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Ceftizoxime (CZX) MDWREIMIT 1T HEANEIMEIZ OV T

MR- K A W REENT & & B
EHRL - PREL— - BE X
IR I TR b RFIRH

Ceftizoxime (CZX, FK 749) #<v 2, 35 b, £ XIS LUY VI KBOMITRE LI2L 20X
§1hmEEIC DT, Cefotiam, Cefmetazole, Cefotaxime, Cefamandole 35} X Cefazolin o
BALEBRN Lt CZX NiM-rRER AR (4 XISLUF L) Tk 2MITHKL D BMER
Leds, Bt (<9 235U 2 » b) TREMERULI, RALI:EREBIZIST, ®ELE
CZX K80 BHOIREILKRT 24 MR ICHM X Ntz E72 CZX M3 v FiZIsiT B HH MR
<, URMRTI.7H Thorco Efod XTI 5 24 REMPEH PHEMEIL 0.45 % & D> - 72k,
FEH R RBEIS 1 RERIC 179 wg/ml, 2 BT 148 4g/ml & RERME R LI, 1 E#ERSROM
BEHRED 7 — % % A\ T, two compartment open model {2 X D K8 H¥MMITEIT - 120
ERGBHORFDOABEHMER CZX 721 Th-724%, 2 v HEHPIZIT CZX L3 B7c A
REprRHEhrz, CZX 2, RisLUMMA €Y & — A TRETH- 7ohs, Cefotaxime i3
5y MEMAE S 2~ I TRRETH 720 CZX DM > %2 AR RN L7z T~TH ml

RTHAL D EELRL,

L ®» K
FUVEMAL7 7 s 28Y »BWHTH 5 CZX OXRRIH
SR, RRBWICEIT 20, mWs > 122 EARB LT
REBI OV THEIL, Cefotiam, Cefamandole, Cefotaxime,
Cefmetazole ¥ .tr)! Cefazolin & oML 7z,

EMMEELOH®

1. SERA%EH

Ceftizoxime (CZX, MiR3M), Cefotiam (CTM, &
lﬂ%lﬂ:); vCéfémandole (CMD, Eli Lilly), Cefmetazole
(CMZ, =3t), Cefotaxime (CTX, Hoechst-Roussel)
# LU Cefazolin (CEZ, MR¥EM) »AEMITINT
ERLT,.

2. Rt

RITRT R ER L 12o
<»2; JCL: ICR &, #, 6#4

7v +; JCL: SD X, #, 684
41 %; Beagle fli, i, 4K 7.5~15.0kg"
¥ o TAarya, ¥, KES5.8~9.1kg

3. KABEOHZE

BB DK MBEFiT Bacillus subtilis ATCC 6633 %
REBLLT 7220+ ol (7R +
VI LL1.0% RRK10%, KUXT+>05%, B
TH20.3%) PRESEME LT 4 2 27 BKICE )RR

Eh, A RBIUTY PTCENTFN3NE, 17T HISIU R BLET10

L7ze MBI o= 25 7 4 —(HPLC) #1775 5172
b, Model ALC 202 Chromatograph, U6 K injecter,
# Bondapak Cy3 # 3 & (30.5cmXx4,0mm) (Waters
Assoc., Milford, Mass., U.S.A.) ##HL7:. BE
HELT, 57~ 4%HEBRK (8:92) # AL,
W#iZ 1.8 ml/min TREL 2o TNEENDN 5 ARE
{3 1400~1500 p.S.i. T3 » 72,254 nm {TIsiT HBHEE
IZ& 0 M EBRHL, 0.1~0.05A.U.F.S. NEGHEHT
F v — FKIZERL 720

4. KOS

BEHIZ09F% REKTRHYUL . a) <7 2T
0.25ml/ = v 20D REWRKIT 185 & 51 FHKEDH
EKHMELREL, 20mg/kg DR ERTHBR T L2
2 RBRICEAL 72 b) 5y Fid 4 mg/mIB & &
20mg/kg (5ml/kg) O REE/T HAN /213 R#dK
PUTEALTze ©) 4 RIS XUY 4 Tid40 mg/ml Bl %
20 mg/kg (0.5 ml/kg) NHE5F B TRBRNEBITHE ¥
P BNBRRR AR L 72,

5. IEHBE

m#EY > 7 v 3B EFR—FERBIC, < 2 TREHK
DHHEERL, 7y P TIROBRMIZE OBl 1 2BL
U4 v TS BBERR AR b & BRI RN U 7o RIZIR O
MR, mERBL L, OEFREZIZTOZOD
KRENHO B CHRY L /- B¥EE BT bioassay (&
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6. EEIHRMAT

