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Table 1 Susceptibility of clinical isolates of gram negatives to CXD
No. of MIC (ug/ml)
Organism  |Dilution|—— -
strain §0.4’ 0.8 ‘ 1.6 ' 3.1 6.3 |12.5] 25 50 100 | 200 | 400 |>400
) 1% 5 | 11 2 2*| 3 3 1 4
E. calr 30 100 X 4 15 5 2 lll: 3 1
. 1% 1 3 1 1
Klebsiella 6 100 3 1 1 1
P. mirabilis| 7 | 5% | 1 l ‘ : 1 3

* NIHJ
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Fig. 2 Correlogram of antibacterial activity
between CXD and CEX
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Fig. 3 Correlogram of antibacterial activity
between CXD and CFT
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(i) Bioassay DJjik

Bioassay OJFIEICDWLTHRA Lo REHIZ Micro-
coccus luteus ATCC 9341 & L, —RiEH# L - % Tr-
yptosoy 74 3 v iC#E& L T O.D. 650=1.0 DE %D
Y, #HHTZRESHGNC0.1% (v/v) HERBL, &%
BEZ 1x10° CFU/ml & 785 & 51C L #co CXD #E
#5013 0.06 M B IiH (pH 7.0) ICHA#EL, 1,000
ug/ml O A FF% LU 7=, Fig. 4 13 Antibiotic medium
(Difco), Tryptosoy X (%H), # X Heart infusion
EX (HK) O3BOEMAR N EEY v 7HECLDH
L7407, Heart infusion 3K 1 # G200, 1F
MD/NCH 570 F7- Fig. 5 (3 pH 7.0 B5EEAEEH
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Fig. 4 Standard curves of CXD
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Table 2 Physical data of volunteers

No.

Fig. 7 Stability of CXD

Body .
Series| Drug Dose of Age wh. Height
(mg) |subject| (yr.) | (kg) | (cm)
250 165~
30~45(57~72
I CXD 500 3 170
1000 (37) | (84) | (1g8)
CXD 20~23/55~67/162"
I 500 4 176
CEX (21) | (8D | (177)
m | CXD t?(zio 10 2%;32;8 ‘3;7;5 164"177
5 days (171)
( ) :Mean
—o— Plasma (Miles) 5ug/ml (CXD)
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Fig. 8 Schedule of phase I study of CXD (Multiple)
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Fig. 9 Laboratory findings
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Fig. 10 Serum concentrations of CXD aftera single oral administration of
250 mg, 500 mg and 1000 mg in healthy voluntears
. (pg/ml) 0,
. Time after administration (hr.) n=3 T1/2 (hr)
Dose [Subject o 250mg 0.63
oo fos| 1|2 ]3] 4a6]s8 o 500mg 0.69
A A 1000mg 0.79
H.S./0.3|4.8|5.2|1.8|0.6 — . 15r
K.K.[2.4|4.0/40|16[05| —| — T
950 M.K.[0.3|0.8|2.4|4.0|0.8 —_ 3
Mean | 1.00( 3.20| 3.87| 2.47| 0.63 §
S.E.[0.70| 1.22( 0.81] 0.77| 0.09 e 10}
K.K.|3.512.8]7.2|2.2]07]01] — g
M.K.| 1.0 {12.0 (10.2 | 3.1 | 0.7 | 0.1 | —
S.M.| 4.4 {16.0 |12.6 | 6.4 | 1.3 | 0.2 | 0.1
500 _ g
Mean | 2.97|13.60(10.00| 3.90| 0.90| 0.13( 0.03 » 5t
S.E.| 1.02] 1.22| 1.56| 1.28| 0.20| 0.03
K.K.| 7.2 |15.5(20.5 [ 5.9 | 2.6 | 0.6 | 0.1 'S
M.K.| 2.7 20.0 19.0 [ 8.6 | 1.8 | 0.4 | — S~
1000 -T.Y.|14.0 [23.0 | 8.4 | 5.0 | 1.7 | 0.5 | 0.1 ] = N . 'y N
051 2 3 4 6 8
Mean | 7.97|19.5015.97| 6.50| 2.03| 0.50f 0.07 Time after administration (hr)
S.E.| 3.28 2.18 3.81| 1.08| 0.28) 0.06
Fig. 11 Calculated serum levels of CXD
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Table 3 Pharmacokinetic parameters for CXD
_FD Kl  (.-K2a-Dv_g-K1(t-Dv
C=V  ®-kpy ¢ )
Computer : Toshiba TOSBAC 5600 Model 160
D. K1 K2 \" Dt Cmax Tmax AUC T%
ose
i (hr 1) (hr?) ) (hr) (pg/ml) (hr) (ng/ml-hr) (hr)
250mg i
(n=3) 0.96507 | 0.94690 | 23.38680 | 0.40467 | 3.97000 | 1.45074 1 11.28920 0.73186
to0m& | 1.60946 | 1.18073 | 15.04760 | 0.44058 | 14.15800 | 1.16310 | 28.14160 | 0.58692
1000mg | 1.36218 | 1.11966 | 19.72140 | 0.36630 | 20.50920 | 1.17474 | 45.28720 | 0.61893
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Fig. 12 Urinary excretion of CXD after a single oral administration of
250 mg, 500 mg and 1000 mg in healthy volunteers (mean ; n=3)

