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Fig. 1. Chemical structure of 7432-S.
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Fig. 2. Antibacterial activity of 7432-S and other
agents against Escherichia coli ( 50
strains) by MIC-2000 system (10°® CFU/
ml).

Fig. 3. Antibacterial activity of 7432—S and other
agents against Klebsiella pneumoniae (50
strains) by MIC-2000 system (10° CFU/
ml).
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Fig. 4. Antibacterial activity of 7432—S and other
agents against Proteus mirabilis (50
strains) by MIC—-2000 system (10° CFU/
ml).
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1. ERSRFASE REMD

1) E. coli

E. coli 50 #kicxtd 5 MIC 3% Fig. 2iZ5d,
74328 o MIC fi3 48 #k (96%) #%0.39 ug/ml LIF
/L, 28 (4%) #0.78 ug/ml iz L1,
E—7{#i3 CS-807, CFIX &[E#1C0.20 L g/ml iTE
Bz, o 2H LD bIEWEICAFNR-> TV, &
WMeh#R T3 7432—-S 12 CS—807 & CFIX iTERIL TW
W, ThokDb1BEBEEEH KD, Tho LD
bERNRENETR LT
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Fig. 5. Antibacterial activity of 7432—S and other
agents against indole positive Proteus sp.
(50 strains) by MIC—-2000 system (10°
CFU/ml).
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K. pneumoniae 50 #kizx}{d 5 MIC 2% % Fig. 3
IR, T432-S o MIC Afid ' — 7 43, CFIX &
GBI 0.025 L g/ml T L BB TEWVWETH > 7o R
Meas Ti3 7432-S 3 CFIX ici3% 3 b oo, CS-807
PCCL&Y bBNIENZR LT,

3) P. mirabilis

P. mirabilis 50 #kicxt 4 5 MIC 3% % Fig. 4 iZ7R
¥ T432-S o MIC {13 0. 05 « g/ml LI T ic 2¥k 034
L, LAd 48k (96%) A%0.025g/ml LITFicdh >
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veg/ml OMICES B/HT 24, ZOE -7k
0.025ug/ml itd > e, RIEHTI2 7432-S it CFIX
LEBETHD, CS-807 # CCL £ h bIMWIE %7
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5) Enterobacter sp.

Enterobacter sp. 50 #kic¥t4 % MIC 9% % Fig. 6
IZRY, 7432—-S @ MIC {#i3 0. 025~>100 L g/ml D
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Fig. 6. Antibacterial activity of 7432—S and other
agents against Enterobacter sp. (50
strains) by MIC-2000 system (10°® CFU/
ml).

FUCBL AL HFICE— 728D RV LD T H(14
%) A 1.56pug/ml ic3# L7t 100 g/ml UL ED
MIC %R ¥ BE kLS 7432-S T 11 ¥k (22%),
CS—807 T 16 tk (32%), CFIX T9# (18%), CCL
T 16 Bk (32%) ot RMHBBTIZA4KIE LE
BB TH - 1ot T432-S BhFIL 0 bW SAE
n-B@NERL 1
6) S. marcescens

S. marcescens 50 ¥kiz %13 % MIC 9% % Fig. 7
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BthD 3FIL LB LT, ROBIFRIRENET L

7) P. aeruginosa
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Fig.7 Antibacterial activity of 7432—S and other

agents against Serratia marcescens (50
strains) by MIC-2000 system (10° CFU/
ml).
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8) S. aureus

S. aureus 44 %2344 3 MIC 3% % Fig. 9 ic5d5
7432-S T2 1 % (2.3%) #°3.13ug/ml 1. 48

(9.1%) A 12.5ug/ml i, 6 8 (13.6%) A550ug/

mlicaml, 5 338 (75%) 2100 zg/ml LLEK
5% L7 CS—807 Ti2 100 g/ml Ll LD EERE%
AL 68k (13.6%) ZBR< &, 0.39~6.25ug/ml i
38 Bk (86.4%) XN # L7 CFIX Tis 3.13~50pug/
ml iZ 30 Bk (68.2%) 4%, ¥ 3 14 % (31.8%) {3100
ug/ml Ll ES% L1, CCL T3 1.56~50 u g/ml i
33 Bk (75%) A%, 11 %k (25%) A¢100g/ml Bl EicH
fille S5 4 R ORMERS S & CS-807. CCL,
CFIX, 7432-S oM T, 7432-S D@ HE» > 10

