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Efficacy of High-Dose Atorvastatin Loading Before
Primary Percutaneous Coronary Intervention in
ST-Segment Elevation Myocardial Infarction

The STATIN STEMI Trial

Pre treatment in emergency room:

* ASA 200 mg
* Clopidogrel 600 mg
* Atorvastatina 8o mg or 10 mg

171 patients
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ELSEVIER International Journal of Cardiology 137 (2009) 246 —251

www.elsevier.com/locate/ijcard

The beneficial effect of high loading dose of rosuvastatin before
percutaneous coronary intervention in patients
with acute coronary syndrome <

K.H. Yun et al. / International Journal of Cardiology 137 (2009) 246-251

« ASA 300 mg
e Clopidogrel 300 mg
« 5000 UI UFH 1v

e Rosuvastatin 40 mg or no statin

445 patients

© 2011, Francesco Abbadessa



Percheé somministrare un
carico di statine prima di una
procedura di PCI ?
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statine ad alto dosaggio,
prima della coronarografia,

nelle sindromi coronariche acute

Razionale fisiopatologico

€ Danno miocardico associato a PCI

& Aterosclerosi:
e stabile
e instabile

@ Statine: - cffetti lipidici

 effetti non lipidici
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EDITORIAL COMMENT

Recapturing the Magic

Revisiting the Pleiotropic Effects of
Statins in Percutaneous Coronary
Revascularization®

Stephen G. Ellis, MD, Saif Anwaruddin, MD
Cleveland, Ohbio

Danno miocardico associato a PCI

Attenuation of injury and inflammation associated
with percutaneous coronary intervention (PCI)
is an important concept in cardiovascular medicine

JACC Vol. 54, No. 6, 2009
August 4, 2009:566-8
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Figure 1. Mechanisms Underlying Periprocedural Myocardial Infarction.

N Engl ] Med February 3, 2011
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Universal Definition of Myocardial Infarction
Kristian Thygesen; Joseph S. Alpert; Harvey D. White;

on behalf of the Joint ESC/ACCF/AHA/WHF Task Force
for the Redefinition of Myocardial Infarction

Table 1 Clinical classification of different types of myocardial

infarcton There is currently no solid scientific
Type 4 basis for defining a biomarker

Spontaneous myocardial infarction related to ischaemia due to
a primary coronary event such as plaque erosion and/or

rupture, fissuring, or dissection thFEShOId fOI‘ the dlagnOSIS Of peri—
Type 2

Myocardial infarction secondary to ischaemia due to either pI' oce dur al myo C ardi al inf arctio n.

increased oxygen demand or decreased supply, e.g. coronary
artery spasm, coronary embolism, anaemia, arrhythmias,

hypertension, or hypotension Pendlng fllI'thel‘ data, and by aI'bitI‘aI'y
Type 3

Sudden unexpected cardiac death, including cardiac arrest, @0 }BRA I RLHLO) DI RIS L suggested to designate

often with symptoms suggestive of myocardial ischaemia,

accompanied by presumably new STelevation, or new LBBB, or = = =

evidence of fresh thrombus in a coronary artery by angiography Increases more than thre € tlme S the
and/or at autopsy, but death occurring before blood samples

could be gbtained, or at a time before the appearance of 99th percentlle URL as PCI—I‘Elated
wm::aardial infarction associated with PCI myocardial infa‘rCtion (type 4a‘) 2

Myocardial infarction associated with stent thrombosis as
documented by angiography or at autopsy

Type 5
Myocardial infarction associated with CABG

Circulation November 27, 2007
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With the “Universal Definition,” Measurement
of Creatine Kinase-Myocardial Band Rather
Than Troponin Allows More Accurate Diagnosis
of Periprocedural Necrosis and Infarction
After Coronary Intervention

Chris C. S. Lim, MBBS,*1+ William J. van Gaal, MBBS, MSc, MD,1# Luca Testa, MD,|

a CK-MB level that is more than 5 times the upper
reference limit

N Engl ] Med February 3, 2011
JACC February 8, 20n
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Treatment Strategy to Stabilize Patients
with Acute Coronary Syndrome

