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Enterococcus faecalis >100, Escherichia coli 0. 39, Klebsiella spp. 6. 25, Enterobacter
spp. 100, Serratia marcescens 8. 13, Proteus mirabilis 0. 05, Proteus vulgaris 0. 10,
Citrobacter spp. 100, Pseudomonas aeruginosa > 100, Acinetobacter spp. 50, Flavo-
bacterium spp. 50 ug/ml T& - 720 T 5 % cefaclor (CCL), cephalexin (CEX) D/
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Hoteo
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7-aminocephalosporanic acid (T-ACA) @ 7 fiZic 7[;1 T:Ifir
aminothiazole & & carboxy—butenoyl 44 A & h, N ﬁ - CONH""l s
3L BBEAT VN & D in vitro DHE N ZBRE /c\ H H
ERE*SULBHO 75 LEBEES L U—8D0 75 Lk H CH:
BRI L THRICBA TV E WbhE, E, B— doon

78 2—H¥iH L TKETH S, Lo L, Pseudomonas
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faecalis i3t U THE/INBEVOBRELE ORI E" Y,
AFIORARIC & O BN MEPRENE SN, TOER
BRI S 1.8 BR & MR, FRebpHRtt I 5% &
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Fig.1. Chemical structure of 7432-S.
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N 7- S. aureus 30 ¥k, E. faecalis 26 #, Escherichia
coli 26 ¥k, Klebsiella pneumoniae 23 ¥, Klebsiella
oxytoca 1 ¥k, Klebsiella ozanae 2 tk, Enterobacter
cloacae 18 ¥k, Enterobacter aerogenes 11 %, Serra-
tia marcescens 31 ¥, Proteus mirabilis 19 #k,
Proteus vulgaris 6 ¥, Proteus inconstans 1 ¥,
Morganella morganii 1 #, Citrobacter spp. 22 #,
P. aeruginosa 30 ¥, Acinetobacter spp. 16 #,
Flavobacterium spp. 5 £k, Aeromonas spp. 2 %D
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7432-8 OM/NRWIE LB (MIC) 2RI L. &1,
B i< fl % L 7 cefaclor (CCL) % & ¥ cephalexin
(CEX) @ MIC &thMEN L. 0%, AERMEME
LT Miiller—Hinton %X 3§t (BBL) 2\, MM
BRIASHERER 713> (BK) T—RARERL.
LOAXRMEBMABAT 100 FEH/RLADLD
(Inoculum size : 10* cells/ml & #®7R) %M\,

2. BECRZHR & BIfER OWBOURK

BBFO 61 £E 4 A Ao Mfn 62 £ 8 B & TOMIAMKY
WA THRMEZTIEARBLIVARRED > B, &
HRENMORBROR SN /- MERARWIROBIEMR 2 #,
WMERER TR, R L F, B wHEW L
POM 11 Pz 7432-S {5 L, TOMKHREBIE
RofsEEsxL 1.

7432-S 5 8:13 1 @200 mg *K~ 26, 1 5Kk
400 mg DEEEFAE Ulco MHIRMEEEMIL L < IR
AU o7, £/, 1EI100mg#A 1836, 18%&k
300 mg DRKEE bIT- 7o BHENMIZ4~42 B
HrERMER L,

EERYHROUEZARERONE L ERBMOKE, B
BERMOERLE EICE -1, THbE, EREROHK
BLidiz, BREDHE, RESMKOERILOASH
febnE THEH &L, & 1BMLUACEMMICE
BMTH-1ebD%E [FP) & L1, BEEROKBMNS
SNTHREBROUBIA+ANU L EP, BRERD
RBRER TN E PPEY) Ll S5IT,
ERFEROEBZBPREZROERLIASSHIEN > D
D% T8%h &U1,

WELODRIERBONRSL (HMK, [ERD),

BEF, (ERXA) LHEL, 8RXEZHAOSML
Bl -71d &R TR &Lk 1, BEOEHH
EED, BREOTEN L& Ed THIBK) &L
20

FERIKOWVWTRR, BEORALZL(HL &L bic,
MEFEOREPMBELEIREL TE 2/ ERI
HfTL., EORED 7432-S EAMEOEAHEL
7o

o. & %
1. BERSMEICNT A0ED
BEbhbhD & ATHRS - BRBIERYBERIC
¥4 3 7432-S & CCL, CEX D MIC 3> ¥D&h T
Hot,
S. aureus 30 %k T, Fig. 2D XS, 7432-S i3
5ug/mEUTFOLDNRIEL, FoAEA 100 g/ml 73

