Fizk Fo EHBASEHTIZFER Vol, 12, No,2
199445 §  JOURNAL OF RADIATION RESEARCH AND RADIATION PROCESSING  May 1994

B & 08 U BR 1 (CMINa ) x4 /) B BP9
o IR R G BY 1 ER(E

=R OB F £ W BERE £ ¥ AFk

(CBERRFRPEFPIE, 118 200433)

WE  Lewis JijEA0 EMT 6 FLIRUE /) BUINR B 4T 5 o A, 903548 10l CMINa 5% metroni-
dazole 4hT, #55LAH, BplsRR RSB -~ EITATT 3 o I CMNa 5108t 5 1 K i BRI
St R R R R AR TE A R R s SR B AR RO SR A

KA N ECT, FRRMEEER, KIS, 2-FE-S-E-1-RE -2

e A b ok PR {1 0 R4 3 v i 2 B 1 2 O A o ) 4 IR, 35 30 4 18 I 2 SR A Bl )
B UKV AN, B EE RN I RO MR, B SR BT
7o ER il e PR 3 761 6 CMINa) ) A< [l 550 B Y 32 2 v SR MRS —E RO B B B8 (1, A FT
faf i /N BB % T CMINa 3 45 7K 51 B9 38 B0 o

Lo# k5 gy B
1.1 kB3P A ,

3% 1 457 Lewis Jifiam (-l EE 25 T BT BE$E ) 19 C,,BL/6 /NER K fof EMT 6 FL I 988 (rh [ B &
B Bogl T ER ) 19 BALB/c /NRL, (AE 18—228, HEHER Y. /NEBH LIBAY/R- % 9308
VAT IR ARl .
1.2 &9

B R ORS00 BT B R B VR, BRI ZE S, M5 920111, & 99.8%,
e RN DA G /K L R SR B, IR B R @, HIERRE)E .
1.3 MEBHE

BN NR TR EA AT AR AN, CAEAGTHMBEUT. BHsHas
Bl % 1 mm® SRR, BT NRA R . PR A S 200-—300 mm® (¥ N BB AL
A, PErS AR, ERRIRE, 2R IR AN CMNa 32 g0 4, R4 10 FUNRR.
1.4 RHEREE AR

AR EREE, FHERETHMEDENEITS KBS, 8Cy/IX, HEBY 2 Kk,LER

g0 4 A, FIEZFJy 2 Gy/min, 28 EUN AR (AR, B AT T B aT i NS HARER
oK, 253 AL F IR 4160 1.5 h(Lewis i, ip) 3¢ 0.5h (EMT 6 fd%, iv) A 0.1 mmol/kg

9-F Jf~ 5 fi§ 25 -1-BR M B~ 7, B (metronidazole) @ pUHI 25T 7= &4, L5 920806, S 4RI
StpT 1.5 h 5 0.5 h 344 0.1 3¢ 1.0 mmol/kg f¥j CMNa,

Wk B T 1993-06~04, MEIKAT 1993-07-16



0T 2 R CRtE:

(10 SIS R B

1.5 W
e NN _[]

Rt PN =2 SR et b 3 D N T B S AT IR TN 20 PR T N AL AN R
PRI LRSS 2 d,  F b FUNRR B e S R R E &, R SR R

1.5.1 Bb @ da i 384k L&Y Az An ot i il B gy i AR 5 AR FE R B AR B T4l .

1.5.2 g dpdl g (ol B AR (R — SEFR S UM B / 22 B X R B R (R

1.5.3 A ks i® WU BT AL B SHG sy — A R AR R R B B —E R H) &
KB B TIT A IR ] () S8 200 TR 2L 7 1 I () W 22 48

<

<

1.5.4 #4827 JUE TR AT B s 0 BR A AR 1T AR R R ¢ AR TR

24k H

2.1 BEiER R RERE

DI S i B 00 B 00 17 150 B, Lewis i 45 AR 4% EMT 6 JLI5 85 & AL B0 41R0
FAH GO IR TE 170 2 o0 1A TR, 5 ) B AL 1 20 B 1 2 o R 2,
Jjijl] metronidazole & of WiZ% B %5 MU B . N CMNa f5
SRR AR e R S S B — 250 . 1.0 mmol/ke FlE 41%% 0.1 mmol kg
49 % JR75 5%, metronidazole 5 EMT 6 [ i1 41 3% FLH — & B HUA B4 FE R (W0 2), R
7] CMNa 5 5B 2 12 0 I 4R P ) o 48 308 (0.1 mmol/ke) F LL%Z, CMNa i fEHI 4%

metronidazole B340 o

.....

