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CHEMOTHERAPY

: Cefroxadine (CGP-9000) D hkuey - 1 KM%

B A MR Bl A K
BEBEA KR B WK
RIBREMEELHRAAAN
A B M k-kBEAT
ERTHERMBAE
BWABSH-EE M- AM— 5
KIERA BB
# AR O
FER AP
B oW B E
iy A R B B

w wOR

i [,(,')&E] Cephalosporin % $i & #'® Cefroxadine (CGP-9000, CXD) iC D & Cephalexin
(CEX) &3t THBN - BRERMBIRETT - o PR E 7 IR & © U1 Mi1s Streptococcus pne-
umoniae, Escherichia coli (T3 2AFID MIC v—7{Hiz CEX kb 24 ENT >/, Sta-
phyiacbccus aureus, Enterobacter species, Klebsiella pneumoniae, Haemophilus influenzae |Tx¢
LTt CEX LiZiZRMRTH o 7co K20 mg/kg REIC LS 57 v FEENRAE RS 2 FrKIC
v—-2iC#L, B (16.0 xg/ml), 7, F, MOIETHEL, BE54RH®%R TS BiC 11.2 2g/ml
OEEEBY, CEX EHBUTAHIZL D BLBBAMRMRINI . & MCAA 500 mg 2%
R E Ui A I hlEE © — 7 1385300~ 1 RE%ICB® 5 h (9.7~14.1 #g/ml), &#%30
HEETR1ETL~ 2% 2.3 sg/ml) I, {0 1 £T 4 Ktk (14.8 pg/ml) iIC&—2 B8
AONEKENFEETEH > 7o CEX 500 mg #%30453 5 Tid A PRE Y -7 (32 ~ 3Rk
(8.7~11.7 sg/ml) TEDSNizo CEX LB L TAFORDREII® S, RPN DOHHIEP
T, ARBRIHRTH 5720 KKDKBEMTIE, H. influenzae & FFRBIETE194)

OB BEDRIZNBS HRIFDER M, 1 PIHEREE), REBIE 4 FIICET 2 BRI
10% T, BZFEOTHOENELB. BIEA & LTid24f/t 3 flic GOT, GPT DEE F5R
EROIBBREREBRERBCHELTED, FEHOHOELEENTRR INT .

1972 = 4 2 CIBA-GEIGY # @ R. SCARTAZZINI
SI&>TAREIN A L1 40O Cephalosporin it
£%R & 3 Cefroxadine (CGP-9000, CXD) (7-(D-
2-Amino-2- (1,4-Cyclohexadienyl) - acetamido) -3- met
hoxy-3-cephem-4-carboxylic acid) i2 3 fIiC methoxy
EXHL, cocentARoMBELEORS WEKE o
ThaY, X¥lors o BiE - BEEICHS 258 =
TR ARG, ROERREN  BWENT, <9

2 EBEBRICE LT3 B E 0 £0O Cephalosporin %3
#iz 18t U T EDso, LDso Dflid> S A K| D RGP AN R
BE, JVRERTHICLEMBEIRTL S,

D1 UR & iz Cephalexin (I F CEX) &xfkba
S THEIBBECNT 5XKNOHRENERNT L L
i€, v b BAME, crIEd, RARESIUR
hERBERE L THEABBEREL, 35 IKFRES
JURBBRIEELZE L LBREACKRLEBREL, £
OHERAELEEARAOERICODLTRE LD THRE
T 50
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1. B HIDORE

T I8 PO T R RS0 (€ K O IR R AR M D
M 5107/ml DA EIC 5t & e IR D YA E Sta-
phylococcus aureus(AF S. aureus)1588, Streptococcus
pneumoniae (JLF S. pneumoniae) 54¥k, Escherichia
coli (UL F E. coli) 9k, Enterobacter species (QL°F
Enterobacter sp.) 11 4%, Klebsiella pneumoniae (PIF
K. pneumoniae) 27 ¥k, Haemophilus influenzae (LF
H. influenzae) 508k IFEAR &L, R AELT
CEX %AW/

B NFEEPH L EE (MIC) (3 B A{LERIE R OB EH
BIEED ICM U TERERFRECLORE L. KK
RORIEA LM E LT, S. aureus, E. coli, Enterobacter
sp. K. pneumoniae | HI Agar, S. pneumoniae |C5
% Einwin HI Agar, H. influenzae 1 5 % LI N
BHI Agar %fiL>, 10°cells/ml @ E# D 1 A& FHMH
Pl O3 Y

2. 7 v FEBBARE

EBREYLE LT Wistar &5 M, KEF100g8 %
1B3EE LTHL. AF20 mg/kg % = — 7 LB
TICROK/S LA BEBMICKE O RZL, Kk, F,
FF, BABHEIR L. MiEid 4°'CTHREXnE%
MUTRIKEL, i, FF, BReheholRICHLT
2{= & D 1/15M Phosphate Buffer Solution (PBS)
(pH 7.2) %10 % T, Universal homogenizer (HZ#4
M) ZHLTIELZDT TRIEE LT