9) S. epidermidis

S. epidermidis 39 #kic %14 3 MIC $%% Fig. 10K
T%o 1432-S DHE N2 S. aureus DIFE L EH 4
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Fig. 8. Antibacterial activity of 7432—S and other
agents against Pseudomonas aeruginosa
(50 strains) by MIC—2000 system (10°

Fig.10. Antibacterial activity of 7432—S and other
agents against Staphylococcus epidermidis
(39 strains) by MIC-2000 system (10°

CFU/ml). CFU/ml).
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Fig.9. Antibacterial activity of 7432—S and other Fig.11. Antibacterial activity of 7432—S and other

agents against Staphylococcus aureus (44
strains) by MIC-2000 system (10° CFU/
ml).

agents against Enterococcus faecalis (50
strains) by MIC—2000 system (10° CFU/
ml).



336 CHEMOTHERAPY

LY —
—_— U328
= CHIX
0 -l
00
»
E
3w
3
i
o
0
,,,'./
o . 'y — .
Mmh] 0.0 010 0.3 108 (X'} »
LS »
Cs807 )
CFIX »
tCL 1 1
U336 |
8807 ——
CRIX |
oL ——
K
LR .
=
S| e Mgl
33| SN
MIC range !
A ECEED 0 ) 625 2 100 >100

Fig.12. Antibacterial activity of 7432-S and other
agents against Enterococcus faecium (36
strains) by MIC-2000 system (10°® CFU/
ml).

FEA|IPIR HFH< . 6.25~50 g/ml iT 15 Bk (38.5%) 4%,
100 ug/ml LA EiC 24 Bk (61.5%) 9% L1,
CS—-807 D13 4 EHIFTIdRLAN, 100 £ g/ml
DtomEmtEER L 28k (5.1%) £KB< &, 0.20~
25 g/mlic 3T 8k (94.9%) »9#H L7cs CFIX T
0.78~50 1 g/ml = 29 tk (74.4%) #%, % 5 10 #
(2.6%) A 100z g/ml LLEicn#H L1, CCL Tl

0.10~50k g/ml i 28 #k (71.8%) A%, 11 #k (28.2%)
M 100 g/ml Ll Eizaf L1,

10) E. faecalis

E. faecalis 50 #kicxtd4 % MIC 5% % Fig.11 (IR
To WTFNDEE|I L MIC HHOE — 7 {#Ei 100 L g/ml
FHATHED, {EHOREHRED SO 1,

11) E. faecium

E. faecium 36 tkic¥t94 5 MIC %% Fig.12 IR
¥, E. faecalis @#Ic, WFENDOER LHEHIZEZH
SN -1,

12) MIC,,, MIC,, COHRBE NI

Pt MIC fIBD$ER%SH 51235 T MIC;,, MIC,,
TH#BLTA5 & (Table 1), E. coli, K. pneumoniae,
P. mirabilisiZ¥t L CTix, 7432-S {3 CS—-807 > CFIX
ERBERIFENIENLD b{EW MIC, f, MIC,, &% R
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L, Bh7 BERNRIEFEN S,

Whw 5 MMBLICH L T3, 7432-S @ MIC,, @
& MIC,, flli. indole ¥t Proteus sp. T 0.10ug/
ml, 0,39 ¢ g/ml, ¥ /- S. marcescens T 6. 25 u g/ml,
25ug/ml TS, iM% 12% 14, Enterobacter
sp. & P. aeruginosa =%t L T2 100ug/ml L) Lok
W MIC,, %L, fhn 3XEEIM D2 BEIcH
3% 7432-S DM HIZHF bDTH -1

