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ME, BUMPEEFEONRLLVIFHEET 5.
AEAIBCIFPERETICBWTILEEP RIS
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EHITH 5D,

AEFK A 2, RER 2 SEHEBRGE I L TERT
AEEREBIOTEFORBMEBETHL LD, BYE
BT+ IcREN SNk o -IBEMAR - IEERE
- M - LR - R TRRIF~NOBITE & MOV TIRES
L7:DTEHELETHET 5,

I. e BT - JUBR (W, IRMEKE, M THEERS)

BATICRY 545

1. MREFE

19924128 2 51993FE7A DI KR L KFEF
HHERESE AR B L O FOBEmRICBVTHEE -
A8t B VI FLRME A ORBAT 2 RET L 726

AEZERE - fEEAEIT OREUI BB LM F & BE (CFi
BRICARER 235 L CER L2, F7-RBHREUIBAEE
AT AT -tube KL F— VHIITEE D 5V ITEE R
12334 HENBDREITEE D L < 1dT-tube F L+ — 14T
BEICEAER v RS LEERIERILL 72, FURAEBOR
FUISUIRE B B E I AREA &5 LEM, ETER, o

& IR L 720

5 HEE, FBEE - BT RATHER TI3200me%, LR
BATHRERICA L T100mg% 1 EREOHRS L7,

Wefk P PZFX D i Bl 1 XHPLC#k & AV, PZFX glu-
curonide A D EE I BHHXEBOT VA ) REIZL S
PZFXDHEE L PZFXOKRELhE DEL LTHEE LT,

HPLCHIZE &fEiEHh 7 4 : STODS-T (B&T 7 /Y
#—F)4.6mmg X 15cm, 7L # 7 4 I STR ODS-1 (B
F7 ) ) H—F)46méX5cm H T LIERE I ER
(25°), #H 1 UV330nm, i @ 1ml/min, E8EH @ 7
b= kU L90ml, 0.2M ") > B #% & & (pH7) 50ml, XK
860mlI-REEAKET T -7 F VT Y EZ T L6.8g%k
RAILZ-DOEEAV, BEIELLFELSR W) ICTE
ML 72

LB, AREIZ, BEOHBHLZEEIIEO(ETHS
WIIOEIC L ARERB-OLEITSI NI,

2. R

1) REZEH& - BRHI4T

B - B RBITORET IR E 2o 72681220V T
Z D ERF % Table 1-112/R L7z, FEBILICAST(GOT),
ALPD B A FMETIZ, FEBFICICALT(GPT) D LR, fE
5l d (2 ALP, T-Bil, D-Bil ® k£ &, JE b iZ AST, ALT,
ALP, BUN® £ R 2SEHRELET IZFRD b Tz,

Am 26 FhTEE O fEREE - FEEAE T FEAT, 461I3R
AU IR I RBATOREIT R L Lz, FAERRIE OBRE
MEREIZ D\ TidTable 2-1127R L7z, BAKIZEAZS
%3.3, 35EFMIICIRELS 1, REHEEAMERIC B\ TIZPZFX

Table 1-1. Background of patients in pharmacokinetic study for bile or gallbladder

Case Agge(})(’r.) lr)cl)?izs::f’ R?C 3 Hb | Ht WzB ¢ 3 PE‘T 3 T-bil (GAS'}:) ((I?II;"II“) ALP | BUN | S-Cr
BW (kg) bile obtained x 104/mm° | g/dl | % | x10°/mm°® | x 10*/mm3 |mg/dl U ’ U ’| KAU | mg/dl | mg/dl
52 -
Cholecystitis,
a gili gallbladder 540 16.7 (49.7 88 22.9 0.8 13 11 6.3 8 0.9
77 Cholecystitis and
b F cholelithiasis, 418 11.8(35.8 130 21.3 0.7 | 37 26 (159 | 13 1.0
45 gallbladder
70 N
Choledocholithiasis,
c gg T-tube 382 12.0(36.1 64 19.3 06 | 27 40 | 1266 | 12 1.1
51 ..
Cholangitis,
d 51\3 ENBD 355 [11.0(32.1 26 10.7 32| 18 | 26 [136| 12 | 06
51 Cholangitis,
e F cholecystitis, 429 13.2 140.1 53 27.7 0.6
48 ENBD 14 16 | 11.7 | 16 0.7
77 .
« Cholangitis,
b :‘z T-tube 443 12.2 (38.0 91 34.5 0.9 57 64 147 | 27 0.8

Hb, hemoglobin;  Ht, hematocrit;
ALT, alanine aminotransferase;
b*, 16 days after cholecystectomy

PLT, platelet count;
S-Cr, serum creatinine;

AST, aspartate aminotransferase;
ENBD, endoscopic nasobiliary drainage;



VOL. 43 S-2

HEZOF / 0> Epazufloxacin DIV EHEERIGER 417

132208/, 1.4pg/g, RBEERBITIZ BV TIIPZFXI327 4/
ml, 1.0ug/ml, PZFX glucuronideff i3 PZFX#H T27.0ug/
ml, 0.3ug/ml, MLi& 2B\ TIEPZFX I3 1.1pg/ml, 1.8ug/
nDEEHEERTH o7,

EEERRB I RBATIC DV T, Table 2- 212 R %2R L
7o PZFXIZMIE Tl 5% 1~ 4R BZICE— 7 L~
¥ 7% 9 1.1~5.0pg/ml, 8FFfH 1% Ti30.3~1.0xg/ml, fBI
T2 ~SEEEIRICE— 2 LNV ER D, 23~156ug/

ml, 8B % Tl31.2~39ug/ml% /R L 72, PZFX glucu-
ronidefkiZfBIt THR G H2 ~4BRKICE— 27 LRIV ER
n, PZFX?&%T“Z.S"15.1pg/ml@;’§§%f“§) 272,

2) KM - FUBR - R T REREREAT

BES L o 721412V TEFDEER T % Table
1-213R L7z RERZSHIOIFHERE - B3 £2fI1E
FETHo20%, EFpIHMERB X TML/IMRDF AT,
FEBIg |2 AR MERE A 3320 H 7z,

Table 1-2. Background of patients in pharmacokinetic study for pazufloxacin

C Aggé}('r ) Disease RBC Hb | Ht
ase x 104/mm3 | g/dl | %

x 10%/mm?

