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FLOUREOX770AKY) », Cefixime (CFIX) @
REEBRBIRE T V2B 2 EEGHE

HBHFTF - ENFIER - BEHEE & B
% Wb
RS TEKA S D RIAA

HEEET - fBH % ZFEEE
FHRFEFHHRENFHE

#0F cephem #, Cefixime (CFIX) 2oL TEEEHYOEBRBLEE T V& HOEHNE LB
Lizo YV ALBRBRICBLT CFIX BRBRL 2HED S 52 T0 7 7 LEHEFE IO L Cefaclor,
Cephalexin # & ¥ Amoxicillin & VB & p Il OBEMEER LTz, 727 7 LEHKED 5 5 Stre-
ptococcus pyogenes \=%f L Cefaclor # & U'Cephalexin L 0sEOBEEMEERL, S.pneumoniae G
128t L Tid Cephalexin & 1) 41, Cefaclor L [R&F & L% 72, Lo L Staphylococcus  aureus
BRI T AREEE I NEE L DEFICE o 2, — H, S.pneumoniae B £ U Klebsiella
pneumoniae \Z & 57 AFERSERRA 70t L CFIX EHBEIC~RFNFhESF L0 LEL L EEDE
#RU1ze %72 Escherichia coli 3 % UF Proteus mirabilis 12 & %<7 ABEE R L THHEEICL
NENLBENRPRO SN, ThoOMBE Y7 2B A KRIOME, s X UEPREH
MICEE.2SbEbIBENBENEGHNTHAL I LILLLEBRbDNS, E0I27y MBLUVHF
RO EITHREEES X 70 S. pyogenes 12 & 2 ULHERIZ BT CFIX OEHFZRIGMEREL 0

DEC. 1985

LENnT,

L ®» (I

Cefixime (CFIX) ZHERES - PRHFFXMTHE S HLY
#10 cephem #I T,  Staphylococcus  aurens %k < 7' 7 LIGPEKE
BEUVY 7 LRMEERCEOTENE LD Y, kR B
IXFERD RO cephem Kl & 7 ) REFRIFRET 2 2 50, &2
RO 7 ALGBENL, BEOERNYEHCER ERER
DR REER S & CTPRBELDERERE TN £ (EEL,
CFIX OREGR ia R % fth o BEFIEE A = fLEdRat L 72

KRMH B LURRY £
1. BERHEA

Cefixime (CFIX, # iR % &), Cefaclor (CCL,
Eli Lilly), Cephalexin (CEX, Eli Lilly) # X O*
Amoxicillin  (AMPC, Beecham Research Labor-
atories) OV LSO S »AER A ER L2,

2. A E

BEFERI LSRN TRIEFL T2 b0 %, 1010

FEHR IR 5 5% ) T b DR FER L1,
3. RER O MG
S.pyogenes +5 & 78 S. pneumoniae 13 10% 7 ~ Bk HE

[0 Brain Heart Infusion (Difco) T37°C, 20
BEELLOLERTECERL, BISKEETLA
T ODgso TLOWCA D & HAABL 720 S.aureus (3 BHI
agar (Difco) (2, 77 ARRHEEEE X Trypticase soy
agar (BBL) T37°C, 20B5fls# L 721, MEERLC
FZEHE L ODgeo 1.0IZFARL 72, 2h o OHEBIIERHE
ACZNZNOBEROEBBE L2 2 L 5 CHEERS
BLE5%LFrERVERLL,

4. ERHEY

L EREIIZRERROZROLDER
f2o 7 AZICR %, f#, 4 8H%—HWETHL
1o 7v NESD %, I, 6 BSOLOE—F6ILTH
v, v ¥ IRHAREGERME, #, 1.8~2.2kg & —Ef
6~ 8ICTHW,

5. LR T~ 7 A DEK
Cyclophosphamide (CY, # % % % 3£) © 200mg/
kg #RILER A ERT 5 4 HANCEERICRS L7
Hydrocortisone (HC, b3 #dh) (3 75mg/kg &
i EBOD 4 HAT, 3HAN, 2HAIB LT HANCKT
BEL L, X#EOBESI3400-R X g & RGEER D 4 Bl
B LT, JHS DRIMLE Y 7 A SRS 5
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PHEGEAMET 2 2 L #HEEL T Y,

