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Fig.1. Chemical structure of 7432-S.
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E. coli (19strains) : 10%cfu/mi
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Fig. 2. Sensitivity distribution of clinical isolates
Escherichia coli (19 strains) : 10% cfu/ml.

Klebstelha (20strains) : 10°cfu/ml

Fig. 4. Sensitivity distribution of clinical isolates
Pseudomonas aeruginosa (15 strains) :10°
cfu/ml.
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Fig. 3. Sensitivity distribution of clinical isolates
Klebsiella (20 strains) : 10° cfu/ml.
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Fig. 5. Sensitivity distribution of clinical isolates
Staphylococcus aureus (19 strains) : 10°
cfu/ml.
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Fig. 6. Filamentous formation of Escherichia coli incubated with 7432—S. Bacteria : Escherichia coli
NIHJ JC—2 (1x10°® cells/ml) incubation time : 3 h in heart infusion broth.

P. aeruginosa 15 #Ricxt4 5 A F| o MIC &, 50~
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feo COBKE%ES Y% COFET, STCTEA LT — |
Fa—T7HT2HMEEEL, EEO MEM THIfIZRH#H
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2. HWiROHE

HIB ¢ 37°C, 18 Wfili# L 7z E. coli NIHJ JC—
2 BRAMRIDICCHRE L, AEAHEKPIC 1 X10°cells/ml
EBEHTHE L, £D 1 X10%cells % 7432—-S @
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MICs : 1/2, 1/4, 1/8 MIC) OIEMEHFET T, 3
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Fig. 7. Kinetics of whole blood chemilumine-
scence (CL) stimulated by Escherichia
coli NIHJ JC-2.
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Fig. 8. Effect of Escherichia coli NIHJ JC-2
pretreated with 7432—-S (1,72, 1/4, 1/8
MIC)on whole blood chemiluminescence.
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Fig. 9. Effects of Escherichia coli NIHJ JC—2 pretreated with 7432—S
(1/4MIC) on chemiluminescence (CL) of phagocytic cells.
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Table 1. Result of clinical trial with 74328

Case]A ol Sex Disease Treatment‘ Isolatege?gg:msms Effe;:ae — Adverse
No.| € Underlying disease (n?g?;:y) D(‘:i‘:;;‘;“ after Clinical | “Jorical effects
Acute pyelonephritis E. coli )
1{28| F 300 8 ) Excellent | Eradicated] (-)

Duplicated pelvis (-)
Pneumonia, Pleuritis (-)

2|50 F 300 8 ! Goed |Unevalusblel (-)
Pulmonary infarction (-)

Acute pyelonephritis
3|125| F 300 11

e T
tobacillus m
- } Excellent|Unchanged] (-)
S. epidermidis mi

20/
Lactobacillus 4.9X10%/m]

Chronic pyelonephritis
4 |47 F 300 10
Beh(fet’s disease

Lactobacillus  1X10¥ml Hb10.2
) . -

S epidermidis 1. 7x10¥ml| F®ir | Replaced | {

Lactobacillus 9.8X10¥ml 9.2

UTI S. epidermidis 30/mi
{ —
5|55 M , 300 8|S epidermidis3.8x10ymi| Good | Replaced | (=)
Urinary stone E. faecalis  1.4X10¥ml
. H. influenzae #
Pneumonia
6|7|F 300 g1 | Koomtoca | goq |Bradicated) SOT !
. . ¥ GPT ¢t
Bronchiectasis -)
Acute cystitis E. coli
7133 M 300 5 i Excellent | Eradicated| (—)
Uricemia (=)

*No.3 ABPC : poor
*No.4 NFLX : poor

E— /7l CoBM (E— 78 THMEL 2
PMNs CL B U MoCL D #il5€ (3, PMNs1 x10°
cells/ml, Mob X10°cells/mlicZ#hFh ABEI7— )L
&1 %mE (10pl) &, VI —L20ul 2mMR 37
CT 10 HHIRE%, E. coli NIHJ JC-2 #k 2 x 107
cells (20uDAH#HE LT 2050 CL 28I L7
(#R)
1. RFFEUBEIC L IELLOHE
7432-S % 1/2, 1/4, 1/8 MIC DEBRE T E. coli
NIHJ JC-2 #ic 3BSRIfER S ¢ 5 &, IR NEE
ICHBLUTHEL 74 54 7 MRICEREZ(LEB L1
(Fig. 6)o
2. EFEROLM CL I KIZ %
7432—-S @ 1/4 MIC T 3 B5RMEE L 1= E. coli NIHJ
JC-2 k&, FEHIRLEEEHW/BAD2M CL ik
DB EITE - /o (Fig. 7). 7432-S MEE 3, K

