vOL. 28 'S-3

CHEMOTHERAPY .

Cefroxadine (CGP-9000) o3y, EREE ﬂ*j B it

WO E — e QTR - /N
WU BE A 15 1N o

BOR e

1§

NORSLTRR B R At

Cefroxadine (CGP-9000, CXD) {2 x 4 & CIBA-GEIGY #tiC W TR I N5 LI&RO Ce-
phalosporin RFEMK TH Do BENMED S. aureus, E. coli, Klebsiella, P. mirabilis {LD\>T
Cefroxadine DHE % CEX L KT 3 LRWEM TS P. mirabilis [CEOTHMART QT
BO1004ERARKERMTI2E L IT E. coli, Klebsiella \CBLTHE HoMMmsA SN, CEX k0T
ChTHOo XHBSHOMPRE, KoLK 6 ZLORERFIC O TR & BARIRKICD

COTHEBRE LY, BFCLZERITIONOLSDTEH o700 BKEML 0 AN ITTE IR
£, WAL 2B U rh SR EOIFIR BBYUEICH L TIEERI350% Th - 7oat, A
BXR, RERSIVENBER RS EOBERISEICH LTIRI0SEHTEH 2720 BIEAS 1
PICREEHIBETONEL, RHRBERPEICHT 2B BRI LEZ SN Do

F X

Cefroxadine (CGP-9000, CXD) iz = 4+ = CIBA-
GEIGY #itx > CTHI R Xh#H L # [0 Cephalos-
porin REME CH Y, 77 +BiEs K TBRMEEICK
UTIEWHEER %R L, 0 RE, H#ERE CEX
IDLBERLTLAEINTVE, bhbhiZEADOHE
NV T Bk ERE, 100 FREEFEO BALCBWLT
CEX & HBBA L, &5iCBORE LBa o R
Mo & BEOLEARET Lo BRKEYICIZ194) 0 IFK
BELUCRBBMECAREZRELZOHREERILL

A
Table 1 Sensitivity distribution of clinical isolates
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Fig. 1 Correlogram between CXD and CEX
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Table 2 Sensitivity distribution of clinical isolates Fig. 2 Correlogram between CXD and CEX
Staphylococcus aureus 25 strains( x 100) ' Staphylococcus aureus n=25 (x100)
100 o———ae CXD l;.l/o';l
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80| 100
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g w 6.25 3|1
g 20
3.13 11915
Drugs  |50.40.89]0.78]1.58]8.18]6.25[12.5] 25 [ 50 | 100 [>100 1.56 2|4
CXD 2|5|9|8]|1 0.78
CEX 6|15 4 0.39
MIC (ug/ml) number of strains
0.2
£0.20.39 0.78 1.56 3.13 6.25 125 25 S0 100 >I0
CXD sg/ml
bl Sensitivity distributi £ clinical iscl Fig. 3 Correlogram between CXD and CEX
Table 3 ensmv'lty‘ 1stn' ution of clinical iso ates Escherichia coli n=25 (x1)
Escherichia coli 25 strains (X 1)
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CEX 1 1/4]1 18 0.39
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0.2
$0.2 0.39 0.78 1,56 3.13 6.25 125 25 50 100 >I00
CXD pg/ml
' Fig 4 Correlogram between CXD and CEX
Table 4 Sensitivity distribution of clinical isolates Escherichia coli n=25 (x100)
Escherichia coli 25 strains (x100) ug/ml
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Fig. 5 Correlogram between CXD and CEX

