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Fig.1 General scheme of the claudin protein structure
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Table 1. Overview of the Human Claudin Family Members from Databases

protein IDs (UniProt/ chromosome tissue frequency with HPA tissue-specific RNA FPKM' (max in
gene Ensembl”) synonyms (GeneCards) localization” evidence’ nonspecific tissue)
CLDN1 095832/163347 SEMP1, ILVASC 3q28 very common — (skin: 224.1)
CLDN2 P57739/165376 SP82 Xq22 common® — (kidney: 114.5)
CLDN3 015551/165215 CPETR2 7ql1 very common — (colon: 94.8)
CLDN4 014493/189143 CPER, CPETR1, WBSCRS 7q11 common' — (colon: 160.9)
CLDNS 000501/184113 AWAL, TMVCF 22q11 Very commen adipose tissue: 110.8; lung: 32.1
(spleen: 10.4)
CLDNé P56747 /184697 UNQ757, PRO1488, Skullin 16pl13 very common — (placenta: 1.3)
CLDN7 095471/181885 CEPTRL2, CPETRL2 17p13 Very common — (colon: 297.3)
CLDNS P56748/156284 UNQ779, PRO1573 21q22 very common — (kidney: 63.6)
CLDN9 095484/213937 16pl13 very common — (pancreas: 2.0)
CLDNI10 P78369/134873 CPETRL3, OSP-L 13q32 less common — (salivary gland: 150.7)
CLDNI11 075508/013297 OSP, OTM 3q26 less common — (testis: 167.0)
CLDNI12 P56749/157224 7q21 very common — (liver: 31.9)
CLDN14 095500/159261 UNQ777, PRO157], 21g22 NA kidney: 5.3; liver: 8.4 (appendix: 0.5)
DFNB29
CLDNI15 P56746/106404 7q22 very common duodenum: 184.0; small intestine: 140.1
(spleen: 12.6)
CLDN16 QOYSI7/113946 PCLN1, PCLN-1, HOMG3 3q28 rare kidney: 39.0 (thyroid gland: 6.8)
CLDN17 P56750/156282 UNQ758 PRO1489 21q22 NA esophagus: 6.4 (testis: 0.3)
CLDN13 P56856,/066405 UNQ778 PRO1572, SFTAS, 3q22 rare lung: 246.6; stomach: 556.1
SFTP] (heart muscle: 7.3)
CLDN19 QSN6F1/164007 HOMGS 1p34 NA kidney: 21.9; placenta: 11.3 (adipose
tissue: 0.2)
CLDN20 P56880/171217 6925 NA — (uterus: 0.3)
CLDN21" see CLDN24
CLDN22 Q8N7P3/177300 4935 NA — (adrenal gland: 0.1)
CLDN23 Q6EB33/253958 2310014B08RikCLDNL, 8p23 NA — (stomach: 17.6)
hCG1646163
CLDN24 AGNM45/185758 also named CLDN21 4935 NA — (kidney: 0.7)
CLDN25 C9JDP6/228607 11923 rare — (adipose tissue: 0.0)
CLDN26 B3SHHY* TMEM114 16p13 NA — (testis: 0.4)
CLDN27 A6NFCS* TMEM235“ 17q25 NA — (testis: 0.1)

“Merged with CLDN24; see http://www.ncbinlm.nih.gov/gene/53843. EEnsemble code prefix: ENSG00000. “Not identified as claudin but as
TMEM (transmembrane) proteins. “Tracked from GeneCards synonyms. “CLDN13 is absent in human. CLDN 6 and 9, as well as CLDN 8 and 17,
may be considered as pa.ra.logs.54 FHPA evidence was calculated based on the manual curation of western blot, tissue profiling, and subcellular
location using a limited number of claudin antibodies that have been submitted to HPA and validated by HPA. Many other claudin antibodies are
available but not included in the HPA list. Very common = high or medium levels in at least 20 tissues; common = high or medium levels in at least
10 tissues; less common = high or medium levels in more than 3 but less than 10 tissues; rare = high or medium levels in only 1—3 tissues; NA = no
antibodies. *In nucleus but not nucleoli, cell junctions by immunofluorescence analysis. "In plasma membrane by immunofluorescence analysis.
FPKM value = number of fragments per kilobase gene model and million reads. The FPKM threshold value for detection is >1.°* FPKM
measurements reflect measured tissues represented in the database and are not necessarily representative of a complete mRNA expression profile.
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Fig. 2 Genomic structure of the CLDN18 locus
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Fig. 3 Immunohistochemistry of normal human tissues with CLDN18.2 antibodies.
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Fig.4 Immunohistochemistry of tumor tissues with CLDN18.2 antibodies

