A. NCI-N87 (mAb104-DX8951 dose finding)

35+ — IgG1
. i — mAb104
=397 | $7%0e 0 il mAb104-DX8951 0.5 mg/kg
= 254 & ! mMAb104-DX8951 1 mg/kg
g mADb104-DX8951 2 mg/kg

20 — mAb104-DX8951 4 mg/kg

15 = — mAbl04-DX8951 10mg/kg

0 20 40 60 80 100 120
Days
B. HCC1954 = 1gG1 20 mg/kg
35+ -~ mAb104 20 mg/kg

BW (g)

BW (g)

-= Trastuzumab 20 mg/kg
T-DM1 10 mg/kg
IgG1-MMAE 3 mg/kg

-+ mAb104-MMAE 3 mg/kg
IgG1-DM1 3 mg/kg

10 -+ mAb104-DM1 3 mg/kg
0 20 40 60 80 - |gG1-DX89541 4 mg/kg

-=- mAb104-DX8951 4 mg/kg

Days
C. NCI-H2170

-»- 1gG1 20 mg/kg

-+ mAb104 20 mg/kg

= Trastuzumab 20 mg/kg
T-DM1 10 mg/kg

—+ 1gG1-DX8951 4 mg/kg

-- mAb104-DX8951 4 mg/kg

D. NCI-H1650
35+ -+ |gG1 20 mg/kg
30- = mAb104 20 mg/kg
~* Trastuzumab 20 mg/kg
25 MM T-DM1 10 mg/kg
204 —+ 1gG1-DX8951 4 mg/kg
15- -- mAb104-DX8951 4 mg/kg
10 T T 1
0 20 40 60
Days

E. KPC-P-4066 PDX

40 - 1gG1 20 mg/kg
304 - = mAb104 20 mg/kg
T T ~* Trastuzumab 20 mg/kg
20- T-DM1 10 mg/kg
—+ Control IgG1-DX8951 4 mg/kg
10+ -- mAb104-DX8951 4 mg/kg
O T T T T 1
0 20 40 60 80 100
Days

Figure S1: Body weight of mice
treated with mAb104-ADCs
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(A) 2 weeks after therapy day 28 (B) 3 weeks after therapy day 35
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Figure S4: Pharmacodynamic analysis by Western blot
of mAb104-DX8951 effects on HER2 and known HER2
effector pathways in NCI-H2170 xenograft tumours



Supplementary Figure. Uncropped blots and densitometry analysis for Figure S4 (A) for pH2AX, pHER2, pAKT, pERK1/2, GAPDH, HER2, AKT, ERK1/2 from NCI-H2170
week 2 tumor samples.
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Supplementray Figure. Uncropped blots and densitometry analysis for Figure S4 (B) for pH2AX, pHER2, pAKT, pERK1/2, GAPDH, HER2, AKT, ERK1/2 from NCI-H2170 week 3
tumor samples.
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Figure S5: Pharmacodynamic analysis by Western blot
of mAb104-DX8951 effects on HER2 and known HER2
effector pathways in NCI-H1650 xenograft tumours




Supplementary Figure. Uncropped blots and densitometry analysis for Figure S5 (A) for pH2AX, pAKT, pERK1/2, GAPDH, HER2, AKT, ERK1/2 from NCI-H1650 week 2 tumor
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Supplementary Figure . Uncropped blots and densitometry analysis for Figure S5 (B) for pH2AX, pAKT, pERK1/2, GAPDH, HER2, AKT, ERK1/2 from NCI-H1650 week 3 tumor

samples.
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