VOL. 33 S-6

CHEMOTHERAPY

Cefixime (CFIX) 2B 2 #REH - BERAIRFSE

EHFE - RIREX - Al - PEET
HHELE - & Bif - BHER - 0%
Hep - PRI - SHILFER) - [KHIER
=1 RN WS
RIBRFEFEE-NHFHE

EHRA - BREX - fEH—K - BENT
BEET - ILOE=
RIGKFEF 1T BRbh RRESR

i 3E - PEFIEL
Rl SLH R R

FROAY 7 x ARH4R Cefixime (CFIX) 2oL T DR - BRABRN 21T, ROER%E
&1

1) HEN  BEREOEHER8 & SRS #17TEE864k 5 L UBEBRO 11EES168 D5
1,130k oW T, MIC2000% w3 7u74 3 v REIZT, CFIX 2&87: 9 EF|o MIC fE %
QBT THEE L, KA, REBCHL TR, Staphylococcus BTIX % - 7243, S.
pyogenes, S.pneumoniae £ X U B.catarrhalis T3 » ik VENLREEE 2R L. —H7 7 L%
BEECHL TR, 7P EERBEELBRCILEAYOERE, 0 TY E.coli, Klebsiella &,
Proteus |&, H.influenzae, S.marcescens ZTENTTAEBER2 T,

2) KRB BEECICEL 2 A, BNEABHE T A BHREI RO 26110, FHE200mgk 5
DM H & VEERBITERE S AIE L, RalhiEgi, SEFREHTRSE 4 REIC1.21ug/
ml, BELE5H THRE% 6 BMIEIC1.88ug/ml DEETL 72, BENBE VIO L HERME

(0.04pg/ml) LT TH- 720

3) EERHES L CEIER | PREBRLEG (AMR[EXAL, MRS, BHEIEXRN, JEX

WRAES, VEAMAMSAELA2) W LAK RS L BOBRIRE, 1961F1561(78.9%) 5

BHUEORERTH Y, BEASL L VBRREEREI2AICEDS A o7,

Cefixime (CFIX) 3HRESPRAZA TRES RO
71 AFHARIT, Fig. 1ICRT L5 4HET, 3LOMFHCY
“NER, THORBANVKF S A o4 I/ EEFT 2, G
ROROM €7 = ARERICH~, BHL-T7 77— Y ILLE
T, LBELHEARS b7 LEEL, L7 T LREREICY
LERLFEDETRL, o&0Y 7« ARICTE 2RI EkiC
LTHBOIHENEE TS Z LRAOMEL ShTw3 Y,

SE, RLEIFAOSHENS L UBEREEM BRI T A1
Eh%, BOF L EHAO 2 B2 b, Cefroxadine (CXD),
Cefaclor (CCL), Amoxicillin (AMPC), Cefazolin (CEZ),
Cefotiam (CTM), Ceftizoxime (CZX), Latamoxef
(LMOX), Piperacillin (PIPC) O #h L HEBRFT T2 L L b
12, FHE 2 PIOBHSERPERI RS L GO MPERE &

Fig. 1 Chemical structure of Cefixime

COOH
H:N S 6]

YU T

NOCH.COOH H H

CH=CH2

NBEOHBICOLT bR EMA T, ¥ 7 FFRBERIE G
51T, ZOBKBHELEERICO>LTHRITL,

I RN

) i & B
1. EBAE  HFREOEERSNK L RIFKFEY



442 CHEMOTHERAPY

DEC. 1985

BRI B L TSR R & BEF158
1 B» o MBEHISE 6 H £ TICHBE S ni: 1TE 865k
(Staphylococcus aureus 30, Staphylococcus epider-
midis 34, Streptococcus pneumoniae 46, Escherichia
coli 32, Citrobacter freundii 34, Klebsiella oxytoca
35, Klebsiella pneumoniae 31, Enterobacter aer-
ogenes 27, Enterobacter cloacae 32, Serratia mar-
cescens 32, Proteus vulgaris 36, Proteus mirabilis
32, Morganella morganii 33, Haemophilus influenzae
50, Pseudomonas aeruginosa 32, Pseudomonas
maltophilia 36, Acinetobacter calcoaceticus 34) (LAF
AE) B L URBRISE 1 A» SBRISFIZA & T8
ENTBEBFOIEES68 (S aureus 37, Stre-
ptococcus pyogenes 65 , S.pneumoniae 71, Bran-
hamella catarrhalis 48, E.coli 37, C.freundii 15,
K . pneumoniae 52, K .oxytoca 46, E.cloacae 55, S.
marcescens 32, H.influenzae 58) (AT BE) 12D
T, MIC2000system (¥4 +7 v 7#f) #RAWE
70743 VvERECTHRAORNEEHRILBE
MIC) 28IE L7, MEBEAEL TR, ABKOL
TREFHY 7 L AREHKTH 5 CEZ, CTM,
CZX, LMOX & PIPC %, /:BEI 2L TEEOH
v 7z L RERITH S CXD, CCL & AMPC AW
TMICE#BIE L, EFHETORENIC DL THER
AL,
HBER L U Tid, MUELLER-HINTON broth
(Difco) Z Mg** B & ¥ Ca** p8Z h Z 1 25mg/l, 50
mg/l %% X ICHEML, 56177 (KREE 1