W0LENLETHD, KL M ATH- 1,
CCL, CEX (385 { #t3,13~6.25ug/ml THH, 100
eg/ml ZVWLENLLDLDIZ4~55%T, 280
183~1T% et ®1, T432-8 i3 hbic 4~ 5%
TWie,

E, faecalis 26 % Ti2, Fig. 8Dk iz, T432-8 1k
50ug/ml AFD LD, K850 100 ug/ml L
LT M NIDE->TVWACCL, CEX&D&E5IT2~

1 BHE %> T e,

E. coli 26 %k Ti2, Fig. 4Dk 5ic, 7432-S ikt~
T12.5ug/mIUTTHD, Ldb0.30ug/mlLITH
23 ¥, 88% T, £DFA0.10~0.20 ug/ml LH#R
BN LMD TH -7 CCL 1223 %, 88%4%0.78~
8.25ug/ml T, 100ug/ml b2#%8 %Mbb, CEX
12228, 85%#4%3.13~12.5u.g/ml G, 2&%4H¢100.¢g/
ml Pl ETCH D, T432-SH CCL £ v 4 B2Rk, CEX &
D 6EREENTV .

Klebsiella spp. 26 kTt Fig. 5D X 5, 7432-§
1218 %k, 69%20¢0.39ug/ml, 5D 19%4¢6.25ug/
mlC BRODIBKkMNI10ug/ml T LENLIEE,
3Bt kX {bbhns, CCL {221 %, 81%2¢0.39~
3.13ug/ml T, RO 1%D 25ug/ml & 4 %D 100
peg/mliBWLENLIETHD, CEX (221 %43 13~
12.5pug/ml @, Bbh100ug/mlLLETHD, 7432-S
Hli~4 BB TV, 5, K pneumoniae LS
DIBTIZT432-S 132 0.39ug/ml & 25D 6.5 ug/
ml 59, CCL (% 0.30~0.78, CEX {1 3.13~6.25
ueg/ml ThH-1,

Enterobacter spp. @ 29 % Ti, Fig. 6 DX 51,
7432-S i3 20 #k, 79%26.25ug/ml EIFCH D, %
DELI30.39~1.56 ug/ml TH-1o LirL, 100
peg/ml ZWL Znl EOREEKI 8 K, 27XICEHS
N7, CCLI20.78zg/ml @ 1 %EAAK 12,5 g/ml
DTobohL, XML EMN10eg/ml PUECH-
7co CEX i212.5ug/ml @ | ¥ iZM i 50 pg/mli’s
WLENLIET, 24 10pg/ml L LtCHE-7 £
CC T432-S i3 CCL, CEX &b 7TBRLL L H@hic
/1 TH -7, £7:, E. cloacae & E. aerogenes &
oflicid MIC AHOFRLZRIBH Shih 1o

S. marcescens 31 %k Ti%, Fig. 7T kS5, 7432-
S 208k 93%A 3. 13ug/ml LT 208LH
0.30ug/ml THotzo £/, BOD 28 b 50z g/ml
& 100pg/ml T©H -7 CCL i 12.5g/ml LIF Db
DHEL, KESHR 100 2 g/ml BLET, CEX & Bug/
ml LT D HDNREL, K#H% 100 £ g/ml bgres
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Fig. 2. Susceptibility of Staphylococcus aureus Fig. 4. Susceptibility of Escherichia coli (26
(30 strains) to 7432—S, cefaclor(CCL) and strains) to 7432-S, cefaclor(CCL)
cephalexin(CEX). and cephalexin(CEX).
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Drug Drug

4328 2 % 74328 18 5 2 1

ccL 1 1“7 4 cCL 1 10 9 1 1 2 2

CEX 1 15 10 CEX 2 18 1 5

Fig. 3. Susceptibility of Enterococcus faecalis
(26 strains) to 7432—S, cefaclor(CCL)
and cephalexin(CEX).