AST | ALT
(GOT), |(GPD),
U IU

WBC PLT
% 104/mm?®

ALP | BUN | S-Cr
IU | mg/dl | mg/dl

Breast cancer 453 14.1 |42.2

45 22.3 33 39 266 15 0.6

Mastopathy 333 11.5 (34.8

47 13.3 21 16 174 18 0.5

Fibroadenoma 525 15.2 |45.3

78 22.3 17 14 164 10 0.7

Intraductal papilloma 444 13.5|31.9

37 25.1 23 18 131 17 0.6

Fibroadenoma 434 13.1 (38.4

53 19.3 19 13 109 15 0.5

46
k F
50

Breast cancer 372 11.5|33.8

43 18.5 20 9 94 12 0.4

45
l F
56

Fibroadenoma 436 10.6 |33.8

39 28.0 18 47 158 11 0.6

78
m F
51

Intraductal papilloma 468 14.5 |41.3

62 21.0 21 24 183 17 0.7

36
n F
41

Subareolar mastitis 379 12.5(36.2

71 28.1 14 9 139 9 0.9

41
0 F
61

Lipoma 417 12.6 {36.3

47 22.3 18 14 130 14 0.8

55
p F
48

Lymphadenitis 373 10.4 |132.1

21 8.8 34 20 359 14 0.5

47
q F
61

Breast cancer 432 10.6 {32.9

75 40.4 24 24 129 15 0.6

24
r F
46

Fibroadenoma 404 12.1 |135.7

47 23.9 10 14 77 12 0.6

43
] F
46

Breast cancer 358 12.7 137.0

44 20.9 34 34 110 9 0.5

Hb, hemoglobin;  Ht, hematocrit;

PLT, platelet count;
ALT, alanine aminotransferase;

S-Cr, serum creatinine

AST, aspartate aminotransferase;
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¥ 7R E S B 4 Table 2-3127R L 72, PZFXOKEHE
P RE (3 3% 5 7£0.9 ~ 2. 4B [ TO0.2~ 3.7pg/g, FLARARK
il RIS %09~ 2. 18R T0.3~1.1ug/g KZ T HEHA
BRI S 1.1 ~ 2.4B8RT T0.1~0.7xg/g, ME PR
B3 5-71.1~2. 50 M T0.4~1.9ug/mlTH > 72,
m. B Bk & #% &
1. WREHE
19924108 #* 5199346 A £ T KM L AFEF
HEZNFB L OBERRICARED S ILERMES L
- BB RR G AE 29I ICPZFX 2 ¥ 5 L, ERR#R, #MH
ZFHME, BIUOREMERET L,
PZFXiZ1[E]100~200mg, 1H2~3[E, 3HLL L#&5¥
0% ERI L L TEENE AR GIE DGR Z 1T 72,
BRIk sh B3 I KR L KFE AR OB OREER
BASEGRN R EEE -T2, TabD,
5 5 BG3E UPIC2/30 LD REEKRATEE
L7-BE,
A% 4, 5 T2/3ULDREERIHE LGS,
RRER  SHLUAIZIE2/3IEL WD OD, THLL
PAT 5 DD RIEFERDIEER A LT
%,
B AL REFEROBEES ANV, BELL
b A=)
& L7z (Table 3),

ME R IFRES OSSN IHOERE b T
W, R, B, PEOIRBTHMLZ. 25,
HERRA T ( 2 B 72 EIERERIZLD, HRIED =D DR
RDRELT X 72 e o 723 BITHR, BRRTHIER
HASE IO —HIIBV TR LIHEDH 5 id—H
EOWE L2 E RY, BRMBHOBREITNT
WL, MEOEASEINIHEIERAL L,

SEEE OARERCH T AMICIE B A LFEREFERIRE
EZEDEIELRZTY,

EEpRkRZE L, JEAIE L CHkGRI7H 2 5k GRMKH%L
Hig$ TN REZHGRIOREL LT, &EH
MG 3E A LI SRTHRTAKRE TIHbWIREZ RS
momEE LTIRA L,

BERARZE I DV CIEEARN I B R LEREFRD
MEEIC L 2EER, BRBREREOHEEEIZEL
TV, HIEEED VD DIZDWTIE

EE-ERLA
BIE LA L THAEH 200 % LA E DO ZEY
EE—-EFER

HEDSEEELRD120% L EDOEE)
EE—EED) bAEELREE
DORVE L IZDOWTHE L,

B, ARRLANEBEARRKEZOBHZETL
EOLBMHHEEE L, EEHAZVL, OBEICILEER

Table 2-1. Levels (ug/ml or ug/g) of pazufloxacin with its glucuronide in serum, bile and gallbladder after

oral administration of 200 mg

Sampling time

Case Drug M) Gallbladder Bile Serum
a pazufloxacin 3.3 2.2 274 1.1
pazufloxacin glucuronide* : 27.0
b pazufloxacin 35 14 1.0 1.8
pazufloxacin glucuronide* ’ 0.3

