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F LWEOH cephem #] 7432-S 12 S -lactamase iCKET, 75 LREEE CEII- BN
ZHL, SRBRREICEIZEMYENPHEINTVAY, Z2OEHBBITICOVTIIRENICR
HEhTwiw, 456, Fxid 7432-S OILERBICH T 2 BRI 21T - 10

1) 7432-S 100 mg (34 H{E5EOMPBEIZ 3 ~45MIBIC2.8+1.0ug/ml THY, %
OO IEABH P RE 12 0.4~2. 4 g/m], IEBMEBAREIZ | HITI233.6ug/g THoM
D2 0.3BLUT . 1ug/lg Tho7o £72200mg D 1 P 2MPMBEL 4 BB 5.7
vg/mlTHo, BMEHFREL2.3ug/ml, EMABAREL2.Tug/g TH-1,

2) T—tube HARICEH IS 7432—-S 100 mg & 300 mg PEH PRED LK CIZBEHPE -
ERENZEN 8.2, 18.9ug/ml, AUC229.9, 103.7Tug - hr/ml &R/ A RIKTFEHE A B,

3) 7432-S 200 mg §i & £ hic UDCA 300 mg RO TR, F 1 HTORHPE—2
Hi3ENENn 36.2, 142ug/ml, AUC b 0~12 B¢l BRI+ T 194.0, 577.8ug - hr/ml & 3{&T
Hotzo E2HTE, BHPE—sEIZENENL.2, 5.5g/ml, 0~ 6EMBHTH AUC b
6.1, 13.3ug-hr/ml & 2{&Cdh > 120

i, T432-SEEOLFICHEVT, FEOHBLELINIEEFHCERREBORBEIZHN
MHho f.’.o
Key words : 7432-S, it &#1T, IERELNRE
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DIZWES A cephem REHIHZDFLEL>TV S
MY, EREICHES PEEDIEESPIEE RN ILERSE
DREBA% L5 —FEBETIR, FRIESTE5E0
AREMELH/E LANRS, EEROBERLEETS C

EDBVD , ZDLDIHARTHERTE 2E 0/ cephem
KrsBEshTVis,

EHENUERRFTEREI N T432-S 3 Fig. 1 i
R & OB EMER%E b DZE O cephalosporin &
NETHY, HROZEOH cephem FIE R ->TL-
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Fig.1. Chemical structure of 7432-S.

lactamase ICEETH D, &I/ 5 LIRMEER I
LTEOAEAERLY EERDIRIMFEIATV S,
40, RAZEERBEOEROIEH LT 5109,
7432-S Dt FMEH B L UEBEMA~OBITERE L
2o

I. ¥R &P &E

BfELEIALDIAZTTDGE » AL DM
MRS TABEMM A 7 BEERE O EMEE LT,

1) FTERIRFTE LT, REVHEERSHOEH
2 Hic 7432-S (10kg/ml) #HEMWL T, 24°C (B
@), —20°C, —T0CICRFEL, BIHIC 7432-S Dk
R % Escherichia coli 1437 2 EB& L1 H: L =
4 : 1(SHBREO0S5ug/ml) /"y FHALF »—&EY I
LOBEL, BiHdicsir 3 7432-S DL EH % KTt
L7,

2) E/HEHBEZSERELAPICHVT, T432-S
D 100mg (3#) £7/13200mg (1 #1) %F#iaT 3~
4RERICEORSE L, MEDRE, BREHPRE, 8
BHBAREEZRAE L7 MIIMAEIRE%, EBEH
BRERESICEEELFH L TRRLA DD 4 ml
2772 F v VRBREICAN, 351 LE%ED
1 X2 cm FEFIRL, $SBRICAELEH Mk E
HERIERICTES ML TREL, BEN—FicTks
EREED, BbHIZ-20CIcHfE BELE.