BREBYC X L T3, 7432-S o MIC, . MIC,,@
BUuFnt 100ug/ml LULTHBARBEL, EXHR
BB LIIV, thD 3 MobTIE, CS-807TD S
aureus & S. epidermidis 2514 %5 MIC, A h¥
Nn6.25ug/ml, 12.5¢g/ml T, MIC,,@MtL Lz
3.13ug/ml ThH->T, CS-807T 3HRVIBFIZIAEH
%Rx L7 E. faecalis ,E. faecium 2333 5D 3 4
D MIC, fll & MIC,, flii3, 7432-S LBRIHIZVWTFhE
100ug/ml LU E%2RL, BHRHOLDTH 12,

2. BEPRHIRIT AR

BIEEFIOFMIE o ICEEKAM % Table 2icR L7z,
7432-S 285 L/ 5 fih, UTI RO FH@EEIC L3
IO ERE/SEFIER 1 75 20 £ TD 20HT,
EF 21 ITD5 HIBRARITS 5, UTIRALORE
B TCRIBBMITFT—TLERERM : 1A 28 §
URRFEERAE) : 16, 48 (ZDMDOTFTHRRBEL
) 126, 58 (A7 —TLARER) :2/. 68

(AF—TVARER) : 4PITH 5,

M UTI RHFEEEICE S/ 5 ARMERS
HOHEICMZ, 10~14 HMOEMBS &I bREIXSE
ICHEC R RHEE T - 120 BIERORTTHIZRARE
BB OETE 51,

1) 5 BMEESTCOEYDFE

FT5 HUEKESIKDLWTOLRAEKDHE% Table 3
ICRY o FMCTHES 20 EEPITIIERNIOH. B4 H
BATHIT. LEBYVRES TH- o, KEREHT
T3 Table 4 icRL7z&Hic, 1#O 1ML TR
|/, 2HO1IPICHLTREYTRAEDR 100%,
ABROLRHFTENTH, BHIW EH2H, LEF
MR BIKTH 1o > THHMBEREFHTOREEY
R T9%TH-1, HRERETHZ5HD2HTRH
WFh b\, 6HOIFTRIEYLIHF, BHLIH &
WA TREEYDR 0K TH -1, > THHEERS
FITOREBEMRIIBE THot, 12, AT—TWV
HEBOHJ/CTRIAT 5L, #7—FILIBBHITIER

317, BEFITOY% (0/3) DRAEYIERTH 1%

SHI N7 14 B 27T BhOEREICHT 5 EEENY
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Table . MIC50 and MIC80 of 74328, cefpodoxime proxetil (CS—807),
cefixime (CFIX) and cefaclor(CCL) ( ug/ml)
Drug _ -
_Isolate 7432-S CS—-807 CFIX CCL
MICS50 0.10 0.20 0.20 1.56
E.coli
MICB80 0. 20 0.39 0. 30 1.56
MIC50 0.05 0.10 0. 025 0.78
K.pneumoniae
MIC80 0.10 0.20 0. 025 1.56
= MIC50 0.025 0.05 0. 025 0.78
P.mirabilis
MIC80 0,025 0.05 0. 025 1.58
Indole—positive MIC50 0.10 0.39 0. 025 >100
Proteus spp. MIC80 0.39 8.25 0.78 >100
MIC50 12.5 12.5 25 12.5
Enterobacter spp.
MIC80 100 100 50 >100
MIC50 6.25 25 12.5 >100
S.marcescens
MIC80 25 >100 100 >100
MICS50 100 >100 50 >100
P.aeruginosa -
MIC80 >100 >100 >100 >100
MIC50 >100 3.13 25 6. 25
S.aureus
; MIC80 >100 6.25 >100 100
MIC50 100 3.13 25 25
S.epidermidis
MIC80 >100 12.5 100 100
. MIC50 >100 >100 >100 100
E.faecalis
MIC80 >100 >100 >100 >100
MIC50 >100 >100 >100 >100
E.faecium
MIC80 >100 >100 >100 >100

£% Table 5 /R L7, E. coli D 8 ¥, E. faecalis D
3 #k, K. pneumoniae, P. aeruginosa, NF-GNR @
%& 2 ¥, K. oxytoca, S. marcescens, S. liquefaciens,
P. cepacia, F. meningosepticum, Flavobacterium
sp., S. epidermidis D& | i CRELTHEL ®

