CHEMOTHERAPY
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EHBE L. £OMR, E. coli Ti210%/ml $RT CEX OF4f | WREEOTLOAH, 109/ml #
RT3, BicKHOHH1~2EE MIC THo7
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76.6% DIRHEIRBER o
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CIBA-GEIGY # T, HiL<FRIhABO+ 7 ru =
£ yRREYK Fig. 1 IWRTBEREHL, BED
CEX, CED &b, 2oBRHE NP, B0 BEEBRTHE
hTwac G TLEYY, ¥4, MPBEOL
-7, BRIMMEKHY, CEX ti22RA%ETHY,
RFOEBRILAYZRYT, I 2bHhTHLRES
ZRETACEMNBHOATLEYY, .22, X¥oH
ik, LB T2ENT, REBREEICERL,
Z DEREMRMFICMATEBORYGT -0 T, HE
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Fig. 1 Chemical structure of CXD
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EBRBORE
1. $igH (Table 1-1~1-13)

1) #RRULE

REBREHE X » DR MR, E. coli 508k, K. pne-
umoniae 20 ¥k, P. mirabilis 14¥, P. vulgaris 12,
Enterobacter cloacae 20¥k, Serratia marcescens 50¥k,
Pseudomonas aeruginosa 25¥%, 1€ %L T HA({t¥EE
SOEMEN TR, KK BXUF CEX, ABPC @ MIC
REL, HBRE L.

2) KERELEKR

E. coli 508 i3 (Table 1-1~1-2)

10%/ml 8 T A#D MIC i3 12.5~>100 #g/ml i€
5745 L, 100 #g/ml DIF OB TH EOLHLT,
CEX {36.25~>>100 #g/ml iZ475 L, 100 xg/ml YT
O id6Hk & AF L PP B WS hiz. ABPC i}
3.128 X U6.25 ug/mliT, 18KK3E 345, 100 xg/ml 2l
TORRIZ26¥kE, FFX DD o1,

105/m! £/ i, A# © MIC it 3.12~>100 2g/
ml {T4% L, 6.25 #g/ml iC¥— 7 450, 3.12 sg/ml
1283 3 DIt LT, CEX @ MIC i3 6.25~>100
ug/ml {575 LTl 7o ABPC (3ARIRAE 6.25 #g/ml
¥~ 7 AR 550100 ug/ml OEEptIskE, SR
Boil,
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Table 1-1 'Susceptibility of 50 strains of E. coli Table 1-2 Susceptibility of 50 strains of E. cols
+a CXD. CEX, ABPC to CXD, CEX, ABPC
% % 10¢
100 o—a CXD 100 ——e CXD
- CEX e---+CEX
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£0.20.390.781.563.126.2512,5 25 50 100 100< £0.20.390.78 1,563.126.2512.5 25 50 100 100<
MIC (xg/ml) MIC (ug/ml)
CXD 71 3181715 CXD 121241 5| 4 3|2
CEX 5128/1011]2] 4 CEX 27|13 6 (1|12
AB-PC 4|14|5 21|24 AB-PC 1(6]18/2|2]3 18
L
Table 1-3 Susceptibility of 20 strains of Table 1-4 Susceptibility of 14 strains of
K. pneumoniae to CXD, CEX, P. mirabilis to CXD, CEX,
ABPC ABPC
% 108 % 108
100 e—— CXD 100 o——e CXD
e——-+CEX /! ———e CEX
| gl &——*AB-PC / gl &= —*AB-PC
©w
E £
] :
s g0 % 60
* ®
2
3 40 % 40t
E 5
3 &
20 20}
0 . 1 1 L L w” n n PR 0 N n n o 1 N )
£0.20.390.781.563,126.2512.5 25 50 100 100< $0.20.390.781.563.126.2512.5 25 50 100 100<
MIC (u#g/ml) MIC (zg/ml)
CXD 3 1 1213 CXD 6 8
CEX 1 19! CEX 1149
AB-PC | 2 1111211 2 (10 AB-PC 11612 4
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Table 1-5 - Susceptibility of 14 strains of . Table 1-6 Susceptlbility of 12 strains of ;-
P. mirabilis to CXD, CEX, P. vulgaris to CXD, CEX,
ABPC ABPC
% 10 %
100 e——eCXD 100 e——e CXD
——-+CEX o——re CEX
80} e-—--2AB-BC 80 e-—-e AB-PC
£ /
b 60 i ® 60}
B / R
2 / £
s 40f / 4o
4 / -g
L / k
20f / 20+
/
A
0 4 v A . i o . - A A A A
$0.20.390.781.563.126.2512,5 25 50 100 100< 50.20.390.781.563.126.2512.5225 50 100100<
MIC (ug/ml) MIC (pg/ml)
CXD 4|35 2 CXD 12
CEX 4 1 9 CEX 5 5|2
AB-PC 1|36 2|2 AB-PC 1
Table 1-7 Susceptibility of 12 ‘strains of P. Table 1-8 Susceptibility of 20 strains of Enter-
vulgaris to CXD, CEX, ABPC obacter to CXD, CEX, ABPC
% 108 %
100 e—CXD 100 e——eCXD
o ——e CEX e ——CEX
80} e--—-+AB-PC 80 e—-—-eAB-PC
£ ! £
Z / i
“ 60t / ® 60
R / R
2 / £
= 40t / & 40f
g / E /
o | / O /
20F / 20+ /
/ /
/ ;
0 . s N 1 PO / N 5 0 " N L " ./).,’4 L U
£0.20.390.781.563.126.2512.5. 25 50 100 100< <0.20.390.781.563.126.2512.5 25 50 100100<
MIC (zg/ml) MIC (pg/ml)
CXD 41 ‘11110 CXD 1(19
CEX | 6| 4 1|1 CEX 1 19
AB-PC 210 AB-PC 1 ‘ 19
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Table 1-9 Susceptibility of 20 strains of Enter-

