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BAY o0 9867 (Ciprofloxacin) &, ¥V F A NKCBROZOBHFERMER TH Y, 774
FBHE, 77 2BHES L UBANEICENCHEAERT LV IIEVREARY MVEAL, @
FRELVENCHEVIETPBENEOAL L VDA, BERRMENDBKRICHSHFSA TV S,
A, FAIGIBBERREICHT AEEREE LT, FOREW - BROKTETY, UTOERYH
AN

1. BAY 09867 200 mg B [E#%5 4 6I, 200mg 1 H 3[0] 3 ~ 4 AR EHZRSG SHITRIEL 7= 4
~ TR OEBABGEPNRRE X, MFEFIRE LV BEERL, 200 mg EEHRS T12F192.01 xg/g,
$7:200mg 3 ~ 4 BREERKS TIEFY2.43 pg/g THh, BEBETHIBER, 200 mg EEIES
T0.71~9.45 pg/ml, 200 mg EHIXE Ti135.84~23.2 ug/ml TH - 72,

2. BAY 0 9867 & OFLX £ #1400 mg D crossover tLEBKER % 5 B1124T\>, BAY o 9867,
OFLX DB H#4T% 6 ~1205M & CTHE L 728 R, BAY 09867 DIEHHIBRENY — 7 EHIIRE
#%39.3 pg/ml, F35914.98+6.32 pg/ml &£ OFLX DZFNL & D 1.68EBVERY R L, BIFRBHTE
TEaED,

3. BEZIIE), FRE RI13BIE24BI DR SAE 123 LT, BAY 0 9867 1 H 3 [El600 mg 4 ~13
HERS L B oBREE I, BBRIGIDER 26, AH6H, HHEZ7%TH, BFER
DBAL, BEBHPHBENLEES & CIBHF/XF X — % — (CRP, ¥ ASH) 2L W BEHEELTA
7ZRRE RIS 5 BAY 0 9867 DEXNEIZ13BF (1 BIHIEAE) T IBIAET, AEB.0%LH

[SRA5%: LR CEoR (WA

MEERGAED BE Ik, BICARTER, BH % &iEs
EREF-TD I EMFRETH Y, BELEHE L
EHewzbd, BHEGGOBN LB 2 A H 5 755,
BBEEHE S PEEORER L IBE KA REER BES O
KBFTEED TV~ T, FHIZ, »oRLL
TR LB EOREYERLEORER 2RSS L 2o,
BERNDRECEINZH L EDLONETH LY, 20
) R EBRZOMERICIE, BLCHIRE L Twv 3 Nali-
dixic acid (NA), Piromidic acid (PA), Pipemidic acid
(PPA), Cinoxacin (CINX), Norfloxacin (NFLX), &
5V IFES IE D Miloxacin (MLX) 2% B R & @ Oflox-
acin (OFLX) %2 Hb o2, Fhond) T, BEE
CHEERYZOBGHEE LTV bDiE, NA L PAZ
1TH 5,

HL+F4 Y L ZOEGHMER TH 5 OFLX 122
VT TICBERSAE O MG L L THBER - BBIE
BB 4T 5 724, BAY 09867 bF N A Y - /S4 T
M BRI BV CHRICBARESR S K
ANKEBRO Fig 1ISRT &) 2b#HERE b >
LROBFERAERTH Y, FEHED Y 7 LEM%HE,
7o hBHES L UBEHEICERRENETR T LW
IBOTLVHEARY MLEBLTWAYS, &6,
BAY 0 9867 it, MR X b EDICE VBT PR A
"oz Lwvbhe, RBEBEAE~OBRIGH
hTwa,
4E, a3, BEREECHTI2ERELLTO
BAY 09867 nEH Y BITTHEMT, TOXBEN - B

REIBRET % 4T o 720
I.M R EHE

BRFIS94E 1 A £ V108 £ TD10% A Rlic EH A ¥ES
B RIESE 2 SV BB X URERR IS BV CAIE S
REBDOI L, C) N ANK BRERICEER
TLVEF—BEDHL DRI, BRES & OBE
BPSER o BERESIBIZ R E L7, B23f), &
28BICH Y, ERIIIBENO8IEXTH -7, IBITHBIT
32682 BT, T /BRI 19601 5 v Tl
E L7,

1. EEBBEMEZTLXEEMIIBICBV T,
BAY 0 9867 200 mg ¥i[a] (4 ), 400 mg BEEEO%S
(76)) B&LU200mg X 3ME/B, 3~4HEESES
(8B) %, FHMTRTOHEA OBFRICIRM L, M@
BREAE LTmEE S L7 FBEE S ICIBEK

Fig. 1 Chemical structures of BAY 0 9867
and its metabolites
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DR L CEBERB T £ HRELL 7z, FEEEREH AR 5 %
DotHEBDS L, 3FITREEEL VFALLEELH
tube & W EERRH £ BRI L 720 2V TIZJHEEBIAR % 45
ik, TEALGEREMICIEELRT L, EREBEN]1 X2
em FERIL, REABAERPCECKRKL, 75
LTvafEtemi L, R —E¥TRIDOKD
FRENS7, CRODORBRBRET 7 A F v 7 ARE
AN, BEHICHEE, MY 523 T—40CUTTHE
BREL

2. ZEEMBH BT, RIEEIC T-tube #HAL
7- 8Bz B T, BAY 0 9867 200 mg E @ (1 #1),
400 mg Bi[E (2), F7-42B0H 4TS crossover kil
T OFLX 400 mg %3388 (56l) & L THR®I2EMHICDH
oo TEBEET R L, RBHFIEE % bioassay I
THlE, HBL7. 20K, 6BM T TMPIRE G4
HIE L 720

BAY 0 9867 DIR{KIZOWTit, MiFkE=ra—)
I (DADE) 2T, OFLX#fkiza >+ —7 (BXK) 12T
FRL, B2 #Fn1/15MY BEEHE pH 7.012
THEAFRL-b0XHIEARAE L L, BEREBPIRE
13 f# # 1% homogenize L, 1/15M ) > BE#R1&# pH 7.01
THRLAGDOELELFHL, ZDOLiER E coli Kp %
BRERE L, agar well IZ X 5 bioassay 2 THIE L 72,
OFLX (3 B. subtilis ATCC 6051 # REB® & L7, F 7=
cross over LLEIRER (56l) T BAY 0 9867 MBI
FIZOWTOBERITE X, bioassayik s BEGMA s o~
F574— (HPLC) &L hiTo72,