BEHSE O REE X Micrococcus luteus ATCC 9341
(UTF M. luteus ATCC 9341) %R \>, BIEEELTR
SL-15 (kBF) K X2 &@H v 7H%E Al EisdhR
e+ 77— MmiEE L T1/15M PBS (pH 7.2) BR*%
D2 KRk L, MFEPREREICI b7 —VvIRER
%%, (hiSENBERIEICIE PBS #FFRER

CEX D21 Th, 7 v Fic20 mg/kg AROREL,
[FIBRICILER L 7zo 113 Antibiotic Medium 11 (Difco)
ZHVL, BREHE, BEANEE, ARRICBHLTRIEARL
F#TH 3,

3. BERAICET 21MED, RoOBEE &Rk

hEMS0kg DRFELSBHILZEM, 1824&L
TAHKIS00 mg (4 7+ 1) FEHEK, &%305#&5, CEX
500 mg (# 7+ 1) BEIOFREETHMmMBED, R
EELURPHHBERE L. THHEEHICIHA
BICEREL, RERDMR TRETRES Lt. RERE
BHTI3# 510 cal OFAL I L, 00KICHEL
720

HRADOREREIZS » FMBANREREEICH LT
U0, REMIZ M. luteus ATCC 9341, $Eii3 Anti.
biotic Medium 11% fil 7z, MHAHI & FRAF),
P RERIEICIR e 7 — A C KD, RebiEw
2iCi21/15M PBS (pH 7.2) €& D ER L1z,

4. BIEREH D MRS

PR BRGE, REBBEELEI-B253%E LTEMOD
BEEIT o7z, HERIIFEAME LT HO.75~1.5¢ &
L, #5553 1ER%E XUSLRIIIRAD 3~ 4 588
BL Uo B 58MI314 B R TERDEBICIE LT
gracEEli.

HHHOHBIIRD AL DIT o7

#%) (Excellent) : ERMMHEL, BEERELU
REFBROURMNECHT, POELL, RALEIE
PITI48EMIZINICEB L /- b Do

A% (Good) : ERMMHEL, BEKERELURE
FROKBMASNIHD,

208 % (Fair) : BRE O ®BL, 5L EEKER
HLUREFROBEREDFANLIBY SN bD,

%% (Poor) : EREID HET/IED b BRERS
JURBEFROKESBH > bD.

RABRRS 2 DI RBEOEMCOLTIE LEREC
LT OEHEEHE LI,

BIfERICBL T3, B, MENER FIROFHREL
bic, AFRSRGOME, MEFECERERRICOL
Bt U7,

13 |

1. HiEH

ROk 25 RV EA Sk O SRIEEEIC X193 Yl h O RR%
Fig. 1~3 LR 75 2 BHELOVTEHEL, S
aureus 15¥IC 4 2 AFD MIC {2 3.13~12.5 ag/ml
ICH#HwL, ©—7 #i36.25 zg/ml © CEX (1.56~12.5
ug/ml T4 #6) & 13T E R ThH oo S. pneumoniae
54BRIC 3193 AFID MIC (30.39~12.5 pg/ml LA
L, ¥—7{#i31.56 ug/ml ¢ CEX (1.56~25 sg/mliC
) D —7l3.13 pg/ml CHBL T2 EELTY
720 7 7 LR T, E. coli 9BICK T BAFO
MIC 36.25~50 #g/ml {CH& L, ¥ — 7 {#id6.25 u8/
ml & 57-0 CEX @ MIC {3 7 ¥:A212.5 ug/ml, 2%
1850~100 ug/ml {C43% LT _HARL, £-7MET
HEdT 5L, KK 245N T I, Enterobacter sp.
1R 2 AHD MIC i3 6.25~25 ug/ml, 100 #g/
ml P D" MH#EIC 5345 L, 118k 4 BRI RERLASED
>htze CEX IZ#1>TS MIC (3 6.25~12.5 #g/m)
50 #g/ml DI LI 3459 % “Metb£ R L, 118H 8K



VOL. 28 'S-3

CHEMOTHERAPY

Fig. 1 Susceptibility of various clinical isolates to

nit Cefroxadine an
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Fig. 2 Susceptibility of various clinical isolates to Cefroxadine and Cephalexin (Inoc. size : 108/ml)
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Wi(Lhs o hico K. pneumoniae 27 BiC 3195 A K|
O MIC 36.25~12.5 ug/ml T4, CEX @ MIC i3
313~12.5ug/ml K FH L, ¥—7fHiI3 & H1C6.25
ug/ml T o1z, H.influenzae [T L TizAKD MIC
26.25~50 #g/ml i€, CEX @ MIC (23.13~50 #g/ml
AL, e—73EEELD12.5 ug/ml Th o720

