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Cefixime (CFIX) (zf83 2 MiE M

FHEFRE - BACH B - Bl
EHEZRF - EEE
FRERMKEBENERE

¥ L V& O A cephem 5% 1 4 ¥ & Cefixime (CFIX) 2B ¥ % #i & % #5F (i %#, Cephalexin
(CEX), Cefaclor (CCL) % & 0 Amoxicillin (AMPC) ZLt&EM L L THRETE1TV, UTD &5 2

B\ER,

CFIX 37 7 £t 5 & CRMEEICN L TLBELMEA 7 b 7 4%K L1, CFIX & Sta-

phylococcus \23t L T, CEX, CCL, AMPC X W#iEH % % 15,

Streptococcus  pyogenes, Stre-

ptococcus  pneumoniae \Z\ZENLE N AR L2, £127 7 ABM¥E ICH L T, CFIX it CEX,

CCL, AMPC L WENLMEHNEBELTBY, Citrobacter, Enterobacter, Serratia 7z ¥ DBRME

HOBEEIIH L CHENLRBENZTRL, 7F BEERBREICLBL S bEEETL,
MENCRIZ T pH, BMEGRN, BFEEEOZEB DL TIRANLE LS, ETEENTEDH S

nrzn, CEX, CCL £h/h&wbDTho1z,

BREFRCOLWTRE L L 22, EELCKREDENAD ST,

<7 AEBRHBEENBLAE 0t T 2R T, S.aureus DL, CFIX 0#18E12 CEX, CCL kb
$oTuwiens, S.pyogenes TiZCCLEN%24DDCEX X ) EN, S.pneumoniae, Escherichia
coli, Klebsiella pneumoniae, E.cloacae, Proteus mirabilis, S.marcescensEFTi3 CEX 8L 1°

CCL kW v ENTERHRTH- 12,

#

Cefixime (CFIX) 3#REMRTEK K. HRFFZFTER S L
12O F cephem RMEME TH 5, {L¥ & (6R, TR)-7- ((2)

-2-(2-amino-4-thiazolyl)-2-(carboxymethoxyimino)

acetamido) -8-oxo-3-vinyl-5-thia-1-azabicyclo- (4, 2, 0]
oct-2-ene-2-carboxylic acid T, 4 F3 C,¢H,sN;0,S,, 2 F &
B3 40BELZ L LKRBOBREE L IBEEREKTHY, Z0H
B % Fig. Wom Lz, EMEE 7 7 LBH#ES & UBRHE L
TRLEVREAXRZ 7658 L, SH5EEHEDOELT S 4-
lactamase (2 ZETH Y, # 3 X cephem REIEMHE L AZE DR
Frf@Eh Rt EEbhTVwE Y,

S0, Hx B0 &0 M B-lactam & T H % Cephalexin,
Cefaclor & U* Amoxicillin % tt#&3 L L T, CFIX oM+ 24
HFHFHEIC O L TR 2T >0 THRET 5,

ERME L UERYZ
1. EHE %
BERGHS L VBRI L D 37 7 A6

HIEME /7 rREREREEEAV,
LLERED

Fig.1  Structure of Cefixime
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Cefixime (CFIX : /7 ffi 879xg/mg), Cephalexin
(CEX : /7 i 9754g/mg), Cefaclor (CCL : /7 ffi
960.64g/mg) ¥ & ¥ Amoxicillin (AMPC : 77 {iffi 825
pg/mg) DLFHHFEREFER L,

3. RERMREE

AR ICRZN 71 3 U583 (RE), HIEmR%
M7 4 A R GRRF) 2BV, BRLEREFER
ZHREENTHEL TITo 12, & B Streptococcus & 13
10% E e MAE %, Haemophilus influenzae 1% 3 %
Bacto-Fildes enrichment (Difco) % & A 722 7 4
7 FEE R Tz,

4, IEHCRIZTHERTFOX
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MENCRETES pH, BMERNS L VEEHR
DREBIZDOWT, Staphylococcus aureus 3 X 18 Escher-
ichia coli #HERER - LT, BR2MT 4+ A7 AtEth %
RO EBRERGEREIC L VR 217072,

5. REFH

L@®7A3 (=vAA) THIKEEL: S.aureus
SMITH, E.coli 444, Klebsiella pneumoniae KC-11 &
U Servatia marcescens T-55% RIFTEEEE I HBREL, 5
#L72, BHEH10° cells/mliz7 - 7252, FREDEE
KRB LI CEMERNL, WEITCTHE LR, &
FFICERB A RIE L 72,