500 mg
250 r
Hg/ml me 9% g/ ml r %
. 500 4100 1000 100
F 7 4
;é 250 {50 < § 500 / s <
—_ M
o~1~2[~4]~6[~8]~12]~24 0~1f~2[~ 4]~ 6]~ 8[~12[~24
hrs hrs
g/ ml
30001 1000 mg
%
2000+ 4100
£ 7~ 7
& o0 / ‘ 150
]
o~1[ ~ 2]~ 4] ~ 6] ~ 8[~12]~24
hrs
Fig. 13 Serum concentrations of CXD after Fig. 14 Urinary excretion of CXD Multiple
multiple oral administration dose : 500 mg, t.i.d., 5days (n=10)
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Table 4 Mean urinary recoveries and levels of CXD after single oral
administration (n=38)
D Time after administration
ose
(mg) 0~1|1~2 | 2~4 |4~6 | 6~8 a~12J 12~24To~24h.
Recovery | 4 4 | 18.5 | 22.5 | 11.2 1.3 0.6 0.1 | 58.6
250 Level
(ng/ml) 68 357 473 242 20 11 0.64
Recovery | 150 | 35,1 | 43.4 | 6.1 | 1.9 | 0.9 | 0.1 |102.9
s00 | (%)
eve
(ug/ml) 560 1560 963 260 72 12.4 1.4
Recovery | 155 | 337 | 40.1 | 10.5 2.1 0.8 0.2 |101.9
w000 | %)
(ug/ml) 613 2650 1233 733 184 | 33 3.7
Table 5 Serum concentrations of CXD after multiple oral administration
(500 mg t.i.d. 5 days) (pg/ml)
Day 1 Day 5
Subj.
) Time after administration (hr.) Time after administration (hr.)
No.
05| 1|2 |3 a7 ofos| 1|z ]3] 4]7
1 — 2.3113.0| 5.2| 1.6| — — 1.2| 8.7| 8.0| 2.2| 0.8 —
2 — 3.5 9.0 6.2| 2.9| 0.7 — — 4.0 9.5| 8.2| 3.6 0.2
3 4,2116.0| 7.8| 2.5| 0.8| — — 0.9 9.0|11.0| 6.2| 1.9| —
4 0.7 3.6|10.5| 5.6 | 1.6 | — — 1.412.8| 8.0 2.0| 0.6 | —
5 0.2 1.4| 5.7|13.5| 4.2| 0.2| — 0.2| 2.5| 5.4| 8.8| 4.8| 0.2
6 9.0|15.0| 7.5| 2.0| 0.7| — — 2.3|11.5| 83| 3.6| 1.3| —
7 0.7 |11.0 | 13.0 | 5.2 1.3| — — 12.5118.5| 5.8| 1.9 1.0 | —
8 0.4 2.1|11.0| 3.7 1.4| — — 3.7114.0| 6.2 1.7 0.7 —
9 0.3]10.011.5 6.3| 2.1| 0.2| 0.5 1.7 7.2113.5| 7.5| 2.1 0.1
10 0.911.010.0| 2.6 | 0.7| — — 0.8 7.3 12.5 1.9 0.5| —
Mean | 1.64 | 7.59 | 9.90 | 5.28 | 1.73 | 0.11 | 0.05 | 2.47 | 9.55 | 8.82 | 4.40 | 1.73 | 0.05
S.E. 0.91 | 1.78 10.76 | 1.04 | 0.35 1.16 | 1.51 | 0.88 | 0.93 | 0.45
Table 6 Mean urinary recoveries and levels of CXD after multiple
administration (500 mg t.i.d. 5 days) (n=10)
Day 1 Day 3 Day 5
0~7 | 7~14 [14~24h] Total | 0~7 | 7~14 [la~24h| Total | 0~7 | 7~14 |14~24h, Total
R
Ty | 83.9 } 83.3 | 77.8 [81.6| 87.2 | 74.0 | 7L7 ‘ 77.6| 61.4 | 79.7 | 97.0 |79.3
L
(el | 843 ‘ 1071 | 929 1005 | 826 | 733 ‘ 537 | 860 | 1034
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Fig. 16 Serum concentrations of CXD (500 mg) with or without food
and CEX (500 mg) without food