2. 7y FIRBARRE

MBEREICH L 7o % Fig. 4, 5CRY. t b
7-VISERF, 1/15M PBS #RFAE bICE#S S
FFOEMEL>TEY, & EH #5450 HBEEHR

0.9 E XL ERMFEERL TS,

Fig. 6 ICRTWL, XFOBBEABEDO L€ — 7 3%
L2k mM®%IiICH 0, B (16.0 xg/ml), & (4.8 1g/
ml), fF (3.3 ug/ml), fif (1.8 #g/ml) DIFTH 7.
B TRES 4% TH11.2 2g/ml, DFH -
7 ED 0% DRENBEDHSN, —F, CEX oe—-713
BE51R%ICHD, Fig. 7 CRETWH (88.1 ug/
ml), FF(10.0 xg/ml), [ (9.0 ug/ml), Bt (2.9 ug/
ml) DOJEICE L, 4B%ICET 5 BB 7.7 ng/
ml(¥— 7 fED8.7%) T, T DEm S A#i3 CEX
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Fig. 3 Susceptibility of clinically isolated
H. influenzae to CXD and CEX
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Fig. 8 Serum concentration 'of CXD (500
mg) with or without food and CEX
\ (500 mg) ‘with food
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CEREL LT OHMING LEEINEHHTH
D, 79 MTBLTIE CEX [CHB L TERDEAND
b BEICRYE St
3 BERAICHT BMED, RooME & Rt

MERE DI OERMREBERI L, Thbd
KEDThe b2 L MIBARR, PBS #H R &b 4
BIR0.990 LD X LEMBIGETRLTED, KBRHR
DEERIMD & htco

Fig. 8 1tk 340 < A#1500 mg Z Y 544 D & th
BEY -7 385305~ 1 % TH D, AK0HRE
TR1ETI~2KMKIC, 101 & TR 4RM%iICY
—INBHD, BRENEETH >/ T, AEHRIUC
&5~ FEHMOEREMICRE I N AHLEH

Fig. 9 Urinary excretion of CXD with or
without food and CEX with food
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Kegrs, R%BESOMHEPREYC— 7 HE BT 5L,
BIZTI29.7 ug/ml, 14.1 ug/ml TEH11.9 pg/ml, %
#T1212.3 ug/ml, 14.8 sg/ml TEE13.6 sg/ml L 15
D, AEENCLZAFIMEDC -7 HOETRASH
15in o 7o AFIDLERS, REREOHEMNTON
7o YH. CTHBT 5L, FHEFRSOHANEIHEY
— 7 B 1T — 7 9.7 #g/m], A% KBS
DB ENZFN 415, 14.8 ug/ml T, MF HEEY
— 7 BERDZ M TH > 7o b8, BEEFARCLD
— 7 EPMET 5 C &7 5720 CEX 500 mg #1430
N EROME DEEFY—7132~3RMTBICHH
(8.7 ug/ml, 11.7 ug/ml, F¥10.2 ug/ml),

WHIB 5% 0~ 2 R, 2~ 4R, 4~61%MH, 6
~ 8 KD RPBEL L EINEE Fig. 9 ICRT. R
M 5% 2 i CORTRECHBT S &, AKX
HEy 5 T2 F#94,500 #g/ml, £1%3053#%5 Ti3800 xg/
ml, CEX £1% 3025 T3 F5450 #g/ml TdH >t
A& CEX MEOEKBEMNTbAI NRITHEHT
134800 #g/ml, CEX 250 #g/ml G, KKIH# 3155
DEEAR U, #E5% 4 TOENE L, KF%E
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BN E.T809%, KI5 T85%, CEX RM##s T65
%Thb, B5% 8K TCORPRRITENZN, 90~
95%, 99%, 82~92% T, RBIRLE TLLMIT B & KK
W rs gl & OB A RTINS S hic. &%
30 KRG AT o e fhD 1 BiILONTIR, (HHiTE B
=2 MNBONI > DTHM Lo
4. ERIRAE#) D Wit

BEWICHT B A KO KWL R —15 L T Table 1 1C
AUtce MHICHI K& KK %G N 7EH No. 18 %
SHEX RN ETB &, KFIOFHM:, MWD X
REE S THERNTTERIBRAGELION, [RESRYE 4 HlD
23 TH B,

(1) CERBRRYAE

IRk B RERWEIERDARIE, EHER2H, RER1
#, BUEIEXR2H, WEIEIR (REEAEIR
2a8t) 54, MRIMT, BEFAMRITNT, fAhd
WE~EETH 5. FEMRLI7ELH O85ICHID, #
R HRBI5, T4 TH>72. #E5R&IT1 HR0.75~1.5
g T, 1.5g B5MBEELHH T/ HEHMIZ1~
3H1M, 4~7B74, 8~U4BLHITH >/ X
£ (EH+EHFROEE) IBMPRSEYE (BEE
R, "R, BE-EKEXR, WR) 100% 1<t L, 8
PR BREE (REIEXR—BUAIEIREET)
80%, 2ARTRB%DEVEDRBLEE .

