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Cefroxadine (CGP-9000) izPMB¢ 3 Kty HRIKKHA

WA W-EBIH— KRBEX
EAKBT - RRBAM - 4%
WOb KA Ul MR B R AT N

L AMEN7-MOD Cephalosporin 7 4 2 &, Cefroxadine (CGP-8000, CXD) iL21>T
BAER S MR IS 03 B UK ) & BRER RO R DR E1T 5 720

AFIZ, MADS 5 LN - 75 AREEMIC T LT NS S hice MIC £ CEX &
et 2L, S aureus LTIt ~AREWBELKIMN LB, E coi BLY K. pneumoniae
I LTiz CEX &12iZAME, Enterobacter 1Lt L Tid&#H, CEX & bICRHTH o7

AFID 1~1.5 g/ A £ TER B MG 7 M5 L CREEHE 2 PICEORS L, BEKHRERML
feo FFRBBYETIIHENSKA LI 1 AR 6 ARPICBOTEHTS >fco REBBRET

2 1RES, 1AMEHTHD, BDTRIFUERHRIES N
EWER # KUBMKREMTRAR LRI 1 ASBH SO o7,

Cefroxadine (CGP-9000, CXD) ¢ CIBA-GEIGY #:
CHRINLIMCA ¥ v EEZBALLFLLEO:
7702 Y YHTHBY,

AHizr 7 B S XCBREBICE XKLL <7 b
sa%2HL, ROBENNZCLIROLERHERAERTA
KHoBELHIVY,

SE, LS REAFD, & L TIRFRBEROBKS B
e+ 2 RBEAHBE N ZRE L, Cephalexin(CEX)
# & U Cefazolin (CEZ) tol&%EfTo> L & biC, IF
BERYE 76, REBRIE?2AICKHERE LEBKY

BAPBLAOT, EOHMERET 5,

1. KMEAHES

REEAR REEERE (MIC) ORIE{L¥RE
POEMIEIC & 5 ERXERAEREICLDIT oo MEE
& L TCephalexin (CEX) 3 Xk UF Cefazolin (CEZ)%H
U720

X7 FORBEOBRKEAELZEKICHT S MIC |
Table 1 {ZRL72Z & <, 10 cells/ml HHDIEA, CXD
T3 6.25 ug/ml [ ¥ — 2, CEX X b 1BE,

Table 1 Sensitivity distribution of Staphylococcus aureus to CXD and

other cephalosporins

1) Inoculum size : 10*/ml pg/ml
T MIC 10,10 0.20 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 | 25 | 50 | 100 |>100
CXD 2 6 3 1
CEX 7 2. 1 1 1
CEZ 5 2 1 1 1
2) Inoculum size : 10%/ml

pg/ml

T MIC <0.10[ 0.20 | 0.39 | 0.78 | 1.56

3.12 | 6.25 ‘12.5 25 ‘ 50 ll()() >100

CXD 1
CEX
CEZ 6 3
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Fig. 1 Cumulative curve of cephalosporins
against Staphylococcus aureus
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Fig. 2 Correlation between CXD and CEX
S. aureus 12 strains

>100 1
100

MIC (mg/ml)

25

6.25 711

CXD

1.56

=0.10
s0.10

100 >100
MIC (ug/mil)

0.39 1.56 6.25 2

CEX

Table 2 Sensitivity distribution of Escherichia coli to CXD and other

cephalosporins

1) Inoculum size : 10%/ml ug/ml
MIC | 5.10/ 0.20 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5| 25 | 50 | 100 |>100

CXD 1] 1| 21 3| 3 1] s
CEX 1 1| 3] 4] 2| 1 5
CEZ 1| 1| 2/ 2| 3 3| 5
2) Inoculum size : 105/ml pg/ml
MIC | <0.10[ 0.20 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 | 25 | 50 | 100 |>100

CXD 1 3| 6| 2 1] 1] 3
CEX 1 2 3 5
CEZ 1 3| s 1] 4

CEZ XY 3~ 4SS B TH o7z Fig. 1 12 EH
LU CEX, CEZ 0 %7 F o BREIC T 3 MIC 0
AREHBER L ODTH B8, MIC D{ER i3 CEZ,
CEX, CXD DJETH - 7:. Fig. 2 iCAME CEX 0%k
7 F OBRBICNT 2 MIC O#EMATR L. MEiRL
CHBILTWLAM, 1#%0%, CEX (T 25 #g/ml, &X|
i€ 0.78 ug/ml ® MIC %FKTHbid SN0
RO C & 2B BERIBHEL7E TRAET L 72, 10%cells
/ml BER Tt &K © MIC i3 1.56~ 100 zg/ml JI
KELEAHE LTS 10°cells/ml © ERWERTIZ A

o MIC ¥ —2i2 CEX &FEL6.25 ug/ml & >
7co CEZ TR LD 1 BREEL3.12 ug/ml [T -2
BHaohl. LL, LINWOEFTH1I7E S 5 ¥ H150
ug/ml YLD W% R L7 (Table 2), RREHE %
A% & (Fig. 3), A#|& CEX o Bikth# 221z E S
DAV, CEZ DENKENITIBEREDHFTCTN T,