(ug/ml)
: ’ 'Time after administration (hr.)
Administration ?:m:l"t
0.5 2 3 4 ] 8
M.M. | 47]13.0] 5.0 21| 11| 0.1] —
S.I.| 3.8/ 9.3| 6.1| 1.6| 0.6{ 0.5| —
CXD 500 mg S.T.{ 4.9/12.0| 6.9 2.8 1.1{ 0.2, —
. Y.S .7.2120.0{ 3.4 1.1} 0.4] 0,1} —
without food -.
Mean 1 5,15/ 13.58/ 5.35 1. 0.80; 0.23
S. E. 0.29| 2.28) 0.76, 0.36 0.1 0.»09
M.M.| 2.3| 88| 3.2| 1.0| 0.4 — -
S.I1.1{ 0.4 3.1 5.4| 3.2 0.6 — —
CEX 600 mg S.T.| 3.2 8.3| 4.6 1.2} 0.4} 0.1 —
Y.S.|13.5{ 9.0 3.2| 0.6 0.3| — —
without food
Mean 4.85 7.30] 4.10, 1.50( 0. 0.25
S. E. 2,94 1.41) 0.54| 0.58 O.
M.M. | 0.5 7.5}11.0| 3.1| 1.4]| 0.2| —
S.I. 0.6 2.7{13.5| 6.2 1.2| 0.1 | —
CXD 500 mg S.T. 0.3]12.5]12.0| 5.6| 15| 0.3| —
Y.S. 4.010.0{14.5| 5.8| 1.1} 0.2| —
with food
Mean | 1.35| 8.1812.80 | 5.18 1.30 0.20
S. E. 0.89) 2.09/ 0.78 | 0.70| 0.09] 0.04
151
n=3, cross over T1/2 (hr)
© CXD without food 0.70
A ® CEX without food 0.63
4 CXD with food 0.69
E
3 104
=
g 4
e
§
8
5 |
3
A
051 2 1 3
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500 mg 5 A MEER SO 3 1 BikE & FI3EIHRE

FITH BB 2 AR ICRIE Uis & O FE ST ER
Ab¥:b0M Fig. 13 TH Y, BHIZITLAEENRL,
ERBIELADOL YK AN €D LN {E% Table 5
WCRT. 7281 H, #3H, 5 BIC4ANMERET
> THIE LRt OF#ft%E Fig. 14ITRL, ZDE

