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 Fig. 1 Structure pf CXD
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1. EBEY:

HERED REBERS 5 ABREREI109%E 7 5 2
HIRF108, BLUEMEKTH S E. coli NIH JC-2,
P. mirabilis ATCC 9341, P. aeruginosa NCTC 10490,
S. aureus MB 27861Z2\>T CXD % 10%/ml
BHEL 100/ml EETHUE L. AR LITEMAIC
#9% CEX OHEN%E 10%/ml HEETHEL, XFD
HHENEHBRA Uce 35IC KK 2 57T REERERY
EBRELO B, RELLS S AEUEBEIKESS
LB ER B 5 #RIC X195 A F B KU CEX, Ampicillin
(ABPC) i /71%10%/ml #/ 210¢/ml H#EETHIEL
720 MIC O B B3 BAR(CEREE S S ITHEL,
Heart Infusion Agar (A/K) £ B, EXERETHT
o7
2. KRR

CXD o HEFRFHK & L UEERKICKT 2 MIC @2
TOmL THotce 104/ml B Tid, E. coli (212.5
ug/ml (C, P. mirabilis {3 25 ug/ml T, Klebsiella |1
6.25 ug/ml X100 xg/ml PLEIT, S. aureus (% 6.25~
12.5ug/ml Lz Zhe—27%FLke —K4, P
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Table 1 MIC of CXD
b N B (pg/ml)
: No. of |Inoculum|
Organism strains | size 1.56 | 3.13 [ 6.25|12.56| 25 50 | 100 [>100
.
E. coli 2 | 18 el ¥ 11
. '}
P. vulgaris 16 igs 1 1 2 % 1 %3
.y 10® 2 9 6 8 1
P. mirabilis 26 10° 2 4 8 3 5 3 1
L]
Klebsiella u | 10 - 1§
Serratia 12 ]ig: 1 }f
P. aeruginosa 14 ig: i ig
10 10¢ 1 3 3 1 2
S. aureus 9 10° 1 4 3 1
E. coli 1 108 1
NIH JC-2 108 1
P. mirabilis 1 10* 1 -
ATCC 9341 108 1
P. aeruginosa 1 10® 1
NCTC 10490 106 1
S. aureus 1 108 1
MB 2786 10° 1
Table 2 MIC of CXD and CEX against Fig. 2 Correlogram of CXD and CEX
standard strains ) E.coli 27 .
B . COll strains
4 (ug/ml) (ug/ml) Inoculum size 10%/ml
Organism CXD [ CEX >100 11
E. coli NIH JC-2 3.13 6.25 100
P. mirabilis ATCC 9341 3.13 6.25
P. aeruginosa NCTC 10490 | >100 >100
S. aureus MB 2186 1.56 1.56 % !
6
Inoculum size : 10%/ml E
© 625 12| 6
vulgaris (316#kth14%k4H¢, F /- Serratia & P. aerugi-
nosa |3AHA100 sg/ml Pl EOWEER Uico Hlktk 1.56
E. coli NIH JC-2 ¥ X O P. mirabilis ATCC 9341 |3
6.25 #g/ml, S. aureus MB 2786 {21.56 u#g/ml, P. ae- <0.39
ruginosa NCTC 1049012100 #g/ml DI ECd 5720 108/ £0.39 15  6.25 25 100 100<
ml EEFE T2, Serratia L P. aeruginosa % % RER CXD -

b 1 ERERIFS MIC £RU7 (Table 1),
108/ml 5 CE #kic x5 xF & CEX @ MIC
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Fig. 3 Correlogram of CXD and CEX

P.mirabilis 26 strains
Inoculum size 10°/ml

. (ug/ml)
>100 2|2
100 30211
1
25 13
1|21|5 1
i
O 6.25 1
1
1.56
50,39
<0.39 156 6.25 25 100 100<
CXD

Fig. 5 Correlogram of CXD and CEX

P. vulgaris 16 strains

(ug/m) Inoculum size 10°/ml
>100 1 9
100
1(,1(1/1
25 1
5 1
4]
O 625
1.56
=0.39
=<0.39 1.56 6. 25 25 100 100<
CXD

EHBT 5L, E. coli NIH JC-2 & P. mirabilis ATCC
SU1°C | HREAFINRIFIZ MIC £ L7 (Table 2),
FRICKEREHICHT 248 E CEX @ MIC 24
BTZ L, E. coli, P. mirabilis %0 Klebsiella iC %t
LF*#JO?J‘# 1~ 2EBERIFIL MIC 2R 7-(Fig.
2.?3, 4)o UtrL, P. vulgaris 3 X O S. aureus Tt
LTiiziRBED MIC TH o7 (Fig. 5,6)0
ARREH, RBGHEREL DM, BELASE
RCH3 2 4%, CEX 10 ABPC @ MIC i3 Table
UDIK TH oo 2055, E. coli 28I 1453 &

