TADD uy
EKONY
Asukada 2011

. ~ S

-
i e

B e T e saass

Anuntplog B. BAaydkog
AvamAnpwts Kabnyntg NegpoAoylog
[Tavemiomuiako ILK.N. «kKATTIKON»
Xaidapt




Acetoacetyl-CoA
HMG-CoA + acetyl-CoA

reductase

Statins

Farnesyl-PP
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Inflammation:

adhesion, migration, proliferation, apoptosis, matrix degradation, coagulation




Structural cells

Endothelial cell Epithelial cell Smooth muscle Fibroblast
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STATINS

Potential anti-inflammatory effects in selected cells:

)

tadhesion, {cytokine and mediator production,
tprolitferation, tapoptosis, {oxidative stress

L
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T lymphocyte Antigen Neutrophil Eosinophil Macrophage
presenting cell

Inflammatory cells




Table 2 | Potential mechanism of statin benefit in Kidney
disease

Inhibit mesangial proliferation
Inkibit induction of TGF-J and increase in extracellular matrix
Inhibition of induction of MCP-1
Drecrease in macrophage infiltration
Crecrease in inflammation and oxidative stress
Ameliorate podocyte damage
Hermodynamic effects on endothelial function and vasodilation
Armeliorate renal vascular disease

MCP-1, monocyte chemopattractant protein-1; TGR-G, transforming growth factoe-f,

Fried L. Kidney International (2008) 74, 571—579




Long-Term Effect of Statin Therapy on
hs-CRP: Placebo and Pravastatin Groups
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Percentage of 5-Year Clinical
Outcomes in Patients With CKD

Progresslon to L
RRT 1.1% 1.3% 19.9%

Death 19.5% 24.3% 45.7%
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o Rates of Death at 3 Years by CV Causes*

80 - B =75 GFR
P<.004 (mLmind1.73 n¥)

20 4 B 60-74.9 GFR
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Creath Fromm  Relnfarction CHF Resuscitation Composite
CV Causes End Point

“14 637 pabents with HF or LV dysfunction post-MI.
CHF = congestve hear falure; CV = cardiovascular; HF = haart failure; LV = |aft ventricular;
MI = myocardial infarction.

f darfoed from Snmeebar MS ot el N Eagi J Wfed 2004 351 1 30881 H




£ M NHANES 1999-2000: Prevalence of
4. Treatable CVD Risk Factors

BP =140/90 mm Hg TC (mg/dL)
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CKD Stage: 1 CKD Stage:
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ASCOT: Reduction in CV Events With

Statin Treatment

Subgroups Risk Ratio*
Diabetes = " '
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Curent srmoker N —
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"Area of squares is propartional to the amownt of statistical inforrmation.

ASC0T = Anglo-Scandinavian Cardiac Oulcomes Trial,
Adapted frofm Sever F3S, el &, Tof the ASCOT necigators. Lancel 003 361114081158
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CARDS TRIAL

Peter Lin, MD, CCFF

In 132 centres in the UK. and Ireland, 2,838 patients aged 40
Methods BT Type 2 diabetes were randomuzed to placebo
(n=1.410) or atorvastatin, 10 mg daily (n=1428). Study
entrants had no documented previous history of cardiovascu-
lar disease, a low-density Lipoprotemn (LDL) cholesterol con-
centration of = 4. 14 mmol/L. a fasting triglycenide amount of
= 6.78 mmol/L and at least one of the following:

» retinopathy,

» cwrrent smoking or
» hypertension.

The primary end point was time of first occurrence of the
followmg:
» acute coronary heart disease events,
* coronary revascularization or
» stroke.




CARDS: Prevention of CVD With
Atorvastatin in Type 2 Diabetes

15 4
Relative Risk, -37% (95% CI, -52 to -17)
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Placabo 1440
Atorvastatin 1428




~~ Intensive Lipid Lowering With Atorvastatin in ™
Patients With Coronary Heart Disease and Chronic
Kidney Disease (TNT posthoc analysis)

8

Patients With CKD at Baseline
----- Atorvasiatin 10 mg
s Atorvasiatin 80 mg

HR=0.68 (35% C1 0,55, 0.84)
P=0.0003, ARR=4.1%, NNT=24

-
o

Patients With Normal eGFR at Baseline
----- Atorvastalin 10 mg
— Atorvastatin 80 mg
HR=0.85 (95% CI 0.72,1.00)
P=D.043, ARR=1.4%, NNT=74

o,

% of Patients With Major Cardiovascular Events
=

o

No. of CKD Patients at Risk

Alorva 10 mg 1508 1468 1422 1367 1310 887 a
Atorva 80mg 1602 1579 1538 1485 1450 701 0
No. of Normal eGFR Patients at Risk

