7%  <0.001
Clin Ther 2007:20:1354-67



Recently  the  availability  of
prescription of w-3 fatty acids
provides an option to lower TRG in
patients with mixed dyslipidemia

EUROPEAN SOCIETY OF CARDIOLOGY (ESC) AND THE EUROPEAN
ATHEROSCLEROSIS SOCIETY (EAS) GUIDELINES FOR THE
MANAGEMENT OF DYSLIPIDEMIAS (2011)



EUROPEAN SOCIETY OF CARDIOLOGY (ESC)
AND THE EUROPEAN ATHEROSCLEROSIS
SOCIETY (EAS) GUIDELINES FOR THE
MANAGEMENT OF DYSLIPIDEMIAS (2011)

MANAGEMENT OF MIXED DYSLIPIDEMIAS

IF TRG ARE NOT CONTROLLED BY STATINS
OR FIBRATES

MAY BE CONSIDERED TO DECREASE
TRG FURTHER, AND THESE COMBINATIONS
ARE SAFE AND WELL TOLERATED




2° TIEPIZTATIKO

( AcOevinc B9 sTwv diaPpnTikogc pe diaPnTikn \
apgpipAnoTpocidomddceia umd aywyn pe owpaorartivn (40 I
|  mg/d) éxer LDL CHOL 73 mg/dL, HDL CHOL 35
mg/dL, TRG 190 mg/dL, oupiké 6.8 mg/dL, Creat I
l 1.0 mg/dL




2TOXOI ArQQrHx:

LDL CHOL <70 mg/dL
non HDL CHOL <100 mg/dL
A1C<7%

EmiOuunta ewineda:
HDL CHOL >40 mg/dL
G <150 mq/

Hellenic J Atheroscler 2011, Eur Hear J 2011, ADA 2013




YTTOAOITTOMENOZ
KAPATAITEIAKOZ KINAYNOZ &

AOHPOIONOZ AYZIAITIIAAIMIA
(ATRG/VWHDL CHOL)




D ACCORD
! Diabetic Patients with Elevated TG - Low HDL-C

SR

Patients with Atherogenic Dyslipidaemia (HDL <34 and TG>204 mg/dl*) had
a 70% higher relative risk of major CV events** compared to those without
Atherogenic Dyslipidemia, despite achieving a mean LDL-C of 80 mg/di

20

15

10

Without With
Atherogenic Dyslipidemia Atherogenic Dyslipidemia

* HDL<0.88 mmol/L; TG <2.3 mmol/L
**Major CV events defined as CV death, nonfatal Ml and nonfatal stroke

ACCORD Study Group. N Engl J Med Ma

- Simvastatin




2E AZOENEIZ ME AEE n TTAPOAIKO AEE

Kivduvoc yia Tnv epgavion pei{ovwyv
Kapdlayyelakwy oupdPpapaTwy
aOnpwyovoc¢ duoAimidaipia

PERFORM n=19.106 1.36

SPARCL,

n=4731 1.40

Stroke 2014




KATEYOYNTHPIEZ OAHITEZ
KAI KAINIKH TIPA=H



"The Panel believes that there is insufficient evidence
to define targets for TG or HDL-C in high-risk patients.
Instead, treatment should be tailored to the
individual to achieve desirable levels..."

Desirable lipid levels in patients at high risk of CVD,
according to recent European guidelines

Triglycerides: <150 mg/dL (< 1.7 mmol/L) \

HDL-C: > 40 mg/dL (> 1.0 mmol/L) in men;
> 45 mg/dL (> 1.2 mmol/L) in women

(& LIPID &
7 METABOLIC Chapman MJ, et al. Eur Heart J. 2011;32:1345-1361.



Proposed Algorithm for Management of Elevated TG
and/or Low HDL-C in High-Risk Patients at LDL-C Goal

High-risk patient at LDL-C goa
with

TG 2 150 mg/dL (1.7 mmol/L)
and/or

HDL-C < 40 mg/dL (1.0 mmol/L

* Intensify lifestyle management
* Address secondary causes
* Check compliance

|

Insufficientimprovement?