EEICHBLTH L 36 EREEic2m CL M3k ¢
fo (P<0.05) E—/BM%EHET 2L, FHKLEE
Tid, E— 7B/ 17.621.8 53kt L, BFREI 13.2
+0.95 3 THH, HEICE—7BEOEEAZHOH
- (P<0.05), EAABERES 1/2, 1/4, 1/8 MICE
EZBATHRERHEOY RN ED S h, FALEHE
ERAWBAREEICCL ML ©— ﬂiﬂ’a‘]o)mﬁé—
st (P<0.05)(Fig. 8),

3. FHMEERD PMNs—CL, Mo-CL umﬂa!

Fig. 912 7432-S @ 1/4 MIC CRE L /- E. cok
NIHJ JC-2 #@ £t CL, PMNs—CL, Mo—CL ik
2THRAET L, 20 CL &R, PMNs—CLE
BOTHRAMER G, OB HBELTH 1.3
CL %X ¥4 (P<0.05),

Mo—CL itV TH, HETCREVAEFNEHE
A\ 5 & CL B A s EEFZH O h, 2oRER
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Table 2. Laboratory findings before and after treatment with 74328

Case| RBC| Hb | Ht | Plta | WBC[Eosind GOT|GPT]| AIP |BUN| Cre |CRP| ESR
B/A [ (X109 (g/dl) | (%) [(x109)] (/nm®) | (%) | (U) [ (U) | (IU) [(mg/dI)(mg/dl) (mm/Lhr)
, |38 wrlsLifaLs| ool o | 7| 5 |202]131] 08 128
405 | 10.6|32.4(43.7/4500| 1 | 1| 6 | 174 [13.2] 0.5 85
o | 389 (119848 2r4(5m00 1 | 16| 8 [154|27.2) 0.6 (5.0 | &7
419 | 11.3|87.2(20.4|4800] 5 | 15 | 8 | 154 [16.8] 0.6 [0.25> 17
o | 433 [13.0] 380 20.6(1600| 0 | 14| 6 [122] 84| 00108 2
| 421 |12.4|37.1|48.6|6600] 2 | 11 | 8 | 135 |13.4[.0.7 |0.27 | 20
, | 978|102/ 824307800 3 | 12| 9 [15013.1]0.7 [0.53 | 22
332 | 9.2(28.6(27.4(12400 1 | 19 | 14 | 177 [10.9] 0.6 [9.31 | 33
5 | 465 [14.9]43.4[20.0014100| 0 | 11 | 11 | 168|200 1.5 (2.4 | 41
449 [ 14.0]42.3|22.6| 7000| 2 10 13 144 | 16.3] 0.9 |0.25> 14
6 464 | 12.5]38.9]29.7| 5900 4 21 13 | 125 | 15.1| 0.7 |1.83 58
486 | 13.3141.4{19.7|5600| 4 34 22 | 131 [ 14.6| 0.6 |0.25>| 14
7 516 | 15.2|46.7| 27.7| 4800| 1 20 23 125 | 13.7( 0.9 |0.25 3
464 | 14.0141.9 ] 24.6| 4800 2 20 23 | 116 | 18.2] 0.9 [0.25> 4

B/A : before/after

« The values of Hb(No. 2), GOT, GPT(No. 6) were improved after this treatment

BLIBETH -1,

LltosR L b, 7432-S @ sub—MICs T E. coli
NIHJ JC-2 (kAT 5 & & 0, HFPERPHERID
EnamBORIERICTRT 5B RBUBRED IS
AT EMRINT,

