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Inhibition of cancer - type amino acid transporter LAT1 suppresses B16 - F10 melanoma metastasis in mouse
EAEEA | models
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WYXNEORE
(E A9(Purpose)]

Metastasis is the leading cause of mortalily in cancer patients. L-lype amino acid transperier 1 (LATI,
SLC7A5) is a Na'-independenti neutiral amino acid transporter highly expressed in various cancers Lo support
their growth. Alihough high LAT1 expression is closely associaled with cancer melastasis, Iis role in this
process remains unclear. This study aimed to investigale the eflecl of LATL irhibition on cancer metasilasis

using B16-F10 melancma mouse models.

{F A 504 B (Methods/Results) )

The expression of LATL in B16-F10 cell were examined by RT-aPCR and westlern blot. The suppression effects
of LAT] inhibition on cell preliferation and tumor growlh were investigated in cell proliferation assay and
Mouse model. The suppression effects of LAT1 inhibition on cancer melastasis were examined in cell migration
assay, cell invasion assay and mouse metastasis models.

These results demonstrated that nanvuranlat (JPH203), a high-alTinity LAT1-selective inhibitor,
suppressed B16-F10 cell proliferation, migretion, and invasion. Similarly, LAT1 knockdown reduced cell
prolileration, migration, and invasion. LAT1 inhibitors and LATI knockdown diminished B18-F10 lung metastasis
in a lung metasiasis model. Furthermore, nanvuranlat and LAT1 knockdown suppressed lung, spleen, and lymph
node melastasis in an ortholopic metastasis model. Furihermore, LAT1 inhibitor reduced the cell surlace
expression ol integrin avp3. These [indings revealed Lhat the downregulation of the mTOR signaling pathway,
induced by LAT1 inhibitcrs, decreased Lhe expression ol integrin ovB3, contribuling to the suppression of

melaslasis,

(# #E(Conclusion))
These resultls demonsirated that inhibition of LAT1 by using LAT1 inhibitors {nanvuranlat and BCH) or
LAT] knockdown reduced B16-Fi0 metlastasis. This study reveals that LAT1 inhibition reduces metaslasis,

providing new evidence supporting LAT1 as a polenlial anti-cancer target.
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LAT1 (L-type amino zcid transporter 1 SLC7AS) &, KAMUEE LoET 2 /BB AHR~OHBEE> 5
ARG =THY, E<OBATHBEIA L., HUBMEMSEROMEY & L TR EA TV D, LATI ORBRT. BAOE
&M B 2 & A ERPEEENAN L TREIN T B, BAEBRICEITS LATIOREIZHE S ENTunis
o, AWFSEIL, LATIOMEIZ ., B OIBBREE S MinEAE., BEELETFIE. Sy A0
MZBDNTEBMMSRE RT I L 2FRE L, NAT, RO RoFRE LT, LATIAEIZ L YeTORY 7L
RGN E T LTRSS TA 77U av BIOHEBRETOROCEFSELA D & &R L, R, KA
BICB T ALATIORHER M L. EERABROWLREEN2ENFRRLELOTHY . SN oEECET
BLEEZLND,




