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Fig.1. Chemical structure of 7432-S.
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Fig. 2. MICs of 7432—S and other antibacterial
drugs against respiratory pathogenic
Haemophilus influenzae 43 strains,
inoculum size 10° CFU/ml.
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Serratia marcescens 9 strains,
inoculum size 10® CFU/ml.
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drugs against respiratory pathogenic
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inoculum size 10° CFU/ml.
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Fig.10. Serum and sputum levels after the first
administration of 7432-S (200 mg).
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Fig.11. Serum and sputum levels after the first
administration of 7432-S (200 mg).
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Table 1. Serum concentration after the first oral
administration of 7432-S (200 mg)

0.5 1 2 4 6 8 12hr.

Case A | 3.80 | 7.4 8.66 7.97 | 4.36 3.31 1.45
CaseB | 3.31 | N.D. | 7.14 5.43 | 4.36 1.91 1.04
CaseC | 3.31 8.66 |12.10 | 6.58 5.00 2,78 1.04
CaseD | 2.78 7.48 7.94 5.21 3.98 2.12 | N.D.
Mean 3.30 | 7.78 8.96 6.30 | 4.43 2,52 1.12
S.E. 0.18 | 0.38 0.59 0.55 0.18 0.24 0.12

N.D. : Not detected (ug/ml)
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310 CHEMOTHERAPY NOV. 1989
Table 4, Clinical results of trentment with 74328 in 28 patients
‘ Diagnosis No.—c;f cases| Excellent Good IFair Poor
':\_cut;syu;urative tonsilitis 1 o
Acute bronchitis 3 2 1
Chronic bronchitis 13 11 2
Chronic pulmonary emphysema 1 1
Bronchiectasis 10 7 2 ) 1
. 2 20
Total - 5 1
fota 28 22 (18.8"7
Table 5. Bacteriological results of treatment with 7432-S
Organisn; ‘ . Bacteriological effect
No. of strains — - r
(MIC) Eradicated | Decreased Persisted 1 Superinfected
"H.influenzae (0.05~0. 1) 13 12 1 P
S.pneumoniae (1.56~3.13) 3 1 1 1 ! 5
B.catarrhalis (1.56) 2 1 1 1
S.aureus 1 1
K.pneumoniae 1 1
P.mirabilis 1 1
A.calcoaceticus (50) 1
Total 22 16 (72.7%) 1 4 6

7 L LEINRE LBAREIN, TTICZEDOVL D2HIRE
BEKDETHVWONIILHTWVS ¢~ , Thsidw
FThHEETHY., 7432-S LIEHFRYUEOH AN TH
RAINICRBIRKEDREETH 50 AFIDOFFRME 7 L1184
WKALNEF L TT /AN BEEUEED - HEORINE
IKBHTEINTVWEILETHYD, hDERKOERILH
BLTHLREARRDOHRESTLEL > THVIDRE. K
ZVAUCHHFEONTVSEY,, 72, MEE®HICOVT
(&, H. influenzae %* 3 U % K. pneumoniae, E. coli,
Proteus sp. 5 ED 75 LIEHIREICBNTE D, EX
DEOL7 L LEAIE3—BREBETSLLDTHS, LHL
BAS T 5 LIBHEKEIC T 2B /I35, i<, S
aureus iZXt L T3 2 BEZHM 12K, S. pneumoniae
IKX LT LRPHV, > THAANIZSEIDEKRARE K
ICH 12 > TR BFERAE IC B\ T8 DO JUERRRE %
HRELTWV S,
SEIOWEICHE VTR, M EEHLEET 5 AKFHFE
R MEICH L in vitro TEDEREOHRE AR
#d 50, £, ZoRNHE EBEKLoFAMKIIOV
THREIT 2EMITITE 1o

H. influenzae (318 FRBR{FOLLRFAD ) bR
LHENBABETHI RS LEDDRVLNT, k&
FOCDEIHTI2R/ENEH B L 43 KT XTI
ug/mlLUTT, EDOE—7120.05ug/mlichHb. &
HTHVWERELR LI, £/, AMPC Btk b+
DREZHARBEL TV, D in vitro DEKIZER
BRICLRB IO, AE 13&D 125kHNRBRESN, BRE
P2 2.3%LEETH-1:, RETE N, - EMR
Case 22 DRUEXYLSRE T, MIC (2 0.1 zg/ml & B
THS1I LMD D STRETELEMA LD, EFO
REBTHL+ITRL - - TJEEMN S 5,

