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Ly o riiEEgrepafloxacin DB+ #4T, FEBEHMRAIEE
B L ONEHEGE 12 BT B ERRR) R

#8854 AIUAIA - AFR - EEERL - RO B’
AUHKLLR SRR K T LaR VR

FLnx 20rRhIVEVERRESHINEIE TDH 5 grepafloxacin (GPFX) D B AAE 12 B 1T
AERBEICOWT, AELBL200 2R E L THEMBR - BRRIRET 21T o720

1) JEBEEHAFE6HIIAAISH £ W GPFX 300mg 1 H1EIEOHKS L, FABEEICIRME X
URBZEAE RS & IRTEAE 2 RN L, TN EFNIBITAGPFXREZHIE L7z, F0O#E, EEM
R L EPAEH FGPFX B MR 1%, 9.6ug/gd & UN189.3ug/mlL, MAFRED Y — 2 fH1.8ug/
mlc T, 3L ALORBEOMICHEE % L0 55\ EARESR LN,

2) PTCD#E A1HI|CGPFX 150mg# 1 B1EZEO#HKS LzDb, 24BMEM %51 THY
300mg% 18 1E#%x5 L, B GPFXigEDABKFERICOVWTRE21To 72 TOREE,
150mg#x 5-B D REHHGPFX & B W DAUCIZ20.7, 72.1ug - h/ml, 300mg#% 5B D RBIHGPFX
ERBHDAUCIZAT.7, 199.1pug - h/miZRL, RBIFHGPFXREDHEKFE RO,

3) T EBABAS#E CPTCDIE A D 241IZGPFX 300mg¥iE#E 3% 5 L, MiEHFGPFXiESL X
UIBHHGPFX, @, V7oV BEAEREDRE LHPLCIEIZ TITo 72, EDHR,
2602 b, REGPFXH® A 1313.8ug/ml (2~4B5[]), 2.85ug/ml(4~8R5R) L ViR %
RL7z.

4) BEBIUKBEIC L AZHAEEREED/ZOPTCDHE A O 26]1ZGPFX 300mgH mI#E O
#5 L, Bitd, RHPEOGPFX% 6 IR WBRELZAEL, TORPREOHEDLTo72, £
D4R, 26T, 24BEM DB HGPFXDFHiRAE122.85, 3.13ug/ml, [ U < 24FH DR+
GPFXDF3YimE1219.8, 24.9ug/ml, 96 T TORFEINFEIZ1L.3, 17.6%TH o7,

5) BB &9%IZGPFX 150mg, 1H2[E, 5HMROKRS L -BOBKIRIE, F3h26, A
#56), RLAZIEIT, 300mg 1H1EHS DEFERHTH o7z,

M ZB%IRIE, WA F 3B SHER2H, FE3B, ERALE, HETEFITH o7,

BREMEIERRD T, ERRERRY L2 LIEA b 251
BLELY, GPRXIIBHBIEDERIARTHS LV B,

Key words : grepafloxacin, BEVTHREE, R, IEBEABAIRE, BER
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Grepafloxacin (GPFX) i3 KFHEHRASHICBVTE
BENHLWF /O VA NVEVBROSHEAEETH
b, REIMAME R EL T 7 LBHE»S 7T ABYE
HECTRAVWHEARZ PVERL, HICFEET 7 4
BEEB L CBEEEICHRVRENERT

T, AFIERBEANCEORS LHE, IHRE
REARKFENICER L, mMA LR REROEFER & X
TI0~12BEM L EVOTIAIEHRGF e TH), &
BBITHEDBRIFCTHLEVDRTWSEY, T/, /25
PR IIEH 2T 2 BT H D, R 5 13720
FTICRE bR E LT10~12% 8kl S N B 123 Ky,
LAL, REBSHROBRERIIZDONZVERESK
T3,

bhbhiiS I CIEEN—2—F /0 ZHREEIC
DWTIBERPIE DA L L T OB - FERRAIRET
%fFo T&E72Y, GPFXIZ2oWTd, FOHEARY
MV EREN D6 AT, JEERGENOBRKRTH SR
ENBZEhH, 4H, BEREEICHTHERELL
TOGPFXDEH*RFTT 5 BT, TOEBE - KK
BIMET 21T o 72,