Fig.2 (A) MIC distribution of CFIX and other
antimicrobial agents against S. aureus
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Fig. 2(B) MIC distribution of CFIX and other
antimicrobial agents against S. aureus
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Table 1 Antimicrobial activity of CFIX and other antibiotics
against standard strains
Organisms MIC (ag/ml)
CFIX CEZ CTM CzZX LMOX PIPC
1. Staphylococcus aureus Smith 313 0.2 0.2 0.78 1.56 0.39
2. Staphylococcus aureus TERASHIMA 313 0.1 0.2 0.78 1.56 0.2
3. Staphylococcus aureus ATCC 25923 1.56 0.2 0.78 0.39 313 0.39
4. Staphylococcus epidermidis ATCC 12228 313 0.39 0.78 0.78 125 12.5
5. Micrococcus luteus PCI 1001 0.39 0.78 0.2 0.1 0.39 <0.05
6. Bacillus subtilis ATCC 6633 50 0.2 0.78 6.25 6.25 0.39
7. Escherichia coli NIHJ JC-2 0.1 1.56 0.2 <0.05 0.1 1.56
8. Escherichia coli BHN <0.05 0.1 <0.05 <0.05 <0.05 <0.05
9. Escherichia coli Kp <0.05 0.1 <0.05 <0.05 <0.05 0.1
10. Escherichia coli ATCC 25922 0.2 1.56 0.2 0.1 0.2 313
11. Shigella dysenteriae EW 3 <0.05 0.1 <0.05 <0.05 0.1 0.2
12. Shigella flexneri 2a EW 10 0.1 0.39 0.1 <0.05 0.1 0.39
13. Shigella flexneri 3a EW 14 <0.05 0.2 <0.05 <0.05 <0.05 0.2
14. Shigella boydii EW 29 <0.05 0.1 0.1 <0.05 <0.05 <0.05
15. Shigella sonne: EW 35 <0.05 0.1 <0.05 <0.05 0.1 0.2
16. Salmonella typhi H 901 0.1 1.56 0.2 <0.05 0.1 1.56
17. Salmonella typhimurium ATCC 14028 0.1 1.56 0.2 <0.05 0.1 313
18. Klebsiella pneumoniae PCI 602 <0.05 0.1 <0.05 <0.05 0.1 0.2
19. Klebstella preumoniae DENKEN <0.05 0.2 <0.05 <0.05 0.1 0.2
20. Klebsiella pneumoniae ATCC 13883 <0.05 1.56 0.2 <0.05 0.1 3.13
21. Enterobacter cloacae ATCC 23355 1.56 100 313 0.39 0.2 3.13
22. Serratia marcescens ATCC 8100 6.25 100< 100< 3.13 12.5 25
23. Proteus vulgaris ATCC 21100-1 <0.05 0.1 0.1 <0.05 0.1 <0.05
24. Aeromonas liquefaciens Y-62 <0.05 125 0.1 <0.05 <0.05 3.13
25. Pseudomonas aeruginosa KoBayAsHI 100< 100< 100< 100 50 25
26. Pseudomonas aeruginosa NCTC 10490 12.5 100< 100 3.13 125 1.56
27. Pseudomonas aeruginosa ATCC 27853 6.25 100< 100 1.56 12.5 1.56
28. Pseudomonas stutzeri 6.25 100< 25 3.13 6.25 0.78
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Fig.3(A) MIC distribution of CFIX and other
antimicrobial agents against S.epidermidis
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Fig. 5(A) MIC distribution of CFIX and other
antimicrobial agents against S. preumoniae
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Fig. 4(B) MIC distribution of CFIX and other
antimicrobial agents against S. pyogenes
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Fig. 5(B) MIC distribution of CFIX and other
antimicrobial agents against S.pneumoniae
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Fig. 7(A) MIC distribution of CFIX and other
antimicrobial agents against E. coli
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Fig. 7(B) MIC distribution of CFIX and other
antimicrobial agents against E.coli
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Fig. 8(B) MIC distribution of CFIX and other
antimicrobial agents against Citrobacter
(15 strains)
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Fig. 9(B) MIC distribution of CFIX and other
antimicrobial agents against K.pneumoniae
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Fig. 9(A) MIC distribution of CFIX and other
antimicrobial agents against K.pneumoniae
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Fig. 10(A) MIC distribution of CFIX and other
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Fig. 10(B) MIC distribution of CFIX and other
antimicrobial agents against K.oxytoca
(46 strains)
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Fig. 12(A) MIC distribution of CFIX and other
antimicrobial agents against E. cloacae

(32 strains)
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Fig. 12(B) MIC distribution of CFIX and other
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Fig. 13(A) MIC distribution of CFIX and other
antimicrobial agents against S.marcescens