PCIl - stent

@ (1{ Culprit/ culprits

Focal treatment

Intensive statin
@ Vulnerable, stable
Time to benefit
1 weeks

Additional systemic treatment

Yoseph Rozenman, E. Wolfson Medical Center, Holon, Israel
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Frequency of Multiple “Active” Plaques in
Patients With ACS

80% of Patients With = 2 Plaques
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Frequency of multiple active plaque ruptures beyond the culprit lesion

ACS, acute coronary syndrome.
Rioufol G, et al. Circulation 2002;106:804-808. (with permission)

the BRIGHAMAND
rt.org WOMEN’S HOSPITAL
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Aterosclerosi coronarica

Concezioni attuali

e Coronaropatia ostruttiva stabile

e Atero-trombosi = ACS
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Journal of the American College of Cardiology Vol. 54, No. 23, 2009
© 2009 by the American College of Cardiology Foundation ISSN 0735-1097/09/$36.00
Published by Elsevier Inc. doi:10.1016/}.jacc.2009.09.009

STATE-OF-THE-ART PAPER

Inflammation in Atherosclerosis
From Pathophysiology to Practice

Peter Libby, MD,* Paul M Ridker, MD, MPH,*} Goéran K. Hansson, MD, PHD,#
for the Leducq Transatlantic Network on Atherothrombosis

Boston, Massachusetts; and Stockholm, Sweden

The advent of the cell biological era of
atherosclerosis supplanted the simplistic
concept of the atheroma as a passive
deposition of lipid debris on the artery wall.

This revolution in our thinking about the pathophysiology of atherosclerosis
has begun to provide clinical insight and practical tools that may aid patient

management.
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Atherosclerosis: traditional model

Atheroma accumulation leads to luminal narrowing from
the onset of the disease process

-

pmndvi Draae

- ey

Gradual luminal narrowing
—
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The Origins of
Atherosclerosis

Peter Libby
Brigham & Women’s Hospital €
—— Harvard Medical School -m’,ﬁ
B
S |

Lessons from the Lipid Legends
www.theheart.org 2004

“likerustin a

The Traditional ¢
View of :
Atherosclerosis |
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Atherosclerosis is more than
luminal narrowing

®99% of atherosclerotic disease is in vessel wall
®*Does not narrow the lumen

®* Hidden from angiographic view

Steven Nissen

European Atherosclerosis Society april 2004 meeting, Seville, Spain
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Vulnerable plaque




Sviluppo strutturale della placca:
Rimodellamento

Seymour Glagov
pathologist
Chicago

“Compensatory enlargement of human atherosclerotic coronary artery”

Seymour Glagov et al, N Engl J Med 1987; 316:1371-&.
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Angiographic limits

Our preoccupation with coronary luminology.

The dissociation between clinical and angiographic findings
in ischemic heart disease.

Eric J. Topol, Steven E.Nissen
Circulation. 1995; 92:2333-2342.

 Luminology: % diameter stenosis

 oculo-stenotic reflex

- Coronary cosmetology
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Angiographic underestimation of disease

Steven E. Nissen, MD; Paul Yock, MD. Circulation. 2001:103:604
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Anatomical treatment
in stable obstruttive CAD

¢ 1957 - M. Sones: coronary /Q €
angiography "\

t

y

¢ 1968 - R. Favaloro: bypass |/
surgery

¢ 1977 - A. Gruentzig: PTCA
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Lipidic
effects

<

Dose
dependent
on inhibition
by statins

\

Hepatic
inhibition

Within liver and vascular walls

Q\cetyl CoA + Acetoacetal COA)

Mevalonate

QSopentanyl PID

Geranyl PP

1

Farnesyl PP

Non lipidic
effects

Dose
| dependent
on inhibition
by statins

\

Rapid
vascular
effect

Kausik K. Ray, and Christopher P. Cannon
J. Am. Coll. Cardiol. 2005;46;1425-1433
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Nobel Medicina 1985

Richard Goldstein and Michael Brown
14 ottobre 1985, MIT Cambridge, Massachusetts, USA
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Reversal trial

Dopo 18 mesi di
trattamento

collaterale Area, EEM Area, ateroma
17.1 mm?2 7:4 mm?

