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Markers come. Markers stay?

We are often more enthusiastic about adding new IHC assays than retiring old ones

A new marker : : : Then another on
appeears e e We validate it e We add it to the panel arrﬁ/ eg other one
+ v Consistency
+ + v Sensitivity ,

7 Specificity \
— . 4
v Controls

/ % V."

—’r}%{_

[ A o [

Marker X

Marker G

Promising publication Looks good Beside the old favourites And we do it again

Eventually, the panel begins to resemble a very expensive antibody collection  rather than a carefully
designed diagnostic tool.

Good panels are designed , not just accumulated.
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Why do we use supplemental IHC assays?

Additional stains should reduce diagnostic uncertainty, not merely enlarge the panel.
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Supplemental IHC should solve a specific problem:

A i mpdiagnestc sensitivity

Only if they answer a defined _ _ . o
diagnostic question. A i mpdiagnestc specificity
A resolve a known diagnostic
. o Q
The goal is not more antibodies, but  better answers. )9,
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The New IHC Marker Hype Curve
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DIAGNOSTIC PANEL

Colorectal carcinoma
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Colorectal origin in CUP: which markers add value?

Tostay | Sensitivity Comments
CK20 80-95% MSIH carcinomastanbe negative- Alsoseenin manyother carcinomas
CDX2 80-95% MSHH carcinomassanbe negativeg Intestinallineagemarker

Not specificfor colorectalcarcinoma
0

mMCEA 90-100% Might be usefulfor gastricadenocarcinomas
Villin 70-90% Lesssensitive andessspecific
SATB?2 ¢ b S 4| §590% LowerGltract andrectal appendiceaheuroendocringumours
Cadherin ¢ b S 5l 8595% F_’ublicationsindicatesuperiorsensitivitycomparedto CDX2 and not a
17 lineagemarker

* CUP; Cancer ofunknown primary origin

Combined CK20 and
CDX2 sensitivity: 97%

in MSS CRC and 88% in
MSHH CRC
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adherin 17: does it earn a place in the colorectal CUP panel?
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adherinl? is a cell adhesion protein expressed mainly in intestinal epitheli
and may help identiftumours of gastrointestinal origin.

Colon/Appendix Pancreas Kidney



Cadherin 17: does it earn a place in the colorectal CUP panel?

Table 3. Primary Colon Cancer Versus Metastasis
Colon Cancer CDH17, % (No.) CK20, % (No.) CDX2, % (No.)
Primary 99.1 (116/117) 95.7 (1121117) 96.6 (113/117)°
- Metastasis into lymph node” 90.6 (29/32) 59.4 (19/32y 81.3 (26/32)

Abbreviation: CK, cytokeratin.

* 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 (32139 46 (64/139)"
Metastasis® 66.7 (24/36) 30.5 (11/36)° 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.

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

CDH17 Is a More Sensitive Marker f@astric Adenocarcinoma ThanCK20 and CDX?2
David Altree-Tacha et al, Arch Pathol Lab Med. 2017;141:144150




Cadherin 17: does it earn a place in the colorectal CUP panel?

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

Colon adenocarcinoma 97.3 (145/149) 88.6 (132/149)p 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 0/2 0/2 02
Pancreatic cancer (n = 57)

Pancreatic ductal adenocarcinoma ™ 393 (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 33.3(4/12) 33.3 (4/12) 8.3 (112)
Owvarian 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 =] 28.6 (2/7) 57.1 (47) 0(0/7)
Lung cancer (n = 78)

Adenocarcinoma 11.1 (4/36) 5.6 (2/36) 2.8(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)

Papillary carcinoma 0(0/10) 0 (0/10) 0(0/10)
Follicular carcinoma 0(0/2) 0(0/2) 0(0/2)
Seminoma 0(0/23) 0 (0/23) 0(0/23)
Brain cancer (astrocytoma) 01(0/12) 0 (0/12) 0(0/12)
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(0/3) 0(0/3)

Abbreviation: CK, cytokeratin.