S. pneumoniae (3 H. influenzae (3 ¥ GE TRV
boo, BHESERMEICEVWTHHENLSEONS
ERETHY, YBRICHVTH 0%FIMENT
W3a", SEDHETIIIEF-IREN, | FIIKRE
EhEY, 1#i21 X10*/ml » S 1 X10°/ml TR
LUBSKMICREY, tho | RRETETEYNTH-
oo THIZMA S PICHVWTABSRREE LTEHS
NTHD, TDH 5 2 FIREKRENC LPPEYICELE
D, KERBRRMN T1432-S DFE LML >TWV 5B, MICK
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Date 1986 Nov.
19 20 21 2 8 A &

:;:;y ngeal H .infinenzae
(+++) (=

Throat||
pain

Labo.data

CRP 4+
ESR(1h) 35 18
WBC 11400 3600

Fig. 12. Case No. 4 : Acute suppurative ton-
silitis, 25 y.o. female.

BTHBLEARATHRISHS AE T 3. 18 g/ml i
E—24db, 6.25ug/ml LI EDOFHWES S ORitEHE
RI3HHBELEL, H influenzae BHEAR b in vitro
DEBROEERRAE L BT 2L -7,

B. catarrhalis icxt4 5 MIC i b+ &0
T, tHOBOREFEHBELTHROBEVERTHD,
ZDOE—27138.13~8.25 ug/ml iZ 48 #kh 30 BRIFZE L
7o

AEBPEI2McEBDON, 1HAREYITID
MICi20.2ug/ml L BIFTH - 7oA, fhad 1 Fid 1,56
ug/ml EPPELBYHTH 1o, o, HEH ] Hlic
BOWTRREELLTZDOSNTEHD, S pneurnoniae
ERICCERNBEHBNBRSENBREN T,

S. aureus 42 Bric x4 5 AKF| D MIC Bk iE 100 g/
mlPETHY), BERMICIEDEELON, RERGE
DIFASRETETEBYTH -7,

K. pneumoniae, E. coli i=¥td 2113, tho&E
CHREH & T Hid B hicik<, Bkic, K. pneumnoniae
KL T 8kth T#kA%0.05 g/ml LT CTH D, EEK
BIC b ABRBED 1 FIBZEYTH - 7o

P ba~fcbic /5 ARMERBEIC LTI, FHEED
OB OREFICHL T, BBOAENZELTED,

Date 1986 Nov.
17 18 1B 2 2 2 2B U 25 %
1 1 1 1 1 1

v | U2S Momgx2/dey |
39
BT 4 /\
[ . ————
——
36
né.
m -
Sputum 10 |
volume 04
10'/ T‘ B.catarhalis
10’
0 T~
10 -
Labo.data
CRP 3+ -
ESR(1h) 43 15
WBC 10300 4600

Fig.13. Case No.18 : Chronic pulmonary em-
physema, 58 y.o. male.

SEDHET S H. influenzae 3 PLOICEERE CTZE D
CEMTARBINICEVA DL, LIOLENS TS LB
IR D S. pneumoniae 123 L T3P PHBAINE D,
S. aureus IZE > T2 YW TH 5, B. catarrhalis
X LTHRPHE L,