Fig. 4 W KBE17#IC 3155 K #|& CEX o MIC
DA R LIzo mFlD MIC 2k < #EB L7,

I RAGE184R T B AKID MIC (3Table 3 D&
QB 24 L, 108 cells/ml 4/ C0.01 #g/ml &k
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Fig. 3 Cumulative curve of cephalosporins
against lischerichia coli
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Fig. 4 Correlation between CXD and CEX
E. coli 17 strains
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Table 3 Sensitivity distribution of Klebsiella prneumoniae to CXD and
other cephalosporins
1) Inoculum size : 10%/ml pg/ml
- MIC J<o.10{0.20 | 0.39 [ 0.78 [ 1.56 [ 3.12 | 6.25 [12.5| 25 | 50 | 100 |>100
CXD 1 1 1] s ’ 2| 1, 3| 1 6
CEX 1 S| 4| 3 2 1 1 5
CEZ 1 6 1 4 5
2) Inoculum size : 108/ml pg/ml
= MIC i i
—MIC 1<0.10 0.20 [ 0.39 | 0.78 | 1.56 { 3.12 1 6.25112.5 | 25 | 50 | 100 |>100
CXD 1| 1] o2 6 i 1 1 4
CEX 1 2 73 | 1 4
CEZ 1 1oa sz 2 | L5

BDTEHWOIESZMER U1 B2 D178 DT (12
1.56~100 #g/ml Bl FiCH & A1 MIC e =243
6.25 ug/ml iC&H >7co CEX 12X R £k > MIC 0%}

R U, 108 cells/ml DA TH25 ug/ml P FOBEEER
L7 (Table 4),

fi% 5 L7ehS, CEZ i 1.56~3.12 ag/ml IC @ — 7 IL B K A &
B io Fig. 5 D&, FHEBHIZIAKE CEX 0% 35 R AYEE 7 B, FRERRRYUE 2 D3 9 PlICAAE
LTIIZIZELDAL, CEZ K1~ 2BE EBEDS 85 UBKDREZBE L7

LR > Tio KFIE CEX © MIC (3 k< HB L7
(Fig. 6)o

Ty Fony i —4F3 108 cells/ml ERDIEA A
%), CEX & Xkt CEZ (Tt L100 ug/ml Pl EOii%

P05 28 R B ODFE 17 0D AR 3 2 b P 8 % 1 15U IRR
BAR 10, AHSERR A, EBICHSES LURE
KIRIEEH T3 b DO RREE 1 F, FEREL
PER U 2o EMREAR B K U IRER 1 gD T, 35K
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Fig. 5 Cumulative curve of cephalosporins
against Klebsiella pneumoniae
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Fig. 6 Correlation between CXD and CEX
Kleb., pneumoniae 18 strains
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Table 4 Sensitivity distribution of Enterobacter to CXD and other

cephalosporins

1) Inoculum size : 10%/ml

pg/ml

\\\\Mﬁ\gomhaooagoﬁsljs

3.12 | 6.25 | 12.5 | 25 50 100 |{>100

CXD 4
CEX 4
CEZ 4
2) Inoculum size : 10¢/ml pg/ml

~.

T—MIC l<0.10{ 0.20 | 0.39 | 0.78 11.56 | 3.12 |6.25 \12.5 t 25 | 50 | 100 |>100

CXD
CEX
CEZ

1 1 2
1 3
2 2

LEREERABRREELI SN 1 HIOE THITH B,

LhSDERMICK L AFID 1.0~1.5g/B% 7~14H
ML UREROKEOEE L, WO DHLT
RPN ORABE L. BENEOHEIKE, W
K, B, RSSO BMEER O R EEL LU LR
R, Bfak¥, Hrcll, WRDEEOHB L ELHRL
Tfiote