* Glucuronide of pazufloxacin estimated by alkaline-hydrolysis

Table 2-2. Levels (ug/ml) of pazufloxacin with its glucuronide in serum and bile after oral administration of 200 mg

Case Dmgaqd Oh 1h 2h 3h 4h 5h 6h 7h 8h
glucuronide O h) (0-1h) |(1-2h)| 2-3h) | (3-4h) | 4-5h) | (5-6 h) [(6-7 h)| (7-8 h)
Serum pazufloxacin ND*? | ND*2 2.8 1.6 1.0
c Bile pazufloxacin ND*! | ND*! | ND*! 8.4 9.4 4.6 5.7 3.2
pazufloxacin glucuronide ND*! | ND*! | ND*! 15.1 12.5 6.7 7.3 6.0
Serum pazufloxacin ND*2 0.6 1.5 1.1 0.5 0.7 0.3
d Bile  pazufloxacin ND*! ND*! 2.3 0.4 2.2 1.2
pazufloxacin glucuronide ND*! ND*! 3.6 0.6 1.5 1.1
Serum pazufloxacin ND*? ND*? | ND*2 | 1.1 0.8 0.7 0.7
e Bile  pazufloxacin ND*! 0.3 0.3 1.0 2.6 2'6 1.2
pazufloxacin glucuronide | ND*! ND*! | ND*! 1.4 2.5 1:0 0.9
Serum pazufloxacin ND*? 5.0 4.2 2.4 1.3 0.8
b* | Bile pazufloxacin ND*! | ND*' | 38 | 156 | 107 | 80 | 61 | 44 | 39
pazufloxacin glucuronide | ND*' | ND*' | 26 | 11.9 | 63 | 56 | 40 | 37 | 26

b*, 16 days after cholecystectomy;

ND*!, =0.05 and traces negative;

ND*2, =0.05 but traces positive
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B i o SR ST T AESE 12 2901 (B 1661, ZtE1361)
¢, E#1321~ 82K FH508+ 181K T, KEDWE
XN 722661 DFII1E56.5+12.1kgTh o 720 EHIDOHK
E#ME3~13HFH7.0+2.4H, BIk5EI130.8~7.8g
F3#3.1+1.9gDHERTH o7z, LTINS DFEFIZD

WCEHE L 7z BIEBIZ & DEH I Table IR L7,

1) FBRRZHR

KRB DOEERENE (X Table 5- 1127~ L7z, BRI DER
IREN R EAAT LN 72296 TIXE# 136 (45%), AH
9, RRESHE, EH26, BIEIC%)DERTH>
720 —RMDIEE K16 TIXHESD, percutaneous trans-
hepatic cholangiodrainage (PTCD) f DEE K26 TIIH

Table 2-3. Levels (ug/ml or pg/g) of pazufloxacin in serum and breast (skin, gland, fat) after oral administration of 100 mg

i i Breast
Case Samph;llg time Serum -
(h) skin gland fat
f 1.2 1.6 1.4
14 0.4
g 1.3 0.2
1.1 0.3 0.1
b 2.2 0.7
0.9 0.7 1.0
. 1.6 0.8
! 1.5 1.4
. 1.1 1.4
) 1.0 0.3 1.1
1.7 0.9
k 1.6 3.7
14 0.7
2.2 0.8
| 2.1 0.5
2.1 1.1
2.1 0.2
o 1.5 1.9
1.5 1.2 0.4
1.4 0.7
n 1.3 1.1
1.0 0.8
1.4 1.0
° 1.2 1.8
2.5 1.2
P 2.4 0.4 0.7
1.7 1.5
q 1.3 14
1.2 0.7
1.8 0.7
r 1.7 0.4
1.5 0.4
s 1.8 1.4
14 0.4 0.2

Table 3. Grading of response after treatment with pazufloxacin

Day of judgement*

**Signs improved/total signs (%)

=67 17 ~66 0~16
0~3 Excellent No assessment No assessment
4~5 Good Fair No assessment
6~7 Fair Fair Poor
=8 Poor Poor Poor

