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i (PH7.3%8) 2, Agar—well itk D T-17,
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Table 1. Subjects for pharmacokinetic study
Case Weight | Height sCr | CCr Remarks
No. |“€5| ey | (em) |(mg/dl)|(ml/min)

D SW.| 1nF 45.0 143.5 | o8 57.1 | Parkinson’s disease j
2) K.A, | 80:M 43,5 152.0 0.9 0.7 | Osteoporosis
3) MA. | 8M 80.4 169.0 1.8 52,0 | Osteoporosis J ]
9 K.0.| 70F | 550 | 141.0 | 1.0 | 43.8 |Hypertension $
5) F.T.| 82:F 35.0 149.0 0.7 40.3 | Pneumonia
6) I1.K.| 80-F 42,0 136.0 0.6 48.6 | DM.Hypertension 5
7 K.Y.| 78:M 50.0 . 151,0 1.0 58.0 | OMI g
8) ANN.| 73-F 41.0 130.0 0.8 37.8 | Myeloma [
9 ATl T4.F | 45.0 139.0 0.5 86.5 Parkinson’s disease

Mean 76.4 46. 3 145.6 0. 84 55.0

(+S.D.) +4.7 +7.7 +11.4 +0.24 +16.2

Adult

volunteer 29.7 64.3 — — Healthy, Fasting

(n=6)
DM : Diabetes mellitus
OMI: old myocardial infarction
y =0.327+0.924x

201‘

r =0.988
(n =72)

(pg/ml)

HPLC

Bioassay (pg, ml)

Fig. 1. Plasma levels of 7432-S 200 mg (P. O.).
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Fig. 3. Plasma levels of 7432—S in elderly
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Table 2 -~ 1. Plasma levels of 7432—S 200 mg (P.0.) in elderly patients )
(non—fasting)
Assay Plasma levels (rg/ml)
No.| Case -
method | 1 1.5 2 3 4 6 8 12 (hr)
Bioassay | 0 0.7 1.3 6.9 12.5 10. 4 6.6 4.8 1.4
1 S.W.|HPLC 0 0.8 1.7 6.1 12.5 8.4 6.2 4.0 1.2
71, F [HPLC trang 0 N.D. N.D. 0.2 0.5 0.6 0.6 0.5 0.2
HPLC total| 0 0.8 1.7 6.3 13.0 9.0 6.8 4.5 1.5
Bioassay | 0 0.6 1.0 1.8 6.9 8.9 8.5 4.1 1.8
9 K.A.|HPLC 0 0.6 0.9 2.0 7.7 9.2 6.6 4.2 1.7
70, M{HPLC trang 0 N.D. N.D. N.D. 0.3 0.5 0.6 0.5 0.3
HPLC total| 0 0.6 0.9 2.0 8.0 9.7 7.2 4.7 2.0
Bioassay | 0 6.2 7.2 11.0 11.1 8.3 6.0 4.1 1.7
3 M.A.[HPLC 0 6.2 8.6 11.0 10. 4 8.3 5.7 3.7 1.9
82, M|HPLC trang 0 0.2 0.3 0.4 0.6 0.7 0.8 0.5 0.4
HPLC total| 0 6.4 8.9 11.4 11.0 9.0 6.3 4.2 2.3
Bioassay | 0 0.4 0.6 0.9 5.1 6.0 8.3 6.0 2.6
4 K.O.|HPLC 0 0.4 0.6 1.1 5.3 6.7 8.5 6.2 2.7
70, F |HPLC trang 0 N.D. N.D. N.D. 0.2 0.3 0.6 0.7 0.4
HPLC total| 0 0.4 0.6 1.1 5.5 7.0 9.1 6.9 3.1
Bioassay | 0 {2.0+2.4|2.5+2.7|5.2+4.1(8.9+3.0|8.4+1.6(6.9+0.94.8+0.8(1.9-0.4
Mean+S.D HPLC 0(20+2.4]2.9%£3.315.0+3.9({9.0+3.2|8.1+0.9(6.8x1.1[4.5*1.0(2.4+1.4
“"|HPLC trang 0 - = - 0.4+0.2]0.5%0.1]0.6+0.04 0.6+0.09 0.3+0.07
HPLCtotal| 0 | 2.0+2.5|3.0+£3.4|5.2+4.1|9.4%2.9|8.7x1.0|7.4%1.1|5.1%£1.1]2.2+0.6