3) 7432-S mEH F#HITIE, T FHRIEEIC T-tube
AL 368, AE 42kg DRt WTRS R 100
mg & 300 mg THEBRET L7z, T432-S (2 22B88s (4
A6 B OIS L, MBEHEEE, 1, 2 3, 4, 5,
6, 8 10MMEICHHBEEZMEL, £03 ml % ME
R B0, —20°Cicdist, RBELT,

4) E5I2 7432-8 DBEH FHTICRIZTHHED
HBERFTT 5720, T-tube A 4 i\ T 7432-S
200 mg i3 L 82 fic UDCA (Ursodesoxycholic
acid) 200~300 mg % 7z(3 CDCA (Chenodeoxycholic
acid) 200 mg B L7 b L1z, 2HI3RH

BB 2 Plla RIS & L, BHRESE 1~
CESME TH L i, 1~1006ME T2 H, 1 ~1255M
(1B1) OEESMMICIEH IR & RAMIELMEL /2,
ChoBHPDORKMEL E. coli T437 2 MEML T
B/ RHNF v—ick D bioassay iFICLDBEL

.
-0

0. & "

1) 7432-S ot FEHPEEH

E FEH 2 BR¥ic>\WTREH 9 A 7432-S (1001 g/
ml) | BZEMATI0ug/mlikeE LEFL. ThEh
DIEHBED pH (27.65 & 7.70 TH>7z, 24°C (Z&)
T2 6BEMIBME T 97.6~101% EKETH » 1o KU
T, —20°C&-70°Cic 28 HMEEL, EHMIC 7432
SOBRERERE LR, M8 7432-S (2 - 20°CHR
BTRTEHTIRA~TENKIETBICEEE 1205 14
BLIR 2 1056 LLEMKIELI.e LAL, —T0CEED
BEICIZ28B%THL4~6%DEDIcE¥E -1 L
1o0-T, EERMICHET S T432-S BERDEHNRE
BIEL, BEHERE -200CRETTHLNCREL, £
LRI ERRERTEE T-T0CERR I RETHEC
EAHERL 72 (Table 1),

2) 7432-S ol ME

7432-S 100 mg #5580 MbBEE L 3 ~ 4 BRIEIC
2.8%+1.0ug/ml T -7, 200 mg ES5HTIZ 4850
%5 Tug/ml TH-7: (Table 2),

3) 7432-S DB WAA RS MEE

7432-S 100 mg 5 & OERMMARE 2 4 85RE
I233.6ug/g 22 LICERN D > o, TDMDEHN
Ti30.3~1.1ug/g TH D, 200 mg H5KD 4 BiE
i32.Tug/g TH-7: (Table 2),

4) 7432-S DEMAEH P REE

7432-S 100 mg H 5B DB AL H R (30 WEHEA
FPITII3~4BRBiIc0.4~2.4g/ml Th b, 200
mg #5HTIE, 2.3ug/ml %R L1 (Table 2),

