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1 27 VRERRICBIT B Cefotaxime OHLEH
¥ — B-F OH #-E X B M-3R O %

NFER PV Ny BRAGHE RAMRTRER

invitro DEFVERRICENT, BRANCKAORREZE(LSE, Ta 3R EENMSMEHES
WCELL&HTT, E. coli & K. pneumoniae \cx$$ % Cefotaxime(CTX) & Cefazolin (CEZ)
ORBEERELBRN L 72,
1. 1E#®E5=F LV EER | R Antibiotic medium 3 D& &, E. coli itg$L TiZ, Cefotaxime,
CEZ DWThbBWOEHETLICMIE L, K. pneumoniae T3, E. coli DRAICHREDKR
BEHEITERE LS, EMERFTACLICED, HOMMMS SN, ERHH Consera D
184, Cefotaxime OEMICHT 2 REHRIZ, WThd CEZ ichh~#<{, CEZ OREHRESER
BARatE 5 B S MO THA L - DickiL, Cefotaxime OERIZV E>32 IRRAR O REMEL
THDERKTIC p-lactamase AFMTBL LI kY Cefotaxime ERF(L Ik, BLHTIHDS
DOHEDOWHEMNA LD LN,
2. Consera Zf\ - 2 AREREE 7TV EE : Consera thdD E. coli 3Lt K. pneumoniae %t
L, Cefotaxime #* 2 MREMELI-E T A, THODOEDAHIIZLICHIEXN, A-lactamase JLE

itk b Cefotaxime £ RE/LERHI-RICENT D, BHHBMR L HoNEh -7,

HEYR ORENZ, in vitro iKkir 5 MIC, MBC
KEoTEDLEINZON—BNTH S, LHL, Thb
OFETRE—BEOERB 18 » 5 20 EEML
Ty, RUREBERNCELLLTOIEKRKRTO
RELDPBLSTULE—HBLTRIEL L RTaANR
o TZTRIE in vitro DERICE LTS, BRI
Mo MEHBICAHIE L TEHOREEELEE, TS
ROEAARICERBL-RE4T TREYEOER Z &I
BLLBRASNTLBY, 4EFE 5L, Cefotaxime
(HR 756, CTX) ofi#ifc A&RAKROF®EIC LD Cefa-
zolin (CEZ) tHBRH LD TUTIKRET 2,

1. ERHMEEXUE®R
1 H

Cefotaxime (CTX, Hoechst AG. Roussel-Uclaf),
Cefazolin (CEZ, gEiRE ) AR 7o
2 HFBEB XU MIC

IR %tk E. coli (Ec-14) & U K. pneumoniae
(Kp-26) M=o ChdDBICHT 3 MIC 12, BA
LPREES MIC RIFEEERDICH - TTRE - i8R
Cefotaxime Dig4 0.2pg/ml, CEZ i3 3.13 pg/ml ¢
57z
3 k%W Antibiotic medium 3®

(Difco 2I'F ABM LBd) BXUk F BREGRMFE
Consera® (HK) ZH#ikE L, 37°C TIRESKERL
72e
4 XyRE (1EO#R5e7vEER)

Cefotaxime JREFIZ, BREHXS 74 794 2g/2h
EEBEL-EECBONORBEOHBICL E S
THREL. BRAICBT2EMEER, BEREOXY
KBBEREYLZEIROERKEMISZ LITED
R/EL7, CEZ 0igaid, MIS D 2g/2h A
HEEOERBRICDE IEHEL

Cefotaxime DIFA Fig. 1 itRL7-C L, #E5%9
BRI PSIREALHERT 520D T, 40O in
vitro THF 3 EFVERTI, 37°C TRESEEE
9B5AS I, P. vulgaris H» 5187 B-lactamase %jp
ZscEicky, Cefotaxime DIEEY ZFELEICHE
L7z —%, CEZ ic2oTid, #)il5 DORERRMY iC
BOTORMKkdEE MIC DIETH 2 4.1pg/ml (G
Efl) ZMELTHS7:0 MIC DITFICIE3THAS &
HR SN 5 12 RefiC p-lactamase WEE M KRGk
L7

(2 mEmEBEEeF VER] TDEERITIE Cefotaxime
DHEFERAL, Fig.6 IKRLIz& S KHERED Mt
EHEBR, 157 VvEREGUHEBEZE S EEBE
L, B2EIER5RNEHRS IBEKBCTONIbDE
BELk, TROLLEYOXYMNE LD 9 B%kICEHY
PEEEROBIEEL VEL, EYORELR, 2EB
MR 9 BRI RICIT » 720
5 ARHONE

REFENICIRER L 7 B8 % 1T B-lactamase % jn %, 37°C
TS AMEASE®, HFK (NaCl8.5g, KH,PO,
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Fig. 1 Human serum levels of cefotaxime(CTX)
and CEZ in 2g drip infusion for 2 hr
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0.3g, Na,HPO,-12H,0 0.6g, gelatine 0.1g, Z%%¥
7k 1,000ml) ZM 10 EBREERENE£DLD, 20
0.1ml 2F Y Hrz+—faiEH (BTB X5 ORME
T e L, 37°C T 24 ROEE R, oo =—0OK
EHAIL
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1) E®WE%E ABM L L7284 Fig2 0 &, #
£ 1 BBics 3 3 E. coli DEERIL, Cefotaxime,
CEZ z#hZ#h 1.0x105 4.3x10cells/ml T& - 7=
M, 2 BRI B DA ERICIE, MEFMTENS S0tk
ot MEAMEIC XD RS Hjtkicid E. coli 04
B3 10cells/ml LIFE D, ZDRRRI f-lactamase
BHimtk b, EHRERBL A LDLNEh o1,