obacter to CXD, CEX, ABPC

% 108
100r e—— CXD
o —--e CEX
g0l e—-—-o AB-PC
£
g
“ 60
X
2
3 o}
3
5
o
20} .
4
e o
0.2 0.390.781.563.126.2512,5 25 50 100100<
MIC (ug/ml)
CXD 11 18
CEX 1 1 18
AB-PC 1 19
Table 1-11 Susceptibility of 50 strains of
S. marcescens to CXD, CEX,
ABPC
% 106
100 e—— CXD
~--——* CEX
80 e—-—-eAB-PC
£
g
Y 60
B
2
3 10}
a3
]
O
20+
0 R e
<0.20.390.781.56 3.126.2512.5 25 50 100 100<
MIC (pg/ml)
CXD 50
CEX 50
AB-PC 1 1246

Table 1-10 Susceptility of 50 strains of S.mar-

%
100

Cumulative % strains
o (=] oo
S S 3

[
=]

cescens to CXD, CEX, ABPC

108
——oCXD r

o ——eCEP
—-—-¢AB-PC

1 n n 1 s L L L I )

£0.20.390.781.563.126.2512.5 25 50 100 100<

MIC (u#g/ml)

CXD 50
CEX 50
AB-PC 50

Table 1-12 Susceptibility of 25 strains of

%
100

80

60

40

Cumulative % strains

20

r

Pseudomonas to CXD, CEX,
ABPC

108
e———CXD r
————eCEX
o—-—-+AB-PC

1 1 1 1 1 L 1 1 1 )

<0.20.390.781.56 3.126.2512.5 25 50 100 100

MIC (ug/ml)

CXD 25
CEX 25
AB-PC 25
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Table 1-13 Susceptibility of 25 strains of Pseu-
domonas to CXD, CEX, ABPC

% 100
100f e——e CXD
*---+ CEX
80} e—-—- AB-PC

(=23
=]
T

Cumulative % strains
r-S
o

n
=3
T

1 L " . i 1

0 N
£0.20.390,781.563.126.2512,5 25 50 100 100<

MIC (ug/ml)

CXD 2 23
CEX 21 22
AB-PC 1 1 23

K. pneumoniae 20¥ i3 (Table 1-3)

10%/ml #:8 T AH i3 0.39 #g/ml iC 3 ¥ &, 100
ug/ml DITF 78 THBDICK LT, CEX 12, 12.5
£g/ml (T 14 B BRI 33X T >100 £g/ml TH >
7o ABPC {2, 100 #g/ml DI F 2105, x# kb1
BHEEEND MIC T% o7,

P. mirabilis 144 i3 (Table 1-4~1-5)

10%/ml #ET, K350 ug/ml | 6 £ Wb 8k A¢
100 #g/ml PIEC& b, CEX {350 ug/ml iT 1 B33,

13424 100 4g/ml PIETH 5720 ABPC i23.12~125
#g/ml ICOBBD AKI LD 2~ 3W(E MIC £5,
kﬂ

10/ml RT3, AN250 ug/ml LITMI2kics |,
T, CEX Tiz55%TRD 955100 4g/ml K340
TU3feo ABPC (30.78~3.12 4g/ml [C10688%, A#
XD 3IWBEIED MIC TH o7z,

P. vulgaris 1246 Ti3 (Table 1-6~1-7)

10%/ml BT, #2126 XT>100 sg/m ¢H
o> 78, CEX Tid10845<100 £#g/ml L5376 LT,
ABPC (34&#| L D MIC %R L7z,

10¢/m! HEETH IZIZEROERTH 572,

Enterobacter cloacae 208k Ti2 (Table 1-8~1-9)

10°/ml B XU10%/ml £ T, X&), CEX, ABPC ¢
HIT, 90~95%H>100 £g/ml TH > 7,

Serratia marcescens 50# Ci3 (Table 1-10~1-11)

%#|, CEX &&iC 10%/ml, 10%ml £/E F KBl
T, $XT>100 sg/ml © MIC THb, ABPC jcio8/
ml $HT 100 £g/ml YT O/ 4 BBY 5 WicDBT
Hole

