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ESTATINAS Y PROTECCION

CARDIOVASCULAR
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Tratamiento hipolipemiante
combinado

« ¢ Es util el tratamiento con fibratos en pacientes
diabéticos ya en tto con estatinas?

« 5518 pacientes con diabetes
 Todos tratamiento con simvastatina

» Aleatorizacion ACCQRD

— Simvastatina + placebo
— Simvastatina + fenofibrato (160 mg/dia)

« Seguimiento 4,7 anos
« Variable valoraciéon: IAM, ictus, muerte CV
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cular Risk in Diabet

ACCSZRD Lipid Trial Eligibility
Stable Type 2 Diabetes >3 months
HbA1c 7.5% to 11%

High risk of CVD events = clinical or subclinical disease or
2+ risk factors

Age
2 40 yrs with history of clinical CVD (secondary prevention)
= 55 yrs otherwise

Lipids
60 < LDL-C < 180 mg/dl
HDL-C < 55 mg/dl for women/Blacks; < 50 mg/dl otherwise
Triglycerides < 750 mg/dl if on no therapy; < 400 mg/dl otherwise

No contraindication to either fenofibrate or simvastatin
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Action to Control Cardiovascular Risk in Diabetes

ACC SQRD

A Primary Outcome

100+
)
S go-
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0 1 74 3 4 5 6 7 8
Years
No. at Risk
Fenofibrate 2765 2644 2565 2485 1981 1160 412 249 137
Placebo 2753 2634 2528 2442 1979 1161 395 245 131
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Placebo
% Events (# in grp) ]

Fenofibrate
% Events (# in grp)

Subgroup

Feno to Placebo Hazard Ratio

Interaction P-Value

Overall 10.5% (2765) 11.3% (2753) —*'
Sex :
VWomen 9.1% (851) 6.6% (843) '
Men 11.2% (1914) 13.3% (1910) —=T

Tria/HDL combination !

12.4% (485) 17.3% (456)

TG204+ /HDL<=34

0.0106

All Others 10.1% (2264) 10.1% (2284)
A1c Median

Alc<=8.0 8.7% (1324) 10.6% (1335)

Alc 8.1+ 12.2% (1435) 11.9% (1415)

0.2045

0

b

2

Fenofibrate Therapy Better
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Renal function and risk of
coronary heart disease.

Coronary heart disease (n=4010 incident events)

’5 8.00 A
32 B With chronic kidney disease
(Vo)
(a1 O Without chronic kidney disease
2 4.00 T
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Baseline eGFR (ml/min/1.73m?)
Stage 4 Stage 3b Stage 3a Stage 2 Stage 1
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Adjusted Incidence Rates for CHD by
Quartiles of % Annual Change in eGFR

25

a

T

o, 20

oG

22 +

S c

= 15

3 o

€ @

3o

53 10

£Q

B

*g' 2 5 - 3-year change

? @ 9-year change
0

Q1 Q2 Q3 Q4
Quartiles of % annual change in eGFR
GUIJARRO 2011 12

M © SEMI-
Fundacib nnnnnnn .
Matsushita K, et al: J Am Soc Nephrol 2009; 20(12):2617-24. .



Statins for people with
chronic kidney disease @

COLLABORATION®
Study or subgroup Statins Mean Difference Mean Difference
N IV.Random_,95% CI IV.Random_,95% CI
1 CrCl imL/min)
Bianchi 2003 28 —— 560[1.03,10.17]
Cheith 2002 21 440([-13.72,42.52)
Imai 1999 26 14.60[-1.20, 30.40)
Nakamura 2002 20 —— -2.00[-8.85.4.85]
Tonolo 1997 10 —— 7.00[1.60,12.40])
Subtotal (95% CI) 105 - 5.02 [ 0.61, 9.44 )

Heterogeneity: Tau®* = 8.82; Chi* = 6.46,
Test for overall effect: Z = 2.23 (P = 0.02

2CrClimL/min/f1.73 m*)