American Heart Association, Scientific sessions, Orlando; Nov. 2003
Nissen SE et al. JAMA 2004,291:1071-1080
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Asteroid trial

Baseline Follow-up

EEM Area
16.35 mm?

i Lumen l_ rea

Nissen, S. E. et al. JAMA 2006;295:1556-1565
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Table 2 Intravascular ultrasound progression/regression studies

Statin trials
GAIN°®

ESTABLISH®
REVERSAL®?

Jensen et al.®®

Petronio et al.%

Nishioka et al.®”

Tani et al.®®

ASTEROID®

Takashima et al.”°

COSMOS”!
JAPAN-ACS™?

Hirayama

Design Year Treatment
RCT 2001  Atorvastatin
Control
RCT 2004  Atorvastatin
Control
RCT 2004  Atorvastatin
Pravastatin
Non-RCT 2004  Simvastatin
RCT 2005  Simvastatin
Control

Non-RCT 2004  Pravastatin, atorvastatin, simvastatin, and
fluvastatin
Control

RCT 2005  Pravastatin
Control
Non-RCT 2006

Non-RCT 2007

Rosuvastatin

Pitavastatin
Control

Non-RCT 2009
RCT 2009

Rosuvastatin

Atorvastatin

Pitavastatin

Non-RCT 2009  Atorvastatin

ACAT (acyl-coenzyme A:cholesterol acyltransferase) inhibitor trials

A-PLUS??

ACTIVATE®*

RCT 2004  Avasimibe 50 mg
Avasimibe 250 mg
Avasimibe 750 mg
Placebo

RCT 2006  pactimibe

Placebo

Increasing high-density lipoprotein therapies

ApoA-| Milano™

ERASE®?

CART-2%

RCT 2003  ApoA-I Milano 15 mg/kg
ApoA-| Milano 45 mg/kg
Placebo
RCT 2007  CSL-111 (reconstituted HDL infusion)
Placebo
RCT 2008  Succinobucol (AGI-1067)
Placebo

48
51

24
24

253
249

40

36
35

22

26

52
23

349

41
41

126
127

125
28

108

98
117
109

206
202

21
15
"
89
47

183
49

12 months

6 months

18 months

12 months
12 months

6 months

6 months

24 months

6 months
18 months
8-12

months

28 weeks
80 weeks

24 months

18 months

5 weeks

4 weeks

12 months

Primary endpoint

Plaque volume
% Change in plaque volume
% Change in plaque volume

% Change in plague volume

Plaque volume

Plaque Volume

% Change in plaque volume

Change in PAV

% Change in plaque volume

Change in PAV

% Change in plague volume

% Change in plaque volume

Change in PAV

Change in PAV

Change in PAV

% change in plaque volume

Absolute change in plaque volume

Results (mean + SD)

2.5 + 249 mm®
11.8 + 31 mm’

131+ 12.8%
8.7 + 14.9%

4.1+ 29.6%
54 +20.1%

6.30%

—2.5 4 3.0 mm*/mm
1.0 + 3.0 mm*mm

309 + 15.6 mm°

35.5 + 12.7 mm®

—14.4 £+ 23%
1.1+ 4.6%

—0.98 + 3.15%
—10.6 £ 9.4%
8.1 + 14.0%
—5.1+ 141%
—18.1 4+ 14.2%

—169 +13.9%

—9.4 4+ 10.3%
—18.9 + 14.1%

0.7 + 0.4%
0.8 + 0.4%
1.0 £0.3%
0.4 + 0.4%

0.69 +0.25%
—0.59 + 0.25%

—129 +35%
—0.73 +2.8%
0.14 + 3.09%
—341 (IQR, —6.55 to 2.25)
—1.62 (IQR, —5.95 to 1.94)
—34 4+ 145 mm’
—0.6 + 134 mm’

European Heart Journal (2010) 3, 2456-2469 H.M. Garcia-Garcia et al.
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JACC 1988

digh-Risk Disease Evolving into Acute Myocardial Infarction

Angiographic Progression of Coronary Artery Disease and the
Development of Myocardial Infarction

