WO 2015/095301

FIG. 1A

Normalized Viability

FIG. 1B

Normalized viability

FIG. 1C

Normalized Viability

1.20

1 of 16

MDA-MB-231 clone 40

1.00

0.80 4

0.60 ~

0.40

0.20 4

0.0

P e wo e w . .
- * -3
== anti-Her2-LC-8158C-10
——anti-Her2-LC-5158C-47

1.E-07

1.4

¥ E) ¥ £ T
1.E-086 1.E-08 1.E-04 1.E-03 1.E-G62 1.E-G1
ADC concentration {uM)

MDA-MB-231 clone 40

1.2

1.0 A

¢.8 -

0.6 -

0.4 4

0.2 -

0.0

——anti-Her2-HC-ins388-ybbR-20
--anti-Her2-HC-ins388-A1-49-22
-A-anti-Her2-HC-ins388-ybbR-(i-10)-22
-&-anti-Her2-HC-ins388-ybbR-(i-11)-75

1.E-07

1E-08 1E05 1.E04 1E03 1E0Z 1.EH1
ADC concentration (M)

MDA-MB-231 clone 16

== anti-Her2-LC-8159C-10
=E=anti-Her2-LC-81590-47

.08
1.E-07

1E06  1E05 1EDE 1ED3  1E0Z  4EDY
ADC concentration (M)

PCT/US2014/070800



WO 2015/095301

FIG. 1D

1.4

1.2

Normalized viability

0.0

FIG. 1E

1.40

Normalized Viability

4.20 1

0.00

FIG. 1F

Normalized viability

1.0

0.8 1

0.6 -

$.20 1
.00 1
.80 1
0.60 1

D40 1

2 of 16

MDA-MB-231 clone 16

0.4 | —+anti-Her2-HC-ins388-ybbR-20
—=-anti-Her2-HC-ins388-A1-49-22
0.2 | -&-anti-Her2-HC-ins388-ybbR-{i-10)-22
-8-anti-Her2-HC-ins 388-ybbR~(-11)-75

1.E-07

1E06 1E05 1E04 1E03 1E02  1EO1
ADC concentration (uM)

HCC1854

B

== anti-Her2-LC-5159C-10
=#—anii-Her2-LC-8158C-47

$1.E-07

14

1.E-08 1E-G5 tE-04 1ED2 1ED2 1EOY
ADC concentration {(uM)

HCC1954

1.2 A

1.8 4

0.8

8.8 -

0.4 -

0.2 A

0.0

- anti-Rerd-HE-ins388-yhoR-20
~E--3ntiHer2-BCns388-31-38-22
~ i AN HET-HE -ins 388y bOR (- 10)-22
-4y~ anti-Her2-HO-ins388-ybhR-{i-11)-75

1EQ7

1E-06  1.E05 1E-84 1E03  1E82  1EO1
ADBC noncentration {pM)

PCT/US2014/070800



WO 2015/095301
3 of 16
FlG 1G JimT-1
1.40
Z 42 =& anti-Her2-LC-S159C-10
5 = anti-HEr2-LC-5159C-47
Iy
RS}
=
=0
o 080
N
© 060
=
S o4
S o
.28
2.00
$1E-87 1EBE 1.EOS 1ES84d 1E03  1LEG2  1ED
ADC concentration ()
JimT-1
1.4
124
= ‘
=18 Y
= 3 S %,
T 084 i SN
Tg \ ERN / kY
D % N / \
5 061 A k#J .
E L T &0
35 04 | anti-Her2-HT ins388-yboR-20 i
L - anti-Her2-HC-ins398-A1-48-22
B2 4 p-ant-Her2-HC-ins388-ybOR-{1-10)-22 '
| -o-ant-HerZ-HC-ins 38-ybbR-(-11)-75 !
0.0 - , : . ‘
1ED7  4B06  1LEDNS 4B LEDS  1ESZ  LEOY

ADC concentration (M)

PCT/US2014/070800



WO 2015/095301 PCT/US2014/070800

4 of 16

FIG. 2A
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FIG. 3D

FIG. 3E

FIG. 3F

Plasma concentration (mg/ml)

Plasma concentration (mg/mi)

Plasma cancentration {mg/ml)

100.60

10.00

.04 4

7 of 16

anti-HerZ2-L C-5158C-80

.45 - —— anti-higG

~-£3-- anti-NAF

0.01 T T T T T
g 100 200 306 400 500 800
Time {hours)
anti-Her2-LC-3159C-79
108,00
14.00
1.00
—B—anti-higG
8.0 - --E3-- anti-MRAF
G.n1 T T T T T
0 100 200 300 400 500 600
Time {hours)
anti-Her2-LC-8158C-78
100.00
16.00
1.80 4
——anti-higG
9.19 4 ~-E3--anti-MMAF
9-01 T T 1 T T
3] 186 260 380 408 500 600

Time {hours)

PCT/US2014/070800



WO 2015/095301

FIG. 3G
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FIG. 4A Antibody 20507-HC-E152C-10
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FIG. 4D Antibody20507 HC-E152C-5375C-10
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FIG. 4G
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FIG. 4J Anti-Her2-HC-ins388-ybbR-(i-11)-75
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FIG. 6C
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