NBShic, A% 200 mg EOKEED, B4 DEMD
MmbREHHE %, bioassay Ik BHREMICHETVWT
Table 2 -1, 2-2, Fig. 2icRkl7, EH LD
o 2N on s, FHEBKREEFMTIIE— 7@}
ARFEE 1.5~ 3 BFRICH D, 12.0~17.0xg/ml, Ty
14.8ug/mOBEER LI, BERSERTIE, -
7 EI3AREER 2 ~ 6 B¥RICIT S5 O %, 8.3~12.5¢¢g/ml,
F3910.2 ug/ml DBEERL71o HPLC I Y cis {&
& trans FESRAE LMD BRETSELE, THES
BEHE, BREERICHI T ig. 3izR L, 28
B BT 2EMBIC18.952.4ug/mlOE -2 (&
ZRL, BEBEEHTIIIBMEIIC.0+3.2ug/mlD
E—7{E%RLI, 6ERIELI, mEHZIZRIEDMm
FREEBETH- 1, HIb, ARESHTE, -7
flid8h, E—7 RELEMER LI, trans I3 %W
B 5B TIRS% SEEMIBEIC 0.920. 2 g/ml, A%
ERTHRE5% 6 MBI 0.6£0.02,g/mlD~ 278
EET L1

TR SO HPLC Ik s MPBEMEEE. B
—HETRASNABEERBEABFES 74 TORK
# (F1ERXROBELIHY) L&bETFig. 412

Lt HEEROABI %2 LD cis BI3EBEHRT
mOWMbBREH#BIBEANT, £/, trans K35
% 3EFREIC0.9+0.2ug/ml (cis AD 6.1%). 128
MIEIC0.3+£0.22g/ml (cis D 14.6%) OBETIM
fucgitians,

KICRPEIREBZZENEN Table 3 -1, 3-2i
RLto £DSH bioassay 2k 3 R BEALLTHEE
58 A%KSBICHI T Fig. 51TR L. ZHEHE
S8 TCRER 2 ~ 4 M HEC 466203 4 g/ml, 10~
12B5MIBZ 71.2239. lug/ml OBEAR L1, B%
BEHTE, ChEDBEVRDIRERBERL, 2~4
FRE I 199.3+114. 8 u g/m), 10~12 B5fEH ¢ 60.3%
50.9 ¢ g/ml Tdh -7, HPLC ic & 3 Z#ER P EINFE
* FIHERARD, EERERABFES 71 TORK
#|Y LFE T Fig. 6IcRL7c, BMEEHEERENT,
AR 12 Byffl & Tz, cis A& LT 44.718.2%,
trans fk& LT 15.9+5. 8% &bt T 60. T=T. 6% bR
PicENE i, BEFKSHTER, 12MBE T, ds
hELT44.126.5%, trans & LTT.5£1.8%. &
DET5L 648 2% MRPicEIN &N,