JOHN A. AMBROSE. MD, FACC, MARK A. TANNENBAUM. MD
DIMITRIOS ALEXOPOULOS, MD, CRAIG E. HIEMDAHL-MONSEN. MD

JEFFREY LEAVY, MD, MELVIN WEISS, MD, FACC,* SUSAN BORRICD, BS
RICHARD GORLIN, MD. FACC, VALENTIN FUSTER. MD, FAC(

The only independent predictor for progression to Ml was a
proximal location in the coronary artery :

Patients (%)

< 50 : 50-70
Diameter stenosis (%)

Vale nti n F USte r, M D ’ P h D Data from four studies. Smith SC. Circufation 1996

Pedro R. Moreno, Mount Sinai Medical Center, New York. ISET 2011
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Non-Stenotic Vulnerable Plaques overall are More
Dangerous Since they are far More Frequent than
Stenotic Ones

Percentage of Stenosis

0% 50 % 100 %

‘ Frequency of Plaques

Risk of Complication per Plaque

B et s

Association for Eradication of Heart Attack - AEHA © 2003

Naghavi et al. Circulation. 2003;108:1664
© 2011, Francesco Abbadessa




Different Types of Vulnerable Plaque

Rupture-prone Ip-Hemorrhage

Ruptured . N Calcified nodule

Erosion-prone AW, , stenotic

Eroded

Old Thrombus

Critically Stenotic
Vulnerable Plaque

Naghavi et al. Circulation. 2003;108:1664
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Vulnerable Plaque

Vulnerable Plaque Stable Plaque

R e e oo o

Thin cap Thick, fibrous cap
Lipid Pool Lipid Pool

High —— Lipid conc. —— Low
Thin —— Cap —— Thick

Abundant —— Macrophages —— Few




Vulnerable Plaque Imaging
Detection in 2011

64 slice-CT Angiography (CTA)
Optical Coherence Tomography
Virtual Histology

- -

Palpography R (OCT) = (NIR Espectroscopy)

Near Infrared & Raman Spectroscopy A ¥ | l

Intravascular MRI

T

T— (Intravascular MRI)
(VH: Virtual Histology)

Pedro R. Moreno, Mount Sinai Medical Center, New York. At TCT 2010




The PROSPECT trial

1. Thin Cap FibroAtheroma TCFA

2. Minimal Luminal Area (MLA mm?)

3. Plague Burden (PB-percent)

The NEW ENGLAND JOURNAL of MEDICINE january 20, 2011




Example of TCFA caused ACS later
2006.7

§ rﬁ;l}:f,’ 623%2) Fibrous cap thickness 60um
.

2007.1 |

o~

pf-";_ -

7NC ;5 31% Fibrous cap ulceration

> %PA ; 74%

Sawada, Shite et al.European Heart J 2008; 29:1136-1146

© 2011, Francesco Abbadessa




HPS: Effects of Statin
indipendent by baseline LDL-C
HPS LDL-C Subgroup Analysis

175 B Placebo B Simvastatin
LDL-C levels LDL-C levels

150 -

125 T

LDL-C

N
(mg/dL) 100 e
| 35%

75 A

) ) >0 LDL-C >135 LDL-C 116-135 LDL-C <116
Relative Risk (>3.5mmol) (3-3.5mmol) (<3 mmol)
Reduction (Major

vascular events): 39% 37% 35%
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"Non lipidic
effects

Cell
signaling

Acetyl Coenzyme A + Aceotacetyl Coenzyme A

HMG Coenzyme A

STATINS

(o

Mevalonate

4=

Isopentenyl Pyrophosphate

\m

Geranyl Pyrophosphate

-

Farnesyl Pyrophosphate

Eagle and Chopra : Statins Before Coronary Procedures

JACC, 2010 September 28, 2010:1110-2
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G protein: RAS

Ras acts as a molecular switch
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Activation of Ras protein

Growth Factor

O Receptor Monomers

1 48

Tyrosine |

Kinase .

