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“Off hand, I'd say you're suffering from an
arrow through your head, but just to play
it safe, I'm ordering a bunch of tests.”
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The antibody graveyard CUP*- Colorectalcarcinoma* markers

CK20 80-95% MSHH carc canbe neg.- Alsoseenin manyother carcinomas

_ Byboth 97% & 88% sens.
for MSS and MSH CRC

CDX2 Yes 80-95% MSHH carc canbe neg.c Intestinallineagemarker

MCEA ? 90-100% Not specificfor CRG Might be usefulfor gastricadenocarcinomas

Villin No 70-90% Lesssensitive andessspecific

SATB2 € bS g &590% LowerGltract andrectal appendiceaheuroendocringumours

Cadherinl7 ¢ bS g 8595% Publicationsndicatesuperiorsensitivitycomparedto CDX2 and not kneagemarker

* CUP; Cancer ainknownprimaryorigin ** CRC
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The antibody graveyard CUP- Colorectalcarcinomamarkers¢ Cadherinl?7

Table 3. Primary Colon Cancer Versus Metastasis
Colon Cancer CDH17, % (No.) CK20, % (No.) CDX2, % (No.)
Primary 99.1 (116/117) a95.7 (112.117)p 96.6 (113117
m———> Metastasis into lymph node” 90.6 (29/32) 59.4 (19/32)F 81.3 26/32)0

Abbreviation: CK, cytokeratin.

2 P = .05; primary CK20: P=.10, CDX2: P =.18; metastasis into lymph node CDX2: P =.15.
" The origin of metastatic carcinomas was determined by a board-certified pathologist before receiving the tissue for testing.

© P <0 .05; metastasis into lymph node CK20: P=.004.

Table 4. Primary Stomach Adenocarcinoma Versus Metastasis

Stomach Cancer CDH17, % (No.) CK20, % (No.) CDX2, % (No.)
- Primary 63.3 (88/139) 23 (3271397 46 (64/139)°
Metastasis® 66.7 (24/36) 30.5 (11/36)0 50 (18/36)¢

Abbreviation: CK, cytokeratin.

* P < .001.
b P < .05; primary CDX2: P =.004; metastasis CK20: P =.002.
© The origin of metastatic carcinomas was determined by a board-certified pathologist before receiving the tissue for testing.

4 P = 05: metastasis CDX2: P=.15.

CDH17 Is a More Sensitive Marker®&astricAdenocarcinomd@hanCK20 and CDX2

DavidAltree-Tacha et alArchPatholLab Med. 2017;141:14450
s




The antibody graveyard CUP- Colorectalcarcinomamarkers¢ Cadherinl?7

Table 2. Neoplastic Tissues (n = 884)
Cancer Type CDH17, % (No.) CK20, % (No.) CDX2, % (No.)

Colon adenocarcinoma — 97.3 (145/149) 88.6 (132/149)2 93.3 (139/149)

Stomach adenocarcinoma 64.0(112/175) 24.6 (43/175) 46.9 (82/175)*

Esophageal cancer (n = 54)

Esophageal adenocarcinoma 38.7 (12/31) 25.8 (8/31) 29 (9/31)
Esophageal squamous cell carcinoma 0(0/23) 0(0/23) 0(0/23)

Appendiceal cancer (n = 5)

Adenocarcinoma 2/2 2/2 2/2
Undifferentiated carcinoma 02 0/2 02

Pancreatic cancer (n = 57)

Pancreatic ductal adenocarcinoma > 39.3 (11/28) 10.7 (3/28)° 0 (0/28)°
Pancreatic adenocarcinoma 24.1 (7/29) 13.8 (4/29)° 6.9 (2/29)°

Hepatocellular carcinoma 1.8 (1/57) 7 (4/57) 0 (0/57)

Cholangiocarcinoma 33.3412) 33.3 (412) 8.3 (1/12)

Owarian cancer (n = 60)

Serous papillary cystadenocarcinoma 6.4 (3/47) 8.5 (4/47) 4.4 (2/47)
Endometrioid adenocarcinoma 28.6 (2/7) 28.6 (2/7) 14.3 (1/7)
Mucinous adenocarcinoma 50 (3/6) 50 (3/6) 66.7 (4/6)
Endometrial adenocarcinoma s 28.6(2/7) 57.1 (47) 0(0/7)
Lung cancer (n = 78)
Adenocarcinoma _> 11.1 (4/36) 5.6 (2/36) 2.6 (1/36)
Squamous cell carcinoma 0 (0/29) 0 (0/29) 0 (0/29)
Small cell carcinoma 0 (0/5) 0 (0/5) 0(0/5)
Large cell carcinoma 0 (0/5) 0 (0/5) 0 (0/5)
Neuroendocrine carcinoma 0(0/3) 0(0/3) 0(0/3)

