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PCA-1 ®}H & LT 1-methyladenosine, 3-methylcytosine & tRNA % [6E L7,

PCA-1 IZL VAT AL E Tz tRNA 134 VX7 B OFRE EA %2 727,

PCA-1 / v 7 Z0 2K % DNA A F ARG Y 7 T s ER & RE LTz,

{bE# > PCA-1 BEEIEMERF B ERHMN R & LC ABHS5 42/ & L7z cell free assay, cell based
assay R LT,

JRY PCA-1 FLETEMEZ A 2bEW A2 IS LT,

PCA-1 short form ~DALEW Y — % o 712 & 0 1A RHS 5 O RS FAT 12 pkLh L 7=,
REBV—FTIVOMEIZ LY PCA-L RREMIEET LV EIER LT,

tRNAs with 1-metyladenosine and 3-methylcytosine were identified as substrates for PCA-1
tRNA demethylated by PCA-1 induced an increase in translation efficiency.

DNA methylation damage signal transduction by PCA-1 knockdown was identified.

Cell-free and cell-based assays targeting ABH5 were established for evaluation of PCA-1-specific
inhibitory activity of compounds.

Several compounds with potent inhibitory activity against PCA-1 were obtained.

Crystallization of the short form of PCA-1 with a compound A was achieved by the soaking
method.

PCA-1 full-length structure was constructed by homology modeling.
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PCA-1 FAETEMEIZOWT, Z DR EMED R S/ HUHS015 2 U — R & LT, BifEEE )
HE| X L& SEEFIICER Lz 3{bA% @ PCA-1 BHETEM:, 36 L OIS B 3k DU145
FUIE O HFEINHTEME ORI 21T > 7225, Wi HUHS015 (ZHfk LT3 LUVWEPED S
IO bR Do T,

DU145 fifid & v 7= Xenograft €7 /LIZ T, ZNE THLNIALEWTT » MEORIUE
DR HUHS_KNC-9, &N HUHS199 & AR/VE ARPUMERTSI R D5 — & IRFETH 5
docetaxel (DTX) & OOFHIERZMRFIL7=& Z A, control BLODTX B G- LV & F
B R ESHARRHEINIHIE R 23380 b7,

7B, b0 HUHS LG oO M, AT GIZBW T, v~ U AREORRFZEl, BLT
o B2 2 1Tl OV I E &, 4%+ GOT, GPT, creatinine, BUN J£ &£ 2 & L 7223,
control (ZH#E U TH & 232 s e 2B KITER D b v ino T2,

Three new derivatives (HUHS221, HUHS222, HUHS223) were synthesized and
evaluated, but drastic improvement of the growth inhibitory effect was not found
compared to that of HUHS015.

We measured suppression effects of two compounds (HUHS199, HUHS_KNC-7) at 10
mg/kg (p.o., b.i.d) with docetaxel (DTX, 2.5 mg/kg, s.c., once/week), which showed that
HUHS_KNC-7 and HUHS199 demonstrated synergistic effects on the DU145 growth in
xenograft mice. Furthermore, weight of each liver and kidney, and concentration of
plasma GOP, GPT, creatinine, and BUN at final days after administration of HUHS
compounds were not obviously abnormal, which suggest possibility that PCA-1

inhibitors could be a medicine without severe toxicities, different from DTX.
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