Adaplor Profein

Guanmne Nucieotide”
Exchange Protein

Gene Expression
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Atherosclerosis is an Inflammatory Disease

a5 %, Monocytes
N

- .
Vascular Endothelium 0 "
Cell Achesion % 7

'-.'~-0ausm¢xoc ‘U" A

lntefnal !'a s!’c Lcmlna

- e 4“‘7:"/7, /

Libby, P. The Vascular Biology of Atheroscler05|s.
Heart Disease (Braunwald, Zipes & Libby Eds.) 2001

fy The Origins of
'  Atherosclerosis

Peter Libby

Brigham & Women’s Hospital
= Harvard Medical School

Lessons from the Lipid Legends
www.theheart.org
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Initiation of Atherogenesis




Initiation of Atherogenesis




Initiation and Progression of Atheroma

Vongeyi
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Initiation and Progression of Atheroma
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Molecular Mediators of Atherogenesis




Journal of the American College of Cardiology Vol. 46, No. 8, 2005
© 2005 by the American College of Cardiology Foundation ISSN 0735-1097/05/$30.00

Published by Elsevier Inc. doi:10.1016/j.jacc.2005.05.086

FOCUS ISSUE: PROVE IT-TIMI 22 State-of-the-Art Paper

The Potential Relevance of the Multiple
Lipid-Independent (Pleiotropic) Effects of Statins

in the Management of Acute Coronary Syndromes
Kausik K. Ray, MRCP, MD, Christopher P. Cannon, MD, FACC

Boston, Massachusetts

Although a culprit thrombotic lesion may be treated effectively
by antithrombotic therapy and revascularization,

this will have little effect on the global processes that determine recurrent events at
non-culprit sites.

Thus, additional systemic treatment is required

Statins possess multiple beneficial effects that are independent of low-density-
lipoprotein cholesterol (LDL-C) lowering and that have favorable effects on
inflammation, the endothelium, and the coagulation cascade.

© 2011, Francesco Abbadessa



4 ::Jré:gilgrtm \ Viscosity
4 Endothelial
N function
g:czgr.la:fgx) 4 Collagen
¥ Macrophages
*Inflammation
(hs-CRP)
¥ MMPs
¥ Free Radicals YLoL-C
#HDL-C
VvTG

Davignon J. (2004) Beneficial cardiovascular pleiotropic effects of statins.
Circulation 109 (Suppl III) 111-39-111-43.
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Ray and Cannon JACC Vol. 46, No. 8, 2005
Lipid-Independent Effects of Statins in ACS October 18, 2005:1425-33

Lumen

& CRP

A MPO release

A Neopterin
release

Activated
neutrophils

Cytokine pool
& IFN-y, IL-6,
:  TNF o, IL-1
Activated v -
Activated
= IL-10, IL-4 atel
T-lymphocyte 3 : Mon it

Chemoattractant

* MCP-1 Endothelium

Cytokine
production
®TNF o,

+I1L-1, IL-6

Immune activation

T-lymphocyte MMP
A Number & production

1 Activity

Macrophage
4 Number
M/ Activity

Cytokine balance
(proinflammatory)

A 1FN-y

Vessel wall
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Evidenze cliniche

Trial clinici randomizzati
Metanalisi
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Early statin therapy in ACS: What's the level of evidence?
SEPTEMBER 28, 2009 | Lisa Nainggolan

15, 2
No- 36 I\
\ o\;;ﬁw AN
xsssx?nemw'”
10-
Ao\.

class 1A
recommendation
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heart Statins early in ACS
should not be a class IA recommendation

As substance for his argument, he points out that the European
guidelines on this "are somewhat more faithful to the evidence. They
say to start early, within one to four days of ACS admission, but this is
given a class IB rather than a class IA recommendation, and they put
their target treatment level at <100 mg/dL. For the more aggressive
treatment target of 70 mg/dL, they have a class lIA, level B
recommendation,” he notes, adding, "This is more in line with the
evidence than the American guidelines. So here we have two professional societies looking at the same
evidence and coming up with different recommendations—it's open to interpretation and it becomes more
of an opinion."

Here we have two

professional societies
looking at the same evidence and
coming up with different
recommendations.

Dr Sanjay Kaul, Cedars Sinai Medical Center, Los Angeles, CA

Their choice, to attack this recommendation from
among so many easier targets, seems quixotic.