(32 strains)
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—a CXD & f o
o=—0 CCL } —a LMOX
OO AMPC E A H 4m==4 PIPC
¥ 3 1
H g i
g ) I
5 504 ‘g
.'
s i
i -4
MICug/m) |s005] 01 |02 o039 o716 [313]625 125 25 | 50 [ 100 [>100
CFIX 31 1
CEZ 1 [=»]2
MICwg/mh) [ 0025005 ] 01 | 02039 orsfis6]313]625]125] 25 | 50 | 100 [ >100
CFIX 15 13 3|1 CT™ 5|7
CXD 3| CzX 32
L HE LMOX 3 1
AMPC R PIPC 29| 1] 1




VOL. 33 S-6

CHEMOTHERAPY 449

5L, ZOBTREZERICHEL, 1611378
TR, o 1 FIIBARBICEOREL, 7850
BLUREHE 1B LOBEE L BHE Y +—
CHERL, FRZhEHECHL 2, BIEAEE, M
BERIEIE E. coli ATCC 39188%, WM HIE
1213 P.rettgeri 69%BREHE £ L, Trypticase soy broth
(BBL) M\, 37°C—TRIEH L o e % I E 554t
210%™ L, BIEREM L L T%h #h Nutrient

Fig. 16(A) MIC distribution of CFIX and other
antimicrobial agents against M.morganii
(33 strains)

Cumulative percentage

’,
Fe]

MIClsg/ml) |<0.05 0.1 | 02 |0.39 (078 | 1.56 { 313 [ 625|125] 25 | 50 | 100 |>100
CFIX 136 f2|s|s |1 11 |e] 3 1
CEZ R ERE
CT™ v lef a2 8] 4]
czx [l t]ls{afolr]a]af2]n
LMOX 1[25]5 1 1
PIPC 1|2 4] 1 1sfz2]c2

Fig. 17(A) MIC distribution of CFIX and other
antimicrobial agents against H.influenzae
(50 strains)

%

agar (Difco) # & Uf Trypticase soy broth (BBL)
FROTERERLEE (hy TH) S TTo 1, B
AR, MPBEHECIIREFEE ME %, BENEE
HIE I M/15Y) ~ BEE®R (pH7.0) 2 H v TER
L, BEFEED0.05M V) > BEEK (pH7.0) 2T
2EHERL, FEVA—PLTEFAFNRZHTEICHL
72,

2. EBBUE &% Fig.21, 22ICm L7, MmdE
B3, RS TR % 4 BB I REEL. 21ug/
ml, 0B f#% I 0. 4pg/ml OEETL, BEZRSH

Fig.17(B) MIC distribution of CFIX and other
antimicrobial agents against H.influenzae
(58 strains)

%

0y o

Cumulative percentage

o—e CFIX
&—a (XD
o—o CCL
O==0 AMPC

MIC(ug/mi) | £0.0250005] 0.1 | 0.2 J0.39J0.78 |1.56 | 313 §625}125] 25 | 50 [>50
CFIX 56 2

CXD I ARIEAR 1 1 2
CCL 1 ]115] 40 2
AMPC 6 |37 |4 1 514 1

Fig. 18(A) MIC distribution of CFIX and other
antimicrobial agents against P.aeruginosa
(32 strains)

1009

100
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a---;,/
1
!
] g o—a CFIX
§ II z O--0 CEZ
g ! g *—a CTM
g o===0 (ZX
p —a LMOX
¢ 50 Z 50 &= =0 PIPC
2 3
5 E
E (]
o—a CFIX
0= CEZ
—a CTM
Om==O CZX
#—a LMOX
om==b PIPC
A
MIC(g/mi) 50 | 100 [>100 MiCug/mh {so0s| o1 | oz [o39]o7s [ 156 [313 625 | 125 25 | 50 [ 100 [>100
CFIX CFIX vl 3 rfng
CEZ HEREREEEE K CEZ HE
CT™ HENEIE CT™ 1 2 | 2
czx 3|16 1 czx 1|3 HER A RERE
LMOX B EREE LMOX 2 |2 RN 3
PIPC |13f7 |8 )5 |1 1]le6 a2 |3 PIPC [N N R R I IR U A 2 2
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Fig. 19(A) MIC distribution of CFIX and other Fig. 21 Sputum and serum levels of CFIX
antimicrobial agents against P.maltophilia (200mg , p.o.)without food
(36 strains)
100% '9
o—e CFIX 1
O-==0 CEZ 1
>—a CTM 1 -
% 2 Dhoox o
g &m==a PIPC I . -9
] i % .
o o 031
i ¥ I B
; y o
’ 2 o
i e "] :
4P 5 £
A & 3
/ /l 0.1 B
pe=t 4,
MICg/m)) [£0.04 0.1 | 0.2 |0.39 [0.78 [1.56 [ 313 | 625 | 125] 25 50 | 100 |>100
CFIX 1 3|6 |% * s S5 >
CEZ 1| 3 0 2 3 4 5 6 8 10 hrs.
CT™ 1 1 3
CZX 1 1 7 7 20
LMOX 1 1 2 13 6 6 5 2
PIPC 2 1 5 1 27 20 r
Fig. 20(A) MIC distribution of CFIX and other g i
antimicrobial agents against S 116 7 106
A.calcoaceticus (anitratus) (34 strains) 10
% —E 0.61
I
lm 3 051 L
OOS.S_ T T T T T
é 0 2 4 6 8 10 hrs.
]
5 . Case 2: Tanno, C. 67y. v, 53 kg
3 Dx: Chronic bronchitis
§
FEARERES L UEERR I CERE T 0T
T NYRBRORELE S h i HRERIHED216] (AfHX
A g/ <005
CFIX EXRL, MK5, BHEIEIROIMEEN, JEX
- HARAE 3, UXAMPMSEXR?2) T, Fia24~8
czx % (F949.9%%), B2, L9 THo 7, 6 BlICH
L R A L CI3&#(100mg % 1 H 2 @, 1561i2% L Ti2200mg
D1H2EH®E2To1, 58, BEL L TIEHFIL00