Atorva 10mg 3324 3263 3192 3114 30386 1557 0
Atorva 80 mg 3225 3180 3113 3044 2963 1578 0

K Shepherd J, et al. J Am Coll Cardiol 2008;51:1448—1454/
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Cumulative 40
1n?1dence of 30
primary
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No. at risk:
Placebo 636 532
Atorvastatin 619 515

K Wanner C et al. N EnglJ Med 2005; 353: 238—248

4D study in diabetic hemodialysis patients: no
benefit of statin therapy

Placebo

p=0.37

Atorvastatin

2 3 4 5 6
Time (years)

383 252 136 51 19

378 252 136 58 29

4D=Die Deutsche Diabetes Dialyse Studie
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Rosuvastatin Placebo
n=1389 n=1384
Blood Pressure’ (mmHg)
Systolic BP 137.1 +24.5 136.8 +24.5
Diastolic BP 75.9 +12.8 75.6 +12.5
Lipids' (mg/dL)
TC 176 +42 174 +43
LDL-C 100 +35 99 +34
HDL-C 45 +15 45 +16
TG 157 +95 154 +97
hs-CRP* (mg/L) 4.8 (2.0-13.6) 5.2 (2.1-14.4)

"mean + standard deviation; *median (interquartile range)

kFellstrom B, Jardine A, Schmeider R et al. N Engl J Med 2008:360; 1395-1407




Kaplan-Meier estimate of time to first major CV event

407 Placebo
351 /

307 " Rosuvastatin
Cumulative 25 /
1nc1d.ence 201
of primary _ /

endpoint 15 /
o i
(%) 10 HR=0.96 (95% CI 0.84—1.11)
5} p=0.59
o
0 1 2 3 4 5
No. at risk: Years from randomization
Rosuvastatin 1390 1152 962 826 551 148
Placebo 1384 1163 952 809 534 153

KFellstrom B, Jardine A, Schmeider R et al. N Engl J Med 2008:360; 1395-1407




Study or subcategory Statin Placebo
n/N n/N

Pre-dialysis patients

Rayner 1995 0/42 2/45
PPP 2004 698/B376 B73/B44B
PREVEND IT 2004 61433 41431
Lemos 2005 3/150 3/160
Verma 2005 1/48 1/43
Subtetal [95% C1) 9049 9127

Total events: 708 (statin), 883 (placebo)
Test for heterogeneity: ¥7=1.79, df=4, P=0.77, "=0%
Test for overall effect: z=4.40, Pc0.001

Dialysis patients

PERFECT study 1997 0/54 2/53
Lins 2004 0/23 1/19
40 trial 2005 2977619 320/636
Subtotal (95% CI) 696 708

Total events: 297 (statin), 323 (placebo)
Test for heterogeneity: ¥7=1.65, df=2, P=0.44, "=0%
Test for overall effect: z=0.89, P=0.37

Transplant patients

Katznelson 1996 0/24 2/24
Holdaas 2001 5/182 2/182
Kasiske 2001 453 0/52
Holdaas 2003 1431050 138/1052
Subtotal (95% CI) 1309 1310

Total events: 152 (statin), 142 (placebo)
Test for heterogeneity: ¥ =637, df=3, P=0.22, ’=31.4%
Test for overall effect: 2=0.59, P=0.56

Mixed population (pre-dialysis and dialysis patients)
Stegmayr 2005 43/70 47(73
Subtatal (95% ClI) 70 73
Total events: 43 (statin), 47 (placebo)

Test for heterogeneity: not applicable

Test for overall effect: z=0.37, P=0.71

Total (5% CI) 11124
Total events: 1200 (statin), 1395 (placeba)
Test for heterogeneity: y*=16.05, df=12, P=0.19, 1"=25.2%
Test for overall effect: z=1.51, P=0.13

11218

0.01
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Relative risk Weight
(random) (95% CI) (%)
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0.80
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—_—m———— {115
- 17.03
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L 3 14.02
[ 100.00
0.1 1 10 100
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Relative risk
(random) (95% CI)

