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AURORA

Etude internationale multicentrigue randomisée double insu et avec
placebo

280 centres dans 25 pays
2773 patients de 50 a 80 ans en HD ou HF depuis plus de 3 mois
Exclusion
x prise de statines dans les 6 mois
X certaines co-morbidites
xesp®rance de vie de moins doél an
Point dbébaboutissement primaire:
x événements cardio-vasculaires majeurs (IAM, AVC, déces CV)
Points secondaires:
x mortalité de toutes causes
X procédure sur acces vasculaires
X revascularisation coronarienne et/ou periphérique
Analyses de sous-groupes pré-définis
x DB, maladie CV, HTA, LDL élevé, hsCRP élevée
Durée moyenne du suivi de 3.2 ans (1296 déces)
Exposition moyenne a la medication de 2.4 ans



Caracteristiques des patients

DB 27.9% 24.8%
Mal CV 39.5% 40.2%
Tabac actif 14.5% 16.4%
Hb 117 g/L 117
LDL 2.6 mmol/L 2.6
HDL 1.17 mmol/L 1.17
hsCRP 4.8 5.2
Anti-plaq 42.7% 41.3%
IECA ou ARA  35.8% 37.8%

Sevelamer 28.7% 26.4%
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Figura 1. Changes in Levels of Lipids and C-Reactive Protein, According to Study Group.

Panel & shows low-density lipopretein (LDL) chalesteral levels, Panal B trighceride levels, Panal C high-density lipeprotein (HDL) cho-
lesteral levels, and Panel D high-sensitivity C-reactive protein levels. P values are for between-group comparisons of the percent change
from basaline to 3 manths in lipid levels, calculated with the use of analysis of variance with baseline values as covariates, and in C-reac-
tive protein levels, calculated with the use of the two-sample sign test. T bars denote 95% confidence intervals. To comvert values for

LOL, HDOL, and total chelesterasl to millimales per liter, multiply by 002586, To comvert values for trighycerides to millimales per liter,
miultiply by 001129,
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Figure Z. Kaplarn—Meier Curves for the Primary End Peint in the Twe Study

Groups.

The primary end point was the first major cardiovascular event.




Subgroup

Sex
Male
Female
Age
<G5 T
=65 ¥T
Current smoker
=]
Yes
Diabetes at baseline
MNa
Yes
Baszline history of cardicwvascular disease
MNa
Tes
Bodyamass index
«23.0
23.0-26.6
=266
Systolic blood pressure
=127 mm Hg
127-146 mm Hg
=146 mm Hg
Diastolic blood pressure
=1 mm Hg
71-30 mm Hg
=30 mm Hg
LOL cholesterol
=33 mg'dl
83-111 mg/dl
=111 mgfdl
High-=ensitivity C-reactive protein
=29 mgfliter
2.9-8.5 mg/fliter
=8.5 mgfliter
All patients

Roswuvastatin

Placebo

o, af events/no. of patients %)

247851 (2.4)
149/538 (2.8)

163716 (5.9)
233673 (12.0)

3371187 (9.1)
50/202 (9.6)

2611001 (8.0)
135/388 (12.5)

1927840 (6.9)
2047549 (13.3)

1117449 (8.1)
1327465 (9.0)
1457458 (10.1)

1207456 (5.3)
1367469 (9.3)
1407463 (9.9)

1627533 (9.9)
1307461 (9.2)
103303 (2.7)

1377453 (10.1)
1287457 (9.2)
1267467 (8.3)

107 f460 (6.8)
1357475 (9.1}
1507443 (12.2)
306/1389 (9.2)

267872 (9.9)
141512 (8.9)

1657697 (7.1)
2437637 (12.5)

3361157 (9.4)
72/ 227 (10.2)

2721041 (8.0
136/343 (15.1)

1307828 (7.0)
2197556 (13.8)

140y 464 (10.3)
1287451 (8.9)
1337453 (9.3)

1317467 (8.8)
1187459 (8.1}
1597457 (11.9)

176/551 (10.3)
134/470 (9.3)
aBfIE2 (27)

1327470 (9.5)
1207458 (8.9)
1467450 (10.2)

1257458 (8.3)
1237443 (8.8)

1587476 (11.8)
40EF 1384 (9.5)
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Figure 3. Hazard Ratio for the Primary End Paoint in Predefined Subgroups.