RHEDELMEA Table 6 ICRT
CXD % ZHils 5 LU ABRNH THRELLEEL
CEX % S Utz & 2 DlhBEDERE cros
over T 57 2D % Fig. 15 KRT. 2O
& Repgkit © 1 8% Fig. 16 1CRL, €OEMED
Eigf% Table 7 WRT .
B frh i EERI%E O XD pharmacokinetic par-
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Table 7 Mean urinary. recoveries and levels (n=4)
DI | Food \ Tim’e after administration (h)
(Dose) ‘ 0~2 | 2~4 | 4~6 | 6~8 | 8~12 | 12~24 |0 ~24h.
Recovery !
o 51.2 18.4 4.0 0.8 0.5 0.2 70.1
Without —1%‘%— i
CXD (ug/ml) 2713 740 261 48 8.9 1.5
(500 mg) Recovery | 4o 4 | 340 | 7.9 | 1.7 | 0.2 | 0.1 | 843
With Level :
eve 793 1058 458 99 3.8 0.53
(ug/ml)
CEX Recovery | 399 | 15.1 | 2.5 | 0.8 | 0.2 | 0.1 | 51.8
Without W o
(500 mg) | . (pg/ml) 973 435 153 59 4.6 0.86

Fig. 16 Urinary excretion of CXD (500 mg) with or without food and CEX
(500 mg) without food (mean ; n=4)

Hg/ml
3000, CXD 500mg without food
— %
2500 F
2000 4100
ol //__- Lu
0~37] ~a] ~6] ~8] ~12] ~
hrs
CXD 500mg with food
Hg/ml %
2000 - {100
1000 | 450
/M
0~2[ ~4] ~6] ~8] ~12] ~24

hrs

#g/ml

2000

1000

CEX 500mg without food

A =
0~2] ~4] ~6] ~8] ~12[ ~2

hrs
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Table 8 Pharmacokinetic parameters in healthy volunteers

AUC

, Dose | No. of | Cm T " T%
Series | Drug | ooy | subject |(ug/ml)| (hrd | Chr) | (ug/ml-hr.)
Toen | | 3.87 0.63| 10.20
B 2?0 10.81 “3»“» *+0.05 | *0.99
13.60 0.69 | 27.%
I CXD 500 8 | +ng2| 1 | xo0i02] +4.28
- 19.50 0.79 | 45.22
1000 | ) +208| ' | xolos| 1.98
13.58 0.69 | 21.76
XD o0 r2.08f 1 | x0i01]| +1.21
I 500 . | 1280 T, 0.70 | 27.21
| 800 i0.78| | £0.05| +2.95
- 7.30 0.63 | 14.51
CEX 800 1 a1 | eoloz| +1.95
. 9.90 0.70 |  24.58
500 Sl x076| 2 | x0.04| =+1.06
1 CXD tid | 10|52
d 9.55 0.71 25.17
5 days Sl+151| 1 | +o003| ~+1.35
Mean ' S.E. - N o
Fig. 17 TLC of CXD and CGP-3940
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95
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S

O O
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1ul 2ul 1ul 2ul 14l 2ul
Rf=0.669 0.662 0.710 0.714 0.709 0.720
0.657 0.652

ameter D% Table 8 {CRT,
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WCTREET o120 MEENL 15 FICTEAYE R R y
P L7k EDREHEIIL, Fig. 18 D& 5T RIfli2 0.65~
0.678 K T0.70~0.72TH > T, DML TEHH
FTAHLEMTE

e b (140D iC500mg B5H%, 0~2, 2~4, 4
~ 6 BRI D BHRIURIC DT Fig. 180X 5 15&MT
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——————

TLC %175 LHEEDERET BT EMTEL,

W27 o<+ 75 5 FH L IC Bacillus subtilis ATCC
6633% JH\>T Bioautography %7 - 7- s Fig. 19 (A)
T#HY, CGP-3940 (2 CXD kv H3hic RI-EMK
EVERES I ANBUTSEVS LB TERBVLEE
ZoNTce ARLHHEICLD £ FCOWLT O~ 6 KK
@ Bioautography % Fig. 19 (B) IZRT % N5
OYEDADEH 2 £y FZROLEINED T

Table 9 @ %4 F HPLC % #5457 L, Bioassay iC
& BEME & DH#IA1T 5 120 Fig. 20 13 CXD E¥HK
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Fig. 18 TLC of human urine

Dose 1 500 mg of CXD)
Subject thuman urine for 0 2, 2 1 and 1 6 hrs
Solvent 1 pH 6 citrate buffer

Adsorbant : Silica-gel (spot film)
Detector : UV 365nm

QB ==

CXD CGP-3940 0-2h 2 1h 4~6h
in in human human human
urine urine urine urine urine
3 ng 3 g 30 ng 30 pg 30 ng