D, T432-S 1% 8 BPEii { BN BN TH - 720

P. mirabilis 19 % T3, Fig. 8 Dk H iz, 7432-S
1T H, 89%A%0.05ug/mlUUTC, LbdXTH
1.56 ug/ml LIF LFERICEBN /BN TH > 720 CCL
3B {A%1.56~3.13ug/ml G, 12.5ug/ml LITF 4% 89
X¥THh, CEX 2 15#%, 79%A12.54g/ml T, 25
wg/mlLLIFMRBI%THD, Chodicid 100g/ml L

Fig. 5. Susceptibility of Klebsiella spp. (26
strains) to 7432-S, cefaclor(CCL)
and cephalexin(CEX).

Ebi1xFo@bohi, 22T T432-Sidchok
DSBRERVWLSEBEUELENTV,

P. vulgaris 6 %k T3, 7432-S (39 ~XT0.39ug/
mlUTFTHD, LHrdb6e7%i30.05¢g/mlLUTTH-
7o CCL, CEX 39 ~XT 100xg/ml I ET&H D,
T432-S I3 TSIV BN HE NS - 1o,

M. morganii ® 1 #%Ti3, 7432-S 13 0.39 z g/ml
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Fig. 6. Susceptibility of Enterobacter spp. (29
strains) to 7432-S, cefaclor(CCL)

and cephalexin(CEX).
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Fig. 8. Susceptibility of Proteus murabilis (19
strains) to 7432-S, cefaclor(CCL)

and cephalexin(CEX).
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74328 2 15 5 2 5 11 74328 [ 4 1 1
cCL 11 2 : CcCL 6
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Susceptibility of Serratia marcescens
(31 strains) to 7432-S, cefaclor(CCL)
and cephalexin(CEX).

Fig. 7.

T&HD, CCL, CEX 2 100ug/ml Ll ETH 70 &
7z, P. inconstans @ | %k T3, 7432-S (2 0.05u g/
ml LT, CCLI31.56ug/ml, CEX i%12.5ug/ml
TH-1,

Citrobacter spp. 22 %k T, Fig. 10 D& S5 i,
7432—-S (3 16 tk, T3% A% 0.39~12.5 £ g/ml iZ4&IE4 <

Fig. 9. Susceptibility of Proteus vulgaris ( 6
strains) to 7432-S, cefaclor(CCL)

and cephalexin(CEX).

AW ULIA, E<iC0.78ug/ml & 6.25ug/ml 1%
Mhotio 1, BOD6HkIZ 100z g/ml W LERY
LomHEH%RTH 7. CCL, CEX Wb 12.518/
ml UTD D31, 100ug/ml ULED LDHEN-
720 TIT, T432-S IS5 BRFERL Cho kb ENTY

1o
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MIC <006 0.10 0.0 0.9 0.78 1.5 313 635 135 5 S 100 100<

)
DMMIC S006 0.0 0.0 0.9 078 1.5 313 635 125 B 5 100 1<

Drug
74328 2 6 1 2 4 1 1 5 74328 1 5 &5 ¢ 3
cCL 5 2 6 9 cCL 5 5 6
CEX 17 1 1B CEX 16

Fig. 10. Susceptibility of Citrobacter spp. (22

strains) to 7432-S, cefaclor(CCL)
and cephalexin(CEX).
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Fig. 12. Susceptibility of Acinetobacter spp. (18
cefaclor(CCL)

strains) to 7432-S,
and cephalexin(CEX).

—

MIC |05 030 0.0 08 078 156 313 62 125 % S 100 10<

)
e <006 000 030 09 0.7 1% 313 6.5 125 2 0 100 100<
"U|

Drug
7432:S 9 9 11 7432-8 1 2 1 1
,CCL 29 cCL 1 4
CEX 29 CEX 1 4

Fig. 11. Susceptibility of Pseudomonas aeruginosa
(29 strains) to 7432—S, cefaclor(CCL) and
cephalexin(CEX).

