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4. Release of payload and drug action

Figure 1  Sketch map for the process of antibody-drug conjugates
(ADC)
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Figure 2  Sketch map of covalent binding between antibody and linker

Table 1  Structure and activity of ADC attaching to exatecan.
DAR: Drug-antibody ratio
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Table 2 Structure and activity of ADC with the payload exatecan
and linker containing PEG fragment
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Compd. n m p DAR IC./nmol-L™*
19 2 3 1 36 1>1C,>0.1
20 2 3 1 6.9 <0.1
21 2 3 1 6.2 -
22 2 3 2 3.4 1>1c,>01
23 2 3 2 6.0 <01
24 2 2 1 1.9 -
25 2 2 1 39 100>1C,,>1
26 2 2 2 32 1>1C,>0.1
27 2 2 2 6.2 1>1C,>0.1

Table 3 Structure and activity of ADC with the payload deruxte-
can and aza-acetal
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28 5 2.9 > 100
29 5 5.6 100>1C,, > 1
30 5 5.2 -
31 5 3.0 -
32 5 6.2 -
33 5 6.6 -
34 5 6.1 -
35 5 6.0 1>1C,>01
36 5 6.2 -
37 5 6.3 -
38 5 7.8 -

Table 4  Structure and activity of ADC with the payload deruxte-
can derivative
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Figure 3 In vivo anti-breast cancer growth of 29 (A); anti-gastric cancer of 21 and 30 (B); comparison of 21, 31 and 32 for inhibition of
breast cancer growth (C); anti-pancreatic cancer activity of 33 (D); activity of 38 for inhibiting tumor growth of patient breast cancer cell
with low expression of HER2 (E); activity of 38 for inhibiting tumor growth of patient colorectical cancer cell with low/moderate expression
of HER2 (F); activity of 38 for inhibiting tumor growth of patient non-small cell lung cancer (NSCLC) with moderate expression of HER2
(G); activity of 38 for inhibiting tumor growth of patient esophageal cancer cell with high expression of HER2 (H); activity of 38 for
inhibiting tumor growth of human ovarian cancer cell (I). (Naito H, Ogitani Y, Masuda T, et al. Anti-HER2 antibody-drug conjugate. US

Patent 2016/0333112 A1, Nov 17, 2006)
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