WO 2012/041504 PCE/EPZ011/604875
1/6

Fig. 1
s
CH,
H.C_B
3 :KWE\RZ 4 Ho®
HN-—CH—-co~—ﬁ~c&-|——co—N——CH;-—co
3 , .
("30
‘H 2
HO“CC{H O:l':‘s
N |
Joa S
o= aCHmﬁ*CO~CH—N-CO—CH§~—NH
8 7
RSﬁv p
0
R, R» R4 Ry
a-amanitin OH CH NH, OH
B-amanitin OH OH OH OH
y-amanitin H OH NH, OH
g-amanitin H OH OH OH
amanin OH OH OH H
amaninamide QH OH NH» H
amanullin H H NH, OH
amanullinic acid H H OH OH




WO 2012/04 1504 PCT/EP2011/004875

e
Fig. 2
SKOV-3 cells
BrdU assay
TZh incubation time
120+
100
80 ~&— Herceptin
oy 8- g-Amaniiin
oy 60 - Her-D5C-30.0134
& ~4— Her-DCC-30.0252
& ~B- Her-DSC-30.0256
LS —a-- Her-DCC-30.0127
20-
o
B ameaaiih mans i thi aue e e e L R L L S e it e e e ]
1043 1032 4091 109 109 109 107 104 0% 104
Concentration [M]
Fig. 3
SH-BR-3 celis
Brdt) agsay
72Zh incubation time
1168
100+
90
80+
w7 ~s— Herceplin
? &0 - e oy -Arnanitin
= 1 ~- Her-DSC-30.0134
® 50 b Her-DCC-30,0262
= 40 -~ Her-DSC-30.0256
~a&~ Her-DCC-30.0127
35
204
10 - \
T R T T I T T T T T T I

TR Y
W O1E92 10 0 100 100 197 10t 105 10+
Concentration [M]



WG 2012/041504 PUT/EP20TT/004875

3/6
Fig. 4
MCI-MN8T cells
Brdl assay
72h incubation time
110
100
-

—— Harceptin

8- g-Amanitin

- Her-BSC-30.0134
—a&- Her-DCC-30.0252

Viability [%]
3

1 —8- Her-DSC-30.0256
30- 8- Her-DCC-30.0127
20-
10:—

0]

ek I S 1 e B S B L L S L St L e a8 £
1043 012 4D 467° 10° 10% 107 10 10% 10+
Cencentration [}

Fig. 5
MDA-MEB231 cells
Brdt) assay
72h incubation time
140
120+
100 .
—#— Herceptin
ey —&- o -Amanitin
°; 80 -~ Her-DSC-30.0134
b e Her-DCC-30.0252
% 60 --82-- Her-DSC-30.0256
o - Her-DCC-30.0127
A0
204
[}..
L L I A CAC R R £ i L L L S A L S

ALLLO NS SRl uamn B0 R ATTE |
104 1042 10 107° 40 10° 107 10® 905 10
Concentration [}



WO 2012/04 1504 PCT/EP2011/004875

416
Fig. 6
16,0
14 {1 Herceptin-Ester~30.0001
0 A

_ ™ Herceptin-[XCC-30.0252
R0 - 8 Herceptin-DSC-30.0134
10’0 e . . e e e e e e b e e e e e e
804

8,0 Ao

released amanitin {%)

4'0 R OO

20 e

W | Wen

3 4
plasma incubation time [days]

0,0 1

Fig. 7

1.2

W Herceplin-DCC-30.0252

M Herceptin-D5C-30.0134

reieased amanitin {%)

3 4 7 g
plasma incubation time [days]



WO 2012/041504

5/6

Fig. 8
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