<+ Urinary component

Fig. 19 Bioautogram of CXD and CGP-3940

Test organism : Bacillus subtilis ATCC 6633
Solvent : pH 6.0 (0.03 M Citrate buffer)
Adsorbent : Silica gel GF 254

fA)

Bioautogram
DGP-

CX
D 3940

ex0429%"0xp 00P-
5HE  SME 545 Sug 40ug ug

(B)

Bioautogram

CXD CGP-3940 Human. Urine
in Urine in Urine O0~2hr 2~4hr 4~6hr

Sug Sug 104 104 104g
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Table 9 HPLC of CXD and CGP 3940

Apparatus : Shimazu LC-2

Column : pu Bondapak Cig
3.9mm X 30cm

Mobile phase 2 : C11,COOH : H,0 : CH;0H -

0.1.80:20
Flow rate @ 0.7 ml/min
Detection : UV, 254 nm
Chart speed: 2,5 mm/min

Retention time : CXD : 10 min
CGP 3940 : 7.6 min
Detection limit : CXD : 0.5 pg/ml
CGPj3940._1 0.5 ;L_g_/ml

I'ig. 20 Calibration curve

uv 254 nm
Flow rate 1.0 ml/min
Range 16 8x10°2

Mobhile phase 1 CH3;COOH : H,0 :
CH;O0H=1:79:9

Peak Hewhts

0 25 50 100

Fig. 21 HPLC of CXD and CGP-3940

100 ug/ml
Renge 8X 1072
Flow rate 0.7 ml/min
' Mobile phase 2

8 CXD i
b : CGP-3940

b

\)

inj.

.

<«

150 ug/ml

i

inj.

KOWLTEZDBRELE—/7DHILOHMOHBERTH
%, Fig. 21 {3 CXD & CGP-3940 OfiZ 4 B FL7-
BRICOWLWTOBMK T, Fig. 22 3£h£h CXD
1,000mg ZRAL:-DED0~2, 2~4, 4~6HF
FIC DT IRELL 72 3 &£ D volunteer D 2 B R4, #

SHiREURTRR LI bDTHY, BEEY CGP-
3940 £ {RIHTBC ENTE, 202 FIE CXD LAK
DEE%E T C LB SNz, Fig 23 i3t HIED
F— BR{KIC DT HPLC & Bioassay & CHIE LKL
EDHBPRTLOEEARL TS, Fig. 24 3E MR



VvOL. 28 6-3 CHEMOTHERAPY 189
. -Fig. 22 HPLC of urine sample (CXD 1000 mg p.o.)
' Caee 1 |
Control 0~2h 2~4h 4~6h
a
v
a
a y
'
b
V
:
— :
‘ +
iIi. t izi- fnj.
Case 2 ; v
Control 0~2h 2~4h 4~6h
20 X diluted
Range 8%x102
a 104! injected
v Mobile phase 2
Flow rate 0.7 ml/min
a:CXD
b : CGP-3940
b
¥ 't z
b~ MJA—/‘
A 1 1+
inj. inj. i:j. inj
Case 3 s
1
Control 0~2h 2~4h 4~6h
a
V
b a
) . J
X J}\AAA__,J"’*—V-’
1
ilj. 1 .

inj.

inj.
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Fig. 23 Linear regression of CXD concentra-
tions in human serum samples deter-
mined by HPLC assay and Bioassay

1000mg p.o.
ug/ml 500mg p.o.
201 x ©
X
r=0,934
> é Y=1.476 X +0.103
: /a :
] o
3 x
T 1of /
o l
a
% o
)GA )
' A x
0 10 20
HPLC assay pg/ml

Fig. 24 Linear regression of CXD concentra.
tions in human urine samples deter-
mined by HPLC assay and Bioassay

1000mg p, 0.
sg/ml L- $00mg »p. o,

/ re=0.983
Y =0.846X +64.3

>
-
0
glow*
E a
[]
o
] x
I
oha 1 L X
1000 2000

HPLC assay 4ig/ml

Fig. 25 Correlation between Bioassay and
HPLC assay in urinary levels

(mg/ml)
2.5

2 r=0.9110

—
w

HPLC assay

—

0.5

Y =0.7937 X +0.0611

DR —BRIKIC OO TOHHEEDHBERI T, 3 <k
BERT . BAEIRESFD ERIAD M EIC L 5 EH E%
Table 10iC;RL, ¢t oy b L7-+HEX% Fig. 25
ICRTe AU BIFSHBENI LS.

