
 
 
 

ǰ ǧǴǰǪǭǰǳ ǳǴǥŰǧǲǰǳ 
ǳǵǮæǵǥǳǭǰǳ ǱǲǥǦǥǳǴǥǴǪǮǩǳ 

ǭǧ űǥǪǮǰűǪǭǱǲǥǴǩ 
ǭÝǵǳǩǳ ǧǬǪǳǥű 

ǫǥŰǩůǩǴǩǳ ǱǥŰǰǬǰůǪǥǳ  
ǪǥǴǲǪǫǩǳ ǳǶǰǬǩǳ 

ǱǥǮǧǱǪǳǴǩǭǪǰǵ ǪÝǥǮǮǪǮÝǮ 

OLD HOUSE DETAIL  
IOANNINA  



PRAVAFENIX  
 
 

Caps ÙȈȋ ÙŴȉȃǻȌȈȋȆ 40mg pravastatin 
+160mg fenofibrate  



ǳǵǮæǵǥǳǭǰǳ ǳǴǥǴǪǮǩǳ  
ǭǧ űǥǪǮǰűǪǭǱǲǥǴǩ 

ÇǳȋȆȈȅȃȄǼ ǾŴȅŶɻȎŵȁ ŶȈȋ ȅȃÙȃųŲȃŀȃȄȈȒ 
ÙȉȈŷɻȅ:  
ǦŴȅŶɻȎŵȁ ŶȁȊ ŲȂȁȉȎǿȑȆȈȋ ųȋŵȅȃÙȃųŲȃŀɻŲȊ 
ĄĄĄLDL CHOL,  ĄĄTRG, ăHDL CHOL 
 
ÇǭŴɻȎŵȁ ŶȈȋ ȋÙȈȅŴȃÙȑŀŴȆȈȋ ȄŲȉųȃŲǿǿŴȃŲȄȈȒ 
ȄȃȆųȒȆȈȋ  
 





ǳǵǮæǵǥǳǭǰǳ ǳǴǥǴǪǮǩǳ  
ǭǧ űǥǪǮǰűǪǭǱǲǥǴǩ 

EVIDENCE  ð BASED MEDICINE :  ǭŴɻȎŵȁ 
ŶȎȆ ȄŲȉųȃŲǿǿŴȃŲȄȓȆ ŵȋŀǾŲŀǺŶȎȆ ŵŴ 
ŲŵȂŴȆŴɻȊ ŀŴ ŲȂȁȉȎǿȑȆȈ ųȋŵȅȃÙȃųŲȃŀɻŲ 



LDL CHOL - 44% 

TRG - 50% 

HDL CHOL  +8% 

NON HDL CHOL  - 42% 

ǰǵǲǪǫǰ ǰǯǵ - 21% ( ǥǱǰ 6.2Č4.9 mg/dl)  

HOMA INDEX  - 40% (  ǦǧǬǴǪÝǳǩ Ǵǩǳ 

ǧǵǥǪǳŰǩǳǪǥǳ ǳǴǩ æǲǥǳǩ 

Ǵǩǳ ǪǮǳǰǵǬǪǮǩǳ) 

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

ǲǰǳǰǵǦǥǳǴǥǴǪǮǩ (10 mg) + űǥǪǮǰűǪǭǱǲǥǴǩ (200 mg) 

ǳǧ ǥǳŰǧǮǧǪǳ ǭǧ ǭǪǫǴǩ ǵǱǧǲǬǪǱǪæǥǪǭǪǥ 





Ƕǰǲǩůǩǳǩ űǥǪǮǰűǪǭǱǲǥǴǩǳ 
ǭǥǨǪ ǭǧ ǳǴǥǴǪǮǩ ǳǧ 
æǪǥǦǩǴǪǫǰǵǳ ǥǳŰǧǮǧǪǳ:                             
ǩ ǭǧǬǧǴǩ 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  

5,518 
patients  

with T2DM  

Mean 4.7 - year follow - up  

Simvastatin 20 - 40 mg + 

Placebo  

(n=2,753)  

Simvastatin 20 - 40 mg  

+ Fenofibrate 160 mg**  

(n=2,765)  

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

LMA: lipid -modifying agent  
* According to patientsô LDL-C levels and CVD history  
* *Bioequivalent to 200 mg micronised and 145 mg nanocrystal.  Patients whose e GFR was 30 -50 mL/min/1.73 
m 2 received a lower dose of fenofibrate , corresponding to 1/3 of the normal daily dose   