6. 7 AEBRHIRERENBIAE IO T 2 20%

S.aureus SMITH, E.coli ST 0198, E.coli444, K.
pneumoniae KC-1, Enterobacter cloacae 113, Proteus
mirabilis 4343 £ 1 S.marcescens T-5513, Wih b
#7432 TITC 8RR E %, R THERL,
6 %hog gastric mucin (Orthana Kemisk Fabrik A/

S) LESESLE. %710 S.pyogenesC-203 B L U S.
pneumoniae M3 10%EMEEEE7 4 3 > T37°C188F
R, ABOBEATHERLL, COBERE 1ES
IE ) Std-ddY Rt~ 7 A (KE17~18g) DBEKEN
cEERE L, AU 2 BRI 1 EEMERORSE LT, £
0% 7 A4 B ZE % TV, LITCHFIELD-WILCOXON
H kD EDs [EXEH L 7z % BEWIX0.5%car-
boxymethylcellulose (Z7&#% % 72 (X E L TRV,

XBRER

1. HEARZ b T A
KERRED 7 7 LBHERES L VRMBERFION T 5
ZHIZOLTRALER% Table 1 ~41CR L7z,
BEEEE10%ells/ml icBWT, 77 ABMERCNT
% CFIX OfiE 113, S.aureus Tix CEX, CCL B &
AMPC Izt R%->TBY, ZOR/NEBEHILBE
(MIC) 133.13~12.5ug/ml %2 = § 3, S.pyogenes,

Table 1 Antibacterial spectrum of gram-positive bacteria (10°cells/ml)

MIC(.g/ml)
Organism

CFIX CEX CCL AMPC
Staphylococcus aureus 209-P JC 125 313 0.78 0.1
Staphylococcus aureus SmitH 6.25 1.56 0.78 0.1
Staphylococcus aureus TErASHIMA 125 125 3.13 0.2
Staphylococcus aureus E-46 3.13 1.56 0.78 0.1
Staphylococcus aureus No.80 6.25 1.56 1.56 0.78
Staphylococcus epidermidis 100 6.25 1.56 0.39
Streptococcus pyogenes S-23 0.1 0.78 0.2 0.012
Streptococcus pyogenes Cook 0.1 0.78 0.2 0.012
Streptococcus pyogenes C-203 0.1 0.2 0.1 <0.006
Streptococcus faecalis >100 >100 25 0.39
Viridans group Streptococcus >100 >100 25 0.39
Streptococcus pneumoniae 1 0.2 313 0.39 0.012
Streptococcus pneumoniae 11 0.2 1.56 0.39 0.025
Streptococcus pneumoniae 11l 0.2 313 0.39 0.012
Corynebacterium diphtheriae 25 0.78 0.39 0.2
Micrococcus luteus ATCC9341 0.78 0.05 0.025 <0.006
Bacillus subtilis ATCC6633 25 0.78 0.1 0.012
Bacillus anthracis 100 1.56 0.39 0.05




VOL. 33 S-6

CHEMOTHERAPY 77

S.pneumoniae T 1%, 0.1~0.2ug/ml O MIC Th 1,
AMPC £ 0% 54 CEX, CCL £ h#ER T, L
L&#35 S faecalis, viridans group Streptococcus (2 i3
BN THo12, 77 LRMEHTE, BREENOEHE
Bz LT CFIX i3 CEX, CCL 84 UFAMPC X b #
WIEN %R L, Citrobacter, Enterobacter, Serratia
Wxt 9 % BB & 10%ells/ml @ MIC (£, 0.1~1.56
pg/mlTHY, MFHEHOEE I LENLHEN %
AL Twl, %1, Pseudomonas aeruginosa % &4 7
R BEFE BRI L T, 1.56~25ug/ml © MIC %75
L, %< D cephem F|TRNEHHDECEBICHL TH
BN ETRLT,

2. BRSBEROBZ WS

MR E S 53 B L 72 S.aureus 418, S epider-
midis 13 £k, S.pyogenes 26 ¥k, E.coli 42 ¥, K.
pneumoniae 42 ¥, E . cloacae 22 ¥, E .aerogenes 22