Table 5 Sensitivity distribution of clinical isolates
Klebsiclla pnewmoniae n=25 (x1)
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Drugs |50.2]0.39]0.78]1.56]3.13] 6.2512.5] 25 | 50 | 100 [>100
CXD 1[3]af2f2]|6]7 0.78
CEX 6|31 15 0.39
ml ber of strai
MIC (ug/ml) number of strains <02
£0.2 0.39 0.78 1.56 3,13 6.25 12.5 25 50 100 >100
CXD pg/ml
) Fig. 6 Correlogram between CXD and CEX
Table 6 Sensitivity distribution of clinical isolates Klebsiella pneumoniae n=25 (X 100)
Klebsiella pneumoniae 25 strains( x 100) ug/ml .
>100 1
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R
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g
g 25
]
%
5 12.5 17| 4 |,1
§ & 6.5 1|1
8¢
E 3.13
k]
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o
Drugs >100 0.78
CXD 1 0.39
CEX 1
MIC (#g/ml)  mumber of strains =0.2
£0.20.39 0.78 1.56 3.13 6.25 125 25 50 100 >100
CXD pg/ml .
Fig. 7 Correlogram between CXD and CEX
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Table 7 Sensitivity distribution of clinical isolates I Proteus 25 (x1)
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Table 8 Sensitivity distribution of clinical isolates Fig. 8 Correlogram between CXD and CEX .
Proteus mirabilis 25 strains (x100) Proteus mirabilis n=25 (x100)
Hg/ml
100, >100
) ' 100
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£ e o--<CEX 2
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CXD 1 4 0.3
CEX 1 12|12 ’
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Table 1, Fig. 1 ICRT&DIC, 7010065 HRuHEN CXD Ke/m
DPAi3 Table 2, Fig. 2 CRTLSIC CEX LK ug/ml~6.25 ug/ml DFH B CEX KHLEFTC
LTRACERBBD O NN, hTli,
2) E. coli \{tx4d ALigEh 3) K. pneumoniae (L3 AN
E. coli T34 5 CXD DHiB 13k EM T3 Table K. pneumoniae {Tx14 %5 CXD O il Hid FkEEa
3, Fig. 3 KR &S CEX i KL 100 #g/ml DIk Ti3 Table 5, Fig. 5 iC//Rd & 5iC CEX {ckU E
ORBEFTDROBET S 3 b8, 100 ARKEM T2 coli Li21ZEMT 100 xg/ml Pl LD BB ETFDULE
CXD @ MIC {3 Table 4, Fig. 4 ICR$ &£ >iC 3.13 BTHBHH, 10005 EREHEMTiE CXD © MIC it

Table 9 Serum levels of CXD (500 mg, p.o.) with or without food
in healthy volunteers cross over (n=6)

Serum levels (ug/ml)

State | Case | Age | Sex | BW.
(kg) | ¥%h 1h 2h 4h 6h
E.T.| 3 | m | 55 1.2 2.9 3.2 0.4 0.2
K.M.| 24 | m | 51 0.9 15.2 8.8 1.3 0.4
H.T.| 31 | m | 63 12.3 11.5 4.1 0.3 0.0
@ | Y. T.| 25 | m | 65 1.0 3.8 3.8 2.7 0.4
g |AM. |2 | m | 58 4.8 10.2 1.9 0.4 0.0
= ly.u.| 3 | m | 52 1.1 4.2 7.7 1.6 0.2
% +SE 3.55 7.96 4.92 1.12 0.2
+1.69 | +1.87 | *1.01. | *0.35 | +0.06
E.T.| 35 | m | 55 0.0 3.3 2.9 | 1.4 0.2
K.M.| 24 | m | 51 0.0 0.5 1.6 6.4 1.5
w | H.T.| 31 | m | 63 1.2 9.0 6.5 0.5 0.2
2 | Y.T.| 25 | m | 65 0.4 8.2 6.0 ' 0.9 0.3
S |AM.| 20| m | 58 3.4 9.0 4.6 0.5 | 0.0
Z | Y.U.| 30 | m | 52 0.0 15.0 12.5 1.6 | 0.2
%4 SE 0.83 7.50 5.68 1.88 0.40
+£0.50 | +1.88 | *+1.42 | +0.84 | +0.20
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Table 6, Fig. 6 WRT & DIC 3.13 ug/ml DERHIAI
AT CEX KL SCh T,
4) P. mirabilis {Cx3 241