Pseudomonas aeruginosa 25¥.Cit (Table 1-12~1-
13)

10*/ml % Ti2, & #l, CEX, ABPC L bic D100
ug/ml A7, 10%/ml HEETiZ, 100 2g/ml Y TFO
Bbs, A¥T 28, CEX 3#, ABPC 2#&, BRIZR
BRORRTH o1

2. InohREE R U Bk

1) HERUFE

Fig. 2 Serum levels of CXD after a single oral admi-
nistration of 250 mg, 500 mg with food in

healthy volunteers

154

Concentration (#g/ml)
S

Q

(Mean, n=3)

0—0250mg

—e500mg
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Fig. 3 Urinary excretion of CXD after a single oral administration

of 250 mg, 500 mg in healthy volunteers

/ml
g CcXD
250mg %
15004 H00
5
S 76.6
£ 100 g
g ol
5001
0~2[2~4]4~6

hours

BIMETR T RERA BT I A, PANIRIC,
500 mg PIAREYS, 1BRIKERIAREE KT, 250 mg
5, b, RORGHERERE L. HEHE
13, Micrococcus luteus ATCC 9341 2R EHE LTS
#BH oy 7HRCLOREL L, EEFREOHEIT,
mbEEORER Monitrol-1, RbBERIEIR 0.05M
Phosphate buffer (pH 7.0) %Rt>7c,

2) FRREHK

mhBEOHRIT Fig. 2 ICRL7

500 mg 5 Tid, AIRE304 TFEH 2.43 ug/ml, 1
BRRICIZF10.9 sg/ml, 2 Ktk TF1514.8 4g/ml
CEL, cocize—028%, 4ARK1.2 sg/ml T,
6 BAI%IC $0.35 2g/ml Epi.

250 mg ¥ 5Tid, WIR®30L TEH2.2 pg/ml, 1K
M%iCI3EH 4.4 #g/ml, 2 K5O TE 4.8 ug/ml T
C~2iC# L, 4F[0%0.46 ug/ml, 6 K% 0.05 28/
ml € ot

Rep g pr - gt #R £ Fig. 3ICR Lo

250 mg 50 Rrofhazi3, MER% 0~ 2 KTE
438.2%, 2~ 4 KAITCFEIY31.7%, 4~ 6 KHTEY
6.8%C, 0~ 6F5fIE TIL76.6% DRI AR Do

500 mg #5000 Rrhdkai3, AR 0~ 2R TE
¥56.4%, 2~ 4RRITEIGE23.1%, 4~ 6KHETHEY
3.6%T, 0~ 65T TC83.2% DIRPMERD o

[ O )

L neEERURELE

HEFRRBRENEZZLIARBED S B, SHH
PEEERSRE 55407, BMEdE RESRYE25HIC, Cefroxadine
(BT CXD) %85 L, A¥OFAE, LML OLT
B L%,

(Mean, n==3)
mg/ml
CXD
500mg %
30004 1100

83,2
2000 /—__‘

1000

Concentration
~
g
Recovery

0~2|2~4]|4~6

hours

#5531 [B1250~500mg % 1 H 2B F /=i 3 @
57T, #5AMKIIZ~T7TH, R 5RI21.5~7.58 T
Hole

2. EMGKEAK (Table 2)

2E¥ER, UTL 2 FEEBCECTTo
2plesHid, Exh36H, FZH205, MHIPT, FHE
86% TZ D 5> LR MRMMEBIBE R4OPIDEKIT, FEzh27
B, BE1G, B2 PICTEREB% TH 7o Ecy
W R R R SUIE2S Pl DR, E OB, AR IH,
BE T PICHEERI2H TH 570

HENBERERERERSFIG, 1ALEZDoh
1Ep o720

= -3

1. ;N

AFIOIHER =7 + 7 412, 77 2 BHHE, LU
7 sBRHEEICL S REERERL, £DHENIR, CEX
L 0|, KICERMTHORE, BEERERTEL
bh, 35ICBEPMEHRIZ CEX kb E. coli, K.
pneumoniae, 5 XU P. mirabilis THEHOTHEICED
ELDRTVE, bUDhORENDF - 2%5TH3
&, E. coli 10%/ml #E T2, AHFiZ, 12.5~>100
ug/ml TR L, CEX (36.25~>100 #g/ml L 3% L
T, Fi, 100 £g/ml PIT DL #AAFKISH, CEX
468, & CEX OBFMPPENIMERT, F2TEIBEK(L
PRLFOBLEmM Y v E Y Y A THE S MNEES L8
P X0EZRETHB08, 105/ml HEHETIZ, XA
3.12~>>100 #g/ml 3L, 6.25 ug/ml [T —2i2
»0, 3.12 pg/ml K128 TWHBDIT LT, CEX i3
6.25~>>100 #g/ml iICHEHLTEY, KHOH1 D
EENBBETH D, FEFO BT & S ICERZ
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Table 2 Clinical effect.of CXD treatment in U.T.L (1)