CDH17 Is a More Sensitive Marker f@astric Adenocarcinoma ThanCK20 and CDX2

David Altree-Tacha et al, Arch Pathol Lab Med. 2017;141:144150
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Figure 3. Staining results in metastatic colon adenocarcinoma. A and D, Strong, positive staining was observed in a high percentage of specimens
with CDH17. B, Focal staining was observed in CK20-positive tissue; and in specimens considered negative, CK20 was completely absent (E).
Representative negative (C) and moderate positive (F) staining for CDX2 (original magnification x20 [A through F]).
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Cadherin 17: does it earn a place in the colorectal CUP panel?
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Fig. 5. Comparison with previous CDH17 literature. An _X* indicates the fraction of CDH17 positive cancers in the present study, dots indicate the reported fre- * Department of Pathology, Acedersic Hospital Fuerth, Fuerth, Germary
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 O
dots mark studies with = 25 analyzed tumors. O O
Cadherin-17 (CDH17) expression in human cancer: A tissue microarray study on 18,131 tumors .
Frank Jacobsen et alPathology- Research and Practice 256 (2024) 155175 Or I
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Cadherin 17: does it earn a place in the colorectal CUP panel?

Appendix, neurcendocrine tumaor (NET) (n=14)
Adenomatous polyp, low-grade dysplasia (n=50)
Adenomatous polyp, high-grade dysplasia (n=47)
lleumn, neuroendocrine tumor (NET) (n=49)
Colorectal, neurcendocrine tumor (NET) (n=12)
Adenocarcinoma of the colon (n=2035)
Pancreatic/Ampullary adenocarcinoma (n=63)
Gasfric adenocarcinoma, intesfinal type (n=159)
Mucinous carcinoma of the ovary (n=72)

Colorectal, neuroendocring carcinoma (NEC) (n=10)
Adenocarcinoma of the esophagus (n=77)

Gastric adenocarcinoma, mixed type (n=57)
Pancreas, neuroendocrine tumor (NET) (n=81)
Gastric adenocarcinoma, diffuse type (n=164)

Ductal adenocarcinoma of the pancreas (n=452)
Pancreas, neuroendocrine carcinoma (NEC) (n=13)
Lung, neuroendocrine tumor (NET) (n=19)

Acinar cell carcinoma of the pancreas (n=14)
Cholangiocarcinoma (n=49)

Hepatocellular carcinoma (n=289)

Adenocarcinoma of the lung (n=182)
Adenocarcinoma of the prostate, Gleason 5+5 (n=81)
Endometrial serous carcinoma (n=68)

Endometfrioid carcinoma of the ovary (n=86)
Adenocarcinoma of the prostate (recurrence) (n=252)
Yolk sac tumaor (n=35)

Small cell neuroendocrine carcinoma of the prostate (n=18)
Embryonal carcinoma of the testis (n=28)
Endometricid endometrial carcinoma (n=203)
Carcincsarcoma of the ovary (n=35)
Adenocarcinoma of the prostate, Gleason 4+4 (n=72)
Papillary renal cell carcinoma (n=334)

Clear cell carcinoma of the ovary (n=42)

Squamous cell carcinoma of the pharynx (n=58)
Leiomyosarcoma (n=87)

Heodgkin Lymphoma (n=99)

Warthin tumor of the parotid gland (n=99)

Squamaous cell carcinoma of the larynx (n=104)
Squamous cell carcinoma of the cervix (n=125)
MNon-invasive papillary urothelial carcinoma, pTa G2 low grade (n=154)
Urothelial carcinoma, pT2-4 G3 (n=619)

Clear cell renal cell carcinoma (n=1202)
Non-invasive papillary urothelial carcinoma, pTa G3 (n=181)
Oncocytoma of the kidney (n=219)

Serous carcinoma of the ovary (n=520)

Galbladder, neuroendocrine carcinoma (NEC) (n=4)