Citrobacter freundii Ti3 2 #keh 1 BRASH &K L,
Staphylococcus hominis TiZ 1 ke 1 BkHBE L7,
FEWHB LA 27 theh 25 BROSHA L, HERRIB 93
Th-ot, ‘

7432-S 5 A, 5%k OLTIEL, S marcescens, P.
aeruginosa, Pseudomonas putida, Flavobacterium
sp., Alcaligenes faecalis, S. aureus, S. hominis,
E. faecalis, Enterococcus sp. 1'% 1 ¥k & Yeast %3

HOIH 12HKTI0RIcED Sht, #->TRELK 26
Z&H5L, 5HEEE®RICIZ 208D 125 (60%) i
HOBREL R CERALALCLIK/ES (Table
5o

WM RBEEAEENREE D MIC LEHARED
RI4EZ Table 617k L 720 27 #keh 16 Bk MIC i3 25
pg/mlUTTHY, 5 11 #%D MIC i3 100 1 g/ml
LT, choldaEmEtkTh 7o MICELDOM
FRTEOHERFENPREERT T 2L, MIC 2125 ug/ml
LIFo%TI3100% (16/16), 100ug/ml Ll ED#HTH
82% (9/11) DHEMEBTH -7, BELK 2HDH
@ MIC iz & 200 L g/ml 28X TV,

2) RS ORI
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Table 3. Overall clinical efficacy after 5-day treatment of 7432-S in complicated UTI

(100 mg x 3/day)
- Pyuria Cleared Decreased Unchanged thcac’y 9"
Bacteriuria bacteriuria
Eliminated ] 1 10 (50%)
Decreased 0 ( 0%)
Replaced 3 3 8 (30%)
Unchanged 4 4 (20%)
Efficacy on 12 (60%) 0 ( 0%) 8 (40%) Case total
pyuria 20
@ Excellent 9 (45%) Overall effectiveness rate
T oo o
— 13/20 (65%)
: Poor 7 (35%)

Table 4. Overall clinical efficacy after 5—day treatment of 7432—S classified by type of infection

No catheter indwelt 17 (85%) E 4 4 76%
Catheter indwelt 3 (15%) ] 3 0%
No. of (Percent Overall
Group cases <ur total ) Excellent Good Poor effectiveness rate
G-1 1 ( 5%) 1 0%
G-2 1 ( 5%) 1 100%
Single G-3 0( 0%)
infection
G-4 12 ( 60%) 7 3 2 83%
Sub total 14 ( 70%) 8 3 3 79%
G-5 2 ( 10%) 2 0%
Mixed G-6 4 ( 20%) 1 1 2 50%
infection
Sub total 6 ( 30%) 1 1 4 33%
Total 20 (100%) 9 4 7 65%

RICH UM RBRAEICE T 2REFOREKRSDE
FYHEERTT B0z, T432-S D 5 AREE®KE S
B2 EL, 10~14 BREES SN 13HITO0T

BREARTROEYDERTT L1z, Table T13ZDKRAE
RHRTH2, ENSH. BHIG, BHIHT LE
BRI 9% TH 1o BI—EHTD 5 AMKESHED
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Table 5. Bacteriological response to 5—day treatment of 7432—S in complicated UTI

Isolate No. of strains Eradicated (%) Persisted S‘:;i:: ;‘;Tt?::ﬁf
E. coli 8 8 (100%)
K. pneumoniae 2 2 (100%)
K. oxytoca 1 1 (100%)
S. marcescens 1 1 (100%) 1
S. liquefaciens 1 1 (100%)
C. freundii 2 1 (50%) 1
P. aeruginosa 2 2 (100%) 1
P. cepacia 1 1 (100%)
P. putida 1
F. meningosepticum 1 1 (100%)
Flavobacterium sp. 1 1 (100%) 1
A. faecalis 1
NF-GNR 2 2 (100%)
S. aureus 1
S. epidermidis 1 1 (100%)
S. hominis 1 0 (0% 1 1
E. faecalis 3 3 (100%) 1
Enterococcus sp. 1
Yeast 3
Total 27 25 (93%) 2 (%) 12
10% (2 /20cases) 50% (10/20cases)
Percentage of persistently infected cases even after treatment 60% (12/20cases)

