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ABSTRACT The blood radioactivity-time
curve after iv calcivm [*Himetronidazola-
mate in mice was to be a diexponential
model., It was rapidly distributed in various

" tissues. The highest radiocactivities were
found in liver and kidney, followed by
lung, blood, heart, spleen, and the lowest
in brain and testes, Bile and bone marrow
contained only a slight radicactivity. In 7
d the cumulative excretion of radioactivity
was 52+ 17% of the iv dose in urine and
10.3+2.4% in feces. The measurement by
TLC and liquid scintillation counting of
urine taken at 24 hr after iv calcium [*H]
metronidazolamate to mice revealed that
approximately 77% of the total radioactiv-
ity in utine was excreted as the drug in
unchanged form and 7% as its hydrelysate.
metronidazole. Calcium [*H Jmetronidazola-
mate remained at a high level in blood on
account of its longer T,p (34 h) and 20%
were bound to plasma protein, thus making
it available for longterm fractional radic-
therapy of tumors.
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MATERIALS AND METHODS

BHRFRESNE 60 R, {£HE 24.23SD
1.38, HE® K iv [*HICMCa 5.3 MBq/kg,

[HICMCa P& 58 # ["HICMCa 2
Hh R LR T EFRFHFILE & A PO/
BaSO, fii{k ‘H,0 B 15 #rit CM, &S5 REEk:
FARx Hig, MR 96.3%, Wi
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J34 1.96 TBg/mmol 7 ftiF B (Fp R R ¥ £D.
[C*HICM HE ST rodsh, TR ’E
ABBAMERN CM #ik, H X CM:Cafz
SR (2: 1) jm CaCl, )& K[ *HICMCa,

EWMESPERNE 2EASAFMNEE
¥ {2 ¥ 70-100 mg, I A= M -2 AL, 2
BBy, FIZEMK o.2ml gk 5%, FF
SLE BN P ST BN R B (88960, H,0,(3028)
MER L, FI0CKBARFELERE, XEMN
oml }5 % (PPO 6g, POPOP 2 g, — B
1000 ml, Triton X-100 500ml), E4& 2%
%, BEE, A FI-205 g & s
HEEF, REEABESREEERKIED.

Y., RESBE 7ES0CHRTEER,
Mz ESRFHERNR, BHEEER, HK
30 mg BEITHIE{E. FRIGTE 80°C K LRGSR,
e 0.1ml 47k, FAENNER., % RE
5535 F P RO ik AT B R AR AE .

CHICMCa it it =9 83 5y M /NE v
[*HICMCa 5, BERH#I%EA, KRIT4h R 4-
24 h R, BHERERE S, HRAUCHICMCa
B 5T oy BLEHET B AT R 4R CMCa f1%
SeREE GF,;, 4 b, 27E 35K (10:3) /& 7 #
thi“Bf5, uv X Tl CMCa iy Rr i, 34T
Sy B (5 mm) B TR B N Z .
RESULTS

mEEE SRivE,£5, 10 K 20min
HERBRNE &R 20ul f1, 30min 52 b
By fa BgERER B, FFEHIEE, B 0.15K0.2ml
4l ZSREE, HO, Hb & s B . mH
Hrst-HRMEE_HIE R B E X R,
Figl, 2B FENEE, ERFSA R
EHHFHER HBKRSFTE£ICWDS=
6.199 7392 4+ 216 ™02,

4122 750 X g B 5min 43 Ak It ¥ 0
B, 0.1 ml inREFi, M HREE.
HRMBAEHST RS T o &, S£0i
55%.
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Fig 1. Radioactvity in blood after iv calcium

[*H Jmetronidazolamate in mice 5.3 MBq/kg. n=5,
¥+SD.