mg (Offi) 8E» 7V 2 ERLL, &S5HHEIES5~
URICHY, BER5EI31.0~5.6g TH- 7, PNt
CH5 6 BB B S8ug/ml, BBMBICL  shnyn L ORERPAT IS KA, 7770
1.86ug/ml DEEETRL 2, BENREZCTHLE 7 L EE L EOBRITh R 2,
ERFE (2 EHROT5H0.04ug/ml) UTFTH-7, 2) EEFRHREE | BRMROHE R, AAIRSATR
OHEREEOME B & CERRERS, WHL > 7
I B S, X BicH - MHERE EASEE LT, BANC
(), BHCH), POER(H), W) BEU
D HRERLS RS REREE UMM HERE() 0 5 BRI THE LT
S GUE X IBRISSAE 7 A & 0 BBRISO%E 2 A 3 Tio ik 3) EGPRALAY : Table 2 I ANEEARARELE B0 L
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Fig. 22 Sputum and serum levels of CFIX
(200mg , p.o.)with food

=
%)

Sputum level (ug/ml)
(=2
Volume of sputum (g)
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—_
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3
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—
o

—
=
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-
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Case 1: 54y. 0,45 kg
Dx: Chronic bronchitis

LT, BRI L 58, REREO—H, BfEARY
=L TRL, 8542 Table 3C 3 &KBIC L 2
HWARRME £ LD TRLE, BEMICIEN 3, BY
12, ®2EH1, EH3 T, FRRSHORERGHF
SHRED 2 HIEGII6 & 190 2 PUAKEFREL L, 2B0H
HEIZB.9% TH -1, KBANCAS L, EFIRDE L
bODRUTEZAD 1 FlB L UMAD 5 FlizLFhb
TAULOKRTHD, BHSERLECRLET136)
PIGIY. 2% DERETH > 1,

4) MEFHHE 0o TERIRSHIRIC BT
SHOMB %, Table 4 8L U Fig. 23R L1z, 75
LB L, BEHTS. aureus 25 1 kD AV BB S
01, Wkt £1EFI0TIR, BE5HICOARS

Fig. 23 Bacteriological effect of CFIX

(Before) (After)
S.aureus b S. aureus
S.pneumoniae + S, pneumoniae
H.influenzae / H. influenzae
K. aerogenes | K. aerogenes
P. aeruginosa —& P. aeruginosa

Normal flora

preumoniae 5V B BE NN, BERNICRENTH
ol 77 LRHEBETR, ROE{HBaN H.in
Sfluenzae \IZ OV TIX 8Bk 6 BEHSIEEL, 5 b 28BETIE
H.influenzae &% > ¥ 1 & P.aeruginosa 05 HH B L
2o BYDLHREHSHICERSRY LI bOD, H%k
KW bRt &1fER 2 TRRSHIOREHT
bhTuizn, 5% H. influenzae 5B S 1z,
Z Dt K.aerogenes D 2 ¥z i bk Lizss, P.
aeruginosa D 2 KRIETET, 2HMBIBL 72 &5 0
reGEREE N,

5) JEP) Rz Table 2 D hh o RiFLE@% &
272 2ERIEEBRT 5,

EH 3 59%, B

MRRZH  fhk

FRRIS8EI0R18H & h R3S COFERL R, BH—
BB 7oH, 208 & D HUB~3ICCED R i
L, B, BESHERTS L%, 10828 RIGH
ATRER 2 RZ. BV v b ARIGE TSRS
HERD, BEOMERE TR EREROADERT
Hotto REMR T, CRP6 (+), B MK
13,500/mm?®, #F%k92%, [fi¢k 1 BFREE60mm & 3\
REFRLGA SN, FROZHICTCFIX #200mg, 1
H2ETS8 B (ME2.8¢) &5 L7, BREAI
Fig 24icmLIz &5, v o v v BB RE
BiCeRE L, T, WH, REB L FRERRORES
Aoh, EEHEL, BIEAS L VERREMEOR
BRECED oL o1,
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TR 4258, B