HPLC #EB 11 BE LC-3A MBERRE I/ O~ br 77
|2 Bondapak Cs ¥ L L2 AT Y LARF— NV H T 4

300X3.9mm ID. (Waters#t) ##EF LD %FEAL,

Solvent A (25mM ') v EBEKBEW % KEEALT b 7 —n-7
FNVT v EZYLKEWRTpH 3.0ICHAE L L D),
Solvent B (7t F=F1 ) % A/B (9/1, v/v) &L
BEHEE BV, BBi0.5ml ##R Y, HPLC B#HD
Solvent A5.0mlA A AHIRL, ZD10ul % HPLC IZ{E
ALZo #T5 LRESC, &1 ml/min, BESLHE
FANRY bOE= ¥ — (RF-5308)) (2 CTHRIBKE @B
EiIEFE278 nm, HEEEM4S nmTHRIEL, Bonis
o< M5 L4556 BAY 09867 OK— 7 Eii % B
o< bty 7 C-RIAIZTHM L, EEFROMBITRE
BEDKE DS, BAY 0 9867 igE %Ko 7:, BAY o
9867 DIRFFREM IZ# 5 3Th - 72,

fBit s D KLU D BAY 0 9867 D ¥ flE L 72
f%, p-—glucuronidase LE & DB BAY 0 9867 Difk
BExb)—EHPLC X THAUET 2 HiET, Fvrar
Biaghrfle L, T4bb, fE1H0.5ml (20.1M)

Y EEBEE (pH 7.0) 1.0 ml 38 & U° g—glucuronidase B
FEW (KBBEM p—glucuronidase, Type IX, Sigma #t,
%% pH 6.8, 5000Hfiz/ml) 0.5ml 2HZ, 37CT 28
ffl incubate® L 7z, T #1iZ HPLC ® #E)4H ® Solvent A
3.0ml M CHRUEERKBERORUEHRAR L L1,
Bonru< s T6H55BAY 09867 DY —2F
BrEHL, BHRES, SBLEARYFRIERCH
IELTBAY 09867 Mg % ko7, RBitH BAY o
9867 M7 1 Y ERFAERDIBE X, BEEKBERKD
BEOER L o TRD, BHOBEZEKBERZOVTA
126 BAY 09867 L ER AEY -7 READ LT,
BER KBRS SO -BHER, CVETI.3%TH 1,

EHl MEHFABYOFHELRENID, T-
tube 1 A 3 B1iZ 52T BAY 0 9867 400 mg Z OS5 L,
BB L bx5% 8 ~ 12872 b #4500 ml DB
¥75AF 9 7R PMVICERIL, 77— VIBitE LTHEE
ERL, TORSEERE,S—FRE (10~20 mg)
DBREZEDOINY YEEIOm BB LS THOBE
WS, 0243 )RT7 74V —THABL, Z0OH
# % HPLC IZfit L 7z, BAY 0 9867 Dk FRP{FHE
LTRZESA T3 3O (BAY q 3542, BAY
r 3964, BAY p 9357, Fig. 18HB) 0z H, &
ERORFHEICB I 2ETRERE OLBLI 6, &R
EhORBWEERD 7,

3. EEPRE9RRETIE, BAY 0 9867 200 mg (14
BAY 0 9867 200mg), 1B 3[E (1BDAHBEE)
RBOKS L7, RESHMIZ148 2REE L7,

BERSEOHIER, RAIE LT, HFHE - LBLHE
n ECHERRKOER, BE, AMIRY, FEEONE,
CRP DIE#HAL, B L UMBIZL 2R, BEHHEHE,
Blumberg B % EEMROE L WHENFLNLY
DEEL, IhoDREERDKIBFOREFEHIDD LN
b DERER, MorORENFBDHONILNELRHE
BeL, EEROEEIBONLEP b DEERL
L7zo TTREZBR 0 BBHEENE 7 4 V& — CiliAk, miF
LU AETCRP £ fIE L, FBIC pCO & pO: % HE
HAGHBTHEL, ThoD/T 2 —%—HHEN
Z 1,

27, EREDLD, FHEEE I T-tube 675
n7:fBi 2 ml 2 RS HEEEATSE S v ¥ K- -
®Y, EOSEE, REETY, BFR{LEREEQEETH
ABREIcEo &, BEMEE1I0/mIC T BAY o0 9867 O
MIC # il L, OFLX, PPA ® MIC & ® L Ei#REt %
To7

2610, HEER - EMR2BREL, $mnBEl
ZHRELXITY, BERACREMRE Y F vy L7
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I. & % Fig. 3 Correlationship between HPLC assay and
1. EBEMRE bioassay of BAY o 9867 in human bile

1) BrPREUNEEORRE

Bk HPLC #12 & 0 18 6 L7z BAY 0 9867 M iZi
BRBLUBHRABO IO~ Y5 L% Fig 2127RL
7:o BAY 0 9867 RIFEMIZH S HTHY, su~ s
LN, LI, BHESMICL2HEL -2
2o oY, RERIE BAY 0 9867 DEAE L L Tid,
BAY 0 9867 0.5~25.1 ng DEEANCTEF L EE ST L
to TDOBOERBRFIIAB TI20.5 g/ml TH 5 72,
% B, bioassay ENEEMFIL, MmiE, BB & & BAY
09867 T120.02 pg/ml, OFLX Ti30.3 xg/ml T& >
72

crossover LWEGGRERDBEIZE S hzfBi24EHzo v
T, bioassay #i& HPLC I & W B o5 7B EED
MM E R LAHER, BUREHIZY =1.44x—0.73
(r=0.981) &b, mMOTRFL2HEBEEEL R
(Fig. 3),

2) BAY 0 9867 DIMiESiRE

PEFERHBII8H) 2 3517 5 BAY 0 9867 D IfLiF ik
¥, 200 mg HEFE OIS 4 ~ 6 BRI T120.50+0.12
pg/ml, 400 mg EEIX5 2 BERI1£131.32, 4 ~ 7 BEFY
%120.51£0.10 pg/ml, 12B%f7£130.22~0.32 xg/ml
Thote, F7:200 mg EFHx G 2 BFRI1%0.97£0.04,
7% T120.324£0.13 gg/ml TH o 7: (Table 1),

COLHIIEEBHAIC BT AMPBENY — 7 it
BE5% 2B MBI %1218 6 17245, OFLX 400 mg & @
crossover HELRERHEITHIIZ 51 5 BAY o0 9867 D il
Fig. 2 HPLC chromatograms of BAY o 9867

in human bile

Bile blank Bile sample

(3 hrs. 400 mg of BAY 0 9867 p. 0.)

