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Proliferation Assay with HCC 1954 Breast Cancer Line
and Dolastatin Linker Derivative
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Proliferation Assay with HCC 1954 Breast Cancer Line
and Her-tox conjugates

HCC1954 Proliferation Assay
Herx-tox-conjugates, 100810 IV
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Proliferation Assay with SKOV-3 Ovarian Cancer Line
and Dolastatin Linker Derivatives

SKOV3 Proliferation assay
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Proliferation Assay with SKOV-3 Ovarian Cancer Line and
Her-tox conjugates

SKOV3 Proliferation assay
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Proliferation Assay with MDA-MB-468 Breast Cancer

Line and Dolastatin Linker Derivatives

MDA-MB-468 Proliferation assay
Dolastatin-linker, 100810, IV
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Proliferation Assay with MDA-MB-468 Breast Cancer
Line and Her-tox Conjugates

MDA-MB-468 Proliferation assay
Her-tox conjugates, 100810, IV

140

120

100 A

80

% Media Control
S

27 }IEE .o'!

O I 1 1 1 1 I
1e-5 1e-4 1e-3 1e-2  1e-1 1e+t0  1e+1 1e+2 1e+3

log[nM]
Dolastatin (free drug)

°
O  WT Herceptin >300nM

v 4D5-A121-NC-D1 1C50= >100nM
v

|

4D5-A121-NC-D2 IC50=>100nM
4D5-A121-PHC-D2 1C50=5.8nM R2=0.9882*

FIG. 9

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/039472

WO 2012/166560

10/18

0l "Old

asop Al 91buis Jaye she(
T G 0

[T
o
(e
o
o
N
o
N

gxpob Al By/Bw Gz [oxenoed
6%/6W 0Z QL OH-SYIMT/ZZ ) SH-18H
B%/6W 0l QLOH-GYIM/ZZ ) SH-I8H
B%/6w ¢'¢ QLOH-GYIM1/2Z L SH-1eH
6%/6w 0Z QL ON-ZZ} SH-1eH
B%/6W 0} @LON-ZZ}SH-1eH

B6y/6w €€ AL ON-ZZ) SH-1eH
ByOW Oz qewnznisel) —a—

By/Bw (] qewnznisel) —w
By/Bw £¢ qewnznisel) —=
90UO Al 9]OIYoA -e-

- 00¢

(eww)
(007 awinjop
jowin

EEREEE

- 009

(ewoulosed ysealq) ¥S6L90H - 008

JUBLUIAINSBI SWNJOA Jown]

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/039472

WO 2012/166560

1118

| 1ewo Jo} Aesse AI0JewIouo)e
AIIGeIS Joyul| JO JUBLUSSASSY/e

(IWS+) DQV xiquy |e Joj 8jijod Hde
:uoneol|ddy

Bnup Jad
speojAed aiow Jo OM} yIm DaV-Zy3H
10Ul JO S|oAd| (A|9A1}I9]aS) SaINSBa|

ajeyd Aesse gaN

‘QYINS-© "101q 4

(N7y)
leubis 11l yew04

L1 "Old

qy pajebnfuo).
Q¥ pajebnfuod uoNs.

NS -/+ Z43H 10} 8juoud Hde
:uoneolddy

(8A1}08]8S-UOU)
Xjew [ewjue uf Apogiue z-y3H Jo
S|oA9) [e10} (Aj9A1399]9S-UoU) S2INSES|\

ajeyd Aesse gaN

(04-zgq43
Y493-NA

&
gyd eddey-0 joiq

o4V ¢43H
xiquy

| Jewo4

unejsejoq -(Ws)aInds|ol |lews

wnJag Jey @s Ul UOKRIJUIIUOY BAIJRALID( Unjeise|oq Payull-ZyIH 2Inseajy 0} pas sjewlo Aessy

SUBSTITUTE SHEET (RULE 26)



WO 2012/166560 PCT/US2012/039472

12/18

Rat PK Results: Serum concentrations of Transtuzumab-Linked
Dolastatin Derivatives
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Anti-tumor Efficacy of Dolastatin Linker Derivatives

MDA361DYT2 Breast (2+)
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Anti-tumor Efficacy of Dolastatin Linker Derivatives

1500 - MDA361DYT2 Breast xenograft model (2+)
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