%, S.marcescens 43 ¥k, P.mirabilis 27 #, P.vul-
garis 378k, P.rettgeri 168k, Morganella morganii 28
B, H.influenzae 41 ¥, P.aeruginosa 1Tt 8 & U
Acinetobacter  calcoaceticus 215k D BZ 2 DV THIE
L, ZOBEBREAML L, Fig. 2~1610RL7,

a) S.aureus DHE

CFIX #iE 3 CEX, CCL8XUAMPC &0 ¢
%-5THD, 6.25ug/micMICOE—25H1D, 0.39
~25ug/ml (253 AR L T Uiz,

b) S.epidermidis D&

CFIX ® MIC i33.13~>100ug/ml \Z W85 < 3 L,
CEX, CCL 8L U AMPC £ D% > Ttz

c) S.pyogenes DGE

CFIX @ MIC 130.1~0.39ug/ml i3 f L, ZDE—
7 fE130.1ug/ml TH Y, AMPCIZth R4 3 43,
CEX, CCL kX hEFELTWV,

Table 2 Antibacterial spectrum of gram-positive bacteria (108 cells/ml)

Organism =

CFIX CEX CCL AMPC
Staphylococcus aureus 209-P JC 125 3.13 0.78 0.2
Staphylococcus aureus Smith 6.25 1.56 0.78 0.1
Staphylococcus aureus TerASHIMA 125 12,5 313 0.39
Staphylococcus aureus E-46 6.25 313 1.56 0.2
Staphylococcus aureus No.80 6.25 3.13 1.56 25
Staphylococcus epidermidis >100 6.25 1.56 1.56
Streptococcus pyogenes S-23 0.1 0.78 0.2 0.012
Streptococcus pyogenes Cook 0.1 0.78 0.2 0.012
Streptococcus pyogenes C-203 0.1 0.39 0.1 0.012
Streptococcus faecalis >100 >100 25 0.39
Viridans group Streptococcus >100 >100 25 0.39
Streptococcus pneumoniae 1 0.2 3.13 0.39 0.012
Streptococcus pneumoniae 11 0.2 1.56 0.39 0.012
Streptococcus pneumontiae T 0.2 3.13 0.78 0.012
Corynebacterium diphtheriae 25 0.78 0.39 0.2
Micrococcus luteus ATCC9341 1.56 0.2 0.2 <0.006
Bacillus subtilis ATCC6633 >100 0.78 0.1 0.39
Bacillus anthracis >100 6.25 0.78 0.78
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Table 3 Antibacterial spectrum of gram-negative bacteria (10° cells/ml)

MIC(g/ml)
Organism

CFIX CEX CCL AMPC
Escherichia coli NTH] ]C-2 0.2 6.25 1.56 6.25
Escherichia coli NTH 0.2 6.25 1.56 313
Escherichia coli K-12 0.2 6.25 1.56 313
Citrobacter freundii NTH10018-68 1.56 >100 25 >100
Salmonella typhi T-287 0.012 1.56 0.2 0.2
Salmonella typhi 0-901 0.012 3.13 0.78 0.39
Salmonella paratyphi A <0.006 6.25 0.78 0.39
Salmonella paratyphi B 0.012 313 0.39 0.39
Salmonella enteritidis 0.05 3.13 0.78 0.39
Shigella dysenteriae EW-7 0.2 6.25 1.56 3.13
Shigella flexneri 2a EW-10 0.39 6.25 0.78 1.56
Shigella boydii EW-28 0.39 6.25 1.56 313
Shigella sonnei EW-33 0.2 3.13 1.56 3.13
Klebsiella pneumoniae NCTC9632 0.025 25 0.78 50
Enterobacter cloacae NCTC9394 1.56 >100 50 >100
Enterobacter aerogenes NCTC10006 1.56 >100 100 >100
Hafnia alvei NCTC9540 0.78 >100 25 >100
Serratia marcescens IFO3736 0.1 >100 >100 50
Proteus mirabilis 1287 <0.006 6.25 0.78 0.39
Proteus vulgaris 0X-19 <0.006 125 125 6.25
Proteus rettgeri NTH96 0.78 >100 >100 >100
Proteus inconstans NITH118 <0.006 6.25 0.78 0.2
Morganella morganii Koo <0.006 12.5 1.56 50
Pseudomonas aeruginosa NCTC10490 313 >100 >100 >100
Pseudomonas aeruginosa IAM1095 125 >100 >100 >100
Pseudomonas cepacia ATCC25416 1.56 >100 >100 >100
Pseudomonas maltophilia ATCC13637 25 >100 >100 >100
Acinetobacter calcoaceticus IFO12552 25 100 100 100