BAY 0 9867
0 4 8 min 0 4 8 min

(pg/ml)
40 .

30
*/ ¥Y=1.44x—0.73(r =0.981)
(n =24)

20

Bioassay

0 ' 10 I 20 3v0 4‘0 (pg/ml)
HPLC

JEFE 12 Table 2 27k L7 & 942, OFLX A5 BAY o 9867
LW BHETHS 7,

3) BAY 0 9867 EEMZENIRE

BAY 0 9867 x5 % SR IIRALL 7z & M EBEMEA
BELHEL-ERETIR, ERIGFELOBS5HR4~TH
Bt — 2 EAB SN, 200 mg BERS 4 #1Ti22.01
+0.54 pug/g ThH Y, 200 mgEHIEE 5 HITIE2.43+
0.75 ug/g T, 400mg B[O+ 5 4 H1D1.32+0.25 ug/g
S E, o7 (Table 1), B3R, £ DL TIIHEN
BSGOBEAKNBREO A XPE S T E 7,
BAY 09867 ¥ 3 ~ 4 HEEHKIXS L Eo v EER
BAIRED, HOHRS L 6BV EIGEL TV 2 &g,
IVEBROERICAR LA EBREHTHLEVL S,

4) BAY 09867 DABTEALIT 1 X URBERR P i e

BAY 0 9867 X5 A SRFEICERI L /- ¢ FABEEABH,
FREREPBELBIE L ERETY, BR5EL LIRS
HRA4A~THEICE—-2ENREON, ZOBBEBATRRE
i, 200 mg H[E#%5 4 FITIE, 5.69+1.82 pg/ml T
., 200 mg EHAK5 4 HID11.65+3.91 xg/ml 2, 400
mg BER5 D 1BD14.2 pg/ml (2EH - 72, [HEEREH
Bl 3 B2 B4 5 BAY 0 9867 400 mg B [E#x 5 % o
B iBEOHEE Tid, 3.47~9.08 xg/mlTah - 7:
(Table 1),

INGHERESOHRERRT S EFig. 4 DL 5 I2H
O EEESFII BT EENA SR,

5) T—tube HEABI BT 5 EERIIBT IBEE DR

BAY o0 9867 200 mg E[Al#x 5 1 #l, 400 mg# [k 5
2B B 5 BB IR L, BIE TIX5.50 xg/ml,
HETIIS. 1B L U281 pwg/ml ThHH, BIFLBHSH
BAEERT L L ICHEMABE RO SN (Fig
5)o
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Table 1 Concentration of BAY o0 9867 in serum, gallbladder tissue and bile after single and multiple doses
A Time after Gallbladder Bile
Case ge Dose administ - Serum tissue Gallb!adder Common
No. Sex ration (hrs) (ug/m) (ug/e) bile duct bile
(g/ml) (¢g/mi)
1 F,59 4 0.80 1.01 0.71
2 M, 48 200 mg 5 0.56 1.38 6.27
3 M, 46 Single 5 0.35 3.44 6.34
4 M, 53 6 0.29 2.19 9.45
5 F, 36 2 1.32 1.04 3.17
6 F, 39 4.5 0.25 0.73 14.2
7 F, 60 400 mg 5 0.48 1.85 3.47
8 F, 58 Single 6 0.58 1.08 9.08
9 M, 54 7 0.72 1.60 5.96
10 M, 60 12 0.22 0.61 9.68
11 F, 63 12.5 0.32 2.08 0.53
12 F,68 ! 0.21
1.5 0.38 1.49 1.65
2 0.93
M,
13 67 4 4.92
200 mg 2 1.0
14 F,53 t.i. d. 4 1.20 23.2
15 F,68 5 1.38 5.84
16 M, 72 3~4 7 0.57 1.22 8.94
17 F, 53 days 7 0.27 3.45 8.60
7 0.13
18 M, 61 8 0.34 0.11
19 F,72 18 0.20 1.66 13.3
Table 2 Serum concentration of BAY o 9867 and OFLX
(Crossover method, 400 mg p.o., bioassay)
Case Serum concentration (ug/ml)
Sex Age Drugs
Ne. lhr 2hr 3hr 4hr 6hr
s M 67 BAY o 9867 0.07 0.50
OFLX <0.3 4.23
5 M 67 BAY o 9867 2.93 1.27 0.99 0.75
OFLX 6.83 5.53 4.52 3.79
6 M 63 BAY o 9867 <0.02 0.20 0.64 0.44
OFLX <0.3 0.88 1.72 0.80
; F 66 BAY o 9867 0.04 0.73 0.60 0.4
OFLX 7.10 9.50 7.64 6.55
BAY o 9867 0.71 1.07 1.48
8 M 71
OFLX 3.24
BAY o 9867 0.75 0.82 0.99 0.74 0.54
© +0.56 +0.23 +0.49 +0.12 +0.10
Mean * S.E.
OFLX 3.55 5.30 4.23 4.63 3.71
+1.49 +2.49 +1.71 +1.66

s
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Fig. 4 Concentration of BAY o 9867 in gallbladder tissue and bile at 4~ 7 hours

after single and multiple doses
Gallbladder tissue .
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= . .
)
2 37
E —2.43
§ 2920
g1 7
o
5
Q L] .
.
1 o
200 mg 200 mgt.i. d.
single 3 ~ 4 days
(n=14) (n =5)
Fig. 5 Biliary concentration of BAY o0 9867
(200 & 400 mg, p.o.)
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£
?I) 20 4
X
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s
g
Qo
=
S
> 101
k|
5
/ \"“-x Case 1 (200 mg)
Case 3 (400 mg)

2 4 6 8

Time after administration (hr)

0

OFLX & @ crossover tL#ZAER L 5 BlIZREfT L, BAY
09867 B AR R iBE 1£2.22~39.3 pg/ml, FH
14.98+6.32 ug/ml Tdh o 7: (Table 3), 3HIZH W
TBAY 0 9867 DAL »ICHEERL, 0~12
E¥RIRE i ch @ YRR % I L 72 3 BT id BAY o 9867 it
0.29£0.09%, OFLX i%0.2740.07% & FaA &' [ U BIT
¥R, RO LERIC B > THER OB HBE %
Fig. 6 1Z7R L 72,

