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Compound Pavload [Cso (nMY* Max inhibition
72hrs Y6hrs 72hrs 96hrs
MMAE 14 19 77% 82%
L xatecan 15 14 4% 78%
ADC-017 MMAE DAR4] 5.5 9 64% 67%
* Prism, log(inhibitor) vs response
FIG. 9C
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Compound Payload {Csq (aMY*] 50% inhibition {(nM}# Max
) inhibition

MMAE 26/27 27 82%
Exatecan 23 26 85%
ADC-015 Exatecan DAR2 ND >1000 25%
ADC-016 Exatecan DAR4 ND >1000 39%
ADC-017 MMAE DAR4 3.6 54 73%

Signal fold change vs DO in PBS conwol: 19

* Prism, log(inhibitor) vs response- Variable slope:
# Prism, mierpolated mean values

FIG. 9E
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H69 cell line
{120 hrs)

150 =
+ ADC-015

BN ADC-O16
- ADC-017
- MMAE
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100=

Percent of survival
{as % of PBS control)

50=

0 L] I L} l L] l L] I

0.0001 0.01 1 100 10000

Compound concentration [nM]
FIG. 11A
509 inhibit o

Compound|  Payload ICso (nM)Y* 502 ((;}Ii;;zmm Mox inhibition
MMAE 2.5 3.6 93%
Il%'ixm:ecan 38 6.4 92%
ADC-015 [Exatecan DAR2 ND 612 46%
ADC-016 [Exatecan DAR4] 824/275 318 62%
ADC-017 IMMAE DAR4 48 62 82%

Signal fold change vs DO in PBS controfl: 8.3

* Prism, log{inhibitor) vs response- Variable slope
# Prism, mterpolated mean values

FIG. 11B
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HB9 cell line
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Compound Pavload ICso (nMY* | 50% inhibition (nMy# {. M‘“

’ ’ AT ' ' mhibition
MMAE 1.5 2.1 93.4%
IExatecan 22 28 95.1%
ADC-015 Fxatecan DAR2 491 St 44 1%
ADC-016 Fxatecan DAR4 ND 353 61.1%
ADC-017 MMAE DAR4 62.4 70.5 R3.7%

Signal fold change vy DO in PBS control: 8.3

* Prism, log(inhibitor) vs response- Variable slope

# Prism, mterpolated mean values

FIG. 11D
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FIG.11E
N 50% inhibition T
Compound Payload iCsn (NM) (N} Max inhibition
IMMAE 2.4 2.5 94.8%
Exatecan 2.6 4.7 93.5%
ADC-015 Exatecan DAR2 ND 273 60.7%
ADC-016 Exatecan DAR4 ND 162 71.3%
ADC-017 MIMAE DAR4 31.6 22.2 83.9%

Signal fold change vs DO in PBS contrel: 8.5

* Prismy, log(mbubitor) vs response- Vanable slope
# Prism, mierpolated mean values

FIG. 11F
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FIG. 12A
Compound Payload {Ceo {nM}¥* | 50% inhibition (nM}# Max
> inhibition
MMAE 3.1 3.9 897%
Exatecan 1.7 1.9 100%
ADC-015 Exatecan DAR2 371 245 69%
ADC-016 Exatecan DAR4 | 2672/45 99 84%
ADC-017 IMMAE DAR4 3.3 8.2 892%

Signad fold change vs DO in PBS contvol: 11

* Prism, log(inhibitor) vs response- Variable slope:
# Prism, interpolated mean values

FIG. 12B
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CORL279 cell line

(120 hrs)
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-& MMAE
= -N-  Exatecan
T8
2 'E R ADC-O15
2 o 100
= = ADC-016
*
S E & ADC-017
T
8 o 501
X
0 L} I L ) N
0.0001 0.01 1 100 16000
Compound concentration [nM]
FI1G. 12C
50%
N Max
Compound Payload {Csq (M) inhibition . , . ...
inhibition
{nV)#
MMAE 4.3 4.5 96.4%
Exatecan 1.5 1.5 99.7%
ADC-015 Exatecan DAR2 110.6 109.5 84.1%
ADC-016 Exatecan DAR4 59.6 48.3 91.9%
ADC-017 IMMAE DAR4 18 23.2 90.7%

Signal fold change vs DO in PBS control: 19

* Prism, log{inhibitor) vs response-~ Variable slope;
# Prism, mterpolated mean values

FIG. 12D
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SHP77 cell line

(120 hrs)
150=
-8 MMAE
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FIG. 13A
Compound Payload 1Csq (aM)y¥ | 50% mnhibition (nM)#  [Max inhibition
IMMAE 40 39 28.3%
Fxatecan 3 3.5 95 4%
ADC-015  [Exatecan DAR2 ND 584 45 5%
ADC-016  [Exatecan DAR4 ND 127 70.2%
ADC-017  IMMAE DAR4 151 NA 15.2%

Signal fold change vy DO in PBS control: 19

* Prism, log(mhibitor) vs response-~ Variable slope:
# Prism, interpolated mean values

FIG. 13B
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H460 cell line
(120 hrs)
150 =
-& MMAE
= -\ Exatecan
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FIG. 14A
Payload « 150% inhibition Max
Compound {Cso (nM) {nV))& inhibition
IMMAE 14.2 14.6 97.8%
Exatecan 3.9 4.1 99.6%
ADC-015 Exatecan DAR2 3755 496 50.2%
ADC-016 Exatecan DAR4 151.7 162 81%
ADC-017 IMMAE DAR4 127 NA 29%

Signald fold change vs DO in PBS control: 6

* Prism, log(imhibitor) vs response- Variable slope:
# Prism, interpolated mean values

FIG. 14B
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SHPT7 H69 DMST9 CORL279
Compoun /\E)I.z?—iute 1;\'1{:\1 )Ab;:hu Max jAbsolute };\d}‘:; . Ab;é}_hfm Max
d S [ E 550 b pibitionfICse M) 0 O] P30 Linhibition

(nM) n {nM) ) ' n (M)

ADC-009] 126 |3459% 1 NA [5236% )1 NA |76.09%] 369 | 67.50%
ADC-618] NA 11330%3F 40 177.92%4{ NA [5507% ) NA | 7531%
MMAE 86 {89.16% 1 18 19658% | NA [8327%) 52 | 98.38%

FIG. 15E
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£ Vehicle

431 mgfkg DAR 2 Isotype ADC
> 1 mgrkg DAR 4 Isotype ADC
-& 3 mg/kg ADC-015-B

& 1 mg/kg ADC-015-8

% 3 mg/kg ADC-016-B

<1 mg/kg ADC-016-B

O Vehicle

1 1 mg/kg DAR 2 isotype ADC
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