Fig. 4 Correlogram of CXD and CEX

Klebsiella 14 strains

(ug/ml) Inoculum size 10°/ml
>100 5
100 1
25

E 6.25 6

1.56

=0.39
=0.39 1.56 6.25 25
CXD

100 100<

Fig. 6 Correlogram of CXD and CEX

S.aureus 9 strains
Inoculum size 10°/ml

(ug/ml)
>100

100

25 1

CEX

6.25 1111}2

=0.39
=0.39 1.56 6.25 25

CXD

100 100<

PiERD MIC 243, 10%/ml £E T2, HBHEE
@ E. coli & FRIT &KL 12.5 pg/ml e —2%FL
78, 100 pg/ml Pl ko i ¥ #ki3 Wb o720 CEX
b FEIRRIC12.5 ug/ml [T — 7 AR LTS, 188200 1g/
ml Otttk % Bwdrco —%, ABPC 3 6.25 #g/ml P
T & 400 pg/ml DL _LiC AR AL 2 % 7R U7zo 105/ml
BEETREREAELI10Y/m EHELD 1 EBERIFR
MIC %7K U7-(Table 3),

zhb E. coli 288iC 319 % & #| & CEX 3 XU ABPC
DORSEZHME L 105/m] HET BT 2 &, HBREK
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Table 3 MIC of CXD, CEX and ABPC against clinicaly isolated E. coli 28 strains

MIC (pg/ml)
Antibiotics Inoculum -
size |<0.39/ 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | 100 | 200 | 400 | 800 |>800
) 10* 2 8 14 3 1
CXD 10° 2| 5|14 |7
‘ 10* 3 (16| 8 1
CEX 108 3| 13| 11 1
10¢ 1 8 6 3 1 1 1 7
Fig. 7 Correlogram of CXD and CEX Fig. 8 Correlogram of CXD and ABPC
E. coli’ 28 strains E.coli 28 strains
(ug/m]) Inoculum size 10%/ml (ug/ml) Inoculum size 10°/ml
>100 >100 111133 h
100 100 1
1
25 25 1
" 615
i
© 625 4|9 6.25
211 2|1
1.56 1.56 11565]|1
3|4
=0.39 =0.39 1
=0.39 1.56 6.25 25 100 100< =0.39 1.56 6.25 A 100 100<
CXD CXD
Fig. 9 Correlogram of CXD and CEX
ERRRICEKA D2 CEX kb 1 BRERIFH MIC % E coli” 9
— . .coli” 9 strains
A~L7 (Fig. 7)o —7, ABPC X H#d 3L, ABPC (ag/ml) Inoculum size 10°/ml
1T 100 #g/ml ] EOWEERKIC 5 LTS CXD i3 1.56~ 100
12.5 pg/ml OMIC %% L 7zo UL, ABPC @3t 100
BKiICx LT3, ABPC O AR LD 1~3FBIFH
MIC #RL7: (Fig. 8)o !
& 51{C ABPC {100 #g/ml Pl LDt %53 E. coli 25
IKRIC DT, AHE CEX © MIC 21T 2&, Xk 5 21,3 !
#i2 CEX T H~IZIZRIS S 3012 1 R BT MIC S 6.25 11
2m U7 (Fig. 9)o ! 1
— |
mpiRAE, FRepakft 1.56
1. EBHE EVE
(1) #EE : BERA BT 4 L TER 20.3+0.55%, =0.39
{k®59.5+1.9 kg, BE166+1.6cm (WFHd T+ =033 1% 625 25 10 105

S.E) THo7 CXD
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Table 4 Schedule of administration

Adm.
ot I I I v
Subj.
K.S CXD CEX CEX CXD
m with food without food | with food without food
M. 1 CXD CXD CEX CEX
m without food | with food without food | with food
M.U CEX CXD CXD CEX
m with food | without food | with food without food
T.J CEX CEX CXD CXD
m without food | with food without food | with food
I : 1, December, 1978
I : 10, December, 1978
II : 15, December, 1978
IV : 22, December, 1978

Table 5 Serum concentration and pharma-
cokinetic parameters of CXD
(500 mg, p.o.; n=4)

With food | Without food

¢2| 05hr 0.25+0.25 | 10.33+2.78
RN 1hr 2.85+1.30 | 17.03%+1.09
]
F S| 1.5k 8.48+2.38 | 16.75+1.31
: 2 hr 12.03+3.23 | 11.58+1.98
8 3hr 12.30+1.62 | 6.15+2.04
g 4hr 9.90+1.46 | 3.90+2.14
8 6 hr 1.63+0.31 | 1.00%0.64
AUC (pg/ml-hr) 43.59+5.46 | 43.74+6.14
Tamar* (hr) 2.13+0.31 | 1.25+0.14
Cuax (ug/ml) 14.68+1.33 | 18.08+1.18
Ty (hr) 1.32+0.09 | 0.93+0.23
* p<0,05