6) X BHED#RET

ERMER OB PBITERT B, £E{bke
EB IV O BIAARR EORBHEIZ O W T b IRET
THOLENS DL, DL REHENS, crossover H#k
RERT D BAY 0 9867 IBit ki o T, BEitdhok

Concentration ( #g/ml)

25 - Gallbladder bile
20
15
—11.65
104 R
L]
. L]
5 ] =5.69
L]
200 mg 200 mgt. i. d.
single 3 ~ 4 days
(n=4) (n=4)

ZALHED BAY 0 9867 IEE % I L 7%, p—glucuroni-
dase LI DB & BAY 0 9867 DR b ) — &
HPLC X THHET A HET, Vs o Eiasht il
EL7,

FEe BAY 0 9867 D7V 7 O v Beta Sk D e fE i1,
B—glucuronidase BEZ KRR L DIBEDED S, T2
O BIahtsEH L, 20&RIRE{LIREEL
L T/RL7 (Table 4), HPLC #CH#ll 5 L 7- BAY o
9867 D Glucuronide & Free + Glucuronide & @ %
&, EUFERIEY =0.15% +0.84 (r=0.732) T&¥H,
TN 0rBIRAEROLRIISUBETHLLELELS
NBA, V0 rBIaaho L EOBRIEY 2 K
R¥RIIE, V20 BIaAROERH0%E R0,
BRI G r =0.929¢ R L7 (Fig. 7)o % 72 BAY
09867 DTNV U L BIABGKRDOLRIIIES K% 4 BT
25.9% (n=4), 6B¥RIT27.7% (n=5), S8BT
25.9% (n=23), 12K T28.9% (n=2) THH,
REEOEERE L 2B ANz 7 LD
Z &ML, BAY 09867 DYV O L EEFEAAIZ#I30%
DEIGT, FEHFIHFETHEEZLRS (Fig. 8),

& 61Z, BAY 0 9867 400 mg % $¥ 5% 1285/ 1= b
2o TT= N L7 3BIDFREER T7— VI, % 58
&L, b MEFRRHYOERIZOWVT, BAY 0 9867
De MRERKHFME LTRIES R T 5 3E{LHY
(BAY q 3542, BAY r 3964, BAY p 9357) OiEL & K
BT 5HET, HPLCRFERTo 28T, Brdic
{$ BAY 0 9867 D iih, TF Ly I7 I JKnitEy
BAY r 3964 #*10% @itk stz LA L, ERBR
BN OhH 5Bt Sh a0k, £
D DOILH BAY q 3542 % BAY p 9357 iR s h
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Table 3 Biliary excretion of BAY o 9867 and OFLX
(Crossover method, 400 mg p.o., bioassay)

Case| Sex 5 Biliary concentraion ug/ml(bile volume ml) Biliary recovery(%)
rugs
No. | Age lhr 2hr | 3hr | 4hr | Shr | 6hr | 8hr |12hr | 0~6hr | 0~12hr
BAY o 9867 <0.02|<0.02| 021 | 0.38 | 0.51 | 2.22 0.0056
o o
. M (8) (7) (8) (8) (8) (6)
67 OFLX <0.3 |<0.3 | 037 | 1.53 | 6.44 | 9.43 0. 095
(200 | (12) | (@3) | (15) | (25) | (19) ’
BAY o 9867 0.04| 6.52]25.9 [39.3 |21.6 | 6.40 | 4.56 |3.10 0.3 047
o . o
] M (23) | (18) (7) | (13) | (22) | (23) | (33) | (96)
67 OFLX 050 | 5.70|13.7 |14.4 |11.1 | 8.02 | 6.66 |6.74 021 032
(22) | (15) | (15) | (14) | (20) | (16) | (29) | (36) ’ ’
BAY o 9867 0.02| 0.04] 3.1 | 9.87 |11.0 | 7.06 | 6.82 |3.31 o4 0.19
[o] . .
o | M (3) (7) ® | an | 1) | 36) (8) | (48)
63 OFLX <0.3 [<0.3 | 1.31 | 2.21 | 2.59 | 3.39 | 4.54 | 4.01 0 06l 012
(22) | (19 | B | (28 | (22) | (21) | (26) | (28) ’ ’
BAY o 9867 0.02| 046| 1.43 | 3.63 | 4.42 [10.5 | 6.66 | 2.64 0,073 0.92
(o] . .
; F @3 | 33 | an | a5 | @3) 9 | 9 | (69)
66 OFLX <0.3 {<0.3 | 9.87 | 8.50 | 11.8 |10.2 9.1 |7.13 0.20 0.36
(15) (4) | (28) 4) | o) | (24) | (34) | (48) ’ |
" BAY 0 9867 | 0.03| 0.23| 2.02 | 9.93 | 11.9 | 5.19
8
71
OFLX |<0.3 | 054 3.77 | 5.84 6.27 | 5.97
BAY o 9867 0.14 0.29
° +£0.08 | +0.09
Mean = S.E.
0.14 0.27
OFLX
+0.04 | +£0.07
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Fig. 6 Biliary concentration of BAY o 9867 and OFLX
(Crossover method, 400 mg p.o.)
0 39.3
Case 6
—— BAY 0 9867
= 15 X---=-=X OFLX
E
= =
2 £
Z ®
S x
S =
z e
s g
g
5
Table 4 Biliary excretion of BAY 0 9867 and its glucuronide
(400 mg p.o., HPLC)
Case Sex Biliary concentration (zg/ml)
N A Drugs
o ge lhr 2hr 3hr 4hr Shr 6hr 8hr 12hr
M BAY o 9867 <0.5 <0.5 <0.5 <0.5 <0.5 1.8
4
67 Glucuronide®* | <0.5 | <0.5 | <0.5| <0.5 | <0.5 0.7
M BAY o 9867 <0.5 4.3 19.5 25.8 13.9 3.5 2.6 1.3
5
67 Glucuronide <0.5 <0.5 1.1 4.9 3.5 0.8 0.5 <0.5
M BAY o 9867 <0.5 <0.5 3.3 8.2 8.1 6.0 4.7 2.4
6
63 Glucuronide <05 | <0.5 0.9 3.9 4.2 3.3 2.3 0.6
F BAY o 9867 <0.5 <0.5 0.9 2.8 4.6 11.0 7.0 2.3
7
66 Glucuronide <0.5 | <0.5 | <0.5 0.8 1.7 3.7 2.8 1.4
M BAY o 9867 <0.5 <0.5 1.8 7.6 8.3 5.5
8
71 Glucuronide <0.5 | <0.5 0.5 3.8 3.3 2.5
0.5 1.3 5.2 9.0 7.1 5.6 4.8 2.0
BAY o 9867
+0.8 +3.6 +4 .4 +2.2 +1.6 +1.3 +0.4
Mean + S.E.
. 0.5 0.5 0.7 2.8 2.6 2.2 1.9 0.8
Glucuronide
+0.1 +0.9 +0.7 +0.6 +0.7 +0.3