BRARSROBRRSMMHBED 7 — 2 b,
two compartment open model V) |2 L » T ##FL 720
ZNEEADA D £ — 2 — 3, FACOM 230/38 digital
computer (Fujitsu Co.,, Ltd.) # 4t L T, Marournt
T EAEMEBN_RED 1T DR,

7. ERRST

2y PIRIELELTREG—ERMIC WM L
oo BMERELMEL, 0.9 BAHEKTEL KRS, FK
ETABEBRVERD, R—ERY SEHELD, 9%
Tx /-0 EHEER 18402 ml nx, Polytron
homogenizer Th=J+ 4 X L1z, 2 A~} ¥
10,000x g, 10 MM HAROLL, LMPORAMEL =
Fs—w ik (2:1) THERLBRBEZRAWVT
bicassay IZ & D Redfze E—RERITDE, 3ENKM
21780, ThEhnlz2¥E8L7,

8. RebMt

7y PR RREBICEEL, H¥E5% 24T
BREBICOIT TRR L. 4 X, 44 TIIEKREH
r=JIAN, FEFBECREY 7 -7 ML ORR
L7z BRFDOEXIMES M/15 v » BRE B %% pH
7.0 TYER L 72> bioassay iZ & D XKedize

9. FEM-=hHMt

NR¥bow e x =% 20 mg/kg WIERRBE U T HRE:
Lz y 'DIBBICHRY 2+ LV o F 2~ 7R MA LT
H% 20 mg/kg Hrd, ARHEBICHITTHEH ¥ RKR
Lo BBHHDOEFMESY M/15 v B 5 & % % pH
7.0 TYEBLL 7o B> bioassay iZ k& D Redize 4
RN THE R b2iv € & — o, 25mg/kg % #ix
L, BEBIRIZFLV Y, —~ TR =2 —F L
T, 3K 20 mg/kg ¥ HELIEHHRERY 5 » + DBE
L [k, bioassay (T L D RIZEL 7.

10. Ris JUBEHHRBHOBRE

RIEIUBHY > il oW, @2 o<t r57
4 —(TLC) 3 L O* bioautography #f775v>, HEdEM:
2L ORBBDORRY T -7, #ME LT Eastman
chromagram sheet No. 6061 (v 7 2 v) %#fEEL,
n-butanol-acetic acid-water (4:1:2) DRWRTE
BL 7z Bioautography m7: i ZE®E & L T B.
subtilis ATCC 6633 36 L U° E. coli NIH] JC-2 %
[,'\f:ﬂ) -

11. MEx v 2 EAE

LWRHOF MM 4.5mlic, M/15 v > BREGEK
W pH7.0 TR L 7- AW (300 4g/ml) % 0.5ml
Mm%, 37°C, 1B incubate Ut ZNORISH %

Visking tube (8§3) IZAH, 1,000xg T30~4073 Mk
DML, BAPEL W, Z0FEPD RNREY
M/15 v » BB pH7.0 THRERL T SEEE BV
T biosseay L, MAELHHL 7,

12. K1 S UBEKHHNREY

CZX, Cefotiam 33k {F Cefotaxime N&M pH %
W, 0%t i, 27%2 7 rFRLURAEY %~
FERTO RELYMN L7, RROWIMBEL 50 /it
100 ug/ml IZMIEL 724 37°CT incubate L, BRI
o7V TV, BHIROCILBIR, 26&3
PER WENZ2Y LE RN SLN TRV E E 7/
720 RAMBEEIS bioassay ¥7:2 HPLC LX) MZL

2o

L 3N BN B

1. [ mBE

CIX 2o %, 39 b, 4 RBLY +IZ20mg/kg
NEERTHEOMIZR S L7850 MM RME % Table
1 IZ/RL7ze CZX D ifnileht6H D B KRB 12 Bt MiC
Lo TRY, <~y 2THRLEL, 77 F, ¥4, 432
DR ED, =2 2 TR 5% 1.5 M T mho
CZX iR ALAT L5720 LD L 4 RIZHWVLTIR
BE 6HMETLHET 1.42/ml, HHENBAE 1.7
4g/ml DRFIMEHLBHL Nz, CZX ¥ KWHHITH
KR5S L, {oh7:mFRES two compartment