CLDN18.25E @ Z ¥ & & IRAR

202156 A 16 H, CDE EMER, AAERFEGEYN 1 LFHHZHSYSA1801 5K (#£mClaudin18.2
8 ADC =& ) FR#LIGER, 2021F68B11H, tLEFEZClaudin 18. 253Kt #TIRRIXIE, B Insight
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CLDN18.2 PR, HER2 [Ai%

Zolbetuximab CLDN-18.2 i RHTERRGIZ 1 H#AlksEE 2019-04-19
BpHA /AR ERERERE T RAE

CLDN18.2 FAT%. HER2 [Al%

CT041 CLDN-18.2 CART LiERiFHIE II BRI AR 2020-10-09
MEHRE IR B RS

ASKB589 CLDN-18.2 ADC SIH ARG Il BRI BR BRHA IS IR 2020-10-29
Q-1802 PD-L1,CLDN-18.2 pVEn BEEM | HAIMGER BEHA/ SRR 2021-04-14
M108 CLDN-18.2 B BFEY | HAllGER BEHA/FETE LA 2021-03-31
CMG901 CLDN-18.2 ADC FEET Y | HAKRER BRHA/ ARSI 2020-12-09
ABO11 CLDN-18.2 B b e | BAlGER CLDN18.2 PR L {47 2020-05-21
TST001 CLDN-18.2 B EEIENER 1 #AllG R BEHR/ B M LR 2020-08-03
MIL93 CLDN-18.2 B B (A= e | BAKSER BRHA/ RS M AT 2020-12-02
QL1779 CLDN-18.2 i FEHH Hot IR CLDN18.2 PR Sotks 2021-04-23
LM-102 CLDN-18.2 B LBILMES H IR CLDN18.2 PR o147 2021-06-11
SYSA1801 CLDN-18.2 ADC  RAKHEERLEY  HUBIEE BEHR/ B AR 2021-06-16
AMG 910 CLDN-18.2,CD3 PUEn! ERi0h I FRER & 2020-07-01

Table 2 Claudin18.2 ER#AIGKNIRE (BZE6 B 16 H, KR: Insight¥iEE)

EiEEYICLDNIS.2 A B B R

CLAUDIN 18.2%

CLAUDIN 18.2

Reference:

[1] Zhu G, Foletti D, Liu X, et al. Targeting CLDN18.2 by CD3 Bispecific and ADC Modalities for
the Treatments of Gastric and Pancreatic Cancer|[J]. Scientific Reports.

[2]JASLYD Gulnzel. Claudins and the Modulation of Tight Junction Permeability[J]. Physiological
Reviews, 2013, 93(2):525-69.

LEmABREYMRRRHERASE www.modelorg.com 400-728-0660 6/7


https://www.modelorg.com/portal/article/index/id/12618/post_type/4.html
https://www.modelorg.com/cell/12608/post_type/4.html

,\\ CREEX!
N 56om oraniams

[3] Liu F, Koval M, Ranganathan S, et al. Systems Proteomics View of the Endogenous Human
Claudin Protein Family[J]. Journal of Proteome Research, 2015, 15(2):339-359.

[4] Klamp T, Schumacher), Huber G, et al. Highly Specific Auto-Antibodies against Claudin-18
Isoform 2 Induced by a Chimeric HBcAg Virus-Like Particle Vaccine Kill Tumor Cells and Inhibit the
Growth of Lung Metastases[J]. Cancer Research, 2011, 71(2):516.

[5] Sahin U, Koslowski M, Dhaene K, et al. Claudin-18 splice variant 2 is a pan-cancer target
suitable for therapeutic antibody development.[]J]. Clinical Cancer Research, 2008,
14(23):7624-7634.

[6] Hua ], Zhimin S, et al. Claudin18.2-Specific Chimeric Antigen Receptor Engineered T Cells for
the Treatment of Gastric Cancer[J]. JNCI J Natl Cancer Inst ,2019,111(4): djy134

[7lJianwei Zhang, Ruilan Dong, Lin Shen. Evaluation and reflection on claudin 18.2 targeting
therapy in advanced gastric cancer. Chin J Cancer Res, 2020;32(2):263-270

EEmAEREMRR BN ERA D www.modelorg.com 400-728-0660 717