In the age category, the two subgroups shown are patients with a baseline age below the median value and those with a baseline age
abowe the median. For categories with three subgroups, patients are divided acocording to their baseline values. Values for low-density
lipoprotein (LDL) cholesteral were calculated with the use of Friedewald’s formula; to corwert the values to millimaoles per liter, multiphy

by 0.02586.




Table 3. Monitored Adverse Events and Measured Laboratory Walues in the Safety-Analysis Population.™

Variable

Meonitored adverse events

Ary adverse svant

Sericus adverse event
Arry

Requiring penmanant discontinuation of study

drug
Crug-ralatedy
Ewvant leading to death
Dzath
From cardicwvascular causes
From noncardicvascular causes
Infaction
Cancer
From unspecified causesT
Infectiony
Gastrointestinal disordary
Hepatic disorder|
FMusculoskeletal disorde r*
RhabdomyclsisTy
Mewly diagnosed cancer
Mew-onset diabetes mellitus
Laboratory walues
Alanine aminctransferase =4= LULK
Creatine kinaze leveal
3-5= LILM
=8 LILM

Rosuvastatin (M= 1338%)

Placebo [N =1378)

no of patients (%]

1338 (96.3)

1140 (82.1)
438 (3L5)

16 (1.2)
G40 (46.1)

324 (23.3)
248 (17.9)
105 (7.6)
25 [1.8)
E3 (4.9
976 (70.3)
814 (58.6)
b6 [4.8)
310 (22.3)
3 (0.2)
107 (7.7)
1o (0.7

5 (0.4)

7.5
32

1332 [96.7)

1159 (84.1)
443 (32.1)

11 (0.8)
662 (45.0)

324 (23.5)
267 (19.4)
100 {7.3)
27 (2.0)
71(5.2)
956 (69.4)
788 (57.2)
54 (3.9)
343 (24.9)
2 j0.1)
118 {3.6)
14 {Lo)

£ j0.4)

& (0.4)
3 (0.2)

P Value

0L56

Q.80
078

0.35
045

0.92
0. 34
078
075
or7
0.16
0.26
0.28
021
.66
041
.40

075

0.7 9
0.99




Commentaires

% exclusion des patients sous statines

x taux do®v®nements plus faibles que pr®v
x exclusion des < 50 ans (plus do®v®nemen
X proportion i mportante doarr°t de | a m®d
CORONA et GISSI -HF en insuffisance cardiaque: pas de bénéfice
demontré des statines

A partir de quel stade dol RC | es
Lourde co-morbidité des HD avec risque CV élevé et multifactoriel

Introduction peut -étre trop tardive ou esperance de vie déja trop
écourtée pour un impact favorable

Faible élevation des LDL de cette population

Maintenant que fait -on avec les statines en HD?
X maintenir chez les moins de 50 ans?
X maintenir en prévention secondaire?
x attendre SHARP et PLANET



Optimal Method of Coronary Revascularization in Pts Receiving

Dialysis: Systematic Review
University of Western Ontario; Yale University; McMaster University

Clin J Am Soc Nephrol 4: 3691 378, 2009

VPopul ati on g®n®r al e: PAC vs PTCA d
do®v®nements majeurs similaires mai
subséequente avec PTCA
V Méthode de revascularisation coronarienne optimale chez les dialyses
demeure indéterminée
V Toute étude randomisée ou de cohorte avec >10 patients dialysés
comparant PAC et PTCA évaluant la survie a 30 jours eta 1 an
V Sur 8176 citations, 17 études identifiées

aucune randomisée, toutes rétrospectives

rapportees entre 1989 et 2007

pas de donnees p/r aux tuteurs medicamentes
V Totalisant 32 388 dialysés depuis 3.7 ans