Fig. 1 Regression serum concentration of
Ceftizoxime in different species of
animals after a single i. v. injection
by two compartment model

Dose: 20 mg/kg
Dot: Observed serum concentration
Line: Regression serum concentration
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Table 1 Serum concentrations of Ceftizoxime in animals after parenteral dosing and
pharmacokinetic parameters (Dose: 20 mg/kg)

1) * Serum concentrations

. Mean+S.E. (ug/ml)

Time after injection (min)' »
Animal Route 0 - U
. 3 5 7 10 15 30 45 | 60 90
Mouse | i-¥- (@=16) [23.0+1.1 14.841.2l « |6.6+0.5 2.0+0,20.7£0.1 0.4£0.1| -
s.c. (n=20) » » » ¢ [22.3%0.810.630.6/1.8+0.2/0.2+0.1] -
Rat | I+V-(@=10) 41.440.8 + [28.011.318.2+0.8 9.9+1.3 * (3.3£0.7(1.040.1
i.m. (n=10) . » l * *  [22,4+1.5(14.0+0.7] *  |4,4+0.2{1.0£0.1
ISR s N O —
o Tim;;fter injection (hr) A
Animal Route -
0.25 0.5 1.0 2.0 3.0 “i4.0 l 6.0
Dog i.v.(n=5) |69.3+2.4 |47.9+1.2 | 31.8+2.0 | 15.2+0.9 * 4.14£0.6 | 1.410.4
im (n=5) |51.246.2|46.5+2.3 |41.5+1.0 | 23.6+1.2 |10.7+1.2 | 5.8+1.2| 1.7+0.5
Monkey i.v. (n=5) 51.8+2.9 | 30.9£1.5 | 14.7+1.1 | 6.2+0.5 « | 0.9t0.2 -
i.m. (n=5), |36.9%2.3|36.610.9 | 28.8+1.9 | 13.241.3 4 .y * 2.110.6 -

*; Not determined, —;Not detected

2) Pharmacokinetic parameters*

Parameter

Animal A ug/ml (T;/_l:h) B ug/ml "(T;/_i;h) Kjy2 h-1 Koy h-1 Ke h-! m‘l’/_ckg ,:m‘l'/tkg gll—/lt):;‘li:); ”g‘?}l’/cml
Mouse | 27.6 (Joan 4.5 f'(oz_-z“&) 0863 3.8 590 624 164 3670 5.45
Rat | 48.6 oy %8 %y 347 525 438 25 175 160 17.3
Dog | 61.9 ((;‘_-155725 8.0 (303 150 . 255 117 167 983 195 100
Momkey | 78.0° P09 3.4 0 165 23 20 2 s Y

* The parameters were obtained by analysis of serum data in animals after a single i.v. ihjection.

model {2 X - T ¥K§hH ¥MMITE T, Fig.1 1T
AL L S T RENKIMEIR Z D 7 viTES<
EMEARIC & A Lice ZDE X DERHES 5 £
—#~% Table 1iZRU7z0 CZX DA % R A
(T%-8) BEHETELVEXRL, <2 2T0.267
KM, 2 2 +TO0.3330M, +TO.738%M, 41X T
1,06 ML ootz AMEIENT DWT CZX D miE+
REHABL AL LB LKRE Fig. 2 36 LT3 ITR
L7ce CZX il MEES NGt (=2 X, 75 })

TRRH & FREEREVD, KBt (v v, 1 R)

TRAERLD BlELEse THDH AL RITETH
CZX M+ MEEZRF L BRDI HLTRLEL,

+ Vil T Cefazolin 35 L1 Cefmetazole (TR
THRMELL-7

2. MERBRSTHE

7y MZ CZX #20 mg/kg HANEZ S L7z Bk EE
BES NIREE (15 8 35 L 1* 30 ) % Table 2 TR L
f2o CZX Mfnifeh 36 L U° B NMBEI RS 156 HUC
BEMEICEL, B (68.648/8), HF (12.6 48/8), B
(7.0 48/8), 1 (3.2p8/8) NIRLTS->Tze CZX D
BAMEY Cefotiam & T 5L, &bk Lo
T CZX pif RE#RU72. 7 Cefotaxime 0>
v MTHI D MEFRERLKERNRT, BANMEEL-
7243 (Fig. 2-b), FF LU BRBRES AR LEMEL
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Fig. 2 Serum concentration of Ceftizoxime and related antibiotics in mice and rats

a) Mouse (n=20~30), 20mg/ku. S.C.