VOL. 33 S-6 CHEMOTHERAPY

79

Table 4 Antibacterial spectrum of gram-negative bacteria (108 cells/ml)

MIC(.g/ml)
Organism
CFIX CEX CCL AMPC
Escherichia coli NIH] JC-2 0.39 12.5 12.5 125
Escherichia coli NTH 0.78 25 6.25 6.25
Escherichia coli K-12 0.39 12.5 3.13 6.25
Citrobacter freundii NTH10018-68 >100 >100 >100 >100
Samonella typhi T-287 0.05 3.13 0.39 0.2
Salmonella typhi 0-901 0.025 3.13 0.78 0.39
Salmonella paratyphi A 0.012 6.25 0.78 0.39
Salmonella paretyphi B 0.05 6.25 0.78 0.39
Salmonella enteritidis 0.2 6.25 0.78 0.78
Shigella dysenteriae EW-7 0.2 6.25 1.56 3.13
Shigella flexneri 2a EW-10 0.78 6.25 1.56 313
Shigella boydii EW-28 0.78 125 6.25 6.25
Shigella sonnei EW-33 0.39 6.25 313 3.13
Klebsiella pneumoniae NCTC9632 156 >100 50 >100
Enterobacter cloacae NCTC9394 12,5 >100 >100 >100
Enterobacter aerogenes NCTC10006 625  >100 >100 >100
Hafnia alve NCTC9540 6.25  >100 >100 >100
Serratia marcescens IFO3736 0.78  >100 >100 50
Proteus mirabilis 1287 0.012 25 6.25 1.56
Proteus vulgaris 0X-19 0.2 100 >100 >100
Proteus rettgeri NTH96 313 >100 >100 >100
Proteus inconstans NTH118 <0.006 >100 >100 125
Morganella morganii Kono 0.05  >100 >100 >100
Pseudomonas aeruginosa NCTC10490 50 >100 >100 >100
Pseudomonas aeruginosa IAM1095 100 >100 >100 >100
Pseudomonas cepacia ATCC25416 >100 >100 >100 >100
Pseudomonas maltophilia ATCC13637 50 >100 >100 >100
Acinetobacter calcoaceticus IFO12552 50 100 >100 >100
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d) E.coli DA f) E. cloacae D¥E
CFIX 130.39ug/ml i2E—2 2B+ 2 A RL, CEX, CCL, AMPC Ti2100ug/ml Otk %
CCLIictE~ 4%, CEX D16fEEN Tz, (Ep oz, CFIX 3EnIHENETRL, TD
e) K.pneumoniae D¥5E MIC 130.1~>100ug/ml (2534 L Tnlz,
CFIXD#i# 13 CEX, CCL, AMPC X h#n<T g) E.aerogenes D%HE
B8Y, 20O MIC i30.025~0.2ug/ml 25376 L 72, E . cloacae ¥ [@ ¥, CFIX ® MIC i 0.2~>100ug/

Fig.2 Sensitivity distribution of 41 strains of
Staphylococcus aureus (10° cells/ml)
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Fig.3 Sensitivity distribution of 13 strains of
Staphylococcus epidermidis (10° cells/ml)
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mlCHEIL S L7 H8, o 3HIL DEA T, CFIX D@, o 3FLHEALTED, 0.012
h)  S.marcescens DE ug/ml AT TR2BOFKE ML 72,
CEX, CCL, AMPC#H&AEIZML TIEEAENHEA i) P.oulgaris D%E

HERERGH, CFIX 30.2~0.39ug/ml il —7 % CFIX ® MIC i1 £0.006~0.2ug/ml (2534 L, D

B a0MERLIS SR L VEREMENZRL, AR C LE.
i) P.mirabilis D35& MEHhERLT,

Fig.4 Sensitivity distribution of 26 strains of
Streptococcus pyogenes (10° cells/ml)
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Fig.5 Sensitivity distribution of 42 strains of
Escherichia coli (10° cells/ml)
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k) P.rettgeri D¥5& Hoth, CRIX 3o 3HF L EALRENET