\
\ ¥
Davz.d D' Wa te rS’ M D ) Ivy I<u’ MD \ [\C)C/) Y oour® of o2y
ug D \ e A s
S(\\'\l\' n.OF

San Francisco, California
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Anthony Van Dyck "Rinaldo e Armida” 1628-1629

Olio su tela, 236.5x224 cm. (particolare) Museum of Art. Baltimore, U.S.A.
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Study Design of the ARMYDA-ACS Trial

580 patients excluded for:
- 451 statin therapy
-41 emergency angiography
-43 ejection fraction <30%
-30 contraindications to statins
-15 severe renal failure

20 patients excluded for indication to:
- medical therapy (N=8)
- bypass surgery (N=12)

4

30 days

torvastatin 80 mg
12 hrs before

angio;
urther 40 mg PCI Pri 4
2 hrs before atorvastatin rimary en
point:

N=96 / N=86
Coronary > . 30-day
angiography \ occurrence

PCI of death, MI,
Placebo

placebo TVR
12 hrs before N=85

angio; further
dose 2 hrs
before
N=95

191)

771 Patients
with
NSTE-ACS
sent to
early coronary
angiography
(<48 hours)

Randomization (N

A 4 v

1t blood 2nd and 31
sample blood samples

(before PCI) (8 and 24 hours
after PCI)

A

CK-MB, troponin-l, myoglobin, CRP

Patti, G. et al. J Am Coll Cardiol 2007;49:1272-1278

| \ J \ J

JOURNAL OF THE AMERICAN COLLEGE OF CARIOLOGY
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JACC Vol. 49, No. 12, 2007
March 27, 2007:1272-8

Atorvastatin = = = Placebo
100
g-.; T~ Bt e e e e e o
- 80 -
5 ok P=0.01
o
g 40
3
< 20 4
=
0 ;
1 2 3 7 14 21 30
Days after PCI

ARMYDA-ACS Survival Curves

Actuarial curves of 30-day major adverse cardiac event (MACE)-free
survival in the 2 arms. PCl = percutaneous coronary intervention.
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Study Design of the ARMYDA-RECAPTURE Trial

391 patients excluded for:
- 254 no chronic statin therapy
- 40 emergency angiography
- 86 ejection fraction <30%
- 11 severe renal failure 74 patients excluded for indication to:
- medical therapy (N=32)
A - bypass surgery (N=42)

A
Atorvastatin reload: 30 days

-

[ somg EE NN NN NN NN EENEENNEEEEEEN

12 hrs before
angio;

further 40 mg ato:/g!statin Primary end-
2 hrs before / N=192 point:
= Coronary 30-day
angiography occurrence

PCI of cardiac
Placebo placebo death, MI,
12 hrs before N=191 TVR

angio; further
dose 2 hrs
before
N=228

848 Patients
with
stable angina

or NSTE-ACS
undergoing
coronary
angiography

Randomization (N=457)

v v
15t blood 2nd and 3rd
sample blood samples

(before PCI) (8 and 24 hours
after PCI)

N/

CK-MB, troponin-l, Hs-CRP

Di Sciascio, G. et al. J Am Coll Cardiol 2009;54:558-565

Copyright ©2009 American College of Cardiology Foundation. Restrictions may apply. JOURNAL OF THE A\mnlri&frﬁiﬁ?.éor .C:\n‘lwo‘l'bm'
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Armyda Recapture

B Atorvastatin [1 Placebo
15 - 18 -
% % 14.8
121 15°
P=0.015
P=0.98 12 -
9 _
9 _
. 4.9
4 6-
33
3 j 3 _
0 - I 0 !
Stable angina ACS

Conclusions ~ The ARMYDA-RECAPTURE trial suggests that reloading with high-dose atorvastatin improves the clinical outcome
of patients on chronic statin therapy undergoing PCl. These findings may support a strategy of routine reload
with high-dose atorvastatin early hefore intervention even in the background of chronic therapy.  (J Am Coll Car-
diol 2009;54:558-65) © 2009 hy the American College of Cardiology Foundation

© 2011, Francesco Abbadessa



Al TR,

-

2 )
=

3

: -

ROsuvastatin Pretreatment in
PatientsUndergoing Elective Pci
To Reduce The Incidence of
MyocArdial Periprocedural Necrosis
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ROMA Trial

Patients undergoing coronary angiography from Sept 2009 to
March 2010 assessed for eligibility (n=297)

Excluded {(n=41)