*Day after treatment began,

**total number of signs was 3 ~6.
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Table 4. Details about patients treated with pazufloxacin
- Side
Disease . .
Case |Age site | Bacterium isolated at start mic | P [puration 'gom BfCt?I;JO' Clinical Aﬁ)f:xidr:ﬁ]
0. |( )Sex (related surgery) | Severity | | (ug/m) dose (days) |995€| OB | efficacy
- underlying disease Bacterium isolated after end ® (® | response laboratory
complication test result
Cholangitis Could not be tested
1 |8 |F cholelithiasis ~ [Moderate| | 0.2x3| 3 |1.8 |Unknown | Poor —
choledochal stricture Could not be tested
Pseudomonas aeruginosa 3.13
" Enterococcus faecalis 3.13
2 lea| M Ch‘émﬁlsop’l;CD Moderate| | 02x3| 7 |4.2 |Decreased| Good -
gom Pseudomonas aeruginosa
Streptococcus pneumoniae
Cholangitis PTCD ND
3 |62|F ﬁv:rt‘g‘iclz‘ e | Mid | L 0.1x2| 8 |14 |Unknown | Good -
oo TR NT
obstructive jaundice
Staphylococcus aureus 0.20
4 |64 |M Infectegaitl?eroma Moderate ENS 0.39 l92x3| 7 |4.2 |Eradicated| Good -
Wound was healed
Staphylococcus epidermidis 0.39
5 | | a | Ifected atheroma jypoporiel 01x3| 7 |21 |Eradicated| Good | —
°g Wound was healed
Staphylococcus epidermidis
Infected atheroma Peptostreptococcus asaccharolyticus
6 |32 |M 1t auricle Moderate| Peptostreptococcus sp. 02x3| 7 4.2 |Eradicated |Excellent —
1
Wound was healed
Staphylococcus aureus 0.20
7 |65 | p | Infected atheroma |y serzte | 02x3| 5 |3.0 |Eradicated|Excellent| —
ND
CNS 0.20
8 |41 | m | Infected Ahetoma |y o pye Prevotella sp. 020 lo2x3| 12 | 7.2 [Eradicated| Good | —
Wound was healed
Infected atheroma, CNS 0.39
9 |62 | M| occipital region, |[Moderate| | 02x3| 5 3.0 | Unknown |Excellent —
diabetes mellitus NT
Propionibacterium sp. 0.78
Infected ath
10 |50 | M eclteauz:iclz TOM2 |\ foderate \lN ] 02x3| 8 4.8 |Eradicated |Excellent —
ound was healed
Furuncle,
. muchal region Moderate Staphylococcus aureus 0.20 o2x3| 7 42 | persi
cerebral infarction Starhol . . ersisted | Poor —
diabetes mellitus phylococcus aureus
CNS 0.20
Furuncle, Prevotella bivia 3.13
12 |27 | F It thigh Moderate| | 0.1x2| 7 | 1.4 |Eradicated|Excellent| —
Wound was healed
CNS 0.39
Subdermal abscess, Staphylococcus epidermidis 0.39
13 (24| M buttock Moderate | Phy epide 02x3| 5 | 3.0 |Eradicated|Excellent| —
Wound was healed
CNS 0.39
Subdermal abscess,
14 (30| M 1t buttock Moderate t’V . el 02x2| 5 2.0 |Eradicated |Excellent -
ound was heale
Klebsiella pneumoniae =0.024
Escherichia coli =0.024
. CNS 3.13
Paronychia, .
15 |49 | F It thumbs’ head Moderate| Enterococcus faecalzs 6.25 |0.1x2| 7 1.4 |Eradicated|Excellent —
Corynebacterium sp. 0.20
!

Wound was healed
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Table 4. Continued

LN, lymphnode;

meta., metastasis;

CNS, Coagulase-negative staphylococci

Subareolar mastiti ND
16 | 56 ubareoktt AU | Moderate | | 0.1x3| 10 |3.0 | Unknown | Fair
Wound was healed
y-Streptococcus 3.13
17 150 Subareolelltr mastitis Moderate Peptostreptococcus magnus 0.39 0.2x2 7 | 2.8 |Eradicated| Good
Wound was healed
Subareolar mastitis Prevotella bivia 0.78
18 |36 u It Moderate | | 0.1x2 4 | 0.8 |Eradicated |Excellent
Wound was healed
Peptostreptococcus anaerobius 0.78
19 | 24 Subareolzlxtr mastitis Moderate feptostreptococcus micros 1.56 0.1x3 7 9.0 |Eradicated| Good
Wound was healed
. Peptostreptococcus anaerobius
20 |21 Subareol:;\tr mastitis Moderate 0.1x2 7 | 1.4 |Eradicated |Excellent
Wound was healed
Morgar}el{a mO(ganii =0.024
21 |31 Periproctal abscess |Moderate lEschenchza coli 0.05 0.1x3 7 2.1 | Unknown | Fair
NT
Escherichia coli =0.024
. Bacteroides fragilis 3.13
22 {49 Pexl'ilsgcctiarlrﬁ(t;:icsess Moderate | Veillonella parvula 0.10 {0.2x3 7 | 4.2 | Replaced | Fair
!
Staphylococcus aureus
Eschgn'chia coli ) =0.024
23 | 55 Periproctal abscess | Mild {(lebstella preumoniae =0.024 02x3| 13 |7.8|Unknown | Fair
NT
Po wound infection
lower midline Staphylococcus aureus 0.39
24 |44 resection Mild l 0.1x3 7 2.1 | Unknown | Good
(of colon & ) NT
hepatoma
Po wound infection NT
2% | 67 lower midine | | 02x3| 5 |3.0 |Unknown | Fair
(colectomy) Wound healed
sigmoid colon ca. ound was hea'e
Po wound infection
upper midline Pseudomonas aeruginosa 0.39
26 | 81 (cholecystectomy) Mild 1) 0.2x3 5 | 3.0 |Eradicated |Excellent
cholelithiasis Wound was healed
hypertension
Po wound infection
upper midline Pseudomonas aeruginosa -0.20
27 | 82 (cholecystectomy) Mild ! 0.1x3 3 | 0.9 |Eradicated |Excellent
cholelithiasis Wound was healed
hypertension
Polgvigiuqéff::on Pseudomonas aeruginosa 0.39
28 | 67 Mild i 0.2x3| 13 | 7.8 |Eradicated |Excellent
(colectomy) Wound healed
sigmoid colon ca. ound was heale
Po wound infection
upper midline Pseudomonas aeruginosa 0.39
29 |53 (cholecystectomy) |Moderate | | 0.1x3| 7 |2.1 |Eradicated| Good
liver cirrhosis Wound was healed
liver cyst
NT, not tested; ND, not detected; PTCD, percutaneous trans-hepatic cholangiodrainage; ca., cancer;
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W26, RIS T TIZER45), HxH3B, BT
IERLE, EAIE, RTREF TIEER2E, NE
B 2160 TIZER, LBRASHITIEER2H, FRh26,
RRALE, ALFEEREISTIER AR, MKk
DRIEG6HI TIZERIF, BH26, LLAMIBIORK
BTHo7,

F2R B O BERRES O BaR &R 13 Table 5-2127R L 72,
BERE L b o ERABITIIAERLE, RRERh2H,
MR, BIRERGE 136 TIIERB, BExh3B, EX)