Consider intensifying
LDL-C lowering

( LIPID &
2 METABOLIC Chapman MJ, et al. Eur Heart J. 2011;32:1345-1361.



AYZAINIAAIMIA

MH ENITEY=H
2TOXOY IN'TA THN
LDL CHOL

. B

2TATINH*

ENMNITEY=H TOXOY
NA THN LDL CHOL

®

®YZIOAOIIKA TRG KAI YWHAA TRG KAI
HDL CHOL XAMHAH HDL CHOL/
AIMAASIASMOS THXE YMOAOINOMENOZ K/A
AOZHZ THZ >TATINHZ l KIN&Y”OZ‘
. = _ STATINH STATINH A
MH ENITEY=H + +
>TOXOY I'IA THN -3 AIMAPA O=EA ®IMMPATH
LDL CHOL
STATINH
STATINH +
. ZTAT,_INH NIK:- =7 -«O O=Y
EZETIMIMMH PHTINH
AEZMEYZHZ
XOAIKOQN O=EQN
(COLESEVELAM)

EMNITEY=H 2TOXOY LDL CHOL, TRG KAI HDL CHOL
KAINIKO O®PEAOZ




ENAAAAKTIKH ETTIAOIMH:

XOPHI'HZH
SAINOSIMITIPATHZ



ETIIAPAZH THZ ZAINOZIMTIPATHI
TTA AITIIAIA TOY OPOY (mg/dL)

LDL CHOL 157443 145135 <0.01
HDL CHOL 3516 41+10 <0.001

TRG 3431413 202493 <0.001

J Cardiovasc Pharmacol Ther 2004:9:27-33



POZOYBAZTATINH (10 mg) + SAINOZIMTIPATH (200 mg)
YE AZOENEIZ ME MIKTH YTTEPAITIIAAIMIA

LDL CHOL
TRG
HDL CHOL
NON HDL CHOL

OYPIKO O=Y “21% (ATIO 6.294.9 mg/dl)

» HOMA INDEX -40% ( BEATIQZH THZ
EYAIZOHIIAT STH APATH

THZ INZOYAINHE)

A. Agouridis et al: Lipids 2011;46:521-8




COMPARISON OF VARIOUS
THERAPEUTIC REGIMEN IN PATIENTS
WITH MIXED DYSLIPIDEMIA

ROSUVA ROSUVA ROSUVA
(40mg/d) (10mg/d) + (10mg/d) +
FENO w-3 fatty acids
200mg/d

Glucose

Insulin
HOMA index

A. Agouridis et al: Lipids 2011;46:521-8



Current Vascular Pharmacology, 200, 3, 8798

Fenofibrate: Metabolic and Pleiotropic Effects

Vasils Tsi111i11c:‘t|:inms1. George Milfndous', Stll S, DHEkHlﬂpmllﬂuE. Dimitr P, Mikhailids” and
Moses S. Elisaf”

“Department of Intemal Medicine, Medical School, University of Ioanning, Joanning, Greece and “Department of
Clinical Biochemistry, Roval Free and University College Medical School (University of London), Royal Free Campus,
London, UK




XOPHIHZH 2AINOSIMITPATHZ
MAZI ME ZTATINH ZE
AIABHTIKOYXZ AZOENEIX:
H MEAETH ACCORD



. _
The first study to evaluate adding an LMA
to a statin in patients with T2DM at goal for LDL-C

® The only placebo-controlled, double-blind arm of the ACCORD

Programme _ _
Simvastatin 20-40 mg
+ Fenofibrate 160 mg**
(n=2,765)
Simvastatin
patlents
with T2DM \
Simvastatin 20-40 mg +
Placebo
GQEPVAE))
—
Month 1 Mean 4.7-year follow-up

LMA: lipid-modifying agent
*According to patients’ LDL-C levels and CVD history
**Bioequivalent to 200 mg micronised and 145 mg nanocrystal. Patients whose eGFR was 30-50 mL/min/1.73

m?2 received a lower dose of fenofibrate, corresponding to 1/3 of the normal daily dose

Ginsberg HN et al. Am J Cardiol 2007;99(12A):56i-67i.
ACCORD Study Group. N Engl J Med. 2010. Epub.