MREAR 2 BN %t L Tid &A1 1.0~1.5 g/ HA$ 4 HHHY
Bahiplicszh, 1PICEHTH 1. £/ No. 2
i3, 39°COR#, WHEM = EIFE L THBt. WBC ¥
9,200, CRP (2+ ). PH5A 1 #IC T a-Streptococcus %
B UAA0.58 1 B 3EIREEB. B A X OIEERK
H&, E#Ls0 WBC %4,500, CRP (+) sH#EL
1cDOTERHEHEL 720

BRD 1 i3, WifEEEHFE L TR 37.2°COD
BERNE BRSO RIBIK % 2%, WBC ¥ 12,500,
CRP (5+), ESR 55 mm/hour, @i D HEICT 8-
Streptococcus B LAK0.58, 1 H 3 BS540,
BHXOE#MELD 3 BBEICII"HEFEHEELL, WBC ¥
5,300, CRP 2+) ¢ HWBELADTEREHEL 220

SHKEIR2HICIZAA0.25~0.5¢ H41 B 3EH
530, fAind F2TH >tc. EH No. 4 2I8HEK%E
PEH L, WRIK BRI T a-Streptococcus 107/ml, H. he-
molyticus 105/ml, Neisseria 10"/ml 24 L7 D TEA
&Y (mixed infection) L2 L7c. AFHREICLD
2 HHICIFHRE L OBRBRBLT S & & SITERER
DREZHIDOTEHE Ulco FEF No. 5 Tid BEHIE
FICT S. pneumoniae 10'/ml B W, XKD MIC

{31.56 ug/ml LMBRIETH > 7o

MR R (BT REQD) 5HICHT2
HHHIIB0% THo7zo MRME LTI H. influenzqe
24, K. pneumoniae 24, S. pneumoniae 2 (14
ICT 210D BRME R 2B SNt M No. 6 32
AR LTS RS A L, #9105 % 0
W, I, H. influenzae %EL LT Wi D Ml
R XN TOLIRERT, AF2€DNERFICRE )
bDTHB, xK/0.5g 241 H3E, 4EMBREIHE
RMHOOHD L, HERICERLEES70TH
PHYEHE Lo M No. 1012 % 3 ERiD S,
MR H O, {CERECTRIED - HDMESENELT
YURABRFICHRALY T @RECMKS 23N, £084
DABER DI IR MM U XRS5 S hI-ENTH
bo ERM S. pneumoniae ([CX4 5 MIC §26.25 ug/
ml EpEDBOLDTH > 7oh, KRRESICLD AR
BHEL, EROUBRNSSNI-OTHEHLEHELE,

2108 DA No. 18i2 CEZ £ 5% 2, 2048
BRBPD X 51 MOTEXANES I N HDERED
SBA L. RO IPICDOVLTHE L, 4HIMEBE, 5
PINHSET, B 4 Pt 6 PIC AH 0.75 g/HAt
BEINTEY, REWMIIZIFID 8 AHU4EMER-
T 5. ARHBIRI0% TH 5. EH No. 1512 LM%
DIERT, FRENEELHR. Y YV F—vavE
BPRRY 3 v 7RBELLD, ZOBRHK, EHEOR
RELRLEA B LI #.0H, CEZ DKB 108
5T L7 bs LRIRD 2 B A AN S
720 AF0.25¢, 1 H 3EN4BRIKE T EREE LRE
D%ED O THBHERE L.

2 REBBRME .

REERBRE 4 MIOWRFRIZ, adtBbhR2 A, SiEE
BR BUHETLBRE1HAT, DFRLBE~PEET
HBo FlhiI6R S56RICDID, 2PLBTHS.
1 B 5 8130.75~1.5g THREJMIZS5~THTSH>
fro HRHEIZI00% & BLETH >0

4 fth 3 BT E. coli, 1 BiC K. pneumoniae Bt
INTHOAMIC NS ICH L TRESRERLE, £
#) No. 24 T AR EIC kD E. coli 3iH%L, 85
BT Proteus vulgaris DS R i ShTLAH, ERE
DMKk, RREFRS LUERORELEHLOTE
E L7 .