K. pneumoniae 1T%td 5 BERIT Fig. 3 iTRL
7= &<, Cefotaxime, CEZ \WFHiZHBNTHIZEA
EENE P o1z LOLAERLE D, 4RIDOERICEN
Tid E. coli T 2RI~ ZOREDHRIPP
40, HEEXH 10cells/ml PITICIE 3% T 9%
HEHL7, TOBA, B-lactamase FHmtk, HZBURAK
IR L 72,

2) BeEEH Consera DL

Xk 1% E. coli OB %Kiz Cefotaxime,
CEZ JE & b IERBAMBREDOEEK 1. 5x 108 cells/ml & %

Fig. 2 Bactericidal activities of cefotaxime(CTX)
and CEZ at medium levels simulating
human serum levels after drip infusion
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Fig. 3 Bactericidal activities of cefotaxime(CTX)
and CEZ at medium levels simulating
human serum levels after drip infusion
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Fig. 4 Bactericidal activities of cefotaxime(CTX)

and CEZ at medium levels simulating

human serum levels after drip infusion
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Fig. 5 Bactericidal activities of cefotaxime(CTX)
and CEZ at medium levels simulating
human serum levels after drip infusion
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Test strain : K. pneumonige (Kp-26)
Medium : Consera
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Fig. 6 Human serum level of cefotaxime(CTX)
in each of 2-hr drip infusion of 2g
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Fig. 7 Bactericicidal activities of cefotaxime(CTX)
consera levels simulating human serum
level after each drip infusion
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NEL, 2HHMER» SR UDTHRD LI (Fig. 49, L
LWTFho4 7)) v 7BicBTd, CEZ mBick
~EREHIR Cefotaxime BT/, F7: Cefotaxime
TR I2KM%T2bD p-lactamase Ffn 3 B
»5, BUBOHMMBSOhDICRL, CEZ Tidk
E ORI OEM 1.8x 104 cells/ml 2 /DL, 128%
% T3 Tz 3.4x1085cells/ml &0 TL 7z,
K. pneumoniae i1tx3 | T3, Fig. 5 ICRLI=C &
{, E. coli LFE#, MEKELEE2BMEIDAER
BOBDOWNHEED LN, UL, Cefotaxime Titt
£, T4bb p-lactamase FiMic & D Z DHE
EELRE LK, BUDTHOMMEMED >N-Dic
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%L, CEZ T3 E. coli DA LM, HRESME DT ChighMeRL, Cefotaxime DTOHRIZZE
&0 CEZ OBRELCOHHOOTENAMNALE D S h RELBECLD—MBAELIE -1,

120 TD&5ic, Consera Difsic Cefotaxime & CEZ

(2 EMgER S €7 VR DHRHIR - 7-WRZ, MWBREEERITETRILZ

Cefotaxime @ E. coli, K. pneuwoniae [L%t3 3
BRI Fig 7, WRLAESICEDOHTRFT, #2
ELE 9 MM iC f-lactamase %IX TH, MO HFMIM
Recainohdhiih-1,

m % ®

&4 in vitro DEFVRBRERA, BEEYICKK
OMBEEESE, T BEIAEEKNNSREMRBICET
PLIRTT, E. coli & K. pneumoniae iC54F %
Cefotaxime & CEZ ORMMREHBL . TOHR
BEONEYRIEREN ABM DL 23E%TH-
2%, & hMWICEL Consera © & &3, E. coli, K.
pneumoniae it T TN d Cefotaxime ¢ CEZ &

LS K%L OMEPTORBEM (Cefotaxime 60%,
CEZ92.5%) &, Consera I0EBELDHEARDH
BIZEBBDEMMTE B,
X |
1) #)IIR%, ErF6E BENAE, KK 1§, K@
TF, HE % EEKRREIC Simulate L in
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2) MIC lie UNTZAS NBWEHLERE (M
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IN VITRO BACTERICIDAL ACTIVITY OF CEFOTAXIME
AT SIMULATED HUMAN SERUM LEVELS

KazUuHIRO KASAI, SUSUMU ARAI, MASAKI MIYAMOTO
and TAKASHI SAKAGUCHI
Development Laboratories, Hoechst Japan Limited

In vitro bactericidal activity of cefotaxime (HR 756, CTX) was compared with that of cefazolin (CEZ)
against E. coli Ec-14 and K. pneumoniae Kp-26 by making the time-course of levels of each antibiotic
in medium approximate that in human serum during and after 2-hr drip infusion of 2g.

Cefotaxime and CEZ were singly dropped into antibiotic medium 3 and Consera. In the former
medium, the two antibiotics completely inhibited the growth of E. coli Ec-14. They were, however, less
active against K. pneumoniae Kp-26, the strain regrowing as a result of inactivation of cefotaxime and
and CEZ by addition of 8-lactamase, respectively, after 9- and 12-hr incubation. In Consera, cefotaxime
had more potent bactericidal effect than CEZ against both the test strains ; while the effect of CEZ was
abolished between 5-and 9- hr incubation, that of cefotaxime lasted until it was inactivated by addition
of B-lactamase after 9-hr incubation.

Cefotaxime was twice dropped into Consera at the interval of 9hr. The two treatments completely
inhibited the growth of E. coli Ec-14 and K. pneumoniae Kp-26 ; namely, no regrowth of the strains

was caused by inactivation of cefotaxime by g-lactamase.