Month 1  

Simvastatin 
20 - 40 mg*  

ACCORD Lipid 



Primary Outcome  

Rate Rate 
(%/yr) (%/yr) HR (95% CI) P Value 

Primary Outcome:             

Major Fatal or Nonfatal  

Cardiovascular Event 
291 2.24 310 2.41       0.92  

(0.79 - 1.08) 
0.32 

Fenofibrate Placebo 
(N=2765) (N=2753) 

N of  

Events 

N of  

Events 



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 Ó204 
mg/dL and HDL -C Ò34 mg/dL) 

0

2

4

6

8

10

12

14

16

18

TG Ó204 mg/dL + HDL-C Ò34 mg/dL

(n=941)

P
ro

p
or

tio
n

 w
ith

 E
ve

n
t

Simvastatin (n=456)

Simvastatin + Fenofibrate
(n=485)

ACCORD Lipid 

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

31% RRR  

RRR: relative risk reduction  

HR 0.69, ARR 4.95%  

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

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

ARR: absolute risk reduction  

17.32%  

12.37%  



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

ANALYSIS  

n=18 ŀŴȅǻŶŴȊ, 45. 058  ǺŶȈŀŲ 

FIBRATES :  

Ď ȄŲȉųȃŲǿǿŴȃŲȄȓȆ ŵȋŀǾŲŀǺŶȎȆ ȄŲŶǺ 10%,  p=0. 048  

Ď ŵŶŴŷŲȆȃŲɻȎȆ ŵȋŀǾŲŀǺŶȎȆ ȄŲŶǺ 13%,  p<0. 0001  

Ď ÙȃȂŲȆȑŶȁŶŲȊ ŴȇǻȅȃȇȁȊ ŶȁȊ ÙȉȎŶŴȏȆȈȋȉɻŲȊ ȄŲŶǺ 14%,     
p=0. 028  
æŴȆ ÙŲȉŲŶȁȉǼȂȁȄŴ ŵȁŀŲȆŶȃȄǼ ŲȒȇȁŵȁ ŶȁȊ ŴÙɻÙŶȎŵȁȊ ŲȆŴÙȃȂȒŀȁŶȎȆ ŴȆŴȉǿŴȃȓȆ / ŀȃȄȉǻȊ 
ŲȋȇǼŵŴȃȊ Pcr 

ǭŴǿŲȅȒŶŴȉŴȊ ŀŴȃȓŵŴȃȊ ŵŴ ŲŵȂŴȆŴɻȊ ŀŴ ŲȂȁȉȎǿȑȆȈ ųȋŵȅȃÙȃųŲȃŀɻŲ 

Lancet 2010;375:1875 - 84 



ǩ űǥǪǮǰűǪǭǱǲǥǴǩ ǧǪǮǥǪ ǩ 

ǭǰǮǥæǪǫǩ űǪǭǱǲǥǴǩ Ǳǰǵ 

ǧǱǪǴǲǧǱǧǴǥǪ Ǯǥ ǳǵůǶǰǲǩůǩŰǧǪ ǭǧ 

ǭǪǥ ǳǴǥǴǪǮǩ 

ǧǱǪǦǧǦǥǪÝǭǧǮǩ ǥǳűǥǬǧǪǥ Ǵǩǳ ǥůÝůǩǳ 



ACCORD STUDY:  

SAFETY OF THE COMBINATION THERAPY  

 FENOFIBRATE  PLACEBO 

CK>10 X ULN 10 (0. 4%) 9 (0. 3%) 

 

ALT> 3 X ULN 52 (1. 9%) 40 (1. 5%) 

Lancet 2010;362:1563 - 74 



Ƕǰǲǩůǩǳǩ ǳǵǮæǵǥǳǭǰǵ ǳǴǥǴǪǮÝǮ  
ǭǧ űǥǪǮǰűǪǭǱǲǥǴǩ 

ÇǱǲǰǳǰǶǩ ŵŴ ȁȅȃȄȃȎŀǻȆŲ ǺŶȈŀŲ 

ÇǰǶǪ ŵŴ ȆŴŷȉȃȄǼ ŲȆŴÙǺȉȄŴȃŲ* 

ÇǰǶǪ ŵŴ ȋÙȈȂȋȉŴȈŴȃųȃŵŀȑ  

 