it 3

/

-t
=

Relative tumor volume/V, .Y,
g &8
¥ Kl
A
\“‘m\\
@
e
HETIN
e 4 s
=S A - S N
B T T T Il i

N
Relative wumor vo.
\?_.
Q\
g v}\"
N

et
o= . % i £ )
Time zfter treatment/d Time after treatrent/d
Fig 1. Lewis tumor relative volume against Fig 2. EMT 6 tumor relative volume against

time after treatment with

(e®) untreated, (o) radiation alone,

(%) radiation plus 0,1 mmol/kg
metronidazole,

time after treatment with
(@) untreated, (o) radiation alone,
( x) radiation plus 0,1 mmol/kg

metronidazole,
(4, /) radiation plus 0.1, 1,0 mmol/kg (A, A) radiation plus 0,1, 1,0 mmol/kg
CMNa, respectively CMNa, respectively

Points are means=+s, e for 10 mice Points are means+s, e for 10 mice
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Tab 1. Tumor ichibition rate (%) )of Lewis teumor in C57 BL/§ mice

Days after treatment

Group — - - - -
10 d 20d
Radiation alone 31.¢ 1501
Rad, + 0,1 mmol/kg metronidazole 20,1 14,1
Rad, +¢,1 mmol /kg CMNa 71,041 73.8W

Rad, + 1.0 mmol/kg CMNa 75.30) 3n,9Mm

Z+s, e, n=10, ) p<0,01 vs radiation alone

Tab 2. Tumor inhibition rate(%) of EMT § tumer in BALB/c mice

Days after treatment

Group ———— e e e e
16d 26d
Radiation alone 22,9 32,
Rad, + 0.1 mmol/kg metronidazole 32,0 16,7
Rad, + 0.1 mmol/kg CMNa 51,40 72,81
Rad, -+ 1,4 mmol/kg CMNa 62,0 77,000

. € n=10, ) p<0,01 vs radiation alone
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Tab 3. Days of tumor growth delay after treatment (V./V,=75)

Group Lewis EMT ¢
Radiation alone 1.0 2.4
Rad, + 0,1 mmol/kg metronidazole 1.2 6.2
Rad, + 0,1 mmol/kg CMNa 13,01 11,200
Rad, + 1,0 mmol/kg CMNa 19,20 ‘ 30

rts, e, n=10, O py,01 vs radiation alone
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RADIOSENSITIZING EFFECT OF METRONIDAZOL
AMINO ACIDUM NATRICUM (CMNa) ON
FRACTIONATED IRRADIATION IN TUMOR-
BEARING MICE IN VIVO

Meng Xiangshun Zhao Fang Li Yu Gao Jianguo Zhu Qin Zheng Xiulong
(Dept. of Radiation Medicine, Second Military Medical University, Shanghai 200433)

ABSTRACT Lewis (lung cancer)-bearing C57BL/6 micc and EMT ¢ (a2 mouse
mammary carcinoma) -bearing BALB/c mice were fractionally irradiated (8 Gy Per
time twice a weck, total absorbed dose 64 Gy). In experimental groups radiotherapy
protocol was combined with CMNa (0.1, 1.0mmol/kg) or metro nidazole (0.1
mmol/kg). The results showed that, comparing with the untreated tumor, the thera-
peutic efficacy was obscrved when tumor was treated with fractionated irradiation and
the relative tumor volume was reduced, For EMT § tumor metronidazole had some
radiosensitizing effect (Fig.2), relative tumor volume was more reduced comparing
with radiation alone group, and for Lewis lung cancer there was no radiosensitizing
effect was observed. When CMNa was combined, the radiosensitizing effect was ob-
viously enhanced for both tumor models. At the same dosage (0.1 mmol/kg), the
radiosensitization of CMNa was higher than that of metronidazole.

KEYWORDS Radiosensitizer, Metronidazol amino acidum natricum, Fractionated
irradiation, Metronidazole