15 175 avec PAC et 17 213 avec PTCA

caracteéristigues démographiques assez comparables

age moyen de 60 ans; 46% de DB; FejVG 46%

maladie multi-vaisseaux 85 vs 55%; maladie 1 vaisseau 46 vs 6%



No. of Patients Mean (SD) Qutcomes reported
on Dialysis Follow-Up, months

Study, Year Country Cohort Yr Mortality Long-Term Cardiac events

CABG  PCl CABG Cl Short-term Long-term MI Revascularization

Agirbasli, 200> USA Mar 1987-Dec 1997 130 12 - —~  Inchospital  1year | year
Aoki, 2003"¢ Japan  Jul 1997-Dec 2001 5 7 2 In-hospital B 5

I year
5

Baldovinos, 2002 Uruguay 1994-19%9 23 28 30 day 2yr
Charytan, 2006 USA Jan 2001-Dec 2001 130 32 In-hospital 1 year
Chertow, 2002 USA Feb 1994-July1995 29 16 30 day | year
Fujimoto, 2007 Japan Jan 1984-Dec 2002 64 81 — Syr
Hara, 2001 Japan  Jan 1991-July 2000 3 21 - Syr

Hemmelgarn, 2004° Canada  Jan 1995-Dec 2001 147 - Byr
Herzog, 1999 USA Jan 1978-Jun 1995 6867 In-hospital ~ 2yr

Herzog, 2002 USA Jan 1995-Dec 1998 9116 In-hospital ~ 35yr

Ivens, 2001 Germany  1982-19%4 40 30 day 2yr
(PTCA 1987-19%4;
CABG 1982-1992)
Koyanagi, 1996°  Japan  Dec 1984-Dec 1992 . In-hospital ~ After
discharge
Ohomoto, 1999 Japan  Mar 1983-Dec 1997 . In-hospital s

Rinehart, 1995 USA Nov 1977-Jul 1991 . Perioperative 5.5 18 months" 18 months”
(PTCA Jul 1985-Jul 1991,
CABG Nov 1977-Jul 1991)

Simsir, 1998 USA Jul 1992-Dec 1996 30 day

Szezech, 2001 USA Jan1993-Dec 1995 ‘ -
Takeshita, 1991 Japan  Jun 1983-Jul 1989 5 35 In-hospital




Tabz 3. Comparison of shart term and long-term mortality rates in patients receiving dialysis and patients
without kidrey diseass undergaing CABG and PC]

. Long-Term Martality, Mean Long-Term
—_— HLay Morialiy, % % Follne-Lp, Moni
CABG B CAIG Pl CABG Ol
Receiving dialysis® 1] 5 ¥ o 3 i

Witheut kidesy disaass” 15 13 1021 14-33 56 i




V Variabilité des études; conclusions limitées
V Mortalité a court terme
plus élevee apres PAC (RR 1.91)
11% (vs 1 a 5% chez les non dialysés)
V Mortalite a long terme (1 a 5 ans)
pas de différence entre PAC et PTCA
V Evénements cardio-vasculaires moindres aprés PAC vs PTCA
20.3 vs 32.4%

D®ci si on doopter pour une approche
Peu de données; etudes nécessaires

Ri sque doRPAC bhezdes didlysés 2X (population générale)

A considérer: type de MCAS, expertise locale, préférence du patient

Est-ce que la revascularisation sans CEC et le remplacement rénal post-op
via CRRT pourront améliorer la survie a 30 jours?