Cese |, ) Diagnos‘is ;x;enatt UTL 8;1;3-?0;::},- Pyuria Bacteriuria evaluation Side
No. 3 Undefl?' ing dose Group Before|[Before Before UTLC| ef

condition mg/day (days)| After | After After ect
1 58| Acute cystitis!L 500mg| G-1| 3 |——|= E. coli >100 # | -
2 |27]f| Acute cyamiﬂL s00mg| G-1| 3 |+ P. mirabilis >10° - -
3 42| f| Acute cystitis 500 mg' G-1 3 t i E. col_i.>105 H+ -
s 06| Acute cystivie | 750mg| G-1| 3 |2 s E. coli 2108 # | -
5 59|f | Acute cystitis! 50mg| G-1| 3 | * E. coli 10° # | -
6 |59|f| Acute cystitis so0mg| G-1| 4 ||+ 5 afr;f;alg - P
7 |56/ £| Acute cystitis 50mg| G-1| 5 || E. coli 2104 -
8 168 | Acute cystitis -7 | 750mg | G-1| 5 |t M | K pneumonice >10° -
9 [74¢| Acute eystitis %> | 750mg | G-1| 5 | A H E. coli >10° # | -
10 |68|f | Acute cystitis 750mg| G-1| 5 t +_+f E. C"li >10° #+ ] -
11 46| | Acute cystitis 50mg| G-1| 5 || H# E. coli >10° # | -
12 |37/ f | Acute cystitis 750mg | G-1| 5 t ﬁ E. coli >10° H# —
13 (6m| R genie bodder | 790mE | 61| 4 | PR e T )
14 lgolm g}l;x;lmic cystitis 750mg| G-1| 3 = -:i- E. c:il-i 104 + _
15 [4lm| Shronic cystitis 750mg | G-1| 5 || E coli >10¢ |-
16 (40| £ | Eyelonephritis 750mg| G-1| 7 |—— - E. coli >10° e -
e PR [ 0me| 61| 5 | Tt Sepidemidn 20y |
18 (oo ¢| Raclonepheiti | rsomg | Go1| 5 | Dot Eelizie ||
19 |25/ | Pyelonephritis 50mg | G-1| 7 |— +_* Ejg_“c'f,‘ﬁ(l,?s - | -

Enterobacter cloacae 10*

20 |as|£| Eyelonephritis 750mg | G-1| 5 |———F E. coli >10° # | -

ot [ols| Grome aite | stomg| | 4 [ = | Semeeiot [
22 |12/m| Chronic cystitis 500mg| G-1| 3 *_‘f + E. “’li >10° #  ‘—-
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Table. 2 ' Clinical effect of CXD treatment in U.T.IL (2)

, i 'Diagno’s.is Treat- UTI Dura-?g:p- Pyuria Bacteriuria evaluation sid
Cese | o, Underlyi ment *2+% 1 tion €
No <8 n e'r ?'mg dose Group Before|Before Before UTI-C| effect

) condition mg/day/ (days)|After | After After
Chronic cystitis - H S. spp. >10% -
23 |25 f| Neurogenic bladder | 750mg| G-1| 5 - + E. coli >10° +
Chronic cystitis - +- E. coli >10°
24 697 Prostatic cancer 50mg| G-1| 5 — | _#_|Enterobacter cloacae>10° | _ -
+ H S. epi. >10°

25 58| f | Chronic cystitis 500 mg | G-1 8. ™ ay Acinetobacter 10 + -
% |62 f| Acute simple cystitis | 750mg | G-1| 3 || 4 E. coli 10° # | -
97 |28/ f| Acute simple cystitis | 750 mg | G-1 3 |- i{- ﬁ- P. cep a_cia 10° + -

. . _ H H E. coli 107 _ _
28 |27/ f | Acute simple cystitis | 750mg | G-1| 6 T T E. coli 10°
2 |37/f| Acute simple cystitis | 750mg | G-1| 3 || 4 E. coli 10" # | -
. + # E. coli 107
30 |54|f| Acute simple cystitis | 750 mg | G-1| 3 — ¥ E. coli-Serratia + -
K. pneumoniae 10*

31 [32/f | Acute simple cystitis | 750 mg | G-1| 3 —l;l- _Ii. E. ca_li 10° H+ -

32 |24) f| Acute simple cystitis | 750 mg | G-1 3 t t_l- E. C?fi 107 + -
;107

33 |52 f| Acute simple cystitis | 750mg | G-1 | 3 'jr_i' +_+. E. ca_l_z 10 + -
34 |63/ f| Acute simple cystitis | 750 mg | G-1 3 +_+ T E. ccz{i 10° + -
35 |28 4f Acute simple cystitis | 750 mg | G-1 3 -E- T‘ E. co—li 10¢ + -
36 |34/ f | Acute simple cystitis | 750 mg | G-1| 3 _*_'l_- -*_+ E. c‘il_i 107 + -

L *H'I' S. epidermidis 105
37 |39/ f| Acute simple cystitis | 750mg | G-1| 5 — —\E. coli >10s Enterobacter | + -
- colt aerogenes>>10°