WAl 8R L. RERRELHET 2 BEICHEGH
RENRR, WA LFA39.1°CORM, QMKHE, &

ICETT & %2 By, K>S H. influenzae MM RIC
It AH 1g 28, 3 BHRICHBIEER DN
KBHY, RAKICKMROWESLONBERHEHEL
7o

F2hI82m . BRIBKEMEN NS0, KELRE
XULRREIC P S MBI TH 50 STCEOHBMN LY, 1
H10ml BEOKMEOREEED 5. FLERIBREK
TUELTL2NEMREO MBI B0, BKDLS Stre-
ptococcus pneumoniae KL FHRE Iht:e XK 1H
lg oRBicky, 4HEAL S HIREERORLD, %
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Table 5 Therapeutic effect of CXD on respiratory and urinary tract infections
Age Dia : Daily Clinical responses . -
gnosis and . . Side | Cligicg]
No. gr:(l Underlying disease dose(f) Organisms isolated Fever ) ESR | WBC effect | effect
T o8 U [H. influenzae (H)] 39.1 65 | 12800
1 ¢ Pharyngolaryngitis 1.0%10 1) l ) { ) Good
L : < (=) Subsided | 52 7800
82 | Secondary infection to i tr. pneumoniae 37.3 106 5300 B
i f | Bronchiectasis 1'0){14 . D. (it 36l.8 716 53l00 ) Good
H. influenzae (Wf)| 37.3 60 | 11700
3 6{4 Eic‘:iognc}:\?lcz:xfectlon to 1.0x14 ! ) | ) (=) Good
s I T o 36.8 36 6500
% 7! H. influenzae ()| 37.3 32 6200
4 ¢ | Acute bronchitis 1.5% 8 1) ) ) Good
o i N.D. Subsided
5 | 59 Secondary infection to 1.5x16 Kleb. pneumoniae 37l.3 ’{ 58?0 (-) Good
f Emphysema ! (<) 37.0 é 5700 ‘
.. 37.3 53 9300
54 | Pharyngaleryngitis _
6 f Lung cancer 1.0x14 - N.F. 36{5 518 54%0 (- Good
7 45 | Secondary infection to 1.5% 7 S. pneumoniae () ZlZ 115?0 (=) Not
m | Pulmonary tuberculosis . G(1I) 63 | 22100 evaluated
3 Acute pyelonephritis 39.1 90 8800
8 £ Carcinoma of uterus 1.0x 4 (=) ! ! ! (=) |Excellent
cervix (operated) 36.6 43 8500
s 37.8 38 5300
76 | Acute cystitis _ _
9 f Pulmonary tuberculosis 1.0x14 = y S Good
36.5 17
OBRFEED, THHHER» O HBOBE L. BHIE BRHEHELX.

HE L to

BIBlR64R LT, FMBE —RERROEMNTH 5. HB
HHERDO - vRFTRO L o INER S O BRI
5 HTRV, ICEORH, HORPMS, HFikEod
ZETTH, M OBBEEBD. BELOR H in
fluenzae M Enrco KH 1g/HBR B LD K#O
H&k, BORYOERL FLBEORE, BEHLOO
H. influenzae OEkzE Dz BREKEROREZ I HR
KEIL27 ANTEHEROLLBOSHREDO L 5 113
RERMOEB LS BRHEUWEL .

%4 B8R L. 4~5 BElH S EEEE, REAXS
D, 2HBAILSHEEESI XSk HREDITCH
BPCBLIIMBMERDICEbH oo RBTREXR
o2 TAK 1.58 DREL M. RE4BE» O
#, HOBEZEDEHEHUEL 0

E5BIHREICREEBR U SIRD L. RO
BYERIC & 0BEBEIABREREEZ T - BENSD 5,
SEOABEMUR AMPC 1g oRO85£220 Tk
FEROBEND > NTINSCTUT OB L oo K

#1.5¢/BoRECYOEA, 1 BRCER,S Kleb-
siella pneumoniae MK, BEDO R KELLDT

B6HIISAR L. B AYOERERLHRLE
ERNTH5, HEAMOFL & & 37.2~37.3CEBED
WBEsI. XX 1g/BoREIC L) WEHBEONL,
SE# AL, Em&ﬁmmﬁﬂziaro—c BHEHEL
2o

BTHRSRBETLEID» S BRROFBICEMELR
h, HROBE, BMBEMEECHRERELIATL
7eo M10BREID O, MBELZ2 L5 N RTEY
it RURREXREBMIAHEIS KO 2T CARL g/
HOBRBC X2 AREMEMBB LA, 1BHENRELEE
KRABRBIC L Gaffky IS TH 3 EBHHALR,.
Lt > THEBUOMEERRES RS BHELEELX
HoRE£d1E L. EERBIESMERREKIC S &I
bOLEZONID CAROYHRHERTOUD 21