0.21(0.01 to 4.33)
0.81 (0.73 to 0.89)
1.49(0.42 10 5.25)
1.07 (0.22 0 5.20)
0.90 (0.06 to 13.89)
0.81 (0.74 to 0.89)

0.20(0.01 to 4.00)
0.28 (0.01 to 6.45)
0.95 (0.85 to 1.07)
0.95 (0.85 to 1.06)

0.20(0.01 to 3.96)
2.50(0.49t0 12.72)
8.83 (0.49 to 160.07)
1.04 (0.84 to 1.29)
1.30(0.54 to 3.132)

0.95(0.74101.23)
0.95(0.74101.23)

0.92 (0.82 to 1.03)

Year

1995
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2004
2005
2005
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2004
2005

1996
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2001
2003

2005

Fig2| Effect of statins compared with placebo or no treatmentonallcause mortality in pre-dialysis, dialysis,and transplant patients.
Almost all studies reported mortality data, but no eventswere d STETTEETIEI S es; only studies inwhich events were detected

are included in the plot




Study or subcategory Statin Placebo
n/M n/H
Pre-dialysis patients
Rayner 1995 0/42 2/45
PPP 2004 436/8376 527 /8448
PREVEND IT 2004 41433 41431
Lemos 2005 3/150 3/160
Subtotal (95% Cl) 9001 084

Total events: 423 (statin), 536 (placebao)
Test for heterogeneity: ¥*=0.96, df=3, P=0.81, I’=0%
Test for overall effect: z=3.58, P«0.001

Dialysis patients

PERFECT study 1997 054 1/53
Lins 2004 023 1/19
4D trial 2005 121/619 149636
Subtotal (95% CI) 696 708

Total events: 121 (statin), 151 (placebao)
Test for heterogeneity: ¥*=0.80, df=2, P=0.67, I*=0%
Test for overall effect: z=1.76, P=0.08

Transplant patients

Katznelson 1996 0 24 1/24

Kasiske 2001 2/53 0/52

Holdaas 2003 36/1050 54/1052
Subtotal (95% Cl) 1127 1128

Total events: 38 (statin), 55 (placeba)
Test for heterogeneity: 37 =186, df=2, P=0.39, 1?=0%
Test for overall effect: 2=1.83, P=0.07

Mixed population (pre-dialysis and dialysis patients)

Stegmayr 2005 2370 1773
Subtatal (95% Cl) 70 73
Total events: 23 (statin), 17 (placeba)

Test for heterogeneity: not applicable
Test for overall effect: 2=1.26, P=0.21
Total (95% Cl) 10894 10 993

Total events: 605 (statin), 759 (placebao)
Test for heterogeneity: x7=8.53, di=10, P=0.58, I*=0%
Test for overall effect: 2=4.00, P<0.001

Relative risk
(random) [(95% CI)
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0.1 1 10 100
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Weight
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0.41
6714

0.10
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0.11
6.05
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10:0.00

Relative risk
(random) (95% CI)

0,21 (0,01 to 4.33)
0.80 (0.70t0 0.90)
1.00 (0,25t 3.95)
1.07 (0,22 to 5.20)
0.80 (0.70t0 0.90)

0.33 (0.01to 7.86)
0.28 (0.01 to 6.45)
0.83 (0.67 to 1.03)
0.83 (0.67 to 1.02)

0,33 (0.01 to 7.80)
4,91 [0.24t0 99.82)
0.67 (0.44t0 1.01)
0.68 (0.4610 1.03)

1.41 (0.83 to 2.41)
1.41 (0.83 to 2.41)

0.81 (0.73 to 0.90)
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Fig3| Effect of statins compared with placebo or no treatment on c aadisssssuslasansabalibypsiaepre-dialysis, dialysis, and transplant

patients. Only studies with at least one event are included in the plot
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Atorvastatin Effect and Kidney Status

4 —— Alorvastatin normoalbuminuric = # =Placebo normoalbuminuric

Flgl.l re 1 . \l.iearly- mean E - a . —— Alarvastatin albuminurie = & =Placabo albuminurie i
within-person change in esti- EREE .
mated glomerular filiration rate ¢ = 2 e
(eGFR) by treatment groupand 2 | -9 "
baseline albuminuria. Net ef- E:E, 17
fect of atorvastatin on eGFR in E £ 0
those with normoalbuminuria: g & Baseli ' 4
0.13 mUmin1.73 m*y; P = £8 aseline -9t M
0.1; in those with albuminu- £ 3 Tt e ek
ria: 0.38 mUmin1.73m3y, P= 2 E , | - .
0.03. Interaction between albu- g-f Tohe
minuria and atorvastatin: g = 3 T
0.26 (95% confidence interval, &
—0.09 to 0.60; P = 0.1). -4