6. EBRBLBMIOER S L VEEA &

1) &HBER

VAR ERRG

S. pyogenes S-238 L F S, pncrmoniae V11 FHi#& V0.2
ml 2R E DL, o @mREIXS %L T 2 IciF
W UBEREA20.5ml 2 5258 L 72, 3E#1150.5%Methyl
cellulose (Z{AMEL 7- BREWEE W+, FHERE | BER%C
16, BORY > 7#ALTROKRS LT,

2) BETERER

(1) =7 AR SRR

YTYREXRXYMPNVESY —VTHKEEL S, S
pucumoniae 3 £ 7 K pnewmoniae O % 4% 110.25ml
AREHNCEA L, EANSHEERE 4 B R% 0 10, 2
HLO1H2E, 3HME GF7E) KEZSL,

2) =7 AEHRER

E . coli 8 X0 P.omurabilis # fivs1z, X hvLE S
—VTHBEL I 7 ADFERAVIFEL, AECERTT
FD0.025ml #FEELD 3 v ANC G L% 7
oy 7N7 7 —TUIRREHEE L Y ERlZZzhZh
10mg/kg # £ 2°100mg/kg & 4 % kO (ZEHERE 6 B
1M, BHLOD 1H20, 2HM GFsE) REZ
LA 05 AR

(3) 7y bBLUTHF EITHIREERRRG

F v ML P.oudgaris # V., XY PNV ES — L
FREE T CRIME L 72 ABIRE £ D B O0.025ml & A
L, BIMEE &AL o0, MiEM24mEffe X 0 1 mg/
kg B ¥10mg/kg £ B L5120, 3HM Gt
6 ) RIEHRS L1,

vHEIIE E. coli v, FREF T TRIM L ARRE
L DEHED0. 1ml %26G $HEHOEAL, #tralez
FHREX Lotk Ak, ARESEEEL
10, EAFF20mg/ kg A EEME24RERIZ LD 1H 2
[, 3HERERS L,

4) 7 v MOLHBER

S.pyogenes %\ 1z, 7 v N EIKEET THBEIR %
IR L, BY) zFL v F a—7 (BE0.02mm, 4HEF
0.06mm) Z#EAL 7z, FMLAVE S Cmz CEEL
BE LT, 4% CEW0.5ml ~ BEIR L O EEL
¥, &S24I L D ERO10mg/kg & 1 H 2
b, 3 HERERS L,

7. BEERMROYE

U ALGRPR T IFIRNEEOERICN L TIE
BRE%THM, 5%AF EMOERECHL Tixd BRE
YU ADEFEBEL, £FERE D LITCHFIELD WIL-
COXON ik & 0 EDso % K0 72, ~ 7 AMIREGERERT

& K. pneumoniae (23X LTIk 7T H, S, pnewmoniae |2
ML TIE4EMOBREIZ LD EDy B4 K 72, BLA
EBI B2 EDy Bix LAY D ORESRETETL,
7 ABRBR TIERBEOEFEL G T %16~ 20 H%
ICEEEIL, BERICEAREEL, ZOEEORELR
AMMATHELAREY 2 — M EER L, ZhEIMEH
e UTLUT 2R £ THIRL, dg#Ec L - TF
POEFBEREL 72, 2 OEEITE AN LR
L, POl L VBEERERTo7, 7y bBXLY
¥ O _EITIEIREER G I TR, &L Bhes & EFHRIC
WL, ERomERERD I, 7y b OLREEL L
OREERE, &M~ BENCHEEL, BRERD:,

8. v AR EER

0.5%Methyl cellulose (Z/AE#E L 723 #] (2 mg/ml)
ZEE25E D~ 7 A120.25ml (20mg/kg) FE &5 L
1o BH5H155, 304, 185, 2BHE B & O3 EHEE
1RO~ 200 #NZF U0 L, & %45
BEL7z, B, BB L UM TIOES 27— 1,
HED2ER&DTY /— L EMATKEY 2 — LT,
& B % bioassay IO #E L L7z, MEHEEE
HAOEEMBIC Yy AME LA, BEhEEES
Fi21366.6% = 5 / — )L &H DK THEEMR % ER L
720 55, E.coli ATCC39188%HEH & T % bioas-
say (2L N BEEKRD T2,