161, BAE92%, 2HERGIB TIIER 26, AR)5H,
2R BN, BHET8%, IEIELL L DBEREIFITIIE
W2, RLRENBOERTHo7,

SR ORI R dTable 5-31X/R L7z, BIETHIT
TZR36, ARh2Bl, RER2E, ARMETLI%, %
FE2201 TIXZERN 1051 (45%), BR7HI, 2REZ)3H,
mN2fl, BRRIT%DHERTH o7,

1B 5 BRI DKL) R Table 5-413R L 72, 200mg
EESFITIXEAB, BxH16I, 300mgix 576 TidE

Table 5-1. Clinical efficacy in different infections

Number of patients with clinical efficacy of:

Disease Excellent Good Fair Poor Total
Cholangitis 1 1
Cholangitis PTCD 2 2
Infected atheroma 4 3 7
Furuncle 1 1 2
Subdermal abscess 2 2
Paronychia 1 1
Subareolar mastitis 2 2 1 5
Periproctal abscess 3 3
Po wound infection 3 2 1 6
Total 13 (45%) 9 5 2 29

(Efficacy rate 76%)

PTCD, cholangitis during percutaneous trans-hepatic cholangiodrainage;

po, event occurred postoperatively

Table 5-2. Clinical efficacy in single or mixed infections

Number of patients with clinical efficacy of:

No. of strains isolated

Excellent Good Fair Poor Total

Not detected 1 2 1 4
One 9 3 1 13
Two 2 5 2 9
Three or more 2 1 3
Total 13 (45%) 9 5 2 29

Table 5-3. Clinical efficacy by severity of infections
) Number of patients with clinical efficacy of:
Severity

Excellent Good Fair Poor Total

Mild 3 2 2 7

Moderate 10 (45%) 7 3 2 22

Total 13 (45%) 9 5 2 29

Table 5-4. Clinical efficacy by daily dose administered
Daily dose Number of patients with clinical efficacy of:

(@ Excellent Good Fair Poor Total

0.2 4 1 5

0.3 1 4 2 7

0.4 1 1 2

0.6 7 3 15

Total 13 (45%) 9 5 2 29
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W1gl, ARG, LRLEZN2HI, 400mek 5 26) TIZE
H1F, BB, 600meix 51560 TILEXN 76, BFX3
#l, 2R BZ3B, EXh2BITH > 72, ME DT REIRRER,
2EER, IHREELEZEHRLOMICHBZED
27

2) MEFHBRIR

REE DS BEIRFER OHIHE F %R % Table 6-1127R
L12e RAEDOSBERAEN OHMBEENSRHEDITTHOI
1218 TIETE 51851 (86 %), WA 1%, WRMALHF, A
E1HI, HEEIOBDHERTH o7z, EIMEKL11FT
FIE%1060(91%), AK1P), 2HERG7H) TIdiH%k6
fl, BB, 3EMELL L DRRGIBITILiH K26, B
RIFIOERTH > 72,

ABE N OB FRIE)RIX Table 6-212/8 L7z, 5B
HANOMEFRN R EA T O N /236 K TILTH K344k,
RV1EkR, AELIK HEFMUBO/ERTH - 72,
Staphylococcus aureus 3 ¥k TIX 1 L 24k, AZE 1 #k,
Staphylococcus epidermidis 3Bk TIITH L 3#k, Coagulase-
negative staphylococci (CNS) 64k TIiE564K, 7-Strepto-

coccus 1VBR T3 18 5L, Enterococcus faecalis 2Bk TILTH %2
¥k, Corynebacterium sp. 1¥k TIZTH R, Peptostreptococcus
anaerobius 2¥k TIITE L 28K, Peptostreptococcus asaccharo-
Iyticus 1BR TIITH L, Peptostreptococcus magnus 14k T
{HEE, Peptostreptococcus micros 1Bk TILTHE, Peptostrepto-
coccus sp. 1R T2k, Propionibacterium sp. 1#K TIL{H
4, Escherichia coli 28R TIXTH 2%k, Klebsiella preumo-
nige 1¥R TIITH LR, Pseudomonas aeruginosa 5k TILIH
ark, WA 1BK, Bacteroides fragilis 1 ¥k TIZIH K, Pre-
votella bivia 2FR TIZTH 28K, Prevotella sp. 1¥R TI3iH 5,
Veillonella parvula 1R TIXHEDHE R TH -7,

7T LM IFREERE TI315/16(94%), 7T L
HEBEAMETIR7/7, 77 ABRMITFREETIE7/8, 7
7 LR EAME TI5/50HEKTH > 72,

3) EEEER OMIC

(GHRFGEF O S BEHE 1234 A PZFXDOMIC (ug/ml) 12D
V»TTable 7-1, 7-2127/R L 72,

B OMICIE Table 7-1127R L7z, SEEHEBIDOMIC
HIE T HN7238% TIL=0.024ug/ml 6%k, 0.054g/ml

Table 6-1. Bacteriological response in single or mixted infections

Number of patients with bacteriological response of:

No. of strains isolated

Eradicated Decreased Replaced Persisted Total
One 10 (91%) 1 11
Two 6 1 7
Three or more 2 1 3
Total 18 (86%) 1 1 1 21

(Eradication rate 90%)

Table 6-2. Bacteriological response by bacterial species

Number of strains with bacterial response of:

Bacterium isolated at start -
Eradicated

Decreased Persisted Total

Staphylococcus aureus 2
Staphylococcus epidermidis

Coagulase-negative staphylococci

y-Streptococcus

Enterococcus faecalis

Corynebacterium sp.