HABEICEAY 2R NFE 5 4 — 7 — %, TR



voL. 37 S 1 i A (9 5 74328 221
Table 2 — 2. Plasma levels of 7432—S 200 mg (P.O.) in elderly patients
(fasting)
Plasma levels (ug/ml)
No.| Case As&:’;
me 0 1 1.5 2 8 4 8 8 12 (hr)
Bioassay | 0 6.0 10.1 16.8 14.9 11.1 8.7 4.2 1.8
5 F.T. |HPLC J 0 4.8 8.8 13.6 13.8 10.5 6.3 4.1 1.9
82, F [HPLC trang 0 0.8 0.6 0.8 1.1 1.0 0.8 0.5 0.3
HPLC total | 0 5.1 9.4 14.4 14.8 11.5 7.1 4.8 2.2
Bioassay | 0 4.7 7.3 14.2 17.1 11.3 6.3 4.0 2.0
6 LK. |HPLC 0 4.9 7.8 18.8 15.2 10.1 8.3 3.8 1.5
80, F |HPLC trang 0 0.2 0.4 0.7 1.0 0.9 0.7 0.5 0.3
HPLC total|' 0 5.1 8.2 14.8 16.2 11.0 7.0 4.1 1.8
Bioassay | 0 1.3 6.9 11.1 18.0 9.1 6.9 5.2 3.0
7 K.Y.{HPLC 0 1.4 6.2 10.2 12.0 9.9 7.2 5.5 2.7
76, M{HPLC trang 0 N.D. 0.2 0.4 0.6 0.7 0.7 0.7 0.5
HPLC total| 0 1.4 6.4 10.6 12.6 10.6 7.9 8.2 3.2
Bioassay | 0 14.3 16.8 18.5 17.8 10.3 6.7 4.5 1.9
8 A.N.{HPLC 0 13.9 17.0 16.2 15.1 11.8 6.7 4.1 1.8
73, F |HPLC h'anﬂ 0 0.5 0.8 1.0 1.1 1.1 0.8 0.8 0.2
HPLC total| O 14.4 17.8 17.2 16.2 12.9 7.5 4.7 2.0
Bioassay | 0 16.1 14.6 16.8 12.5 7.4 4.5 2.8 0.9
9 A.lL |HPLC 0 15.7 16.1 15.7 12.1 8.2 5.1 3.2 1.1
74, F |HPLC {rang 0 0.6 0.8 0.7 0.8 0.7 0.4 0.4 N.D.
HPLC total| 0 16.3 16.9 16.4 12.9 8.9 5.5 3.6 1.1
Bioassay | 0 | 8.5+5.711.1+3,915.4+2,6 |15.0+2.19.8+1.4|6.2+0.9( 4.1+0.8 | 1.9%0.7
Mean+S.D HPLC 0(81+5.6(11.2+4.5(13.9+2.4(13.9+2.4{10.1*+1.216.3+0.7(4.1+0.8|1.8+0.5
“"'|HPLCtrang 0 | 0.3+0.2|0.6+0.2)0.7+0.2|0.9%+0.20.9+0.2|0.7%£0.2 0.5+0.1| 0.3%0.2
HPLCtotal| 0 | 8.5+5.8(11.7+4.7{14.6+2.3 [14.6+1.6|11.0*+1.3|7.0£0.8|4.6+0.9|2.1+0.7

5%, ARESHICHT T Table 4 1ok Lo, St
BEMN (Kel), mMp¥ kM (T1/2) BIFEBMICKE
124, BIGEEEH (Kab), AUC B ZE5HTE
iz (P<0.01) K& @%ERLE,

2. EEERAK

B4 OEFOERER, ARESH % ORE KT
Table 5 ~ 6 ic/R L7co FEREBHLEH S, SIfEBOK
HIREYRE HRBED SBRA UKER 3 £ < &,
DT LBHESETRLV LI, SEEREERESIC
AL TRERRER CH -1, DRHUEZTOVALL
I5PIDEKRMR I, EW46., BHTH, PPELH2
B, Mh2HIT, EYRT3.3%ThH -t REBEH
BRMBERL 1 HTEY, BHEREERLTIIPPE
W2, Wil PTH-T CDHBLBIZREST—
TINERPTH S,