TR &R

[. 7 2A%BOLBEE T VICNT 2850

1. EHRL T 2%

77 LGHEEKE 4 6B L U7 7 ARMARE 6 RO L
T EDs fETH#E L - (Table 1),

S.aureus 47.2%3 5 5 CFIX OB 13 2 DIHEH DT
SERBL TEDs 3R L EFOPTHRLEL 5
7o S.pyogenes S-23 128 L T CFIX i1 1.32mg/kg &
AMPC OB IZIE RiE %o 1245, CCL 5 & 1F CEX
LODBEEICEN, £, S pneumoniae 1 L IV
IR 2RI F R # 115.59mg/kg B X 742.03mg/ kg
TCCL LZIZFAZFELRVLLPPE M CEX L) EE
WENT,

E . coli 29% 1% K. pneumoniae 38, P.mirabilis
4, P.oulgaris 5, E.aerogenes 9 B £ 17 S.marces-
censSIFD 7 7 LRREEICH L, R LEEFO
LFNCH L TLERCERBRBER LR L 72,
ZHSDOHBICL 22 FBRIINT S CFIX ORR i
ARIOTAN A RLbDEEZ B,

2. WPREREI AT 2 R

RSB REOERE £ 20 5 5 S. preumoniae IV 5
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Table 1 Protective activities of Cefixime and related antibiotics against systemic infection in mice

Inoculum size

EDso (confidence limit)

Strain (cfu/mouse) Antibiotic (mg/kg) MIC (ug/ml)
S. aureus 47 3.8Xx107 Cefixime 36.5  (17.8~82.7) 25
Cefaclor 0.703* (0.254~1.28) 1.56
Cephalexin 2.05 * (1.00~3.69) 3.13
Amoxicillin 8.64 * (3.32~24.5) 1.56
S. pyogenes S-23 1.4x107 Cefixime 1.32  (0.43~2.86) 0.1
Cefaclor 8.19" (2.94~28.6) 0.39
Cephalexin 126 * (3.91~89.3) 0.78
Amoxicillin 0.12* (0.05~0.24) < 0.0125
S. pneumoniae 1l 7.9x10° Cefixime 559  (3.89~7.61) 0.2
Cefaclor 1.26% (0.68~2.34) 0.2
Cephalexin 9.77* (7.07~15.6) 1.56
S. pneumoniae N 8.0x10° Cefixime 2.03  (0.80~4.87) 0.1
Cefaclor 1.32  (0.47~3.14) 0.1
Cephalexin 18.0*  (8.70~39.9) 1.56
Amoxicillin 0.06* (0.04~0.08) < 0.025
E. coli 29 1.2x107 Cefixime 0.64 (0.42~0.92) 0.1
Cefaclor 2.37* (1.19~4.83) 0.78
Cephalexin 17.9 * (12.9~25.7) 6.25
Amoxicillin 7.08* (4.80~12.6) 1.56
K. pneumoniae 38 6.0x107 Cefixime 0.132  (0.028~0.292) < 0.025
Cefaclor 6.31* (3.73~10.7) 0.78
Cephalexin 6.31* (3.73~10.7) 3.13
P. mirabilis 4 6.6x10° Cefixime 0.349 (0.234~0.468) < 0.025
Cefaclor 1.72*  (0.879~3.00) 0.78
Cephalexin 78.8*  (48.5~110) 12.5
Amoxicillin 3.33* (1.83~597) 1.56
P. vulgaris 5 2.4x10° Cefixime 0.121 (0.075~0.169) < 0.025
Cefaclor 10.1*  (5.76~17.5) 25
Cephalexin >53.9* 25
E. aerogenes 9 1.5x108 Cefixime 1.8 (1.12~331) 3.13
Cefaclor 207* (92.0~2829) >100
Cephalexin >244* >100
Amoxicillin >244* >100
S. marcescens 51 1.8x10° Cefixime 2.02  (1.54~2.78) 1.56
Cefaclor >233* >100
Cephalexin >233* >100

Mouse : ICR-strain, Male, 4 weeks old, n=10
Infection :Organisms were inoculated intraperitoneally with mucin suspension.