5) T432-S DR EEH P RE

ARKFHERE L ER TR, T432-S REOHEH
HE— /#2100 mg 58I 8.2, 300 mg TR
18.9pg/ml &, T432-S B BEDHE O HRIKE
#3100 mg & 300 mg THHEIKED Sh, Ldbd,
BERDROEMT L BEHRESE Tk (AUC)
Tb 100 mg 10 BT 29.9, 300 mg Tid 103.Tug*
hr/ml €& b, 100 mg & 300 mg D RICEE S 15 )
PAEER LTce TDOHE, 6B E TORBEINSE b 100
mg T41.4%, 300mg T44.7% & —FK L T\ 1o KE
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Table 1. Stability of 7432—S in human bile
I. Stability of 7432-S at room temperatur?%)
Bile
sample 1h 2h 4h 6h
No.1 | 105.4 98.4 98.4 | 101.0
24°C
No.2 98.4 99.0 85.8 97.8
1. Stability of 7432—S when frozen %
s&l&e Dayl | Day2 | Day 4 | Day 7 | Day 14| Day 21 | Day 28
20°C No.1 99.5 97.9 85.1 82.3 90. 6 88.5 85.5
No.2 | 103.0 99, 6 97.9 95.5 90.3 90.9 84,1
10°C No.1 98.6 | 100.0 98.7 97.2° | 99.4 96. 2 94.1
No.2 | 100.0 99.8 98.7 98.0 99.4 98.5 95.8
Table 2. Concentrations of 7432—S in human serum, gallbladder
bile and tissue after cholecystectomy
Case No. | Dose Sa{?r%léng Serum Gallbladder
Age, Sex | (mg) (hr) (ug/ml) | Bile(ug/ml) |Tissue(ug/g)
17, M 3 4.4 0.4 1.1
2) 62, F 100 3 0.9 -* 0.3
3) 63, F 4 3.1 2.4 33.6
4) 67, M 200 4 5.7 2.3 2.7
» Contracted gallbladder
Table 3. Biliary excretion of 7432—-S in a patient with indwelling T—tube
Case N Bile level ( 4 g/ml) oyl AUC |uri
asé No. ile level (ug/m recovery| rinary
Age, Sex, ](3[:;‘; (%) "|(ug-hr/|recovery
Body weight O~thr] 1~2 | 2~3 | 3~4 | 4~5 | 5~6 | 6~8 |8~10[0~10nr| ™D *)
5) g‘ 2‘ 100 (<0.03| 0.2 5.5 8.2 6.2 3.8 1.7 0.7 0.64 29.9 41.4
6, F, -
42kg 300 0.1 1.2 ]10.2]18.9(16.6 [13.4 |16.3 | 4.0 | 0.43 | 103.7 4.7

K DE i #E 4 Table 3, Fig. 2icRL7:,

6) BHBROHHYR

7432-S DEHPRE* LRIE B 1HIT- 1
UDCA #tHsoBHD E— 72, BRHEEE, /%
#]E5H &b, Fheh 7432-S OB 5EF L b 36,2
142ug/ml H X8 3.5+5.5ug/ml & 1.6~3. 9 &%
DB Sz UDCA $EB#MRERBH ohfc, £ DM
hREAE Fig. 3, 4R L1o

£/ 60 E COEHPENBTAHASLE, EhEhH

0.55 /5 2.20%, 0.08 405 0.21% & 2.6~4{5%8<
B->THD, FiED 12 B E COMEHFEINERI 1. 37
N5 4.06 & 3B, I5ITAUCTASLE, B
T3 AUC,_,, T35 #%%ET AUC,., T 2.218ic
75 -7 (Table 4),

A5, T-tube EA 2HlIcELWTHEHEOBROZE
Z 7T, CDCA & UDCA DiE#Aht 7432-S o %
FIRIZTHEBIIDVWTRF L. D 2HTR,
7432-S DEHDBEDAZHRITE L1, F 1 HTIE,
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ug/ml AUC(ugehr/ml) ug/ml AUC(ugehr/ml)
20 18.9 ©—o 100mg: 29.9 6 - o—o0 74325 200mg : 6.1 5.5
——=o 300mg : 108.7 74328 200mg : 13.3
+UDCA 300mg
‘E 15
E
e
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. hr
Fig.2. Biliary excretion of 7432-S.
t t t
Meal Meal Meal
ug/ml AUC (ug-hr/ml) Fig. 4. Biliary excretion of 7432-8.
160 - o—o0 7432-S 200mg : 194.0
7432-S 200mg : 577.8
+UDCA 300
140 me #g/ml
8.1 8.1
8
1204 71
7 4 —————a
c 6 //
g 100+ 2 /
.= [ .
E £° ,’ m
§ 80 g 4 Yy
H 8
o % 3 / 0——074325 200mg
& 60 2 1 74325 200mg
/»/ % ,UDCA 200mg
1A o —a7432S 200mg
40 - +CDCA 200mg
T T T T T T T T T hr
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T T T
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1 t t
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Fig. 3. Biliary excretion of 7432-S.