MR EHE

19914E 4 A ~19934 6 A (ZA1F LB L ER KFH1L
BB TIBREZZITERD ) b, REEHPARROA
Bl +oHBL, XEFEI-ROETRELZE
208l xR & L7z,

1. BFEABREOKES

1) JEEEEGARES L OB FBRERNE

*T640 FIHILTELET 27
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ABEERH H O FalTF =& 661 (B 26, 4, 27~71i)
T, WRI3HATA & GPFX 300mg# 1 H 1M A 2 O#% 5
L, M4 BI2HHI300me 1ERS L, B CIRMAm]
RN Fa—-7, BLUBEEMAMIgEY Y T IHR
Wiz, FBERET4mlz & V7R b, FRERRDY
EAF 2= 750 S EEET 2R L, s
BRELIZHEME L, MNERE T—20CLUT TR L,

2) RAREKEMHORER

PESRERRR IS & A REERAZED 72 O PTCDIF A F D 1612
GPFX 150mg#% 1 H1REI#FO%E L, #5#121F T
GPFX7% 6 NCR BB L U7V 7 o v BRI S Dl RE
WE T, 512, 0248 W #% 12 H FGPFX
300mg% 1 H1EEOIXS L, FHOHE %27, REIT
IR E O BRI 2 RE T EH (AUC) THRETL 72
(Table 1),

3) PR RHEIRERE

TERAEE B CTPTCDIE A D26 IZGPFX 300mg % K
EREO#%S L, MEPGPFXIBEDRIEZITH L L I,
48BFF E CTORRIT R BRI L 10T R TED THEE IR
%, RBiT*RGPFX, Ui, Vo EBaaktrilE
L 720 GPFX|ZiZ, 184 (DM-1704, 1705, 1706, 1723,
1725, 1722, Bilgyaa@d) L 7 v s o v BEERK(3-
glucuronide, 4’-glucuronide) ’HEZ I N TH Y (Fig. 1),
FNHOMEEIFHPLCEIZ L Y fllE L7z,

4) R&B L UREAENEORIE

BREBIUVKEBEBIZLAMAEEEED/-DPTCDHEH A
FD26IIZGPFX 300mg % HEZFO#%5 L 1208 £ T
FEi % & > 2K P VICK4m], FRIZIGEEE F TRE A Y
v VI E4AmIEREL L, GPFXZ 6 WIC /v o v EEfas
KEEOCRBYORE Lt E (EINE) OJIE %217 -
2o

2. EBRR#FR OB

ERPRBOMRETIZ, BB R THRWAEZIBIZ R L LT,
GPFX 150mg 1H2@EOHKS L, &S5 HEII5HME

L7z (161ix300mg 1 H1[E#%5-T14H M),

PRI R O¥IEL, FAIE LT, B LOBEER
D, MFH, BMIKBKDOEEIL, CRPOE#ILE L
sl L BIEMICED X, TR, (AR, [RRH%),
ME%h D AB RS THIE L 72,

MR 22 B AR BT 1, JEIT OFRINTTBE 2 FEBI 12 B v T
GPFX#X 5.7 B & UK EG#H TR ICHBIT 2 5L THIE o
BELAREL, BREOWHSE, HhEREEOHBEOE
MW HDE, HE, B EIIESEEL, AL, BRA,
HIEARED SR THIE L7z,