WME¥N Y R4 R 5 &, Haemophilus influenzae
(H. influenzae) 2 #kb | ¥, E. coli 2 #k, Entero-

bacter aglomerans 1 (kBB & Ni, BREHRL
™o fo b Did, Streptococcus pneumoniae (S.
pneumoniae) 2 ¥, H. influenzae 1 ¥, group C
1Bk Th-7. REEHBEARR
Staphylococcus aureus (S. aureus) 28 (XA F Y
yitE®E T KU KE), S pneumoniae 1 #k,
Enterococcus faecalis (E. faecalis) 1 #k, Pseudo-
monas aeruginosa (P. aeruginosa) 1 %k T&H - 1=,
BRZEN, PPEYEALIEYDTH > EMI,
H. influenzae, group C Streptococcus, S. pneumo-
nige NRETEY, BW - BEORBRZLLb >R
BEXNRE (ERM4) @BEREXR (EH 12) B8R
EHEFRE+ BRE (ER 16) B LUFRRERBOBH
S[EX % (EF 13), 1BEEBERK 3 EF (FEH) 18, 19,
20) Thotco BRVR LIRS R, KEREKEDMICE,
EFRODLIEVI EbHY, —EDERIZR NS
1o ’

Streptococcus
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T -1, i , — P.0.) in elderly patients
able 3 — 1. Urinary recovery of 7432—S 200 mg ( )i y p! (non—tasting)
Assay Urinary recovery (%). Total
No.| Case h (%)
method | . 2~4 4~8 6~8 8~10 |10~12(hr)
Bioassay 0.3 3.1 23.5 7.4 50 3.4 42.7
1 S.W.|HPLC 0.2 8.3 29.2 8.1 4.6 3.9 49.3
71, F[HPLC trang N.D. 0.4 4.8 1.1 0.8 0.8 7.9
HPLC total 0.2 3.7 34.0 9.2 5.4 4,7 57.2
Bioassay 1.1 8.0 12.4 7.2 4.4 3.2 37.3
9 K.A.|HPLC 1.1 8.0 15.4 7.2 8.0 3.3 42,2
70, M|HPLC trangg N.D. 1.2 2.2 1.3 1.9 0.9 7.4
HPLC total 1.1 10.2 17.6 8.5 7.9 4,2 40.6
Bioassay 3.5 12.3 17.3 8.5 3.9 4.8 48.1
3 M.A.[HPLC 3.7 13.4 18.1 8.2 3.5 4.2 49.1
82, M[HPLC trang 0.2 0.8 4.0 1.9 1.2 1.5 9.6
HPLC total 3.9 14.2 22.1 8.1 4.6 5.7 58.7
Bioassay 0.4 6.0 10.1 8.1 5.4 3.4 83.4
4 K.O.{HPLC 0.3 6.4 9.8 10.1 5.7 3.4 3.7
70, F |HPLC trang N.D. 0.6 0.9 1.1 1.5 1.0 5.2
HPLC total 0.3 7.0 10.6 11.2 7.2 4.4 40.9
Bioassay | 1.3%1.3 | 7.6+3.4 [15.8%£5.1 | 7.8+0.6 | 4.7+0.6 | 3.7+0.6 [40.4+5.6
Mean+8.D HPLC 1.8+1.4 | 8.1+3.7 18.1+7.1 | 7.9x1.4 | 5.0%£1.0 | 3.7+0.4 {44.1+6.5
~"IHPLC trans - 0.840.3 | 3.0x1.5 | 1.3*+0.3 | 1.4+0.4 | 1.0+0.3 | 7.5*%1.8°
HPLCtotal| 1,4%1.5 | 8.8+3.9 |21.1x8.5 | 9.2+1.2 | 6.3+1.3 | 4.8+0.6 |51.6+8.2

BfMRRERIZ 2/ (10%) KRohf, EMST
i3, AH 100 mg RAKERNS SN, REEPIELL
A, BRICREROHEREH I, EHI 8 TiX, RN
BIEIZ& D cefaclor 5%, THNALH, Pihick
HTFRIHE Lo2b-fro [IEXSICHL, &H 100
mg 1 B 3EDH#E5 2TV, [URPERIIER L,
LL, ZHBEETHINEL, IHES~6HEOTH
BRON, AFRERTHE TROBIIED LK,
T, WMERREAEIES 20, BE5RTHRSBEICK
EER, KBRRHERELEIT -7 KED S Clostridium
difficile BE I BRHE X80 - 1o 88, Clostridium
difficile 74 10°/g B S 7z, KBARHFENIZIZ, K
BEROBREOREEZED L30T, BEMKRETIIEY
¥, vancomycin 500 mg 9} 4 DRI TRR L1,