* Glucuronide values of BAY o 9867 were represented in terms of unchanged compound.
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Fig. 7 Correlationship between glucuronide and
unchanged compound plus glucuronide of
BAY 0 9867 in human bile

(pug/ml)

30.0 1
25.0

Yy =0.15x +0.84(r =0.732)
20.0 (n=21)

15.0

10.0

Glucuronide of BAY o 9867

5.0 .".

o0’

0 5.0 10.0 15.0 20.0 25.0 3;; (pg/ml)
Unchanged compound and glucuronide of BAY o 9867
%2 h o7 (Table 5),

—7%, bioassay £ & HPLC &I & h 185 7 BAY o
9867 DB FIBREVEIREARIEY =1.44x—0.73 (r
=0.981) T&H, ZOHBER»LHEEREE TS
REW V0% RERBHTFICHFET L EEZONDLN, £
A SERETE LD 572,

2. BRIRZHFE

BAY 0 9867 200mg, 1 H 3 [, 4 ~13F@MAEOKS
L 7-24B D BRER %N R 12, REERLIBITIX, EX2H, A
WeBl, LLEHIBT, AHER2.I%THY, BER
13613, HEAREE 15 (LMOX, DKB AERI ¥ Ti%
B anTs ) BREERTHENESLT) %k, 12614
BB, FOEEIS.0O%TH 72, BERDEHH
EREHRERE B FEREEOR—FICE ) KE#L
WOT, 40 TREHE, B, TOHEICH LW

Fig. 8 Mean biliary concentration of BAY o0 9867

and its glucuronide (400 mg p.o. HPLC)

*—— BAY 0 9867

o------0 Glucuronide*

o~

©

[

(=2}

=)

P

g,-\

5 <

° w

53

= W

£t

ge s

9 3

s Q

S 3

© ™

ol Po....

© = / O-. -

=2 / O~

m . 4 o
0 2 4 6 8 12

Time after administration (hr)

* Glucuronide values of BAY o 9867 were
represented in terms of unchanged compound

FA—%—& LTI CRP LIBH T ASTHERYE
ML CTHE L7, B CRP i 6 BB CTRE+5%
TROONEFH»H Y, F2iTREHF CRP A5+1LL L
THLEFRENROD 6L THEELROBEBIZAN
7o 7, BRLZZBHRES CERICHE LS 0T,
pCO:z & pO2 i3/35 X — ¥ — & L TABRBRT N EHE
BBV, 2BlCBVLT NG RRIE LTAR L HE
Lo Tbb, fER12TIXIEH pCO: %, fEF 211
RBit CRP % ARBMCHIE L 720 NEERPELEHOHHE
1273.9% T, ROBMREH L LTk, BIFZEETHY,
OFLX & KEN % VKRB E B o N1,

8 4 DIEFN T 5 BEREROLA, I8 FREEIC
DWW Tid Table 6 I2F &7z, £D S b, REMLES

Table 5 Concentration of BAY o0 9867 and its metabolites in human bile

(ng/mg freeze-dried sample of bile)

BAY o 9867 BAY r 3964 BAY q 3542 BAY p 9357
Case 1 121.740.6* 9.17+0.01 - -
Case 2 206.9%5.9 22.4 +0.12 - -
Case 3 163.81.6 25 .4 +0.06 - -
Control bile - - -
sijzzﬁZi 5 0.3 80 200

*Mean + S.E. from 3 independent samples each
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8N 5,

FEBI 312, 314, 67kg NEM T, BEEL L TI8K
oK, +EBEBEOTHEZTIITE Y, BEREINE
LBEBREYSELT, FOHMEFLE LTHRSINTSE
720 6 A28AIEI, RKIEEOLEHHESL L UEEME
Y E7-L, —EEHLZ, BATH--OTHPIZH 2
HOBEBR Y EBRA LR E S, ERKIFRACE
Bed, MEICABEFERCRRICIEE AT N, KK
Bt L BEmAIEEIZHMC T, EHIIBAY 09867 ¥
6 A30EN LIS LETA, 2HFBICEAREERRZ Y
BRRRAERASTRA L%k L, &5 BRERA L7, ERAFIMm
fCRP A +20 6 S HBIZ+H1ERY, FEHEHEL,
FihfeE, FREADOBEE I CHEAYTHL, BEED
JRE & BEESHE D20, BEEFORIUIATEETD -
72

fEFI 4 b, 2EFM»CHEFTHEEL &2 LARETH
RODW % SR L FIT TV 7285, F0%LETHE
BEEEL, BERREIZTBRENSH Y Zir7, #
BIZERB L EH 2 MEOLEFEMBEE L TR
P, BAY 0 9867 fEAIZ & b 3 B BIZXEEREKAER
HESN, TEBICFREMEIT L, BN EI
BEL, +ZEBLoMIaE RE YRS, BREE
TOCRP I +2 ThHo7oh, MAKEIXT TZRE
e oTW,

fEFIS 12, 3FEFILOEFMIMEREL, EEKI
AR LBETCREERRLZLELT, BIZEL, T2
BRLwIZETRRLL, BERELELTRLEK
AR LTZEBOREIZTIBADOHEELER S Nz,
MELTW, 8AS BRAICEFEMBEE /2L,
i RETER AR H ), AEHIERABRL T,
BAY 0 9867 * 7 B 5 L, BREKIHEEN/OD
T, SAI4BIZFMEMITL A, IBMBEIIAEE L, AFIR
PRICEELZE) ZKEXEL, KaviBa % 2 @20,
BEHEO&SAK LA EREEL Tt EbEe s K
BEADH LN,

FEF 6 13, EMBEEGIEREAEE CEEE b AE
LT IBERAEFTH 5, #iHiiZ BAY 0 9867 & 7
ARG L, RECHELTHESEHEL 2, FHEED
PRt iR Th 5 7258, BRETIE T TICBET
»Hote