CARDS meta—analysis
Am ] Kidney Disease, 2009
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Intensive Lipid Lowering With Atorvastatin in Patients With Coronary
Artery Disease, Diabetes, and Chronic Kidney Disease

™

Least squares mean change from
baseline eGFR (mL/min per 1.73 m2)

Atorvastatin (10 mg)
Atorvastatin (80 mg)

5 == Atorvastatin 10 mg/d

g Atorvastatin 80 mg/d

-1 ¥ ¥ ¥
Baseline 12 24 36 48 s0

Final

Study visit (mo)
714 698 665 625 578 481 714
717 701 684 643 600 491 77

Shepherd J, et al. Mayo Clin Proc 2008;83( 8):870—&7é




Meta-Analysis: Lipid Reduction on

Progression of Renal Disease

Treatment Worse Treatment Better

Mo, :
Smulders 15 —
Aranda 16 L
Rayner 168 —
Thoneas 17 ? L
Nielsen 18 ————
Tonolo 19 sl
Buermni Fa . s
Haormrmel 1 —l
Scanferla 24 i
L am 34 ——
Qibricht 43 —
Hishimwra 118 =

I
Total 362 ->
7.0 5.0 3.0 1.0 1.0 3.0 5.0

Difference in GFR Decline (mL/min/ma)

Adapted from Fred LF, ot ol for B Lipids and Renal Disease Frogression Meta-Analysis SSudy Group
Kidnay Inl 2001, S5 2600 265

¢.0

008



/ Figwre 2. Individual and pooled results of 15 randomized, placebo-controlled trials examining the effect of statins on albuminuria
or proteinuria, stratified by baseline sxcration.

Sample Effect
Shudy, Vear (Relerence) Statin Size, A (5% CI), %
Excration < 30 mgd '
Asselbengs et al_, 2004 (18) Prawastatin Bed 12 (=1 ko 28] "—I—
Dalla Mora et al., 2003 (20) Atoreastatin 5 017 b 3D [ ] : >
Fried af al., 2001 {31) Simvastatim £l =5 (=50 to 81) =t . : L
Subtotal of WMB 2 {-32 to -35) —
Excretion, 30-2539 mg/d
Buemi et al., 2000 {19) Fluvastakin 21 =73 (=138 to =10} I -
Lindodt et al., 1995 (26) Fluvastatin 42 -8 [-217 ta 55) « B -
Makamsra ot al., 2001 (28) Carlvastatin 60 —&1(-106 to -18) . |
Mielsen et al., 1993 (29) Simvastatin 18 44 {=113 ta 25) » 1
Tonalo et al., 1997 [31) Simvastatin 20 -50 {93 1o -7) - l
Thang et al., 1995 (32) Prawastatin 0 —B(-61 to 45) - ] .
Subrtertal of WAID A8 [=T1 to =25) _=::i::=_
Excration = 300 mg/d .
Hommei et al, 1992 (22) Simvastatin P3| -8 (=137 {o 128) ; B -
Lam &t al., 1995 (23] Lovastatin 16 -32 {-102 ta 38) " i -
Liew at al,, 2002 (25) Pravastatin 665  —47 [-54 tn-29) —l—
Lee et al., 2008 (24} Pravastatim B2 bt (=74 to =A%) —.—
Maksmura et al., 2002 (27) Cerivastatin a0 67 (=87 to —48) +
Thomas et al., 1993 (30) Simvaslatin £ 20 (-26 to 67} § B -
Subtodal of WD 47T (=57 o =26 —._—:__;__:—_.—
1 1

WWiskD
Faward SLalin Favers Placeha

Fesidual statistical hﬂen:hgeneil:]": I*= 23% (P = 0.27) for excretion < 30 mg."d.; [* = i (P = (L.64) tor excretion of 30 o 299 mg."n:l; and [* = 3%
\ P = 00200 for excreton = 30680 mgfd, WD = weighted mean difference in the propomional change from baseline o fellow-up albuminwria (or

proceinuria) betwesn statin and placebo groups.