7432-8 £ 5% OREFR R% Table 6 iR LAY,
AR LB EBDNAERREBEORBENEZ R UAE
FIRRShih -7,

o % =
7432-8 i3, 77 LERHREIEN-HENEZELY,
cephalexin, cefaclor FicHRTERZPOEVEH L L

WHttMNEOH€ 7 x LMTH D, —MIXEATHERE
HH¥1/80D trans KiIcEMEh 5, XMOEKER
S > TOMBERLWHNMCT SHNT, AHORLE
BERIMBERRELRAICEE, GREICBY 34
AR L, SHREHERRICOWTRHET-7,

7. BREZHHESROGANEBICIOVTHBL,
B 1 HRRICBY 2 EFRBEEABFES 747 (F
BEK20R TFE4E 64 3kyg) OZHKESREE
LT, cisfk, trans kticEMERTRVINDRE
EBERLE (Fig. 4). #DOBFRE LT, GRS
B 2EROWHRORBE: O, FREROKEITY
2.6kg LEEHS 74 TREL L TEAKETHY;
#E 1 kg b5 R (BRER 4. Tme/keg, BE
EHH 3 15mg/kg) NBLAE-TWB I EHHIFSNE,
EREICH T 5 ERRAMED IR L VWA, RhEN
REWREE 2HMETLTHERERCEVEEZRL
TV3Ie&hs, BRNEDETHIREEINSE, LAL,
BRI DET % L6 5 Hit O RE & hEZOREOR, M
PRER G{EBLTWEbDEEDNE,

T, EERERABFFS 74 7TR, MPE
trans {ki3 '~ 7 BIC cis kD 4. 3~4. 5% RH I ATV
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Table 3 — 2. Urinary recovery of 7432—8 200 mg (P.0,) in elderly patients

(fasting)
Assay Urinary recovery (%) Total
No.| Case thod (%)
metho 0~2 2~4 4~86 g~8 8~10 |10~12(hr)
- |Bioassay 2.0 10.8 12.4 6.8 5.8 4.5 41.7
5 F.T.[HPLC 2.1 8.4 24.8 6.0 6.0 4.1 51.1
82, F [HPLCtrand 0.5 2.7 5.2 2.9 3.1 2.1 16.4
HPLC total 2.6 11.0 29.7 8.9 8.1 6.2 87.5
|Bicassay | 6.6 14.0 11.8 5.8 8.4 1.9 42.8
6 I.K.JHPLC 6.2 12.8 9.8 4.9 3.5 1.8 30.1
80, F |HPLC trans 2.3 8.3 5.8 3.0 2.7 1.2 21.1
HPLC total 8.5 19.2 15.6 7.9 6.2 3.0 60. 2
Bioassay 1.4 15.0 10.0 6.4 4.7 2.1 30.5
7 K.Y .[HPLC 1.2 3.7 10.3 5.8 4.3 2.0 37.2
76, M{HPLC trans 0.2 2.3 2.7 2.0 1.9 1.5 10.7
HPLC total 1.4 6.0 13.0 7.8 6.2 3.5 47.9
Bioassay 12.1 19.8 9.1 5.6 3.3 3.5 53.4
8 A .N.HPLC 13.1 19.8 9.8 58 3.5 3.8 55.7
73, F|HPLCtrangd 0.7 3.5 1.5 1.3 1.3 1.2 9.4
HPLC total 13.8 23.3 11.3 8.1 4.8 5.0 65.1
Bioassay 0 14.8 12. 2 6.0 3.9 2.3 38.6
9 A.1 |HPLC 17.3 12. 4 4.8 3.17 2.4 40.6
74, F |HPLC trang w 7.8 6.7 3.1 2.6 2.0 22.1
HPLC total - 25.1 19.1 7.9 6.3 4.4 62.7
Bioassay | 4.4+4.4 [14.812.9 (11.0*1.3 6.0£0.3 | 4.2+0.9 | 2.8+1.0 | 43.2%5.3
Mean+S.D HPLC 4,5%+4.8 |12.4%5.9 |13.4%5.7 ] 5.5+0.5 | 4.2+1.0 | 2.8+0.9 | 44.7%8.2
“"HPLCtrang 0.7*0.8 | 4.5+2.2 | 4.4%£2.0 | 2.4+0.7 | 2.3+0.6 | 1.6+0.4 | 15.9+5.8
HPLCtotaq 52+5.1 116.9+7.3 |17.8%+6.5 { 7.9+0.8 | 6.5*1.4 | 4.4%+1.1 | 60.7+7.6