2 BERBIURBRY YV a—: RRIFBRESL
BRIB 5L ABRIHTHC L5120 K500 mg
5302 CEX 500 mg % REAZEHR & 3 LD I2BARH20
AL E, PR 6 K E CombmE, Kok
BERE Lico 155, BIRR =R b, NaxzyS, U
a=2¢ L, BARYERE Uic. BKIZAIRE 1 R
BloBMB BOED180ml DY 2 —2% 5% 72,
MRi24E, Table 4 {CRT 5 7 v HBICHE > T,
FHBH3 5~ 9 BRIOHKEBAGE B 70

B REHE: i, Ko CXD Bk U CEX BE

Fig. 10 Serum concentration of CXD after 500
mg, p.o. dose with or without food in
healthy subjects (n=4)
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Time (hr) after administration

Biziz M. luteus ATCC 9341#5% 1R & 32 W@
v PTHETT> . MFERZDOFFRIEL, Rid pH 7.0
@ 0.05 M Phosphate buffer ' 10~1,000£ &R L THI
ELf. BEEMBRRIOPBENERIE=ta-1]
%, RPBERERIIF_ED Phosphate buffer % (3
UTHER L 720
2. EEREH

(1) MmEes : CXD OZER B XU ABARKOM



434 CHEMOTHERAPY

AUG. 1980

Table 6 Serum concentration and pharmaco-
kinetic parameters of CEX
(500 mg, p.o.; n=4)

With food | Without food
g 3| 0.5hr N.D. 9.30+2.82
E-I lhr 5.43+2.51 | 25.68+1.74
£3| 15hr 14.45+1.54 | 20,45+3.50
g 2 hr 15.281.55 | 11.80+2.19
S 3hr 8.90+1.54 | 6.35+0.93
g 4hr 7.58+1.76 | 3.00+0.83
A 8 hr 1.65+0.47 | 0.55+0.23
AUC (pg/ml-hr) | 43.31+2.85 | 47.97+5.71
Tmax* (hr) 1.88+0.13 | 1.13+0.13
Cmax* (ug/ml) 15.93+1.32 | 26.10+1.82
Ty (hr) 1.28+0.22 | 0.67+0.03
*¥ p<<0.05 N.D.: Not detective -

thilfiEE & L U2 DREHEH/ €7 # —4 —i2 Table 5,
Fig. 10iC R TH oo TROBLEHEARTIT,
PR BB 27 2 K (Tmax) 2F851.25
BT, BEMmEE (Cmax) i337118.08 £g/ml, itk
et THEH (AUC) (3339 43.74 #g/ml - hr, &8
Sk (TY) 3¥Y0.93KMTH > 7o RBRAM
EDHBTIE Tmax H3FH 2. 13 & PP BQ, 3
b BEEE B W7D, Cmax, AUC BLU T T
ZLBEDIEM o T

—%, CEX O THEK 5 L UAKARFOMPRES
FUZDEE S ¥He5 2 —4 —iF Table 6, Fig. 11
CRTML TH oo THROHLABOFEICLY, Mt
iC AUC ZZ R BDB» o 7ch, Tmax, Comex B
U TV, THEEREEAD I

X5iC CXD & CEX %2H®T 2L, EHEART
Cmax ICD% CEX MNEMETHIMICL BRELBD
7o

(2) Rkt : CXD @ ZHKFES LU ABRARKOR
hMEOY -7 REFES 1~ 2KBHICHY, FIERFE
# 2,730 xg/ml, H%EZFEH 1,730 ug/ml TH 7o
6 IS E TORDEINRIZEHIFFIG71.6%, RETE
E105% Tdh > 720 CEX ORAROFRMCLZRPEED
-7 bABKC1~2KHICHY, EHRIZFEE 2,960
ug/ml, £1%131,590 #g/ml THo7zo 6K TOR
thEINE 3 TR E1565.6%, RETEET4.7%TdH >
7= (Fig. 12),

Fig. 11 Serum concentration of CEX after 500
mg, p.o. dose with or without food in
healthy subjects (n=4)
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EEMNRE