BHEERRE, BIVERB L UBRREERE 4 1)
KLUTIEEICHE] [WR), Ebblbviitn
(A, [FER A, [HERREJ DR THIE L,

T/, BIERICBL T, BEER MERRLERY
AL lbil, MmiE—a%, MFECEGBREICT, IF- S5
BE % PLICHRRIRE 21TV, BIEBCREEDRELH
DEEEF v LT,

% 3

1. RABEDOKRE

HPLCH#EIZ X W 185 N7-GPFXB X UK#FWD s~
r75 7 %RY (Fig. 2),

1)  REEEARAR PR B E

AEBESHE & L & § 5 BE6HIIHIATICGPFX 300mg
#1H1ME, 3BMEREO%RS L, MmiE, EEAGEAS
LOMERERHERE I OVWTRHIE L - &ER % Fig 3IIRL
77e

7% iR, 2~ 5BERI 7% T & 1.8ug/ml (FH0.9
pg/ml), REPEARWEPIRRE 13 B9 .6ug/g (F385.6p8/0),
FE 2 HB 1 i BE 13 B 5 189 4g/ ml (F3950.8ug/ml) TH
D, PEERRHDO16]H6.7ug/ml & BIF2BITER LI

2) HEKFHEORER

PTCDi& AfIZ TGPFX 150mg3 & UF300mgk 0% 5
BORBT IR % [ —F CHEMRE LR, 128H
F TOGPFX % LI/ V7 a Y BfasES L OREY

Table 1. Patient profiles for biliary excretion test of grepafloxacin
. Sampling day Bile .
. . Biliary > T. Bil
Case Diagnosis . after biliary volume
drainage drainage (ml/day) (mg/d)
7 Pancreatic cancer PTCD 14 (150 mg) 500 4.6
16 (300 mg) 680 3.6
Bile duct cancer PTCD 39 200 3.0
Bile duct cancer PTCD 18 300 3.6
10 Obstructive jaundice/
post op. gastric cancer PTCD 40 700 1.3
11 Obstructive jaundice/
post op. colonic cancer PTCD 13 600 12.1

PTCD: percutaneous transhepatic cholangio-drainage
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OEEE, 150megik5-BEDEHGPFX, RBWDHAUCIE
207, 72.1pg+ h/ml, 300mg#x5-R¢DAEHGPFX, 4L
HOAUC 47.7, 199.1ug - h/ml%E7R L, RBHGPFXil
EARKENMEmER L7 (Fig. 4),

3) EHHRAHDBREONE

PTCD# A 2%1\ZGPFX 300mg % B [EF %5 L 7= &
OMmEHRGPFX % b NCIBTHHGPFX, fRE#f, v 2o
0 BRI AR DB % Fig. 58 X UFig. 612K L7

EFSICB VT, MiEHCmaxidx5 4B %120.79
pg/m%RL, FBIHHRGPFXD Y — 7 Hid2~ 4B T
138ug/mlSEL, WTNORMIZBW TS RELEKR
EARBIRE % LR - /2,

CH: O
F COO-Glu.

F
HJCY\N N HJCY\N
HN\/‘ A Sul.-N\)

4'-Glucuronide

CHs

H
HzN\) H:N

DM-1705 DM-1704

Fig. 1.

Grepafloxacin

CHs CHs
HN N HC N N

A

DM-1706

FRI R DR (7 V2 0 v B A+ ) (&
4 ~8I3MTl136.8ug/mlTdh - 72,

EBIOTIE, MiFFGPFXDCmaxid#k 5 4FH % T
0.58ug/ml % 7R L7248, RB{T"GPFXi#RE L4 ~ 8y 1%
T2.85ug/miil& &F o7, FNEMML T, JBHHMR
WE Vo0 YBRREEOARTH Y, FOMDOIHY
I &N o7 (Fig 6)o

4) R B LUNEHTAFREIXEORIE

B HPTCD1E A 2% ZGPFX 300mg#% 1 A 1EIZOKS
L, BB Z S UCRFBEDGPFX % & U O ik
% Table 2 & 3IZ/R L7z, FEFII0TIE, 24FFR DB

GPFXD Yk 132.85ug/mlZ R L, 96 F THR

CHs O
COOH

|
N

A

4'-Sulfate

! .