(5) ERBK{EFIPRER

AFleat: 2 fl, 183 FIORBBEREERSE L 28D
BULAEIZRBEICHER Lice €DK Table 11
£OTH ot REBILEDERED E. coli 24, S.

Bioassay (mg/ml)

faecails 14, BAMWY1 41, @K 1H<HD, 24
ICHRREBDR. F1, 2MIEBELEDEIN
720 # 3Bl P. aeruginosa 3x10*/ml BRI LIS
RICED EIMBRYMERILL D TRPELE Lo F
ABIRBABRE B LAMERSBELA P ok
BE®%GERNRLT105/ml 0421008, RiGED
HmMARKRER (L, BRKERSEHR LADOTPPEY
EUTe B 5 FIRERSRIBRRBILS - - MBI SHEAO




voL. 28 S-3 CHEMOTHERAPY 181
Table 10 Urinary levels by bioassay and HPLC assay of CXD
- (ng/ml)
Sub- Assay Day 1 Day 2 Day 3 Day 4 Day 5 _
ject Mel; 40~ T[T ~1414~24 0~ T[T ~14[14~24 0~ 7 ‘ 7 ~14‘143221 0~T[7~1414~24/0 ~ 7|7 ~14]14~24
(| the hl k|l h h h h h h h hl _h h h h h
= M
B | 60011301230 | 509 | 714 | 776 | 1070 | 1470 | 983 | 363 | 831 | 859 | 634 | 1090 | 845
! H | 393 |1057 | 1181 | 402 | 556 | 639 | 957 | 1198 | 961 | 219 | 667 | 825 | 480 | 1048 | 793
B:| 858 |1130 | 799 | 954 | 1310 | 624 | 1700 | 838 | 552 | 523 | 1040 | 694 | 647 | 775 | 770
2.« H 821 | 1220 | 801 | 1118 | 1552 | 551 | 1277 | 929 | 517 | 4351085 | 571 | 601 | 510 | 564
3 B 680 | 1660 | 2400 | 613 | 1300 | 1850 | 509 | 1430 | 1760 | 409 | 714 | 1280 | 790 | 1270 | 1810
H 457 | 1245 | 1404 ’ 441 | 991 | 1202 | 347 | 1212 | 1280 | 326 | 596 | 986 | 678 | 1184 | 1473
A B 775 | 1460 | 1140 | 1040 | 647 | 794 | 1220 |* 915 | 910 | 380 | 893 | 1060 | 961 | 1140 | 1200
H 6051090 | 765 | 858 | 527 | 696 | 875 | 680 | 601 | 317 | 739 | 877 | 697 | 945 | 946
: B | 1780 | 1650 | 1820 | 669 | 669 | 822 | 768 | 705 | 361 | 518 | 658 | 669 | 1460 | 985 | 866
H | 1702 | 1581 | 1586 | 690 | 792 | 555 | 839 | 696 | 345 | 409 | 561 | 635 | 1184 | 902 | 800
>6 | B 536 | 492 | 509 | 429 | 555 | 475 755 808 | 545 | 459 | 647 717 (1390 | 808 | 575
| H 574 | 410 | 483 | 381 | 530 | 473 | 950 | 1017 | 607 | 321 | 616 | 602 | 944 | 617 | 452
7 i 831 | 1050 | 1660 | 889 | 1900 | 1000 | 790 | 831 | 1610 | 545 | 859 | 1710 | 1270 | 967 | 1980
H 778 | 1012 | 1653 | 955 | 1668 | 1030 | 755 | 821 | 1716 | 368 | 772 | 1750 | 1160 | 872 | 1922
8| B 445 | 919 | 563 | 678 | 967 | 1090 | 1760 | 1080 | 763 | 658 | 904 | 1040 | 542 | 745 | 988
) H 279 | 652 | 400 | 454 | 661 | 860 | 1321 | 1020 | 526 | 523 | 676 | 892 | 488 | 598 | 1138
9 B 467 | 866 | 1090 | 227 | 694 | 921 | 785 | 1040 | 1090 | 808 | 532 | 1040 | 582 | 889 | 745
H 381 | 999 | 1032 | 180 | 470 | 753 | 896 | 882 | 1165 | 823 | 502 | 1030 | 422 | 979 | 690
0 B | 1950 | 843 | 921 | 602 | 520 | 1020 | 2350 | 758 | 745 | 251 | 1100 | 905 | 613 | 828 | 799
H | 1381 | 582 | 753 | 388 | 393 | 889 | 1541 | 521 | 594 | 234 | 833 | 701 | 371 | 532 | 798
B : Bioassay, H : HPLC
Table 11 Clinical results with CXD
Cases Organism/ml Dosis Clinical | Adve-
Diagnosis Dail rse
Name [Age |Sex Before After d:s.ley Duration| effect effect
N.M.j16| f S. faecalis >10° — 0.5g %3 8 days| Good None
M.M.| 67| f E. coli >10° - 0.25g X 3| 14 days| Good None
F.A|70) f . C. E. coli >10° P. aeruginosa 3x10? |0.25g X 3| 7 days| Fair None
Klebsiella sp. Citrobacter
| Total Total
TM.[44] f A.C gnier.‘:;:ﬁfﬁbisl 108 Acinetobacter] 108 0.25g %X 3| 7 days| Fair None
S. faecalis S. faecalis
: Impossible
M.S.[ 20| f A. C. — —_ 0.25g X 3| 7 days to evaluate None
T.T. _61— m g]or::li\?tis H. influenzae 4+ H. influenzae H 0.5g < 3|14 days| Fair None
LT[ 73] £ | oronie il B, oncgumontac - 0.256x3| 7 days| Good | None