1. BREMFBLUBRSHE
CXD %5 L7cxigkid, MRISILE6 A X b BIFS44E
2 A ¥ CICRLAEBRER b X UMILFTFREEBER
BHERL U/ REBERELT, B64, 464,
1319~795%, FIM2.95KTH 50 52ROARIZ A
PERERE S350, 18 B BE 4tk IBE DS 1 4, ARMEHIIEHERE
BER 40, BHEEUTERRAP, REEMSHATS
%o FEFI—FiT Table 7 (G ¥ B8t 2 15 B RIEHD,
Table 8 (B BERER B LU B R T RIEH), Table 9
(RFER) ICRT. BRERIDEE S LU MEFHE
ROBRHIOBRAL, BIfEAORINCIMA .
Be5HE S B R Ci2 1 B 500 mg, §5 A%N
MR, 3AMBELL, @EEICE1 B750 mg, BAEA
R, 7HME®REE L.
2. BHRYE .
BERShEOHEIZ UTI Lpmas? g LT
Teo KL, BHEOCEARES® T AECHELR.
3. BiKBE ‘
SMEBBUMERERE J2350 th, ExhosH, AR THTH-
oo BUEBBAERERER 1 P2 ERTH o fro F7-iBHH
MMBERER A Pl B 20, EBp2MTHY, WHLER
BEEER4FIEH 20, 215, EBH1HTH>
#= (Table 10),
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Fig. 12 Urinary excretion of CXD and CEX after 500 mg, p.o.
dose with or without food in healthy subjects (n=4)
CXD with food CXD without food
. ug/ml % pg/ml %
3000} 104.6+14.8 ks a000 1%
. 71.6+6.6
H H
5 2000 € 2000}
5 - 4
! 178 8 e
& 3 £ <
g 1000 / § 1000
S
0~1[{1~2[2~4[4~6 0~1[1~2[2~4[4~6
Time (hr) Time (hr)
g/l CEX with food % ug/m CEX without food %
<100 1100
3000 |- 3000
74.7+8.5
£ e 65.6+7.3
5 2000} ‘& 2000
= 50 & £ /—/ 7
- T £ 450 g
: :f :
£ 4 5 2
- § 1000+ 5 1000F
3 5
/
0~1|1~2|2~4]|4~6 0~1]1~2]|2~4|4~6
Time (hr) Time (hr)

REE G+ M S MM YT THB L, FIET
26 HES2H, HZTHIT, BREI0% TH oo
wECR8FDEL 24, HRIH, EHIAT, Y
H63% Td 5120
4. WEPERZE

CXD ®58, Ro»o DML B EHKIZ6HKTSH
b, BARBYIER No. 31, 320 2HDAHTH 570
ABBOEEEIR E. coli BEOBL, RHETLRKRDT%
Bhvic. HMEHE BRHREDEEKES B E E. coli
RikhELho2kk, 28 #, MED 2R THBEIE TH
olcq P mirabilis 24ki3 E3 1%, BRH1IKTHO,
P. morganii 1 #, K. pneumoniae 2 ¥, Citrobacter

13, LIFNSERTH oo E. aerogenes 1 I
#TdH o710 P. aeruginosa 1¥ki3BXTHY, P. ma-
ltophilia 1%k, P. putida 1#kiZLTHhOERTH o700
V3 ARBEREAKIOLThOENTH o7 (Table
11),

RPHEED HE %A 5 &, E. coli 328kth K%k 298k
(91%), 7E¥i 3¥kTdh o7-0 Proteus sp. 3 #k, Klebsiella
2 ¥, Citrobacter, E. aerogenes % 1#k, Pseudomonas
sp. 38, 77 tBURE 4K IOThEEE LK, &
E%HMEREIZLI%TH 504, UTI EHEMETL5103/ml
PIED3REL P. aeruginosa 5#k& K. pneumoniae
2B T& o7 (Table 12),
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Table 7 Clinical cases of CXD (Acute simple cystitis)
All cases : Sex female, Doses 500 mgx 3 days

