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e Cardiac repair
— New sources ofi stem cells
— Re-Interpreting the data..
— Countering adverse remodeling

e Promoting arteriogenesis

= Preventing/treating atherosclerosis
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Noevel seurces oK cardiac repair - the
epicardium?

vasculogenesis

erigin, ofi epicardium

JM. Pomares, ES, 420
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Epicarditm-derived cells grown fifem human
atifial biepsies Improve pest Mi remoedeling

Epicardium from human ‘epicardium-derived’ Ligation LAD
adult atrial tissue cells
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NUD/SCID mouse

Better LV function and remodeling — more vessels

L Winter et al., NL, YIA, 914
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Human atrall BIepsIes: are a seurce of
resident: stem cells

‘stemness’

clonogenesis and self-
L | renewall are under; control of
e Wntl group and Bmi-1

. X
ekl

culture and expansion
D Torella, GM Ellison et al., IT/US, 1041
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IHew! te) make true’” cardiomyocyLes?

o human embryonic stem cells (hESC) have the necessary potential

E Cerbai et al., IT, 3215 L Van Laake et al., NL, 3321
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Spermategoenial stem cells (SSECs) have
similar petentialias RESC

_ d
In vitro

differentiation
o cardiomyoCyIeS

\/entricle-like action
potential

200'ms
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G Hasenfuss et al., DE, Sciénce Hot Line, 2775
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Paracrine; effects, ofi stem cell therapy.
rat with MI and heart failure

IR VIVo Iselated cardiac myogcyLes

a1
?

Normalization of calcium transients

IN
<

"‘l

\M R 3 -
i

m »

g control "‘M W* fsi’:!"*‘r‘p‘A‘f*'fw“rwf‘xw‘d? il
+ SkMB

100 ms + BMSC

<
>
N—r
c
o
=
Q
@
S
L
c
o
=
O
D
L

Calcium (a.u)

W
o

-y

Cellltransplant at 3, wks after M, cell isalation at 7. wks

J Lee et al., UK, 309
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Whirle COX-2 InRibIters get bad! press...

Isoprenaline, Endothelin, Load Insulin, IGF-1
Phenylephrine

Translation

Transcription Hypertrophy

Hypertrophy

C Jacobshagen et al., DE, 393
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there Isi goed news frem the lab

HE folloewing aertic banding

+ celecoxib

C Jacobshagen et al., DE, 393
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IHeW! 10 enhance arternegenesis?
genetic prnt fron a rat medell ofi enhanced! collateral flow.

7d Ligation 7d Shunt 28d Shunt
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354 differentially’ expressed genes
Activation off Rhe/ROCK signaling
Most up-regulated gene = actin-binding Rho activator ABRA

K Troidl et al., DE, Science Hot Line, 2772
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Adenovirall gene transfer off ABRA foellewing
ligation enhances collateral grewith

7d Ligature 7d Ad ABRA

. Collateral Conductance
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Gene therapy with a twist

Gene silencing though RNATInterference (RNAY)
SIRNA — mRNA

destroyed

)
c
@
(®))
]
)
Q)
o
©
—

21-23
nucleotides
no protemn

D Eefting et al., NL, 167

Highlight Session
@ ® s World Congress of Cardiology 2006

2'6 Sepl'embEl - BCIFCEHJHG. spﬂln WWW,WO“dﬁﬂrdiO,ﬂfQ




‘Short-haipin® RNAI targeted at CC-
Chemokine Receptor 2 prevents vein graft
thickening

5.0E+05 -

Intimal hyperplasia (um?)

4.0E+05
3.0E+05
2.0E+05
1.0E+05 :
0.0E+00 :

Control shCCR2
*p=0.007

= vein graft inf ApeE*3-Leiden mice on Western diet
s CCR2 = CC-Chemoekine Receptor 2

D Eefting et al., NL, 167 Lenti-shCCR2
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Ifhe bench' as a testing ground! fey new: drugs

Nitric oxide .
NO donors activation
N\
cGMP

cGMP.

GMP receptorg l l

| |

Platelet Smooth muscle cell : rJ
aggregation* proliferation Ny Inflammatio

\Vascular tone

after S Wassmann et al., DE, 163

Highlight Session
@ ®==usme World Congress of Cardiology 2006 @

2-6 September - Barcelona, Spain www.worldcardio.org




Ifhe bench' as a testing ground! fey new: drugs

- Oxidative stress renders sGC

Nitric oxide NO insensitive
NO donors  activation @ @
cGMP
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Reduction ofi athheresclerotic plague
fermation In the APBE-/- mouse by,
HVIRA 766

HMVRA766

Oil-red O staining, histoloegical morphoemetric analysis
1.25%06 cholesterol, 6 weeks SWassmann et al.. DE. 163
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