Baseline characteristics

Lipids

Simvastatin +

Simvastatin +

AC27

Baseline lipids Fenofibrate Placebo (r?—VSerS?LIEIS)
(n=2,765) (n=2,753) T
Mean total cholesterol
Mean LDL-C 00 G 101 (2.6) 101 (2.6)
Mean HDL-C
oY O o ® o 3

Median triglycerides

Interquartile range

Data presented as mg/dL (mmol/L)

ACCORD Study Group. N Engl J Med March 14, 2010. Epub.

LSS




Primary Outcome

Fenofibrate Placebo
(N=2765) (N=2753)
N of Rate N of Rate
Events (%/yr) Events (%/yr) HR (95% Cl) P Value

Primary Outcome:

Major Fatal or Nonfatal 291 2.24 310 2.41

Cardiovascular Event

0.32




31% reduction in major CV events

in patients with elevated TG and low HDL-C

® Fenofibrate was associated with a reduction in
major CV events* in the subgroup of dyslipidaemic patients (TG =204
mg/dL and HDL-C <34 mg/dL)

18 - 31% RRR B Simvastatin (n=456)

16 1 17.32% B Simvastatin + Fenofibrate
14 (QEL )]

12 -
10 -

HR 0.69, ARR 4.95%

Proportion with Event

O N & O @
[ N I N |

RRR: relative risk reduction

TG =204 mg/dL + HDL-C =34 mg/dL
(n=941)

® 20 of these patients need to be treated for 5 years to prevent one
event (NNT = 20)

*Major CV events defined as CV death, nonfatal MI and nonfatal stroke

ARR: absolute risk reduction
ACCORD Study Group. N Engl J Med March 14, 2010. Epub.



EFFECT OF FIBRATES ON CARDIOVASCULAR
OUTCOMES: A SYSTEMIC REVIEW AND META-
ANALYSIS

n=18 peAétec, 45.058 aroua
FIBRATES:
¥V kapdiayyelakwv ouppapdtwy kata 10%, p=0.048

V otepaviaiwv ouppapdtwy kata 13%, p<0.0001

V mBavérnrac e€éMEnc Tne mpwreivoupiac kara 14%,
p=0.028

Aev mapatnpnOnke onpavTikin avénon TG emimTwWoNng avewOUUNTWY
evepyeiwyv / pikpéc av€noeic Per

Lancet 2010:;375:1875-84



H ZAINOZIMTIPATH EINAI H
MONAAIKH IMTIPATH TTOY
ETIITPETTIETAI NA ZYI'XOPHITHOEI ME
MIA ZTATINH



ACCORD STUDY:

SAFETY OF THE COMBINATION THERAPY

CK>10 X ULN

ALT>3 X ULN

FENOFIBRATE
10 (0.4%)

52 (1.9%)

PLACEBO
9 (0.3%)

40 (1.5%)

Lancet 2010;362:1563-74




XOPHIHZH TYNAYAZMOY ZTATINON
ME TAINOZIMTIPATH (1)

»2¢& aoBeveic uynAoU KivOUvou pe aBnpwyovo
OuoAiidaipia

»2¢ aoBeveic mov ouvepyalovral

“Otav civai duvatn n mwapakoAolOnon Twv
aocOevwv




XOPHIHZH ZYNAYAZMOY ZTATINGON
ME ZAINOZIMITPATH (2)

TTIPOZOXH oe nAikiwpgéva aropa

OXI ot veppiKA avemapKeld -
OXI oe umoBupeocidiopo




H ETTIAPAZH THZ
PAINOSIMIIPATHZ ZTIZ
MIKPOAITEIAKEZ ETIITIAOKEZ
TOY AIABHTH



Fenofibrate reduces MICROvascular events
in type 2 diabetes: FIELD study

Retinopathy -31% (p=0.002)

requiring laser’

Urinary albumin
excretion rate?