Clinical findings before treatment Clinical findings after treatment Clini ;
No.| Age _ i i . i i inical | Side
Miction [WBC in| Organisms and ‘| CEX |Miction [WBC in| Organisms and ' | response | effect
pain | urine | Colony count Disc | pain | urine colony count
1{ 38 | # | H |E coli10 4 - - - Excellent| -
2| 19 ++ + # 108 H - - - ” -
3| 26 + + n 107 H# - - _ ” _
4 42 | H# | H » o100 - | - - - ” -
5| 35 | # # » 10 # | - - - " -
6| 55 +H H #1107 H - - - ” -
7| 20 + + 7 107 Ht - - - ” -
8| 36 + 10~15 ” 107 R - - - ” -
9| 26 + ++ ” 107 H - - - Vi -
10| 31 + + ” 107 # - - - L ” —
11| 36 H# + ” 108 H - - - v -
12| 57 + + ” 107 Ht - - - ” -
13| 26 + 10~15 ” 107 H# - - - ” -
14| 37 Ht Ht ” 107 Ht - - - ” —
15| 49 + H ” 108 H - - - ” -
16| 27 + 1 v 10 + - 3~4 | E. cloacae 10> ” -
17 | 30 + 20~25 ” 10¢ Ht - - - ” -
18| 65 Ht Ht " 107 ++ - - - - -
19| 74 ++ + n 107 H - 8~9 - Moderate| —
20| 52 + H 4 107 H# - 10~15 | E. coli 10* ” -
21| 58 + H 7 107 H#t + - - ” -
22| 31 + + » 108 H# - 8~9 - ” -
23| 58 | 4 + ”o 108 - — | 3~4 | Ps. aeruginosa 10* | » -
24 | 65 H+ H+ 7 10 H - - K. pneumoniae 10* ” -
25| 32 + 15~20 | P. mirabilis 107 H# - - - Excellent| -
26 | 50 ++ + ” 107 Ht + 5~9 - Moderate| —
27| 26 Ht ++ P. morganii 10" | 4t - - - Excellent| -
28 | 57 + 10~15 | K. pneumoniae 10’| 44 — — — ” -
29 | 41 + + ” 10" + - - - ” -
30 | 62 + H+ Citrobacter 10* + — - — ” -
31| 39 H L IE’ nclzllltophilia} 10° +i+ - - - ” -
s2| 28 | # |20~es |G R hee | 1 - - ) - P
33| 42 | 4 | 10~15 | S. epidermidis 107 - - - V
34| 45 + H ” 108 H - - — ”
35| 2 + + Micrococcus 10° H - - — ”

RHBE D CEX disc Bt HIKZE & 0 BIF ERDIEP THY, 7Y 1442 E. acrogenes T P.
kHBL, disc B2 (+) LDLEI346BRT39HT, 20 aeruginosa [CER R U THBo T CEX disc
5 BERRENCE R B 5 D IIERNII6HRTH D, —BEI2 B (—) B THTERD 4%, FHIKTH R
%THolo disc BEM (H) TEHDO I P24 THDARRI E. coli 3#, Pseudomonassp.’ 3%,
E. coli THEH OTHhY P. aeruginosa L DEABRYL S. faecalis 1#T#% >7- (Table 13), o
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Table 8 Clinical cases of CXD (Chronic U.T.I.)
All cases : Doses 750 mg X7 days
. ; Clinical findings Clinical findings
" |Age  Diagnosis before treatment after treatment Clinical | Side
. WBC . WBC .
No Sex| (underlying disease) in Orlgamsms and CDEX in 0"18‘“1""’ and response | effect
- urine | colony count isc | ine| colony count
36 2f9 Chromcfystms 20~25| E. coli 107 | 4 | 1~2 | Acinetobacter 10'>|Excellent| —
37 5f8 (neurog:nic bladder) - H ” 107 | + — | P. aeruginosa 10* |Moderate| —
3|51 BPH. ost op) #| o 07| — [20~25 K. pneumoniae 10| # | —
50 ” _ | E. coli _
EY m | (prostatic calculi) 1 ” 107 | i P. aeruginoas }10’ Poor
o 6f5 (neurog:nic bladder) 5~6 | E. aerogenes 10" | #t | 8~10 P. aeruginosa 10' ” ~
41 4f1 g:::li(:: a‘fg:{g:)e phritis # E. coli 107 | H# | 3~4 | P. aeruginosa 10'>> | Excellent | —
42 4f8 (lt. renalll calculus) 7~8 ’ 107 H — | Serratia sp. 10"> i B
83|21 il VUR, cont. bladder)|10~15| P- aeruginosa 104 — | 5~6 - Moderate| —
61 ” . E. coli
“iy (lIt. ureteral calculi) | E. coli 104 ] H P. aeruginosa }103 Poor -
Table 9 Clinical cases of CXD (Drop out cases)
Clinical findings Clinical findings
Age Diagnosis Dose before treatment after treatment Clinical | Side
Ne- Sex| (underlying disease) |[™&X Wll’?C Organisms and |CEX WIEC Organisms and response| effect
days ur{n e colony count Disc |, in e colony count
45 5f2 Acute cystitis 500% 3| 5~8 | E. coli 107 | # - - Drop out| —
46 Zfl ” 5001 ” 107 | H# H | E. coli 102 ” —
47 4f3 ” 500x1| 4 ” 100 | # | — / ” Sl’iam“;
48 3{0 ” 500%3| H | P. aeruginosa 10'>| / 15~20 - ” -
"0 | 58 | Chronic cystitis _ _
4 f | (bladder diverticulum) 750 % 7]20~25 - / 15~20 7
0|7y soxT7| 6~7 | E. coli w>| /| — | B aeruginosa |,
o | 43 ” E. coli H+ | _ _ _
il f | (neurogenic bladder) 750 %7 5~6 P. aeruginosa} 100 ”
23 | Chronic pyelonephritis| S. epidermidis - / ~
52| (ureteral calculus) 750X 7]10~12) 5’ faecalis }101> / 3~4 i