Hg/ml Halt ife
50~ — Celtzonime 12 nn
[N = = Uelotim 13 min
- = ==Celamandale 12 umin
“.‘ \I‘ semeeess Cefotase 18 min
N T Cefmetasole 12 mim
W N e Cetusahin 20 mm
\
101 '
g
£
£.
g
£
o
©
s 1
(2]
(e

1 ] I 1 IR
025 0.5 1 1.5 2 hr
Time after injection

b) Rat (n--10), 20mg/kg, .M.
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Fig. 3 Serum concentration of Ceftizoxime and related antibiotics in dogs and monkeys

u) Dog (n=5~6), 20mg/kg, I.M.
Hg/ml
50

Serum concentration

~..’%
»
alf Life \\
] T Celtizonmn od mmn
——-= Cefotiam S0 min ~

— —= Cefamandole 41 min

05" Cefotaximm 19 mimn

- Cefmetazole <56 min
—= - Celazohn 60 )
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765720

3. 7y MBI ARSI LU gkt

7 v M 20 mg/kg HNRR 5% 24 Bl ¥ T O R
FLU MY Y RIE L KREY Fig. 4 1R L
720 BIEHID 24 B ¥ T RePEIR® T CZX 3 LU
Cefazolin T#)80 %, Cefotiam, Cefamandole, Cefo-

b Monkey 'n—=>51. 20mg/kg, .M.

S0r

10
NN\, “
V- Hatt 18 NN
“ ~——— Ceftizonme 47 min \\ \\.
| = Celotiam 41w *
[ = —— Cotamandale 34mm \ e
057 s Cofutanime 49w \
----- Cefmetazole 133 mine
= Cefazohn 68 min
——ee b )
05 1 2 3 4 hr

Time after mjection

taxime T 50~60 %, Cefmetazole T 9.3 % THh -1z

JHH- AU K3 Cefmetazole THLE S, 79.1 %, K
T Cefotiam 35.7 %, Cefamandole 24.6 % T & »
720 Cefazolin, CZX 35 X U Cefotaxime o fHH=$EM
KREL, ThEFh9.6%, 3.7 I 1.0%LE-
1o R B LUEHPREIGEY A5 L 2 B P ER
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Table 2 Tissue distribution of Ceftisoxime and related antibiotice in rats after a single

i.m. injection

Rat; JCL: SD strain, 6 week-old, male, n=3x3
Dose; 20 mg/kg Meant SE (xg/g)
time | Antibiotic
Tissue (min) R
Ceftizoxime Cefotiam Cefamandole | Cefotaxime | Cefmetazole Cefazolin
Liver 15 12.610.8 19.2+5.6 20.412.1 4.410.9 73.219.1 16.411.8
30 7.7£1.2 15.31+4.2 13.4%1.2 4.910.6 53.51:3.0 16.3+1.7
Kidney 15, 68.6+1.2 | 55.1%5.4 | 85.5%9.9 | 18.9+0.9 | 45.7%3.3 | 76.3%l15.4
30 43.616.5 36.615.1 47.612.9 15.5£1.0 35.5%1.7 45.410.4
Lung 15 7.0£0.3 2.8+0.3 5.0£0.2 7.7%1.7 5.0£0.2 | 13.3%1.6
30 6.411.4 1.810.1 4.140.6 5.5+0.4 3.740.4 10.9+1.5
Heart 15 3.240.3 1.4£0.2 3.0£0.4 3.740.2 3.0%0.3 7.2%1.3
30 2.710.4 0.61+0.3 2.410.2 4.010.3 2.1t1.1 5.810.5

Fig. 4 Urinary and biliary recovery of Ceftizoxime
and related antibiotics in rats after a single
i.m. injection
RatiJCL:SD strain, 6 week-old, male, n=10
Dose;20. mg/kg .