 

 
*eGFR<60ml/min  



ǳǵǭæǵǥǳǭǰǳ ǳǴǥǴǪǮǩǳ  
ǭǧ űǥǪǮǰűǪǭǱǲǥǴǩ 

 
 

EVIDENCE - BASED MEDICINE: 
ǭŴɻȎŵȁ ŶȎȆ ŀȃȄȉȈŲǿǿŴȃŲȄȓȆ ŴÙȃÙȅȈȄȓȆ 

ŶȈȋ ųȃŲǾǼŶȁ 



ǩ ǧǱǪæǲǥǳǩ Ǵǩǳ 
űǥǪǮǰűǪǭǱǲǥǴǩǳ ǳǴǪǳ 

ǭǪǫǲǰǥůůǧǪǥǫǧǳ ǧǱǪǱǬǰǫǧǳ 
Ǵǰǵ æǪǥǦǩǴǩ 
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Fenofibrate significantly reduced the rate of progression of 
diabetic retinopathy* by 40%   

-40%  
p=0.006  

 
OR 0.60  

95% CI 0.42 -0.87  

*  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.  

ARR = 3.7%  
NNT = 27  
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Primary outcome  

ACCORD - EYE 
Lipid Arm  



ACCORD- EYE STUDY  

 PLACEBO FENO p NNT  
 n=787  n=806  
 % % 
ǧȇǻȅȃȇȁ ŶȁȊ 10. 2 6. 5 0. 006  27 
ųȃŲǾȁŶȃȄǼȊ  
ŲŀŷȃǾȅȁŵŶȉȈŴȃųȈÙǺȂŴȃŲȊ* 
 
ü ǥȉȆȁŶȃȄȑ ȃŵŶȈȉȃȄȑ 6. 4 6. 2 0. 03 500  
ü ǱȉȈȁǿȁȂŴɻŵŲ ȆȑŵȈȊ 13. 6 6. 7 0. 03 14 

*ǫŲŶǺ 3 ǾǼŀŲŶŲ Ǽ ŴŀŷǺȆȃŵȁ ųȃŲǾȁŶȃȄǼȊ ŲŀŷȃǾȅȁŵŶȉȈŴȃųȈÙǺȂŴȃŲȊ ÙȈȋ 
ŲÙŲȃŶȈȒŵŴ ȂŴȉŲÙŴɻŲ ŀŴ laser  Ǽ vitrectomy  



 
ǥǱǰǴǧǬǧǳǭǥǴǥ  

ǴÝǮ ǭǧǬǧǴÝǮ FIELD  
ǫǥǪ ACCORD 

n=11. 388  ǺŶȈŀŲ ,  5701  ȋÙȑ ŲǿȎǿǼ ŀŴ fenofibrate,  5 
ǻŶȁ 
 
FENOFIBRATE :  
Ą ȄŲŶǺ 31% ŶȁȊ ȂŴȉŲÙŴɻŲȊ ŀŴ laser  
Ą ŶȁȊ ŴȇǻȅȃȇȁȊ ŶȁȊ ųȃŲǾȁŶȃȄǼȊ ŲŀŷȃǾȅȁŵŶȉȈŴȃųȈÙǺȂŴȃŲȊ 
 ŲÙȑȅȋŶȁ ŀŴɻȎŵȁ ȄŲŶǺ 5% ŵŴ 5 ǻŶȁ, p=0. 022  FIELD  
 ŲÙȑȅȋŶȁ ŀŴɻȎŵȁ ȄŲŶǺ 3. 7% ŵŴ 4 ǻŶȁ, p=0. 006  ACCORD  

ǭŴǿŲȅȒŶŴȉȁ ȎŷǻȅŴȃŲ ŵŴ ǺŶȈŀŲ ŀŴ ÙȉȈȐÙǺȉȌȈȋŵŲ 
ŲŀŷȃǾȅȁŵŶȉȈŴȃųȈÙǺȂŴȃŲ 



Apo A1           HDL- based ŀŴŶŲŷȈȉǺ   
        ȅȃÙȃųɻȎȆ ŲÙȑ ŶȈȆ ŲŀŷȃǾȅȁŵŶȉȈŴȃųǼ 

Scavenger  
ŴȅŴȋȂǻȉȎȆ ȉȃȀȓȆ 

ǰ2 

 Ą ȅȃÙȈŶȈȇȃȄȑŶȁŶŲȊ 

ǱǲǰǳǴǥǳǪǥ  
Ǵǰǵ ǥǭűǪǦǬǩǳǴǲǰǧǪæǩ 

æǪǥǦǩǴǪǫǩ ǥǭűǪǦǬǩǳǴǲǰǧǪæǰǱǥŰǧǪǥ-  
ǰ ǲǰǬǰǳ Ǵǩǳ Apo A 1  



FENOFIBRATE AND DIABETIC 
RETINOPATHY (1)  