Table 10 Clinical results of CXD

Table 13 Correlation between sensitivity of

organisms to CEX and clinical results

Response
. Excellent| Moderate| Poor | Total Result
Diagnosis \ Excellent | Moderate | Poor | Total
R Disc to CEX
Acute simple 28 7 35
cystitis H# 22 6 3 31
Chronic simple ) ) +# 6 1
cystitis + 1
Chronic com- 2 2 4 _ 4
plicated cystitis 3
Chronic com- Total 33 10
plicated pyelone- 2 1 1 4 ot ‘ l 3 46
phritis
Total a | 10 | 3| u
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Table 11 Correlation between isolated
organisms and clinical results

Table 12 Bacteriological response of CXD

. No. of
Results No. of Eradlcatedp er. | Strains .
Excellent |Moderate| Poor | Total Isolates . o sisted a}?peured
Organisms strains| (%) after
- treatment
E. coli 2 8§ | 2 3; E. coli 32 | 20001%)| 3
P. mirabilis 1 1 P. mirabilis 2 | 2
P. morgamt. 1 1 P. morganii 1 1
K.. pneumontiae 2 2 K. pneumoniae| 2 2 2
gztrobacter 1 1 Citrobacter 1 1 :
- aerogenes 1 1 E. aerogenes 1 1
P. aeruginosa 1 1 .
o 1 P. aeruginosa 1 1 6
P. maltophilia 1 P. maltophilia | 1 | 1
P. putida 1 1 P. putida 1| 1
S. ep 'd”fmd” 2 2 S. epidermidis 2 2
S. .faecalts 1 1 S. faecalis 1 1
Micrococcus 1 1 Micrococcus 1 1
Total 33 10 3 46 Acinetobacter 1
Serratia sp. 1
E. cloacae 1
Total 46 |43(93.5%)| 3 11
Table 15 Laboratory findings before and after CXD administration
No. RBC Hb Ht WBC Thromb| GOT | GPT |Al-Pase | BUN |Creatinine -
x10¢ g/dl % x 10 u. u. B.L. u. | mg/dl | mg/dl
% B 438 12.9 38.3 6900 36.8 24 16 1.0 9 0.74
A 424 12.6 36.7 4300 27.7 17 11 0.9 9
38 B 432 13.6 39.5 7800 24.4 17 12 2.3 23
A 449 13.6 40.8 8800 28.1 17 7 2.1 21
4 B 426 11.7 35.6 6900 23.2 17 7 2.6 9 0.61
A 407 11.0 33.5 5500 18.2 14 7 2.6 0.68
43 B 500 16.3 47.1 6400 18.6 24 39 2.4 14 0.96
A 455 15.0 42.9 7200 28.0 21 29 2.2 12 0.89
49 B 448 13.5 39.9 6800 30.2 25 26 1.7 17 0.97
A 446 13.4 40.1 6200 29.2 24 22 1.8 15 1.03
50 B 445 13.4 39.5 6500 14.9 18 5 2.1 39 112 .
A 400 12.4 35.8 6700 14.5 22 7 1.5 19 0.93
51 B 439 12.7 36.3 9000 23.8 29 42 1.9 14 0.74""
A 445 12.9 37.5 5500 30.8 20 23 2.1 17 0.83
B : Before, A : After
RehEEEICHd 5 CXD o MIC LMEFENHRE 14),
T U B KK %h B 12, Pseudomonas sp. 3%k, Citrobacter 5. Bl fE B