Fig. 9 Serum levels of CXD (500 mg, p.o.) with

or without food in healthy volunteers

logar-division
#g/ml
20

Serum Concentration

—§— X % S.E, Fasting, n=6, T/2 57min

--%--52 +S.E, Non-[asting, n==6, T/2 62min

P, mirabilis |C %4 & CXD o il /1i2 FikEMT
i Table 7, Fig. 7 €739 & 5iC MIC 6.25 ug/ml
KihtZ { CEX K0 b3 ¢hTHD, 100 {57 HR M
T& CXD @ MIC |3 Table 8, Fig. 8 iIL/RTLIIC
6.25 ug/ml D BA KIS T, P20 CEX kD bT <
T,

2 BN &5 & OF ¥t

Jiifi + CXD Dk MERIEIL KD &S 18 HIET
o7
Method : Paper disk method
Test organism : Micrococcus luteus ATCC 9341
Standard : Serum, Monitrol [
Urine, 1/15 M P.B.S. (pH 7.0)

A K 500 mg FECIE 5.4 0 (f cHIKBE & R PEIUN# % 6
ZORBEBEFICOERF L RRICOILBRI L. &
B3ty LI REDERES L 1o AKIRFIORE
DOBAICIT 1 MK ORIMK THICARESZ, KHIK
BEEOBA I HFRISHLINICEE L,

FER KA 500mg ROB SO RET O 1
Table 9 {ZiRY & 51 6 FIDOFIHTI02%, 3.55#g/ml,

1 RG] 7.96 wg/ml, 2 f] 4.92 ug/ml, 415 1.12
ug/ml, 6K 0.2 vg/ml LMRLTHY, AKEET

}Yf 1 é ;% ‘éh
: i2 30530.83 ug/ml, 11§R] 7.50 ug/ml, 2 Bk 5.68
Table 10 Urinary excretion of CXD (500 mg, p.o.) with or without
food in healthy volunteers, cross over (n=6)
0~2h 2~4h 4~6h | 0~6h
State | Case | Age | Sex | B.W.
(kg) | ng/ml ’ mg ] % | wg/ml | mg | % |pg/mll mg | % | mg | %