FEG) 7 13, 3 BMIET, 8TORMKEL AKD LEHEL
0, EETEREELSI TN, AT TICSEIOR
FRIENS o 72720, KBE LTS, 48kg DUHTH
%, BAY09867 ¥ 7 HEifx5 L, &Mz 2 BHBIZHE
L, GOT, GPT $87—17, 82—13, £¥ )NV $2.0
—0.4mg/m EEFEfL L7z +Z8B/ T2 5 41

DR HE ORI TE. coli, K. preumoniae HSTHK L
7275, E. cloacae B L 72,

FEB 8 12, BMECTHERELERZL TVIRAT
BAY 0 9867 % 7 BRl#%5 L 7. BRILE I, S. wamen
& Micrococcus TIREET#HIZEEHEIEL 72,

FEBI111x, 53, B, 75kgo 2 HRINLRBALEE
BhEtmEE &7 L, METKRELEH SN THHEL IBR
€7, REEFFICIEB.8CHERRIELH ) BB LASH
% .02 EBRERIC Blumberg 81 & SRS, X614
tEABT 5 &) REED o 72, BERREClERERE
ORRE, kL -BEE L ERORBEREEHL0OT,
SMBAIEER L B L TFREBO 2, KANES
L7-7-%, #EIZL T BAY o0 9867 % #[6113400 mg 1
EHES5 L, AL H200mg 1 B3@%5H8M, kT
FEREERI%L, 200mg 1 H20 7 HME, §16.2g nix5 %
fT > 7z BlumbergBfk & B B I 3 BRI L h, 4
Bi%i I3 L, BIMERE b 204007 513800, 9400& 7%
N, EROAN1AMBICE, IR 722, THBIE
L7z, Fh12 3BMEICHIT LY, FOBATHR
TRERETIX, EBREOREIRAEL TV, HE
WH/MEL, FHREFOIBBEMABTIZERMEE 2o T,
BEFRPT R & BMERE ) & F%h & HIlT L 7=,

FEBI1212, BByt 85 X — % — & LT pCOA%60% 5
2:¥EL, LAGMA CRP2A+1H06 (=) kot
DT, BEHEEL LTHERE L, #2721, EMIIRA
CHEZZDE U pCOANETH b KLY, BKEKS
BoRWIENOEHE LI,

FEBIIS L FEBII61383M LTI E L HH L EAND T-
tube EAEF T, HHEEHTH o 72, EFSIRBED
4%, GOT & GPT, ALP 7z L'BF#ae b EHILL, Cit
robacter DI L 72o LD LEER1613 K. oxytoca X i L
795, MOBEIEHEL DT, EHE L7, HFICEHT
o127, BWERF R h 57,

JEFITTIZ, BRI TE &b o 72h%, RET CRP
MHRGHIC+3H o 7-DT, PBERIFRLTVEHLD
&z 7:H%, LMOX & DKB A'E#T I TG shTwi:
NT, HERFELE L7,

FEBI18 & CMZ & FOM A% T, BAY o 9867 f£A
Bz %2 BB CRP A5 +2% TV 72, C. freundii, E.
faecalis, B. fragilis 5% L 72,

fEBI1912, BAY o 9867 %5 IZB CRP A*+1T
Y, BRI EREIRE & 1A%, M4 CRPA
Hano (=) ko',

FEFI2112, YIBRTEEDARAEE M T PTCD & T-tube®
HALTHHIERTH S, P aeruginosa IFETHo 1
A, BByt CRP 13 +54 6 +2i2, M4 CRP & +3»6
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+1:%E L, BMmMERE D 89004 55000 & IEEL L 72,
EBI2213, PBEERAFMEZICIFAL L T—tube FEFIT
%5, LCM ® AMPC A% T & o 7= Streptococcus H*iH
Ll
EF231E, BEBICLA2REDL® T-tube AL 7
B o THHBEICEEREREEVEL TV/DT,
BAY 0 9867 ¥ %5 L7z, %% & CRP Atk ES 1, C
freundii, S.marcescens & P. fluorescens HSTHE L 720
fEFI24E, 12A» o HBEAFHBE, #1 AICPTCD %
AT L 722 Af, B4 B LLBIEAREV T/, BAY o
9867 G IT &y, BT KRBT Y, EHFLERL, C
freundii, E. agglomerans & P. stuartii H5IHE L 72,
I. $EFHZR
JB A 6 ORIBE 328D Y, 7T ABHEREIIRTIE
72.7%, 75 LREMEITHETIZ76.5% DBREE L BIF T
%otz (Table 7)o L2 L, 5% Candida % Br &11
BOBXRERD, T bHOHED BAY o 9867,
OFLX, PPA ®» MIC ®» BFEBHFF % Fig. 9 IZR L7,
JEH 2 & B & 72398k ICHE$ 5 BAY o 9867 O
MICso I¥, 1.56 pg/ml T - 72,
V.8 #% A
26ICH - MENZEER B it o7, T,
MERERE b, FEKEL < GOT, GPT LH R0
ol
V. % =
JEERPEDBMOE—F 13T T, BEFERECLS
F-BEROBETHA ), TONRZEIZBETII,
FRIHESTEARORMEDECMERN L+ ARS ¢
HOBH EERFHEREL TV DOHETHA I,
$r, BERERERITLZBICL, HIBEHICITHIMN

Table 7 Bacteriological effect of BAY o 9867

Isolates

No. of
strains

Eradicated

Persisted

S. warneri
E. faecalis
S. intermedius
Streptococcus

Micrococcus

GPC

1

E. coli

K. oxytoca

K. pneumoniae
C. freundit
Citrobacter
S. marcescens
P. aeruginosa
P. fluorescens
P. stuartii

A. anitralus

A. lwoffii

E. agglomerans

— o W e e = N

B. fragilis
Bacillus

O S T = T e T e e e e R I e B &7

— =

Total

28

21(75%) 7

Strains appearing after treatment:

S. zylosus
S. capilis

E. faecalis
S. viridans

(1)
(1)
(2)
(1)

(1)
(1)
(2)
E. tortuosum (1)

E. cloacae
P. cepacia

A. anitratus

Fig. 9 Sensitivity distribution of clinical isolates from patients with

biliary tract infections

100 1
£ ® BAY o 9867
B OFLX
g PPA
2 60
@
2
= 401
g
=
(o]
20 4
<0.%5 0.5 0.1 02 039078 1.5 3.3 65 125 5 % 10 >0
MIC (#g/ml)
<005 0.6 0.1 | 0.2 [0.29]0.78 3.3(6.5(125( & | %0 | 100 [>10{total
BAYo9867| 7| 1| 4| 8| 5/ 4 2 39
OFLX 31 3] 5[5]4 4 1 31
PPA 1] 2 31 4]/ 3] 2] 1} 5] 834