1#k, S. faecalis 1 2B W T L —FHL7 (Table

CXD i€ & 3 & Bbh 3B i 5241 1 FIKREE
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Table 14 MIC of CXD, CEX and ABPC on clinical isolated organisms
] MI1C (ug/ml)
No. of Organisms CXD CEX ABPC Bacteriological Clinical effect
case effect
10* 108 10* 10¢ 10¢ 10¢
1 E. coli 6.25 8.13 | 12.5 6.25 =800 400 Eradicated Excellent
2 ” 3.13 1.56 6.25 3.13 [>800 400 ” ”
3 ” 12.5 6.25 | 25 12.5 3.13 1.56 ” ”
4 ” 50 12.5 | 200 50 >800 [>800 ” ”
5 ” 6.25 3.13 | 12.5 6.25 1.56 0.78 ” ”
6 ” 12.5 6.25 | 12.5 6.25 3.13 1.56 ” ”
17 ” 12.5 6.25 | 25 12.5 800 200 ” ”
8 ” 12.5 6.25 | 12.5 6.25 3.13 1.56 ” ”
9 ” 25 12.5 25 12.5 6.25 3.13 ” ”
10 ” 12.5 6.25 | 12.5 6.25| 1.56| 0.78 ” ”
1 ” 25 12.5 25 12.5 [>800 400 ” ”
12 ” 12.5 6.25 | 12.5 12.5 1.56 0.78 ” ”
13 ” 3.13 1.56 6.25 3.13 0.78 0.39 ” ”
18 ” 25 12.5 25 25 3.13 1.56 ” 4
19 ” 6.25 3.13 | 12.5 6.25 1.56 0.78 ” Moderate
20 ” 12.5 6.25 | 25 6.25 6.25 3.13 | Decreased ”
21 ” 6.25 3.13 6.25 3.13 1.56 0.78 | Eradicated ”
22 ” 12.5 6.25 | 12.5 6.25 1.56 0.78 ” ”
23 ” 12,5 | 12.5 | 12.5 | 12.5 [>B00 800 Replaced ”
31 ” 6.25 | 3.13| 12.5 6.25| 6.25| 1.56| Eradicated Excellent
36 4 12.5 6.25 | 12.5 6.25 3.13 1.56 ” ”
41 ” 12.5 12.5 12.5 12.5 400 100 ” ”
42 v 6.25 6.25 | 12.5 6.25 3.13 3.13 ” ”
i ” 6.25 6.25 | 12.5 6.25 1.56 1.56 | Unchanged Poor
45 ” 12.5 6.25 | 25 12.5 [>800 800 Eradicated Drop out
46 ” 12.5 6.25 | 12.5 6.25| 1.56| 0.78 | Decreased ”
50 ” 6.25| 6.25| 12.5 6.25 |>800 400 Replaced ”
51 .f. 12.5 12.5 25 12.5 50 25 Eradicated ”
25 | P. mirabilis 12.5 6.256 | 12.5 6.25 | 50 12.5 ” Excellent
26 ” 12.5 3.13 | 12.5 6.25 1.56 0.78 ” Moderate
28 K. pneumoniae 6.25 3.13 6.25 6.25 | 400 100 ” Excellent
30 . Citrobacter 100 25 100 25 25 6.25 4 ”
48 P. aeruginosa 800 [>800 [>800 [>800 [>800 [>>800 ” Drop out
51 ” =800 [>800 [>800 |>800 |>800 [>800 v 4
3 P. maltophilia 200 50 400 100 200 100 ” Excellent
32 |' P. putida =800 |=>800 [>800 |>800 |>B800 [>800 v "
3 S. epidermidis 3.13 1.56 3.13 3.13 0.39 0.20 ” ”
52 ” 0.39| 0.39| 0.78 0.39 | 25 12.5 | Unknown Drop out
32 S. faecalis 100 50 100 50 0.78 0.78 | Eradicated Excellent
52 ” 100 | 100 | 200 | 100 1.56 | 1.56 | Unknown Drop out
% | Micrococcus 0.78 | 0.39| 0.78| 0.39| 0.10| 0.05 | Eradicated | Excellent
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Table 16 Overall clinical efficacy of CXD and L-CEX

. Overall
: : Antibiotics | No. of p
Diagnosis g x days cases Excellent | Moderate | Poor :‘f;fteecm(r;z)en |
CXD
Acute simple 0.5%X38 35 28 7 100
cystitis LBC§¥7 o4 2 2 100
. CXD
C:;r?l;l[?categ 0.75x7 8 : 3 3 63
cystitis an
pyelonephritis L‘lcgf,z 16 4 4 8 50

BH1-DATHB. RRED 1P ER No. 47 TEHE| 2
BIARKIC, HFEE, BRICRS, KELBDRAETD
1 Ufco BWEBXREMTBEICOHEFANRICL 2RZD
BEEE B LT/, fEH No. 4612 Al 2 Bl WIRBICH
HERBDIAEDIEL. ULHL3IRKEE4BAMRL
TERERD T, RXACXZ2EHWER EBBIETEILIH,
o7
FH B SR]%IC, ¥ &, BUN, Creatinine, GOT,

GPT, Al-Pase {CDUWL TR LcERIZ1 B750mg, 7
HEZED 7THITH 2, REROEHBEIRDIEL
7 (Table 15),

x ®

CXD @H L RO+7 rex#) »REMK T,
77 ABHE, BERICHULLTREZRY 2T
L, 205 E Nz CEX & i12i12R%E TH 5 »¢, CEX
K UERMTHORE, BEERERT. /i 8-a-
ctamase XfL, CEX tBIZRABEOEHEE2ET
%0 XBIC, BYBMC BT 2 BRYEPELHRIZ CEX X
bd, E coli, K. pneumoniae 3 X U P. mirabilis |C
BOTERICESTH 299 XA IROREIN 308,
BHOEENDIL, BPHICHOLMPEENSS h,
KATIZEAERBINSZC L EE UTRPICH#
¥hd, FAADLELYURBEDLHTHHLEREINT
13",