E.T.| 35 m 55 1,800 198.0] 39.6 850( 144.5 28.9| 180; 49.5 9.9 392.0| 78.4
K.M.| 24 m 51 3,500| 105.0/ 21.0, 2,300| 184.0| 36.8/ 500/ 35.0] 7.0 324.0| 64.8
% H.T.| 31 m 63 2,200 132.0] 26.4 1,850/ 166.5 33.8; 210| 21.0| 4.2| 319.5 63.9
‘s Y.T.| 25 m 65 1,700 125.8] 25.2| 4,200 243.6| 48.7 920\ 77.3| 15.5| 446.7| 89.4
I AM.| 20 m 58 2,000 36.0/ 72.0 1,150| 103.5| 20.7 180 21.6| 4.3| 485.1] 97.0
Y.U.| 30 m 52 150/ 7.5 1.5 8,000] 360.0; 72.0] 850, 46.8/ 9.4| 414.3| 82.9
X 1,891.7| 154.7| 30.9| 3,058.3| 200.4| 40.1).473.3| 41.9| 8.4/ 396.9| 79.4
E.T.| 35 m 55 1,150| 172.5| 34.5] 1,300/ 143.0| 28.6 310| 46.5 9.3| 362.0| 72.4
o K.M.| 24 m 51 500, 45.0f 9.0, 2,800{ 280.0| 56.0| 1,650/ 82.5| 16.5| 407.5 81.5
5 H.T.| 31 m 63 1,600] 259.2{ 51.8 1,750 168.0| 33.6| 280/ 33.6| 6.7| 460.8| - 92.1
E Y.T.| 25 m 65 4,200| 336.0[ 67.2 520 57.2| 11.4| 280 29.1] 5.8 422.3| 84.4
éo: A.M.| 20 m 58 2,800, 280.0[ 56.0 1,600 112.0| 22.4 150 15.9] 3.2| 407.9] 81.6
Y.U.| 30 m 52 1,800[ 201.6| 40.3] 2,300 172.5 34.5 550 30.3] 6.0| 404.4] 80.8
2,008.3| 215.7| 43.1| 1,711.7| 155.5| 31.1| 536.7| 39.7| 7.9( 410.8 82.2
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Fig. 10 Urinary excretion of CXD (500 mg, p.o.) with or without
food in healthy volunteers, cross over (n=6)
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Table 11 Clinical results of CXD
Daily Durati Total before therapy Clinical [Bacterial| Side
Age |Sex Diagnosis dose [Juration goee Organism l ica
Case g (8) | (day) | (g) after therapy effect | effect | effect
. . E. coli H
Bronchiectasis _ _ —
L T.M.|75| ™ | Secondary infection 1.5 14 21 E. colli H B
7|l m Bronchiectasis 1.5 14 21 H. influencae it _ _ _
2 ST 7 Secondary infection ' H. influentae Ht
: . Normal flora
Bronchiectasis n _
3. T.S. T4 f Secondary infection 1.5 14 2 Normal flora ‘ ?
. . B-Streptcoccus -
Bronchiectasis ) _
4 T.N. 68| f Secondary infection 1.0 7 7 Normal flora 1 + -
K. pneumoniae -
Pulmonary emphysem _ _ _
5. T.S.|75 | M ["Secondary | 15| 14 21 K. poesmoniae 4
K. pneumnoiac
Pulmonary emphysem B
6. T.0.[76 | m oot ndary infection| 15| 14 | 21 i ] ) + +
Normal flora
7. S.U.| 22 | m | Acute bronchitis 1.5 3 4.5 + Q _
Normal flora o
Normal flora
8. M.S. 30| f | Acute bronchitis 1.5 7 10.5 + Q -
| Normal flora
: H. parahaemolyticus i,
9, K.T. 45 | m | Acute bronchitis 1.5 11 16.5 ) + + -
10, N.N.| 65| f | Acute bronchitis 1.5 7 10.5 | Normal flora + Q -
11, Y.F.| 48| f | Acute bronchitis 1.5 5 7.5| Normal flora + Q -
12, A.N.| 73| f | Acute bronchitis 1.0 7 7 Normal flora + Q -
13, T.0.| 37 | m | Acute bronchitis 1.0 7 7 Normal flora + Q -
K. pneumoniae + :
14, M.0O.| 73 | m | Acute bronchitis 1.0 7 7 (l) + + —
15. N.O.| 35 | m | Acute bronchitis 1.0 7 7 Normal flora + Q -
S. aureus 4
16, F.O.| 42 | m | Acute tonsillitis 1.5 6 9 e + + -
17 T.M.| 43| f | Acute tonsillitis 0.75 2 1.5 Normal flora Q Q En:ipc;n
S. aureus + ]
18, I.H.| 37 | m | Acute tonsillitis 1.5 7 10.5 ) + + -
E. coli 107/ml
19, T.H.| 66 | f | Acute pyelonephritis| 1.5 7 10.5 (l) + + -
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BASIC AND CLINICAL STUDIES OF CEFROXADINE (CGP-9000)

KenicHr NaAKkAGAWA, KENTARO WATANABE
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Cefroxadine (CGP-9000, CXD) is a new orally active cephalosporin antibiotic developed by CIBA-GEIGY
Ltd. in Switzerland. The antibacterial activity of CXD against S. aureus, E. coli, Klebsiella and P. mirabilis
isolated from clinical specimens was compared with that of CEX. When tested by inoculating the original
isolates, the antibacterial activity of CXD against P. mirabilis was superior to that of CEX. With 100 times
diluted isolates, CXD showed much stronger antibacterial activity against E. coli and Klebsiella than CEX.

The absorption and excretion of CXD were studied with 6 healthy male volunteers comparatively before
and after a light meal. Its pharmacokinetic behaviour was little affected by the meal.

Moderate or severe infections of the respiratory system complicated by bronchiectasis, pulmonary emphy-
sema, etc. were satisfactorily treated with CXD at an effective rate of 50%, whereas the drug was 100%
effective against mild infections such as acute bronchitis, tonsillitis, acute pyelonephritis, etc. The incidence
of adverse side-effect was low. Eruption occurred only in one case.

CXD was considered to be a useful antibiotic for the treatment of mild infections.
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