(3 8ERICDOWLT

LEFMCELTES, B, B, FTRKEOBILE
RIS, REN LSBT, Table 2 BARR
ERi% Ok, M4 ERE IRERLALOTH

e
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7 ' Table 1 Clini - R —
ot I:I; e g% ‘ Clinical results of CXD - 309
No. | 28 | ke) Diﬂﬁﬂésis Underlyi
0. rl ;
(y.0.) | (kg) ) Problgn)\’;ng Causative organisms
1 SéM. m Ph — Before D Clini
| 38 |65 aryngitis (=) After osage efflmcal Side
9 KM.|m |pp - NT eftect effect
417 180 aryngitis (- S NT 0.25g <4
3 E.T. m - ) - @-Streptococcus 4 days Good (
31| g2 | Toosillitis - &S : (=) 0.5 %3 -
4 M.K. N -Streptococcus 4 days Excell. | (=)
34 |52 cute bronchitis | (—) . # | ) ggg x3 | g
5 Y.A. ;; [P, — " u ixed infection | Sputum(-) 5 2;:3)(3 xcell. (-)
85 -5 'bronchitis s)i'g:rten. ‘lf)?;:‘;nom'ae 5 days Excell. (=)
i (MIC : (-
T.S € 1.56ug/ml) : | 9-38%3 | Excel
6 . m Chronic b . : I‘I, i’.‘ﬂueﬂzae I'I. inﬂuenz ‘le ell. ( —)
w5 |48 ronchitis| ‘C.P.E. (M%g /ml Klo'/ml ae
- 5 K. pn 12.5ug/ml) - pneumoniae 0.5g %3
7 [K.Q. m 107 /:n“lmoﬂlae (IIV(I) /ml Fair
70 | 61 Chronic bronchitis| A ‘H : 1C:3.13 14 days (=)
poplexy 1 in fluenzae ug/ml)
g [Y-Al™ | Choni 0"/ml =) 0.5gx3
70 |56.5 ronic bronchitis| C.P.E K 5 days Good =)
.E. (M‘Igrfeumom‘ae 0.5 %3
g |1.U m { Chronic b :3.13pg/mb)| () 7dsys | Good
T - .
76 | 43" bfonchioli?i';c}m CM.L. S. lﬁ"euﬂwm}w 7 di‘;‘f 3|7 (=)
1 |T-H.| f | Chroni (MIC nf (-) 0.5
c :1.56ug/ .58 %3
33 |53 | bronchiolitis lAdzh T cell S. P;'eumoniaem]) 5 days Good (-)
n (G Iim e eukemia |1 5 (=) 0.5¢
, neumonia ' : 6. 98 X
L n} | monia C.O.P.D. Unknon :5#8/ml) 8 dayﬂ3 Good -
M80 gg | Pneumonia Arterio- | K (=) 0.25g X3
13 ’-{K m Pr sclerosis (Mlg?euﬂmniae - 14 days Good (-)
: 6 | 47 neumonia CPE :1.56pg/ml) (=) 0.25g %3
14 ﬁé{ m p .P.E. Unknown 14 days Good =)
57 | Pneumonia AL+ (=) 0.25g X3
15 M. A ¢ L+MIL Unknown 14 days Good (___)
61 Pneumonia Lung Ca. - 0.5gx3
39 (post ope.) | U 14 days Good (-
CV.A. nknown ( )
6 K-Kjm |p Bronchial =) (1) 25gx3| co
75 |55 neumonia aAs::"n-a - 4 days ood GP%%
€erio- n
17 Fzg N sclerl:sis nown (- 0.25g X 3
8 K.F 5f3 nedmoma (=) NT 14 days | Good | (=)
50 | 45 Pneumonia Ecze NT 0
. .5
19 K5§l m | the }?;:dd NT 14 g;;:: Excell. GOT 1
B 60 neumonia Chronic )74 NT 0.5gx3 | Und GPT 1
20 &U. f P hePatitis (M'Icprfeumoniae 10 days mi e(;er- (__)
4 | 63 | Pneumonia : 6. 25pg/mh)| () 0. ne
o [FFol (=) ) 5g %3
59 | 5 Acut . Unknown — 7 days Excell. (=)
0 e cystitis (=) 0.25g %3
2 C.H.T ) E. coli 14 d Good
2 4 A . coli 10%/ml ays | 7% (=)
56 cute cystitis (-) (- 0.25g x4
93 |S.T.| f | Acute pyel E. coli 10%/ml - (5) gﬂys Excell. 88;$
yelo- - .
—| 68 |47 nephritis ° ggf"“dylosis Khl P7’l(!ll)ngn,‘ae 6 dg;;:i Good (=)
94 |T-H.| f | Chroni ormans (MI(OZ /ml (= 0.25g x
69 ronic pyelo- : 6.25u8/ml) 0-258%3 G
— 45 |  nephritis -) E. coli 10%/ml | P. ays ood (=)
MIC : . rari
(MIC : 6.25pg/ml) 1047:;11["1”5 0.25g x4
5 days Good (-)
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Table 2 Laboratory findings berore and after administration of CXD
Case RBC (x10%) WBC GOT GPT Al-P BUN Cteltiniue"."‘i
Noo| B| A |B| A |B|A|B|A|B|A|B|A|B/|A:
1 363 | 397 | 10300| 4500 | 25 30 14 17 | 14.0| 8.5|15.3|16.2 | 1.2 1.0
2 486 | 522 | 9200 4500 | 25 25 14 17 7.0 6.5|13,210,0f 0.9| 0.8
3 412 | 420 | 12500{ 5300 | 26 22 19 20 6.0 4.0|15.0|14.0f 0.9] 0.8 ‘
4 423 | 414 | 4800| 5700 | 22 25 17 24 4.5| 4.0(13.8[13.0] 1.0, 1.0
5 384 | 344 | 4400 4000 | 11 11 6 10 8.0 7.842.2|22.5) 1.7] 1.0
6 385 | 338 | 4800| 3000 | 10.5( 11 7 8 3.0 4.7(23.4|27.5| 1.1| 1.2
7 409 | 398 | 6600| 3000 | 13 19 13.5| 14 4.9 5.8|110.4)19.8 0.9 0.9
8 455 | 499 | 16100| 7800 | 17 22 12 16 6.8 7.7(20.1|14.1{ 1.0( 1.1
9 338 | 326 | 7200[ 7800 | 19 22 12 17 4.0 4.5(18.5|14.0| 1.3| 1.1
10 384 | 399 | 10600| 8100 | 14 14 4 6 [101 *|95*10.0( 9.0| 0.6 0.6
11 461 | 406 | 10100| 5000 | 24 26 20 29 |110.9| 98.5(15.3|15.4| 1.1 0,9
12 449 | 451 | 11400| 5000 | 24 23 13 16 7.6 | 8.9 NT |18.5| NT| NT
13 437 | 424 | 8800| 5800 | 30 31 20 25 9.7 7.9|14.8(17.5! 1.0 0.9
14 388 | 418 | 6000| 7300 | 26 25 23 21 9.6 | 5.5|14.426.4| 1.0| 1.1
15 375 | 382 | 4200] 4900 | 32 65 24 49 |19.5]17.9| 9.4| NT | NT| NT
16 398 | 400 | 7600| 7200 | 25 28 24 29 8.8| 8.8118.820.0| 0.8] NT
17 485 | 449 | 5600| 5500 | 18 33 8 37 |11.0| 9.0}{16.0|13.6| 1.1| 0.9
18 366 | 406 | 6500 4300 | 24 22 10 9 8.0]11.017.3]21.7| NT,| 1,0
19 446 | 426 | 6900] 4900 | 112 66 77 61 8.0 7.9|19.2| NT 0.8| NT,
20 466 | 477 | 9600| 8100 | 30 23 20 20 5.5| 5.6 |14.8| 9.1| NT| NT
21 436 | 381 | 9100/ 6700 | 30 44 24 35 6.5| 7.0 11.713.5{ 1.0| 1.0
22 | 379 381 | 2900/ 5400 | 25 | 25 | 14 | 14 | 5.0| 6.0 |12.5( 5.5 0.9 0.8
23 257 | 237 | 13900| 9700 | 54 55 34 31 |12.1|10.4|10.1| 7.8 2.4(1 L5
24 415 | 456 | 8300 5800 | 25 25 17 17 7.0 7.0|17.5|16.0( 1.0 1.10