L. fermentum (1)
Candida (2)
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AR OEFICEIHRCT, MEREETARETL
BRI 5 TH 2 BAEIBT PR T A ERITIE, B
EDOHLELVERORIGEE +HEBFELTVE I L ER
EOET, ROARER AR L 2L, BEO
BHEELLCTH2HERALERETHSH Y,

—%, BEZFEICB T, lEEREE (B, B
R ICBEEAES O TV AROAGHERER & LT
i3, NA & PAXHBA, WIFNOER GMENIIZT A
FaMHh, BERRECIES L2 BHEEEL %
v, L7zAto T, BIERAD %L, BEN R
BWARY PUDEY, BitPBTREH I, HLw
ARMERORENFBEL I T, RS D OFLX
L FHREIZ, BAY o0 9867 1x, 1fL® Cyclopropyl 3, 6
MMOFOEAL VBN % ED, S aureus, S.
epidermidis 2 £ D Z 5 LGEHE, Cephem KIOFAHIZ &
NDBNEBTEE. faecalisb 727 7 LREHEERE 12

HLTH, 72, 75 LBEHARETIXE. coli, Klebsiella,

E. cloacae i3 b B A A, NA HHEX) 2 P. aeruginosa \Z3f L
Tb %D MICs1i20.78 pg/ml LK, & 542, FFifh
@ Cephem #| & LB L THARTEE T3 B. fragilis Di3n
C. difficile 12 b MICs0%%6.25~12.5 pug/ml &, [LViLHE
ZARY MV ERBIZZDIMENPBD TERA TV 5DH
B THLEESNTVAY,

BEBREE,LBONLSBE IR, BAETE, E
faecalis bR L TH % WY, €%, D E. faecalis 12
* LT ABPC MW HEN R L LTHEASATE
7=, FOBAFBITEIATITHY, I HHFTE
TV, THUIAFL, BAY 09867 32 DEHHFRBITOR
X EFD MICso#1.56 ug/mlTdh B T LiIFKVIZHARES
NBETHA, $7:, £ PCs it K. pneumoniae (2%}
v, Bithr ot sha2EEE LT, FRHES T
LEMEBEONKETH A E. coli LHERMEETH S Bac-
teroides & DHEEHIHES E L, TOLFEFEICHELT
i, ShoZEBRMEIIE L THoaMENERELSE
5, BAY 09867 D& ) %% A~ LHHEORE R XY
M OHER Y ELAONBEYTH A,

EERBWIZ BT B BAY 0 9867 DB BT,
5 5 b TI348EEM] £ TIZ17.0% A BHP~BITTH &V
bhTwasH FLror MiZBIT5H BAY o 9867 &
OFLX 400 mg X 5B D LL 8 3RE& T 12, BAY o 9867 D
BN 122.22~39.3 pxg/ml, F3914.9816.32
pg/ml EPBHHBITIIRIFTH 572 0 ~120FMBEIT
A YLE 12 BAY 0 9867 130.29+0.09%, OFLX 130.27
+0.07% LFHA ER L BT R B 12,

BROVEF OIEREE~OBRKER I, &%, 3H
BILLEEAT A2 LIl 5D TEFIRGOMREKET L

THLLENS D, OFLX HARFOETHHAERORE
HELHE L &R, S, 4 AFOREICTHITHL
SEHHBLTE Y, AUERIMERTH 5 BAY o
9867 2BV T b, 3~4 HEEKKG 21T-oTH 68
EAHBAREZMEL 72, BAY 0 9867 5144 ~ 78
OB AR AE 12, 200 mg BE T3 392,01 pg/g,
ThoH, 3~4 BEERIZSIETIITHY2.43 pg/gt
%0, FEEERETHRIBRE S, 200 mg BiEIFY5-R5120.71~
9.45 pg/ml Th %A, FEHIZXGHIZ135.84~23.2 pg/
ml ERTRRICB T AEHOBRFEHESTbN, HEEE
HRPBRE & FHEIC, 200 mg 3 ~ 4 ARESES 6T,
400 mg AR GBI O F N2 L bR BEISEL
TWABI EHHBEL, 200mg TH +RVHEFT
vz L,

BN BT PREOHER TS, OFLX 2 ¥ T2/8
THBITERTLDHMH Y, OFLX L[ U 24 LEhek
HRVWEHFEES S,

LA L, MIC25&T, BBt BREE I L T BAY
09867 D ZNHESEIIBMIZEL THEHYTH A b,
75 LEMRE, BHEREL b 8EFBA AEKRIIHL
TMIC ¥+ B2 2 HBRENDOOAZIZLH
bo$, EERTRBELLZ > 2HEFROON, 4%
OREE LTRENT,

ERMEROBTHBITEHRT HBICIE, FOKREL
(7213 F4K) OHFE T % bioassayiEIl TRIET 20
A% 6d, HPLCEZILA LT, RELHE L bIZ7NV
yu rERehs L oRBA L ERICHIE L, JRER
DR EITIVEID 59, FL 2 LURTIICREL 72
OFLX DR Tit, HEEMFICB T 2# e LTOIE
7L s o B EHkIz15~26% Tah - 7255, OFLX
ERUCARIMEKITH S BAY 09867 D/ VO
BASEOEELERLIZIZTOFLX L EHMLTVWAE I L
I & htz,

% /-4 [, bioassayik & HPLC B2 X h o e
BAY o 9867 M B i NI T2, bioassay fHA
HPLC fE & Y 40% BB fE % 7R L 72, Brocaro 6 & 7 7
v 2 N128)® T—tube $§ ABiZ BAY o 9867 500 mg ¥
BO#HES L, &EMIC BAY 0 9867 DB HIRE %
bioassayiE$ & UF HLPC #ECHISE L 74 F, bioassay &
X BRENREENY— ZH1310.0+3.4 pg/ml,
HPLC I & 5 #1i37.5+2.8 ug/ml TH b, bioassay
EAEEICHEERL-EBREL T B,