CFIX @ MIC £ £0.006~ >100xg/ml |2 18 i < 4 %
L, BRZHOK, TEERZMONK, B UMK
FEL Ty, o 3F LD 3ERTH,

) M.morganii D&

CEX, CCL £ & ¥ AMPC T i3 80~90%2: it £ T

L, 0.1ug/mlicE—27 2B T 58RI

m) H.influenzae D¥5&

CFIX @ MIC i3<0.006~0.39ug/ml 253/ L, D
E— 7 {#120.0254g/ml TH D, o> 3 &l L H 16~256

EFER TV,

Fig.6 Sensitivity distribution of 42 strains of
Klebsiella pneumoniae (10° cells/ml)
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Fig.7 Sensitivity distribution of 22 strains of
Enterobacter cloacae (10° cells/ml)
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n) P.aeruginosa DHe

CEX, CCL, AMPC TUREABEIC£<HEHE T
mun, CFIX TREFOMEHEELTEY, 12.5
~>100ug/ml ® MIC %75 L 12,

0) A.calcoaceticus DS

CFIX 0 MIC {20.78~50pg/ml i 34 L, %Dt —

7{#1312.5ug/ml THH, AMPC L IZRAZEOHEN
%R L7ehs, CEX, CCL X0@ENTw1z,

3. HEHCRIZTHERFOE

CFIX OMENIcRIZTERFORE OV TR L
1 4ER % Fig 17~221 R L 12,
#54t pH D E

a)

Fig.8 Sensitivity distribution of 22 strains of
Enterobacter aerogenes (10° cells/ml)
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Fig.9 Sensitivity distribution of 43 strains of
Serratia marcescens (10° cells/ml)
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S.aureusl0¥ 1%, CFIX ® MIC ® ¥ —7 i3 pHT7.0
T36.25ug/ml i 5 553, pH6.0 Tid3.13ug/
ml, pH8.0TiX12.5ug/ml TH Y, HTEWE CHE
Hos bR Uz, E.coli 9% TR7AH)EITETHIE
HOETHED SRIH, KELHOTIREL, EEA

ERBshRVWbDEEZ BN,

b) BERmMOZE

S.aureus TIXCFIX D Y18 /7 ix M ¥& & M0 (10~
25%) &Y 2~4fEHET T2 e nTooh, ZOME
MIZCEX, CCLTHZ Do N tz, £/E coli Tt

Fig. 10  Sensitivity distribution of 27 strains of
Proteus mirabilis (10° cells/ml)
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Fig.11  Sensitivity distribution of 37 strains of
Proteus vulgaris (10° cells/ml)
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CEX, CCLYEFRE2Z201LT, CFIX D
MENEEALREER I Do 12,

) EEREOYE

S.aureus T CFIX OB N ETRERRZT, B
BOBMC LY 2EREET T2 2 Lo st
CEXBEBREELR VD TR B Dol, E.coli Tl

CEX, CCL t[E#, CFIX 0fiENIIHERZ, #
BEEOHIMHFY, BREGETL.,

4, BEFA

S.aureus, E.coli, K.pneumoniae 8 & U S.mar-
cescens X T AREHREOVTIRFALEBER %
Fig.23~26127R L 72,

Fig. 12 Sensitivity distribution of 16 strains of
Proteus rettgeri (10° cells/ml)
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Fig. 13  Sensitivity distribution of 28 strains of
Morganella morganii (10° cells/ml)
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a) S.aureus SMITH D& dose dependent 2 FEEHELED &1z,
FECNT 2 CFIXOHENIRB V129, 50ug/ml b) E.coli 4440D3%&
TERIC & - TREHEHTD & 7z 08, 12.5~25ug/ml CFIX i3 A& cxf L T0.39ug/ml L £, CEX3.13

FRTRBENZEAE2RTOATH- 1, %72 CEX ug/ml Ll E, CCL1.56ug/ml A EOBE BT, W
0.78~3.13ug/ml, CCL 0.39~1.56ug/ml fEF W £ 1 14 dose dependent DH 5 BNRENRIED S 1

Fig.14  Sensitivity distribution of 41 strains of
Haemophilus influenzae (106 cells/ml)
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Fig.15  Sensitivity distribution of 17 strains of
Pseudomonas aeruginosa (106 cells/ml)
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fohs, VERBEREN (0~ 28 ) TOEROBLR
i CCL BN T w1z,
c) K.pneumonige KC-108H4
CFIXBEBFHCNL THRWIHEN:2ET 2 A, 0.05
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Fig.16  Sensitivity distribution of 21 strains of
Acinetobacter calcoaceticus (10° cells/ml)
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Fig.17  Effect of medium pH on the antibacterial activity of CFIX, CEX, and CCL
Staphylococcus aureus 10 strains (10° cells/ml)
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DRI OV T DR * Table 5~13107 (B 2R
a) S.aureus SMITH BLFEDIHE