Cadherin-17 (CDH17) expression in human cancer: A tissue microarray study on 18,131 tumors
Frank Jacobsen et alPathology- Research and Practice 256 (2024) 155175 I\Iord
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Leiomyoma (n=50) —
Malignant peripheral nerve sheath tumor (MPNST) (n=13)
Sarcomatoid urothelial carcinoma (N=24) g —
Synovial sarcoma (n=11)
Paraganglioma (n=38) -
Teratoma (n=25) go=
Mesaothelioma, biphasic (n=61)
Malignant melanoma (n=45)
Squamous cell carcinoma of the lung (n=72)
MNon-invasive papilary urothelial carcinoma, pTa G2 high grade (n=124)
Angiosarcoma (n=66)
Oral squamous cell carcinoma (floor of the mouth) (n=127)
Sguamous cell carcinoma of the anal canal (n=81) _=
Clear cell (tubulo) papillary renal cell carcinoma (n=25)
Gastrointestinal stromal tumor (GIST) (n=48)
Mesothelioma, epithelioid (n=33) ==
Medullary thyroid carcinoma (n=108) =
Thymama (n=28)
Squamous cell carcinoma of the vagina (n=70)
Squamous cell carcinoma of the esophagus (n=64) =
Schwannoma (n=107)
Invasive breast carcinoma of no special type (n=427)
Squamous cell carcinoma of the penis (n=70)
Chromophobe renal cell carcinoma (n=136)
Phylloides tumar of the breast (n=49) =
Papillary thyroid carcinoma (n=380)
Squamous cell carcinoma of the vulva (n=126)
Angiomyolipoma (n=90)
Basal cell carcinoma (n=75)
Squamous cell carcinoma of the skin (n=87)
Follicular lymphoma (n=80)
Adenoma of the thyroid gland (n=112)
Neurofibroma (n=89)
Lobular carcinoma of the breast (n=158)
Seminoma (n=5186)
Adenocarcinoma of the prostate, Gleason 3+3 (n=82)
Medullary carcinoma of the breast (n=22) _
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Fig. 4. CDH17, SATB2, and CK20 immunostaining
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Cadherin 17: from diagnostic marker to therapeutic target

Cell Reports Medicine @ CelPress CDH17 ADCs blooms in 2025 AACR

POST ON: 2025-04-17

American Association for Cancer Research (AACR)

The 116th AACR Annual Meeting will be held from April 25 to 30, 2025, at the McCormick Place Convention Center in

overcomlng mUItldmg rES|Stance In Chicago, USA. Among the 6,470 abstracts released for the 2025 AACR, there are 340 related to antibody-drug
gash.ointestinal cancers wiﬂul a CDH 1 T_targeted conjugates (ADCs), covering various types such as single-target ADCs, dual-target ADCs, and dual-payload ADCs. These

involve numerous popular targets, including CDH17 (12 candidates), DLL3 (10 candidates), and TROP2 (54 candidates).

ADC conj ugatEd to a DNA tOPOisomerase inhibitor In this article, we review the CDH17 ADC drug development pipeline and the key players in the field.