Hommel 1992 12 + 1.00[-33.25,11.25]
Lee 2002 31 —— -4.00[-13.38, 5.38]
Lee 2005 42 — 4.00([-5.09,13.09)
Nielsen 1993 8 t 7.20[-8.99, 23.39]
Verma 2005 40[-11.74, 2.94])

Yasuda 2004

Subtotal (95% CI)
Heterogeneity: Tau® = 0.0; Chi
Test for overall effect: 2 = 2.2

.00 [-5.63, -0.37]
[ -4.92, -0.36 ]

Total (95% CI)
Heterogeneity: Tau® = 19.63;
Test for overall effect: Z = 0.7

8[-2.32, 5.28 )

FAVORS STATINS FAVORS PLACEBO
(EUIJARRO 2011 13
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Effects of pitavastatin on the estimated (eGFR)
In hypercholesterolemic patients
with chronic kidney disease.

80
~ 70 = :
€ ,
= 60
2 50
E 40
E 30 - B = =
(&
® 20
10
P<0.001 (Repeated measures ANOVA) n=163
0 1 L 1 1
0 12 28 52 104  (week)
Degree of change of
the eGFR 0 24+76 44+10.7 48+132 56+15.0
(mL/min/1.73nd)
Percent change of the
"SGR (3%) 0 481170 8.8124.2 9.91+31.3 10.51£33.0

Fig.2. Time-course of changes of the eGFR.Baseline eGFR < 60 mL/min/1.73 m”. Values are the mean = SD
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Diabetes y enf. Vascular
Metaanalisis de 102 estudios. prospectivos

Figura 1: Riesgo de complicaciones cardiovasculares en pacientes diabéticos

Numero de casos HR (IC del 95%)

Enfermedad coronaria 26.505 — = 2,00 (1,83-2,19)
Muerte coronaria 11.556 —— 2,31 (2,05-2,60)
[AM no mortal 14.741 —il— 1,82 (1,64-2,03)
Subtipos de ictus

[squémico 3.799 — - 2,27 (1,95-2,65)
Hemorragico 1.183 1,56 (1,19-2,05)
No clasificado 4,973 —— 1,84 (1,59-2,13)
Otras muertes vasculares 3.826 —— 1,73 (1,51-1,98)

|

1 2Ix2 4

[AM: infarto agudo de miocardio; IC: intervalo de confianza; HR: hazard ratio.
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Statins and risk of incident diabetes:
meta-analysis of randomised statin trials

n Statin  Placebo OR (95% Cl) Weight (%)
or control

Atorvastatin i
ASCOT-LLA’ 7773 154 134 — - 114 (0-89-1-46) 7-07%
B 1-14 (0-89-1-46) 7-07%

Simvastatin i
HPS® 14573 335 293 Tl 1-15 (0-98-1-35) 13-91%
45 4242 198 193 - 1-03 (0-84-1-28) 8-88%
Subtotal (F=0-0%, p=0-445) > 1-11 (0-97-1-26) 22-80%

Rosuvastatin i
JUPITER® 17802 270 216 . 1-26 (1-04-1.51) 11-32%
CORONA3 3534 100 88 — - 114 (0-84-155) 4-65%
GISSIHF* 3378 225 215 — .- 1-10 (0-89-1:35) 9-50%
Subtotal (F=0-0%, p=0-607) . 1-18 (1.04-1-33) 25-46%

Pravastatin !
WOSCOPS® 5974 75 93 . 079(0-58-1:10) 4-24%
LIPID® 6997 126 138 — 0-91(071-1-17) 6-53%
PROSPER® 5023 165 127 —— 1-32 (1-03-1.69) 6.94%
MEGA® 6086 172 164 —— 1-07 (0-86-1-35) 8.03%
ALLHAT-LLT 6087 238 212 . 1-15 (0-95-1-41) 10-23%
GISSI PREVENZIONE* 3460 96 105 — 0-89 (0-67-1-20) 494%
Subtotal (P=47-5%, p=0-090) <> 1.03 (0-90-1-19) 40-91%

