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Cefroxadine (CGP-9000, CXD) (€D 3T, WK/ 250 EIEL, BT, WH

FRRYAEIC T B MR RE RN Lo

EERERICE ORIE LT HRBMD S. aureus, E. coli, Klebsiella, P. mirabilis, P. vulgaris
® CXD iChtd 2 MBMHAHEO L — 713, 3.12 #g/ml, 6.25 ug/ml, 3.12 #g/ml, 6.25~12.5 #g/
ml, 100 #g/ml Pl LicEhZnBw S, S. aureus T 5 CXD i1z CEX &i2i2E%,
P. vulgaris {txt3 2 CXD @iz CEX X094 5h8, E. coli, Kiebsiella, P. mirabilis {C
w45 CXD 0@z CEX OREHDIHIZ2 £ MBS,

LMTEEER 76, SUEAEIR4P, BREESLKEXRELA, AEBRR 16, H13HIC
CXD %1 H750 mg (1#DAi31,500 mg) #5 L, HRI0H, PPHELH2 6, E3h1 AORK

@ BfERRECICBDShIED o7,

=z 4 2 CIBA-GEIGY #iCHWLTAKE hic H O
Cephalosporin #& i 4= # K Cefroxadine (CGP-9000,
CXD)78-(D-2-Amino-2- (1,4-cyclohexadienyl) -aceta-
mido)-3-methoxy-ceph-3-em- 4 -carboxylic acid’™¥’
KoL THKSBEICT 3 HE 5% Cephalexin
(CEX) L it 2 &£ & biC, ABRBBREICHT 2168
BHERFMLLOT, 2ORKERET 50

1. ® &h

1. BFexsis s ICHARE

HHEOFBE L D8 L7z S. aureus 318k, E. coli 31
¥k, Klebsiella 26%%, P. mirabilis 30%%, P. vulgaris 15
B CXD K xtd 5 mEZHEHEL, RNICRIE L
CEX (T 9 B Stk & Bk U/co 7SBEMERHKE LT,
S. aureus 209 PJC £ X ¥ E. coli NIH JC-2 X495
CXD & CEX o f/REMHIEEE (MIC) % Rk ICH
EL7co BZMORIE HACEREESESEEICAD
HIA (Eiken) ZML>7/c BRERMREICLDITL, #
Mg B2 Trypticase Soy broth (Difco) —#ILREHK
ZEHEOEE L, TD 100 ERMRED 2 BPEICDONTHE
ML 720

2. B #i

S. aureus 209 PJC {tx4d 5 CXD o MIC 3EH%
Hi, 10055 R ik 8 & $1C1.56 #g/ml %7RL, CEX
O MIC (3EH#ERET 1.56 #g/ml, 100f% HRKEET

0.78 ug/ml %R L1710

E. coli NIH JC-2 ic#t3 % CXD @ MIC {2fifiss
i, 10045 R M & biC 6.25 xg/ml 2 RL, =
CEX @ MIC [2/5HEHM, 100{5HRMEM : biC12.5
#g/ml 2R U7 ) (

ma o CXD 51U CEX Kxtd s8Rt
{2 Table 1 ICRTEEBD T, S. aureus D BEZTULE
De¥—7i2 CXD {Txt LTt B k&R T 6.25 ug/ml
I, 100fEMR AR Ti33.12 #g/ml iILBH S h, CEX
g 2BZHAHFEOL — 7 EENBDONIID SN
E. coli, Klebsiella 13 & UFiC P. mirabilis @ CXD {3
THRSUAMDOC — 7 EKEREOEES, Thehsd
ug/ml, 6.25 pg/ml, 12.5 pg/ml CB»HSh, CEX K
B EREZHAED C — 7 LOMICERBD SLEbo
Fot, 100f5MREM OB AICIE, CXD iIcxtd 2RI
BEOC -7, ENE N 6.25 ug/ml, 3.12 sg/uh
6.25~12.5 ug/ml LB ¥ > h, CEX ICHT 5 B
SO —7 12.5 #g/ml, 6.25 ug/ml, 12.5 #g/ml I
BN TIEOEAR Utzo P. vulgaris 15 ko 14 #kid FH
BN, 100f5FIRBHEHRS, & dic CXD CxLT10
ug/ml P EOWH AR Licdt, CEX 3t LTiRISKH
9#kiz, 12.5~100 rg/ml DRZHMNED SN