. & wr B ek I . . q . a2 Drug Name Compan The title of Abstract Disease
Rui Wang,'-* Peng Fang,”* Xi Chen,"** Jiali Ji," Dongan Yu,"* Fei Mei,"* Zhenzhen Wang,” Wei Zhou,” Wenjing Peng,’ £ b
Rongjuan Wang,"* Jian Wang,' Cuicui Guo,” Hai Wu," Datao Liu,"-*" Xiaoding Tan,”*" and Xun Gui'-*" TMWA14 Mabwell WO “I“n"s::;m’;”w‘g&g;g:fgg;rgﬁiem;"i’:gsmm CC; GC; PC
"Mabwell :S ghan Bioscience Co., Lid., Shanghal 201210, China Simcere Preclinical development of SCR-AD08: A CDH17-targeted ADC for GC, CC; PC, Lung/Ovanan/Liver
2Mational Engineering Laboratory for AIDS Vaccine, School of Life Sciences, Jilin University, Changehun 130012, China SCRACDS Pharmaceutical gashioaseshnal cancer " cancer Sokd tumors
ZJiangsu Mabwell Health Pharmaceutical R&D Co., Ltd., Taizhou 225300, China LT MediLink Precinical development of a next generation antibody drug T e —
‘Bei]mg Kohnoor Science & Tachnology Co.. Ltd.. ijlng 1022@. China Therapeutics ‘conjugate (ADC) targeting COH17 for treatment of solid tumors
=Th th buted I LM-350 LaNova Preclinical evaluation of LM-350: An innovative anti-CDH17 antibody CC: GC: PC
ese authors contribut equally a Medicinas drug conjugate for gastrointestinal cancer therapy e
Blaad contact VBC108: a first-in-class GDH17/CLDN18.2 targsted bispecific
‘Gompondence' | VBC108; CMG801 VelaVigo antibody drug conjugate (ADC) to overcome tumor heterogeneity of GC; PC; CC
3 Normal tissue cells conizanc  \\ comt? [ MDRI channel  #Payload MF-6 gastrointestinal cancers (GC, PADC, CRC, etc )
hitps://dol.org10.1 2 W . . GC; CC; PC; Biliary fract cancer;
s n Apical BioRay BR116: An antibody drug conjugate targeting CDH17 for . o ’ ;
BR116 Pharmaceutical gastrointestinal cancer therapy Chalangiocarcinoma; Hepatocellular
Polaity @i@i@i®i®i®I®Ie +— Sl membane carcinoma
s 0 1 = Devalopment and preclinical activity of BSI-721, a novel antibody-
s 0oeQ Basement membrane ] ] ' BSI-721 Biosion drug conjugate (ADC) targeting cadherin 17 (CDH17) in CC; GC; PC, Esophageal cancer
o A gastrointestinal cancers
[ P ;
LY ’ ‘ Nanjing Novel hydrophilic CDH17-targeting antibody-drug conjugate exhibits
g f LBL-054 Leadsbiclabs anti-tumor efficacy in preclinical xenograft models Gastrointestinal cancer
Preclinical safety and efficacy of SOT109, an antibody-drug
S0T109 S0TI0 Biotech conjugate targeting cadherin 17 (COH17) for the treatment of CC; GC; PC; Cancer; Tumor
Cancer cells colorectal and other gastrointestinal tract tumors
4 TAVO307 Tavotek TAVO307, a novel ADC targeting CDH17, for the therapy of GGC; PC; Liver/Biliary tract/Colon
Biotherapeutics gastrointestinal cancers cancer, Cholangiocarcinoma
Gonoept to MRGO07, a cadherin 17-targeted, glycan-linked, exatecan-basaed
MRGOO7 - antibody-drug conjugate, demonstrated potent anti-tumor activity cC
Medicine Biotech
and a good safety profile in preclinical studies.
% A HOMZ017 Huadong Discovery of HOM2017, a COHA 7-argeting ADG for colorectal o Ge
%\‘T Medicine cancers i

***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

X in f % B8 w ®
A phase 1, first-in-human study of AMT-676, an anti-CDH17

antibody-drug conjugate, in patients with advanced
gastrointestinal tumors.
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o Drug passive diffusion Authors: Charlotte Rose Lemech, Warren Lance Joubert, Andrew Ohyama Parsonson, Rui-Hua Xu, Rajiv Shinde, Prachi Bhave, Junli Xue, Yaling Huang,
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@ cendearn COH17 pos. cells o By Figdraw.
Publication: Journal of Clinical Oncology * Volume 43 _Number 16 suppl * https://doi.org/10.1200/JC0.2025.43.16 suppl.TP53161
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SATB2: does it earn a place in the colorectal CUP panel?
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SATBZ2 is nuclear transcription factor involved in development and differentiat
and Is strongly associated with lower gastrointestinal epithelium
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