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Supplementary Materials and Methods

A NRP1 Internalization Assay

PANC-1 cells (cat. # CRL-1469, ATCC) grown overnight on 8-well chamber slide (Ibidi) were washed, incubated
in serum-free DMEM media for 30 minutes at 37 °C, and then treated with 2 uM IDB0076 or bevacizumab for 1 h
at 4 °C or 37 °C. The slides were stained with an anti-neuropilin 1 antibody (cat. # ab81321, Abcam) and an anti-
human IgG1 PE-conjugated antibody (cat. # IC002P, R&D systems). The secondary antibody was a goat
anti-rabbit IgG Alexa Fluor 594-conjugated antibody (cat. # A11037, Thermo Fisher). Images were captured via

confocal microscopy (Carl Zeiss) and were subjected to Zen 2.3 Blue edition analysis (Carl Zeiss).

Supplementary Figure S1

DAPI Human IgG NRP1 Merge

PBS

Bevacizumab

IDB0076

PBS

37°C Bevacizumab

IDB0076

IDB0076 downregulates the cell surface levels of NRP1 in PANC-1 cells. Colocalization with
cell-surface expressed NRP1 (red) at 4 °C (upper panels) and NRP1-mediated internalization at 37 °C
(bottom panels) of IDB0076 in PANC-1 cells, assessed by confocal fluorescence microscopy. The cells
were treated with IDB0076 or bevacizumab (2 uM) for 1 h at 4 °C or 37 °C. Nuclei were co-stained
with DAPI (blue). Magnification: x80, scale bar: 10 pm.
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Supplementary Table S1
Hematology in cynomolgus monkeys that received IDB0076
RBC (105/uL) HGB (g/dL) HCT (%) MCV (fL)
Sex Dose End of End of End of End of End of End of End of End of
e dosing recovery dosing recovery dosing recovery dosing recovery
2 mg/kg 559 586 N/A 138 143 N/A 438 451 N/A 784 770 N/A
Males 10 mg/kg 6.14 619 N/A 137 139 N/A 427 435 N/A 695 703 N/A
50 mg/kg 553 6.13 N/A 131 142 N/A 403 445 N/A 729 726 N/A
50 mg/kg-recovery 6.14 6.62 6.27 12.8 13.7 132 41.8 439 425 681 663 678
2 mg/kg 538 539 N/A 129 132 N/A 402 412 N/A 747 764 N/A
Females 10 mg/kg 577 627 N/A 134 144 N/A 421 446 N/A 730 711 N/A
50 mg/kg 509 594 N/A 125 145 N/A 387 441 N/A 760 742 N/A
50 mg/kg-recovery 5.19 594 570 12.7 143 13.8 403 451 427 77.6 759 749
MCH (pg) MCHC (g/dL) PLT (103/puL) RET (%)
Sex Dose End of End of End of End of End of End of Pre End of End of
dosing recovery dosing recovery dosing recovery dosing recovery
2 mg/kg 247 244 N/A 315 317 N/A 342 323 N/A 073 062 N/A
Males 10 mg/kg 223 225 N/A 321 320 N/A 285 298 N/A 044 071 N/A
50 mg/kg 237 232 N/A 325 319 N/A 332 277 N/A 042 079 N/A
50 mg/kg-recovery 20.8 20.7 21.1 30.6 312 31.1 314 298 284 0.75 0.57 0.80
2 mg/kg 240 245 N/A 321 320 N/A 505 446 N/A 037 038 N/A