KEEUO M4 OEikkD CXD & CEX {Cxd A%
PEAEBER Fig. 185 ICRLAE B0 TH B

|
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Table 1 Susceptibility distribution of clinically isolated bacteria to CXD and ccphalexin

e T .
Inoculum* MIC (pg/ml)
Organism | Antibiotic | . T -
" size | <0.1/0.2[0.390.78f1.56 3.12 [ 6.25 | 12.5 | 25 | 50 | 100 |100<
- 1% 7 |22 T T
, CXD
0.01% ‘ 1
S. aureus CEX ix | “““f‘ft" "'%“ 15 T T \ 1
0.01x S NN N [ &1 0 - U SO IS B I 1.
i , 1% ol 70| 1] 4
CXD | 0.01% - SN T 20 O O A T
E. “{" CEX 1% 1] 21 9| 14| 371 1
; 0.01x e S| a2 | 1] 2|
i 1x s 0] 9| 2 2
CXD | g,01x 7 | 5| 21 "] 1 1
Klebsiella X - - 15 6 3 2
CEX :
, 0.01x L 5 | 18 | 1 1|1
] X 0 | 2 | 1 7
. CXD | ¢.01x - 0 | 1| 1] 1 17
P. mirabilis CEX 1x 1 | 19 1 1 8
-, 0.01x | 1| 2 | 1 8
IX 1 14
o CXD
P. vulgaris 0.(1)1;:( i 1 ig
CEX | p.01x 1] 3] 41 11 6

* 1x : Non-diluted pre-culture, 0.01x : 100 x diluted preculture

Fig. 1 Sensitivity correlogram between CXD and cephalexin

— 8. aureus —
ug/ml | Hg/ml
>100 >100 |
100 100
50 50
% 25
12.5 12.5
X C . -
5 6.5 #h % 625
3.12 W] © 3 it
1.56 1.56 ERE
0.78 200P 0.78 o
0.39 0.39 209P
0.2 0.2 ] T
soal - - (Inoculum size : 1 X) <0.1 (Inoculum size : 0.01X)
L1111 I
01 039 1.5 6.5 25 100 pg/ml 0.1 039  1.56  6.25 25 100 pg/ml
02 078 3.2 125 50 100< 0.2 078 3.2 125 50 100<
CXD cXD
II B§ KK RX #& Pl T ~XT1EIR 250 mg 53, 1A 3[E, HA&%ICRO

L HRRERILS CICHERE

WBR54E 1 H & b 2 BiThid TEUAR S & OB R
AREZL L e mtEER 7 B, SHSEXR4H, &
REMSLQEXWE 1B, SEBR LA, HI3HC
CXD %85 L7,

Table 2 jc CXD 55t R 5E FO K B4, ERE,
CXD B5@, HR1LS FICRWERE—HEER L.

CXD o5, /1112 1 [E8& 500 mg 53, MOE

#5L7o

BRBHROHFEICE LT, CXD R5MLi%EHbHT
EPDICEROHELERL, 3 HURNICHKA ELTDE
ROW& LI BAEESR, CXD RE LK VEROKE
ZRUIH, ERBERICLBYUEEZBELICBAZPPE
%h, CXD #EILX > THERDKED BH S NIilE
AR S BRHRAEHE Lz 15k, CXD #5iCk
ZFEREOMEREL LT, MEENHRLHUE L
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Ifig. 2 Scaositivity correlogram between CX1) and cephalexin
I, coli
Hg/ml Mg/ ml
>100 . >100
100 . 100 t
50 . 50 .
25 ofe | 3 20 | .
12.5 NIH JC-2 ~apof8 | 8 12,5 NIH JC-2 ~] ] .
w 6.25 t %5 6.25 L]
C 32 © a2 .
1.56 1.56
0.78 0.78
0.39 0.39
0.2 0.2
Unocutun iz 1) (roclum site 1 0.01X)
$0.1 039 1.5  6.25 25 100 #g/ml 0.1 039 1.5 6.2 25 100 pg/ml
0.2 078 302 125 50 100< 0.2 0.78  3.12 12.5 50 100<
CXD cXD
Fig. 3 Sensitivity correlogram between CXD and cephalexin
—— Klebsiella —
Hg/ml pg/ml
>100 3 >100
100 100
50 50
25 . 25
12.5 1 + 12.5 J
E 6.25 R AR % 62 2
© 312 © 312 s .
1.56 1.56
0.78 0.78
0.39 0.39
0.2 0.2
<0.1 (}noctjﬂum lSllel~ 1 Xl) <01 iIncc:lurnl sizeLI TX)]
£0.0 039 1.56  6.25 25 100 pg/ml $0.1 039 1.5  6.25 25 100 pg/ml
02 078 312 125 50 100< 0.2 0.78 312 125 50 100<
CXD CXD
BIEMB RO UER, AMEEREEOBE®ELZL T DR TH 5120