]
CH: O CH: O

COOH F COOH
N . HsC W/\N N
4£> HN\\/J A%L

DM-1723

HOOC
DM-1725

DM-1722

Chemical structures of grepafloxacin and its metabolites
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FRERER I, GPFX7Z & ONZfLBw iz £ Fh11.3,
12.1% &IZIZFEMHT, E1234% Th o1,

BBRIC, FEGILLITIE, 24 DEITPGPFXD il
BEI33.13ug/ml %R L, 96 ¥ TR P EIK D
GPFX 17.6, f#l8.4% T, 7l26.0%Tdh -7,

2. BRERZHE

REE R IBIIZGPFX 150mg# 1 A 2@ (141 4300mg 1
H1@E), 58 (300mg 1 H 1@ 1) A14 H M) #% 0 #%5-
L7-#E8 % Table 4127 L7,

FEBI 12\ ZESHERBR O 70 HiE &2 L, EEREH
BLTHR%, BELTEHLARKRDBUHTH 2, &K
#%150mg 1 H2[E5H &S5 2L » TRHMIIED, B
FOHE LB LHEL,

FEFI13 S BEIHE B D46 DM, PTCD% i T L Tw
72, LEMAR37T6CHRKE XL, HERDBWIC

TAH|150mg 1H2[E5 B M#x5 L7ze #5811, 300/ul
Ho - HMEREIT9, 300/uiZBET L, FFHRERE LY
BEmMERL, FRIZEo 2720, BRIFEIIER LY
E L7

TEBI14 b 58MDIF M RED KN, RREE, Z#,
B /- DB R IZPTCD % 4T L, flomoxef
(FMOX) 2g&CTM 2g%9H M#%5-¥ 5% b B4 ¥, &
#)150mg% 1 H2[E5 B MR L 7z. BB 5 5 i3 Pseudo-
monas aeruginosa (GPFXDMIC 10°CFU/mIT0.208 L 1*
3.13ug/ml), Serratia marcescens(MIC 0.39ug/ml) % &2
720 fEFARIIZ38.2C DRDFRD H NIz AFRE%IZITT
gl ), AL IHKL, MFHEERERDXBETLR
L/, AFhEHEL 7,

FEBI151261&%, FHEAEDKET, Wk, KA,
HEZROBEEROBH O b L ICPTCD %8 E I THAT

DM-1704 GPFX : grepafloxacin
DM-1705 IS : internal §tandard
plasma G : glucuronide
S : sulfate
GPFX
DM-1706
4-G
DM-1725 | l
— A _ _J—u—LJ_K ~
I T T T T
0 10 20 30 40 (min)
bile
DM-1704
DM-1705 ¢
GPFX ! s
DM-1706
DM-1725 ‘ l
- —

L T T T T
0 10 20 30 40 (min)

Chromatogram of grepafloxacin and its glucuronide in human plasma and gallbladder bile
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i, 10 RICUBHIEER ICREITH 22 5 Enteroco-  RIZEREHEL .

ccus. faecalis (MIC 0.20ug/ml), Enterococcus avium (0.78 161235 B B 12 B O 7= DT+ — $8 I I %
pg/ml), Escherichia coli(0.39ug/ml), P. aeruginosa(0.39  HifT L7:63N BT, BELD-OHEKTROFA
pg/ml) BRE S N72o A% 150mg 1A2MS B S Be& oo FABR SRR 2 5 MRSA (MIC 12.5
# WTHOBLEA L, BBOHEKEHOLETEEKR  uxg/ml) & Citrobacter freundii (0.78ug/ml) % B 7275, &