T, BRBHECKLTIE, S0, BHIFREKES
E42iIcH LT T432-S 200 mg | BlO BB S 4T
W, 20RO MPRE DM %4753 2 BRI KA
hMEICEL, EDOFEIE8.96ug/ml Tho7to TD
BRZE B HREO LT - AR THRICRESATL
% CFIX", cefteram pivoxil (CFTM-PI)® izt~
BHTELBNBOBRREAEEL ., 4fh2HD
BERPBEARAEL, E—7{#i1X0.732g/ml, 0.26ug/
ml, ThY, B—-F 75 LKL LTIHENSL, 1/,
Fig. 10, 11 ICRT LS IKRBMiIchID, HBEED
RENRLOLTOE LI BHMATH S, T, ME-
JMPREL (E—7BEFRE/ E— 7 MPREX
100), 2 W BEFBTREIE, THhE€h6.0%, 3.3%
Thh, B-57 9 LEIOBEDHITRIIN0 1~8%
THBEIENSEZATY HBHNEWEEZ SN G, 12,
CITHb->TErRENESHVT &, o2k
BB ohcBEIRELXHELTVWA I & TH
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B R B IC & B Btk B ic & Blood-Bronchus—
Barrier DE#gICE b s, EICKERNEN LAT S
HREENEL SN B,

DE& O AFORME LT, OF 5 LREREICHT
ZMANWL, Bic, H. influenzae ot L Ti3, M
WML L > T3S ABPCHittEl'® b &l
WHhEEL, -, BRLOBEAK LEMN 7, OLH
L7HS S. pneumoniae, B. catarrhalis i3t L Tl
HEIPPED, MERUBRIEDLRE & L THE
D LR Wl It 9 A AR S L T - 7o
Fre. S aureus IS L TR HBA L 1EEV, @
BORNMECL THEDTHEN, 200 mg DORHERSET
btainmbhRESESN, £/, BEDRENS A1
REBITOLRIFLEL SN, OFFIERD 28 FEFIC
BOWTIEL2LEIER, BRRABORRIIZHSNT,
ZeMomTHVWFEN G SN,

SEDOWETIE, H. influenzae HERETH - 1iE
PINEL, TORDAFOENEIZT8.6% LHVER
T&dH » 715, B. catarrhalis, S. pneumoniae H¥#2 %
Bo5a, SEOEERS5E 16 200 mg, | B 2 [E#%
SR3BELENBHEOHKE L-TLTHTHERVWA
T, MEREBOWRNAFERORELLE LB
5o

X it
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BASIC AND CLINICAL STUDIES ON
7432-S, A NEW ORAL CEPHEM

Masakazu Takasucl, Keizou Matsumoro, HARUMI SHISHIDO,
TsuyvosHl NAGATAKE, NaoTo Rikiromi, ATsusHl TAKAHASHI,
YosHiAKI UTsuNoMiYA and Kiwao WATANABE
Department of Internal Medicine, Institute of Tropical Medicine,
Nagasaki University
12— 4, Sakamotocho, Nagasaki 852, Japan

We performed basic and clinical studies on 7432—S, a new oral cephem, in most cases, chronic
respiratory tract infection.

The minimal inhibitory concentrations (MICs) of 7432—S at 10®* CFU/ml were all < 0,01 zg/ml
against 43 strains of Haemophilus influenzae, < 1.56 u g/ml against 8 strains of Klebsiella
pneumoniae, 0.1~1.56 ug/ml against 5 of 6 strains of Escherichia coli, 0.05~100< ¢ g/ml against
48 strains of Branhamella catarrhalis, with a peak of MIC was 3.13 z g/ml, 0.78~100< xg/ml
against 42 strains of Streptococcus pneumoniae with a peak of MIC of 3.13xg/ml, and 100< ug/
ml against 42 strains of Staphylococcus aureus.

The serum concentrations of 7432—S were measured in 4 patients after a single dose of 200 mg,
and all the peak concentrations were obtained 2 hours after administrations and ranged from 8~
12z g/ml. In 2 of 4 cases, the sputum concentrations were measured and the peak levels were
0.26 and 0.73 zg/ml. The ratios of peak sputum to peak serum level ranged from 3.3~6.09%.

Twentyeight patients with respiratory tract infection were treated with 7432-S in daily doses
of 400 mg in most cases. Of these, 22 were effective or excellent and the clinical efficacy was 78.6
%.

Sixteen of 22 causative organisms (12/13 H. influenzae, 1/ 3 S. pneumoniae, 1/2 B. catarrhalis,
1/1 K. pneumoniae, 0/ 1 S. aureus) were eradicated.

No adverse effect was observed.

From these results, we conclude that 7432-S is an effective and useful antibiotic, particularly
for infections due to H. influenzae.