-15% (p=0.002)

O o, -38% (p=0.01)

Risk reduction (%)

1 - Keech AC et al. Lancet 2007;370:1687-97.
2 - Keech AC et al. Lancet 2005;366:1849-61.

3 - Colman P et al. EASD 2008; Abstract A-08-2532. -



AC34

Simvastatin + Simvastatin +
Laboratory Measures, no. (%) Fenofibrate
\| =

Post-randomization incidence
of microalbuminuria (=30 to < 300 mg/g*)

Post-randomization incidence of
macroalbuminuria (>300 mg/g*)

289 (10%) 337 (12%)

*mg albumin/g creatinine

ACCORD Study Group. N Engl J Med March 14, 2010. Epub. J
LSS




ACCORD-EYE

Lipid Arm

Fenofibrate significantly reduced the rate of progression of
diabetic retinopathy* by 40%
Primary outcome

12 4
10.2%

~ 10 -

5 _ o
. ARR = 3.7% 40%
I 8 NNT = 27 . P
()]

‘a§ 6.5% OR 0.60
g-; 6 - 95% CI 0.42-0.87
()}
5
] 4
= 0
)
® 2 -
0 ]

Simvastatin + placebo Simvastatin + fenofibrate

* 3 step or more progression on the ETDRS scale or development of diabetic
retinopathy necessitating laser photocoagulation or vitrectomy

The ACCORD Study Group and ACCORD Eye Study Group. N Engl J Med June 29, 2010. epub.



ATTIOTEAEZMATA
TCIN MEAETS2N FIELD
KAI ACCORD

n=11.388 aropa , 5701 uno aywyn pe fenofibrate, 5
£TN

FENOFIBRATE:

W kata 31% Tnc Oepanciac pe laser

W tnc c€éMEnc Tne diaPnTIKAC ap@iPAncTposIdonddeiac
amwoAuTn peiwon kara 5% oe 5 érn, p=0.022 FIELD
amwoAuTn peiwon kata 3.7% oe 4 érn, p=0.006 ACCORD

MeyaAUtepn wyéEAeia o aropa pe mpoUmapxovoad
appipAnoTpocidonadeia



ACCORD-EYE STUDY

PLACEBO FENO p NNT
n=787 n=806
y/ y/

EEEMEN TNC 10.2 6.5 0.006 27
o1aPnNTIKAG

ap@ipAnoTpocidondaOciac™

> ApvVNTIKO I0TOpIKO 6.4 6.2 0.03 500
> TlponynO¢cioa véooc 13.6 6.7 0.03 14

*Karta 3 pnpgatra n eppavion diapnrikng - ap@ipAnoTpocidonadsiac mou
anaitTouoe Oepancia pe laser N vitrectomy



2 uoowpeuon Aimidiwv
(roAuakopeoTwy Airapwy of Ewv Kal €0TEPWY
X0oAnoTepoAng) otov ap@iPpAnoTpocidn

‘ é pwToof cidwon

O&cidwpéva Airidia

¥

Toikn PAapn ora kKUTTApa Tou apgipAnoTpocidn

O€c1dwTiIKO stress

1)

2 akxapwdne AiapiTng




AIABHTIKH AMZIBAHZITPOEIAOTIAOEIA-
O POAOX THZ Apo A,

Apo Al ——— HDL-based petayopa
Amidiwv and Tov apipAnoTpocidn

l

W AImoToIkOTNTAC
Scavenger
eAEUOEpWV p.zw\
O
: TIPOZTAZIA
TOY AMZIBAHZTPOEIAH



A Tnc Ekppaonc Twv PPARa umrodoxEwv
(FENOFIBRATE)