Gallbladder bile and

Serum . Gallbladder tissue common bile duct bile
189
200 200 200 o
100 100 E 100
] ] ] —.* 50.8
o
_ o
o0
n 96 )
% 10 4 10 - O 10 S 6.7
] ] @) ]
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g X . 1
S — X109 ] ]
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0.1 T T 1 0.1 T T ] 0.1 T T 1
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Time (h)

X serum, QO gallbladder tissue, @ gallbladder bile, [l] common bile duct bile, -*-mean

Fig. 3. Gallbladder tissue, bile and serum concentrations of grepafloxacin after oral administration of 300 mg for 3 days (case 1~6)

single dose of 150 mg single dose of 300 mg
304 301
[ ] grepafloxacin

251 251 [Jglucuronide
E . metabolite
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8
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Fig. 4. Bile concentrations of grepafloxacin, its glucuronide and metabolite after oral administration of a single 150 mg
or 300 mg dose in a crossover design (case 7)
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#l150mg 1 H 2[5 A M D3k 5%, C freundiild 5 L, (0.20ug/ml) At S N7z, AK|150mg 1H2E5HM O
MRSADHE S WA L1272 0FR & HE L, h- L7:#5 %R, CRP7S50mg/17> 5 4.9mg/IZ E TR L,

EBIL7I38IRDIEE - IBEEAEOKMT, WA  HEOME, FREREEORE BEHOUEL LY
WIS & ) B MRAEMILIR ARG % (AOSC) 5| &2 L THIRHREAER L HE L7Ze LML, E faeciumidiy
HBPTCD#® MifT L, ABiTH A 5 i3 Enterococcus faecium — RETHARM & LT Candida albicansHhSHH L 72,

(MIC 3.13ug/ml), Enterococcus sp. (0.05ug/ml), NFR JEBI18IX 76D EM T, SIRKEEBBEOMEIFFILY »

15 single dose of 300 mg
1338
Concentration of GPFX in serum
2 4 8 12 24 48 (h)
059 0.79 0.53 043 026 0.11 (pg/mi)
,f_é 10 +
g’ rj [] grepafloxacin
5 glucuronide
g — B metabolite
=
8
8
O 5
0 T T
0~2 2~4 4~8 8~12 12~24 24~48

Time (h)
Fig. 5. Bile concentrations of grepafloxacin, its glucuronide and metabolite after oral administration of a single 300 mg dose (case 8)

15

single dose of 300 mg
Concentration of GPFX in serum

2 4 8 12 24 48 (h)

025 058 036 025 0.15 0.10 (pg/ml)
= 10
E
&b .
= [] grepafloxacin
.5 glucuronide
g
8
g
O 5

2.85
oL P2 | . | 7/m7/R
0~2 2~4 4~8 8~12 12~24 24~48
Time (h)

Fig. 6. Bile concentrations of grepafloxacin and its glucuronide after oral administration of a single 300 mg dose (case 9)
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INEEBOTOMEREE LR L, PTCD% MifT L 7225,
0tk BEREZHRE LA 150mg% 1H2E, 5H MK
51z, HIMEREAT14, 400/u1%2 56, 700/ i L,
CRP$79.9mg/12*543.0mg/1 & %2 1), ERERSIRIIHR &
HELZ. LAL, BT 58RH L 72 Xanthomonas
maltophitia (MIC 1.56ug/ml) (3% L2 2o 72,

EFI19 D BEEREE D69 DB M, PTCDHIFT B %4
RHRL, BE#E E LA JEHF D S IZE. faecium(3.13
pg/ml) & C. albicans® 788, ZHK|% 150mg 1 H2[E5H M
#5 L7=HE. faecumD B BRI % 2o 720 ERREYIC
RSO & AR DUEMEmM Z R0, LA LY
E L7,