H &5
Urine Bile ~
0 2 50 75

.. 7

Cefotiam
Cefamandole
52.7 1.0
Cefmetazole [ 88.4%,
Cefazolin 89.8%

Cefotiam 0) 54 XX, WTho) EHTH 80 B E
Lo, '

4. 4R, ¥ niTISITDHRPHEMEK
AR BIU ¥ vIT 20 mg/kg BN 56 24 B %
THORPYMES Fig, 5 (LRI, 4 2T31TAH CZX
DRFHEMEIT T G554 24 BT 94 HITEL, BFE
DEBITIVTRARET, TORBIHREK 6 BT
PRt e, v 1i 3135 CZX DReh 3 it K
{3.80.3 % C, Cefmetazole (80.2 %), Cefamandole
(78.0 %), Cefazolin (78.0 %) & RBETH-77.
THITML, Cefotiam 35 L UF Cefotaxime i3 #h ¥
51.3 I L1F68.9 BLEEKTH -0

5. 4 RiTIsiT A IEH kM

Fig. 6 Biliary concentration of Ceftizoxime in
dogs after a single i. v. dose of 20mg/kg

Dog(n=4): Beagle, male,11~11.5kg

Hg/ml

180r 179 + 79(Mean + SE)

160 -
148 + 24
140+
120

100 -

60

Biliary concentration

485 + 104

20

| 1 1

1 2 3 4
Time after injection

CZX % 1 21220 mg/kg #IE L 7ol D FEH-shPEM R (3
0.45%L7c D, FHMEZ Fig. 6 IZRUIZ LY,
BEH 1BEMT 179 4g/ml, 2 BT 148 xg/ml, 6 K

BITINTh 5.4 4g/ml Tho 120
6. RisLUBEH+BABBHOBRE

79 b, 4 RBLICH T CZX 2 BERDRY > 7

M2\, TLC-bioautography #£77¢ - 7zfER,

[P
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Fig. 5 Urinary recovery of Ceftizoxime end related antibiotics in dogs and monkeys
after a single i.m. injection of 20 mg/kg
1. Dog (n=5" 2, Movhey (n==5)
0 50 1009 0 50 1009
Ceftizoxime [ ' ‘ 93.8% 80.3%
5%
28 ko onaa ] T
Cefotiam g bRl 4 | 51.3%
Ty 1R : s Rt T
Cofamandole e N 70.7% A AR 18.09
S
VI a8 65, P16 . 89,
Cefotaxime s iU’fréx‘f,’Wl‘ 68.9Y,
£ R Rl ae ge, FASATEAT
Cefmetazole | {,‘J/ﬁj /m:{%{;ﬁ’ %
Cefazolin 80.29

Pid ERAN
.

0~ 3—>e="5 €6 ~24hr—n

e 0~ 2D g o §—Pe — 24

Table 3 Protein binding of Ceftizoxime and related antibiotics

Protein binding (%)*
Antibiotic T T T
Human Dog ' Rabbit | Rat ,  Mouse
Ceftizoxime 31 17 25 2 | 13
Cefotiam 53 17 57 w42 23
Cefamandole / 75 28 80 7 83 [ 23
Cefotaxime | 37 31 7 | =
Cefmetazole ' 66 2 53 % ‘ B
Cefazolin 92 54 92 i 94 ] 49
* At 90% serum and 30 xg/ml of antibiotics '
/ -
ThoRY > 7rild CZX KEZBROTREEASY 20
13BHU 5720 LML 7 + JHH 0 bicautography 8. HRBAREH

{ZI\WT E. coli NIH] JC-2 # BREHL L2 B A,
CZX r Ris HEMRBYH BHb Nz ZHORBHD
PRIENAE XL CZX LUEBL T D& <, RE
HEIRNE Dotz ZHHDRERIE HPLC 12X - ThHHE
Hhhiz

7. Mmikx s

Table 3 (ZEREHD M 5 > <2 L DREARLZBRH
Pl TRDIERER L2 CZX D+ M >+
2 £ DREAEIL 31H T Cefotaxime (37%) & FBET
& "D, Cefotiam (53 %), Cefamandole (75 %) 5L U°
Cefmetazole (66 %) & DEETH-120 T2 FDMD
B Ml x> 2L CIX L) AKX L BET Ho

37°C (3517 B4R 3 LU &8 pH BHHIT 3115
REML Table 4 iR L7, CZX 3t + il, R$T
RETHY, TOFXRAIL 93~130 BeE ThH 720 2N
& & Cefotiam 3s L If Cefotaxime Ttz +h £h 14~30
3 LU 55~59 M Th - 720 CZX 1327 » M+
TR = PR THRETH-ch3, Cefotaxime (2D
TRRETO. 1A TS50 % 03RIEL . SREWHIC
B TH CZX 13 Cefotiam 35 L{* Cefotaxime [0
RETH -1 Tiebb pHT7.01T3515 2 ¥Rt CZX
148 BEf, Cefotiam 17 B¢, Cefotaxime 44 BETh
-7
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Table 4 Stability of Ceftizoxime and related
cephalosporins in biological fluids and
buffer solutions at 37°C o
{ TR AR ;

i

Half life Chr) . ..
Material Cefti- [ Cefo-
zoxime Cefotiam taxime
Human Serum 93 . 30 55
Urine 130 14 59
Liver
homogenate 120 16 0.1
Rat Kida
idney ‘
homogenate 170 16 0.1
Buffer PH 5.0 | 170 13 ]
solution* 7.9 148 17 44
9.2 37 18 7

