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PRAVAFENIX
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+160mg fenofibrate
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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
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LDL CHOL

TRG

HDL CHOL

NON HDL CHOL

i gDDo] J 3¢ -21% (g DZ 6.2 C 4.9 mg/dl)

»HOMAlNDEX - 40% ( é@QGQYdZR Gi
g§ag0dzUk dzQg dz dzGKk

Gkdz O03d7 § 003k

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







. _
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**
Simvastatin
5,518 0 a0 g /

(n=2,765)

patients
with T2DM

Simvastatin 20 -40 mg +

Placebo
(n=2,753)
Month 1 Mean 4.7 -year follow -up

LMA: lipid - modifying agent
*According to pQlévelssandC¥D histoy L
**Bjoequivalent to 200 mg micronised and 145 mg nanocrystal. Patients whose e GFR was 30 -50 mL/min/1.73

m? 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.



Primary Outcome

Fenofibrate Placebo
(N=2765) (N=2753)
N of Rate N of Rate
Events  (%lyr) Events  (%lyr) HR (95% CI) P Value

Primary Outcome:

Major Fatal or Nonfatal 201 2 24 310 241

Cardiovascular Event

0.92
(0.79-1.08)

0.32




31% reduction in major CV events .
In patients with elevated TG and low HDL -C

Fenofibrate was associated with a reduction in
maj or CV events* 1In the subgroup of d
mg/dLand HDL -C O34 mg/ dL)

18 - 31% RRR B Simvastatin (n=456)
16 1 17.32% B Simvastatin + Fenofibrate
14 A (n=485)

12 -
10 A 12.37%

HR 0.69, ARR 4.95%

Proportion with Event

o N A O ©®
] 1 1 1 1

RRR: relative risk reduction
TG 0204 mg/dL + HDL-C O34 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 Ml 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 | W& & ¥svD58 AY I | U

FIBRATES :

aUg oWValUZLF -ER Y 1A%, p=0.048
JUE&Uk o8BI BY QA% p<0.0001
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Lancet 2010;375:1875 -84
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SAFETY OF

CK>10 X ULN

ALT>3 X ULN

ACCORD STUDY:

HE COMBINA

FENOFIBRATE
10 (0.4%)

52 (1.9%)

ION

HERAPY

PLACEBO
9 (0.3%)

40 (1.5%)

Lancet 2010:362:1563

- 74
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*eGFR<60mMI/min
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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. -



ACCORD -EYE

Lipid Arm

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

12 -

10.2%

10 o
- 0)

ARR = 3.7% 40%

8 A NNT = 27 p=0.006

6.5%

OR 0.60
95% C10.42 -0.87

Rates of progression
of diabetic retinopathy (%)

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.



ACCORD EYE STUDY

PLACEBO FENO p NNT
n=7/87 n=806

% %
geacddan 10.2 6.5 0.006 27
yaygavyack A&l
UryageawyYi |l Wayl UAAWaA UT *

0 g7 Ea YaarEyr| 7 acE® 6.2 0.03 500
U DZ | & ¢ & AEW \Witl3.6 6.7 0.03 14

*Q u?/’smrz;’El- UVE)WH y AEQ & ga YAEYER géawyl | Waly I
UUUyUayYhARivWUWiadér Avitrectomy



n=11.388 AY I I, B701 7 UMW ¢ O g Afenofibrate, 5
aYa

FENOFIBRATE :

A EUY34% YaAW UUWMAasér

AvYaWwede aglavugavvamgA®eawyy | Wa

UUT &1 Wi CBMAYS8 wVB &4 Y =0.022 FIELD

UUT &1 YWa CBMAY3A7% WW & Y p=0.006 ACCORD
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FENOFIBRATE AND DIABETIC
RETINOPATHY (1)

LIPID ORELATED MECHANISMS

FENOFIBRATE ® & Apo A,

Apo A,: an Independent protective factor for DR
development

Apo A,: Is overexpressed In the retinal of diabetic
patients and Is Involved In the Intraretinal reverse

transport of lipids thereby preventing lipid deposition
and lipotoxicity

Apo A,. potent scavenger of reactive oxygen species
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DOI: 10.1111/ect.12068

REVIEW ARTICLE

Fenofibrate and the kidney: an overview

Michael 5. Kostapanos, Matilda Florentin and Moses S. Elisaf

Department of Intemal Medicing, Medical School, University of loannina, loanning, Gresce




Diabetologia 2012;55:1641 - 50
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145 mg/d: eGFR <60 ml/min

67/mg/d: eGFR <20ml/min
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PRAVASTATIN AND EVIDENCE -

BASED MEDICINE




West of Scotland Coronary
Prevention Study (WOSCOPS)

A Study design

I Primary prevention of myocardial infarction in 6595 men

I Mean baseline LDL: 192 mg/dL

A Study intervention
I Pravastatin 40 mg or placebo

A Primary endpoint

T Nonfatal Ml and CHD death

Shepherd J, etal. N EnglJ Med . 1995;333:1301 -1307



WOSCOPS
Nonfatal Ml and CHD Death

Placebo (n = 3293)
g 107 Pravastatin (n = 3302) 31%
q>) g - relative
w risk
= 6 - reduction
; P <.001
2 4
Q
O
¢ 2-
(o 8
0 = :
0 1 2 3 4 5 6

Years

Adapted from Shepherd J, et al. N Engl J Med . 1995;333:1301 -1307