Pk, 750 PRE RIUEC 192 KK hER
2, HELSBALL1HIERL 64 éﬂtcm:rﬁﬁb
T&H > 7 (Table 5),

IREERRYYE 2 FID S5 B D 1 flid, 3ME0HicRar
BHBRERROENTH 5. 4 EFIICTEEIEDOF
WERG, Dk, FiC2~3EaEERBORESHT
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Fig. 7 Values of laboratory tests before and after administration of the drug
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Shice RO ZIER] LB o /oD TR ENIZHR
EZWBTE b o/ BREROUBLSBREHEL
7o
EROREAFT 2 VERICHT 2583 48 H»
524 XBLY, FH13g ThHoleo BM, RENE
DT v ¥ —ER, BIRERS EORTES Pl 18
Thofco IFDSH, ARBED1HIZKRL 84
T, KARSHIHOIME, Tt XOMREELE
DORRBREAZWT LB hs, BERICREEER LA
R1BbEDLRE, o7 (Fig 7)o

ERHIURE

QR R R D BE RIS T A AKID MIC £/ U
| OF T 5 Cephalexin (CEX) & Lh#id 2 & S. aureus
T LTz 1 R BB EEAKN S, E. coi BXU
Kiebsiella pneumoniae {Txt L Tiz CEX &i2iZRREE,
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Enterobacter |Tt L Tid &#l, CEX L &IiCHEMTH >
foo TOESITAL ESHBMICHEL 22, HEKICBT
B3R TIzAK D MIC (3 CEX o#h&F%h, £
RMEICK D 1 BRRERES S TH o7

ARSI, FRDCENTOE LD GMERT
2ELbh TG, SEOR L S ORBRERTK DD
§#2 (2 minimum bactericidal concentration (MBC)
DOREIZFTF > TOIRLDTAHK E CEX & DHiMADE
FEM UMD, 4%, EREKMEBIC T 5 MBC ORIE
2HMEL, AFOHMAOICKRT MM EERSLEND
3LBbhs,

AF|D 1~1.5 g/ B % MR 25 RYE 7 B3 X UIRER K
PAED 2 PCRE L, BIRZRZMBEL R, TRE
RRYE 7 PITE, EERMIRZEOSGDILLBLEX
Sh3 1 PIEDRUEN»SBA LIt D6 RATIIL
PAEROBMED 7o REEEYYE 2 FlicK L, &A1
BlcEMERL, 1PITEHTH 570
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PLED X 5 ICFRE S & URBEBILE I LAKIE
T RIF IR RAE TR L 7o

Uis URBOIRI & 00 5 AROKR £, HBOGERLY
Bt LicC LA BERTXEEBDNE,
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IN VITRO ANTIMICROBIAL ACTIVITY OF CEFROXADINE
(CGP-9000) AND ITS THERAPEUTIC EFFECTS ON
RESPIRATORY AND URINARY TRACT INFECTIONS

AKIRA WATANABE, SElicHI AoNUMA, KiIKuo OHNUMA,

Masako Sasaki, Koutaro Orzumi and KivosHi Konno

Department of Internal Medicine The Research Institute
for Tuberculosis and Cancer, Tohoku University

Cefroxadine (CGP-9000, CXD) is a new semisynthetic derivative of cephalosporin designed for oral use.
Its antimicrobial activity against bacterial isolates from clinical specimens was determined by the standard

method of the Japanese Society for Chemotherapy.

CXD was found to be active against a variety of gram-positive and gram-negative bacteria. The mini-
mum inhibitory concentrations (MICs) of the drug against patient strains of Staphylococcus aureus were
slightly higher than those of Cephalexin (CEX) and considerably higher than those of Cefazolin (CEZ).

No substantial difference was found between the levels of MICs of CXD and those of CEX :gainlt
clinical isolates of E. coli, and CEZ was most active to these strains among the three drugs.

Ten of 18 strains of Klebsiella pneumoniae were inhibited at the concentrations of 6.25 #g/ml or less Df
CXD and CEX. One third of the strains were refractory to 25 #g/ml or more of the two drugs.

All four strains of Enterobacter tested were not susceptible to CXD, CEX and CEZ.

Seven patients with upper and lower respiratory tract infections and two patients with urinary tract infec-
tions were treated by oral administration of 1 to 1.5 gram a day of CXD.

All these patients responded quite well to the treatment by the drug. However, it must be taken into
consideration that the infections in these patients who were chosen for the treatment by oral admlmstratlony

were relatively mild or moderate in severity.

None of undesirable symptoms and signs developed in these patients during the treatment with the drug
and also no abnormality in labolatory findings was observed during or after the drug administration.