)

_



Study or subcategory Statin Placebo
n /N n/N

Katznelson 1996 624 14/24
Tuncer 2000 332 16/25

Holdaas 2001 FO/182 75/182
Kasiske 2001 15/53 12/52
Sharma 2001 533 632
lotal (953 C) 324 315

fotal events: 105 (statin), 123 (placebo)
fest for heterogeneity: ¥*=8.97, di=4, P=0.06, |*=55.4%
lestfor overall effect: 2=1.4%9, P=0.14

Relative risk
(randam) (95% CI)

i
_._
—-

-

0.1 0.2 0.5 1 2

Favours
statin

Weight
(36)

16.21
20,21
33,50
19,34
10.34

10:40.00

10

Favours
placebo

Relative risk
(randam) (95% CI)

0.43 (0.20t0 0.93)
0.44 (0.23 10 0.82)
0.93 (0.72to0 1.20)
1.23 (0.64 10 2.36)
0.81 (0.27 to 2.39)

0.73 (0.49t0 1.10)

Fig5| Effect of statins compared with placebo or no treatment on acute allograft rejection in renal transplant recipients




The of the Study of Heart and Renal

Protection (SHARP)

Colin Baigent, Martin Landray
on behalf of the SHARP Investigators

Disclosure: SHARP was sponsored, designed, run, and analysed by the University
of Oxford. Funding was received from Merck, the UK MRC, British Heart
Foundation, and Australian NHMRC.




e
SHARP: Eligibility

* History of chronic kidney disease

® not on dialysis: elevated creatinine on 2 occasions
Men: 21.7 mg/dL (150 pmol/L)
Women: 21.5 mg/dL (130 pmol/L)

® on dialysis: haemodialysis or peritoneal dialysis
* Age >40 years
e No history of myocardial infarction or coronary revascularization

* Uncertainty: LDL—lowering treatment not definitely indicated or

contraindicated




SHARP: Assessment of LDL-lowering

l (9438) [

Eze/simvastatin Simvastatin Placebo
(4193) (1054) (4191)

ot re-randomize
(168)

andomize
(886)

Y Y

Eze/simvastatin . Placebo
(4650) Median follow-up 4.9 years (4620)
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SHARP: Baseline characteristics

Characteristic Mean (SD) or %
Age 62 (12)
Men 63%
Systolic BP (mm Hg) 139 (22)
Diastolic BP (mm Hg) 79 (13)
Body mass index 27 (6)
Current smoker 13%
Vascular disease 15%
Diabetes mellitus 23%
Non-dialysis patients only (n=6247)
eGFR (ml/min/1.73m?) 27 (13)
Albuminuria 80%




SHARP: Compliance and LDL-C reduction
at study midpoint

Eze /simv  Placebo

Compliant 66% 64%
Non-study statin 5% 8%
Any lipid-lowering 71% 8%

~2/3 compliance

LDL-C reduction of 32 mg/dL with 2/3 compliance,
equivalent to 50 mg/dL with full compliance




SHARP: Main outcomes

* Key outcome

* Major atherosclerotic events (coronary death, Ml,
non-haemorrhagic stroke, or any revascularization)

e Subsidiary outcomes

* Major vascular events (cardiac death, Ml, any
stroke, or any revascularization)

 Components of major atherosclerotic events

* Main renal outcome
* End stage renal disease (dialysis or transplant)




\
g SHARP: Major Atherosclerotic Events

25 7

Risk ratio 0.83 (0.74 — 0.94)
Logrank 2P=0.0022

20 7
Placebo

Eze/simv

Proportion suffering event (%)

\ Years of follow-up /
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CTT: Etfects on Major Atherosclerotic Events

Proportional reduction in
atherosclerotic event rate (95% Cl)

30% T Statin vs control
(21 trials)
25% 1
20%- SHARP
More vs Less . 17% risk
15% A (5 trials) rl.s
reduction
10% - SHARP
32 /dL
5% A
0% l i I I
0 10 20 30 40

Mean LDL cholesterol difference

between treatment groups (mg/dL)

™




SHARP

Event Eze/simv Placebo Risk ratio & 95% ClI

reauction
(p=0.0022)

Other cardiac death 162 (3.5%) 182 (3.9%)
Haemorrhaghic stroke 45 (1.0%) 37 (0.8%)

b

Other major vascular events 207 (4.5%) 218 (4.7%) 5.4% SE 9.4
reduction

(p=0.57)