7432-S 200 mg DZEWEFHR G I LT H5E— 7 {#HIZ 8. 1
wg/ml ThHh, TOBAHIHKST L UDCA 200 mg
SRR, AIEDBEHERRNOLENECD 4.4
uveg/ml EMZ>TET LN, | BEBZBT THT
L7 CDCA 200 mg $FRIf&58icid, 7.1ug/ml L&
@ L7 (Table 4, Fig. 5)c F2HI T, itk T-
tube DS EN -7 EbH D, 7432-S 200

0 1 2 3 4 5 6 7 8 9 10

Fig.5. Biliary excretion of 7432-S.

mg E— 73 8T 0.5ug/ml EBITHART
B, £DBHICHET L UDCA 200 mg GEHIC
&3 6ug/mlETEIcERL, HoICHEHBICK
LBTREDREED, L L, ENiRL-THEE
EEH 8IS -8, CDCA 200 mg 85812,
l.lug/ml & 24§ic& &E -7~ (Table 4, Fig. 6)o
&<z, T432-S 200 mg 2 B 5% T—tube #
B2 57 14 BERRICRE U BB R DR EIE
NEI1PT22ug/ml, F2HTI3 1rg/ml &&EH
ThHo7mZ ENS, T432-S DIEH b HEH i s » B
tEZON, UBMICHARNNISIKHKHETHA 5.
BIfEM
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Table 4. Effect of UDCA, CDCA on the biliary excretion of 7432—8
Eﬁse é\lo, D Bile level ( ug/ml) Biliary recovery(%)
Y wesght FUES  l~Thf 1~2] 2~8 ] 3~4 | 4~5 | 5~8 6~T | 7~8 | 8~8 |0~10[I0~I111~12 0~Bhr [0~I1Zhr
" 6) Y.N. |7432-S200mg|0.03| 1.3 | 7.2 [16.2[10.4| 382/ 96.2|50.2| 28.1|16.1[ 121 | a.2[ % LH
58, F ] .
vo | 7432-S 200m 2.20 | 4.08
1T | [DCA 300my| 0-7 |0-3 | 4.0 [10.2[122 184 |42 (134 | 27.8|17.2| 12.8 8.87 | (67 1)| (577, 8)
7y F.T. |7432-5200mg| 0.03| 0.03| 0.2 [ 1.2| 2.2] 3.2 AT
%, F -
» o [7482-S 200m ' 0.21
ke | UDCA 300mg| ! |04 [ 15| 28] a5] 55 Claa
7432-S200mg| 0.1 |0.5 | 2.6 | 61| 81| 81| 7.1| 6.1 4.5
8 S N. 7439-5200m
T2 M, | [UDCA 200mg| 07 [0.03] 0.8 2.0 8.1| 4.4| 43| 39| 33
ke 7g32-s200
S 200m -
+CDCA 200meg) %4 [03 [ 07| L5 51| 1| 11| 71
7432-S200mg| -~ | - | - | 0.2| 0.3 0.4| 0.4 0.5 -
D e [132820mel o o lo 0| 01| 0.8] 0.6 Lo| 4] 28] Lo
, 'y +UDCA200mg . o . 3 3 . . . .
ke sz
+CD5§22%%3§ 0.03[<0.03| 0.03| 0.1| 0.3| 0.9 L1| LO| 0.9
( ):AUCug-hr/ml
- ve/ml RTHEY, £, BERFHEMTLABICD, Hik
BTy EMR OESFHIC VT, REBELET 3
O——07432S 200mg BTG -1BIci->-THUBHBBH EHET S
4 O DCA s0mg 3.6 EFTE, EORRENRENRSES L1, BED

7432-S 200mg
4—=% ,CDCA 200mg

Bile concentration

Fig. 6. Biliary excretion of 7432-S.

