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Figure 1 a: Sketch map of antibody-drug conjugate (ADC);

b: The process of action of ADC
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Figure 2 Cycloaddition of azide with acetylene group to prepare

key intermediate for ADC
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Table 1

colon adenocarcinoma cell line. a: On L2987 cell line; b: Not test

DAR values, in vitro stability at 37 °C and activity on

. Half life/h
Link group to DAR @ ——7 — K,
Compd. Hunan r
C-20-OH value PBS /nmol-L
serum
10 Carbonate® 53 = >50 3000
11 Glycine ester 6.9 18.7 14.4 2.4
12 Carbonate 7.1 8.6 10.8 1.4
14 Carbonate -0 27.6 322 -0
16 Carbonate 7.6 -° -° -
17 Carbonate 4.0 30.1 31.2 1.4
19 Glycine ester 5.5 48.8 -° 1.5

o ((]:HZ)A
NH,

N
(CH2)4
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7 RIVEIRBHR

Bt — 25 VAN 7% 32 Trop-2-1gG #4511 ADC B #5:4),
Mk AL G Y16 17, L —F & S50 T3 2
(Cardillo TM, Govindan SV, Sharkey RM, et al. Huma-
nized anti-Trop-2 IgG-SN-38 conjugate for effective treat-
ment of diverse epithelial cancers: preclinical studies in
human cancer xenograft models and monkeys. Clin Cancer
Res, 2011, 17: 3157-3169).

16 A1 17 IR MG 22 Ak A0 A 1k 55 A R 25
P22 5, B E 16 AL ADC, /45 IMMU-132, 11
e ifd 5 SN-38 LLE 16 9 DARE 1 7.6, -2 16 h,
TEBEZE N 0.002 L-h'kg'. HRAE B 4 BRIGIT 4 5,
B A 256 IR, BEIK 14 mg-kg', V69T R0OR B 35 50 T 0
HRALH LB R . 16 1 % ARV ZERHL P (sacituzumab
govitecan, 7 i % Trodelvy), Z8 I PR 5 A1 G R R 56, 3R

Table 2 Comparison of several parameters between compounds
16 and 17

Human Cell

No. of . Cytotoxicity
. Free of serum binding

Compd. linker DAR . . IC,,
hiralit SN-38/% half-life Ki ; L

irali nmol-

ey h mmolL! O

16 1 6.1 0.6 20.3 1.09 4.24

17 2 6.2 0.7 22.1 1.19 4.12
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