O EK O &

o MRBLU Ak

AF A LA K@ L UABER DR RAEEE 7
B (BE2H, THESH, FMO5R~TIR FHU1
) IR L, RESRESE S HIoARE, SHELRE
R2B, BEERERER LA, BHBEER 16, REER
IS IRESBREE L $ITH YD, MPRBERETIE, W%
2P AHIAER L, 553, 1 H300me %,
53 T5H~21 HEEO#KS L1,

2. & #&

EEREV%IR % Table LT/ U1, BRI, F%h3#H,
BYIH, POBEWIATH -1

WEEHRICOVWTI, 3EFMTERELEZSO
SHENABE N, EF 1 0RBBEETLTIE, X
BEEZ SN E. coli izilik, EH 6 OREXILRIE
IKAB LM %6 T, %% D Haemophilus
influenzae (#), Klebsiella oxytoca (+) 3%k, fE
BT DR T3, ReP E. coli 13K LT, R4,

5 T3, AFEMA%IC Staphylococcus epidermidis,
Enterococcus faecalis i M anicnt, ERHBD
BRTHD, RRUEIZZAR FHBESDERLBRES
=¥ (279 )\ 0°% A8

3. BElfeA

FHBEILBEEIONSE - hRALEHERIR
SNM -1, AFIRERZDOERREMKE Table
2R Lt ERAIKBEWT, BE5%RBEORM (Hb
10.2—9.2 g/dl) ZBDLEN—BHETH D, AFIDLHE
BIFEHEICE Lo AERTIE, fluc bIRMMHIT &
2RALTHED, XERE L ORRMFRIARHTH 3,
EF 6 itV T, —@Eo GOT, GPT OBE LF %
Bwtcht, RATIEKETEICHELTWS, AEFII,
L& DIFREERELZ B L TH D, AHROMHEH LIRS
Wb Lhiswn,

N. & E

7432-S (¥, E. coli, Klebsiella, Proteus, H.
influenzae, Neisseria gonorrhoeae R ED Y 5 L&
HEc LT B TEWIEN%2HE L, Enterobacter,
Citrobacter, Serratia, Branhamella catarrhalis,
S. pyogenes IZ b VE%AB LTWAA, S. aureus,
Enterococcus iZ (3% TH D, P. aeruginosa LK,
HEICODRENIPFOEREINA TV S . AEIDEERK
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SMEICNT 2 A%, CCL, AMPC &L
R4 OEMIcE\WTH, E. coli, K. pneumoniae iz %t
THHMAE, CCL &b 5B, AMPC &hiz®h
DEo@n-tiMmA%RxL, E. coli D—#Bicidiitit M
RBPE2HDOD, 1ZEAEMN0 1lug/mldenlLD®
WA BE LTV, —4, P. aeruginosa i3t
LTRERIMHT, S aureus it L TIX CCL &b
1 ~2EH, AMPC &0 i34 BHE D, BEKTAT
Hote

AR OEAMEICAM LTI, BMEHAICEHF 100 mg
UME | EREORS L O Cmax 3 4. 1ug/
mlTHO, T1/231.8MEENTVS,

RPEUNRIE, 5% 24 M THRSROKH 70% T
b, M & RpicM DRMY (7432—-S—trans)
n"RHohTVEY,

7432-S i3, BMDBL -5 7 ¥ v —¥ILKETHRMEE
BV, R=V Y U§EG&5 /37 (PBP) kX9 38
fotkid, PBP-3 (BMOMBERICMAETE5 /37)
KRWEIIEABE T 54H", E coli NIHJ JC-2ic
AHOERE (1/2, 1/4, 1/8MIC) 2EHXE 5L,
HED7 1 54 v Metd o, 46, RMEAKE AH
DBANBREERER~<2BHT, FHD 1/4MIC T
3B L /- E. coli NIHJ JC-2 (k2 AHWT, KR
RoObERNK (CL) ik2WTRF L, RAKRLERD
CL ¢ LT, TDRER, EHK|D sub—MIC (1/4
MIC) TR X hi: E. coli NIHJ JC-2 #i3, kO
BichB L TH®Ic2M CL, PMNs-CL 2 X ¢,
Mo-CL b MR Z R Lo COZ &R, KHD
sub-MIC TR I h/- WL, RIER T 57EH
MERBEEEED, FHERPHRRICL D L ABRBX
nPFLNRBEIEERLTVS,

