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DOWHEERE / Theme of Research

Cancer remains one of the most formidable challenges to global public health, impacting millions of lives each year. Cripto-1, an onco-fetal
protein, is significantly upregulated in a number of human cancer types, such as colon, breast, lung, ovarian, and pancreatic cancers.
Previously, we succeeded in producing recombinant human Cripto-1 in soluble form and also a noble humanized monoclonal anti-Cripto-1
antibody. Our target is to establish the anti-Cripto-1 antibody as a promising therapeutic candidate with broad applications across various
cancer types.

@WEWBE / Outline of Research

In order to achieve the goal, we are looking for cancer cell lines that express high levels of Cripto-1. On DMEM/RPMI-1640 media
supplemented with 10% FBS for adherent cultures, cancer cell lines were grown. Serum-free DMEM medium with 1% ITS-x were employed for
sphere formation and ELDA analysis. Immunostaining of Cripto-1 has been conducted, and ImageJ software was used to densitometrically
analyze the intensity of western blot bands and beta-actin was used as a normalization control. gqPCR experiments were carried out, and the
amount of gene expression was compared to that of mRNA for the enzyme glyceraldehyde-3-phosphate dehydrogenase (GAPDH).

®MZERE / Results of Research

We have previously observed the growth suppressing effects of anti-Cripto-1 antibodies in GEO cells. We are investigating this time to find out
which cells over-express Cripto-1. By applying a variety of techniques, including western blotting, sphere formation assay,
immunocytochemistry, rt-gPCR etc., we found that NCCIT, Ntera-2, MiaPaCa2, and MDA-MB-231 expressed Cripto-1. More over, | have
participated in the 34th symposium of Japanese retinoid society on retinoid research (Sep 09-09, 2023) at the medical school of Okayama
University, Okayama, Japan and also in the 82nd annual meeting of the Japanese cancer association (Sep 21-23, 2023) at Yokohama, Japan.

@510 E / Further Research Plan

The therapeutic effects of an anti-Cripto-1 antibody will be examined in vitro and in vivo after obtaining the most prominent Cripto-1 expressing
cell lines. The final results will be submitted for patenting and published in reputable international journals. Research on the commercial
feasibility of the project will also be done concurrently.
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DOWEERE / Theme of Research

AL, BRERAIEH ELYHRATERTCEOSVEETHY . BEHREAADLDPAICKYETL TSI LN D, BNADDEARIZALEIC
EOTKRELBBELL>TWVS, ROELGHMBORE LICRIRT 54 /37 BCripto-1(%. BN A. ELHNA. WA, ENA. BEESA
BEZELDE FAABRTEELGERENBERINATHEY., PAY—H—D—DELTEESA TS, HERIFThETIC, #H#E ~Cripto-1D
AR EZKRBRETCORRBRICRILTH Y. Th#xEFEELTE MECripto-1E/ 2 O—FIILRFOEEEZRA TS, ZOHEDBIEF,
C DfiCripto-13ifh%E, SESELGLPABICELKICHATE LR BEMABREL L THITSILETHS,

@BIEiEEME / Outline of Research

RADHER ZFEILT 5-OIZ[ECripto- 1 # BRI T 2 NAMBMIRETH D712, COEMNIZEEST MK OIERERD =, Cripto-11%
HRADNRMEAMRETRIRT D2 VNV ETHLII LS, ROMEEZHIBITELIEEAZL L TR I THROAEEEEL, I5ITX

7 = 7 Rk BE & 5Tl 3~ 5 Extreme Limiting Dilution Analysis (ELDA)IZ & 23 #iAEZERE L1z, REFIZ, ik tCripto-1iiKIC k 2Hla@ &
Cripto-1DEBBEF, Yz RAA2TAY MZIKYBRHEINBZNDEDTUY FA RJ—@BFICDOWWTImagedY 7 bz 7 #MATHAHE%
BELT, B-7OFUEBERNRBLE L THAMNGRREOLRT 55 EEEE Lz, T, BGFEHEEZRT-qPCRIZE YEHET 5= (2E
FJUELTILTER3-YUEBETE FAS+—+ (GAPDH) #Z#MBE L THMMEAREZTMI 25 ELHEE L=,

OBEIEERE / Results of Research

F TIZ, Cripto-1EEHKIET 5 KIEH A B FMERIZxt L THCripto- 1A DIEBEIMNFIIR #E8BR L TLV=AS, SEIK. HREO—RIEEFARD
F-®IZTES1211% < OCripto- 1R HEMAHRIZx L T, HiCripto-1IADUMREMBIBENH>fze VT RAUTAYTAUT RT4TH
R7vt4. REMBIEE, RT-qPCRE EHALEMEIGAL., fihA. IHA. EENAL EDHMIE# TCripto-1ZRE L TW2MlEER
HLfze SNODHERELLIZ. HIRE. PURDIVLRUZERTERRRET > T, SHROEHE L TRITREFAEZHETHLETE
T=o

@BPEXFEEDFEIRR / Activities of International Student Exchange Program

LA, BRIAKRFOBICEFRFANGMTHFETH o124 EAOHARES IO S BORTEBAHERELN SBRRANEGRLI=-0, IR
T—RICEBELI-FMETTREL 4 Y SHREIEEZ LTz, £ 2T, BUARFEX v VXA TRESAEBILNAFT T I T 4 TRRSE L UEI4E
BRALF/AFERLTF/ A PRI VRO L 20239898 ~9H) ITBML T, 2FEYE., HEAEYE. £ELELIBFELUEHRLEE
DBLEOMEHEERTR L=, Solc, WETHESN-ERZEBAXEZRPMER (2023F9A218~238) [235mL. SABREZFHFO
MRELLRMERHDENTES,

®45#0MEE / Further Research Plan

SEIDORHT T, BELCripto- 1 HERMIAK EZ B I AREML RO ONI-ZEN D, Th5DOHMAIIR LT, HiCripto-1HiKIZ & HHla~ D ET
iz ##E L TITo T T, BEADEEOHAE LT . DMLREOEEREIC DL TOFHE % M A TEMAIZE 1+ 5 Cripto-1 DIEEE~NDHE
[SDOVWTHREMICTHRT S5 FETHD, CNODBERZEEZ. invivoTO#RET 1T > THCripto- 1 AD B ABBRADIE A DO ATHEMEIZ D LY
THLMAZLTWFETH S,

D)= R FTHEREVE. Cell handling in a laminar— R D S IRERER.~ Obsevation of cells under microscope
flow bench