EF0E72ROFNEREDKMET, Sl KikEIk
HRICEBH B X, cefotiam (CTM) 2g & piperacillin
(PIPC) 8k 9H MG L7 HIdH%k ¥, 11H B A
HA#1H300mg%1H1E], 148 H#H%E5 L7, ik
1311, 700/u12* 5 4, 800/pliZ 4 L, 123.9mg/1dh o 72
CRP$13.6mg/1E TREHE KT L2720, BRKRHRILE
L HE L7z BB A & 13 Enterobacter cloacae(0.2ug/
ml) & E. faecalis(0.39ug/ml) 2 2D 7255, {E5EHEND
WiHE L2245, 120 % @B it T3 Bacteroides fragilis
(0.78ug/ml) NEZA L TV 72,

Dk, RRERIBII L, FAI150mg, 1H2[E, 5H

Enterococcus sp., E. cloacae, C. freundii, NFRIZ{H 5 L
72H%, MRSA, E. faecalis, E. faecium, E. avium, E. coli,
P. aeruginosa, X. maltophiliald5%7F L 720 GPFX#&5-1C &
D 13BRFIH SRR, FHESKRTH Y, REHII385%T
o7z (Table 5), % 72#%'5-%HBIM & L TB. fragilis&
C. albicans® B8 72,

BIEBIC BT B HIESERZIRIE, WA F 7213 EATH %
A28, 360, WA 1), HIEARE3BITH o 7= (Table
4)o

4. BIMEH

& CICHREHRICR T AERICTER L THRE L 7275,
SIS BMMERN ZEVER 2 RO o7,

T/, BRRMREMBICOVWTHEAIGERTH L EDN
HREEHIFRD o7,

x =

BEvhb®b=2—% /0y EOBRIC L ) RBERYL
FEDERIIKE CEILL, REREICHE) FEFEDOEER
RREERPEEREF OKE S % & 5 —ixkAEkEic BV
T, BOMEETHEEXTOLNDEEH)IIL-TE