B : Before administration, A : After administration, * : Normal range (50-245), NT : Not tested N

3o 24P 3HICH T GOT, GPT OBE FRABH
7hi—BYT, 5 hIERERBICE L. BUN, 7L 7
F=YICDO0THBE, REDTOOERTIIEARIC
KBEEIOCNARBERIBODLEN 57,

x ®

RO BE TH%1S Cephalosporin R4 K 131962
EPIRK 2 SR N, 4 HBSHOEHIERK LA
N T%, 19654 &0 Cephalosporin & LT #13pT &
U7z Cephaloglycin (3, 20 {R# L0 RizEtt &
(LT © O ISBIHE DT RS HAELIA Tld £ DR
ERMTEY, 1969 IR I N CEX [C2 D%
WoTHRb LAY BEER, Mt CEXCEuL,
HIZFER O HiE 71 %4 §5 Cefradine (BT CED)
MBAR AN, €D#% b Cefatrizine (P F CFT)?, Ce-
faclor (P F CCL)9, Cefadroxil! & &[] Cephalo-

sporin ZEEKIHBASR I N TL B4, REZEIREM
SEEMEREICS D, SEEEELCALSATVS
BOOKREAZ CEX & CED @:EICT%?:L:., d
NS REOROALVEHT, HOREOROHERK
OBREEN L LTiTbA L DREORR, i
BRI NRKAH CXD® T B, & bid CEX #3
HEH & LTARORE S, KNBEERL, EKE
PICoBREERS M2 2 EBME LTABIRE
o7,

Mix D75 alfts, BEEEEKICHT 2 ARONE
AW L TIZ ZAK 524, VISCHER SYOBIEXRS D
b AK DL /1h8 CEX, CED & FES¥idthil
LICENTNEC EAERHL T 50 BL&bRIFRERE
Y B3R D7 B 0D B e 15 SRS BORIC DU T MIC %30
EL CEX & H#: L7-p¢, MIC ¢— 7 ETHBL S
pneumoniae, E. coli ¢3¢ L TizARI# 2 15 ENTH
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p, S. aureus, K. prnieumoniae, Enterobacter sp. (L%}
mmmmz@m BEAEEERDIEM >

YRS RRE ICBT B H. t'nﬂuenzaek DK
i, REONT CRMLT LT ATHEY,: A6
o> - ARESOBICHT 84K & CEX @ MIC HilgiZ &
wT, MIC ¥—2i3 &4iT12.5 ug/ml itH b, MIC
AEICSTHEOMICKEEA D 5o FaE b ABAIC
ol RRTIE, FREBIIEHROKRESHICH TS
CFT @ MIC ©—7{33.13 xg/ml iILHH™W, AL <
72&}(.%1‘3‘5 CCL © MIC ¥—7i36.25 ug/ml TH
S, LoD RERE BT B &, H. influenzae T
#4248 71z CXD=CEX<CCLCFT tL5C &
Ko, ZROHEHIRPPEEEEXI LN,

7.9 FRERNRERE T2, XADOHE/EH S DRI
BBIFT, CEX tRMEE L TRIrSHRINIEA
THo, MFHBE Y — 72 &% 4.8 #g/ml, CEX 9.0
ﬂg/‘ml E CEX HEMETHBC ENREANK. £/,
BhRE e -2 BRERM, X UBDRE ¢ - 2 fick
THRE 4 KR OB PBEOR S L EHL S, KXIPE
i3 CEX [CH# L CBIET 3 C EpRB N0 —F,