ERKZN | BB L0 ANNE

IR 0o, B B2 (D h A LT, BBR57
FLERBHIE LR OB THRERT TH - 1215,
BINS9E 2 Ahf & 0 B, MEOMmsHL 2B
0HRB L 1, BEH S 12 H. influenzae () 535 Mt
anr, BEKEROMBECHIHLE T, REFETI
CRP 2(+), iyt 1 B5ME39IMm L B~h%E O RER
Ehidk 6, CFIX %200mg, 1H2ET7 HH (BR
2.8g) 5 L1, BIKEMRI Fig. 25 RmLAL 5,
CRP ORMAL, BoOWE, B, WKL L&D HEER
OHEALED, BHLHEL 72, REFICEIT S H.in-
Sfluenzae \I5 T % 4 EH| D MIC %K R L 728,
KH120.05ug/ml & B b BiFi MICfE% TR L 1,

6) BUER : AR EATRICEIT 2 - EMEIER
ORBOEEELRF T2 L L biC (Table 2), MK

Fig.24 Case 3 59y. 0 M
Clinical diagnosis: Pneunonia

'83 Oct. 22 23 24 25 2 27 28 29 30
Antibiotics —J _ CFIX__ 200mgx?7 —
39
BT (C) 38, /\/\/\/\
37|
36
CRP 6(+) (+)
WBC 13,500 6,000
Neutro. (%) 92 64
ESR( /h) 60 3
Isolates from Normal flora No sputum
. ﬁ Q ﬂ Q
Fig.25 Case 9 42y.0. M.
Clinical diagnosis:Chronic bronchitis
'84 Feb. 20 21 22 23 24 25 26 27 28
Antibiotics [ CFIX _ 200mgx2 ]

38

|
B.T. (C) 3] \A/V\/W

Volume of _ ————

sputum

CRP 2(+) MIC (ug/ml) (-)
WBC 4,600 CFIX CCL CEX AMPC 4,400
Neutro. (%) 57 105: 005 156 125 039 44
ESR( /h) 39 10°: 005 625 100 039 3
Isolates from H.influenzae ( # ) Normal flora

sputum

Table 2 Cases evaluated for clinical efficacy

o Name Clinical diagnosis
. Age Sex BW. Underlying disease
1 Pneumonia
32y F 45
Pneumonia
2 Bronchiectasis
38y F 50 Sinusitis
3 Pneumonia
59y M 44
4 Pneumonia
3ly F 40
5 Pneumonia
33y F 48
6 Acute bronchitis
%y M 64
7 Chr. bronchitis
8y M 46
5 Chr. bronchitis
ay M 64 Chr. sinusitis
9 Chr. bronchitis
2y M 49
10 67y F 3 Chr. sinusitis
1 Old pulmonary tbc.
62y M 51 Pleurisy
1 Chr. bronchitis
By M 65 Bronchiectasis
3 Chr. bronchitis
2y M 65 Chr. sinusttis
14 Chr. bronchitis
80y M 55
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after administration of CFIX and its results

Daily dose Isolated organi i
: ganism *| Side effect
100mg X 2 Normal flora 8,500 2(+) 30
(1) oy )| Moderately 1
l4g Normal flora 5700 () 17 improve
100mg x 2 Not done 9,300 4(+) 30
(1d) , Loy )| Moderately
14g H. influenzae 5100 (+) 30 Eapiet
200mg x 2 Normal flora 13,500 6(+) 60
) p | | Remarkably) gyl
2.8¢ No sputum 6,000 (+) 35 SUPICY
ZOOFIIE)XZ No sputum 9,900 2( r—) 210 Remarkal;lg ) )
IMProv: H =
2.8¢ No sputum 4,100 (—) 6
200mg x 2 Normal flora 7200 3(+) 45
(1d) Loy ) | Remarkablyl )
2.8¢ No sputum 3500 (+) 14 prov
200mg x 2 Normal flora 7000 (+) 15
(7d) l | | | Not changed| (4+) (-)
2.8¢ No sputum 5700 (-) 7
100mg x 2 No growth 7,400 2(+) 42
(7d) J o | Moderately )
l4g No sputum 8300 (-) 15 P
H. influenzae (4) (£0.0125)
100mg x 2 P. aeruginosa (a few) 6,200 2(+) 47
(5d) | ! | | Not changed| (—) =)
1.0g H. influenzae (a few) 4,700 3(+) 45
P. aeruginosa (a few)
200mg X 2 H. influenzae (#) (0.05) 4,600 2(+) 39 )
(7d) ! ! | | Not examined | (4) (=)
2.8g Normal flora 4,400 (=) 33
200mg x 2 H. influenzae (#) 10100 2+) 25 ,
g]g) H inﬂuenzae (a few) 7300 (i) lll LEL o) =)
%8 S. preumoniae (a few) J
S. aureus (a few) (25)
200mg x 2 ; 8300 2(+) 51
70 H. influenzae (a few) || | |Notexamined| ()| (-
28g Normal flora 4600 (=) 36
200mg X 2 Normal flora 8,800 (+) 46
8d) Lo | Maderatel | )
32g Normal flora 7700 (=) 25
200mg x 2 H. influenzae (a few) (0.025) 7200 2(+) 38 )
(14d) ! ! | | Not examined | (4+) (-)
5.6g No sputum 3900 (+) 21
200mg x 2 Normal flora 12,000 6(+) 53
(8d) ! } ! Not changed | (—) (=)
3.2g Normal flora 13,100 6(+) 115
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Table 2
Name . : ; Daily dose ;
No. Slmlclal_ dlafn051s TR lsolated. organism
Age Sex BW. nderlying disease Total dose (MIC: ug/ml)
U. M. 200mg x 2 P. aeruginosa () (25)
15 Chr. bronchitis (14d)
55y F 43 5.6g P. aeruginosa ()
K. M. 200mg x 2 Normal flora
16 Chr. bronchitis (7d)
6ly F 55 2.8¢ Normal flora
Y. H. 100mg x 2 K. aerogenes (0.05)
17 Bronchiectasis (9d)
6ly F 54 1.8g Normal flora
S. M. Bl et 200mg x 2 K. aerogenes (#) (0.2)
18 Chr. sinusiti (8d)
2y M 56 - SINUSILS 28g Normal flora
F.S. 200mg x 2 H. influenzae ()
19 Bronchiectasis (8d)
62y F 43 2.8¢ Normal flora
N.N. Diffuse 100mg x 2 H. influenzae (a few) (0.025)
20 panbronchiolitis (7d)
52y M 52 Bronchial asthma l4g P. aeruginosa (a few)
K. L Diffuse 200mg x 2 H. influenzae (#)
21 panbronchiolitis (8d) !
3y M 53 Chr. sinusitis 2.8¢ P. aeruginosa ()