EERZ2RBD Shilh -t MBELERBEER
#& LT, GOT, GPT, AIP 0 L RIZBEHHHIL L
FHOMITH 5\ iz T—tube BARRETXTHES
KEBabDEEL NI,

m % =
ERREICEVWTI], RRARFHRLEST 2EH#
BEREZBRWT, ARBRICBVTRFRICEETES
BOREMBELAREELNRS, BEEREICK B -
BEZROREICL DLW EEREHEREL TOL O

BHEDELTIERANERETHSEY .

LHL, BELMECSVWTHERRE (ML, 8
BR) ICEEHKEHSATVWAEORANRERIE LTAE,
ampicillin (ABPC), amoxicillin (AMPC), bacam-
picillin (BAPC), pivmecillin (PMPC)® 7z & PC
#I, cephalexin (CEX) 7i & cephem #|® iZ 2,
minocycline (MINO), doxycycline (DOXY), fos-
fomycin (FOM) & & 24¢, FOM B MEARD
D, MINO # DOXY REERRETIRIRELNLE
BREENDIEIEVWEE, WTFhoXA HRIENS 5,
Lt T, RIfEAM DI, EHAE 3 K cephem
FlcC# T 2 L5 BRENAVEMIIREARY FADIEL
# LWEOH cephem F|OBRARVIE T LT,

B DFH U WE A cephem H|id 7432-S 03 h,
cefixime (CFIX)",
AX)®, cefteram pivoxil®’, cefprodoxime proxetil
DSHETHBH, T432-S o, ERED Y S L&
HEE LB/ 7 LBUEICH L TREAXRY L
28U, £DHENIL E. coli, Klebsiella pneumoniae
iIKEbHTHL, 2MICRE T 24 BEIBREEHLR
L, £DOREMEL cefaclor (CCL) D 1/64, CEX
D 1/128 TH b, %7 Enterobacter, Citrobacter,

cefuroxime axetil (CXM-
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Serratia ic b# <, i< E. coli & Serratia i3 CFIX
LDERTVELEVDATVS! Y,

EEERE | HERRICTHO M IME & RPEIRS (T0~
80%) B ond &, BWINA CCL A4 ICRIFTIBA
RBRETHESDEZVOTRAEEEOERIDEVI L,
1E100mg, 1 B2, 14 BMBEEORSTELH
OV EXBERE N, BEBRRIEICHIT S ENBIR
WRIEFINT VWS,

&T, T432-S OFHNMEIZOVTIX, BEARLS
i+ % 7432-S 100 mg 75\ L 200 mg A ZMEFEOHRS
LB e ilE (315 3 MBI Y — 7 8L, £
h®¥h4.6x1.2,g/ml, 10.522.9ug/ml THH?,
SEOHAD 100mg #5 2HiIcHiF5 3. 1~4. 4ug/
ml, 200 mg Ti3 5. Tug/ml &i3F—HL, RIIH
LTI o728 100mg D 1 B Tia¥F L { Efl
THo, ThHEBMAMABREICHEL TN
»H3,

ERBYicH 3 T432-S OBEH T REIRZT v b
20 mg/kg OS5 D 24 BMEH S#HTI 10.3% &
CCL L EIEETH - 7ch, ' CHER 7432-S 20 mg/
kg T3 1.3%ic & &0, T/ T432-S OFF A B
BIZCCLD1/4BELEN 121",

LAL, Ehickid 3 7432-S oM EAESERIZ
Sy bD30%ICLBELTB5.2% bbb, 7432-S 100
mg 5B OEBEBAREN 1 HiT33.6ug/g £
LA, fhod 100 mg 2 Ti2 0.3~1. 1 zg/g, 200 mg
Tb2Tugl/lgiceEE-fo