£, T NVIBHOREEREREIC O W TRBEE
BELERETE, RPOFEMASBY BAY q 3542 #F
B s n¥, BT BAY r 3964 210%#i &0
TR SN, FRDOE coli 2T HIENIZE
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nigi < 2 <, bioassay & HPLC Dl EMENZ=E40% H &
EZXBEFBELTVD L EZOND, TOZ LI, R
h ) FE B BAY q 3542 3ERBRAE V20l
ETALP - THEMDSH 2 2 &, %6 CIRBEY
L LTHAE S T 2WEUNO KB HRRH i HEit
ARTVATHMGEXONL Y, Thb4HkOME
ELTRENT,

fEsk, REEMEE I3 A EIHIE L BRIRMSEE O
BETLRINTBY), BHPHROHEREILTLL—
He¥, BOMEROMRE 2D L) PEELZVLE
EBTIHE, BAD»SBRERSZ VA, FFALEEFh LD
ERPRAEIK 2 RAET RAMBRI OMERIC & h 3 TIZIHEKL T
LiosTHh, 2h6%i8EE L THER * BRFME S
ABILRIATETH S, T4bb, RIIZ tube HEA
SNTVREFNSVIEERDESREE 2 &£ Tk, B
K (LA, EEREOBEERS & {, BRR
EEL LT, BMIRKEoHM, M#E CRP Dfatin &
RIS LTY, FBIHHIE & @ discrepancy YK & W,
BB IAER A 2 1T NS IBHT RIC RO B2 20 T h
B s HREETHERES L WS S kit Y, [IBE %]
ERERR EHIE S hiiiv, Zhig, BERIZOWTIE,
ZOBRKEBNBEEHE FIMAH L B/ 7 2 —
=Mz T, MEFHHREBRDHEL LT [H
BRR] LI HEERERT HLEND B,
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RELL 72 fBIT O MBI ZEMRTRTE L 2 % 2 o 72196054 12
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L2 HMERDE LD BERERAEDIFEN—2 L L THEH
ENTELY, ThODRBE 2 - HRIXOBHE X?
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R LAHETIR, BEEH L T—tube 2556078
1 mm3pic AmMERKEATES 5 L EBECHIE T
CLIREETHL Z EAHBL DT, A0z H
HEERBE4EE L LCTRA L 22 5 72, I 61318t
B ER O BI5E ASR 2 B I BB A KBRS B 72
OTHHEEWBLTw2, T/, EFs2Lnid, R
BEEPAE DIEFE & S LT\ 5 Antibody coated bacteria
(ACB) #EHHCOLEBIS NS &\ A9, 2 DEEH
FEOREEN L, RILF & BERSI L OR—F % &, &
BUNOSBRIGHOBIEL Ty b,

=, BECINIUBERES R ) v e FHED b
DHELERTHHEL LT, BAMETH 5 BHERD
CRP & H AHTIZ & 5pCO2, pO:ZIE L 7-45R, AH
EBITIIFRMR ORI & > THEEHBREL N 2
SEWE D BABBERNTIIpODIET. pCO DM, pH
DEEMBPREND L L, BREBOKEE L 7 AMF

EOEFELALBIT S L), 40, FKALFH LW
FGA—F—E LTEDRETHLEMTEEL Ak LTHE
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POREIIHITTE S & ) Il niE, BEESHN/ T
A= —%MrABIENTE, BOTHRAELRA), L
ML, BEDILIBERME £ T, pCO:A7100: < 80
mmHg L EICER L TWA DT, 60 mmHg & Tix %75
FRELV S TRV LI DPRETELVERSAH D,
FRNEBEERD/INT A= — & LTE) bIFIZI,
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LA oT, FMERNy FH A1 FTHE L TBEK
IECELICZHCE2MAF LV BHEN—FRVER
b s, FnsuEIKTIE, JBrts CRP IZHLER
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DEBEEFHFHEHET L, BREKDZ LVEFITY
HRRIEEE 2B I L RUGEL, SHIVBHFEEINLH,
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R, IBERIG, FBE K136 OIS B EE 240501 2
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B|THY, OFLX L ENF R VEREETH - 72,

Boff, ®OBMAEWHEE LT, CXM 2T 27 LIS
L TR % X 5 72 b D % Cefixime % &2 Cephem
HOBEERTHED, TRl s THARES NS IC
BHEEOBMEBMI»HLEELEL %2 5%, BAY o
9867 M & O HARKIMERIE, Wixd bR IZEMT 2
EBRRHENBDT, U LAGBIEROH BTt
BEShBWOTHEVLEEbRD,

37, SEFKA DR L 7 HEEYAE245] T it BAY
09867 I BEIMERIREL B, KEFVGVER L
Wb, L L, Bt BITORIF2ER TR, &
dHER (REMK) & LTEBEICBBEN~TKALT
THIZET LB E SN, BROERTIRZ
E% <% <, BAY 09867 REEMIZ S TH S & OkfE
257581 11BI L B TH L VOB TH 5,
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BAY o 9867 (Ciprofloxacin), a new synthesized pyridone carboxylic acid derivative, has a broad spectrum, showing
strong antibacterial activities against both gram positive and gram negative bacteria including anaerobes. In addition, it
is reported to show good biliary excretion after oral administration. Thus, this drug is expected an oral therapeutic
drug in the treatment of biliary tract infections (BTI).

Pharmacokinetic and clinical studies of BAY o0 9867 on BTI were performed, and the results were as follows:

1. The mean concentrations of BAY o 9867 in gallbladder tissue at 4 ~7 hours were 2.01 ug/g after a single oral
dose of 200mg and 2.43 ug/g after multiple oral doses of 200mg t. i. d. for 3 ~4 days. The biliary concentration of
BAY 0 9867 at the same time were 0.71~9.45 xg/ml and 5.84~23.2 ug/ml, respectively.

2. The biliary excretions of BAY o 9867 and Ofloxacin were compared by the crossover method in 5 patients at the
same dose of 400mg. The peak biliary concentrations of BAY o 9867 ranged from 2.22 to 39.3 uxg/ml(mean 14.98
6.32 pg/ml), showing 1.6 fold higher than those of Ofloxacin.

3. BAY 0 9867 was given at 200mg t. i. d. for 4~ 13 days to total 24 cases with BTI ; 11 with cholecystitis and
13 with cholangitis. Clinical efficacy was excellent in 2 cases and good in 6 cases, the effective rate being 72.7% in
cholecystitis. In cholangitis, overall clinical efficacy, which was based on improvements in clinical sings and symptoms,
bacteriological effects and changes in bile CRP and bile pCO2, was good in 9 cases of 12 cases, the effective rate being
75.0% except 1 unknown case.

Adverse reaction was not observed in any case.