Peptostreptococcus anaerobius

Peptostreptococcus asaccharolyticus

Peptostreptococcus magnus

Peptostreptococcus micros

Propionibacterium sp.
Escherichia coli
Klebsiella pneumoniae
Pseudomonas aeruginosa
Bacteroides fragilis
Prevotella bivia
Prevotella sp.

Veillonella parvula

1

—_ e DN = U1 = DN e = HE N =N WW

3
6
1
2
1
2
1
1
1
Peptostreptococcus sp. 1
1
2
1
4
1
2
1
1
4

Total 34 (94%)

—
p—
w
(o)}
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18, 0.10ug/ml 18, 0.20ug/ml 8%k, 0.39ug/ml 11%k
(29%), 0.78ug/ml 3%k, 1.56ug/ml 1%k, 3.13ug/ml 6
BE, 6.25ug/ml IBRDFERTEH o 72, CNS 7THTIiZ0.20
pg/ml 28k, 0.39ug/ml 4%k, 3.13ug/ml 1%k, 7-Strepto-
coccus 1#k1%3.13ug/ml, E. faecalis 2 T133.13xg/ml 1
¥k, 6.25ug/ml 1¥k, P. aeruginosa 5S¥ETI130.20pg/ml 1#%,
0.39xg/ml 3#k, 3.13ug/ml 14k, B. fragilis 1#k T
3.13ug/ml 1%k, P. bivia 28 T130.78xg/ml 1%k, 3.13
pg/ml 1%k TdH > 72, MIC 0.39:g/mlDEIZ11#:29% 7°
54 L, 3.13ug/mENTF OMAITHRIT% % 7=,
SBETE & MICIZ & 5 {5 KL IE Table 7-2127R L 72,

EEARROHEAIT N7 32BR TIZ30BRATHRL, 1§
£HIL% TH o720

7 L72#kiE, S aureus 1k (MIC 0.20), P. aeruginosa
1# (MIC 3.13) DA TH o 72o MICOITIZ D5
HEITHEE L7

4) BEWEEB L UBRREBORERE

AEH RSB RICEWER &£ E 2 b5 BIIUERER
BROHONLD 272,

Ba R R 13 4% 5B % T 146012 E M S 7z (Table 8),
BERICPZFXIC L B L EZONLREREZRLIE
Bl e Hh o7,

Table 7-1. Minimum inhibitory concentration (zg/ml) of pazufloxacin for bacteria isolated at start of treatment

No. of strains inhibited by MIC (ug/ml) of:

Bacterium isolated at start No. of strains

=0.024

0.05 0.10 0.20 039 0.78 1.5 3.13 6.25

Staphylococcus aureus
Staphylococcus epidermidis
Coagulase-negative staphylococci
~v-Streptococcus

Enterococcus faecalis
Corynebacterium sp.
Peptostreptococcus anaerobius
Peptostreptococcus magnus
Peptostreptococcus micros
Propionibacterium sp.
Escherichia coli

Klebsiella pneumoniae
Morganella morganii
Pseudomonas aeruginosa
Bacteroides fragilis
Prevotella bivia

Prevotella sp.

Veillonella parvula

b DN = T DD R e DN S DN
- DN W

3 1
2
2 4 1

—

P—

Total

w
oo
»

1 1 8 11 3 1 6 1
(29%)

Table 7-2. Bacteriological eradication at the MIC (ug/ml) of pazufloxacin for various strains

Bacterium isolated at start

No. of strains eradicated by after/No. of strains isolated at start

=0.024 0.05 0.10

020 039 078 156 3.13 6.25 Total

Staphylococcus aureus 2/3 2/3
Staphylococcus epidermidis 2/2 2/2
Coagulase-negative staphylococci 2/2 3/3 1/1 6/6
v-Streptococcus 11 11
Enterococcus faecalis 1/1 1/1 2/2
Corynebacterium sp. 1/1 1/1
Peptostreptococcus anaerobius 11 11
Peptostreptococcus magnus 1/1 11
Peptostreptococcus micros 1/1 111
Propionibacterium sp. 1/1 11
Escherichia coli 2/2 2/2
Klebsiella pneumoniae 11 1/1
Pseudomonas aeruginosa 11 3/3 0/1 4/5
Bacteroides fragilis 1/1 11
Prevotella bivia 11 11 2/2
Prevotella sp. 1/1 1/1
Veillonella parvula 11 11
Total 3/3 11 7/8 9/9 3/3 1/1 5/6 1/1