3 |49]f| Acute simple cystitis | 750mg | G-1| 3 || H# E. coli >10° # | -
39 [15/f| Acute simple cystitis | 750 mg | G-1 3 -_{'_*- H_+ K. p neumz—)-niae =10° + -
40 [50( f | Acute simple cystitis | 750 mg | G-1 | 3 i +_*_+ E. coli >10° + -
41 [69|f| Acute simple cystitis | 500mg| G-1| 3 |——|—1t P. retigeri >10° # | -

. y 7
42 [35(£ | Acute simple cystitis | 750mg | G-1| 3 ||+ E. coli 10" 25 # | -
. .. _ " W E. coli 107 6.25 _
43 [29/f | Acute simple cystitis 750 mg| G-1 3 — — | P acruginosa 10° >800 +
’ + H E. coli 10° 12.5 +
44 131/ f | Acute simple cystitis | 750 mg | G-1 g — — - + -
. — ¥ E. coli 10° 12.5
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Table 2 Clinical effect of CXD treatment in U.T.L (3)
Symp- . . .
. . Treat- Pyuria Bacteriuria evaluation
Cese |, y L];h:lgn]ou'u ment |U.T.L 3:;:- tom Side
5 nderlying
<& " dose o Before/Before Before g
Ne. condition mg/day *OUP \(days) After | After After UTLC) effect
45 (28 f| Acute simple cystitis | 750mg | G-1 | 3 i 'if S. epide rmiii: 10°_1.56 -
. - _ #H | H# E. coli 10" 3.13
46 (28| f | Acute simple cystitis | 750mg | G-1 | 3 " = Yeast <I0° -
. i _ + H# E. coli 107 12.5
47 (27| f | Acute simple cystitis |{1000mg | G-1| 3 — — P cepacia 100 >800 + -
48 |45/ f | Acute simple cystitis [1000mg | G-1 | 3 H_+ +_+_+ E. cali—lo' 12.5 H# | -
94 68| | Acute simple cystitis [1000mg| G-1| 3 [t H E. coli 10" 6.25 + | -
50 [22]f | Acute simple cystitis [1000mg| G-1 | 3 || H E coli 10 125 | 4 | _
51 [46|f| Acute simple cystitis {1000 mg | G-1 3 i*‘ T E. coli—lo’ 12.5 + -
. -, _ H H E. coli 10° 12.5 ,
52 |46|f | Acute simple cystitis |1000mg | G-1| § — — E coli 100 25 + -
H H E. coli 107 12.5
. o |1000mg | | 3 [ — | — = #
53 |40|m| Acut 1 tit G-1 -
m cute simpie cystitis 1000 mg 8 +H' +H- E_ cali 101 12'5 _H_
Pyelonephritis _ - H K. pneumoniae =>10° _ R
54 162m Renal calculi 750mg| G-3| 5 - + K. pneumoniae >>10° B
Pyelonephritis _ - H K. pneumoniae >10°
55 166/m Renal calculi 1500 mg| G-3| 5 - H - + -
56 |65|m| Chronic cystitis 750mg | G-4| 5 |———H E. coli >10° # | -
. . — ; S
57 lsolm g}l;xlgmc cystitis 750mg | G-4| 4 = t E. col—t_ >10 + _
Chronic cystitis _ - H E. coli >10°
58 115 f Neurogenic bladder 750mg | G-4| 5 — + — + -
59 |65 f | Chronic cystitis 750mg | G-4| 5 : i E. coli >10° ++ -
60 [65{m| Chronic cystitis 750mg | G4 | 7 |———|—i E. coli >10° v -
Chronic cystitis + H E. coli >10°
61 |17/ | Neurogenic bladder - | 20 ™8| G4 | 4 — BTn — + -
62 | 7|m| Chronic cystitis 750mg | G-4| 7 i j—_ P. morg;a it 10° H# | -
Chronic cystitis _ - + K. pneumoniae >10°
63 |43 f| Blier tomor 750mg| G4 | 5 |——2 preumo; # | -
Chronic cystitis - H S. spp. >10°
64 74 f| Orethral stenosis  |[1000m&| G-4 | 5 — — K. pneumoniae >10° + T
o w | B g 123 -
yelonephritis _ - . mirabilis 12.5 _ —
65 134 f) Renal calculi 1500mg | G-6| 5 |———— E. coli s 12.5
P. mirabilis 10° §.25 I




yoL. 28 S-3 CHEMOTHERAPY o 423
Table 3-1 Overall clinical efficacy of CXD in acute simple cystitis
Symptom Resolved Improved Unchanged