Prostate adenocarcinoma 0 (0/20) 0 (0/20) 0 (0/20)

Breast cancer (infiltrating ductal) 0(0/73) 2.7 (2/73) 0(0/73)

Bladder cancer (n = 63)

Urothelial carcinoma 0 (0/61) 52.5 (32/61) 4.9 (3/61)
Bladder adenocarcinoma 100 (2/2) 100 (2/2) (0/2)

Clear cell renal cell carcinoma 0(0/10) 0 (0/10) 0(0/10)

Thyroid cancer (n = 12) MR W 4 5
Papillary carcinoma 0(0/10) 0 (0/10) 0(0/10) - . o ’ ) - ) RESSSSS ' o
Follicular carcinoma 0(0/2) 0 (/2) 0(0/2) Figﬁ:rec ,?SH f;ai;r’n}:g re_s;ja.lh't_:1 [n_memsraﬂi colondaden&(?(cz.a(;c;'noa_'gaA /: and D, fiml:mg, polsit.l've staim‘pg w«;s obsetrlved gKaz gi‘gh percenciag,;efof sgecﬂ:'ags

H Wi . B, Focal stamng was observed in -positive lissue; and mn specimens considered negative, was compietely absen ¥
g?;?;ng:;ier (astroc yloma) g }gﬁg% g Eg‘ﬁg; g }g‘ﬁg% Representative negative (C) ar?d moderate positive (F) s?aoinr'ng for CDX2 (origingl magnification %20 [A %hmugh ) LR

Melanoma (classic) 0 (0/6) 0 (0/6) 0 (0/6)

Lymphoma (n = 11)

B-cell lymphoma 0 (0/8) 0 (0/8) 0(0/8)
T-cell lymphoma 0(0/3) 0 (03 0(0/3)

Abbreviation: CK, cytokeratin.

CDH17 Is a More Sensitive Marker@&astricAdenocarcinomd hanCK20 and CDX2
DavidAltree-Tacha et alArchPatholLab Med. 2017;141:14450
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F. Jocobsen et al. Pothology - Research and Procrice 256 (2024) 155175
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Fig. 5. Comparison with previous CDH17 Hterature. An _X* indicates the fraction of CDH17 positive cancers in the present study, dots indicate the reported fre-
quencies from the literature for comparison: red dots mark studies with < 10 analyzed tumors, yellow dots mark studies with 11 to 25 analyzed tumors, and green
dots mark studies with = 25 analyzed mmors.

Cadherinl7 (CDH17) expression in human cancer: A tissue microarray study on 18,131 tumors

Frank Jacobsen et &athology- Research and Practice 256 (2024) 155175

dThese findings suggest a diagnostic
utility of CDH17 IHCas part of panelg

1.

for the distinction of metastatic
gastrointestinal adenocarcinomas
from primary pulmonary
adenocarcinomas and

2. for the identification of intestinal
subtypes in adenocarcinomas from
the esophagus, stomach and the
SYR2 OSNIJA E d¢
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Fig. 4. CDH17, SATB2, and CK20 immunostaining in tumors.

Cadherinl7 (CDH17) expression in human cancer: A tissue microarray study on 18,131 tumors
Frank Jacobsen et &athology- Research and Practice 256 (2024) 155175
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Blog

Cell Reports Medicine @ CelPress CDH17 ADCs blooms in 2025 AACR

OPEN ACCESS

POST ON: 2025-04-17

American Association for Cancer Research (AACR)
Overooming mUItldrug resistance in The 116th AACR Annual Meeting will be held from April 25 to 30, 2025, at the McCormick Place Convention Center in
gamintestinal cancers wi-u—. a CDH1 T_targeted Chicago, USA. Among the 6,470 abstracts released for the 2025 AACR, there are 340 related to antibody-drug

conjugates (ADCs), covering various types such as single-target ADCs, dual-target ADCs, and dual-payload ADCs. These

ADC conjugatEd tO a DNA tOpOisomerase inhibitﬂr involve numerous popular targets, including CDH17 (12 candidates), DLL3 (10 candidates), and TROP2 (54 candidates).

In this article, we review the CDH17 ADC drug development pipeline and the key players in the field.

Rui Wang,-* Peng Fang,”-* Xi Chen,"-** Jiali Ji,' Dongan Yu,"-* Fei Mei,"* Zhenzhen Wang,' Wei Zhou,” Wenjing Peng,’
Rongjuan Wang,' Jian Wang,” Cuicui Guo,” Hai Wu," Datao Liu,"** Xiaoding Tan,”** and Xun Gui-**

Mabwell (Shanghal) Biosclence Co., Ltd., Shanghal 201210, China

“National Engineering Laboratory for AIDS Vaccine, School of Life Sclences, Jilin University, Changchun 130012, Ghina