C.C. : Chronic cystitis, A.C.: Acute cystitis
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Table 12 Labornlory findings of CXD treatment
N.M. M.M. T.M. M. s ! I.T.
C‘ilh(‘.\ T T T ‘ i T | T T T ——
B | A B | A [ B A ‘ B _L_A B | A
RBC X 10* 396i 401 | 403 | 421 4981 511 116 | 118 N 156 | 438 ' 414 | 419
Hb  (gxdl) |12.1;13.0|14.415.0 16 4 17 113,14 13.7 N.D. 15.4 1 14.6 | 12.4 | 126
Ht (%) | 36 |36.5| 41 | 42 38 | 39 N.D. 43.5 | 41.5 | 39.7 | 38.2
Th x10* | 38.9 | 18.7 | 22.0 | 24.6 24.0 22.1 N.D. N.D. 17.2 | 20.5 | 30.1 | 39.8
WBC 4700 | 3100 | 6300 | 6900 | 9200 | 7300 | 6100 | 6200 | 5700 i 5800 | 3800 | 3600 | 8700 | 8100
E (%) 0 1 N.D. N.D. N.D. N.D. 0! 2! 1! 4
B (% | o] 1 N.D. N.D. N.D. N.D. 0ol o 1! o
N (%) | 54 | 60 N.D. N.D. N.D. ND. |, 62 51 | 77 6
Ly (%) | 38 | 30 N.D. N.D. N.D. ND. 27 40 ' 16 | 2
Mo (%) 8 5 N.D. N.D. N.D. ND. ' 11 71 5| 2
GOT (U) |12 | 15 13 ! 18 | 15 (15 | 10 | 13 | 12 10 |19 ;17 | 23 |19
GPT (v 8 {13 | 11| 13| 11| 10 9 8 } 6 6 | 20 13 8 6
AP (mg/dl) | 7.7] 5.9| 6.5| 7.6| 8.0| 8.1(10.5| 4.3 | 4.4 4.1 l 5.4 1 9.4110.5
BUN (mg/dl) |16.9|13.415.3 |12.3|20.0 |18.4| 8.3| 9.5 13.3  11.5 . 149 12.7 N.D.
Cr  (ml/min) | 1.0| 0.8| 0.8| 0.8 1.0/ 0.9} 0.7 0.7| 0.9 0.7 0.9 0.9 ND
Protein -l == -+ | x| -1]- - ' - - - i ND
Sugar - - - - ++ F - - - ’ - - N.D.
Led {R/sf V3| 7 15| 14 21| v3| 13| 174 an| 1/5 1/41! 1/4| ND.
w/st | 2/1| 1/31 4/1] 5/1[>30/1 1/1|>30/1 1/ 1/6 1/2: 2/1 21 N.D.
BSR (mm/1h) | 65 | 28 | N.D. N.D. 19 | 18| ND 18|17 34 3