30/32
(94%)
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Table 8. Laboratory data before (B) and after (A) treatment with pazufloxacin
Case RBC Hb | Ht WBC | Eos | PLT (ég% (élL,% Kne | BUN | sCr
no. x 104/mm? | g/dl % x 102/mm? % x 10*/mm? U U U mg/dl | mg/dl
B 351 11.6 | 34.6 79 5 12.8 50 65 29.9* 7 0.6
1 1A 351 11.7 | 345 75 6 13.8 40 57 34.0 | 6 0.7
9 B 460 15.1 42.3 162 0 26.9 35 30 455 78.3 2.4
A 487 15.6 | 45.7 149 1 19.5 38 32 469 39.0 1.2
3 B 329 94 | 26.6 57 29.4 45 65 8 0.6
A 321 9.0 | 264 63 0 38.7 16 26 334 6 0.6
5 B 435 13.6 | 41.6 100 19.3 16 15 138 19 0.5
A
6 B 591 18.0 | 56.0 64 22.0 21 23 144 13 0.9
A 600 18.0 | 57.0 57 23.0 27 26 150 14 0.9
7 B 457 13.6 | 42.9 53 25.0 12 16 128 23 0.7
A 447 13.5 | 41.5 47 23.5 15 18 114 17 0.6
8 B 474 155 | 4.1 83 3 10.6 35 30 154 17.6 0.9
A
9 B 454 13.9 | 41.2 52 3 23.0 12 10 121 26.6 1.9
A
10 B 516 16.1 | 47.3 85 4 20.1 20 29 151 10.2 0.8
A 506 15.8 | 46.9 83 3 21.1 35 20 154 12.3 0.9
1 B 407 12.6 | 36.7 74 15.9 11 11 233 10 0.7
A 377 11.3 | 34.7 71 19.2 22 25 285 10 0.7
12 B 487 16.2 | 46.6 117 29.0 17 12 6 0.7
A 485 15.3 | 46.4 69 8 29.7 15 12 159 8 0.9
14 B 475 14.8 | 41.6 104 1 24.9 19 13 88 114 0.8
A
15 B 396 12.0 | 35.2 54 5 28.6 25 26 81 15 0.7
A 390 11.9 | 34.5 47 0 31.2 25 21 79 13 0.7
16 B 478 154 | 45.0 38 1 24.2 15 8 172 14.4 0.5
A 465 15.1 | 43.9 39 2 24.3 16 9 171 13.6 0.6
17 B 461 14.5 | 41.5 56 1 20.3 30 39 180 14.8 0.5
A 426 13.5 | 38.0 55 3 29.2 29 44 163 15.7 0.5
18 B 379 12.5 | 36.2 71 1 28.1 14 9 139 9 0.9
A 366 12.0 | 35.2 42 0 26.3 14 10 127 9 1.0
19 B 433 14.3 | 41.3 66 0 21.3 14 9 126 11 0.7
A
20 B 394 12.4 | 359 71 23.5 15 12 14 0.7
A
21 B 414 13.6 | 43.3 94.7 3 13.8 33 38 10.0* 6.5 0.6
A
2 B 400 11.3 | 37.2 32 3 27.0 28 21 217 11 0.5
A
% B 405 12.8 | 39.2 74 2 23.2 21 12
A 401 124 | 38.2 68 3 22.8 14 8
28 E 403 12.2 | 36.9 44 22.9 16 7 116 16.6 0.5
29 B 337 10.5 | 30.5 34 7 23.0 40 61 202 8 0.7
A 344 10.5 | 32.1 43 5 19.1 43 43 198 13 0.7

AST, aspartate aminotransferase;

S-Cr, serum creatinine;

PLT, platelet count;

ALT, alanine aminotransferase;
Eos, eosinophilic granulocyte

Hb, hemoglobin;

Ht, hematocrit;
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PZFXEIBVIIFBETIIBWTIREWIER SN
5L, ZORTHIFICHEFHICER SN TEIT SN
72ERTHD, PZFXIIED 2 —F /0 VEIZHN
ZORBOAIREIISC, —HMF@EEFEEIE R
FEINERSAFVE V) BH-EEFT LY, JLE T ITtosu-
floxacin (TFLX) & W 455 & DDOMBC EMICHZEIF/NE L
MR DO HIREE XK <Y, K pneumoniae, P. aeruginosa
< 7 A R 3Bt E & T 1 ofloxacin (OFLX), norfloxacin
(NFLX), ciprofloxacin (CPFX), TFLX 7% & & h BN 7-%)
EPAHRLNBZL"BHRESN T3S,

4[], PZFXiZ200mgHi E#E %5 CREEBAZGE OB
17314, 2.2ug/gTh o 72H%, FEBBH~DOHITIXL0,
27.4ug/mOBHEIZFED S N7z, FEFAYICHRET L2
FBATICOWT S ¥— 2 LAV AH2.3~15.64g/mDEFH
2R b6z,

INGHATR & BRRBYMRET TIZPTCDH DJBE 41213 &
L= REDOPBEERIZIZTENT, FESVEITA
By, IEEER - BREROFEHEN8.7% THo7"2 L &
D, BOWRETHAEGROBEEOIEXIIIEREIHF
T&b, —a—F/0 OEFBITHICOVWTEIZFKA
EEEBEERARMY=2—% /0 > Ta» 5 fleroxacin
(FLRX)  2SBBit s ~200mg B [ #% 5 T2 ~ 4B/ ¥ 72134
~6EEEI R Y — 2 L X )V3.50~7.30ug/ml, sparfloxacin
(SPFX)*A%300mg¥ M#% 5 T4~ 108FRI ¥ — 7 L ~b
84~16.7ug/ml& RIF LB BITA /R LI EHE L TW
BH, INHIIDWTOREERKRIYE I3 T 5 BERAIERIZ
BETL Tk,

J A A4 ~ 5BF R DOFLX, CPFX, TFLX O B B4 &%,
FEH~DHAITIZ200mg B @] 4% 5 TREBEAR KRB 13
OFLX 1.26~5.42ug/g"', CPFX 1.01 ~3.44ug/g"", B &
fEH PR 12 OFLX 4.56~ 14.8ug/ml™, CPFX 0.71 ~
9.45ug/ml" REER)IZHEIE L ZIBHNIBEOE -2 LA
V¥, OFLX'?4.1~4.6ug/ml, CPFX'" 1.9~ 5.5 ug/ml,
TFLX" D355 300mg ¥ []#% 5 T0.5~6.3ug/ml & ik &
NTVb, TNEFNHHED VR LABICBIT HIBERK
AE W2 AT A R R &b R 1L OFLX 86.7%'", CPFX
77.8%', TFLX 83.1%'" Tdh A T & & b fBEBRISE 12
3 L CPZFXIZEEIAIEE THBITB L OBRED
THDBEN RN 2 —F /0L ELIZIZFE%EDO%
RERTEEIOLNS,