T—tube #EAH)ic ¥+ 5 UDCA iR OEH P E—
7 1A 142 ug/ml 7R LIcBlDid - fchd, oMo T-
tube AP TD 7432-S 200 mg 5 CHRHPRED
E— @)1 PERE 3.2~8.3ug/mlict EEt,
FRBHBREETH B E. coli ¥ Klebsiella i3 1432—-S
D MIC,, 2 0. 1ug/ml LTOEETH b, Entero-
bacter ® Citrobacter b 7432—S @ MIC,, i 0. 78
ug/mlLUTTHD, COEHIBETL+AHTEKRY
BAMFTELRTTH S,

722U, T432-Si3 Fig. 2,3,5& 4, 6 2L T
bAPB LD, RECBEORST S EREMBPREI
BT AEMNEN, THICE->THEHPE—- BN
DENTHBT 5, L bAMEHE (T-tube # PTCD)
DOEBIAEDREN - 1o EFA TR, BEHERSOBIFERD
BRICXVEHBR - LERDLLTVWEDT, UDCA
® CDCA D k5 HEH#ERDTHAE, HHTLIL
BERGICODARVICEERLEI OISV, SEOK

HTb, 7432-S 200 mg Mg ictp LT, UDCA
200 mg D4 THEH P RAMMIEA 0.5 .g/ml 5 3.6
4g/ml & 74 ® L, UDCA 300 mg MBS Tk
1.8~3 8L 7D, %7 7432-8 200 mg MKF 5T
8.1u/ml D=7 %RTEMTH, BitOEARKIC
0 4.4 /mliciETF L7-Mic b, CDCA 200 mg %8
A5t 5L, AHICTluy/mg ETEMTHLE
WL, THbL, BHEOMRICL ZAENROE
HeEBTORBYRIE, BHRT-AIXEERICKDOLT
WV BB ICIBH MO EBICIIRZ  BIFICRN S, K
Bzl L TIEH 2RI T 5 5 LBH OEA~DMEH
» 58103, TOHRIMBFTELL, LIAHT,
EEREAN I, BHMNNEBEERITS T 500K
WwWEWi 5,

ZEHAMYE LU E biBVT 7432-8 B 5K MP
BLURDIC 7432-S Rk TH 5 74328 trans
HEHSHTWS (HPLC #IiICTRSPIC 8.5%)'Y,
4E, T1432-S DEH B L UIERAMARE L E. coli
7437 AR EW & 4 % bioassay ZICTME LA, &
LAHPICREATH S T432-S trans KXHXF
ZELELTH, T432-S trans (Dt 7432-S
KB L D bEMA1/8{EL, BHRHDD 7432-S
trans {k2¢ bioassay #Eic X 2 MEMEMILET 5T
HeE 3D, HBEEHRERIRELEETDbDERD
LTWVWBELTELXARWEER, 46 HPLC i
L BRFBEIRTOMED > 1,

—%, BAOLHEN R BRI OBORSHICEIR
NEERCRIZTERICL D TREEOIERIBESE
ha, LHL, REAICET2%FE D 7432-S BE X
6Fich | FITHRE S 4ug/g RIBENIN D5
BTROWEFNLRIEERLT (<0.21 ug/g) THY, €
OEOBNHEEEOEH IS, FREETIX 7432-S i
Bt E. coli, Klebsiella, E. cloacae, C. freundii '3
& @ Enterobacteriaceae 258D L 7248, BSKHEE TR
FhEREEBDHIEMh - E a3y, BEATAL lacta-
mase B4 D Bacteroides fragilis i &ic kb, H5#
DIRHHRE > TS EREMENH B, B4 D200mg 2H
FR75\ L 100~300 mg 3 BRMES LAEMZAHTHY
PP THIZEDBIEREZZDIEM- 1,

UL, REREICHS DEEOEERPRE KR SEE
BRFEONBaRs LT, Z£0OM cephem & 7432-S %
£#54 2 BCOEROBIEZE S L, 205
B> TVRTHERTILERDA S,



VOL. 37 S—1

7432-S DIEHFREICDOWVWT 121

D

2)

