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7432-8 DERBHY - EARARES

KT — - EEWRT - PR — - KB/
WL FEMA¥E Wi

o USMRINABOMAY T = L ATER T432-S 122V THEARES L VKRR~ BRI
L7t

AR 3 BDOHS 74 7icktL, 100 mg, 200 mg LU T o4 ¥ v KPR 200 mg
BEIZSOWTRE L1, 100 mg 85 TR MbME i3 F1 6.2, g/ml, 200 mg #5Ti12.6
wg/ml T, Dose response 7i8%H Shtc, BIEHEMMIL 2 2~2.4h T Dose iZ & v AT ¢
¢, ghTaxixy .y FHERILZMPRE, SHEERM~OKERROEN T,

BRI 14 FUCOVTIRET LA, BBAEXRSMRAAEHLL BEQEIR2HN
B AFIILTHY, SEETAREBERREROS L FIRRPPEY, [SEXWRO 1 HIEY 2
HEIBEOHERAS I ARVWTRLENTHD, 2L LTENSH, ANTHT. FHE
85. T% Th »tco MEXHICI THTERBEHIRIBEN, 6 FITHELH, Staphylococcus
aureus O | FIIHRFEL 120

BIER I AITBEDLEEB LR, ERREBREI4ATEDLY, WIFNLEETSH

D, BEPLFicLOHBLI
Key words : 7432-S, #0€ 7 = L%/

7432-S JEFRUBRARFICL DRAR S NAHFED
€7 2 LHITH BN, SEZOGEAYES L UERYR
KOERIFLI-DT, TOHEREBES 2,

I.h A & K

1)F &

BABFES 574 7 38ZIcAH 100 mg, 200 mg
BLU7oXR%x ¥y FHRABIC 200 mg % cross over
IKTEREBICERS LcBomMbRE, ReENBERE
Lo 7aX%x ¥y FIZAFIRS 30 3F1120.5g, #&
5K 0.25g #0555 L7,

mbREAMERE L, AFBES5% 30 min, 1h, 1h
30min, 2h, 2h 30min, 3h, 3h30min, 4h, 6
h, 8h DREEATHRMmML, MEZRECHEL ..

R REAMEREIESH% 1h, 2h, 4¢h, 6h, 8h
DEBETHERL, RIEICHLI.

T432-S o ic ok Y v KOEE X HPLC i
KL DBEL 7,

) R

Fig. | M BEOKRBKERTH, BRIGEEDEMN
K&, Peak Byfflic£hidH 51:%, Fig. 2 icEEi
1 BlossE%ER L 7,

BATTRUK 100 mg #50BE, REMPRERS
FIEHT 6. 2ug/ml, BH¥RMAR 2.2~2. 4 BET,
Peak B¢Pliz 2B CH 7o AATR L 200 mg ¥
WSO, RNOEBW 1 FIEBRVTRSMPRER
T 12.6 ug/ml THH, BEH L b dose response
NEv o, £1, Peak Briijtk 2 Bsfdicb/zbhid
ERBMPRELE UCRELSFREL . FRkE 100
mg 5L 200 mg {ETRERROO N1, 7O
Ry y FOMPRER 60~T0ug/ml TH - 725,
7432-S DR BMPRE R FH 11.2ug/ml TH, 4
migEELEREONY, TAMPBEERPOERD
BEAERONIEM T2,

Rep[EXR 2 Table 1 iz 3 FEHORKEERT A, 100
mg Tid 6 M2 TTEH62.3%, 200 mg 5T 68
Ri% TIcTH50.5%, 8BEME TTHY68% TH T 7
axiz vy KA UBE, 6 KR E TTEE53.2%,
8B TT60.9% &, BLE TYDETHED SN,

0. B &K B %
HREE M@ 61 F5 AHSMIN62EIAZTIR
BRLEIEDEOh - BE 14 8TH 5, BH5H, X
OFIT, ELI 198N S B ETEHSBETH 10

*T162 RAMBHTEX A HET 8 - |
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Fig.1. Serum Concentration of 7432-S.

EEONRIZU[EXLS A, BUEIEXLAMHNE
44, BUMEERLE | 5, SHFREELR 1AL, [EHR
14, SHEBEZEL1H, BEFERL1ATH -
2R3 S.aureus 2§, Staphylococcus epidermides
1 84, Haemophilus influenzae 1 #, Haemophilus
parainfluenzae 1%, Klebsiella pneunoniae 1 #),
Pseudomonas aeruginosa 1 fiARH ahtc,
#5513 200 mg X 2[EH 9 #], 100 mg X 3 [F4% 3
#l, 100mgx 2@42 HC, BESEBIZT BL10H,
14BMN3F, 1HIMR21 HTH -7 RIS 1,400
mg 25 8,400 mg T, Fi9i3 3,400 mg TH -7,
)8 B
DRHUEBRLUAT O EL T 0o MEFERICIIERE
MHEL, BREAPREFROKENF LM >/2bD