Efficacy on
Cle-[Im= [Un- |Cle-|Im= [Un- [Cle-|Im- |Un-
Pyuria pro-|cha- pro-|cha- pro=/| cheml ik ateriuria
ared|ved |nged|ared|ved |[nged|ared|ved |nged
Eliminated | 27 4 134 32/40 0 %)
Bacteriuria | Suppressedf 5 3 2 5/40 (12.5%)
“ et
Unchanged‘ 1 il ..1.'. *.'.',-:; ;:_:!:_:_ 2 3/40( 7.5%)
Efficacy on pain on urination| 38/40(95 %) | 1/40( 2.5%) | 1/40 (2.5%) | Case total
Efficacy on Pyuria 33/40(82.5%) | 5/40012.5%) | 2/40 (5 %) 40
[ JExcellent 27/40 (67.5%) £ it
ve ti t
[E Good 11/40 (27.5%) 38740'3 " Nene(ss r)a <
95%
B Poor 2/40 (5 %) s

Table 3-2 Bacteriological response to CXD in acute simple cystitis

Isolates No. of strains | Eradicated (%) | Persisted

E. coli 33 30 ( 91%) 3
Klebsiella pneumoniae 2 2 (100%) 0
Staphylococcus epidermidis 2 2 (100%) 0
Proteus mirabilis 1 1 (100%) 0
Proteus rettgeri 1 1 (100%) 0
Pseudomonas cepacia 1 1 (100%) 0

Total 40 37 ( 93%) 3

FROEEN®RL, 105/ml, 104/ml 2@ 3 &, BT
CEX &0 BOMEESERT &L EE—HKLTY
o

K. pneumoniae 108/ml B T3, AXITI20.39 1g/
ml [ 34K5h, 100 pg/ml DT 7H THEDLFL
T CEX 3 12.5 #g/ml [T 18 5P $XT >100
wg/ml THY, KFOFNENIFERT, P. mirabilis
TH10%/ml, 108/ml & & BT K. pneumoniae X EH,
KHOENENRENERL Y v /Y T s TORE L
RIZRBROIERTH o 7o

P. vulgaris i3 128k & 72048, 10%/ml, 109/ml $#
Wb CEX OFMBENIMERTH o7

ZO'fth, Enterobacter cloacae, Serratia marcescens,
Pseudomonas aeruginosa Ti3, &%, CEX LHiCi
EAE=100 #g/ml OTMEEETH 720

2. MogEs, Repprilts

R, SREERTRERABT 3 2 CHRR 500

mg AIREE, 1ERAE~S1>T250 mg £5L,
500 mg & 250 mg ¢ Crossover CTIMHEAEE, Rodkit
LARE LT

fochiEeid, 500 mg H5 THARK30 T, F192.43
ug/ml, 1 BE%ICIZFEY 10.9 vg/ml, 2 Kt TEY
14.8 ug/ml 12U, cCiCe—7 %28, 4FH%KL.2
ug/ml T, 6WRI%ICH 0.35 ug/ml iz, 250 mg
5T, PIRE305 T T 2.2 sg/ml, 1 RRETRICE
¥ 4.4 pg/ml, 2 ERIR TEIS4.8 vg/ml TE—~71C
2L, 4F5M0i120.46 xg/ml, 6 FEfH1%0.05 #g/ml Tdh
0y, 500mg & 250 mg @ Cross over T, Dose re-
sponse A7z, 500 mg 5O RPHEMETHRE 0
~ 2 BRITE56.4%, 2~ 4 KITEH23.1%, 4~
6 BRI CE3.6% T, 0~ 6Kl TIC83.2% DR
P A D 1o

250 mg #5 T2, WIRE 0~ 2RRIT¥1338.2%,
2~ AWRITEIE31.7%, 4~ 6EHITFE6.8%T,
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Table 3-3 Strains appeared after CXD treatment in acute
simple cystitis
Isolates No. of strains
E. coli 4  (40%)
Pseudomonas aeruginosa 2 (20%)
Enterobacter aerogenes 1 (10%)
Pseudomonas cepacia 1 (10%)
Klebsiella p. 1 (10%)
Serratia. m. 1 (10%)
Total 10 (100%)
Table 3-4 Relation between MIC and bacteriological response
No. of strain eradicated
No. of strain isolated
MIC (pg/ml) Inoculum size 10* cells/ml Not
Isolates Total
<0.38/ 0.78 | 1.56 3.12 6.25 | 12.5 25 I 50 l 100 ’ >100 | done
E. coli 1/1 5/5 |14/16| 3/3 1/1 6/7 | 30/33
Klebsiella
__pneumoniae /1 /1 2/2
Proteus
mirabilis 1/1 11
Proteus
rettgeri /1| 111
Staphylococcus
epidermidis 1/1 1/1 | 2/2
Pseudomonas
cepacia 1/1 1/1
Toal |||t |2 | ol |BT8] 378 T I 171 | 8/9 | 31/&
(100%) [ (100%) | (100%) 1(88%)! (100%) | (100%) (100%) [(89%) | (93%)

0~ 6 B % TiL76.6% DRI ZERD 2o

MHR Y XY v ATHRED L 2BRHOFS
fHEHET 2L, MOBEICENTIE, LROKRI
250 mg {5 T3, PPIEL, 500mg #HET, PPEHL
ﬁx*ﬁfibff_c