P. geruginosa 29¥%Tit, Fig. 11 DL Hic, 7432-S
R25ug/mlUTDHDHIL, 50ug/ml LT 100
peg/ml i 9k oL, $XT100ug/ml Ll Ed CCL,
CEX ¢t~z e, Z{fbicEAVED oI,

Acinetobacter spp. 16 % T3, Fig. 16 DX iz,
7432—S i3 6.25~50 £ g/ml A% 13 ¥k, B1% T, £ ¢
12.5~25ug/ml G b, 100ug/ml Ll Lid 3tkicd &

Fig. 13. Susceptibility of Flavobacterium spp.
(5 strains) to 7432—S, cefaclor(CCL)
and cephalexin(CEX).

372, CCL id 50~100 ug/ml Ll EicFEH L THH
L, CEX (39T 100ug/mll ETHH, T432-S D
HA2BREIEVL 4 BEEN TV,

Flavobacterium spp. 5 % T, Fig. 13D & 31,
T432-S (& 4 ¥k, 80% A% 12. 5~50 ug/ml G, 1 &M
100z g/ml LI ETCH -1z, CCL, CEX iZvFhd 12,5
pug/ml D1 HEDENME 100ug/ml LETCH D,
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7432-S ic PP EN LR ABH LN,

Aeromonas spp. 2 T3, 7432-S(30.39ug/ml
& 1.56ug/ml ThHbh, CCLIZ12.5ug/ml & 25u¢/
ml T, CEXi32#¢& b 100ug/ml THh, 7432-8
NEERMELLU B BREEN TV,

2. BEERYHREANEH

AMAF¥BE—RETHER I REAT X RO BN
Bof, MMAWLRTH, BMEIEWREAR 1 H, BB
B2 + W | oM 11 #ic 7432-S % 6EH L7,

Table 1 iCRT LS, EFIE I RIS TTRET
DBEFTH, TFIHT BRELIERELDHD TV,
th#i3 39kg S T8kg T, PHEKH 54kg THo1o
EREBL L TAEXWME, JATIINIRE, MUK
EWV S 1 ARMEIFR BEREDFER L L2 DM KED 8
PlcEEL. ChoiCIMIESE, koM, 84
BRI Y U< F, @R REELShOKBOEHF b
Boll, TDRHIDEFITIBREBR, 25HLY
FRb=FREVSBRBNERKBLLTHD, &
HIRORTER D | | D HH8H O M BRERBOILVERT
Hote

BEBREOHLNMNIITEL DRI DHAIT
Haemophilus influenzae »% 3 #, Streptococcus
pneumoniae M 2 #), S. aureus A1 FliREB I hi:
KT ES, BLRBEAEBDATH 1, 1B 1 FUILIET
ICE. coli BRI ENTWIEFITH > 72,

7432-S DA%, HRIIFEAED DAY 1 B 200 mg,
By 2E0H/5 T, 1 BR400mg ThHo7, RELAR
HEOMEFELAHER LI LDRDIEL, 1D AH100
mg%* 1 B3EDARKKETH -1, HEHEMIL 4 ~42
BRTH > 7ch, BL IR 2BMAI®RTH - o {LERE
FlogiEsh T o b 2ficd &S, 183 ST
AROEMEE STV bDT, 1 FIRATIED S DK
ETABRTHATH > 1,

R RISFRBERED I0FTIED L, BY
4, PrEMIF, BH2HTHD, BHERIF 0%
Thot, BUHIEIRIMEED 1 HITIE, 18K
BEYTH-7ohY, 2HEMEBICERREXVO XL,
KOBIEHBTEYTH 1o —FH, BEBEHRRDO 1H)
BEDTH-tco BRAJNICLIAERYRE I H
influenzae, S. pneumoniae i2 & % 3FIIEMTH D,
H. influenzae, & S. pneumoniae DRI ICRIB a7
FUIH T, S. aureus ICL B HDIIPPEYTH -7,
£, BEHEOATH-1ERTIE FWHLIH FYI1
B, LeER2H, ®H1LHT, BYHEIN0% L ER
TH-o1o
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M EBH PR E LT, H influenzae, (IR
®'L L., S pneumoniae, S. aureus \3%RF L7, %
t:. S. pneumoniae H¢ 7432-S 5 MBS h -5
21 #& b, Branhamella catarrhalis & S. aureus
MRIHENB LI 1 bDI LS 12, &SI,
LMicRiiEhicZED&H B E. coli HRlENn 545
Kl bDh 1 PH -1,