fTotco 7235, 40D CXD #5 g3 T XTHEND,
KD 7% CXD R5.CHE S BRREBOE®IC DL
TREIBRHETDRD 50

2. K #

CXD #E5ICL 0 Eo 0IEREKZRIE Table2 {T/RL
feExh, BUERERTR7HDEHSFl, ©PHER2
B, BHSEXR4FITIFELD, 1 HIESD, BRIt
STREXWED 1 FlaFR, BEBMRD 1 H3F%

CXD %54, FRELHBLEERAZIIADHT
ot LK EX LD Klebsiella & ZBHRO
E. coli (3 & biCisk, att5iags 5 H. influenzae i3,
CXD BE#OMBRHEETOEE D >0

1535, CXD #8510k D, K MICH MEFEMC SR
REWRDRIGI: Klebsiella € & 3 2858K 5k GEAI)
12, CXD #54i, Ampicillin Q5L H—FEHL
fohs Ampicillin #5001 1% FERBER 2 HTOLBET
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Fig. 4 Sensitivity correlogram between CXD and cephalexin
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x 6.25 . »x 6.25
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CXD CXD
Fig. 5 Sensitivity correlogram between CXD and cephalexin
—— P. vulgaris —
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312 o 3.2
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0.2 0.2
(Inoculum size : 1X (Inoculum size : 0.01X)
s0.1 Lo L g 1 1 0.1 I 1 1 1 1 1
, S0 039 156 6.5 25 | 100 ug/ml 0.1 039 1.5  6.25 25 100 pg/ml
0.2 0.78 3.12 12.5 50 100<

' 02 078 312 125 50 100<
' CXD )

»b, —%, CXD |/HTH o/ H influenzae [T LB
AMMEXA (ML) 12 CXD duks% Amoxicillin
RECKEL, HHORMER .

PLEIBERIC BT, 1WIhd B ORIER 22
(BHOALDd ST

L 82 50CER
BEORO+7 oz # ) v Ritk%K, Cephalexin
® Cefradine jCH; LT in vitro 1525 KT in vivo 3

CXD

BB UM E IR TS CXD29 ITD0
TRAEMZ 720
EIR MR @ CXD iTxtd.2 BRBHEAHEERIEL,

RIRHCRIE U o CEX T34 2 RS 4y i DERAR & ol
L7ze S. aureus T34 5 CXD & CEX o#ngihiciz
Fah PENBEDONIZ o 72 h8, E. coli, Klebsiella, P.
mirabilis |3 CEX X b, CXD D521 BBEIRE TR
BHHMHIEINZEENS L, EICERERODIINE
AL, CoEmMRL BHS5Nico TEbb E. coli,
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Table 2 Clinical results with CXD
o lolo T Underlying disease] o~ . [Administration (Ciini- | -
g:g go(}?; Clinical diagnosis conil;liic:rtion S?:;:tils‘;: C;)(D oﬁ::l , gf?sct:t f&‘i’cl
{ R mg days :
1|13/ f| Acute pharyngitis - ? 250x3x3 | Good 2 T -
2 19/m ” - Q ” Fair 2 -
3 34| £ " - ? " Good 9 | -
4 43| f ” Aortitis syndrome Q? ” Good 9! _
5 148/m ” Gastric ulcer ‘9. ” Fair 9 -
6 (61 f ” - ? ” Good 9 -
7 (28 f ” Gall stone 9. ” Good PN -
8 [29|m| Acute bronchitis - 9 ” Good ? -
9 [24|m ” - Klebsiella ” Good | Eradicated | —
10 |33( f ” - ? ” Good 2 -
11 |16/m ” - H. influenzae 500x3x3 | Poor 9 —
12 (16/m|Infected bronchial asthma| Bronchial asthma ? 250x3%5 | Good 9 “1 -
13 |52/ f | Acute cystitis ' — E. coli 250x3x3 |Good | Eradicated { —