Females 10 mg/kg 232 230 N/A 318 323 N/A 321 326 N/A 055 044 N/A
50 mg/kg 246 244 N/A 323 329 N/A 389 227 N/A 052 069 N/A
50 mg/kg-recovery 24.5 241 242 315 317 323 407 284 401 134 125 0.80
RET. (10°/uL) WBC (103/uL) Neutro. (10*%/uL)  Lymph. (10%/uL)
Sex Dose Endof End of Endof End of Endof End of End of End of
¢ dosing recovery dosing recovery dosing recovery dosing recovery
2 mg/kg 40.8 36.3 N/A 697 6.61 N/A 238 1.70 N/A 392 403 N/A
Males 10 mg/kg 270 439 N/A 546 557 N/A 177 161 N/A 342 361 N/A
50 mg/kg 232 484 N/A 9.64 11.02 N/A 488 3.62 N/A 411 641 N/A
50 mg/kg-recovery 46.0 37.7 50.2 1843 20.43 23.60 3.56 5.00 3.69 13.05 13.46 17.10
2 mg/kg 199 205 N/A 9.08 1281 N/A 590 823 N/A 262 384 N/A
Females 10 mg/kg 317 276 N/A 1475 11.84 N/A 9.73 589 N/A 395 519 N/A
50 mg/kg 265 410 N/A 820 576 N/A 433 1.15 N/A 351 409 N/A
50 mg/kg-recovery 69.5 743 45.6 6.77 10.05 921 297 1.87 221 345 742 6.54
Mono. (10%/uL) Eosino. (103/uL) Baso. (10%/uL) Neutro. (%)
Sex Dose End of End of End of End of End of End of End of End of
e dosing recovery e dosing recovery e dosing recovery e dosing recovery
2 mg/kg 053 0.64 N/A 014 023 N/A 0.00 0.01 N/A 342 256 N/A
Males 10 mg/kg 025 025 N/A 0.02 009 N/A 0.00 0.01 N/A 324 289 N/A
50 mg/kg 052 077 N/A 012 020 N/A 0.01 0.02 N/A 507 328 N/A
50 mg/kg-recovery 1.69 1.67 2.63 011 028 015 0.02 0.02 0.03 193 244 157
2 mg/kg 050 0.64 N/A 0.05 009 N/A 0.01 0.01 N/A 649 642 N/A
Females 10 mg/kg 1.00 0.66 N/A 006 0.09 N/A 0.01 0.01 N/A 659 497 N/A
50 mg/kg 0.30 034 N/A 0.06 017 N/A 0.00 0.01 N/A 528 199 N/A
50 mg/kg-recovery 0.34 0.58 043 0.01 0.17 0.03 0.00 0.01 0.00 439 18.6 24.0
Lymph. (%) Mono. (%) Eosino. (%) Baso.(%)
Sex Dose End of End of End of End of End of End of End of End of
e dosing recovery e dosing recovery e dosing recovery Pre dosing recovery
Males 2 mg/kg 562 61.0 N/A 76 97 N/A 20 35 N/A 00 02 N/A
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10 mg/kg 623 648 N/A 46 45 N/A 04 16 N/A 00 02 N/A
50 mg/kg 426 582 N/A 54 70 N/A 12 18 N/A 01 02 N/A
50 mg/kg-recovery 70.8 659 725 92 82 111 0.6 14 06 01 0.1 0.1
2 mg/kg 289 300 N/A 55 50 N/A 06 07 NA 01 01 N/A
Females 10 mg/kg 268 438 N/A 68 56 N/A 04 08 N/A 01 01 N/A
50 mg/kg 428 71.0 N/A 37 59 N/A 07 30 N/A 00 02 N/A
50 mg/kg-recovery 51.0 73.8 71.0 50 58 47 01 1.7 03 00 0.1 0.0
PT (s) APTT (s)
Sex Dose End of End of End of End of
Pr ) Pre ]
dosing recovery dosing recovery
2 mg/kg 103 10.6 N/A 165 172 N/A
Males 10 mg/kg 98 99 N/A 161 162 N/A
50 mg/kg 98 9.7 N/A 162 172 N/A
50 mg/kg-recovery 10.0 9.9 9.8 199 197 195
2 mg/kg 99 98 N/A 213 200 N/A
10 mg/kg 9.8 10.0 N/A 204 204 N/A
Females
50 mg/kg 102 99 N/A 221 227 N/A

