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CFR Amg ¥0) %, M/15 BBEFEYINL T+
O R— b (*5~20%) ‘5.{{’?'), 3,000 rpm, 15 3o

* R BR, R, R, CR i XUHATIR
2%, bV, FESIUVTFETIE5%,0

BLTRETE ORI Bl b iR D EMERIEEY
RE L1

3. AEMEMEENEE

BEBE—HEE ATCC 6633 DlaFHEHY, ~—
Avea—va v EEEW (PHT.2) (= 54+ 1)K,
0.05% DEIFITLl, Tk, BB » 7ET, L
WD BB D EYERTEE Y BT Lo

37°C T 1 AERICEITL - T, 30 2~ 1 BIEERICHK
L,

® OB oR M

A. Cefotaxime ORBAAFICONT

CTX #BEHENS » MiC 20 3 X U° 40 mg/kg b
Vi BEMMES » Miz 40 mg/kg ¥, £h £ one shot
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Fig.1 Distribution of cefotaxime in the rat
(40 mg/kg, i.v.)
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Fig.2 Distribution of cefotaxime in the male rat
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Fig.3 Distribution of cefotaxime in the rat
(40 mg/kg, i.v.)
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2. KT,

CTX 40mg/kg MBSO MM N R ML, 54 To
52.85 ug/ml % peak & LT, BYMDRERE & bizigix
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RLATERDTHD, AMBORBREL, HLTS
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Sk, LBDMKES » FiITHEN, MLTHE—AATH
b, XDHBMOEBL LLICHERL, Ml LUFR
RIRE, 4FMMIZIZANEE L TP,

¥, FERIUMKARKL 30 #%iZi2FhEh
1.82 B X1X 3.46 ug/g DRMAMMEY Lod L1-A, B0
BdllbicMEET LI,
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D CTX L @#ic 40mg/kg ¥ B L - BEoNK
AR X MBI iz Table3 23T Fig4,5k
LbTLEEhehs,
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CEZ 40mg/kg MO mMWAREL, 52 TDR0
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Mzt 0.75 ug/ml Lix -1,

BBEAS it Table 33 XU Fig 4 i LTI
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2. HiEF o b

CEZ 40 mg/kg MERO mMAPIRELS 5T0 0.6
ug/ml % peak LT, BRI/ L & LicHRL, 4
BeRTi 0.55 ug/ml THh, EROHEMNET » F LRE
AER—TH o1