CFIX 0 # % & (EDs fE) 1 >2mg/mouse T &
», CEX, CCL o EDs, f##%0.0025~0.005mg/mouse
THEOIHLT, FHEBRHEC BT CFIX DER

b) S.pyogenes C-203HAE DHFE

CFIX ®

ED., {#20.050mg/mouse T& h, CEX X

DEFEN, CCLLDE-> T,
c) S.pneumoniae NSRS DHE
CFIX @ EDs, & 1% 0.26mg/mouse T & v, CEX,

BHAS 2 I2% 2 Tl CCL LD Eh, in vito RENCHIGLLRELIEBS
Fig.18 Effect of medium pH on the antibacterial activity of CFIX, CEX, and CCL
Escherichia coli 9 strains (10° cells/ml)
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Fig.19 Effect of serum concentration on the antibacterial activity of CFIX, CEX,
and CCL  Staphylococcus aureus 10 strains (10° cells/ml)
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nr CFIX @ EDs, {#130.038mg/mouse T h, MIC f&
d) E.coli ST0198 BFEDHE »IFIZEETHH CCLOERBRLEAFTHY, CEX
CFIX O EDs, {# 1% 0.0032 mg/mouse T, CEX & LDERTWT,
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A PR A CCL L W #12~110f5Eh T /2, KB T 5 CFIX
e) E.coli M44BFFE DS ®O MIC{E1, CEX, CCL X h/h&<, ZDHEREHNE

Fig.20  Effect of serum concentration on the antibacterial activity of CFIX, CEX,
and CCL Escherichia coli 9 strains (10° cells/ml)

CFIX CEX CCL
1007

50 4

Cumulative percent of strains inhibited (%)

T

005 02 078 313 039 156 625 25
01 039 156 625 078 313 125 50

MIC (u g/ml)
Serum concentration : ( — ) 0% , (=-=) 10%, and (—-—) 256%

Fig.21 Effect of inoculum size on the antibacterial activity of CFIX, CEX,
and CCL Staphylococcus aureus 10 strains
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BB CRBE N D EBbIT,
g) E.cloacae 113 BEHEDIHE
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h) P.mirabilis 434 BRESFEDHE
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Fig.22 Effect of inoculum size on the antibacterial activity of CFIX, CEX,
and CCL
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CFIX @ EDs, f# i 0.0058mg/mouse T, CEX,

CCLix#n#h> 4, 1.20mg/mouse TH H, CFIX
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Fig.24  Effect of CFIX, CEX, and CCL on the viability of Escherichia coli 444
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Fig.25 Effect of CFIX, CEX, and CCL on the viability of Klebsiella pneumoniae
KC-1
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Fig.26  Effect of CFIX, CEX, and CCL on the viability of Serratia marcescens T-55
CFIX CEX CCL
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Table 5 Protective effect of CFIX, CEX, and CCL on
experimental infection with S.aureus Smith in mice
Challenge MIC
Drug (cells/mouse) (1ug/ml) EDso (mg/mouse)
CFIX 125 >2
6.0x10°
CEX 0.78 0.005 (0.0037~0.0067) 3%
25LDso
CCL 0.39 0.0025 (0.0019~0.0032) 3%

%95% confidence limits

Table 6 Protective effect of CFIX, CEX, and CCL on
experimental infection with S.pyogenes C-203 in mice

Challenge MIC
Drug (cells/mouse) (ug/ml) EDso (mg/mouse)
CFIX 0.1 0.050 (0.039~0.065) 3
2.1x10°
CEX 0.2 0.065 (0.054~0.078) %
120LDsy
CCL 0.1 0.018 (0.014~0.024) %

#%95% confidence limits
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Table 7 Protective effect of CFIX, CEX, and CCL on
experimental infection with S.preumoniae Il in mice

Challenge MIC
Drug (cells/mouse) (ug/ml) EDso (mg/mouse)
CFIX 0.2 0.26 (0.180~0.375) %
6.5x10
CEX 313 1.30 (0.998~ 1.694) %
10LDso
CCL 0.39 0.40 (0.255~0.627) %

