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AIM: To study the pharmacokinetic character of
zinc acexamate (ZA} in rats. METHODS:
Determined [*H]ZA after thin layer chromato-
graphy. RESULTS: After ig [*H]ZA (2.07 MBq
‘kg™'). 70.3 % of the radivactivity in the urine,
16.3 % was excreted in the feces in 4 d. in the
urine and feces, 57.1 % and 12.9 % of the dose,
respectively, consisted of unchanged drug. After
iv [*H]zA (4.66 MBq-kg™' ), the biood
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concentration-time curve was shown to fit 2-

compartment with T1,= 0.8 h and Tle= 11.6h.
The bioavailability was about 52.8 % . After ig
[H)ZA (4.44 MBq-ko~ '), higher radioactivities
were observed in kidney. liver, and gastrain-
testinal tract but lower in brain, fat, and femur.
CONCLUSION: ZA given ig in rats was absorbed
rapidly and distributed widely to most of the organs

and tissues.
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MATERIALS AND METHODS

Wistar JoB 47 03 35, % 12), B 1855 g, 1B
BRAERA LY ERE, HEHLLMTE -, B
k.

ARMBAR K EFPAAMESE(BENE
Y, PHIZAGIFER FEFRERIC. RHEEN
2.23 PEg-mol !, Wrfb#iE >a5 %, HTHRESE. HT
R B H AR.

RO R A Bk e I (A 8 S 7 S, B A BE4R HE BKGR
WRL, v AN EHMBEREL,), FERA#E B
100 ul; 4EFE/E SR ANEE, F B MMM 5 pls
HEAHBER KCL0.05 mol- L7IHIE 1:3 5148, ¥R 100
ul. HEEHBEFFIOMTKEIE, B, &L RLEHE
BT E.LiA S, 80 T FH N, 80T, o200 oL TKRZ
BARAE. f ol eREEERCAH. Reamn
EE ZA AR, H MeOHCHCL(6: 1) BF. W+, £ L
ESEPREE. FREAL FTETHEMT, W1 mlL TK
I8, s ml. TR EQHREE PPO 0.4 %, POPOP
0.01 % wiv), BF 1214 Ackbeta LKB ¥ 38008, R
PWHASIHE pHHEERE B KA KELRER,
Rwpl FRENEE L ESRSH METPH)ZA S8 #.
HFUHIZA frza k¥ RAHAE, EMEAK LM RIE
HE. EHmzEEAiEbsSg ZaREL RIE#ES
AR, M PHIZA EE S msE. BHRTH
HZA AH e T4, pih, TTEEREESRENS TR
LR E S

RESULTS

1 AACOWESEHRME =M. 5
HRRHFFMBERPHIZA, 29 B®E &
0.925, 1.85, 4.63, 9.25 MBq-L 'AI4EHER W,
EiE L. [PHIZA L. FSXERERY
AT ZE A4 83.1 %~ BB.4% . 80.2 % —B5.6 %

A92.6 % ~96.9 %, LEHEHEXAFIIRT 0.999.
M., FS%, REMEWHESHPIRMBEERTR
¥ T 6 %M 10 %.

2 MESREE E20 HOKHE, MV 4 4.
Her—ASRBEKER"HIZA 4.66 MBg kg
H5h3 A ig THIZA, FIEF5)4 2.07, 4.66 M
10.4 MBq-kg™'. F##E 0.1, 0.25, 0.5, 1,
1.5, 2, 3, 6, 12, 24, 48 h A E#EWK R, NE
A CPHIZA . &% v iE, NARETS
RETRE, 3hIER. BEASHE, HYEEH
BEWHGRE, 6 min BFEEMPREYE.  #9 40 min
MERFXRFEHE, MEABETE, 3hFT1E
(Fig 1).
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Fig1. Blood concentration of [PHIZA after iv 4.66 MBqg
kg™ () nnd 3 ig dose of 2.07 (@), 4.66 { X ), and
.40 (1) MBg kg™ ',

EIRFREETEHAGEESHB M IPRT BF
£ IBM PC/AT HEW EIHE. iv & ig M5t E
B E - EFEEEA. SR B M
BR TLAAIE. g MR AELA N 52.8 % (Tab 1),

3 AT 4HKR(EB4A6 1,3 %%
M) g PH] ZA 44,4 MBq-kg ' FF, 5 51F 0.1,
0.5, 3 fi1 24 h 2b3E, WMEMAH([PH]IZA ST,
HREW. FRAHBE(REFNEYM T HE
=, TR, BB RETAHEME(Fe 2).