50 mg/kg-recovery 10.3 10.1 102 16,5 183 16.5

RBC: erythrocyte count, HGB: hemoglobin concentration, HCT: hematocrit value, MCV: mean corpuscular

volume, MCH: mean corpuscular hemoglobin, MCHC: mean corpuscular hemoglobin concentration, PLT:

platelet count, RET.: reticulocyte count, WBC: leukocyte count, Neutro.: neutrophil count, Lymph.: lymphocyte

count, Mono.: monocyte count, Eosino.: eosinophil count, Baso.: basophil count, PT: prothrombin time, APTT:

activated partial thromboplastin time
Supplementary Table S2

Absolute and relative organ weights in cynomolgus monkeys that received IDB0076

Absolute organ weights

Sex Dose Pituitary =~ Thymus Spleen Brain Heart Lung
(mg) (g) (g) (g) (g) (g)
2 mg/kg 43 2.8 2.8 60.3 10.4 12.3
Males 10 mg/kg 29 15 3.3 67.3 9.8 11.0
50 mg/kg 43 2.1 3.8 69.3 10.6 12.5
50 mg/kg-recovery 40 3.7 5.4 66.6 8.3 13.7
2 mg/kg 49 1.6 3.4 61.4 9.1 13.4
10 mg/kg 56 2.1 3.3 57.9 9.9 10.7
Females
50 mg/kg 66 12 5.9 59.4 8.4 14.2
50 mg/kg-recovery 59 1.6 2.1 66.5 9.4 14.4
Sex Dose Liver Kidneys Testes Epididymides Ovaries Uterus
(g) (g) (g) (g) (g) (g)
2 mg/kg 56.6 10.7 1.8 0.6 N/A N/A
Males 10 mg/kg 44.3 11.7 1.3 0.4 N/A N/A
50 mg/kg 69.9 12.2 1.7 0.7 N/A N/A
50 mg/kg-recovery 57.2 12.1 2.0 0.7 N/A N/A
2 mg/kg 68.0 12.7 N/A N/A 0.15 4.0
Females 10 mg/kg 49.8 9.7 N/A N/A 0.15 7.1
50 mg/kg 49.4 10.2 N/A N/A 0.25 5.4
50 mg/kg-recovery 53.6 10.5 N/A N/A 0.33 5.4
Relative organ weights
Sex Dose Pituitary =~ Thymus Spleen Brain Heart Lung
(mg/kg) (g/kg) (g/kg) (g/kg) (g/kg) (g/kg)
Males 2 mg/kg 14.9 0.97 0.97 20.87 3.60 4.26
10 mg/kg 11.3 0.59 1.29 26.29 3.83 4.30
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50 mg/kg 14.0 0.68 1.24 22.57 3.45 4.07
50 mg/kg-recovery 15.2 1.40 2.05 25.23 3.14 5.19
2 mg/kg 17.4 0.57 1.21 21.85 3.24 4.77
10 mg/kg 20.2 0.76 1.19 20.90 3.57 3.86
Females
50 mg/kg 24.9 0.45 2.23 22.42 3.17 5.36
50 mg/kg-recovery 21.8 0.59 0.77 24.54 3.47 5.31
Sex Dose Liver Kidneys Testes  Epididymides Ovaries Uterus
(g/kg) (g/kg) (g/kg) (g/kg) (g/kg) (g/kg)
2 mg/kg 19.58 3.70 0.62 0.21 N/A N/A
Males 10 mg/kg 17.30 4.57 0.51 0.16 N/A N/A
50 mg/kg 22.77 3.97 0.55 0.23 N/A N/A
50 mg/kg-recovery  21.67 4.58 0.76 0.27 N/A N/A
2 mg/kg 24.20 4.52 N/A N/A 0.053 1.42
10 mg/kg 17.98 3.50 N/A N/A 0.054 2.56
Females
50 mg/kg 18.64 3.85 N/A N/A 0.094 2.04
50 mg/kg-recovery  19.78 3.87 N/A N/A 0.122 1.99

N/A: not applicable