* (#):Excellent, (4#):Good, (+):Fair, (—):Poor, ?:Not evaluated

Table 3 Clinical response with CFIX in respiratory infections

Clinical diagnosis No.of Excellent GoodEFair Poor Not Efficacy rate
) : evaluated (%)
Pneumonia 5 2 3 100.0
Acute bronchitis 1 1 100.0
Chronic bronchitis 10 1 5 3 66.7
Bronchiectasis 3 2 100.0
Diffuse panbronchiolitis | 2 1 1 50.0
Total 21 3 12 1 3 2 789

Table 4 Bacteriological effects of CFIX regarding to various isolates

No. of strains Eradicated  Decreased Persisted
S. aureus 1 1
H. influenzae 8 6 2
K. aerogenes 2 2
P aeruginosa 2 2
Total 13 9 (69.2) 2 (154) 2 (15.4)

( )%
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. Fig.26 Laboratory data before and after
(Continued) administration of CFIX
WBC CRP ESR | Chest X-P |Bffect| Side effect
Remarks RBC (x 10*/mm’) PLT(x10*/ mm’)

7900 (+) 100 .

l ! | | Not examined | (—) (—)
6,800 3(+) 138 50— | )
9700 (=) 25 . \\\\

! ! | |Not examined| ? (—) 500 35
9100 (=) 29

. 50
9,900 (-lk) 4l2 Slightly ) O 45 \ 30
7000 (=) 30 improved
400 25

9400 (+) 26

! l | | Not examined | (4) (=)
7,700 (=) 4 350 20F
4,000 (=) 50 )
4 2%0 (i) 3l4 Not examined| ? =) Before After Before After

7,5?0 2(+) 63

! | | Not examined| (+) (—)
6,400 2(+) 44

11,000 3(+) 72

! ! | | Not examined| (4) (—)
7900 (+) 1

Fig.27 Laboratory data before and after
administration of CFIX

GOT(mU/ml) GPT(mU/ml) Al=P(mU/ml)
300
50 50
250 __—-—"":
40 40
200 et
30} 30 L
150 é
20 20
100 =]
10 10
— 50}
Before After Before After Before After

&, FBERES L UBBERE S ERL, ZOHBE
Fig.26~2812 7R L 1o AFIOBREIC L 2EIFAB LV
ERREE I, BCEFaAvonsrols,

I & E S

HEE L LESERTCEEEROTTH £ 7 2 AR
RAROBRKIZEL VS, ZOERIEHAL7 = 4F

Fig. 28 Laboratory data before and after
administration of CFIX

BUN(mg/dl) S-Cr(mg/dl)
25¢ 25}
20 ——/‘_—’7 2.0
P

15 15

10 1.0 %
5 0.5
Before After Before After

THH, BOHY 7 2 2HIOREFEIILPEN TV,
BB, BEMRO¥ 7  ANRF LR
XhT&l,

SE, FLIAEESALROAY 7 A RHEH
Cefixime (CFIX) i, fEROEOAL7 x ARPR=
V) L RERCHEL, RED LT 7 I —EIIKE
T, 77 ABHES L UREREICLEELTE A7 b
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VERL, L7 7 LREEECH L TERALREN
ET 0L SN Tw5,