3

)]

5)

X ]
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&+ 5, MRFOE, WARE=:E - BWEROR
Friaf - EWRE el & LT BURRE, B
& B 9 @ 395~401, 1988
$ B EEFEREESL BHHEAXRRE, F
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AR, hEHE PEK= EH E:¥M4&E
MENEREICK S T432-S O ik A M E #l 2
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a8 5L fh: EMMREEDLEME (XXVD) -
Cefixime DREH ch A, HHSEKE M PIME - L O
iR R. Chemotherapy 33 (S—6) : 449~
518, 1985

a+ 3, #h : Cefuroxime axetil (CXM-AX)
DB BEAR M ME 35 & CREH P TICHT S EEPR
B98F%. Chemotherapy 34 (S-5) : 386~301,
1986

2R 3A fth: JHERRIED{LEME (358) -
Cefteram pivoxil (CFTM-PI1) o B {Tic
2W\WT, BEAAHEE 57 : 400~412, 1988
7432-S BE, HIFEMFEHKNLH, 1086

a8 L HERRME, ATEHEE EMRD
WA, p.127~145, EEOHH, 1984
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TRANSFER OF ANTIBIOTICS INTO THE BILE-PARTICULARY
BILE CONCENTRATION OF A NEW ORAL CEPHEM
ANTIBIOTIC 7432-S

Hirostii TANIMURA and KAzuHisA UcHIYAMA
Department of Gastroentological Surgery, Wakayama Medical College
7 -27, Wakayama 640, Japan

KEISUKE YOSHIDA
Department of Central Operating Room, Akoh Municipal Hospital

NoBuaki1 KoBayasiit and KAzZUE OzAWA
Second Department of Surgery, School of Medicine, Kyoto University

KEISUKE MARUYAMA
Department of Surgery, Japan Baptist Hospital

MiHozi OKAMOTO
Department of Surgery, National Kyoto Hospital

HitosHi KaTo
Department of Surgery, Ijinkai Takeda Hospital

The new oral cephem antibiotic, 7432—S, which is highly active against Gram—negative bacilli
and resistant to 8—lactamase, has great therapeutic promise in the treatment of various infections.

We clarified the kinetic profile of 7432—S in biliary tract diseases.

1) When 100 mg of 7432—S was given orally to three patients, the mean blood concentration
reached 2. 8+1.0 ¢ g/ml at 3 to 4 h after administration. The concentration in gallbladder bile was
0.4—2.4 zg/ml, and in gallbladder tissue 33.6 £ g/g in one case but as low as 0.3 and 1.1 ¢g/g in
the 2 other cases. In one patient given 200 mg, the concentration in blood was 5.7 zg/ml at 4 h after
administration, while that in gallbladder bile was 2. 3 u g/ml and in the gallbladder tissue 2.7 u g/
ml.

2) Comparison of bile concentrations at doses of 100 mg and 300 mg in patients with T—tube
showed that the peak bile levels were 8.2 and 18. 9z g/ml, and AUCs were 29.9 and 103.7uzg » h/ml,
clearly indicating dose dependency.

3) Comparing 7432—-S 200 mg with 7432-S 200 mg plus UDCA 300 mg, the peak bile
concentration was 36.2u g/ml vs. 142 y g/ml and AUC,.,, was 194.0z¢g - h/ml vs. 577.8z¢g - h/ml
in a first case. Thus the values for the combination treatment were about 3 times higher. In a
second case, the peak bile concentration was 3.2ug/ml vs. 5.5 g/ml and AUC,_,, was 6. 1ug-h/
ml vs. 13.3 g » h/ml, the values for the combination treatment being twice as high.

None of the patients given 7432—S showed side effects or abnormal laboratory values attributable
to the antibiotic.