BEAI S AR O RERE b 15~30 H TABI
BB > BB > FEB > D> SFE S T > 1 > ROB



1087

CHEMOTHERAPY

Meay : L yead :
69 82 | 29 €1 0g €l €9 %2 2Iel
i 0620FOFT | T122°0F9ST 6020F 6% °2 285 °0F 26 °S 91y 0F¥0 ¥ oreway snavin
2l ! sg g 8122 o€ 91 5521
1 €80 0F ¥5 0 150 0F 22 0 19 °0F 460°S 100 0F 26°€ 962 0¥ 98 '€ orews; HwniIeAQ
65 08 vl 68 ‘2€ 88 €1 e
L 291 0¥60 1 182 ‘0FS0 2 117 0F 457 9 625°0F 98°€ 980°0F 8L 0 orewt SHSIL
€L 1L g0
L L L 060°0F 150 690 ‘0F 429 0 120°0F2r0 | 1% urexg
N 0°€ €€ € 22 1270 oew :
L 850 ‘0FEY 0 ¥20'0F 99°0 €0 °0F 4£6 0 S10°0F20°0
£€ ¥l v 2l 1S €1 g€ V1 €2 agewoy
i 121 0FCL 0 SYLOFE¥ T L91°0F €577 882 0F 49 '€ 651 0F1L°0 uasydg
9L 61 5941 e V1 1671 g€ g orew %
L €01 °0F95 0 261°0F¥0°2 198°0F 282 622 "0 F 426 'S O¥I0F2L°0 3/3n
N 9102 00 ¥1 0L €1 808 60F opeway | <%
EIL'0F66°0 61 '0F09°1 LT 0F LS °2 S60°0F ¥6°1 €e10F92 1 3/3n spsny
12 81 R 2991 09 1 92 oew %
1 911 ‘0F59 0 22 0F12°2 1€ 0F /872 1SS "0F 460 % 0T 0F LE°T 3/3n
L I1 o€ 65 81 89 '6€ 16°T¥ S8 oreway | %
€02°0FLL°T €22 0FEL 2 ISL0F €V°L 902 “0F 460 ‘0T 281 0FIS T - 8/3n -
11 SE 0€ 02 €€ 2y 6% ‘8% 98°9 oew % :
1 V2 0FSZ 1 108 0F28°2 gee 1T 2678 22 ‘T F 486 €1 182 07022 3/3n
L 09 z¢ 6% ‘9€ S5 e v L2 86 0T opeway | - %
122 0F 25T 815 0F 8L ¥ SE80F LF°9 S79'0F 4099 096 ‘0F 92 '€ SH 3B | ey
1 12 ‘9¢ 6% €€ ¥ L€ 7892 60 2L oew %
90Z 0F62 1 1LV 0F99 % 90€0F 9€°L 189 '0F 425 'L 668 0F88 € 3/3n
1 118¢ €W 99 'S5 68 07 LL°ET opewoy | %
¥2€ 0F98 1 212°0FL0°S 96 '0F o2¥ 01 L80'TF €86 2IS0F Ve ¥ 3/3n Sun
1 1585 20°S¥ 8218 02 ‘€S SLT1 orew %
¥11°0F80 2 668 '0F 429 VEL'OF S2'I1 SZT T F 406 ‘b1 8S2°0F L€ 3/3n
28 €21 91 ‘861 89 2.1 8y L2 19521 2872 opewoy | - %
011°0F89 0 1¥2 15696 269 1F€¢ 02 SZ9 ¥ F4S€ ‘9% 899°2F 12°08 96% '0F ¥9 'L 330 | o
6L 811 ¥8 1€ L1681 50052 S4 691 2012 aew % PRl -
6€0°0F 680 S TFLOTL 9.6 ZFSL ST 290 'SF,I1°0S 29 VF £V OV 216°0F94°9 3/3n
001 001 o1 oo [ [ oreway | %
180 0FSS ‘0 9 0F68 ¥ 69 TFEY TT L16TF 04781 L68°TF 0092 0SE '€ 69 "08 /3o |
001 001 001 001 001 001 oew 9% S
0T 0FSL0 SSE 0FSS € €5 TF68 €1 818 °'1F 1961 019°2F 00°82 869 2F 0028 1 Jwi/ 37
v 2 1 s0 520 800
b 1N uedip

VOL. 28 NO. 8

(ay) swny,

(A 1 ‘B3/3w 0p) Jex By} ul UI[OZEIID JO WONNQIIISIJ € Iqel



1058

Fig. 4 Distribution of cefazolin in the rat
(40 mg/kg, i.v.)
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Fig.5 Distribution of cefazolin in the rat
(40 mg/kg, i.v.)
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DETH 120 TDW, BHMOEBE LLICHML, 4 B
Mg ERYREEPEETH -1 20X 5 RS
AAFILFig St LT r5ic, EhOMES » tDX
REBEALA—ERETH 1o TDBROMBABITER
YEBBORBEIOHRD L, B (247.48%) THL -
ELEL, W Q77%) Th- L LEVEXY LD LI,
LED X5, CEZOMET » Mz 3 READ
b BITRIL, Bt » MITHENIZEA ERA—ERA
THo1o

concentration (;ig 'ml or g)
s

concentration (ug/ml or g)

0.51 2

* »®

CTX DRBABTICOWT, Ml 5, FXAVTE
& LT 40 mg/kg % one shot i THHEL, TDORKERY
CEZ L H# L1,

S 5 P TO CTX OBRBRE & £ DOREIE 20 mg/
kg B EHTIE, B TS5 14ug/g (15 %), M T
2.65 ug/g (154, {LEET 2.08 ug/g (15%), FFRT
2.40 ug/g (30 %), WHAT 1.55 ug/g (2 B§MHED), BREK
T 1.76 ug/g (54) FIVUBMT 1.16 ug/g (54) T
Hoto - 40mg/kg HEHTIE, FRTI13.32ug/g
(30 43), BT 4.10 ug/g (30 43), LBET 2.93 ug/g
(15 ), FFBET 2.52 ug/g (30 43), #HPIT 1.88 ug/g
(30%), MBETO0.79 ug/g (54) ¥ LUBETO.46 ug/
g(54) THH, > P THIEAROKEELBDS
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Fig. 6 Concentration in the plasma of the rabbit
applied cefotaxime and cefazolin (40 mg/

kg, i.v.)
o= Xl
=4 CEZ(fres)
» (totel)

broel
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OS L0 20 30 4o

time (hr)
h BEsEBESLhTth stz LIchiaT, CTX 2f
SEIFEALTHBARRIIRE H, REABTE
BERROMKEELICHMEMBTIIR LS, #0
BB CIET L