RepgetRri, ZIZEBEORBTH oo T/, K
#|& CEX o Cross over T, Il E, K oht®R
3, ABRELHREINTWLAY, FI7TE B R/{CERESE
oLy Y RIY LT, RADERE 2S5 L, CED &
CEX o Cross over {TH\T, M, Rogdejt®
RIZIZREL 2 - v THBELTHD, TORRBPL
ML Lo CXD 02 bRAZEOHBETH 57,

3. BRIREAR

CXD oo, Rsksid CEX, CED Lt H&E
ET, EIRELTHEEEERL, RERERREL
T56/0iC 1 B 5 8500~750 mg & L, HBMEES,

M REE RS 7 i 1 B1,000 mg, 2 #iC 1,500mg
85 U THREKNBDHRERN U TH. vV RIVLLSE
DTARNRERELSDF— 2% —E L TRELLR
&9 255 L, WRBHRLK T8 Pt 417 PiCHS
T, H%h¥86.7%, SHEBMiH DBERE 5 TI17HI 3094
WCHEHT, BRHHRI7.5%, B RESEYEE T 13564
B2PICERT, BHE0%LERRTED, LEORKE
YUEIC 335 AR RE, SEBERE 40 38HICE
%, HERI5Y, LRI BYSE25Fh18PICE R,
HRR12% T, E65HITHLLI6H &, KBNS DR
SR E 1IZ—H LT, :
i) SUERMMRERER (Table 3-1~3-5)

Sk B BERE R SEPI D AR, 100%ET CHR
BEHRERL, BEERD KL, 95% TBHR25%,
RE2.5% T, BIROERLIL, 82.5%, HB12.5%
RE 5 % CHERICHT 5 2 Riz, BH/L0%. B
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Table 3-5 Relation between MIC and bacteriological response
No. of strain eradicated
No. of strain isolated
MIC (pg/ml) Inoculum size 10° cells/ml Not
Isolates Total
<0.38 0.78 1.56 | 3.12 |6.25| 12.5 25 50 100 >100 | done
E. coli 1/1 4/4 |15/17| 4/4 6/7 | 30/33
Iﬁ;’;;";ff)‘j‘iae 11 | 11 2/2
Proteus ) -
mirabilis /1 . e _}A/_],'M -
Proteus
rettgert o o /1 _1/1 .
Sj;fd’;yf;jfiji‘” 1/1 11 | 2/2
Pseudomonas N
cepucin 1/1 1/1
Total 1/1 2/2 6/6 15/17| 4/4 1/1 8/9 37/40
(100%) | (100%) | (100%) 1(88%)! (100%) (100%) 1(89%) | (93%)
Table 4-1 Overall clinical efficacy of CXD in complicated U.T.L.
Table 4- 2 Overall clinical efficacy of CXD in each group
; ‘ " |Overall
Group (I:Ia(;'ezf (S}:f:c? tage) Excellent | Good | Poor ;flftzetiveness
1st group (Indwelling catheter) 1 ( 4%) 1 0%
Single 2nd group (Post prostatectomy) 2 ( 8%) 1 1 50%
infection| 37d group (Upper U.T.L) 7 (32%) 2 2 . 3 57%
4th group (Lower U.T.L) 13 ( 52%) 7 5 1 92%
Sub total 23 (92%) 9 8 6 74%
Miged | 5th group (Indwelling catheter) 0 ( 0%) ‘ %
infection| 6th group (No indwelling catheter) 2 ( 8%) 1. 1 50%
: Sub total 2 ( 8%) 1 1 50%
Total 25 (100%) 9 9. 7 72%
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Table 4-3 Bucteriofogicul response to CXD in complicated U.T.L .
Isolates No. of strains | Eradicated (%) | Persistd
E. coli 15 11 ( 73%) 4
Klebsiella pneumoniae 4 3 (75%) 1
Staphylococcus epidermidis 2 2 (100%) 0
Streptococcus spp. 2 2 (100%) 0
Enterobacter cloacae 1 1 (100%) 0
Streptococcus pyogenes 1 1 (100%) 0
Acinetobacter 1 1 (100%) 0
Proteus morganii 1 1 (100%) 0
Proteus mirabilis 1 0 ( 0%) 1
Total 28 22 (79%) 6
Table 4-4 Strains appeared after CXD treatment in
complicated U.T.IL
Isolates No. of strains
E. coli 5 (50%)
Klebsiella pneumoniae 2 (20%)
Enterobacter cloacae 2 (20%)
Proteus mirabilis 1 (10%)
Total 10 (100%)
Table 4-5 Relation between MIC and bacteriological response
No. of strain eradicated
No. of strain isolated
MIC (ug/ml) Inoculum size 10° cells/ml Not
Isolates Total
<0.38/ 0.78 | 1.56 3.12 6.25 12.5 25 50 100 >100 | done
E. coli 4/5 7/8 1/2 1/1 | 13/16
Klebsiella
pneumoniae 0/1 3/3 | 3/4
Staphylococcus
epidermidis /1 | 11 2/2
Streptococcus
Pspp. 2/2 | 2/2
roteus
mirabilis 0/1 01,
Enterobacter
cloacae 1/1 1/1
Streptococcus
pyogenes 1/1 1/1
Acinetobacter i
anitratus 11 __1/41,
Proteus .
morganii 1/1 _’111_
Total 1/1 [ 1/1 | 4/5 | 7/10 | 2/3 /1 | 11 | 7/7 | 24/28
(100%) | (100%) | (80%) | (70%) 1(67%) (100%) | (100%) (100%) | (83%)
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Table 4-6 Relation between MIC and bacteriological responss
No. of strain eradicated
No. of strain isolated
eclates MIC (ug/ml) Inoculum size 10% cells/ml Not Total
<0.38 0.78 1.56 8.121 6.25 12.5 25 50 | 100 | >100 | done