BAEVER2Y EHBLTT ¥DOELEAA SN,

Table 8 i3 % DR EBREHRFOKATH 5, 2HOD
1PITIEDE R LBAEHE 100Y%, 4 B0 6HI TR
EWohL.ER2H, B2 A TRABURETN CTH-
Foo B> THMBRAF TORBEYRINY TH-
Too BHERETHLSHO2HTIREY L Hl, 81
Bl, RAEYRS0% T, 6BROLAFITEIEY2H, B
1B, B IR TREBVWR X Thoteo T
BRERRFI TORESEHRIIOTE TH T, 1,
NF-FINEROEETRNS 2L, HF—TILHER
FITT3% (8/11), HBHITH0% (1/2) DRER
MRCH -7

RUMKSHCTRERES L THR S/ 13 5 20 &%
I 2B FH%E % Table 9icR L7, E. coli @
4 ¥k, E. faecallis @ 3 #k, K. pneumoniae, Serratia
liquefaciens, Pseudomonas cepacia, Flavobacte-
rium meningosepticum, Flavobacterium sp., other
NF-GNR, S. epidermidis, S. hominis D& 1 % Tl
2HNHK L7, £/, P. aeruginosa, C. freundii
Tl 2k 1 Ak L, S. marcescens Tld | teh
I BPERIE L. &35 LA 208k 17 BROYVER L,
BHRARIIB X ThHo1c, —H, BEERHBEEAS
& E. faecium @ 2 ¥k, A.faecalis, E. faecalis,
Enterococcus avium & 1 4k 3> DE 5 #kA%, 13 Filcp
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Table 6. Relation between MIC and bacteriogical response to 5-day treatment of 7432~-S in complicated UTI

Ml~(4 (zg/ml) Inoculum sriizre 10 cells/ml
Isolate Total
0.05/0.1]0.2(0.39(0.78]1.586 3 1316.25|12.5( 25 50 | 100 { 200 |200<
. 1 8
E.colt 2/2 3/3 2/2 /1 /8
Klebsiella sp. 22 l/l 3/3
Serratia sp. l/1 l/l 2/2
P.aeruginosa 2/2 2/2
P.cepacia l/l l/1
C freundii \ l/2 l/2
Other GNB | L/ 2 A Y
S.epidermidis 1/1 l/l
S.hominis ! 0/ 0/
’ 1 1
E : 1,|2,/|3
Sfaecalis /1 /2 /3
5 3 2 2 1 1 2 1 2 6 25
|15 G (5] U (Ul s] (YU s %%
(100%)| (100%)| (100%) (100%) (100%) (100%) | (100%) (100%) 1 (100%)| (75%) | (93%)

Table 7. Overall clinical efficacy after 10—day or longer treatment of 7432—S in complicated UTI

- (100 mg X 3/day)
Pyuria Efficacy on
Cleared | Decreased | Unchanged (f‘y 9
. bacteriuria
Bacteriuria
Eliminated 1 6 (46%)
Decreased 0 ( 0%)
Replaced 3 1 4 (31%)
Unchanged 1 2 3 (23%)
Efficacy on| o coy | 0 (o%) | 4 (a1g) | Casetotal .
pyuria 13 results on the 5th day in the same cases
5 (38%) 6/13 (46%) | Overall
Overall effectiveness ffecti ss
Good 4 (31%) rate Good | 2/13 (16%) | 5 2
9/13 (69%)
Poor 4 (31%) Poor 5/13 (38%) | 8713 (62%)
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Table 8. Overall clinical efficacy after 10—~day or longer treatment of 7432-S classified by type of infection

