% ot moroacus Sy
VPRAZE <2 botaniky AV CR, v.v.i.

Chemie triterpenoidnich supramolekul

Zabyvame se pripravou a studiem vlastnosti a biologické aktivity
nadmolekularnich utvara, supramolekul. Molekuly, které zkoumame, jsou

polyfunkcéni derivaty terpenoidi, které jsou schopny mnohonasobnych polarnich
a nepolarnich interakci nezbytnych pro samoskladebné viastnosti.

Jak pozname,
ze ke samoskladbeé
dochazi?

Mérenim difuznich

koeficienti pomoci
Pozorovanim pod mikroskopem Mérenim UV spekter NMR

Compound 1, day 1

0,25
0,20
g
£ 0,15
g
2
2
20,10
y-
0,05 r
0,00
850 900 950 1000 1050 1100

[nm]

DiFfnion coefficiert

Kontakt: Zdenek.Wimmer@vscht.cz; wimmer@biomed.cas.cz

Ustav chemie pfirodnich latek VSCHT Praha / Izotopova laborator UEB AV CR, v.v.i.
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Polyamine-based amides of betulinic acid




Polyamine-derived betulinic acid hemiesters at C(3)-OH

d

Boc-protected




Compd
Sito-a
Sito-b
Sito-c

Amid-a

Amid-b

Amid-c

Hemi-a

Hemi-b

Hemi-c

Physico-chemical and ADME parameters

MW
<550

557

583

699

499

525

641

599

625

741

logP
-0.4 - +5.6

6.67
6.67
7.03
7.77
6.09
6.09
5.20
9.13

5.49

logD*
4.83
7.20
1.71
3.34
.47
0.17
2.70
3.65

1.48

logS*
-6.5-+0.5

-6.40
-7.34
-2.20
-4.07
-5.00
-0.02
-6.38
-6.74

-4.12

bioav. logPS.f I?g_F_’B

30-70%

<30%

<30%

30-70%

30-70%

30-70%

<30%

<30%

<30%

-4.9

-4.2

-5.8

-5.8

-3.9

-5.2

-4.2

-6.6

-5.2

2

0.06

0.23

0.5

0.2

0.35

0.66

0.06

0.61

logBB

-3-+1.2

0.2
0.23
0.5
0.2
0.21
0.66

0.07

0.61



ADME parameters: Example of activity on CNS

CHa

H:,EJ _

logPS * f:
brain / plasma
equilibration
rate

logBB:

hybrid parameter
determined by
permeability,
plasma and brain
tissue binding and
active transport
mechanism

logPS * f



Physico-chemical parameters and cytotoxicity

MW |OgP |OgD* |OgS* CEM MCF7 HelLa BJ

Compd 550 -0.4-+5.6 65-+05 |CguuM IC;u uM  IC;u uM  I1Cy uM

Sito-a 557 6.67 4.83 -6.40 >50 >50 >50 >50
Sito-b 583 6.67 7.20 -7.34 35.3 >50 >50 37.7

Sito-c 699 7.03 1.71 -2.20 26.5 >50 18.4 19.7

Amid-a 499 1.77 3.34 -4.07 0.7 2.4 2.3 2.6
Amid-b 525 6.09 5.47 -5.00 0.8 7.8 5.7 6.2
Amid-c 641 6.09 0.17 -0.02 7.7 3.3 4.4 3.9

Hemi-a 599 5.20 2.70 -6.38 26.8 >50 >50 >50

Hemi-b 625 9.13 3.65 -6.74 7.3 35.5 21.9 >50

Hemi-c 741 5.49 1.48 -4.12 5.2 >50 23.8 42.9
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