Drug Name

TMWA4911, a novel cadhenn 17-targefing ADC, demonstrates potent

3Jiangsu Mabwell Health Pharmaceutical R&D Co., Ltd., Taizhou 225300, China TMW4911 Mabwell efficacy in preciinical models of gastroinisstinal cancers CC; GC, PC
*Beijing Kohnaor Science & Technology Co., Ltd., Beijing 102206, China - Simeere Preclinicel development of SCR-A0DE: A CDH17-largeled ADCfor  GC; CC; PC; Lung/Overian‘Liver
SThese authors contributed egually Pharmaceutical gastrointestinal cancer cancer, Solid tumars
Slead contact MediLink Preciinical development of a next generation antibody drug .
YL217 Solid tumors; Cancer
*Comespondence: datao liu@mabwell.com (D.L), xlaoding tan@mabwell.com (L.T.), xun.gui@mabwell.com .G.) Therapeutics conjugate (ADC) targeting CDH17 for trealment of solid tumors b
hitps:/idol.org10.1016/] xerm 2025102213 LaNova Preclinical evaluation of LM-350. An innovative anti-CDH17 antibody .
LM-350 . " " CC, GG, PC
Medicines drug conjugate for gastrointestinal cancer therapy
VBG108: a first-in-class COH17/CLDN18 2 targeted bispecific
VBC108; CMG901 VelaVigo antibody drug conjugate (ADC) to overcome tumor heterogeneity of GC; PC; CC
trointestinal GC, PADC, CRC, efc.
Normal tissue cells cowrranc |\ cowrr MODR1channel  #Payioaa MF-5 gastroitesiinal cancers ( ! GC; CC; PC; Biliary tract cancer,
" Apical BR116 BioRay BR116: An antibody drug conjugate targefing CDH17 for Chola‘ngm‘carc‘\mma' Hepalﬂcelluiﬂr
" Pharmaceutical gastrointestinal cancer therapy carcinoma
eIl eiete — mbrane
haidl . o oelaaaae Development and preciinical activity of BSI-T21, a novel antibody-
- '. . e Ba it rembrane BSI-721 Biosion drug conjugate (ADC) targeting cadherin 17 (CDH17) in CC; GC; PC; Esophageal cancer
o [ ] L] L] gastrointestinal cancers
Al 3 Nanjing Movel hydrophilic CDH17-targeting antibody-drug conjugate exhibits _
W LBL-054 Leadsbiolabs anti-umor efficacy in preclinical xenograft models Gastrointestinal cancer
w V Preclinical safety and efficacy of SOT109, an antibody-drug
SOT108 SOTIO Biotech conjugate targefing cadherin 17 (CDH17) for the treatment of CC; GC, PC; Cancer. Tumor
Cancer cells colorectal and other gastrointestinal tract tumors.
4 TAVO07 Tavotek TAVO307, a novel ADC targeting CDH17, for the therapy of GC; PC; Liver/Biliary tract/Colon
Biotherapeutics gastrointestinal cancers cancer;, Cholangiecarcinoma
Concept to MRGO07, a cadhenn 17-targeted, glycan-linked, exatecan-based
MRGOO7 Medicine Bitech antibody-drug conjugate, demonstrated potent anti-tumor activity cC
. = and a good safely profile in preclinical studies
v : Huadong Discovery of HOM2017, a COH17-targeting ADC for colorectal
3{0 HOM2017 Huaong pob cCGC

***Colorectal cancer: CC; Gastric cancer: GC; Pancreatic cancer: PC

Meeting Abstract: 2025 ASCO Annual Meeting |
FREE ACCESS | Developmental Therapeutics—Molecularly Targeted Agents and Tumor Biology | May 28, 2025
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A phase 1, first-in-human study of AMT-676, an anti-CDH17
antibody-drug conjugate, in patients with advanced

@ Terget specific binding
o Target mediated internalization

e Lysosome catabolism N J " t . t t. I t
@ onadisruption +8 *-‘\"a' & - s 3 gastrointestinal tumors.
e Drug passive diffusion D ¥ L *‘J . Authers: Charlotte Rose Lemech, Warren Lance Joubert, Andrew Ohyama Parsonson, Rui-Hua Xu, Rajiv Shinde, Prachi Bhave, Junli Xue, Yaling Huang,
’4
S () oystandor sfoct e \w Apoptosis I 3. Meng, and ShurHU Ly | AUTHORS INFO & AFFILIATIONS 1
@ cenceatn COMIT. pos. et [~] By Figdraw. Publication: Journal of Clinical Oncology = Volume 43, Number 16 suppl = https://doi.org/10.1200/)€0.2025.43.16 suppl.TPS3161
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SATB2 (special AiEh
sequenzebinding protein 2)
Is a nuclear matrix
attachment regiorbinding
transcription factor with
developmental role in

craniofacial, neural, and
osteoblastic differentiation.
Primarily expressed in Gl
tract but also other tissues
as kidney, testis and brain.
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