E. coli 4/5 7/8 1/2 1/1 |13/16
el e 0/1 3/3 | 3/4
s /1 | 11 2/2
e 22 | o2
bt o1 o1
szt 11 11
Sg;‘;‘;’;jf‘“’ 1/1 1/1
= n | |w
e i 1| w1

Total c1036) | 10036) cabse)| o) | caose) | cutose) (1008 | 160%) | (3258)

12.5%, AE7.5%TdH 571

ERERMEL, Table 3-2 ©& B, E. coli 33
B 0BNIC ik Z B, T K. pneumoniae, S.
epidermidis 3D B D 2 B 4*D, P. mirabilis, P.rettgeri,
Pseudomonas cepacia DB D 1 F3" DT, LPNCEN
REDD, A UTENAHKIZH TH > 7c0 BERHA
fgid Table 3-3 i€, MIC & DBJ4Rix Table 3-4, 3-
5 RLT

i) stk RESMRYLSE (Table 4-1~4-6)

B REREE DA RIS HTT2H TH D, MR
KT AHRIZER(40%, WER%, FE28%T, ¥
RIRICH T 530 R 128 H(L68%, B 0%, BRXR12%,
FEN%TH 570

RERERIICEDEES 3 &, HMRETIR, $1
BO7s-718E) 1HATEYN E28 @R
REBSEE) M2pth 1A%, BIH Geryr—7 1%
R ESRBEYE) 07 PICHERSESTS, H4T GE
PP -FARE, THRBRILE) 2135 THEZ2%
THot, BABYRTIE, B6E Gev 5 —7 A HEE
B) M2t 1 PIBEHTH > 70

BREIZR Table 4-30 &3 E. coli 154111
PhCBnss, Bins®73%, K. pneumoniae C 4 b 3
PicB%%: B, Zoft, RICRTEED P mira-
bilis D 1 PIDIA 2 TEOMEEED, AHEHLRRIT
ETH o7,

V5% B BEME (3 Table 4-4 ([T RT EBD T, MIC
& DBIRIL, Table 4-5, 4-6 TR L7zo

iii) BUfEA

YYRIYART, BHiIZ, ERBOT -5 HR_HY
L, 1,455404124%), 1.6%\CfE S DORIERAZEDRE
BEL TR, FROBMKERER6SH S CXDick
2EBONIRERHRBED L 5
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BASIC AND CLINICAL STUDIES ON
CEFROXADINE (CGP-9000) IN UROLOGY

Nosoru ItoH, KENIcHI TAKADA, TOSHIHIKO MITA,
Sapao KamipoNo and Jyoji IsHIGamr
Department of Urology, Kobe University School of Medicine
(Prof. JYOJI ISHIGAMI)

1) Antibacterial acitvity : The MICs of Cefroxadine (CGP-9000, CXD) and CEX against various organisms
isolated from urinary tract infections were compared. The MIC of CXD against E. coli was 1 tube lower
at an inoculum size of 10® cells/ml, but on the comtrary 1~2 tubes higher at an inoculum size of 10¢ cells/
ml than that of CEX.

Against K. pneumoniae and P. mirabilis, CXD was 1~2 tubes superior to CEX.

Neither CXD nor CEX was practically active against Enterobacter cloacae, Serratia marcescens and P. aer-
uginosa.

2) Blood concentration : CXD, given by mouth in a dose of 500 mg, attained a peak blood level of 14.8
ug/ml on the average 2 hours after administration, and still maintained (.35 #g/ml at 6 hours later.
When 250 mg was administered by a cross-over method, the mean blood level was 4.8 ug/ml at the highest
after 2 hours of administration and 0.05 #g/ml at 6 hours later.

3) Urinary excretion : In patients examined for blood concertration, the recovery rate of CXD from 2 6
hour urine was 83.2% in a dose of 500 mg and 76.6% in a dose of 250 mg, respectively.

4) Clinical results : Of 65 cases consisting of 40°patients with acute simple cystitis and 25 with complicated
urinary tract infection, CXD was remarkably effective in 36 cases, effective in 20 and ineffective in 9, show-
ing an effective rate of 86%.

5) Adverse side-effect : No adverse side-effect ascribable to CXD occurred in 65 patients and 3 subjects
examined for blood concentration.