Table 3. Urinary excretion rate of grepafloxacin and
its metabolite

M LAcsBlE, 300mg 1ALE, LBMRSLE Grepafloxacin | Metabolite | Total
N N ase im ; ;
CHRMRIE, EH2, A6, LLAMIBITHL urine | urinary | nary cone.
= o/ 7+ > :
FiHBBI%TH 27z 0~24 1150 | 19.8 24.7
3. MEEMNEIR 24~48 1200 | 6.18 7.3
GPFXDMICIE, 77 A RpEERE TIEMRSAMD12.54g/ 10 ;g~s7%25 }}gg i-gf; g;
ml % B\, E. faecalis 0.2~0.39, E. faecium 3.13, E. —— T3 - 12'107 T
Xcretion rate . . .
avium 0.39~0.78, 7 7 LRMAZE TIZ, E. coli 0.2~ T o 2"4 : = > °
039, E. cloacae 02, S. marcescens 039, P. aemginosa 24 :48 1350 1042 576
0.2, X. maltophilia 1.56, B. fragilis 0.78,g/mlT# V), 11 | 48~72 1350 | 4.67 |  2.65
. 21 e 72~96 1100 | 2.38 2.70
W BRIFRERZMER L, Lo L, &SI _
é *L f: E‘; H‘( ﬁ b: ;:J, T 6 ﬂ % # B"J zll:j,] %’ E fa,ecalis, Excretlon rate 17.6% 8.4070 26.0‘?0
Table 2. Bile excretion rate of grepafloxacin and its metabolite
. Grepafloxacin Metabolite Total
Case Time (h) - -
bile conc. 3-G 4-S 4-G DM-1725 DM-1704 DM-1705 DM-1722 | bile conc.
0~24 2.85 2.02 6.52 2.29 4.77 0.31 0.55 1.15 17.61
24 ~48 0.96 0.17 ND 0.31 0.71 0.17 0.25 0.56 2.17
10 48~172 0.26 0.26 ND ND 0.59 ND ND 0.45 1.30
72~96 ND 0.18 ND ND 0.33 ND ND 0.26 0.77
96 ~120 ND ND ND ND 0.18 ND ND 0.19 0.37
0~24 3.13 ND ND ND ND 0.11 0.25 ND 0.36
24~48 1.16 ND ND ND ND ND ND ND ND
11 48~172 0.42 011 ND ND ND ND ND ND 0.11
72 ~96 0.17 ND ND ND ND ND ND ND ND
96 ~120 0.13 ND ND ND ND ND ND ND ND
G: glucuronide  S: sulfate ND: not detected
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Table 4. Clinical effects of grepafloxacin on biliary tract infections
Case Age|  Diagnosis Dosage Isolated organism Effect
00| ™o [Pretreat- i ini , .| Side
no. Underlying mg x times Clinical course before MIC | ... . |bacterio-
Sex disease ment | xdays | & after ountl g/ clinical logical [Fffects
12 | 82 cholangitis — 150 x2 |1.5|abdominal tenderness (+)—(~) (=) - | - [lexcellent|unknown| -
M pancreatic cancer x5 fegr;: rzlf',]z: —(3%6_.0‘56 ) (=)
13 | 46 cholangitis — 150x2 |1.5| abdominal pain (-+) = (—) (=) - - good |unknown| -
F pancreatic cancer x5 ;;vgé:s h_, (3%)_7:(:(—) (=)
WBC 11,300 - 9,300
T.Bil23~-13
Alp 1,179 - 713
GOT 37 - 27
GPT 39 — 25
14 |58 cholangitis CTM | 150x2 |1.5| abdominal pain () = (=) P. aeruginosa # | 0.20| good |unknown| -
F stenosis of FMOX x5 feveriih () —40(-) S. marcescens * 0.39
bile duct 38.2°C — 36.0°C
T.Bil1.2 - 0.6
Alp 718 — 488
GOT 88 — 64
GPT 128 — 61
15 |61 cholangitis — 150x2 |[1.5 feverish (+) — (=) E. faecalis # | 0.20| good |decreased| -
F stenosis of x5 37.0°C — 35.9°C E. avium # | 0.78
bile duct E. coli + | 0.39
P. aeruginosa + | 0.39
E. faecalis + | 0.39
E. avium + | 0.39
E. coli + | 0.20
P. aeruginosa + | 0.39
16 |63 cholangitis —_ 150x2 |1.5| feverish (#) — (+) MRSA # [12.5 | good |decreased| -
Y O —— x5 38.1°C — 36.8°C C. freundii + | 0.78
bile duct cancer Alp 672 — 515 —
P MRSA + 12,5
17 |81 cholangitis — 150x2 |1.5| abdominal pain (#) — (+) E. faecium +# | 3.13| good |unchanged| -
| e — x5 CRP 50.0 —» 4.9 Enterococcussp. | + | 0.05
cholelthiasis TBI2.7 - 0.8 NFR + | 020
(GB, CBD) _
Alp 808 — 408 E. facsi + 33
GOT 81 — 37 o b :
GPT 45 — 22 - aeans *
18 |76 cholangitis — 150x2 |1.5| abdominal pain (#) — (+) | X. maltophilia # | 1.56| good |unchanged| -
M colonic cancer x5 ngpl‘,t]’gd‘%o: 42’3)00 X. maltophilia + | 1.56
T.Bil9.0 » 7.5
19 {69 cholangitis - 150x2 |1.5| abdominal pain (#) = (-) E. faecium + | 3.13| fair |unchanged| -
M pancreatic cancer x5 ngvgfl CS h —5*5)6_’9‘56 ) C. albicans L
T.Bil 3.4 - 2.2 Ié f‘;;‘."“’” * | 313
GOT 40 — 26 . albicans +
GPT 35 — 26
20 |72 cholangitis CTM | 300x1 (4.2 abdomipal pain (#) = (=) E. cloacae +# | 0.20 |excellent| replaced | —
F m PIPC x 14 fevenih () —>°(—) E. faecalis * 0.39
37.1°C — 35.1°C B, fragil + o8
WBC 11,700 — 4,800 - Jragits :
CRP 123.9 — 13.6

