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720 LOLARDS, FEO) X7 ICEEREENED
BWEDNIT B 72O & L CIE LR E 3L 5
DIRF, ThbBEMAMEL O TV D REHILE IS
B9 5 LR FNAMRAPER L 205 542 %, 51
RIS FE D W 72 USRS A A 12 & 2 A s L,
B B WV IIHIEHRE RO ER AL TN 5,

bbb, pb3a TN SRR AR 2 & 5
8-F /1 /=) (8-HQ) #FEMHDOEGH, WKREMED,
PO3IE M & HllfH 9~ %\ DD DGR BIRER & 5 R L 72
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PO3RIELF D ) B, MBLIEICTEH T 5 p21D%EB %
JUik S, MFISEE (23 5 PUMA O3 % #H 4 %
PSRRI BAR T IS B ETE M %2 7R L, pb3MR A7 1Al fa 58
RN A L TWwBY, RLAW OB # %1
%R T A4 3 DRF (dose reduction factor) (&, &
HHAEAH L i D~ 7 2 4 G BATEAER T 1.2, WmstAil 4
wOEHEHREFETL 3L, ERILHEZ HIEL 2 IEFM
TR Y — F & L CRIF 2R Lz UL
DI DS RE 72 = BRI ORI S IIFE S B

DRF (dose reduction factor) &Mm&L, FSHEbhEHA
DO EEHEORRIEL L THW 5, BiiEA % Bt & ot
LThLEYELRELDICLELREEY, FUMEL
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1 XD REVEZIHHHEMNRDS DD L2 TEERT %,
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RE L TIRE MRS TR EORR 2RO TED,
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TWb, E7z, BEEE), Mk, WETEEICL > THE
B ONE B A ) W a b IR RO 28 % /R
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DGR B OB IE IC RN 3 5, pb3ld, &H
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(mitotic death) |44 B LR T- & L THERES 240 &
DEH2ODHMBICBTHKT H1EH % 7R3 p53D
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A F v O UL TESEERAS A D U SHHRIE I B 1) B MR R
BEEDFFHIZIRS N T b,

M AR

(p53téRERIE)

IEEREHER
(p53EFAR)

p5.3 ! i

1 : pB3MHlHIC & % IEH HAk O BRI P
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F 2 B R CBLB502 b A %1k % /R L 7201313 Gy
WX ETH Y0, NF7F— N ERLXVOR5ER RIS
EEFE L, INSDOHERIE, pb3EEDIIFIC L o Tht
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bEME LT 2 bz, 22T, ¥ 7 AHMER



DPO3FEMIBIZE LT & B s PR A O Bl %E

DFHIE R CHENREE S 5 2 L2 X o THHISE X [mkES

L4 B IBE (sub-total-body irradiation;SBI) XL

NDEMBELIC L o T, BEBEEIITT 2 MG HE
BR R L 720 2 DGR, SBL v 7 A5 1%t L5CHQ
XU R PE R AR L, €O DRF31.3%x R L7z (X
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SUMMARY

The progress of high-precision radiation therapy in recent years has been remarkable, and it
has become possible to obtain a high therapeutic effect by improving dose concentration. How-
ever, in order to prevent adverse events from occurring in organs at risk, the risks of radiation
injury in the normal tissues still determine the limits of the tolerable dose. Now, it is hoped that
improvement of tolerable dose by a biological modification of radiation sensitivity using some mole-
cular target drugs. Since nearly half of cancer patients have a mutation in the TP53 gene that
encodes pb3, pb3 regulatory agents are expected to exert a selective protection of normal tissues in
p53-deficient cancer therapy. We proceeded with the exploration of 8-quinolinol (8-HQ) deriva-
tives that target a zinc binding site within the p53 molecule, and found several radioprotectors
controlling p53 activity. 5-chloro-8-quinolinol (5CHQ), which is currently in focus, has a unique p53-
modulating activity that shifts its transactivation from proapoptotic to protective responses
including enhancing p21 induction and suppressing PUMA induction. The dose-reduction factors
of 5CHQ in total-body and abdominally irradiated mice were about 1.2 and 1. 3, respectively. It is

expected to create a new radioprotective agent that can be applied to cancer therapy.

Key words : p53, apoptosis, radioprotector