SEFER, FEEAFTIRSEBLOT, 3T
HROEF L WEOR -7 7 ¥ L %4 # CXD, CCL
BLUAMPC #13U», E§AS EREMA -G8 E
Al e tiEER E LT, Bk, SEEKSERD LU
BHEDEE N T 2MBEN LRI L. 77 LMK
BieBw T, S.aureus ZxtL TIZLCEL 72 9 E&S
TELEY, S.epidermidis 28U T & ZIZEHKH R
HEWMTH- 7208, S.pyogenes, S.pneumoniae \Z ¥t
LT, BOFFTAMPC X Did% 3 b D0 CXD,
CCLLD bEh, pRVBHFAAENER LT, &12
PR BEIEIC BT ZOREMEE L TOREEII OV T
RV % B S S VS, B.ocatarrhalis XL T, il
OEOAY 7 2 ARTAER LD S BN HEN
2RL, EREED BT 78 v —YEEKDAICOW
TR LEETIR, AMPC & D B IcBRI R
HT, 779 7v—XiINT2RERERL T,
7o L BEMHEREBECHL TR, E.coli, K.
pneumoniae, K .oxytoca, H.influenzae, P.vulgar-
is, P.mirabilis FC3AFIEALTENERL, b
DEORA+Y 7 = ARZEH ML &3 C.freundii,
E . cloacae, S.marcescensZEIZXL THhi ) DME
HERLZ, BCPRBFRPECBVWTIESHEINS
H .influenzae =3t L T, HRENIMEHEHI LA 6N
T, BTN H0.05ug/mUTOMICETHY, »O
S.pneumoniae (Xt L T HEN MICfEZ#RL I 2 &
13, BER W UIRPEFEOMRBBLFECH L TEHR
RORAY 7z LB EHfFE NI,

2 BOBMETERRAEBE I, FH200mg & B0
BEUIBEOMT B & VEENEE #85T L7, Cross
-over I & BRENIITh Ao 1288, 1613 ZRE8C,
i 1 Flix BB KRS L 2BO T EE iz, ZHIHES
BT 5% 2 BFEIE 1. 16ug/ml, 4 BFEIBICE—7
fE1.21pg/ml 2R L2 DWCH L, BRBEZREDOHI T3
5% 2 BRIE1C0.23ug/ml, 4 BFREIE 1. 76ug/ml, 6
R HIC E — 7 fE1.88ug/ml DBITRRL, BEOE
Bl L0 BET AEALALONT, LoL, WTh
bMPBEORG IR, &5%8HMBIIC H0.618 &
U°1.86pg/ml, 10BEIEIZ $0.44ug/ml &£ BVBEHFE
Oohle, —H, BERNBER, 26l bR 2BEE
BERCESNLI LD O THERRE (0.04ug/
ml) UTFThot, 20 6DIERIZ K. ozaenae, P
aeruginosa 137z 2.9 (+H) ~ (H) B i & h 5 Fefge B 4
BITH1:05, TTEHRELLCNSDEIC L 5TE
E2W20Tit, KEIDF—F7 79 7—EINTHEE

BhosBEEZICLL, CLAKROBEBTHE S
BHRERCEELH -7t EZ oM, SERBRALR
HABLETHA ) LBbhl,

AUREIR]L, MAS, BYESEIROANKE
10, [EXHRES, UEAMAMAKEXL 2024
DI BRELAE S, AF|100~200mg 1 H 2 E, 5~14
HRERO®RS L 258 0BKRMERR, B33, G312,
POER, EH3I, HERGE2 T, ZOEHFIIB.9
%Thotz, HEACAS L, BUEFHBEEDL TIZ
583 RTERERTHTH > 2 HEWULOBERT,
BREOIABIC B TERLHESED S hl:, SER
PIEICB LTI, ARUREXRD 1B3EHTH-1-
25, MO TRERPECB VLTI, [SEIMEED 2
FlRuTn OB TH->2 b 0D, BHREILDAY
WEGITIX 9B 6 Flps, UFARAMAREIL T2
Bl 1 FIBRUEORERTH -7, UEDRER, %
DHETELRBETIID B, HRBIHA TEREY
BEFLLREEE LT, BHRL2EFOTERNNDBT
HOREP, MRFI TR T RTEERNTH- 120wt
L, BUHKEIAGITIXI06 6 FlHs, U xAHR
HREXRTR2BVT RO BPEFETH - LY
nBEZ SN,

DEEEAMNCHB E, S.aureus D 1 BEITEBHRELL
BT, &5 H.influenzae & RIREICEE O 2 8H X h
THh, FHO MIC 1325u4g/ml THY, BRELLT
DERRYRVHD LBbhlH, BREZBIIIHEELE
RS OB TH- 72, BEBRFICHBEENLS.
pneumoniae D 1 #RIZ DOV TiE, MICR2HIEL Twi
moleh, BEENC DR CBERNICIENTH > IE
BlThHy, ZORKEL L TOBEZERTHTH 2, 7
7 LABMBREICE LTI, in vt B AHENOR
Br X SRBL, H.influenzae = >\ T iz MIC %
ELRABRTROTR 0.05ug/ml ATOET, 8%
feEMNHEEL, 2HBLTRY (H)~(H#) » o KE
NEBY LT, %12 K.aerogenes D 2 BRICH L Td,
FHID MIC{#130.058 & 1°0.2ug/ml T TR HEE
Lo UL, KEIBEHEEZ 5N B P.aeruginosa
D2RIIMICHELELTET, LrbE5ERLICL
Kot Ent,