BIfEE LT, | Blic LME, WANRHON, 1
BRIZOGTH 1o b, HEPIEICIDBEDLIZHR
L, BELBED DTS, 1432-S REMEOE
KR A MDEM A% 7- D Table 2 TH 52, Hoh
RRABEEILIbDUEN -1,

m = ®

FLAMREINIEOAL 7y o2 HY Y ERAEDR
Th5H T432-S ik Fig. 1icRlLc&kHiZ, T-ACA®D
DML, B3I ET7 7 0xHY L RILKE
LTW3 760D methoxyimino ZiZf{ > T carboxy-
butenoyl EMBAINIHFLVWIATDLDLEVL
3P,

C D T432-S DEKRYMBICH T 2IRE L. BEK
R L L EDEERDRLINEHOEM DL TRIL
720

7432-S DIRE AR 7 b LI S. aureus ® E. faecalis
BEDTS LBYEICHT IRENNFEAELVN,
P. aeruginosa UND 7 5 LEEHREIC L TREL
VWENBRAENNS L EVbATWS, £ZT. bhb
NOBEOABREBEHROBEDERIREHKICOWVT,
7432-S DREN%AMEL, BRSAEh T35 CCL,
CEX i@ B L7,

75 LIEREIc - 2 7432-S o@D S. aureus
& E. faecalis DAIZO2WTHRIF L1285, WFh A
EA10g/mlfEvLENRUET, REHARLEVWEE
ATENAH, &XKiZ, S aureus iz3 L Tix CCL,
CEX S RE+RRRBENEF>TWEIEho, B
KRICHICH I > TERNHLETHA S,

s, 77 LEEHEREICNT 5 T432-S @R
CCL, CEX ¢t i L THE IO bD L E>THD,
& < i Proteus spp. @ MIC,,12 0.05 z g/ml 73V L
0.10ug/ml THY, E. coli $0.39ug/ml LENT
W7z F7, Klebsiella spp. D% 130.39g/ml T
Hoteht, MICy 2 6.25ug/ml & PR KEXIEHET
» -1:s &5iZ, Enterobacter spp. S. marcescens,
Citrobacter spp. &\~ 72 CCL, CEX DF5A & A%H
HTHIBERICOLHRENNS D, MIC, HEhEh
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BASIC AND CLINICAL STUDIES ON 7432-8

Yostiro SAWAE, Kaoru OKADA, Yukio KuMAGAL,
Tostiyuk! IsniMARU, Kodl TAKAKI and Yosintyuki Nifio
First Department of Internal Medicine, Faculty of Medicine

and School of Health Sciences, Kyushu University

3 -1 -1, Maidashi, Higashi—ku, Fukuoka 812, Japan

We performed laboratory and clinical studies on 7432—S, a new oral cephalosporin antibiotic,
with the following results.

1. Antimicrobial activity

MICs of 7432—-S against various clinical isolates were determined with an inoculum size of 10
cells/ml. The MIC,, was >100 u g/ml for Staphylococcus aureus and Enterococcus faecalis, 0,39
for Escherichia coli, 6.25 for Klebsiella spp., 100 for Enterobacter spp., 3.13 for Serratia
marcescens, 0.05 for Proteus mirabilis, 0. 10 for Proteus vulgaris, 100 for Pseudomonag
aeruginosa and Citrobacter spp., and 50 for Acinetobacter spp. and Flavobacterium spp. 7432-S
was less active against Gram—positive cocci than cefaclor or cephalexin, but it was much more
active against Gram—negative bacilli except P. aeruginosa than CCL and CEX.

2. Clinical efficacy

Two patients with acute exacerbation of chronic bronchitis, 7 with chronic bronchitis, 1 with
acute pharyngolaryngitis and | with cystitis and common cold were treated with 7432-S at a
daily dose of 0.3—-0.4 g for 4—42 days. Clinical response was excellent in 2, good in 4, fair in3,
and poor in 2 patients. The clinical efficacy rate was 54.6%. The antimicrobial effect on patients
with normal flora was low. Epigastralgia and nausea were observed in 1 patient. No abnormal
laboratory finding was seen.