S. pyogenes S-23 and S. pneumoniae N were inoculated intravenously.
Therapy . Drugs were given orally 1 h after challenge.

MIC was determined by agar dilution method with Mueller-Hinton agar at 37°C for for 18 h.

* Significant difference from Cefixime (p<0.05)

& U K. pneumoniae FP 22112 D TH 3 L 72 (Table
2) INOSOHEARBEET ALY AR IHAELL

JABLVECLIELD B, FRTIE 1EORE TR+
DREENESBSNE LI EHbo 20T 3 AFOD
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Table 2 Therapeutic effect of Cefixime against respiratory infection induced by
intranasal inoculation of S. pneumoniae and K. pneumoniae in mice

MIC (ug/ml)

EDso (mg/kg) 10° 10-2

Organism Drug

S. pneumoniae N Cefixime

(1.8X108/M) Cefaclor
Amoxicillin

K. pneumoniae FP221  Cefixime

(3.0X10*/M) Cefaclor
Cephalexin

Amoxicillin

35.9
>80.0" 6.25 3.13
13.9* (7.61~24.9) 3.13 3.13

3.55 (1.17~7.38) 0.1 0.1
4.74 (1.85~9.76) 0.39 0.1
1.17 (0.004~3.64) =0.025 =0.025
0.70 (0.34~1.27) 0.2 0.1
(18.4~99.1) 1.56 0.78

Mouse : ICR-strain, Male, 4 weeks old, n=10

Infection : Organism was inoculated intranasally.

Therapy : Drug was given orally once 4 h after challenge and thereafter
twice a day for 3 days (total 7)

Observation : 14 (S. pneumoniae) and 7 (K. pneumoniae) days after challenge

* Significant difference from Cefixime (p<0.05)

Fig.1 Therapeutic effect of Cefixime against experimental pyelonephritis due to E.coli and P.mirabilis in mice

Viable cell counts (log)/kidney
0 1 2 3 4 5 6

E.coli 3024  Control

Cefixime

Cefaclor

Cephalexin
Amoxicillin B

P.mirabilis 3002

Control

Cefixime

Cefaclor

Cephalexin b

Amoxicillin g5

Mouse : ICR-strain, Male, 4weeks old, n=10

MIC(ug/ml)
5.27+0.26 1
2.50+0.21°
P . 01 0025
4904032 # 313 156
3.84+0.35 % )
4204035 # =
347+0.36° # 6% 31
3.56+£0.30% % 313 156
2614024 # ' '
5.24+0.21
2.00£0.33* 313 0.025
<1 *
346+031° ¢ 5 156
1.97+0.22* # b5
4.10+0.46" % 100 25
3.78+0.45" #
4.2840.38* % >100 313
387+0.16" #

Infection : E. coli(2.4X10*cfu/head)and P.mirabilis(9.1X10*cfu/head)were inoculated into kidneyE=3 10mg/kg
directly. Therapy : Drug was given orally once 6h after challenge thereafter twice a day 100mg/kg
for 2days (total 5). Observation : viable cell counts were determined 3days after challenge.

REH#RG %1712,

S. preumoniae 1V 125t L CFIX 0 EDs, (% 3.55mg/
kg, CCL ix4.74mg/kg, AMPC {31.17mg/kg T. Z
NS DOFRIIEIZHEH O3 S (HHI L T 5 H3EEAIR

* Significant difference from control (p<0.05)
# Significant difference from CFIX (p<0.05)

WCHEEZ X7, L L K. pneumoniae FP2210D
B 2wt L C g CFIX @ EDs 13 0.70mg/kg (CCL :
35.9mg/kg, CEX:>80mg/kg, AMPC:13.9mg/kg)
EREEICHAERCERLHRESRD ST,
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3. BEBRIINT 238