E FCBLTIR CEX X b & AHOMmE PMEIZ L,
RO &EPHT, D, EOENEIRETH >
2o BYOBWER L ORI, BEARIHORLIT LB
LlAonTsy, RELLBALLED THBWMN,
LhoDERS, HECESERETHEEEIGN
5o

AEEROXFMF I BECHT 28555 L, T
EHDERBT R MR SIC B L TAKI0 5 Tl
FEHRE Y — 7 RO PERE T 2 E[NE SN
B MEDRE -7 ECHETSE, EHBRE5LA
BRR®%ESE L OMICKEL S, KFBARBRESTEL
XARDC EWREA NIz L ULEHS, KAARRS
T2k 22 BOTMEPEEBAENEE TH /-
W, BROGEGE ORI, Ekb, HLEmEE AF
ABLEDELBEC LI ERLTEL LEMNDA
%0 A=A (N.R) TH#E CEX o5 2 15 % T
DRPINEE 8T 5 &, AHiZ 800 ug/ml &, CEX
DRI EORBENE SN CNEDC LD, R
BRYEIC 6 U TARRIZAL I L B,

PR SRR HUE 19 D 5 b 2tk R YT 1 4 ) DB R 0 8443
100% &G TH > 720 BHTHTRICH LTI 6 HIIC 0.75

S/HOUARENTFON, LhdSHPICRAHRHAD
TITHEINTLEH, AYCZODRAREL TS
D, AMOFAURBELEEZSNB. L LIS,
RREI S gD, AFIDRROFK, LEBE~%
ETH-hAICRBERTRETHALS. CHEDC L E

BMUN LT, SRR ARBYIEIC I K #10.75~1.5 8/
FORERMEYEEZL S5

P DR A RS 5 IIC 1 B B R 1380% TH -
7o PPFHEWEINALER No. 6 DMBRIKD—
THo H. influenzae x4 BAHD MIC (212.5 ug/
ml EfiD F, RFEHNCBNTRCDC EMKHD
HEICHU DD N1 bDEBZONB. —F, A
BERTHROMMINS, 5 -DORRMETHS K
pneumoniae (T xtd 5 MIC H¢3.13 ug/ml T, KH|H
Btk B0 1IKHPLTRAL &id, MIC
& DFIMTRKE D, MIC 3.13 ug/ml THREINL
Mot tit, KIERITHABTHUREATH /26D
EWRIN B, H. influenzae [T 3xt9 2 K &) D Hu B J1 M
CEX t2IZRAI%B THAC L3 TTICBNIM, {EH
No. 7ita5nitn, 0.5g 1H3ME, 5 HHKRET
RESHRERDLTE D, KEEGITH L TH AR DOH
RRERADELELERRT 5. £DEME L TAKOHE
DT 4 52 v PERTIRIEL, BHBERECHIIC
P Y (P X Y1k (R AR

AR OBIRBITIMEE X B M L TR, FEH No.
10D RIE S. pneumoniae (MIC ; 6.25 xg/ml), fE )
No. 190 2 28 @ K. pneumoniae (MIC ; 6.25 ug/ml)
MBREINTRAL L L, RESOREIRFIRRILE
AOLTOMERKRS, Tubb, BHRIRELD SR/
RhBENE L, LORAEYRNEDTH SHEAITIT,
BRI B EE O MIC 212 BETH
3, LWL EEEZSDERE, KFIEEDITH»
BOBIFLTLEDTRELI EMERIZIN S,

R RYSE 4 PICH T 5 KEIDERHZ100% Th >
120 TTICMNI=DS, E. coli ITXd 3 KF|D MIC H¢
CEX k0#2{5@FNnTWHBCE, KAIORDRE M
CEX Df315Tdh 5812, REURYLEIC otd 5 AAlD
KESFISETHAS Do 72120, fEH No. 24 [KBOTH
TRE% & LTD Proteus vulgaris DR AT &
i3, BEE{EA I TS Cephalosporin —fRDFHA%E
RkU7zdDEWLA LD REERIEIC LTS KX
0.75~1.5 g/ AMHEL SHEFRTH S D,

BIfEF & LT, 2%, EILBERS LRSS, 3HIT
—i@¥:d GOT, GPT 245 N/MREFIEICKD
EFELTED, AARB2HOTORHTHS L
%o

PIEDEENS, AAF0.75~1.5g %1 AR5RE
LT, B~h%iE DIFRES L UREBERRECBLT,
g TO#O Cephalosporin | & 0 S HRALHEAITH
BERERTE S,



D

2)

3)

4)

5

~

6)

)]

 CHEMOTHERAPY

AUG. 1980

X L

CASTANER, J. & A. C. PLAYLE : CGP-9000.
Drugs of the Future 2 (9) : 574~578, 1977
ZAK, O. ; W. ToscH, W. A. VISCHER & F.
KRADOLFER : Comparative experimental studies
on 3-methoxy and 3-methyl cephems. Drugs
Exptl. Clin. Res. 3 (1) : 11~20, 1977