13 withdrew consent

28 did not meet the inclusion
criteria

Rosuvastatin Group Control Group
RG CG

128 allocated to Rosuvastatin group | 128 allocated to Standard therapy

v48 excluded because:

v31 had - hvdl d v'48 excluded because:
not pcc:l[ SEEGHCLE LT NGRS S R he T v'36 had coronary angiography alone and

v13 ferred for elective CABG not sl
va h\g/sr‘scrief::r‘lesR r?gTZ::osl\i/: v'12 were referred for elective CABG

‘ 80 patientsincluded \

wi=w =010
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STATIN STEMI

408 Patients with STEMI admitted within 12 hours

229 patients were excluded
3 - 159 statin treatment within 3 months
- 10 death at ER
- 20 Cardiogenic shock
- 30 old age (> 80 years old)
v - 10 refusal to participation
High dose Atorvastatin (80 mg) in ER Conventional dose Atorvastatin (10 mg) in ER
N =90 N = 89
\ v
8 patients were excluded
Coronary angiography .6 vasospasm
v - 2 bypass surgery
High dose Atorvastatin (80 mg) in ER Conventional dose Atorvastatin (10 mg) in ER
N = 86 N =85
v \ 4

Primary end point: 30-day MACEs (death, non-fatal M|, TVR)

J.S. KIM et al. JACC Intv: vol. 3, n°3, 20010 MARCH 2010:332-9
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STATIN STEMI

B Atorvastatin 10 B Atorvastatin 80

TIMI frame count %0 ST Resolution

1.9

TIMI blush grade

J.S. KIM et al. JACC Intv: vol. 3, n°3, 2010 MARCH 2010:332-9
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Yun

p=0.035

(%)

o Ll

Control Rosuvastatin

Fig. 2. Incidence of periprocedural myocardial injury, defined by post-
procedural increase of creatine kinase-MB>2 times above the upper limit of
normal, in the control group and high dose rosuvastatin loading group.

K.H. Yun et al. / International Journal of Cardiology 137 (2009) 246-251
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Yun

(mgll)
20 -

151 s

==== Control

= Rosuvastatin

10
5
Baseline 24 h Tm 6m time
Baseline 24h after PCI 1 month 6 months
No. of patients 445 434 355 308
Control group (mg/l) 49+8.7 159+ 27.7 1.7+28 14+21
Rosuvastatin group (mgfl) 46187 92+125 19+39 1.7+21
p value 0.656 =0.001 0.366 0.133

Fig. 4. The change in high-sensitivity C-reactive protein level over time in patients with

acute coronary syndrome who received no rosuvastatin treatment (control group) or
high dose (40 mg) rosuvastatin loading (rosuvastatin group) before percutaneous

coronary intervention (PCI).

K.H. Yun et al. / International Journal of Cardiology 146 (2011) 68-72
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K.H. Yun et al. / International Journal of Cardiology 146 (2011) 68-72

(A) Death,non-fatal Mi
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(B) Death, non-fatal Ml, stroke,revascularization
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JACC Vol. 56, No. 14, 2010

Evidence of Pre-Procedural Statin Therapy
A Meta-Analysis of Randomized Trials

David E. Winchester, MD,* Xuerong Wen, MPH, Lola Xie, BS,# Anthony A. Bavry, MD, MPH*
Gainesville, Florida

e 271 trials

* 4805 patients
* Elective PCI or urgent PCI for NSTE ACS

Significant reduction of post procedural MI

JACC Vol. 56, No. 14, 2010 September 28, 2010:1099-109

© 2011, Francesco Abbadessa



RRs for Post-Procedural Myocardial Infarction

RR (95% Cl) Weight

Yun et al

0.51(0.27,0.97) 10.09

1
Veselka et al —— 0.83 (0.38,1.84) 6.67
NAPLES II — 0.60 (0.40,0.91) 2448
Jia et al —o- 0.20 (0.02,1.71) 0.92
ARMYDA-RECAPTURE —— 041(0.17,0.97) 5.69
ARMYDA-ACS = 0.30 (0.10,0.90) 3.59
Kinoshita et al * 0.50 (0.10,2.44) 1.66
Bozbas et al —o— 0.33(0.08,1.49) 1.88
ARMYDA - 0.29 (0.10,0.84) 3.69
Brigori et al == 0.83 (0.54, 1.30) 21.60
Subtotal (I-squared = 0.0%, p = 0.455) <> 0.59 (0.47,0.74) 80.27