4 FRiFEhHEE 3 LI KkE, g PHIZA
2.07 MBq- kg 'S A A GBS, WWER.
296 b, WP B HMMEHHEELFEN
70 %, HAEHEZL 57.1 %, 24 h (9HEHG B
SN S ERARER91.2 % BETRHRMNE
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Tab 1. Pharmecokinetic parameters of [*H]ZA fnrats. n =20, ¥t 5.

FParameters Intravenous injection Intragastric gavage
Dose/MBq- kg ! 4.66 2.07 4.66 14,40
A/MBg L' 15.2+2.2 1.47+£0.20 4.2+0.7 7.8+0.8
a/h! 1.1+0.5 0.87+£0.05 0.98+0.22 0.81%0.11
B/MBg-L ™} 1.23+0.23 0.40+0.05 0.9+0.7 2.00 £0.20
B/h" 0.063 + 0.008 0.059 £ 0.015 0.060 £ 0.007 0.061%0.010
K/ht 3.1+0.4 2.7£0.6 2.7+0.74
Ti./h 0.64+0.13 0.80x0.12 0.71%£0.11 0.82+0.23
Tls/h 11.0% 1.6 11.7+1.3 11.6+1.9 11.5=1.3
Tik/h 0.22+0.03 0.28+0.06 0.25%0.08
Kn/h™' 0.14 +0.03 0.27+0.12 0.29£0.05 0.27+0.08
Ki/h™?! D.49+0.14 0.18 £ 0.05 0.20%0.08 0.190.04
Ky/h! 0.51%0.20 0.16+0.10 0.55+0.12 0.44%0.08
V/L kg ! 0.28+0.04
v,/ Lokg™? 2.16+p.12
Cl/L-kg "-h! 0.138 +0.016
AUC /kBg-h'L7?! 33+3 7.8+1.3 17.822.0 40 +3
T./h 0.66 £0.27 0.69+0.21 0.47 +0.18
C o/ MBg-L 71 0.97+0.15 2.2+0.4 4.8+0.7
r 0.9980 0.9912 0.9826 0.9962

5r

[
th
T

207" X Radiomctivity /Bq » kg™

TR NN

<
AR

SRR

¢

]

*

[

% 2

7 Z

Z g

- B : B - - e - 'R
Bl BRL BR EP FA FE H IN K LU M T

Fig 2. Tissue distribotions of radicactivities following a single ig dose of [*H]ZA 4.44 MBqkg™'. n=6rats, ¥+s. BI:
bile; BL: blood; BR:brain; EP: epididymis; FA: fat: FE: femur; H: beart; IN: intestlne; K: kidney; LU: Yang: LV:
liver: M: muscle; O: ovary; SP: spleen; ST: stomach; T: testes: { # } dpm-L™1.

HWEHESHEN 16.3 %, HPEEH L 12.8 %,
#5596 h, YL, # A HCIO, F H,O0:
feib B, MBKFEHNRREHESHEHN AYHEEAESHECERFHES &5
1.5 % {Fig 3). T za ity T, MOS8 T ZA R HE
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Fig 3. Comulative excretions (% of dose) in urine and
feces. n=3?13. Xts.
KRERBHSE.

KE#pERNE, T HAHMZGKRE FReda,
HAEFER(TL) % 0.6¢ /DBY, EWMAMENT A
Feth WA ETIR AT R, EERNTL) A
11.0 /. #%E. . BT HEEESSE,
RFA WM, AR EHLH TR T B
MEAHEEEN C,. 0 AUC S8 8B §
FRIFHEXE(Tab 1), WHZSTERRENZRE
Hn o

AEEESHNG, ESHEH P AET
E, 59 FEREETHEER S, BiHkE
e, Fl24 PP SHETASNNSEHAL. IHITAR
BHEMEER, RHEABFEBAERENEHER
B A RRIE, WY FREL IWARR. (i

BEEWE, SHETEERTH, X —HER
17 B BB e T B R RERR R

KRB o6 /BT, . 3RRHRR SRS
M5k 70.3 %1 16.3 %, HHEFHLEHH
FrAEERE. 24 AT R, SR SRS
HhHE 70.8 %, ZAHAYMERAREAHRT L,
AEER. o6 NNAVIERGHIE. EHEMN
BAEL SR 70 %, RHH AW UEE
ZHE

AU N Zot po MU TR E
B B S ad IR B L B ol R T R R R A HE
A"HMERXEN. KBRSO&£HE 24 A
B it BHHERM Zn° B <0.66 %, ZH
Zot ' JLERBRYW. 2ot F IR A E AR
BEEAH A BRI TR, HnE
HEABRNESPRELU EHRIERA.
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