FfA7Z 2008 (2): 95-101 [ISSN: 1000-7512 CN: 11-2566/TL

ihkiee)

B Z SRR 99T CM-NANPAT il 46 S/ BV P9 b Z S A
R, WERF #ERA, kel &

b SOMRIBE R b e o8 B [ R P 2 o

ks 3] 2008-1-16 18 [7] F1 3] 2008-3-11 ¥ 28 i & A7 H 11: 2008-5-19

FEE B GREHRA, 5ThRo. PERLID B ABR S A A%, 7k FAERRIC T = U AANAI PA
(1- (A-RHEPRM-1-) PSRRI EYD) o FITLCHHPLCHE:R bR MIEAT Tl , IR bR e i i s
PEv BRI R ML B NGO, 0 05T A4 PR ER S K% R0 S ) 2 AR 9 T Ak e = S
PRI R 2L 2 e SRR L o 25 BT T 009, IS K AV 2 B02.7140.05 (n=3) , Jhafietk; 755
Wiy 37°C R37°C+ AL A 2R (SR B0 F BB kas . PRANIIEEI I R W] IMAKRCHG 1-4h, = 44k HCH
O X7 A R E A B i TR T AE S UK B (p<0.05) , HLZ %04k 2t CHOIKEEEN 1 4 BB i ] -

FHA15 min, JHERAHEIE1H2510.2 ho  faf i B 9RE USTHR B AZ AR N A B R IH . b 32 48 5 A,
WA rE i@t FcaEME N A — e R4E, H2hk4 hid/m 5y 4 1.57+0.31F11.98+0.25, ifijj&/

WL 2354 11.89+1.64F113.11+1.47, 4516 99Tem—N4IPA BAG = S b8k, Al ffiMopis i o 5, GHSHEmh—f
BrIR = R, (H T A kBT
KR 99Tem AL AHIEBRMRRAL A

%

Preparation and Preliminary Evaluation of the in vivo and
in vitro hypoxic selectivity of a novel hypoxic agent 99Tc
m-N4I1PA

zhi yang

Abstract Objective To develop anovel hypoxic agent with ssimple structure. excellent performa
nce and easily labeled technique. Method A new hypoxic ligand 1-(4-Nitroimidazole-1-yl)-propal
nhydroxyiminoamide (N4IPA) was labeled with 99Tcm, then the products were analyzed by TL
C and HPL C and were detected the in vitro stability. the octanol-water partition coefficient and
the pattern of blood clearance. Finaly, the in vivo and in vitro hypoxic selectivity of the products

were researched by cell up-take test in vitro and biodistribution and imaging in vivo with nude mic
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e bearing U87 glioma. Results The labeling yield was >90% and the octanol-water partition coeffi

cient was 2.71+0.05 (n=3), and the products kept pretty good stability in room temperature. 37
°C and in 37 “C with human serum albumin. The cell up-take test showed that the Chinese hamste
r ovary (CHO) cell took more products in hypoxic system than that in normal oxygen system (p<

0.05), and the up-take percent in hypoxic system increased with time. Pattern of blood clearance

of 99mTc-N4IPA was defined as two-compartment model (T1/2a=15min, T1/23=10.2

h) . Imaging and distribution in nude mice bearing U87 glioma revealed that the products were e

xcreted mainly by kidneys and partly by liver and intestines. 99mTc-N4IPA could be accumulate

d in tumor, and the tumor-blood ratio in 2 hours and 4hours was 1.57+0.31 and 1.98+0.25, resp
ectively, and the tumor-muscle ratio in 2 hours and 4hours was 11.89+1.64 and 13.11+1.47.Con
clusion 99Tcm— N4IPA possessed hypoxic selectivity with clear tumor imaging, so it would be

apotential hypoxic-agent, but it would need more research work.
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