1
CABG :
Jietal e | 0.32(0.01,7.82) 0.41
Mannacio et al - 0.50 (0.05,5.43) 0.74
Song et al : - 2.00 (0.19, 21.49) 0.74
ARMYDA-3 —l— 0.98 (0.20,4.74) 1.68
Christenson et al € - + 0.08 (0.00, 1.47) 0.51
Subtotal (I-squared = 0.0%, p = 0.480) <1::> 0.65 (0.24,1.79) 4.09

1
NON-CARDIAC SURGERY :
DECREASE-II — 0.46 (0.20,1.06) 6.20
DECREASE-IV —— 0.51(0.23,1.11) 6.84
Durazzo et al —_— 0.38 (0.11,1.33) 2.60
Subtotal (I-squared = 0.0%, p = 0.926) <> 0.47(0.28,0.78) 15.64

1
Overall (I-squared = 0.0%, p = 0.734) ¢ 0.57 (0.46,0.70) 100.00
NOTE: Weights are from random effects analysig

| |

A

N

10

Favors Statin < »  Favors Control

Winchester, D. E. et al. J Am Coll Cardiol 2010;56:1099-1109
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RRs for Post-Procedural Myocardial Infarction in Placebo-Controlled Trials

RR (95% CI) Weight

ARMYDA-RECAPTURE
ARMYDA-ACS

ARMYDA

Subtotal (l-squared = 0.0%, p = 0.856)

0.41(0.17, 0.97) 18.11
0.30(0.10, 0.90) 1.41
0.29(0.10, 0.84) 11.73
0.34 (0.19, 0.60) 41.25

CABG

Jietal & 0.32(0.01, 7.82) 1.3
Mannacio et al 0.50 (0.05, 5.43) 234
ARMYDA-3 ; ) 0.98(0.20, 4.74) 5.36

Subtotal (I-squared = 0.0%, p = 0.787) [ 0.70(0.21,236)  9.01
NON-CARDIAC SURGERY
DECREASE-III 0.46(0.20, 1.06)  19.70

I
1
I
I
|
——
DECREASE-IV —_—— 0.51(0.23, 1.11) 21.76
I
|
i
I
1

Durazzo et al 0.38(0.11, 1.33) 8.28

Subtotal (l-squared = 0.0%, p = 0.926) 047 (0.28,0.78) 4974

Overall {I-squared = 0.0%, p =0.971) 0.43(0.30, 0.61) 100.00

NOTE: Weights are from random effects analysis
| |
A 1 10

Favors Statin < > Favors Control

Winchester, D. E. et al. J Am Coll Cardiol 2010;56:1099-1109

®)JACC | | |
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Conclusioni

La somministrazione di statine pre procedurali in ACS produce:

NSTE

Riduzione dei markers di necrosi post procedurali

STE

Miglioramento dei marker di perfusione miocardica
(TFC, blush, ST resolution)
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I QUARTERLY FOCUS ISSUE: PREVENTION/OUTCOMES I

Statins Before Coronary Procedures
A New Indication for an Old Friend*

Kim A. Eagle, MD,t Vineet Chopra, MD%
Ann Arbor, Michigan JACC Vol. 56, No. 14, 2010 September 28, 2010:1110-2,

Given the strong biological rationale and the sum of the
clinical data,

no patient should undergo coronary procedures
without statin therapy

unless clear contraindications exist.
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Statine up-stream

Un carico di statina ad alto dosaggio

¢ Atorvastatina 8o mg

4 Rosuvastatina 40 mg

Dovrebbe essere somministato pre-PCI

Come avviene per :

¢ ASA
¢ Tienopidinici (clopidiogrel/prasugrel)
¢ Eparina (UFH/Enoxaparin)

Il trattamento sistemico nelle ACS

non puo essere solo antitrombotico

© 2011, Francesco Abbadessa



Questa presentazione e
disponibile sul WEB

Gli eventuali interessati possono richiedere il collegamento
inviando una mail al seguente indirizzo:

francesco.abbadessa@hsanmartino.it

Grazie per l'attenzione
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