(ug/ml)
20 -
(11.64)
e

(11.78)
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o
1

:100mg &—e 2.35h.
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3:200mg - -« 2.25h.
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Fig.2. Serum Concentration of 7432—-S

1. 100mg 2. 200mg
3.200mg+Prob. (—SOmin :0.5¢ ) (case 1).
0Oh:0.25¢g

% (¥%)), ERENHREAIFHIRDOL, BEE
RPREFRICKBNEDONDDOE THY), R
BoMKE 3RO EED 3 NEERER, REFEOK
BYDIEh>cbD, HEAVWIEABOBEEIBH O
N, BERERPREFRICHEZNBZDONI-bOZE
TPPER, BRABABLUVERERPREFTR ICHS
HEDONEh-TbD%E MM L¥ELA.
ERDROBEIIRTT 58D THS (Table 2),
BUI[EXLFIIEY 2, BY3IATHERE 100%,
BUIEILAMMENI4HE SEYTEYE 100
%, REHFERP EBUEFERFAXRFIIE L2 PPEYT
Hoteo ABXMRIEY, AUBETRLBEEIH
ROZB1IPLEVETR LI, 2L LTEVSH. BY
T, PPEYHIHATHD, FURIIBETH- 1L

Table 1. Urinary recovery ratio of 7432—S

Case No. Dose 0~2 2~4 4~86 Total(%)
100mg 11.7 27.0 9.9 48.6
‘ (KIT) 200mg 20. 6 22.5 12.8 55.9
200mg+Prob 5.0 25.1 13.8 43.9
100mg 26.5 21.6 9.5 57.6
(K2A) 200mg 11.6 23.7 19.0 54.3
200mg+Prob 19.8 20.5 12.3 52.6
100mg 20. 2 30.6 7.2 58.0
(H?O.) 200mg 5.5 32.8 10. 6 48.9
200mg+Prob 7.7 17.0 13.7 38.4

Prob : Probenecid
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Table 2. Clinical summary

Diagnosis Treatment Isolated organisms Effect .
%” Name{AgeSex Toel Bacterio- del:lc:' Remarks
o, : : Daily dose(Duration Tol : - ini ;
Underlying disease (mgxtimss)(dey) m“ﬂ Species (Before-After) | Clinical logical
Sﬁronic bronbchitis
cute exacerbation N.F. Good |Unknown| —
1KHT hronic lynphocytic 100x 3| 7 2.1
lenkemia
Acute bronchitis
2 IC.M|81 ——— (100X 3| 14 | 4.2 N.F. Good {Unknown| —
Chronic bronchitis
3 {M.0l50 Active exacerbation wox 2| 7 L4 N.F. Good |Unknown| —
Congestive heart failure
Acute bronchitis i .
4 [SM{25|M| ———— {100x 3| 7 | 2.1 N.F. Excelient] Unknownpigastraigi
Chronic pyelonephritis -
5 [M.H 80 ——————————|200x 2| 21 | 8.4 !|Kpneumonige |0’ +(~)|Excellent/Disappeared] —
Diabetes mellitus
Bronchopneumoniae
6(Y.Il85 200x 2| 14 5.6 | H.influenzael0® <=(-) |Excellent|Disappeared; —
Acute pyelonephritis
7 [S.Y}31 _———(200x 2| 7 2.8 | S.epidermides—(-) |BxcellentiDisappearedd —
Acute bronchitis
8 [T.M|69 _————|100x 2| 7 1.4 | P.aeruginosal0® -(-) |Excellent{Disappeared] ——
Acute bronchitis
9 |T.M|69 e | 200 X 2 i 2.8 | Hparginfluenzgel(® -N.D.| Good [Unknown| —
Chronic bronchitis
10|F.8| 63| | -Acute exacerbation |, 5| 7 | 2.8 N.D. Good |Usknown| —
Hypersplenism
Acute bronchitis
11|T.K|76 Hypereosinophilic 200x2( 7 2.8 N.D. Good |Unknown| —
syndrome
thonic bronl;:hi_tis
12 |M.0| 59| F| £cute exacerbabion o5, 51 14 | 5.6 N.F. Good |Unknown| —
Chronic pharyngitis
13]A.0[19 — |200%X 2| 7 2.8 | S.aureus »(-) | Fair |Dissppeared —
Chrlonic pharyngo
__laryngihs .
141A.0[19 aryngitis 200x 2| 7 2.8 S.aureus—»S.aureusi Fair |Nochange} —

N.F.: normal flora
N.D.: not done
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Table 3., Therapeutic efficacy of 7432—-8
. | 21:3':: Excellent| Good Fair Poor
~ Acute bronchitis 5 2 8
Chronic bronchi?is ¢ 4
Acute exacerbation
Chronic pharyngitis 1 1
Chronic pharyngolaryngitis 1 1
Bronchopneumonia 1 1
- Acute pyelonephrites 1 1
Chronic pyelonephritis 1 1
Total 14 9 3 2