Major vascular event 701 (15.1%) 814 (17.6%) 15.3% SE 4.7
reduction

(p=0.0012)

I \ |0

I \
06 08 10 12 14
Eze/simv  Placebo

K better better /




ll SHARP: Major Atherosclerotic Events I

by renal status at randomization

Dialysis (n=3023) 230 (15.0%) 246 (16.5%) E W
Major atherosclerotic event 526 (11.3%) 619 (13.4%) ‘ 16.5% SE 5.4
reduction
(p=0.0022)
No significant heterogeneity between non- IETARANIARAT DL
dialysis and dialysis patients (p=0.25) 0.6 0.8 10 1.2 14

Eze/simv  Placebo
better better




SHARP: Effects in subgroups

Among 8384 patients originally randomized to eze/simv vs
placebo, major vascular events risk ratio = 0.84 (95% CI 0.75 —
0.93; p=0.0010)

Similar reductions in major atherosclerotic events in all

subgroups studied (including non-dialysis and dialysis patients)




SHARP: Cause-specific mortality

Event

Eze/simv

Placebo

Risk ratio & 95% CI

Subtotal: Any vascular

Cancer
Renal
Other non-vascular

Subtotal: Any non-vascular

Unknown cause

Total: Any death

361

150
164

354
668

113

1142

(7.8%) 388 (8.4%)

(3.2%) 128 (2.8%)
(3.5%) 173 (3.7%)
(7.6%) 311 (6.7%)
(14.4%) 612 (13.2%)

(2.4%) 115 (2.5%)

(24.6%) 1115 (24.1%)

7.3% SE 7.0

reduction

(p=0.30)
HH

H_*

e

8.6% SE 5.8

increase

(p=0.14)

1.9% SE 4.2
increase
(p=0.65)
LD
0.6 0.8 10 12 14

Placebo
better

Eze/simv
better




e PLANETI: Prospective Evaluation of Proteinuria and
Renal Function in Diabetic patients with Progressive
Renal Disease

e PLANETII: Prospective Evaluation of Proteinuria
and Renal Function in Non Diabetic patients with
Progressive Renal Disease




PLANET I: Summary of renal adverse events (%)

Rosuvastatin Rosuvastatin Atorvastatin
10 mg/day 40 mg/day 80 mg/day

Adverse event (n =116) (n = 123) (n = 110) p

Any renal 7.8 9.8 4.5 NS
adverse event

Acute renal failure 0.0 4.1 0.9 <0.05
Serum creatinine 0.0 4.9 0.0 <0.01
doubling

Serum creatinine 0.0 7.3 0.9 <0.01

doubling or acute
renal failure

de Zeeuw D. 2010 European Renal Association-European Dialysis
and Transplant Association Congress; June 27, 2010; Munich,
Germany.




SHARP: Renal outcomes

Tertiary renal outcomes
ESRD or death

ESRD or 2 x creatinine

1477 (47.4%) 1513(48.3%)
1190 (38.2%) 1257(40.2%)

0.97 (0.90-1.04)
0.94 (0.86-1.01)
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SHARP: Cancer incidence
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SHARP: Safety

Myopathy
CK >10 x but £40 x ULN
CK >40 x ULN
Hepatitis
Persistently elevated ALT/AST >3x ULN
Complications of gallstones
Other hospitalization for gallstones

Pancreatitis without gallstones

Eze/simv
(n=4650)

17 (0.4%)

4 (0.1%)
21 (0.5%)
30 (0.6%)
85 (1.8%)
21 (0.5%)
12 (0.3%)

Placebo
(n=4620)

16 (0.3%)

5 (0.1%)
18 (0.4%)
26 (0.6%)
76 (1.6%)
30 (0.6%)
17 (0.4%)
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SHARP: Conclusions

No increase in risk of myopathy, liver and biliary disorders,

cancer, or nonvascular mortality
No substantial effect on kidney disease progression

Two-thirds compliance with eze/simv reduced the risk of
major atherosclerotic events by 17% (consistent with meta-

analysis of previous statin trials)

Similar proportional reductions in all subgroups (including

among dialysis and non-dialysis patients)

Full compliance would reduce the risk of major

atherosclerotic events by one quarter, avoiding 30—40 events

per 1000 treated for 5 years
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