 LIPID  ðRELATED MECHANISMS  
 
FENOFIBRATE     čApo A1 

 
Apo A1:  an independent  protective  factor  for  DR 
development  
 
Apo A1:  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 A1:  potent  scavenger of  reactive  oxygen species 



ă ŶȁȊ ǻȄŷȉŲŵȁȊ ŶȎȆ PPARa ȋÙȈųȈȌǻȎȆ 
(FENOFIBRATE)  

 
 
 

 Ą ŷȅŴǿŀȈȆǼȊ ŲŀŷȃǾȅȁŵŶȉȈŴȃųȈȒȊ 
Ą ŴȇɻųȉȎŵȁȊ ȋǿȉȈȒ ŵŶŲ ŲǿǿŴɻŲ ŶȈȋ 

ŲŀŷȃǾȅȁŵŶȉȈŴȃųȈȒȊ 
Ą ŀŴŶŲȆǺŵŶŴȋŵȁȊ ȄŲȃ ŶȈȋ ÙȈȅȅŲÙȅŲŵȃŲŵŀȈȒ  

ŶȎȆ ŴȆųȈȂȁȅȃŲȄȓȆ ȄȋŶŶǺȉȎȆ 





o ǥȒȇȁŵȁ ŶȁȊ ȄȉŴŲŶȃȆɻȆȁȊ ŵŶȁȆ ǻȆŲȉȇȁ ŶȁȊ ŲǿȎǿǼȊ 
 

o ǭŴɻȎŵȁ ŶȁȊ ŲȅǾȈȋŀȃȆȈȋȉɻŲȊ 
 

o ǧÙȃǾȉǺųȋȆŵȁ ŶȁȊ ǻȄÙŶȎŵȁȊ ŶȁȊ ȆŴŷȉȃȄǼȊ 
ȅŴȃŶȈȋȉǿɻŲȊ ŵŴ ȌȉȑȆȃŲ ȌȈȉǼǿȁŵȁ (ŀŴɻȎŵȁ ŶȁȊ eGFR 
1.19 vs 2.03  mL/min)  

ǧǱǪæǲǥǳǩ Ǵǩǳ űǥǪǮǰűǪǭǱǲǥǴǩǳ ǳǴǩ 
ǮǧűǲǪǫǩ ǬǧǪǴǰǵǲůǪǥ ð ǩ ǭǧǬǧǴǩ FIELD  

Diabetologia 2012;55:1641 - 50  



űǥǪǮǰűǪǭǱǲǥǴǩ ǫǥǪ ǮǧűǲǪǫǩ Ǯǰǳǰǳ 

145 mg/d :  eGFR <60ml/min  
 
67mg/d :  eGFR <20ml/min  



ǳǵǮæǵǥǳǭǰǳ ǱǲǥǦǥǳǴǥǴǪǮǩǳ 
ǭǧ űǥǪǮǰűǪǭǱǲǥǴǩ 

æȋȆȁŶȃȄǺ ÙȅŴȈȆŴȄŶǼŀŲŶŲ  
ŶȁȊ ÙȉŲǾŲŵŶŲŶɻȆȁȊ 



PRAVASTATIN AND EVIDENCE -
BASED MEDICINE  



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

West of Scotland Coronary  
Prevention Study (WOSCOPS)  

ÅStudy design  

ïPrimary prevention of myocardial infarction in 6595 men  

ïMean baseline LDL: 192 mg/dL  

ÅStudy intervention   

ïPravastatin 40 mg or placebo  

ÅPrimary endpoint  

ïNonfatal MI and CHD death  

 



WOSCOPS  
Nonfatal MI and CHD Death  

Years  
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31%  
relative  
risk  
reduction  

P < .001   

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