4EbhbhoRMTid, AFOHENIZ CEX ick
~, E. coli, P. mirabilis 3 XU K. pneumoniae \T %t
LT1~2&EREENT o /- ABPC WH:EICD
VT3 CEX LIZIZABERLLU 1 BRERIFLHES
%KL, B-lactamase iEfidid CEX KEHLHH 5
LEEEEL SN

T, PEHCDOLRTIR, AKEIRFRROFEICLD

Tmax EOZHEHEICHBE S BHDICHL, CEX
{2 Tmex, Coux BXU The THBESED, AHO5
NAROEENDIID o1 T1ARD 6 BT TOR
htiI ARBENOERMC LS TT0%D LE RFTH-
2o CO5 ORI, AROEAICH D AFICLAM
HREDETEEEERT ZLENILL, ZAOFED
—DEEI SN

EERER IS, SHERBIMBERTI2 1 A500mg, 3 A
MRS TCHHEI0% TH D, E4E280% LNKkD
LWVEKTEH o/ REBERERBBRIFCELTS1
H750mg, 7 AR5 TE3%.DHBHETH >l LO
BtE CEX ofpktt®A (L-CEX)Y LhBTAL
Table 160M{ TH oo RRHERFEL S UTI X
ZHAHMBRMBICHE U TN 2, 848 % 4 RERRERNT
L-CEX o @&sh#Ithic &2 88 d¢ Pseudomonas O 2 fiE
L U Citrobacter Q2B MNEITNTWBELEEELS
L, BEOEHRIZIALZETH /o L LEKEH
REPNC BTG AATH CXD 123 H, L-CEX 127
HThb, Bt RERIFEMAICEHT] BRER
MEIFIIT50 mg, #Fi21,000mg THEC LEERT
3L CXD O#Ri2, L-CEX & H~ESESEHAEL
LEZOND,

RUEEECIE, E. coli 33281298k KL, 91%D
BIFIZ %L ETHY, T/, P. aeruginosa, P. malio-
philia, P. putida &% U7=3%, P. maltophilia & P.
putida {3 E. coli L—@?EAE%’CibMTLBEﬁﬁ&
BEETE Lo

BIER ISR T L ¥ —BEOH S BE 11
(1.9%) CREABH-DHT, BRREMBTRELR
DrePlidiz, BIfERODITEKA E ORFER..

PIEX D, &R REBLEICHREURRTHELE
Zbh3,
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BASIC AND CLINICAL STUDIES ON CEFROXADINE (CGP-9000)
IN URINARY TRACT INFECTIONS

HitosHr TakamoTo, NoriTAKA IsHiDO, HIDEO KAMATA,
ManaBu Hirano, KaTsuvyosHr KoNpo, ToHRU ARAKI
and Hirovukr OHMORI
Department of Urology, Okayama University Medical School
(Director : Prof. H. OHMORI)

ATtsusHi Konpo
Department of Urology, Okayama Red Cross Hospital

A new orally active, broad-spectrum cephalosporin Cefroxadine (CGP-9000, CXD) was studied both funda-
mentally and clinically in the urological field, and the following conclusions were obtained.

1) Minimum inhibitory concentrations of CXD were measured against 160 strains isolated from urinary
tract infections. CXD showed excellent activity against S. aureus, S. epidermidis, E. coli, P. mirabilis
and Klebsiella, but no activity against many strains of P. vulgaris and all strains of Serratia and Pseudo-
monas sp. When compared with Cephalexin (CEX), CXD showed superior antimicrobial activity against E.
coli, P. mirabilis and Klebsiella.

2) The plasma concentration profiles, urinary elimination and pharmacokinetic parameters of CXD were
determined and compared with those of CEX in 4 healthy volunteers administered orally before or after
breakfast at dose of 500 mg in cross over experiments. The pharmacokinetic parameter (Cmax, Tmax) of
CXD was less influenced than that of CEX by the meal. The urinary excretion of CXD was more than
70%.

3) CXD was given to 52 cases of urinary tract infections and 8 cases were dropt out. Overall clinical
efficacy were proved in 100% of 36 patients with acute or chronic simple cystitis, while 63% in 8 patients
with chronic complicated cystitis or pyelonephritis.

4) As for side effects, exanthema was observed in only one of 52 patients. Laboratory examinations after
CXD administration showed no abnormal values.