SBMRBBREOFEFER L 55 E. coli B £ U P.mir
abilis O LWTEBEROBELAR » HEICIHENR 2R
L7 (Fig. 1), E.coli3024iz %> TEREN-EE
HELZERICHL, CFIX ®10mg/kg 28513 L&
HARERIE2.50+0.21 (HBIEFE, LUTEE) (<D
L, EGEEEODS5.2710.261IC0 LS h oL, 85
E#100mg/kg [T 2 &~ 7 R 100 7 EOEH 5
BEERELAMo, ZhicxfLTCCL, CEX B&
U AMPC DR IEAE 58I WTCFIX LV E
B2 50, wihblomg/kg X D 4100mg/kg O F
DEERIZE N dose  dependent Th -7z, P.mir-
abilis 30021 £ 2 EBHERE R, CFIX OEHE
Ik 2B REFERIZ10mg/kg DFR 5 T2.00+£0.33 (#
TEEEES.2410.21) L EHHRD STz, & 512100
mg/kg 585 T2 L 2B BLTEOBRIE Z D 72
27, I L TCCL, CEX 8 X1 AMPC 0iE%E
HREROTHORSEICELTH CFIX DR ICKIE
ol

4., FERBHEREE TE I B 10 2 BEpLEzE

CY, HCBLUXBREHOFMNE I > TERLEN
e ABREREE T = v AxtL, #hZFh 1 MLD 0%
BREBICL22BRPCNTIBEMEERAL 22

(Table 3),

CY OHTAE < 7 A 2B 5 S. pyogenes BF I ¥
LB A BB~ 7 A LR LR, CY LB~ R
12 B 1+ 5 CFIX @ EDs, 13 6.83mg/kg T CCL (56.9
mg/kg) 5 & 1 CEX (80.4mg/kg) IZtEXEBEICHEL
Fro FMEME~ Y ADL.32mg/kg IZEEARK 5 ED
EDs fEDIET & & o 7228, MD=FNHEANETRIG &K
LBEETH- 10 —h, E.coli DEFx L CFIX @
EDs, i311.5mg/kg T CCL 1 38.6mg/kg (ZLEREEIC
Bz, BB~ 7 AIHAS EHREDIETHEED &
nry, CCLOFhEIN YBEETH- 12,

HCOHIMBE~Y 7 A B3 E.coli B 123 L
CFIX o EDs, (£ 10.0mg/kg T, CCL ¢ 18.8mg/kg &
ORICEEZRRD oo Tz,

X BBEEHE~ Y 2B % E.coli Bzt L CFIX
(36.14mg/kg T, CCL i316.6mg/kg & CFIX @ A »3
ENAERICH S HAHERICREEEITZD N>
7o IO DRAVEIC £ 2 EBBHEREE T ~ 7 2 DR
W U CFIX ORI MO EXDHE L EECET T
RIS MER S, TOERTERIZCCL 5L
CEX LW BEThH- T,

5. %Y RIZB T B A O KNSR

RPEFNRICK E R ER RIZTRNEEL <7 2

Table 3 Protective effect of Cefixime and related antibiotics. against
systemic infection in immunosuppressed mice

Challenge EDso (mg/kg) MIC
Organism  Immunosuppressant size Antibiotic e
(mg/mouse) Immunosuppressed Normal Hg/m
Cefixime 6.83 (2.37~23.2) 1.32  (0.43~2.86) 0.1
S. pyogenes Cvclonhosphamide 2.8X10'Y  Cefaclor  56.9" (17.4~1920)  8.19* (2.94~28.6)  0.39
523 yeopRos 1.4X107Y  Cephalexin  80.4" (31.3-2097) 126 * (3.91~89.3 (.78
Amoxicillin -~ 3.05 (1.05~54.7)  0.12* (0.05~0.24) 0.0125
. 1.5x105%  Cefixime 11.5 (6.22~23.6)  0.917 (0.342~2.24)  0.78
Cyclophosphamide . N
3.5%10 Cefaclor 38.6" (19.0~86.5)  1.23 (0.370~2.66)  1.56
E oli?2  Hydrocortisone 3.5%10"*  Cefixime 10.0 (4.00~44.0) 1.23 (0.370~2.66)  1.56
' Y 35%10""  Cefaclor 18.8 (9.63~37.1) 1.23 (0.370~2.66)  1.56
Xoray irradiated 5.8x10°%  Cefixime 6.14 (2.87~15.7) 1.23 (0.370~2.66)  1.56
Y 3.5X10""  Cefaclor 16.6  (6.30~47.5) 1.23 (0.370~2.66)  1.56

Mouse : ICR-strain, Male, 4 weeks old, n=10

Infection : S. pyogenes was inoculated intravenously. E. coli was inoculated intraperitoneally.