. Antibiotic concentration: .
50 #g/ml (Biological fluids)
100 #g/ml (Buffer solutions)
* pH 5.0 Walpole’s acetate buffer
pH 7.0 M/15 phosphate buffer
pH 9.2 M/5 NagCOg —NaHCOj3 buffer

il

CZX N~y ziTisiT 5 MiEHMEERS (AL LT
BV, BIROD LD, D <y 20D LHEBRUIT
T 5 IERHRT MBEFBREL LRV, & <K
Cefotaxime & @& T CZX D mi+mME Iz ¥ TH
A%, LDEhERREYFLD. ZOREALLT,
CZX nXEHRIZ 51T 5 BEF(T Cefotaxime L DH
{, ERBAFRTIORETHHEVIEENLITHN
%o CZX D7 7 MT 31T 5 FAHHMEZ Cefmeta-
zole, Cefotiam 35 } {f Cefamandole & 8L THLH M
EERTH- 720 E24 RICIWTHBEH kM RIZ24
HET1HUT TH- et TOMEIRY 2BEMET
148 s#g/ml, 5 F¥EH# Cid 13.0 ug/ml L 72D, KK
REDREIT T 5 MIC DkBER 2 - IREETHM X
h3. KREMTIST HHREMBEOBEH PHefhizi L
LE FPORREMELILWVWDT, b HZsiTAKRRINHE
HREEL TNEREL DBARTRRAICERT S
ERURETHAH.

TLC-bioautography 3s XU HPLC{Z L 2 #aHTIs\ >
T, 2 v MEHFIZ CZX DEHRBBOEENRLLN
2B, e FEEUMOBMBPOLDY v AR ES

RMBIZRD S NISh o Tte ZHOHRRIZOWTIZAH
EHITMNENASTFETHS,
CZX Nk v -t 7 MARIL Cefazolin® LD &L,
Cefurpxime? & FBETH 720 CZX N NEV MM
2o AR, MAOLERADBFIINLTHD
HREBRITITLNEHKALND,
RKEOKRIZI\NT, <22, 25 b, 4 RBLVY
»ERREIME U THV, CZX ) KEh¥me
ML, ENOORMD S by vilisit HERKIO MM
FRENHBN L D R (RRBX7—%, CIX %1
HER) & —&KTH ZLNHLM 3hiz, CZX
DEBISROERE T DHMELE L & b ICKRIDREKN
EREERRTALNDEELLND,

X [
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PHARMACOKINETICS OF CEFTIZOXIME (FK 749) IN ANIMALS AFTER
PARENTERAL DOSING '

TAKEO MURAKAWA, HIROSHI SAKAMOTO, SHIGEMI FUKADA, SHOGI NAKAMOTO,
TOSHIHARU HIROSE, NORIKAZU ITO and MINORU NISHIDA
Research Laboratories, Fujisawa Pharmaceutical Co., Ltd.

The pharmacokinetic profile of ceftizoxime (CZX) was studied and compared with that of cefotiam,
cefmetazole, cefotaxime, cefazolin and cefamandole in mice, rats, dogs and monkeys after a single parenteral
dosing.

CZX achieved high concentrations in the serum and tissues after parenteral dosing. The serum conce-
ntrations of CZX were higher than those of the other antibiotics in large animals (dogs and monkeys), but
were lower in small animals (mice and rats). About 80% of CZX was excreted unchanged in a 24-hr period
urine of all species tested. The biliary excretion of CZX was low, 3.7% in rats.

Pharmacokinetics were analyzed by the two compartment open model using data on serum concentrations in
animals after a single intravenous (i. v.) injection. The active substance in urine samples was CZX itself,
but, small amounts of an active metabolite were detected only in rat bile samples.

CZX was stable in biological fluids such as serum, urine and tissue homogenates, but cefotaxime was
unstable in rat tissue homogenates. The serum protein binding of CZX in all species was the lowest of all
the antibiotics, s.e. 31% for humans, 17% for dogs and 32% for rats.



