LATI1 & LAT2 in laryngeal cancer

Correlation between MIB-1 labeling index
and LATI staining index Bre
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LAT1/4¥2hc high expression group
exhibits poor prognosis in renal cancer
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LATI and 4F2hc in 724 human
bladder carcinoma cells

LATI-mediated Leu transport in T24 cells
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Svstem L inhibitor
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Laminobicyclo-{2,2,1)-heptane-2-carboxylic acid

The effect of BCH on T24 cell growth
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-~ The effect of BCH on tumor growth

T24 cell tumor in nude mice
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ICR mice

S-180 cell (1% 10" )
implantation to
peritoneal cavity
~S-180 ( + ) group
*S-180 () group

- BCH |
-antisense DNA (100 ¢ M)
-sense DNA (100 12 M)
-saline

Injection twice a day
every day

Effect of BCH on the survival of $-180 inoculated ICR mice
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Survival of S-180 ascites tumor mice treated

with antisense oligo DNA against LATI
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«+ saline
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Transformed cells
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Substrate binding site of LAT1

Kinetic parameters

LATI
Compounds K, (pM) K. (uM)

Leucine 114 80.3
BCH 132
melphalan 205
T3 1.68
T4 115
KYTO193 012
KYT0206 0.30
KYT0213 157
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The effects on T24 cell growth
In vitro
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signaling in yeast
nutrients
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Intracellular signaling for
BCH-induced growth
inhibition

Translation/Transcription
Cell growth requlation
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Expression of LAT1 and 4F2hc
in HEp-2 and T24 cells
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Western blots
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Inhibition of cell growth by cisplatin

treatment
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Summary of gene expression profiles in
BCH- and cisplatin-treatments of HEp-2 cells

BCH Cisplatin cgg;'“:;‘f
specific specific cisplatin
Number of genes
increased >2-fold 27 356 28
Number of genes '
decreased >2-fold 43 382 13
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LATUIHIC & BT24 RO H (BCHIZ & MH)
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Number of genes which showed more than two fold change

BCH 3hrs KYT0193 3hrs BCH 12hrs KYT 12hrs
upregulated upregulated upregulated upregulated

BCH 3hrs KYT 3hrs BCH 12hrs KYT 12 hrs
downregulated downregulated downregulated downregulated
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BCH 3hrs KYT 3hrs BCH 12hrs KYT 12 hrs
downregulated downregulated downregulated downregulated

Number of genes which showed more than two fold change

BCH 3hrs KYT0193 3hrs BCH 12hrs KYT 12hrs
upregulated upregulated upregulated upregulated

BCH 3hrs KYT 3hrs BCH 12hbrs KYT 12 hrs
downregulated downregulated downregulated downregulated
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