No catheter indwelt 11 (85%) [I] 3 3 73%
Catheter indwelt 2 (15%) : 1 1 50%
Group No. of (Percent) Excellent Good Poor Overa’ll
cases \of total effectiveness rate
G-1 0 (C 0%
G-2 1( 8% 1 100%
Single G-3 0( 0%
infection
G—4 6 ( 46%) 2 2 2 67%
Sub total 7 ( 54%) 3 2 2 1%
G-5 2 ( 15%) 1 1 50%
Mixed G-6 4 ( 31%) 2 1 1 5%
infection
Sub total 6 ( 46%) 2 2 2 67%
Total 13 (100%) 5 4 4 69%

48 31%) icAaohl, 5 HEBS®ICHEHRELA 1L
% (9fF) OHEDhT, 10~14 BETIR 98 (7H)
ML LTOWARL, 28 (28 BREL, Fioic 4k
(34)) OHRENHR L, €->T 10~14 BRE&KE5%
KR 13AP TH (54%) KEMNKREEXLEFIICHR
L7 &ic’s3d (Table 9),

MIC i L BB EKDOM{RE A - DH Table 10 TH
5o 20 Bkth 17T BRASH R L, BRE LT 3Kk MIC fEiX
FXT200ug/ml #8Z TV,

3) BlfeH

BERICRAL TI3, 7432-S 5% % - 25 FD7ih
T, BFOBEICLBEEZONE HDIFLLBHIEN -
foo AHBESHEIROIMK, £{LF¥FHR% Table 11 IZ/RL
7208, ARk B EBbNARFRED SIS ST,

o % ®
RRBE 109 B {L¥MiEAI & LT, penicillin i &
Uf cephem %D B ~lactam ZHEHZ, T DLEHD
REARY P54, BOWRENELVENRIREHOS
EhS, FLEMTULF-LADIIERZEEAL
FoTWRLIEhs, BREATHEDLS EHENT

W3, —4, IhoERIOERMMmcHEN, mitEo
HBRE, ZThiCL2MEHRJMENRIBELD, Cho
THERIC T A NRALBEL EINTE

B-lactam Fjic 3 2 EBAFEBRFE, ChEN
k& T % B —lactamase *HEMNELET S Lick
%, ®~>T, B-lactamase BEAMIC & 5 MLt RRIE
D¥XEE LTIE, B-lactamase THB IV L -
lactam F|DAF &, B-lactamase FHERDOHFHICX
L%k D B —lactam FIOME /RO RANRILEINT
&1,

B —lactamase ICEE S B —lactam RITER|DFER
i3, cephem ZIALF| £ FICEATE o, RAKER
& h/: cephamycin RILEFI P VWH W 5 FE 3 HK
cephem @D % { 4% B —lactamase THREINZ VW ilE
2HL, BEGEBKRICLAK ERIATV S,

7432-S i1 B —lactamase ICEE X EOH cephem
RILEHID 1 T, Fig. L SRTLHIuMEE DD, &
%11 B. fragilis DE4XT 5 B —lactamase 2 %, &
D g -lactamase i LBHTEETH LI LNZED
B#EIhTWE, #-T, FENZS 5 LEHEREICN
LBEOWIRBENEET 2L EbIi—HD 75 LIBHEREIC
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Table 8. Bacteriological response to 10-day or longer treatment of 7432-8 in complicated UTI

Isolate No. of strains | Eradicated( %) Persisted Bt!rains Appearing
E. coli 4 4 (100%)
K. pneumoniae 1 1 (100%)
S. marcescens 1 0 ( 0%) 1
S. liquefaciens 1 1 (100%)
C. freundii 2 1 ( 50%) 1
P. aeruginosa 2 1 ( 50%) 1
P. cepacia 1 1 (100%)
F. meningosepticum 1 1 (100%)
Flavobacterium sp. 1 1 (100%)
A. faecalis 1
NF-GNR 1 1 (100%) ‘
S. epidernidis 1 1 (100%)
S. hominis 1 1 (100%)
E. faecalis 3 3 (100%) 1
E. faecium 2
E. avium 1
Total 20 17 ( 85%) 3 (15%) 5
23% (3/13cases) |31% (4 /13 cases
\/

Percentage of persistently infected cases even after
treatment

54% (7 /13 cases)