FHREGIC L VESHTHo 12 36 (FEFIS, 14, 15)
WKOLTRE L7, ERIS 1, B5&A100mg, 1H2
BORSTHY, BEABITEE LEX bbEhIRS
Envumotb0EBbh, BRELEZSNIH.
influenzae 1%t 3 A% D MIC fE $ 0.0125u4g/ml AT
OSBRI E EEo1, ARlIRZ O&EOEOFT
bUESADT, BEEAT /7)) 3y FRRERIORE



VOL. 33 S-6

CHEMOTHERAPY 457

Bic L D&EL 72, FEFI5IE P.aeruginosa O »H% H
SEIhTBD, KFOMICEIZI0°#EEICB VLTS
pg/ml £ & EMTH - Fons, FFIFERICTYH
#att Tho 1z, EFIOVTIE, BAELTHT,
314 VARYA I T I AREOBESLIHETE T,
EHOEREZE S I LERh o105, o 28lbbb
TN HEHO 3 FIBMHREIREF TH -1 2 L
»oEZSLE, EHEOBMETEREER L TP
ROEOEE L TORAMH S LD EBbNrz,
PEOBEL W RFNL, SoafiRInEO0fE7 =«
LAEFEHICCL, CXD 8 & Uf Cefadroxil (CDX) %
CHART, BEOERER - BRRHIBRETEE ©° THEL
TY, BEBTHCOCESRHZ OO, EREW -
FiB & CHEEARE» S AN, 1 H2E RS TE
R BRE 2 Ul & L BE 2 o L IEPERE DM
BREFCHL T, BEAB L VERREEREE DL
{, BREORY 7 = LRIER L L THIfN L T3
LD LBEbhr,

X #
) BIEAFCFREF2RAFLRLFR: > Ry

2)

3)

4)

5)

6)

7

8)

v FKO027, 1984 (Hix)

Kamimmura. T.; H. Kojo, Y. MATsuMoOTO, Y. MINE,

S.Goto & S.KUWAHARA: [n vitro and in wvivo

antibacterial properties of FK027, a new orally

active cephem antibiotic. Antimicrob. Agents &

Chemother. 25: 98~104, 1984

HAEEREF 2 MIC/NERS B/ EHIRILBE
(MIC) #l E 5 & 3T 2 2 \» T, Chemotherapy

29 1 76~79, 1981

WAE=: 37074 3 »FRE (MIC2000) & &

% M &% % A B, Chemotherapy 30 : 1515~

1516, 1982

IOE=, fib: %Ki X 5 p-lactam RITER DO AFIE

{EH %, BHAEE 55 - 902~909, 1981

HE S, fib: Cefaclor I2B83 2 HBEM - EERAIWT

%%, Chemotherapy 27 (S-7) : 320~333, 1979

HEF S, b Cefroxadine (CGP-9000) =Bi¥ 3%

HPEH - BEKAOPTZE, Chemotherapy 28 (S-3) : 291
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFIXIME,
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Fundamental and clinical studies on cefixime (CFIX), a novel oral cephem antibiotic, were carried out with

following results.
1) Antibacterial activity : The in vitro antibacterial activity of CFIX was tested by the serial microbroth dilution
method using MIC 2000 system (Dynatek Co.). The minimum inhibitory concentrations (MICs) of CFIX against
total 1,130 strains consisting of 28 standard strains and 1,102 clinical isolates were compared with those of
cefroxadine (CXD), cefaclor (CCL), amoxicillin (AMPC), cefazolin (CEZ), cefotiam (CTM), ceftizoxime (CZX),
latamoxef (LMOX) and piperacillin (PIPC).

CFIX provided very potent antimicrobial activity against gram-negative rods such as E. coli, Klebsiella spp.,

Proteus spp., H. influenzae and S. marcescens. The drug was also active against most of the cocci such as S.
pyogenes, S. pneumoniae and B. catarrhalis except Staphylococcus species.
2) Serum and sputum levels of CFIX : The pharmacokinetic study was made in two patients with chronic
bronchitis. Serum and sputum levels of CFIX were measured by the bioassay method in the patients given orally
200mg of CFIX. The peak serum concentrations were 1.21xg/ml in one patient and 1.88ug/ml in the other at 4 to
6 hours after administration. The peak sputum concentrations were under the detectable limit of measurement.
3) Clinical evaluation and adverse reaction : Twenty-one patients with respiratory infections (1 with acute
bronchitis, 5 with pneumonia, 10 with chronic bronchitis, 3 with bronchiectasis and 2 with diffuse panbronchiolitis)
were treated with 200 or 400mg of oral CFIX daily for 5 to 14 days. The effectiveness rate was 78.9% (excellent
in 3, good in 12, fair in 1, poor in 3, and not assessable in 2).

Hematochemical tests, and renal function tests were performed before and after treatment with CFIX. No
adverse reaction of subjective and objective symptoms or abnormal test values were encountered.