GB: gallbladder

CBD: common bile duct

NFR: non-fermentative rod MRSA: methicillin-resistant S. aureus

CTM: cefotiam FMOX: flomoxef

PIPC: piperacillin
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1250 BRI R OERIHBET 2 /0ICEREBD
IR L R VIEEROBFEICIE,

1) FEZEREICH L THEINKL, HEANR
yMVILWZ &,
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Table 5. Bacteriological response to grepafloxacin

Isolated organisms

No. of strains

Bacteriological response

eradicated unchanged

MRSA

E. faecalis

E. faecium

E. avium
Enterococcus sp.

GPC

1
1 1
2
1

E. coli

E. cloacae

C. freundii
P. aeruginosa
X. maltophilia
NFR

GNR

P b b b e e | DO DD

1

—

—
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—
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Excretion into bile and gallbladder tissue of
a new quinolone antimicrobial drug, grepafloxacin,
and its clinical efficacy on surgical infections

Hiroshi Tanimura, Kazuhisa Uchiyama, Hideo Kashiwagi, Hironori Dounishi
and Satoshi Sakaguchi
Department of Gastroenterological Surgery, Wakayama Medical School
27 Shichibancho, Wakayama 640, Japan

In order to assess the utility of a new quinolone carboxylic acid synthetic antimicrobial drug,
grepafloxacin (GPFX), on biliary infections, fundamental and clinical studies were performed using 20
patients whose informed consent was obtained prior to initiation of the study.

1) GPFX was orally administered at a dose of 300 mg once a day, starting 3 days before surgery, to 6
patients who were to undergo cholecystectomy. During laparotomy, blood, gallbladder tissue, and
gallbladder bile samples were collected to determine the respective levels of GPFX. It was found that the
gallbladder tissue and gallbladder bile levels of GPFX were 9.6 and 189.3 xg/ml, respectively, higher
than the blood level of 1.8 xg/ml, and exceeded the MICs for almost all isolated organisms.

2) GPFX was orally administered to 1 patient with PTCD at a dose of 150 mg once on the first day,
and after 24 hours, the drug was administered at a single dose of 300 mg once a day to investigate dose-
dependence. AUCs of bile GPFX and metabolites were 20.7 and 72.1 ug * h/ml, respectively, during 150
mg administration and 47.7 and 199.1 xg * h/ml, respectively, during 300 mg administration, showing
dose-dependence.

3) GPFX was administered at a dose of 300 mg to 2 patients under PTCD treatment for lower bile
duct cancer, and the bile levels of GPF X, metabolites, glucuronic acid conjugate, and serum levels of GPFX
were determined by HPLC. The bile levels of GPFX were 13.8 xg/ml (for 2~4 hours) and 2.85 ug/ml
(for 4~8 hours), which were higher than the levels of metabolites, in these patients.

4) GPFX was orally administered at a single dose of 300 mg to 2 patients under PTCD treatment for
obstructive jaundice due to gastric and colonic cancers to determine the bile and urine levels of GPFX and
metabolites together with the recovery rates. In these patients, the bile levels of GPFX were 2.85 and 3.13
pg/ml, the urine levels were 19.8 and 24.9 pg/ml, and the recovery rates were 11.3 and 17.6%.

5) GPFX was orally administered at a dose of 150 mg twice a day for 5 days to 9 patients with
cholangitis. The drug was very effective in 2 patients, effective in 5 patients, and slightly effective in 1
patient. The drug was very effective at a dose of 300 mg once a day in all patients.

The bacteriological results included decreased or partially eliminated bacteria in 2 patients, no change
in 3 patients, bacterial replacement in 1 patient, and undeterminable results in 3 patients. There were no
subjective/objective side effects or abnormal laboratory test values.

GPFX was suggested to be useful for the treatment of biliary infections.