MUTHOMEARY PS5 L2HFTEEVI, S5KL2SE
B o i AU R%EAH S L, invitro DIE
71 (MIC) 2R8 L 7: in vivo DEBRRKIBEIIT
w3,

SEIRE A AR LETOERE, EERARME
fT-7-DT, FDHERICOVWTEEREMA LW,

1. Euanest

HZRIFORIERGAE N BED BB % B\ T 7432~
SoREHERT Lice TOMEN%E MIC, ETH
4, E. coli 0. 20 u g/ml, P. mirabilis 0. 025 u g/ml,

indol M}t Proteus sp. 0. 39 u g/ml, S. marcescens
25ug/ml EFF: CS-807, CFIX, CCL tHE&ELT
14Xt LB THD, K peumnoniae Ti2 0.10 ¢/
ml & CFIX KRBT, choofiic LTl
NERYRIMFENI LNLIEHS, P. aeruginosa
®, S. aureus, S. epidermidis, K. faecalis, E.
faecium FORETO MIC, iz Fnd 100 zg/ml
HA, HENRBVWLDTH -, LEb-T, Ih
SOHEIC & 3 BEE CRISHH RIS T H PG TER
WHDEEZI LN B,
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Table 10. Relation between MIC and bacteriogical response to 10—day or
longer treatment of 7432—S in complicated UTI

colate MIC (uzg/ml) Inoculum size 10¢ cells/ml Total
0.05| 0.1 0.2 |0.30|0.78|1.56|3.13|8.25|12.5| 25 | 50 | 100 | 200 |200<
P PAPAY v Y
Klebsiella sp. | 1] Y
Serratia sp. Y ARz
P. aeruginosa Yl
P. cepacia l/l 1/1
C. freundii ARz
Other GNB ¢ Y %
S. epidermidis Y Y
S. hominis UlYy
E. faecalis AVANZ
rewl | 22| A A A AN AVAFAES
(100%){(100%){(100%) (100%) (100%) (100%)|(100%) (100%)|(100%)|( 63%)(( 85%)

PtofRiz, %35 O EARLEREELTEE X
REICBIBFKOHE Y R LY CHREI NI
BLRIBTCH -1,

2. EEERevARE

SEDERNIRI T, WHEEREBRREENR S
LT, FHOEHFE 4 UT] EHFMERICE TV
5 HMf5icA, 10~14 BRlOofS5%kicbRIEREIC
LR -1, EOBEN, BEDOERICBWTIE
5ot s ML LR RISEA OB W NS, 5HM
#5L 10~4 BREIORPESOEDDOLBREZITV, &
MHRE T 2 5F0FHMEERFET A LILH B,

1) 5 BES CoX%

7, 7432-S 5 BMkE5ROREERUIRERF T
AL, RABYRIGBHEVSERTH -1, KER
EHATE, 1 B0 1AL TIIEYD B0 1Al
HLUTIHHY, 480 12 CRREFYHREKT, &
BRERA2ETCOBREEYRII % TH 70 —F4
HUEEBRRTHE 5B 2FTRVTNLEY 68O

1PITRREBYRS0Y, HBERRFTCOREEY
X 3B TH 1o THIBMMBERLHITIZ, MIC A¢200
vg/ml #RBABFFORENORIEHENEH -
et EEZL SN,

2) ENifxEToUR

XI5 BRHES L RYIMBR S OERY R HBRRETT 5
&, 4@ 10~14 HRAES L1 13 Hlic> W Tid Table 12
IRLL Sz, 5 HMRS®ROBFUR DI TREARS
®ic 1| INER, FAEBPODT2RANEUE L1,
HiC5 BB S TEYTH - -ANENRSRICEYH
ZVEEMEL SHD L FIF 2B, ChoDERIT
BERKRLIVERARSHOBOBERENELTL
fro #ERELTRAEVRTR T X OHEBEML S
BEEITV,
MESAICI3, 10~14 BREBS%HICS ROBN R
Lto S HEESE®NSHEALTWS 1 5kERE, 48
(80%) EWIFhb 75 LBMRET, FLHRARET
ot T, FHOERPEEICLZHSIEFIRI
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Table 12. Relationship between clinical efficacy after 5—day treatment

and that after 10—day or longer treatment

10~14days ‘
Excellent Good Poor Total (%)
5days
Excellent 4 1 6 ( 46)
(62)
Good 1 2 (16)
Paoar 2 3 5 ( 38)
5 4
13 (100)
Total (%) (38) €)Y (31
(89)
R enTcELI 1, KEELTR, 75 LMRBEOHBRI+IAET LB