Therapy : Drugs were given orally 1 h after challenge.

Immunosuppressed mice : Cyclophosphamide was given in an i. p. dose of 200 mg/kg 4 days before challenge.
Hydrocortisone was given in s.c. doses of 75 mg/kg 4, 3, 2 and one day before challenge.
400-R was irradiated 4 days before challenge.

* Significant difference from Cefixime (p<0.05)

Inoculum size : a) Immunosuppressed mice, b) Normal mice
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Fig.2 Serum and tissue levels of Cefixime and other antibiotics after oral dosing with

20mg/kg in mice

Serum

Liver

Concentration (¢g/ml or g)

e Cefixime
% Cefaclor
a Cephalexin
& Amoxicillin

Kidney J Lung

o 0
3 \ = :/ 14
54 . ] 051
. \X - -
(1) A | S— — 0L 0.1 L
051 2 3h 051 2 3h 051 2 3h 051 2 3h

1220mg/kg HOFEL THRET L (Fig. 2),

CFIX O MiEHADOBITIEMO ZFNLL~REE S » I
BnEot, THOLHREIAETIH0.97ug/ml TH
h5 1 BRI R 12 134, 1dpg/ml £ 2D, IEREICE WL
T 3.53ug/ml DWEHFEF L1z, —/, CCL, CEX
BEUAMPC 3 Zh ZhISHENE—2 T, ZORE
BFNZFN8.60, 17.58 & 1°6.49ug/ml TH - 7243,
ZOBOBPEROTHOBR L ELHTHo 12, B, B
B & UM~® CFIX OBTH 3RO TRE®& 2 K
0o SERENE—7 L A ERALBEO bht, TS
FFA3 1 BRI % & 3B R% % T CFIX 134.05~9.82
ug/g DEBEHEHEL TV 2H, MAOBTEER
FE(0.84~1.16ug/g) Tlikd 50 L AKOEE 2R L
fro —F, BAOBTHIRMO=FNICILAS 5~ 2 K
bl Tk N BEVEE#ER LRI,

1. 7v FEALEBERETF VT 5EHME

1. LRBERICRT 220R

LREEL DR & 7% 2 S. pyogenes & iV, EEEE
teil R EORE £ HIE LT (Table 4), BRA
HBTH 5RO LRI, SEILEREY35.56£0.57TTCH
20 wxt L CFIX i EE T132.06£0.19, CCL TiX
4.56+0.61, AMPC T1x1.36+£0.57 & & D, AMPC
rORICEEEZ IR WH CCL AR BN, &
72 CFIX 8 & 18 AMPC B ILAT 5 & VI FICE %
Far o o8, CCL IZEREEE L /L~ )V OREBY
B sz,

2. HITHRMERICN T 2%

P.oulgaris 5 * BOBPEEB THREEHEL 2
(Fig. 3), EBRBEHOBTERLHT.00£0.13TH 2
DxtL 1 mg/kg B5ETI34.1940.89T, BELXOE
hABRESS E1~TOREICSHL T, Ll
10mg/kg B 5BETI22.48+0.461C 8D LFE L IR
BRI SN,

M, 74*0OETHREBERE T VICHT 528

E .coli 3056 % F RS 0 £ H & AIRAT R I
I ABERROBE DWW TR L7 (Table 5),
E.coli D3.3~3 4% KRB (BT 5 £ 4RHERIC
B g% 07,060 . 80 HEHSHRE S N, AR
WHAA CELRTED s zirotz, DRSS ERIKR
ExBAL 4 BB L CHEIR 2 HIE L . 6
FROHEENOBEhEEHIE8.35+0. U 1
12, AEREGIC b BIIM 2 BICBAL, BRERE2EL
BEMER S, BRI OENITF- TOLLEIPBRESN
rro E2BERERRAIC £6.1610 50 RE & N, ThiC
% U T CFIX 1t i3 8 R B 123,40 1066 AR H &
h, BEFRGC 317108825 H S n o RERAYIC X
BIRFEICEWLDTH-1, —Fh, CCLHEHIE
RURE26.5940.39, BERTIC.260 910 &1
Ffbiz, BERCHES S L ORI b ESRE A, AR
CBOLT HBREBRPREAL (+)~ () DREFK
DRH NI,
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Table 4 Therapeutic effect of Cefixime against experimental endocarditis due to
S. pyogenes in rats