Klebsiella, P. mirabilis [Zxt3" % CXD D@ sz CEX
DHEHEL DT SNTHRARL ENBDHONI. 5% P.
vulgaris (3, BEREROLILHLBA CXD kb CEX
Zxt U TR DR 2R T BB EE L 1o
SHEEAR 7 Hl, SURIEXR4H, BREESLR
BEXWE 14, SaMEER14ic CXDEXELT1H
750 mg 3ENCSHF TROKS L, 2REEIERERS
Lfco 4E CXD o 5xRE LIEMIHLIT N BE
PITH ot i, RYUMEHARDS 5D 3 H ER 1~
3) MM, BAELSEOERDGS v 4 v R BEROTHE
PSR REINERREOHICE L TPPAREY &
bEZONBERTH o/ COLDITHERE LIAER
DEL T, IR BREBERERT TGOS KR
TH o717z, CXD D zRYEIZ, REMBE DY
THEPLIEROREERL, 3 BRRICHKAELTO
FERDEK LI BEEH%), ERMKIC4EDEAEL
HEARPPERNEHET S L E L. CORRE, K
BRIGELPIER IR, POEH2H, BH1H, R
BRYE 1 FlIBFROBRNB Y S Ni. ik, A%S
HEXRT1H1,500mg BELZSLLOSTE/HTHH>
7153 H. influenzae [C X BABHTH Y, KFOHE
2RI+ ADOELIT, YROBREGEI SN
4B CXD % 5§31 8 750mg, 3 AME2bHT
DRG0, BEFRICET 2 BKREEO LB
R LISDofctt, LIEKTHO BMBERICA SR
0, CXD 55 BIERRMASBH o isd > 7o

CXD R EOXTHH, £0HSHKIT PEERIT
IKIREZINZ LEZI SN2, UEBShi-R#Ly,
DI L OBEBRPIEICH L Ti2 250 mg 531 H3ED
BREILLY, DROOEBHENBONIODEELS
itz

(RRXOERE27E A RAEMELLBLLED
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BASIC AND CILNICAL STUDIES ON CEFROXADINE (CGP-9000)

Fumio Miki, Kenji KuBo, MicHIHIDE Kawar,
KeNj1 TakamMaTsu and Masakazu Kouno

The First Department of Internal Medicine,
Osaka City University Medical School (Director : KENZO SHIOTA)

The antibacterial activity of Cefroxadine (CGP-9000, CXD) against clinical isolates was microbiologically
determined, and also its therapeutic efficacy in infections in the field of internal medicine was studied.

The peak of susceptibility which CXD has shown, with a small inoculum size, against S. aureus, E. coli,
Klebsiella, P. mirabilis, and P. vulgaris isolated from pathological specimens was distributed at 3.12 xg, 6.25
ug, 3.12 18, 6.25~12.5 ug and above 100 #g per ml, respectively. The antibacterial action of CXD against
S. aureus was almost equal to that of CEX. Despite its less potent activity than CEX against P. vulgaris,
CXD was proven to be about twice more active than CEX against E. coli, Klebsiella, and P. mirabilis.

A dose of 750 mg of CXD daily (For one case, 1,500 mg daily was given) was administered to a total
of 13 cases consisting of 7 cases of acute pharyngitis, 4 cases of acute bronchitis, 1 case of bronchial pne-
umonia associated with infection and 1 case of acute cystitis. The clinical responses obtained by this drug
were effective in 10 cases, slightly effective in 2 and ineffective in the remaining 1 case. Any specific
adverse reactions were not observed.