NBETHD CEZ ¥t 5 » Hiz 40mg/kg FAL
tok &, MRRE L T OBsMEZ, WIKTS50.114g/g (0
4), WRT 14.90 ug/g (15 ), BF Bk T 13.58pgfg
(15 43), LBT7.52 ug/g (15 %), BT 4.0908fg
(1543), BT 3.92ug/g A54) ¥ lvﬂ‘fuﬂgg/
g (154) Thoto TicbbERD CTX ~RA
fHI2 B > 7o ¥ P-BfTEIZ CTX 0 0.69~83 80X £
%L, CEZ Tk 3.32~255.05% T CEZ ARROR)
PR\ MlE% L L1

LEDERSA S CTX 0RBASHIL, NRAARE
D peak (METHB-H03ETSE) LBhBILS
~304 T peak iI2fz b, KSEOME Tit 4 BEIKEL
BEALRERRLUT L -1 X0, BN WRE
IULRIC I RN A bR, HE, RRE
LUBIT I ERETH o O X 5 AR
SEROBIC L 5ENALRI, CEZ HHOSE, 170
BRI CTX Lk X EA—@@TH b, BE
PRMEED peak iX 15~30 £T, CTX TiIREABT
PRRRLZ ENS Idibhb, —F, BT RIRCE
HADRS HThORBIZI\ T b 2~ 5 {EOREY
L LTV,

X5 BTEER X UCBARICITEORLL
FHECOWT, MRTO 2 v 54 L olEke?
2 Tahi, Fig.6 RLBT L 51, v+¥ic dmek
*RE LBR0 MBI EEC S\ TlRE 5 &, 488
DLDIX 545 XV 10 HETIE CTX mE<, 0%
it CEZ D252\ ieh, 55 toxnEX{—EL
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T3, —F, B (acetone TRATLMR LV D
24t 12 CTX T CEZ itlew, WihoRAcK
WTLBRE L ORNPI, LA T, mihTx v
A7 LA LV RSO RBARLBTT
2E0ERZYBLTHLOTHS,

Bk, &l CTX oz v22 40 CEZ 1z

B, THEESES TOMERY L CTX CiRAHsS -

THIWRY KoL RS H B,
fe#s, CTX & CEZ R¥ DMB{LLMBRI 8T,
K3 BULEBED 2 hdTH I\ & &, KB

(100 mg/m!) @ pH Mixh¥h 5. 18I 4.5~6.5T
»H, MRGYOMIZH] LM MiZBDShT &HHTH
LILTV B, LAt TiBFN: b IRBABTRL R
ETIBRREICETLIEL R BN, ARWHLHRT
DEVAIBADORNTIRETFLEXLBND,

X L3

1) FARN, BREXE, A EMTF, WPRE:
Cefotaxime D &PIR)MMICBET 5 BF 98, Chemo-
therapy 28 (S-1) : 65~72, 1980

PHARACOKINETIC STUDIES ON CEFOTAXIME
SUPPLEMENT : DISTRIBUTIONS TQ THE ORGANS

Harue Aratani, Hipexr TATEIsHI,

Sumiko Necita and Yasumitsu YAMANAKA

Department of Pharmacology, Hiroshima University School of Medicine and

*Department of Pharmacology, Medical College of Oita

Cefotaxime, 20 and 40 mg/kg, was i.v. injected to rats of both sexes to investigate organ penetra-
tion and distribution. Cefazolin was used as a control.

Maximum organ concentrations were attained 5~30 minutes after i.v. injection of cefotaxime in all
organs examined. During this period, the kidney showed the highest concentration followed by, in
decreasing order, the lung, heart, liver, muscle, and spleen. Drug concentration was lowest in the
brain. Distribution to the testis and ovary was also minimal. With an increase in dose, the time course
of argan concentrations was prolonged. The rate of organ transference ranged from 0.69 to 83.8% of
the administered dose depending on the organ. There were no appreciable sex-related differences.

Generally similar trends in drug distribution were observed after cefazolin treatment. However, in
the case of cefotaxime transference to the major organs was slightly prompter and the rate of pene-
tration lower than with cefazolin. These findings were attributed to differences in protein binding.