AV, BEBH RN trans KOME, AN
nEDEV, RPE~OHR bEREHR TN 1/42
trans k& LTEININTHED, HEERBERABFES
Y747 (9.8+1.7%) &0 b trans EDOFEIE,
RRERIC BT 5, RodttoBE, M HEROE
& RABEOETHEREETECRTVILALI
LBLHEEENS,

FERBERABFES 54 TIZBEWT cross over
TRFOHKE R LR TIRY EEATIE Tmax
38N 25 Cmax i i3HB{, MERTIE Cmax b
BEZRTELEEDNS, SEOEKHE ORIHE cross
over TRV, KEZFE LAARKKRSHET Tmax
DBN, Cmax OEE, AUC 0fEfl, 12 T
RHBIRLOEMEIrBEI N, EFRBEABFET
TATELERDBIRTH 1o CDLHE, BRBITED
BNORE, FRHEOET X, oS 0EOLT =
LEFTHHREEIhTHES Y,

ERORFENICL D, HO emptying time (33K
L, Bk, B, BEEEDHLEDIBHEED, /h
Bomyizaml, EEITET S, £/, BENTER
BORBICL>TH, HILEOZF2HBIRIE>TL
Bo COLSRMILERECRIZTREOLEL, R
KRB S o EFOBRIUC bRB S EEEZ 5, A
oMHE, Wb, BEEEN BRE0EXES, gk
EOoBMECHT 2REYE, BISED, S ORINAHES
BN ZEEL,, FRICBTI2RBOBELLICLIDR
> BEZHY, ZOBITRBEE TRV, Iho
DEFIRN BT 5 ENFHOERI, MBREDLS
KRBT ANRECRITE#TH 2, LU, HERE
BABFES V74 7T ERIROREOKENSHERIC
LROLNATHED, CoROMBDOHBIINIVHDOLE
bhs,

Uto@mwEics s 5 ANHEORKH, Bkic, THIF
BEEIEERERABFES V74 TUULEOE-7 8
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Table 4. Pharmacokinetic parameters of 7432-S in elderly patients
7432-8 200 mg, P.O., bioassay
kab kel V/F t1/2¢( /9) 7 AUCs 1.

(hr-) (hr ') QD) (hr) (hr) (¢ g-hr/ml)
Fastin n=5 2,227 0.262 9,478 2.74 0.89 82.0
g +SD +1.067 +0. 050 +2.012 +0.85 +0.42 +9.0
Non-fastin n=4 1. 384 0.253 12. 69 2.88 1. 89 59.9
8 +SD| +1.102 | +o0.081 | £3.01 +0.74 +1.35 7.7
Statistical test N.S. N.S. N.S. N.S. N.S. p<0.01

EXxGon, RHEE 12BMBEICBVTH0.9~3.0ug/
ml Ot RENRONLI LS, BHECEVLT,
FRIEZHEICL 2BREEOERRICIE, 1 B 2ERS,
b, HARTE 12 BREORESEENLFEHik L
AL

ERPRERRET % 1T - 72 20 EH = 16 #id 60 Ll LB
BETH->Foht, [JUBRRETII 13.3%50BFHENES
Nt BMYHHIIT 5 LIBHREIC L ZEFANET, &5
BUEBES 7 7 LBMERENS L, FRIORBEIR7 b
FTLYERRLICBDEEA S, REBBEEPIIBIFICH
BELSED - 7o, EHFIE VT H SIS HMEREE %