VISCHER, W.A.; O. ZAK, E. A. KONOPKA, H.
FEHLMANN, J. REGOs & W. TOSCH : Experi-
mental evaluation of CGP-9000, a new orally
active cephalosporin. Current chemotherapy.
Proc. of the 10th Internat. Congr. of Chemother.,
Zurich/Switzerland, 18~23 Sept. 1977. Ed. W.
Siegenthaler, R. Luethy, Vol. II. Washington,
D.C., Amer. Soc. f. Microbiol. 825~827, 1978
Zak, O. ; W. A. VISCHER, C. SCHENK, W.
ToscH, W. ZIMMERMANN, J. REGOs, E. R.
SUTER, F. KRADOLFER & J. GELZER : CGP-
9000 : A new orally active broad-spectrum ce-
phalosporin. J. Antibiotics 29 : 653~655, 1976

DARE, FHBK, Sl—, BRE &, B
B ¢ OEUR 3 RRVIE O RECK TR B L7 (3) HEHRIK
LEoMEBA. BKKRE 19 : 248~253, 1971
& &, B & RM, EARTE, FERX
WA : FREGRE 0 £RBREC KT 3R
ME LM, WHERERE, BERE 17: 1007~
1009, 1974

AR 24 B/ BEMILNE (MIC) 3
E ko Chemotherapy 23 (8) : %36, 1974

12) SCARTAZZINI, R. & H. BICKEL :

8) O'CALLAGHAN, C.H. : Classification of cephalo.
sporins by their antibacterial activity and phar.
macokinetic properties. Journal of Antimicrobia]
Chemotherapy 1 (Suppl.) : 1~12, 1975

9) HAKMM, {th: Cefatizine ic B 2 g8t - &k
AR —1 v 790z 9YMBIUA v T2y
3K 1o R 28 R VI % P /Lo iC— oChemotherapy 24(9):
1800~1807, 1976

10) AW, #FEF, X, HOTE, %2

R A1 : Cefaclor iC B83 5 XM - KW,
Chemotherapy 27(S-7) : 334~343, 1979

11) RARM, BFOTHE, KK N, RFEX, AR

", XKML, B RF, M B:errv¥
0% v~ CBRT 5 LM - BENIHA, Chemo-
therapy B¢H

New orally
active cephalosporins. Heterocycles 7 (2) : 1165

13) RARE : 1 v 70 x vy MR FRE BLE

O XBH - KNP, BREFHE 48(4) 1 117
~125, 1974

14) FIEBARAFREFZERE  FR Y v 2994,

CGP-9000, 1979

15) MATSUMOTO, K. & Y. UZUKA : Concentrations
of antibiotics in bronchiolar secretions of the
patients with chronic respiratory infections,
Chemotherapy, Plenum Pub. Corp, New York
4:73~78, 1976



voL. 28 S-3 CHEMOTHERAPY 313

LABORATORY AND CLINICAL STUDIES ON
CEFROXADINE (CGP-9000)

Keizo MatsumoTo, KimiTosHI TAMAKI, MasasHr YAMAMOTO,
MasaTosHI IDE, TsuvyosHI NAGATAKE and Kiwao WATANABE

Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University

MicHio E1zukaA and Yuriko NAGAoKA
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ZenzaBURo TakacGl, HirosHl YosHIDA and Kazuo Honma
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MasaTo HayvasHr and TSUNEYAsU SAwAGucHI
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Tsucuji ITo
Takeda General Hospital

Laboratory and clinical studies on a new orally active cephalosporin Cefroxadine (CGP-9000, CXD) were
performed, making a comparison with Cephalexin (CEX).

The antimicrobial activities of these drugs were examined against several respiratory pathogenic organisms.
The peak values of MICs of CXD against Streptococcus pneumoniae and Echerichia coli were superior about
two times to those of CEX. However, the antimicrobial activities of CXD against Staphylococcus aureus,
Enterobacter species, Klebliella pneumoniae and Haemophilus influenzae were almost the same as those of
CEX.

When 20 mg/kg of CXD was orally administered to rats, the tissue concentrations attained their peak at
two hours after the administration. The concentration was the highest in the kidney (16.0 #g/ml), followed
in. descending order by the serum, the liver and the lung at their peak. It was shown that CXD was main-
tained longer in the tissues than CEX, as the former was found to be 11.2 #g/ml in the kidney even at
four hours after the administration.

When 500 mg of CXD was given without food to two healthy young men, the serum peak level was re-
vealed at from 30 min. to one hour (9.7~14.1 #g/ml) after the administration. When the same dose of
CXD was given at 30.min. after meals, the serum peak level was at from one to two hours (12.3 #g/ml) in
one person .and at four hours (14.8 #g/ml) in the other person after the administration. There was a
remarkable difference between persons. When 500 mg of CEX was given at 30 min. after meals, the serum
peak level appeared at from two to three hours (8.7~11.7 ug/ml). Comparing with CEX its urine concen-
tration was higher its urinary excretion was faster and its urinary recovery rate was higher.

In the clinical study, CXD was effective in 95% of 19 cases of respiraory infection including that due
to Haemophilus influenzae and was effective in 100% of 4 cases of urinary tract infection. As side effect, a
slight elevation of GOT and GPT was observed in three of 24 cases. However, they returned to normal value
after the sessation of the drug. CXD was evaluated to be very effective and safe comparing with the already
prevalent orally active cephalosporins.