B : Before treatment, A : After treatment

7-HHRETH DHERETH - 70 BUAEXROE
REZ2HE b H. influenzae THY, 1HIREH%
LER, o 1 ATREHEKISS N > fehs, K
RRDL LooBEHLHEIN. 2PICEBHERES LD
B ote THODERICHT 5 BR5HI%OHKRA E
DE® % Table 12 ICRT . RAREICHKTIEEL
ShARBHEEALDIEL ST

x x

CXD 3 CEX, CED & & HlL#EEEL, It
Bz2_7 b bRIBTH DM, DI DEKICHLT,
CXD @ MIC 32 512 ER Tlotce ER BRIEERD
B3 CEX L0 I ChIBANSHLC ENRES
hv?, KH O EMENRRIN. EHERTOED
B E T CEX ICHLT74 54 v FRITIED
it { K, spheroplast 24 UT A EML D FEPMICEC
AL EMHMOENTS,

A#i3 dihydrophenylglycine derivative C & 3 7%,
OB TFE F phenylglycine derivative T 5 CGP-
3940 MORBALTL AT ENATHEINTVLS,

L L@ CGP-3940 (212ixRSD % AL, L
MHHEIC CXD (k> TIRIZE—D ARBEE L,
Z0FFHMINSZ EMnmOhTEY, & ICERS
RS EEZ S5, HPLC £ A3 EHED
NNERHNETETHD, EES L LAOEELRRTS
RREBAC EMNTET

BRI L TH LK RFICHBLEDP 10 #
—HRBT GOT - GPT Lk R # s o5hichs, BEKE
BHRIOK T T2 DEEIZEL, CEX LERICALP
TUMETH ot CEX (218 1g~2g % 4EICHY
THEENTHLE, bhbhiz CXD 1H 0.758~1
g Z3ECHFTEEL, FHDOREE BB EHT
1 LELB. COBKETOEHIIT, EBERCS
WT CXD i€ 2, 3 CEX kbb@EhtiMndborl
EEBENHBEDN LN,

PDEDO#REH»S CXD @O 7 7oz VAL
LTHRSFEEMENRSZ6DENZ LS.

CHAVEEORBERT <1 £ - HICE#T 50
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phalosporin. The J. of Antibiotics 29 (6) : 653
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THE BASIC AND CLINICAL STUDIES ON
CEFROXADINE (CGP-9000)

Otomiko Kunnt and Kazuruto Fukaya

Department of Internal Medicine, Institute of Medical Science,
University of Tokyo

KEIMEI MasHIMO and Sumio YAMAOKA
Department of Internal Medicine, Tokyo Welfare Pension Hospital

The susceptibilities of clinical isolates of E. coli, Klebsiella and indole-negative Proteus against Cefroxadine
(CGP-9000, CXD) were somewhat higher than that against cephalexin and equal to that against cefatrizine.
Cross resistance was observed among each other.

The phase-one study of CXD was performed under our charge and supervision and its safety in clinical
use has been confirmed. The determination of blood levels and urinary recovery showed the excellent
intestinal absorption and sufficient urinary excretion. The inluence of food intake upon blood levels was
minimal. A cross-over study between CXD and cephalexin revealed a higher elevation in blood levels of
the former than those of the latter.

By means of high performance liquid chromatography (HPLC), CGP-3940 was separately detected in the
product of CXD. The correlation between the values obtained from bioassay and HPLC assay was satis-
factory both in blood and urine determinations.

Clinically, a total of seven cases, consisting of five urinary tract infection and two respiratory tract infec-
tion, were treated with CXD. Three had a good response, the other three a fair response and the re-
maining one indeterminable. Any adverse effect was not observed.