Clinical and Angiographic Outcomes Following Percutaneous Coronary
Intervention With Sirolimus-Eluting Stents Versus Bare-Metal Stents in
Hemodialysis Patients

Sen Yachi, MD," Kengo Tanabe, MD, PhD,’ Shuzou Tanimoto, MD," Jiro Aoki, MD, PhD,’
Gaku Nakazawa, MD," Hirosada Yamamoto, MD,” Shuji Otsuki, MD," Atsuhiko Yagishita, MD,’
Satoru Kishi, MD,” Masataka Nakano, MD," Masahiro Taniwaki, MD,” Shunsuke Sasaki, MD,’
Hiroyoshi Nakajima, MD, PhD,” Naofumi Mise, MD, PhD,” Tokuichiro Sugimoto, MD, PhD,” and

Kazuhiro Hara, MD, PhD’

Background: Percutaneous coronary intervention for hemodialysis patients has been hampered by
the high rate of adverse cardiac events. Our aim was to investigate whether sirolimus-eluting stents
(SESs) improve clinical outcomes of hemodialysis patients compared with bare-metal stents (BMSs),
Study Design: i
Setting & Participants onsecutive patients on hemodialysis therapy treated with either an SES
or BMS. There were 56 patiénts with 68 lesions treated with SESs between August 2004 and April 2006
(SES group) and 67 patients with 71 lesions treated with BMSs 4 years before approval of SESs in
Tuteurs Japan (BMS group).
Predictor: SES and BMS implantation for hemodialysis patients with coronary artery disease.

ayec_ Outcomes & Measurements: Follow-up angiography was performed at 6 to 8 months and clinical
sirolimus: follow-up was obtained at 9 months after the procedure. Late lumen loss and major adverse cardiac
Perte de events, including all-cause death, myocardial infarction, and target-lesion revascularization, were
lumiére investigated.
tardive Results: Clinical follow-up was obtained in all patients. Angiographic follow-up was obtained in 50
moindre patients (89.3%) in the SES group and 50 patients (74.6%) in the BMS group. The SES group had more
complex lesions than the BMS group. Quantitative angiographic analysis showed a significant differ-
Pattern de ence for in-stent late lumen loss (SES, 0.62 *+ 0.75 mm; BMS, 1,07 + 0.75 mm; P = 0.003). Of
resténose plus  angiographic restenosis lesions analyzed, a focal restenotic pattern was observed more frequently in
focal the SES group than the BMS group (SES, 87.5%; BMS, 23.8%; P < 0.001). The rate of major adverse
Moins cardiac events was significantly lower in the SES group (n = 14; 25.0%) than the BMS group (n = 26;

d6®v ®ne mé"?ﬂ?’ ; log-rank P = 0.02),
cV mitations: Retrospective study design, small sample size, and a single-center study.

Conclusions: Clinical and angiographic data in the present study suggest that SESs are more
effective than BMSs in hemodialysis patients.
Am J Kidney Dis 54:299-306. © 2009 by the National Kidney Foundation, Inc.

subséquents

INDEX WORDS: Hemodialysis, stent; intervention.




Sirolimus-Eluting Stent in Hemodialysis Patients

Table 4. Angiographic Patterns of Restenosis

30 [ .
= 3¢ | SES BMS
E v (n = 16) (n=21) P
Z 10 F 1 . g8
= [ | } Focal restenosis 14 (87.5) 5(23.8) <0.001
§ o H - [- IA 0(0.0) 0(0.0)
g i £ 1 IB 2 (12:5) 1 (4.8)
- 1.0 | - IC 12 (75.5) 4 (19.0)
D 0 (0.0) 0 (0.0)
-2.0 ‘ o Diffuse restenosis 2(12.5) 16(76.2) <0.001
Stentproximal In-stent Stent distal “ 0 (OO) 7 (333)
e I 0 (0.0) 8 (38.1)
s g IV (total occlusion) 2(12.5) 1 (4.8)
= i log-rank p=0.02
(& 200 o —
S B
£ 0
H 75.0 %
5 e |
£ 700 4 %
=
S00 .

Q 30 80 ac 120 150 180 21¢ 240 270
Days after the proce daxe

No. at Risk

SES group 36 54 54 54 53 52 S0 4% 4% 42

BMS group 67 63 62 @ &4 51 4 43 42 41



Globalement avec tuteurs médicamentés
Réduction du besoin de refaire une procédure de revascularisation

Pas plus de thrombose aigué

Drug-eluting stents in pts with ESRD on dialysis: a small step forward
Ziada et Abdel-Latif, University of Kentucky
AJKD 2009; 54:197-200