#%95% confidence limits

Table 8 Protective effect of CFIX, CEX, and CCL on
experimental infection with E.coli ST0198 in mice

Challenge MIC
Drug (Ce”s/mouse) (ﬂg/ml) EDso (mg/mouse)
CFIX 0.05 0.0032 (0.0030~0.0040) 3
1.5%x10¢
CEX 3.13 0.34  (0.260~0.445) %
500LDs
CCL 0.39 0.026 (0.021~0.031)3

%95% confidence limits

Table 9 Protective effect of CFIX, CEX, and CCL on

experimental infection with E.coli 444 in mice

Challenge MIC
Drug (cells/mouse) (ug/ml) EDso (mg/mouse)
CFIX 0.78 0038 (0.024~0.059)
30 10*
CEX 313 012 (0.086~0.167)%
10LDso
CCL 1.56 0.035 (0.026~0.046) %

%95% confidence limits

Table 10 Protective effect of CFIX, CEX, and CCL on
experimental infection with K.pneumoniae KC-1 in mice

Challenge MIC

Drug (cells/mouse) (1g/ml) EDso (mg/mouse)

CFIX 0.025 0.018 (0.012~0.026) 3¢
3.5x102

CEX 6.25 2.00 (1.66~2.40)3
250LDsg

CCL 0.39 0.21 (0.152~0.290) 3

#%95% confidence limits
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Table 11 Protective effect of CFIX, CEX, and CCL on

experimental infection with E.cloacae 113 in mice

Challenge MIC

Drug (cells/mouse) (1g/ml) EDso (mg/mouse)

CFIX 0.1 0.021 (0.013~0.034)3%
26106

CEX 50 1.00 (0.679~1.473)%
40LDso

CCL 125 093 (0.657~1.316)%

#%95% confidence limits

Table 12 Protective effect of CFIX, CEX, and CCL on
experimental infection with P.mirabilis 434 in mice

Challenge MIC
Drug (cells/mouse) (ug/m]) EDso (mg/mouse)
CFIX 0013 0,012 (0.006~ 0.025) %
45x10°
CEX 125 0930 (0.538~ 1.607) ¢
8LDso
ccL 156 0,036 (0.021~0.062) %

#%95% confidence limits

Table 13 Protective effect of CFIX, CEX, and CCL on
experimental infection with S.marcescens T-55 in mice

Challenge MIC
Drug (cells/mouse) (g/ml) EDso (mg/mouse)
CFIX 0.2 0.0058 (0.004~0.009) 3%
3.0x105
CEX 100 >4
15LDso
CCL 50 1.20  (0.68~2.12)

#%95% confidence limits
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BACTERIOLOGICAL EVALUATION OF CEFIXIME

TAKESHI NISHINO, YOSHIKI OBANA, TOSHIMI GOTO,

ToMoKO KUNIYASU and TERUO TANINO
Department of Microbiology, Kyoto Pharmaceutical University

The in vitro and in vivo antibacterial activities of cefixime (CFIX), a new orally active cephalosporin, were
compared with those of cephalexin (CEX), cefaclor (CCL) and amoxicillin (AMPC). The following results were
obtained.

CFIX had a broad antibacterial spectrum against gram-positive and gram-negative standard organisms. The
antibacterial activity of CFIX was less potent than that of CEX, CCL and AMPC against Staphylococcus aureus,
and more potent than that of CEX and CCL against Streptococcus pyogenes and Streptococcus pneumoniae. The
antibacterial activity of CFIX was more potent than that of CEX, CCL and AMPC against gram-negative bacteria
including Enterobacteriaceae such as Citrobacter spp. Enterobacter spp. and Serratia spp. and glucose non-fer-
mentative rods. The antibacterial activity of CFIX was slightly affected by the pH of the medium, the addition
of horse serum, and inoculum size. Time-kill curve confirmed the bactericidal activity of CFIX.

Against the intraperitoneal infection with S. aureus in mice, the therapeutic efficacy of CFIX was inferior to that
of CEX and CCL. Against S. pyogenes, the efficacy of CFIX was superior to that of CEX and inferior to that of
CCL. Against S. pneumoniae, Escherichia coli, Klebsiella pneumoniae, Enterobacter cloacae, Proteus mirabilis and
Serratia marcescens, the efficacy of CFIX was superior to that of CEX and CCL.