Viable cell counts (log) /g, ml MIC (ug/ml)
Drug 10° 102
Heart Liver Blood
Cefixime 2.06+0.19* <1.66* <1.0 0.1 0.1
Cefaclor 4.56+0.61# 3.94£0.75% 2.30+0.56# 0.78 0.39
Amoxicillin 1.36£0.57* <10 * <1.0 0.025 =0.0125
Control 5.56+0.57 3.95+0.64 <1.99

Rat : SD-strain, Male, 6 weeks old, n=6
Infection : A polyethylen tube was canulated into the artery of the neck
one day before challenge.
S. pyogenes S-23 of 7.4X10° was inoculated intravenously.
Therapy : 10 mg/kg was given orally twice a day for 3 days from 24 h after
challenge.
Observation : Viable cell counts was determined 6 days after challenge.

* Significant difference from control (p<0.05)
# Significant difference from Cefixime (p< 0.05)

Fig.3 Therapeutic effect of Cefixime against ascending urinary tract infection due to

P.oulgaris in rats

Viable cell counts (log)/ kidney

L 1

e

10mg/kg

2.48+0.46°

Img/kg

e 4 419+0.89°

Control

Rat : SD-strain, Male, 6weeks old, n=6

7.00£0.13

Infection : P. vnigaris 5(2.0 X 10°cfu/head) was inoculated into urethral tract.
Therapy : Drug was given orally twice a day for 3 days from 24h after challenge.
Observation : Viable cell counts were determined 4 days after challenge.

MIC (ug/mi) : 0.2 (10°),0.0125 (10~?)

* Significant difference from control (p< 0.05)

%z 3

L, & N ORRYYE I T B AR O G Rt % Tl T
5—FRELT, BKICHEIEL 7 BB E 7 L OfERK
BRASN TV M, KxRZBOEBRHY % B
O, RFFORRABRLEE TV 2ER L, Cefixime
(CFIX) DWEFMNE* BAMEOH L Bt L,
FRERE D —RICEBESN T VWL~ 7 AL BRI T
LREEBBICOWT Y Hb BT LT,

CFIX i3 7 7 LBt BB B ot L xt BB % o CCL,

CEX £ & ' AMPC izl L THA & I3 W B E
BRO, 37275 LMD Streptococcus i ¥ L T b3
WITEESE 2 F 08, S.aureus XL THFV, Th
5D in vitro TEBEHEDOBE I 77 AR T 5
PRI RIL S W TB Y, FICRES 7 ABRMRER
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Table 5 Therapeutic effect of Cefixime against ascending urinary tract infection due to E. coli in rabbits

1 day after
Organ chafllenge Control ' dayscz:}fftiirinclzallenge Cefaclor
(1st. dosing)
E; Infected left kidney 7.06+0.28 8.35+0.14 3.40+0.66" 6.59+0.39" #
z; - Control right kidney 2.67+0.64 3.14+0.84 <1* <1t
55 Urine in pelvis 8.98+0.13 8.92+0.23 3.17+0.88* 9.26+0.91" #
—E Urine in bladder 6.55+1.11 6.16+0.45 <1t <2.16*
S5 Bladder tissue 5.60+0.87 5.39+0.84 <1.3* 2.61£1.82* 8
= Liver 2.64+0.88 31039 <1° 2.08+1.93"
= Blood <1.3 <13 <1 <1
5 9 Cortex ~ HH ~ —~+ +~
% % | Medila - -4 +~
<IN Pelvis - -~ —~+ +~+H