Lovastatin i
AFCAPS/TexCAPS* 6211 72 74 —_— 0.98 (0-70-1-38) 376%
e e 0-98 (0-70-138) 376%
Overall (I=11-2%) I 1.09 (1-02-1-17) 100%

<> -
1 ||
Figure 3: Association between di I 4 l OR 1 '09 (1 '02-1 '1 7)

05 1.0 20
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Statins and risk of incident diabetes: a
collaborative meta-analysis of randomised
statin trials

« 13 statin trials with 91 140 participants,
« 4278 developed diabetes during a mean of 4 years.

« Statin therapy was associated with a 9% increased risk for
incident diabetes (odds ratio [OR] 1-09; 95% CI 1:02—1-17),

* NNH 255 (95% CIl 150-852) for 4 years resulted in one extra
case of diabetes, but would avoid 5.4 CHD events

 Interpretation Statin therapy is associated with a slightly
increased risk of development of diabetes, but the risk is low
both in absolute terms and when compared with the

reduction in coronary events. BENEFICIO
5:1

 Clinical practice in patients with moderate or high cardiovascular
risk or existing cardiovascular disease should not change.

GUIJARRO 2011 18
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Statins and risk of incident diabetes: a
collaborative meta-analysis of randomised
statin trials

&
1.6 <
. -1 T . |PROSPER|
®
e O - — |JUPITER
= @ALLHAT-LLT T | Hps@ SQOT-LLA—"& ‘
A T — CORONA
N MEGA® [ 4+—1— | GISSI-HF ® 45
o (| — H
g 104 — 1
2 = IAFCAPS/TexCAPS
< @ GISSI PREVENZIONE .LI D -
0-8 — WOSCOPS@
0-6 —
/
jr i
0= T T T T
10 20 30 40 50
LDL-cholesterol concentration difference (%) between statin and placebo groups on treatment
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[Risk of Incident Diabetes With Intensive-Dose
. Compared With Moderate-Dose Statin Therapy
A Meta-analysis

NUEVA DIABETES
PROVE IT-TIMI 22,18 2004 -
Ato Z,17 2004 . _ 2/1000
TNT,'5 2005 —— NNH
IDEAL, '€ 2005 ——
SEARCH,® 2010 —— 498
Pooled odds ratio |

Heterogeneity: 2=0%; P = Oi5 | S 1‘io 210 BENEFICIO
| 3:1

PROVE IT-TIMI 22,8 2004 —

A to Z,17 2004 "

TNT,'S 2005 —

IDEAL, 16 2005 ——

SEARCH,5 2010 —

Pooled odds ratio —

Heterogeneity: 12=74%; P=.004 Oi5 [ | | | 1 _lo 2?0

Odds Ratio (95% Cl)
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Estatinas y diabetes
s todas iguales?

GLUCEMIA HbA,

N.S

(%)

5 |
0 3 month 0 3 month
Pravastatin 10 mg/day Mean + S.D
. Atorvastatin 10 mg/day *P < 0.001

. Pitavastatin 2 mg/day

J Atheroscler Thromb. 2008;15(5):269-275 © SEM¥-



Estatinas y diabetes
s todas iguales?

9 R
—~ 87
=
y* — ——
&7 ——e——9¢
Q
I
6 -
L Mean + S.D n = 308
5 T . - P<0.001 (Repeated measures ANOVA)
0 12 28 52 104

(Week)

Figure 8 Changes in HbA | c before and after administration of pitavastatin |—4 mg/day
in the LIVES study in patients with diabetes mellitus.
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Conclusiones

 Estatinas: elemento clave en
prevencion cardiovascular

» Riesgo persistente a pesar de
tratamiento intensivo

» Diabetes y disfucion renal
marcadores de riesgo vascular

* Pitavastatina: una estatina potente
con efectos favorables sobre
funcion renal y control glucémico

. Hospital Universitario ‘ S
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