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yotta-

1991

Septillion

Quadrillion

1 000 000 000 000 000 000 000 000

zetta-

1991

Sextillion

Trilliard

1 000 000 000 000 000 000 000

eXa-

1975

Quintillion

Trillion

1 000 000 000 000 000 000

peta-

1975

Quadrillion

Billiard

1 000 000 000 000 000

tera-

1960

Trillion

Billion

1 000 000 000 000

giga-

1960

Billion

Milliard

1 000 000 000

mega-

1960

Million

1 000 000

kilo-

Y
Z
E
p
T
G
M
k

1795

Thousand

1000




G J. Chem. Inf. Model. 47
2007 342.11 Atoms of C, N, O, F: Assembly
of 26.4 Million Structures (110.9 Mllllon
Stereoisomers)... I
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Interdisciplinarny charakter vyskumu
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(medicina, molekularna biolégia)

(medicinska chémia)

(organicka syntéza)

(biolégia, medicina)

(pravo)




Y ¥rereny

v r) L\_/rJ

a

(2005: 26, 2004: 24, 2006: 26, 2002: 28)
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(cyklofosfamid, cis-platina, taxol,
doxorubicin...vincristin...)
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(bevacizumab, sorafenib tozylat, sunitinilb malat
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blood vessel

tumor

......Angiogenesis research
will probably change the face of

Dr. Judah Folkman 1933 — 2008 medicine in the next decades




tumor xenograf\t

.y
in the middle
of a rabbit cornea.

-

In two weeks, it would grow
16,000 times its original size.

This was angiogenesis in action.

tumor produkuje promotory angiogenézy
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Vascular endothelial calis
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VEGF ———
(or bFGF) l Endothelial

cell surdace
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new endothalial

cell growth

IN ] g ey oRcy) <

1=
s

Eladh bl Gl LGL &

Genas
ara
activated
in call
nckeus

9B
¥— VEGF (or bFGF}

Angiogenesis
Inhibitors




VEGFR
Ig-like Y
domains Y&

KDR (VEGFR-2, FIk-1) 1337AA

151kDa
monomeric

VEGF binding part (1g-like C2 type 1-7)
745 AA (No. 20-764)

25AA (No. 765-789

567 AA (No. 790-1356
TK - activity

(No. 20-1356)
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ASP1046(NH)

repulzia vodikov NHCO
s vodikom z NCH, je tam
len 1.54 A vzdialenost

3
Jas o

PhelO47(Ar)

Phel047(Ar)
ICs50 = 0.5 nM (KDR)
IC50 =4 nM (HUVEC/VEGF)

in vivo OK
well absorbed orally




. Leu1033

|C50 =22 nM (KDR)
J. Med. Chem. 48, 2005, 1610 - 1619.
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(Chick Chorioallantoic Membrane Model)
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Zebra danio, Brachydanio
rerio

Aequorea victoria
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metastatic colorectal CCC, lung ca NSCLC
and breast cancer BC

4230Euro/g
121 Euro / day
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212 Euro/g
170 Euro/day

NEXAVAR 4©7803H

(Bay 4550 picolinamide




4437 Euro/ g
151 Euro / day

SUTENT
(SU11248)
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enzymatically tailor-made inhibitor
Kp = 0.000099 nM = 99 fM
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http://www. Cost esf org
www.angiokem.org

Ireland
France
Germany
Belgium
Switzerland
Poland
Norway
Spain
Greece
Czech Rep.
England
Slovakia Rep.
Sweden
Turkey
ltaly
Denmark, UK, Israel, Cyprus, Serbia, Slovenia
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