#HEAE®E DR IVIPHICMCa f5, #HeAdth
AT B 4> A Fig 2, #)5 30 min FFfIE K
ﬂgﬂ'ﬁié‘iﬁﬁa ‘FEE*:;%E?L .[fﬂ.‘ ‘ﬁ‘ﬁ]ﬁp H
ARG, BRNERA R A MR, R
1h, BREFMTEN, RESARKHESEY
AR TY, 1dEFRERES, 3d 5548
SRENBED TIERER, B ®NE
MBS sh A1 3d ERRH ¥ B 5 may
WM IR 25 5 4-16 hig B A RSN, A K
FIR & R T .
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Fig 2. Distribution of radioactivity in mice
after iv calcium [PHImeironidazolamate 5.3 MBqg/
kg.n=5, X+ SD, "dpm/mg of blood was calculated
from dpm/ml divided by everage specilic gravity
of whole bloed (1.057 mg/mlx10%).,

HEE B 5 R iv [PHICMCa 5.3 MBq/
kg 5, B BRMEN, TAHGE7IR,

BRyMEERNE 1K, SELEREERS
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#, #prd RRERRse R RGN ES R
AR 521880 10.3+2.4%, 25 51d
HHESsMERERMERDE H B KM 94125 71 66
+22%, TAdHRERHEE RN EHN62L
19%. ME/PMHLTTERAEYET L i 1 *H0
St ERERESETEARIEY, B
WA TEdL HEH.

TICE ¥ & B/, B3R iv[*HICMCa
5.3MBq/kg j5, AL 4hEif14-24h R,
1h RBERSBE, WEXERr=0.15 4F—
e D), SEREARARENEHR
MBLET iz R —F(Fig 3), PSSR B
gt iR 80+ 4% (n=3); BIERr=0.5 41
BE— T AHEN RS EOE L), & 55K
BEZMHET, RSRBRNHBRKS5.6%. 15
I RS RHE,. YRR E T .
#HE4h, I5S5THERHBZHE H13:1;, B
Ed4-24b, 45 B3R 77.6X3.7F7.0£1.0%
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Fig 3. Silicn GF TLC of mice urine in benzene:
H,0 {10:3) segmenial determination of calcium
[Hetronldazolamate in Injectior source (A}
and in mice urine (B).{2) Urine initlal 4 h and
{®) 4~24 h urioe after v calcium [YH]Imetronl-
dazolamate In mice, (C)> Spoir of standard CMCa
{#) and metronidnzole (b) oo chromatogram,

563
(n=3), Wik tbH 1111, % B £ W\ iv[°H]
CMCa £ NHE, SREREBHERLDPREK
W= S B WA BN B AE 5.
[CCHICMC: S XaANE S HF #HE
Wik B Z DR E M 2 ml, B B E R
M, MIMCHICMCa 8.7 MBq, BpERTT
BHWELENLE, FRTHER, 85N 0.2 mol/
LgpH7.4 BB ¥ 10 ml, HISHIEE
FHE, ZEEE, £ 37T CEREAABRERBF
24h 5, 5 RIME SRR AR BEEE, TBEERE
WMEmEERSNEEE, BIBELR, [*THICMCa
SmEBBEHAEEE N 19.921.0%(n=4),

DISCUSSION

R IV[*HICMCa |5, T4a=10.8 min,
RAZKHEHATREREHBESHRE Y
EIEAHERE., ZHHBHEEREZ 8T
=34h), XSV. BENELEESHEER BH
HHEHKX. ARS5AH, BRASERK H8
P E AR REE o i R R R, ST S IRE g CMPm
Te FEARBERR 5HHE L, CMCafihE 5
FAZXBAERASHI AT CREFHDE R -
FFBORA, TS A H O BB Y s
BEARDHEZN. REBEDIMERR
HERSRE, BEmAREEARENEA
MR —E K, S S R B BT VT RS
Fl. ETESEMERBRBERESHFRAE
g,

HRIEZAHRT EENREHSHEREE,
BMXEHE 24 hRERBEIET B Z8:
ARCLDABRF{ETLC 54, S&R5LERHE
. £ Rr=0.51 &b~ uv BEA A1 RH K
BEHE(EI)y H ERe=0.724 thF 4 uv
HAREHMKNAHASNAHEET), B
ZHEHECE AR SIRECGETHD O 45
REXRBEZHAI AAREE, ZEUER
HHEH,

H.32 CMCa S EJA B FE R 22 20 55
EARRE, TEREEE S8 NE B9k
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