Supplementary Table 1 Pathological and Biological Features of Primary PDAC
Cell Lines from Patient-Derived Xenograft Tumors*

PDAC Cell Patientage & Tumorsize Lymphatic  Morphology of  Doubling RON Endocytosis of  Sensitivityto ~ Growth in

lines gender &stage invasion cell lines time (h) expression RON(EC;=h) ADC (ug/ml) athymic mice
AMC-01 66 &M 35&IA Yes epithelial-like 68 4+ Not done 2131025  Not observed
AMC-02 30&M 2.1 &11A No epithelial-like 87 i+ 14.310.76 1984033  Abletogrow
AMC-04 53&M 31&I1B No mesenchymal-like 48 ++ 1521 0.54 588+1.14  Ableto grow
AMC-05 70&M 5.7 &IA Yes epithelia-like 75 ++ ND 281078 Not done
PDC110621 66 & M 35&I1A Yes epithelial-like ND i 31.28 £ 047 3511044  Able to grow
PDC115026 70&M 5.7&11B Yes epithelial-like ND +++ 36.78 £ 0.32 842112 Not done
SNU2491 61&F 25418 Yes epithelial-like 64 ++ 20.25£0.35 1.75£040  Abletogrow
SNU410 53&M NA &V No mesenchymal-like 72 + Notobserved ~ 10.31+£1.87  Able to grow

*Primary cell lines from PDXs of PDAC patients were generated and characterized as detailed in a previous report (Jung et
al., 2016). Levels of RON expression by individual cell lines were determined using immunofluorescence and Western blot
analyses. H-Zt/g4 was used as the primary antibody. H-Zt/g4-induced RON endocytosis was performed using the method
detailed in Experimental Procedures. Sensitivity of individual cell lines to H-Zt/g4-MMAE-induced reduction in cell viability
was performed using the MTS assay as described previously [31]. Individual cell lines having capable of growing in athymic
nude mice were selected for in vivo H-Zt/g4-MMAE therapeutic study.



Supplementary Table 2 Adverse Effects of H-Zt/g4-MMAE on blood leukocyte and
erythrocytes in Cynomolgus monkey

Measurement of Treatment with Dynamic changes of leukocytes and erythrocytes after H-Zt/gd-MMAE injection (days, Mean % SD)
i i S S S W T R S
Contral 1037 + 1335+ 1294 + 1235+ 1433 & 1212 1315+
Total laukocytes = - —— .

30 mglkg 13152682 11902218 1211£2058 2212057 3411%21290 1668+£568 11712085

577264 S512+187 370114 1502086 218+ 269 11.70 + 5.53 TB5£281

Control 5.60 £ 543 % TEI 2 667 T.90 18z T3+

Total lymphocytes . o ft , ;
{1':"!"”} I 0 * 442 & 4 GE 4. 53 . - . 4 3 g 1 9+ 383 1.H 5 F : - :

30 mafkg 6.20 £ 1.07 455 +1.71 379+088 2082057 1432+423 T42+1.76 T45£123

0732027 0412027 036x015 2012235 1.41 £1.53 0.61 £0.35

Control 369+ 381+ 335+ AT 366+ Max 359+
Meutrophil (%) - S —— - s

30 mafkg 49.1 £ 201 551+124 MBta2 20x16 B25+218 469+ 57 524 +04

40.4 £ 25.8 SBEX201 TIZ£118  TI5%17.2 428+ 142
Contral T2t 68+ Tz TE T4 % 82+ 68%
Moo | omoka  0x24  Soaza sl Srain feios  desds  Soxt7 |
30 mglkg 42+1.4 6417 26+086 38x13 146+ 9.1 T2+23 T1x386

5.58 £ 0.34 5032025 4722030 4212026 5041006 5.06 £ 0.07 4.95 £ 0.16

Control 61.7 £ 95Tt 635¢ B2t 720t 63.0 £ 11z

30 malkg 5896+ 69 5112118 235175 28T 2120 1461x31.1 280021023 1308 617




Supplementary Table 3 Effect of H-Zt/g4-MMAE in vivo on various enzymatic activities
in blood samples collected from cynomolgus monkeys

Maasurementof  Treatmant with Dynamic changes of blood Enzymatic levels after H-Zt/igd-MMAE injection (days, Mean £ SD) Clinical
e T S S S el
421 t 444 % :

transaminase
(ALT, UnitiL)

0mgkg 45422 79:40 12467  95+35  40%1f 349 U111

Control 554 B2t 88+ [ 1% Bt 42+ :
transaminase J Mgl ik 10 : 21
(AST, UnitiL)

30 383 2354125 32 M08 6448 5148 50412

5014 49116 49115 4817 51t 15 52417

Control W24 324 3354 425¢ 414 4 207 ¢ B0 various tissue

30 mg/kg 412127 13604396 16944820 1073£206 1364:543  T27£284  SU 4170

10 mg/kg 167+27  656£366 14131180 268235 238129 19818 17415




