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Cell death and its consequences
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PGC In the Pathogenesis of Atherosclerosis
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Haptoglobin: against Intra-Plague Hemorrhage
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Haptoglobin (Hp) Gene*
Two Alleles

Hp-2 Is an inferior protein when compared to Hp-1

* Chromosome 16g22
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MRI-LIPID LOWERING (SIMVASTATIN 20 or 80 mg/d)
AND REGRESSION OF ATHEROSCLEROSIS
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Myocardial Injury
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ISCHEMIC CARDIOMYOPATHY (N=349)

— Mean scar %: 1 St quatrtile
Mean scar %: 2 " quartile

=
o
l

1 — Mean scar %: 4 " quartile

'E

O
(o)
i

O
oo
i

Cumulative Proportion Without
Events
o
\l
|

l | | l l Icl)g-rank sltatistic pl-value = I0.03

0.5 1.0 15 20 25 30 35 40 45 50
Time in years

(Death or Cardiac Transplantation )

o

o
o
o

Kwon, S Flavam. JACC: Cardiov. Imaging 2009; 2:34 (Cleveland)




-D Display and Integration of Scar Within the
Electroanatomic Map

FM Bogun et. al. J Am Coll Cardiol . 2009;53:1138.
GG



'Gonzalez, J Diez, et al., Cardiovasc Res 2009: 81:509
S



-
The Relationship of Cardiac Architecture to

Ventricular Function

G Buckberg et. al. Circulation 2008;118:2571.
GG



INFLAMMATION - CAUSES, PHYSIOLOGY , PATHOLOC

Sensors | = | Mediators Effectors

Hpt,2 TLR 4-TF

* PAMPS
*Virulence factors

Microbial

Exogenous
 Allergens
Non-microbial — e [rritants

 Foreign bodies
Inducers » Toxic compounds

Cell derived '

Hgb, OX Lj)l_\ *Hyperactivity, ECM breakdc
/ Tissue derived

Endogenou | *Signals released from stre:

< Plasma de“’> malfunctioning or dead cells

ECM derived from damaged tissues

Medzhitov. Nature 2008 454:428 (Modified)




HIGH RISK PLAQUE (HRP)
THROMBUS

E

/-— ~— —_— .I
~ o~ o~ 7 Extracellular Matrix SMC contract

Vloreno P, Sanz J, Fuster V, ™ Eibroblasts migration
Am Coll Cardiol 200953:2315 VA VRS proliferation




Apoptosis, Caspase-3 Expression & Tissue
In Cultured Monocyte Treated with oxL

oxLDL Treated Control Cel

—actor
DL

Hutter R, Fuster V, Sauter B, Badimon JJ, 2007



e
HDL-C: A Potential Therapeutic Target
for the Prevention of Cardiovascular Disease
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Frequency of X TCFA / Pl. Rupture / Trombus
AMI (n=35) & SAP (n=20) - A 3-Vessel OCT

CEA: MI 69% - SAP 10% Rupture: Ml 31% - SAP 1
rombus: Ml 45% - SAP 25%
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1) C-Reactive Protein
Structure Affects Function

ma, S et. al. Circulation 2004:109:1914 — 2005-2008 numerous but In Vitro
°ITER (PM Ridker et al.) NEJM 2008; 359:2195



1) CV EVENTS (MlI, Stroke, CV Death, Revasc., Hospital, UA)
ROSUVASTATIN IN HEALTHY MEN AND WOMEN
WITH ELEVATED CRP AND WITHOUT HYPERLIPIDEMIA (N=17¢

1.07 Cumulative CV Events 1
0.08 -
| 0.8 Placebo
0.06 -
P 0
: = 80.& 0.04 -
<5 e . -
Uz osuvastatin
0.00
- (- | I I [
_DL-C |0 = 0 1 2 3 4
0.2-
p<0.00001 Years
m—
0.0 : e ——— = i .
Years 0 1 2 3 4

ITER (PM Ridker et al.) NEJM 2008; 359:2195-Lancet 2009;March
iter Strikes Earth (V Fuster, S Bansilal) Nature CP Cardiov  2009;¢




o
2) Lipoprotein- Associated Phospholipase A2
Risk Marker or a Risk Factor?
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Anti-inflammatory Treatment for Atherosclerosis
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