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Figure 1

Exemplary Synthesis of auristatin-(AA,)-AA;-MDpr drug-linkers
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Reaction conditions: (a) Fmoc-Dpr(ivDde)-OH (1.5 equiv), DIEA (2.5 equiv), CH,Cl, /DMF, 2 h; (b) 20%
piperidine/DMF, 2h; (¢) Fmoc-AA;-OH (2 equiv), HATU (2 equiv), and DIEA (4 equiv), DMF, 3h; (d)
20% piperidine/DMF, 2h; (e, optional) Fmoc- AA,-OH (2 equiv), HATU (2 equiv), and DIEA (4 equiv),
DMTF, 3h; (f, optional) 20% piperidine/DMF, 2h; (g) Fmoc-Phe-OH, or Fmoc-Met-OH, or Fmoc-Trp(Boc)-
OH (2 equiv), HATU (2 equiv), and DIEA (4 equiv), DMF, 3h; (h) 20% piperidine/DMF, 2h; (i) Fmoc-
Dap-OH (2 equiv), HATU (2 equiv), and DIEA (4 equiv), DMF, 3h; (j) 20% piperidine/DMF, 2h; (k) Dov-
Val-Dil-OH (2 equiv), HATU (2 equiv), and DIEA (4 equiv), DMF, 2h; (1) 2% hydrazine/DMF, 2h; (m)
MDpr(Boc)-OH (2 equiv), DIEA (4 equiv), CH,Cl,, 2h; (n) 20% TFA/CH,Cl,, 2h.
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Figure 2

mouse PK (2 mg/kg)

N
N

RN
N SC
> B - N

S T \\\\\\\\\\\\

Days

2/9

PCT/US2015/016185

-8~ h1F6

-8~ h1F6-4 (8)

-©- h1F6-11(8)

~& h1F6-mcMMAF (8)

«§~ h1F6-vc-PABC-MMAF (8)
&~ h1F6-vc-PABC-MMAE (8)



WO 2015/123679 PCT/US2015/016185

Figure 3

PK of 8-load ADCs
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Figure 4
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Figure 5
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Figure 6
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Comparative activity of 4d/Ab and 8d/Ab ADCs in
7860 tumor xenograft model,

single dose
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Figure 7

Activity of 4- and 8-Load ADC on DOHH2 (B Cell
Lymphoma) Xenografts,
. single dose 4 mg/kg
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Figure 8

Potency of 4 and 8-load ADCs in 786-O tumor
xenograft model,
single dose 1 mg/kg
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Figure 9

Activity of 4 and 8 Load C-Terminus Linked Auristatins
on 7860 RCC Xenografts in Nude Mice
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