$

! W @AcypoviAc agglgl\gmpoelﬁo()g_l
e€idpwonc uypoU ota ayyeia Tou

appIPAnoTpoEIdoug

K’ HETAVAOTEUONC KAl ToUu moAAawAdociacpou A

TWV evO0ONnAlaKwWY KUTTAPWYV

J




DOI: 10.1111/ee1.12068

REVIEW ARTICLE

Fenofibrate and the kidney: an overview

Michagl 5. Kostapanos, Matilda Florentin and Moses 5. Elisaf

Department of Intemal Medicine, Medical School, University of loanning, loannina, Greece




ETTIAPAZH THX 2AINOZIMTIPATHZ ZTH
NEEPIKH AEITOYPITA - H MEAETH FIELD

o
o
6 )
\_ J/

Diabetologia 2012:;55:1641-50




s e
Z’
ZYMTTEPAZMATA (1)

FENOFIBRATE (W tnc ékgpaonc Twv COX-2):

Pcr (mtapodikn-avrioTpenTh)
A Pcr>30% diakori ]

ATopa uynAoU kivduvou :

HAikiwgéva dAartopa HE EKmTWON TNC  VEPPIKAG
AgiToupyiacg

A doon

+ pappaka wou emnpealouv TN VEPPIKA aigodUValiki




FENOFIBRATE

\ 4

¥ TIPQTEINOYPIAZ




FENOFIBRATE

\ 4

MAKPOXPONTIA BEATIC2H
THZ NEZPIKHZ AEITOYPITAZ




ENAEIZEIX XOPHIHZHZ 1
FAINOZIMITIPATHZ

Oc¢pancia TNnG ooPapnc uUmepTPIyYAUKEPIOAIHIAC
pue N xwpic xapnAn HDL xoAnoTtepoAn

MikToU TUTOU UmepAimidaigdia, oTav {id oTarivn
avTevoeikvuTal N Oev YiveTAl AVEKTN

- MikTR urepAimidaigia oe aoBeveic uynAou
kapdiayyeiakoU KivOUvou, O€ OuvOUdOHO HE
oTarivn, Ootav Ta TpiyAukepidila kai n HDL

k XoANOTEPOAN Oev EAEYXOVTAl ETTAPKWC /




International Journal of
EVid en ce- Based Healthca re Tue Joasna Bricos InsTiTUTE

doi:10.1111/j.1744-1609.2012.00275.x Int | Evid Based Healthc 2012; 10: 181-190

EVIDENCE TRANSFER

Use of fibrates in clinical practice: Queensland Lipid Group
consensus recommendations
lan Hamilton-Craig MBBS PhD FRACP FCSANZ FLS," Karam Maximilien Kostner

MD FRACP FCSANZ,* Stan Woodhouse MBChB FRACP FCSANZ® and David Colquhoun
MBBS FRACP FCSANZ*

'Department of Cardiology, Gold Coast Hospital, Griffith University School of Medicine, and Griffith Health Institute, Heart Foundation
Research Centre, Southport, Queensland, Department of Cardiology, Mater Hospital, and The University of Queensland, Brisbane,
Queensland, *The University of Queensland, Brisbane, Queensland, and *Department of Cardiology, Wesley Medical Centre,
Auchenflower, and The University of Queensland, Brisbane, Queensland, Australia




O giunparec civar @appaka mwpwrinC £wIAOYNC O€ ATopa HE

TRG6>400mg/dl (+ kaAog yAukaigikog €Aeyxog /amokAEIopog
deuTtepotaOwy aiTiwv)