AUC : Area under curve

FITHOPUEBEOEREBDONS, B5EIH &5
REEDHRBOMFRICOVTIE, EAMOLDLEL—EDE
Bl SN TWIELA, ERHEKRIINR REDES
&, compliance HE®D LA o, ZHE%EG0ELE—
H2@EIEENLEFLVWEER L9,

BIfER., BRREBEBORMLELTIR. 2EHTER.
THREEDHBILBEKNR oM. EEWILLDEIEL,
B-lactam it BHRON L bDTHh-1,

LEDKEE D, AB 75 LRERENERATH
A3 EDBVEREOPFHELUTORRIELRC, 18
LEBETHROMFITEL, FHLUENEEDNS,
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Table 5. Clinical summary (1)
Cas«J J Diagnosis Treatment Isolated organisms Effect Sid
NemelAgdSex - Daily dose [Duration|Total d . ~ | Bacteric- | ... |[Remarks
NO. v -~ o ﬁ ts
Underlying disease (mgxtimss) (@) | (@) Species (Before—After) | Clinical Iogical effec
Bronchitis
1 [U.Y|65| F! "Old Pulmonary 100X 3| 7 | 2.1 | H.influenzae(#)-+(~) {ExcellentEradicated| ()
tuberculosis
Bronchitis
2 [T.U|77 F| —————[100X% 2 7 1.4 N.D. Good |Unknown| (-)
Cardiac insufficiency
Bronchitis N
3 [T.§{71|M 100X 3 1 0.1 N.F. Unknown|Unknown|Nausea] - 2258
(_) <+)"(")
Bronchiectasis
4 |K.I|86| M 100X 3| 14 | 4.2 | H.influenzae(#t)~@#) | Fair |Persisted| (—)
Gastric cancer
Chronic bronchitis
5 [K.0{67|M| —————— [200%x 2| 14 | 5.6 N.F. Excellent| Unknown| (-)
Pulmonary emphysema
Chronic bronchitis
6(1.I|39| F|] ——— — {200%x 2| 10 | 3.6 N.F. Excellent| Unknown| (—)
Bronchial asthma
Chronic bronchitis
7 {0.T{79|M| ———————— [200X 2 7 | 2.8 |N.F.»S.aureus(#)| Good |Replaced| (—)
Bronchial asthma
Chronic bronchitis LD T
8 |S.K|83| F 100x 3 8 2.4 | Eagglomerance(#)~(-) | Good |Eradicated[Diarrhoeq ((';‘i‘{{"(a_l;
Hypothyreosis
Chronic bronchitis
9 |K.S|67|F| ———— 8 |200x 2| 22 8.8 |N.F.»P.geruginasa(+)| Good |Replaced| (-)
Bronchial asthma
Chronic bronchitis
10(S.N|76| M| ———— | 200%x 2| 14 5.6 |N.F.-S pneumoniae(+)| Good | Replaced| (—)
Puimonary emphysema
Chronic bronchitis
11|{C.I{46|F| ——— [200%x 2 9 | 3.6 |N.F.»S.aureus(+)| Good |Replaced| (—)
Bronchial asthma
Chronic bronchitis
12|ISH2F| —mM8M — —_1200%x 2 7 2.8 GmuPCS"ep:owcws Fair |Persisted| (—)
Bronchial asthma (+)=()
Chronic bronchitis
13(B.§[73(M| ———  —  |200x 2| 14 5.6 N.F. Poor |Unknown| (—)
Bronchial asthma

(

N.D. : not determined

N.F. : normal flora

)
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Table 5. Clinical summary (2)

