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Abstract: The morbidity and mortality of gastrointestinal malignancies are the highest in the world. For
patients with poor response to conventional chemotherapy, new treatment methods are urgently needed. In recent
years, under the background of precision medicine, antibody-drug conjugates (ADCs) with high tumor specificity
and potent toxicity have become a hot research spot in the field of biomedicine. However, due to the complex
structure and mechanism of ADCs, its pharmacokinetic research is facing great challenges which are the biggest
resistance to the development of ADCs at present. In this case, it is of great significance to understand the
pharmacokinetic properties of ADCs and make use of it to improve the efficacy of ADCs in the treatment of
gastrointestinal malignancies. Based on the basic composition and mechanism of ADCs, this review summarizes
the pharmacokinetic properties of ADCs, discusses its recent advances in the treatment of gastrointestinal
malignancies, in order to provide more references for follow-up research on ADCs.
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Table 1 Various studies characterizing the pharmacokinetic properties of antibody-drug conjugates (ADCs). DAR: Drug-antibody ratio

Species Pharmacokinetic information
Antibody Characterize the expression of targets in vivo and unintended off-target binding
ADC Evaluate the stability of the linker to reflect the stability of ADC
Determine the influence of conjugation site on the pharmacokinetic properties of ADC
Determine the DAR and drug load distribution of ADC
Cytotoxic payload Characterize whether metabolites inhibit or promote CYP450, leading to potential drug-drug interaction

P-gp substrate or inhibitor
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Figure 1 Effective ADCs for gastrointestinal malignancies
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15, W I hYP7-DC HI#E ] 20 A5 Bk4h, hYP7 2
A NJEAL i AA, BEAR T 24k ADC 1) 6o 58 Ji 14 R0 B
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4T (hRS7) 3% #6E k 1 % ADCP. IMMU-132 1)
DAR{H /5115 7.6, w19 1 SN-38 45 Il - 55 W 3 %50 1)
7 A, 8115 IMMU-132 B 78 Trop-2 I 3 1% 1) fi% i g
2 o vt e Ak B AR 47 1 2R . & DAR E ) IMMU-
12 A RERBEETE/E T HCL2AERE TS
TR RS, KRR I, AT H R T IM-
MU-132 F R fa e Ve o

IMMU-132 BA & & 8940 M98 7% 1%, £ Trop-2 FH
P fi Ji R 4T B Bk (Capan-1) 1708 B35 Fh RS R A 8L o
400 pg kg (19705 N B 4 20 Ik, AT ER B B 1)
i E IR I R . 5 % G IR e AT 25 £ 3L R A
bb, 75 IMMU-132 45 24 20 o SN-38 S H AR ™= ¥ (1 11
TERPE PRI T 9ffs, KRB T BE M B st (E
BERICNIETE) MRS, 285, IMMU-132 6862 75 6 &
P 245 25 ) [ B B ARG B B i ) A BB, 2 — P R
A I PRATE FEANE 8 A0 T8 S iE A #E 17 ADCP7e 2014 4F
6 A, FDA 27 IMMU-132 5 J7 fifi i 98 1 ) L 24 %
iRy g 2 ah Wt — b A DY,
3.52 TRI1801-ADC fi it 5 4 JIt J& (pancreatic
ductal adenocarcinoma, PDAC) & i B A2 25 ML i hE 2
—, HHAFEMNEGFEAS L 10%. HirE gy FB
AR BE % 27 I 3% PDAC B35 RE IR, {2 PDAC & 4l
i £ PR X 5 U A T S AR SE Ak T 29 R AR T 2, O
HAF B E AR —FE R A N FETS . RIUETT R —Fi
RAE E PDAC A A7 R (W A8 iR T 77 V58 7E JE I .
Jin 25 F 7F PDAC 4H B i 1= L A5 1 2% 08 A0 5 437 (1)
MET %8 £, 4 i 40 i 25 o ko o 2% B2k &
¥ (pyrrolobenzodiazepines, PBD) 14 A\ & 1t [ anti-
MET #iff (hD12) #E A K il % 5% T TR1801-ADC.

TR1801-ADC ) Zj X3 77 & A = . 1 e,
PBD A& M 12 B [ 1A, R ke RIS 7E X 4% e i
7 25 AR T 25 1 1 PDAC i 40 A 3 BE 72 A T
YU ROR . 4k, TR1801-ADC #) ] 4F K AR & R
TE AU I A, A e 4 8 T AT R AR, A
ADC ¥ — M BB IA B 97%, Fa 2 M R 4F . TR1801-ADC
HIIE PR & R Kk 14 K, MKW 5 Bk L
Z, R E AR SN . 25302 45 B BoK, TR1801-
ADC BB 7E PDAC 4 i # 75 3 4 57 1 1 40 P 2 44

TE IR IR 5 5 e/ R S A MR Y ) 0.5 megkg ! 1Y)
N B A 24, TR1801-ADC RIKE fifJgd 40 it 75 = A
W 5E A B . 2019 452 A, FDA H A # 5 TR1801-
ADC fHF 70 14 81 25 (investigational new drug, IND) H
i, 3 B 3h 7 TR1801-ADC f9 1 I PR i 96 . H AT,
TR1801-ADC R I T HI0 I I PR 22 A A0 1R e 1) i 52
PE, WU) IR TT RUCRAT) 75 B — 20 (1 I R 56 i 1)
HFo
4 FHiLFIRREE

g5 LR, fE RS HE R 2 AR R, ADCs1E N
BB R T AL RGEE N A C ARG T K2
R, AR BE B B 0 Wik H AR TSR A R K % k.
ADCs F A 25 M FOAE F AL AE, btk 5 B0 2 4 1)
ADCs K W 23 AT AR RS R & i Xt
ADCs 253N ) 5 PEREAT A TR AN B T, F60m
DA R G E T A 2R G i TR 9T R S I e AL
R EE R AR RO A EZ 3 5 ISR

TE 24 51N RS HE R T I ZE R R, ADCs [ BF 72
T 12 25 65 B 2 TR R 50 110 S35 D RORS T PR 9 07 4
AR A Rty HIE R X E M FIRRSL k. B&E
ADCs B R 504k, BATTHHAS KK ADCs 2 5 h
FLAE R X M BEE T3, I RIE A R GBI R, A
T BB AR — AL

{EZ TRk: A B 7 T8RS 400, T B LG JE 43
TLIE R, X W FE AT IR A B R

FIZE S BT AE 2 AR R 23 i R
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