F/, 2O CLIZEWVWT, A7V oo REE
ABE—JEICES T TORM (E— 7B/ M XN
BECHEEBCEBLTVWAI L LD, FKchA 7Y
ZUEbEmE A S LM AN, RA b, BHNE
KED 74342 MELBIENE b X IMEHEEH

RTE-EEMRLTED, CO&SERREOTLY
Rick )Mk S rOEBORILESC LABNG,
RIBIOMEL COBAEHICED, BBL AKRN
ThoHi b0 EBbhs> ¥, MBS D, TML
sk E OB HBRMER B LU ERM ¢ LD
AU RMBMERIOVWTRNL, 9 AMs 4,
7432-S 1/4 MIC 2% T T, E. coli NIHJ JC-2 0
T45 2y MELSEKE & RIIMEL, ML
RBEBEMME BT LB IFRERTAEERELT
‘l‘é”o

PlE& D, ZFII 7S5 LEHERICNT MW ARNL,
BIFIEEAMEERL, *7-RMI - WKL L DEGR
mems bRWIEANMERETRTENTHD, REE
HAE 5B, %2 IR LcRL OEKRMICEY
Tb, TEFAHEMCHIULOKRES. WERD
RALDBVWCELD, EHBERII+AMGEFTES
FREMRCHELEELONS,
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EFFECT OF 7432-S ON PHAGOCYTIC CELL FUNCTION

Yasuo Ono, Masumi BaBa, YuicHiro UEDA, TosHiAK! HAGA,
ETuko ApAcHI, AKIRA MURrRAOKA, Norio Nozuke, HaJime NisHIYA,
Oroniko Kunii and Hipeo MiyasHrTA
Second Dept. of Internal Medicine, Teikyo University School of Medicine
2—-11-1, Kaga, Itabashi—ku, Tokyo 173, Japan

7432-S is a new cephem antibiotic for oral use. We examined its effect on phagocytic cell
function, its antibiotic action against clinically isolated strains and clinical efficacy.

1) The sensitivity of 7432-S, cefaclor (CCL), and amoxicillin (AMPC) against clinically
isolated Escherichia coli (19 strains), Klebsiella pneumoniae (20), Pseudomonas aeruginosa (15)
and Staphylococcus aureus (19) was examined. Against E. coli and K. pneumoniae, most MICs
of 7432—S were less than 0.1 g/ml, which were superior to those of CCL and AMPC. Most
strains of P. aeruginosa were highly resistant to 7432~-S as well as CCL and AMPC. Against
S. aureus, 7432—S was inactive, inferior to AMPC and slightly inferior to CCL.

2) After 3 h of exposure to subinhibitory concentrations (1/2, 1/4, 1/8 MIC) of 7432~S in a
shaking water bath at 37°C, E. coli NIHJ JC-2 showed filamentous formation.

3) A whole blood chemiluminescence (CL) test of E. coli NIHJ JC—-2 treated with sub—MIC
(1/4 MIC) of 7432—S revealed a value 1.36 times higher than that of bacteria untreated with the
drug (p<0.05). .

4)The CL peak time of 7432—S treated bacteria was significantly short (p<0.05) as compared
with that of the untreated control. This result suggests that serum opsonic activity is increased
in bacteria pretreated with this drug.

5) Polymorphonuclear leukocytes (PMNs)—CL responses by drug treated bacteria were induced
1.31 times higher than those by control (p<0.05). Monocytes (Mo)—CL responses by drug treated
bacteria also showed 1.18 times higher activities, but not significant.

6) Clinically 7432—S was given orally to 5 patients with urinary tract infection and 2 with
pneumonia, at a dose of 100 mg three times a day for 5—21 days. The results were markedly
effective in 3 cases, effective in 3 and slightly effective in 1 case.

No side effects were observed, but in 2 cases some laboratory abnormalities were detected
which had no clear causal relationship with drug administration. One was a rise in GOT, GPT
values and another was a decrease in Hb. Both were, however, mild and temporary.