J Diagnosis Treatment Isolated organisms Effect e
Cas
NamelAgeSex - o Bacterio- Jef Remarks
No. . . Daily dose [Duration|Tota] dosg . . linical .no-
Underlying disease (mgxtimes) (dry) | (&) Species (Before->Alter) | Clinica logical
Pulmonary emphysema
14 |K.Y|58 _M 200% 2| 10 | 3.8 |8pneumoniae(#)~(+) |Excellent| Persisted|(—)
Bronchial asthma
COPD with Infection .
15(S.0(83| M| ——————|100x 3| 7 | 2.1 | E.coli(+)—=(~) | Good |Eradicated (—)
Bronchial asthma
COPD with Infection )
16 |F.Y|75 100x3| 7 2.1 |8 pneumoniae(#)-(#)| Poor (Persisted|(—)
Pulmonary emphysema '
AUC ) .
17|H.8|64 = 100x 2| 7 1.4 | E.coli 105—+(~) |(Excellent|Eradicated| (—)
HY cee gf::‘c'ajﬁ;f;;ws Fair |Persisted|(-)
18 [H.Y|85 p— 100X 2| T | L4 oo s> 05105
S.epidermidis>105-109
C.C.C E.coli 105105
19|C.M|71 —_— 1% 2| 7 1.4 |E faecalis 105->103 Poor |Persisted|(—)
Hypertention, DM K pneumoniae 105-»105
c.C.C
20|0.F] 72 —_— 100X 2| T 1.4 | N.F.—»E faecalis| Fair |Replaced|(—)
Parkinson’s disease

AUC : Acute uncomplicated cystitis
C.C.C.: Chronic complicated cystitis
COPD : Chronic obstructive pulmonary disease

DM

: Diabetes mellitus
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PHARMACOKINETICS AND CLINICAL EVALUATION
OF 7432-S (A NEW ORAL CEPHEM) IN ELDERLY PATIENTS

TakAsHI INAMATSU", MAKIKO FUKAYAMA®, AKIHIKO KATO®,
MasaHARU OourA®, KAORU SiIMADA®®, YASUYUKI SANO*®*
and Yasunumi Miyamoro***

* Tokyo Metropolitan Geriatric Hospital

35— 2, Sakaecho, Itabashi—ku, Tokyo 173, Japan
** Institute of Medical Science, University of Tokyo
***Doai Memorial Hospital

We evaluated the pharmacokinetics and clinical efficacy of 7432-S (a new oral cephem) in
elderly patiens.

The drug was administered at a dose of 200 mg to 5 elderly patients without apparent renal
or hepatic injury (mean age 77 years, mean body weight 50.2 kg) under fasting condition, and
to 4 patients (mean age 75.8 years, mean body weight 51.0 kg) after meals. Serum and urinary
concentrations of the cis— and trans—body of 7432—S were determined separately by HPLC.

In a fasting state, the maximum concentration of cis— and trans—bodies was 13.9+2. 4 yg/ml
(2h), and 0.92+0.22zg/ml (3 h). The serum half-life (T 1/2) of cis—body was 2.7h, and the
area under the curve (~12 h) was 82,0 ug-h/ml. The urinary recovery to 12 h was 60.7% (cis—
body 44.7% ; trans—body 15.9%). After meals, the maximum concentrations of cis— and trans—
bodies were 9.0+3.2ug/ml (3h) and 0.6+0.02xg/ml (6 h). The serum half-life (T1/2) of the
cis—body was 2.88 h. The area under the curve was 59.9ug+h/ml. The urinary recovery to 12 h
was 51.8% (cis—body 44.1% ; trans—body 7.5%). When the drug was given to ambulatory
elderly patients in a fasting state, higher levels and longer duration were achieved, in
comparison with reported data in healthy younger adult volunteers. Impaired renal function and
lower body weight in elderly patients doubtless contributed to these results.

We clinically evaluated 7432-S against infections in elderly patients. Satisfactory response was
obtained in 9 of 15 (73.3%) episodes of lower respiratory tract infections and, 1 of 4 episodes of
urinary tract infections. Most organisms isolated after the therapy were Gram-—positive cocci.
As adverse effects, nausea and diarrhea were noted in one patient each.