FEURIYLY TRESNAL2ERRORH T
i3, BRERBBRE T 5 5 NS ROHBED
61X 7 LBHE TH - & &3, #-T, FHD
£ RHAEARY b5 LDHBIBE S L KHE RN
Michi - THE LBE, ZRRREDET 2 TH
HErEVEEI OIS, COLINRAOERICH -
TREGEMOBREBEE LI IHEL BT b0
Bbhis,

£ LT 7432-S ik, T/ 5 LBRBEEEER
BT oM RBEDNT IS LTHEYTHY, T
LR LEVEELONE, LiL, FAORMEEMES

NRHzLEEZELONT,

X [

1) EIBEBFRLEREFESE BHAXBRS,
X oRUD L, T432-S, EBIRE, 1987

2) KBIIERK ft1: UTI ¥ M2 (58 3 iR,
Chemotherapy 34 : 408~441, 1986

3) BAE{FEME¥S : BNREHELERE (MIC) #
EEHHITIC>WT. Chemotherapy 29 : 76~
79, 1981
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The antibacterial activity of the oral cephem antibiotic 7432—-S was investigated basically and
clinically.

In the basic study, minimal inhibitory concentrations(MICs) of 7432-S, cefpodoxime proxetil
(CS—807), cefixime (CFIX) and cefaclor (CCL) against clinical isolates of Esherichia coli,
Klebsiella pneumoniae, Proteus mirabilis, indole—positive Proteus spp., Enterobacter spp., Serratia
marcescens, Pseudomonas aeruginosa, Staphylococcus aureus, Staphylococcus epidermidis,
Enterococcus faecalis and Enterococcus faecium were determined at an inoculum size of 10° CFU/ml
by Dynatec MIC—-2000 System.

The MIC,,s of 7432—S against clinical isolates were : 0. 20 u g/ml for E.coli, 0. 025 y g/ml for
Proteus mirabilis, 0.39 ¢ g/ml for indole—positive Proteus spp. and 25 ¢ g/ml for S. marcescens. The
MIC,,s of 7432-S against Gram-—negative bacilli were superior to those of the other three
antibiotics. Against K. pneumoniae, the MIC,, of 7432—S was 0. 20 z g/ml, which was next to that of
CFIX. The MIC,, of 7432-S against Enterobacter spp. was 100 u g/ml and those against P.
aeruginosa and four Gram-—positive cocci were more than 100 z g/ml. These organisms were not
responsive to this antibiotic.

In the clinical study, 25 patients with complicated urinary tract infection (UTI) were treated with
7432-S orally at a dose of 300 mg t. i. d. for 14 days as a rule.

Clinical efficacy and side effects were evaluated on 5th day of treatment according to the criteria
proposed by the Japanese UTI Committee (3rd ed.). A similar evaluation was also made on the 10th
day or 14 th days.

Twenty of the 25 patients were evaluable for drug efficacy on the 5th day. The overall clinical
results after 5—day treatment were excellent in 9 cases, good in 4 and poor in 7, the overall efficacy
rate being 65% .

In 13 patients, after completion of 10—day or longer treatment, the overall efficacy rate increased
by 7% to 69% as compared with the results on the 5th day.

Bacteriologically, 25 of 27 (93%) strains of causative organisms were eradicated and 12 new strains
appeared in 10 patients after 5—dsay treatment. Thirteen of 20 (85%) strains of causative organisms
were eradicated and 5 new strains appeared in 4 patients after a 10—day or longer treatment.

No subjective side effects or remarkable abnormal laboratory findigs were observed in any of the
patients after treatment.

We believe that 7432-S is a highly useful oral antibiotic in treating complicated UTI.