(Table 3), $HBE¥MICIZ 1 PITS. aureus HREL
2, 6PLTTHERLE, BfEE L LTI | TR
RRB-1h, ChAFRS TEETE-TED, B-
&b LAERBKIEZED SNt - 1o, BHRREETIZ |
# (FEF12) © GOT 4581 33 hrofsd 41, KTH
TICH-todt, ERHICIZ33 S & LA, EBIC GPT I3
17-28—>75->35 AI-P i 10.8-»10. 2—>15.5—>13.7,
LAP 13 244255410406 TH > 7o T DHFITIZAHFIE
5o 2 B ¢ 2:8Micbi > T amoxicillin 1. 0g 044k
BE3hToicst, FENE(LLcoREoRTRIEH
POTHAEDT, PIIDEFMZ OFFBREEREICRRL T
WatEbhs, i 24T LDH 4% % 239->286

(TEH 3), 185262 (FEFI6) & LR L, hETRE
B 152 k&L TS, 14 (FEH 1) TALP
N8B0 1L2ICERL THRIERTRTHAMTI2 &
KELE, COEATIMAILVTF=VED 1.3~
1.61.2 L EB%ER LI (Table 4),

— o % =
7432-S RF LR S NAEOM € 7 = LRHLEH
TH5, GHBBOE TR ORETIIRNBIES T
DOV FREL - 12, RSMPREIX 100
mg f5 TIIEY 6.2 g/ml, 200 mg 5 TCikEY
12.6 ug/ml & dose response 2\ Sz, T DR
BIFRS o R YUY LicBi 5 2 EERNORM S 3126
BOBETH -7, 200 mg HE50BE, BEMHBE
ELZRECRENVThOMTH 2 ERIaTRERS
THD, COHBERNICERITHSLBbhs, SO
Ry FBEIC K DAROMDRE, AHEERNIIE

ZRAoNNH - 12b, RPERETIEH Tt o
m#lahtc, TOT AR OB S oXX
vy FOKBRDBWLD LY AN,
RNV TEHRY VRO ARBVWTRANL
BT, 75 LRI L TRERNRSEL, 75
LEHEI 3P DBVRBEHETRLTVW S, LILP
aeruginosa i A B RF V. SEHIEHER ORK
KBEWTHEWRR Y7 LHIKETE0X THEDITx
L, 75 LRHMEM TS EHMEIRTVAEY . 4D
HETRZFLRERRIKLTHELLDIRNMLT
Y5 LI 3%k S aureus | iR EL, S
aureus BILFIZ 2 B & bPPEYMICEEE > 1, -
TR 75 LRBEEIIN L TRREADH N &5
PRI BLDD, 2L LT IXE/OVEYDETH
D, LrbFEWNHBHNBL Aohi. 2&D, WhY
BYNKOETHHFTESMdDANLV, TLEE5ERE
100mg 21 H3EH/ELAPAL 200mg % 1 H2E
BELABATHRICZRTVWE BN, BIfER
B—HFITREDOLERFELBD- oD, HRMKIEIR
HThh, +ANABBUNSL bDEEbNI, BER
BT FITEBOIFRIERERN, 2T LDH 0¥
11 ALP L&Y L7 F =0 Olstd - 7288, W
NHLBETH > TRETEERELTVS, o724
FIORMELKLTH, HITHMOWERVAT, BERLEKRSE
BB E R STV LRI,

X L
D BEHEEAEREFS BEAIXRER
Ky oMUY L, T432-S, BRE, 1087
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PHARMACOKINETIC AND CLINICAL STUDIES OF 7432-S

JunicHl KATAHIRA, TEPPEI KuMADA, KyoricHi Tozuka
and KIHACHIRO SHIMIZU
Department of Internal Medicine, Tokyo Women’s Medical College
8 — 1, Ichigaya Kawadocho, Shinjuku—ku, Tokyo 162, Japan

We studied the pharmacokinetics and clinical effect of 7432-S, a new cephem—derivative
antibiotic for oral administration.

For the phamacokinetics, 3 male volunteers were given 7432—S three times each at a dose of
100 mg, 200 mg and 200 mg in combination with probenecid. When 100 mg was administered,
the mean maximium blood concentration was 6.2 ¢ g/ml ; for 200 mg the dose response was
noted. The B —phase half life was 2.2~2.4 h and there was no difference in dose and no
influence on the blood concentration or on the B8 —phase half life due to the concomitant use of
probenecid.

The clinical effect was examined in 14 cases and was more than effective in all 5 patients with
acute bronchitis, effective in all 4 patients with chronic bronchitis in exacerbation, fairly
effedtive in one patient each with chronic phalyngitis and chronic pharyngolaryngitis, markedly
effective in one patient with bronchopneumonia, and in one patient each with acute and chronic
pyeionephritis. Overall, a marked effect was shown in 5 patients and some effect in another 7
pa,:tients, the overall efficacy being 85.79%. Bacteriologically, causative bacteria were found in 7
patients,. in six of whom they disappered, while Staphylococcus aureus remained in one.

A side effect, mild epigastric pain, was noted in one patient, and laboratory investigation
showed abnormalities in four patients, all of which were mild and improved when the drug was
discontinued.