Rabbit-: Male, Japanese White, 1.8~2.2kg

Infection : E. coli 3056, 2.0~2.8 % 10%cfu/rabbit, 0.1 ml/rabbit, Inoculation into urinary tract
Therapy : 20 mg/kg was given orally twice a day for 3 days from 24 h after challenge.
* Significant difference from control (p<0.05), # Significant difference from Cefixime (p<0.05)
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B 1 5 Ceftizoxime 8 & ¥ Cefazolin ® K.
preumoniae \Z X T ARBRIICB L THERS LD b 5E
BEOAM LD REOCIER L 7z abx, 3023FD5E
L5 0 HHFEEFEH)IC b spheroplast & % V(3 lysis #
BILREBNE L, oS PIFTRICL S8R
BbHmot L EBASPIZ LTz, CFIX IXHEERD ce-
phem #i2 kb L MEHTEE & L VEBEFICB T 283
BEORGEHEVERE LD, 25K ENS P ORE
12 & tuid CFIX i3 fil A 2 bt ~ K # FE @ subinhibitory
concentration 2% > T b &AM L HHNC/ER L,
BEMREHET 2 L R2FFTH5, ThoDREN
RIERO# SR L LT CFIX OEA 7 BREFHEZIR 5
Rl bDrEZOND, fllf, BREENBCRES
NEe ABRBRLCBVWTCFIX W E.coli 8L U P
mirabilis DB EREICH L, tHOVWTHOER LD & #
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Nize &5127 v M REWS. pyogenes DEBRKILH
BRI 5 CFIX OE#snE i, BKRKICZOREM
HHIEH ST b AMPC £ [@% T, CCL X hER
RERREL, 7y MB35 CFIX oMb BE IR

EoDDHREWXRTLIICT YR ELERAED Y — 2 %
L, FEETHL Z EEENREOESRARE L
E 2%, NAERIOBRERENDOBITIHHERIAL, RED
BECL->TAEET A 0RO TED, BiC
EREERFICB A FEIRE L™, Lpr LIEEEYIC
BUAENEBELN S 2 L3RBT ST 260+
HHT 2 L THERLFINDES2 LS, —F, Bl
OFIOBE, B L -> TRING & ORREIE L —&
T, SLEFOEEICL > THEZBIIEHPD
TRENFE L BB 0T 2 R RE O £, BRT
i EOHIMTER L T2 2 L cEVRERH 2L LA
Vo L USRBRERRE 35 & U0k B3R A RRYE O £7 %
HOTWBE I ERBEET, Z0L3RRACB T 2556
RPETNEHOLERFMIZ D % L b BFEOER D
BRMREBET S LT, HAREEREMNE LK
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THERAPEUTIC EFFECT OF CEFIXIME
IN EXPERIMENTAL INFECTION MODELS IN MICE,
RATS AND RABBITS

YOSHIKO YOKOTA, TOSHIAKI KAMIMURA, YOSHIMI W AKAI
SHUICHI TAWARA and YASUHIRO MINE
Research Laboratories, Fujisawa Pharmaceutical Co., Ltd.

SACHIKO GOTO, MINORU NISHIDA and SHOGO KUWAHARA
Department of Microbiology, Toho University, School of Medicine

The therapeutic effect of cefixime (CFIX), a new oral cephem antibiotic, was compared with that of cefaclor,
cephalexin, and amoxicillin against systemic and local infections in mice, rats and rabbits. CFIX was far more
potent than cefaclor, cephalexin and amoxicillin in protective activity against systemic infection induced by all
the test gram-negative bacteria in mice. The protective activity of CFIX was more potent than that of cefaclor
and cephalexin against Streptococcus pyogenes and was almost the same as or slightly inferior to that of cefaclor
against S. pneumoniae. Against Staphylococcus aureus CFIX was less active than the control drugs but more active
than cephalexin.

The therapeutic effect of CFIX was superior to or almost the same as that of the control drugs in experimental
respiratory infection induced by S. pneumoniae and K. pneumoniae in mice. The therapeutic effect of CFIX was
superior to that of the control drugs against experimental pyelonephritis induced by Escherichia coli and Proteus
mirabilis in mice. These findings suggest that the total AUC values over the MICs of CFIX in the serum, lungs,
and kidneys of mice for the above test organisms were the largest of all the test drugs. The therapeutic effect of
CFIX was superior to that of the other drugs in rats and rabbits with ascending urinary tract infection induced

by gram-negative bacteria and endocarditis induced by S. pyogenes.