QO giumparec civar pappaka deUTepne emidoyng (+orarivn) oe
aropa pe TRG <400mqg/d|

dZe ouvduaopévn aywyn: OXI TEMEIMTIPOZIAH MONO
FAINOZIMTIPATH

O1 @IUmpdATeEC HEIWVOUV TA Kapdiayyeldkd ouppdapara oe

aToua e TRG6 >200mg/dl kai/n HDL CHOL <40mg/di
(46mg/d| oe yuvaikeg)

dH ¢@aivopignpdtn pmopei va eivai XpAoipun yia tnv mpoAnyn
IKpoayyelakwy emimAoKwY o€ diaPnTikoUC aocOeveic




ANTMETQTTIZH ATOMOQN YYHAOY KINAYNOY ME AY=HMENA
TRG(>150mg/dl) KAT / H MELZMENA ETTITIEAA HDL CHOL (<40mg/dl)

A. ETIITEY=H ZTOXOY OZON AZOPA THN LDL CHOL (<100/80mg/dl)

B. YFTEINOATAITHTIKH TTAPEMBAZH / ATTOKAEIZMOZ AITIQ)N

AEYTEPOTTAOOYZ AYZAITIIAAIMIAZ (KAKOZ FAYKAIMIKOX EAErXOZ,
AIAITA TTAOYZIA ZE YAATANGPAKEZ, KATINIZMA, AAKOOA, TTAXYZAPKIA)

C. AYO ENAAAAKTIKEZ ZTPATHI'IKEZ

4/\

TIEPAITEPQ MEIQZH THZ LDL CHOL XOPHIHZH EAINOZIMTIPATHZ (KYPIQZX ZE
" ATABHTIKA ATOMA ME
(+ezetimibe)

AMZIBAHI TPOEIAOTTAOEIA)

European Atherosclerosis Society Consensus
Eur Heart J, 2011



[ THE CURRENT LEVEL OF EVIDENCE FOR CLINICAL )

OUTCOMES BENEFIT AND SAFETY SUGGESTS THAT
FENOFIBRATE MAY BE THE PREFERRED FIBRATE FOR
COMBINATION WITH A STATIN AND MAY ALSO
HAVE PARTICULAR VALUE IN T2DM PATIENT WITH

\ MILD-TO MODERATE RETINOPATHY /

ATTAITEITAI EAEMXOZ AST/ALT/CK/KPEATININHZ

European Atherosclerosis Society Consensus
Eur Heart J, 2011




EUROPEAN SOCIETY OF CARDIOLOGY (ESC)
AND THE EUROPEAN ATHEROSCLEROSIS
SOCIETY (EAS) FOR THE MANAGEMENT

OF DYSLIPIDEMIAS (2011)

MANAGEMENT OF MIXED DYSLIPIDEMIAS

A COMBINATION OF STATINS WITH FIBRATES
CAN ALSO BE CONSIDERED WHILE MONITORING
FOR MYOPATHY, BUT THE COMBINATION WITH
GEMFIBROZIL SHOULD BE AVOIDED




EZATOMIKEYZH THZ AIQrHz (1)

Xopnynon @aivo@iumrparng
[1 CAPS] pera 1o mpwivo



ESATOMIKEYZH THZ ATQrHZ (2)

TTIPOZOHKH EAINOZIMITPATHZ

V LDL CHOL katd 8% == LDL CHOL 67 mg/dL
AHDL CHOL katd 15% ™= HDL CHOL 40 mg/dL
Vv TRG kata 25% wmp TRG 143 mg/dL

Vv OupikoU kata 25% ™= Oupiké ofU 5.1 mg/dL



2YMTTEPAZMATA

2. Tarivn
+

Paivopimparn

liJ« TpiyAukepidia + T HDL-C + 4 Oupikol l
Kapdiayyeiakwyv ocuppaparwyv oe aoOeveic pe adnpwyove
duoAiImidaipia

! Mikpoayyeiakwv enimAokwv diaPATn (kupiwe SiapnTikn
apgipAnoTpocidonadsiac)