R - BREDHLARR G (AT 3 5 K AR D AR 1T
2, MENEEDIERDHROEELERTH S,

PZFXDIMRKEBIZ BT A EHBITIE, 100mgH EF
O4%50.9~2.4F % T0.2~3.7ug/g& N TV ¥i3d 5
bDOD, 1.0ug/glh EBATT HEBIA14FIF 7612500
i, F 714810 4F1ANTIZFEEICEHR L2 MiEF L X
Vi EE->TB Y BIFBITHEZR L7,

EEBITIZOWVTIZFR 4 1356 IZSPFXY $¥300mg B [ #%
5728~73B % EEFIRENFTHAEEL XV s
5.9ug/gE TORELZNTY FidH 5 dDD11FIH8H
3 CHEBEICEHA S Mz mAEF LNV E EBloTwa
EEARELTWAS, T/, BHHIECPFX ) 200mgh
El#% 5 T0.8 ~ 3.0 & FH AR L NV 5 2.1 ug/g ¥
TOREENEEL /R L 21645 TR IZEHA L 72 M4
LNV EE-TWALIREL TS,

BEEBITIC OV TEEAGS P LNLVOkIEI s
DH|E L B L7254, PZFXIISPFXIZE 5 DD,
CPFXX Y K&\, LA LEMBITORIZSPFXTE X
bR IZ1.00ug/gll EDIREDBAITHRD LMD
11BIF4BITH D, TOEA»L KT % LPZFXOKHE
BITIERIFE VR 5,

AREBICBIT A2 —F /) 0 Y EOFBKICHT S
FER &8 1%, levofloxacin (LVFX)0/5', CPFX 70.0%',
SPFX 66.7%*, TFLX 60%'", Lt AMEFH I N\ R
WERIOHR IN S,

PZFXD LR AT I13100mg B A2 047 5-0.9 ~ 2.1 K5
#%7T03~1.1ug/gTH Y, 1.0ug/gbh ERITT 5 EFHS
Bl 3BIIEED b7z, CPEX" DIIREITICN T A8
TIECPFX 200mg B M FE O 5 0.56 ~ 2,028 % T
<0.125~2.72ug/gTH Y, 1.0ug/gbl LTS HERD
BIF3FIIFED LN TV 5,

CPFXDE"™ & L TPZFXIZ100mgB E#H% 5125
WTHBRBITIIRIFLEZ 5N b, PZFXDJEH T Dk
FE130.1~0.7ug/gTIAF L RIVIZEL7-BlIZ 2 h o 720

FURRZEITH L CPZFXI380% D ERIE AR L, HEY
YRTT LEORERIIBOUTR778%DEHERTHo1-
Z e HRNENRE - BRRAREOME A S PZFX IR
W3 L CHERMESEETE S,

MICIREABEHEN S > TV AMBEERA* RT R LEE
SNBINTRA=5—D1DTHb, KRBRTIISESN
7zMIC%*1.564g/mlLL EODCNS, 7-Streptococcus, E. faecalis,
P. micros, P. aeruginosa, B. fragilis, P. bivialZxF L CHIE
FHIRRIIMIC 3.13ug/ml DP. aeruginosa 14k % & X 1l
KL Tw7zo MICEUT OARIEHR 0 MM AB1T 25815 % 12
ELZ-bDEEZ B,

Bolt, —2—%/ 0V EIZHHEEOREIHE SR
T 2o R HIXOFLXIZH ¥ 2 W EH LS. aureusT
11%, Z ® 9 % 94% i3 methicillin-resistant S. aureus
(MRSA) TP. aeruginosaTi244%, it 1 3OFLX % &
LISFAE L, S aureus, P. aeruginosal> 5\ T, JNiESY
SBEPABESRE T %2 P, aeruginosa® NFLX 2 333 5 it
B 22V TH H 557 3 MRSA, methicillin-sensitive S.
aureus, Streptococcus pyogenes, Streptococcus pnewmoniae, P.
aeruginosa DM HEALIZ OV THRE L T2, REHIZD
WTHINSIT 2 EHC WBEEFLETHA9H,
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B4 IEERIC L HEER - BRREBRELH2E
BLaboT. EHES VORI T LBEICERINL
1597810 5 LEMER OB % A7- D%, 4261(26%),
BRBREEORELEII746) (5.7%) LD LN T W
5o BHEROREIX, BEDOLDONETHY), EFEDD
DIRFOLNL P o7z, FFIC, BEEROEER IRE
DOYDNETH o7, —a—F /) O VEOHEL VKRY
Y LB BT 2 MEER DBIVER B FRIIPZFX 06%
(9/1597)%, FLRX 1.8% (21/1182)*”, SPFX 0.6% (17/
2754)™, OFLX 0.6% (16/2856)', CPFX 0.4% (11/
9575)", TFLX 0.4% (13/3010)"Td V), #EHERD
AERORBREICDODVWTIIFEEL ETH o 2T
PZFX 11% (1/9)®, FLRX 57% (12/21)*”, SPFX 29%
(5/17)®, OFLX 44% (7/16)*, CPFX 36% (4/11)'®,
TFLX 15% (2/13)" TH A I L LHEEHK—LTD
BB TE& 2V H DOPZFXIEMHERDEIERADOREX
PELS, RIGERSTTORERIM-—2—F /0 V& X
NHIBVWELFHEING,
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New Oral Quinolone, Pazufloxacin in the Treatment of Patients with
Surgical Infections

Ken Morimoto, Hiroaki Kinoshita and Shuichi Nakatani
Second Department of Surgery, Osaka City University Medical School
1-5-7 Asahimachi, Abeno-ku, Osaka 545, Japan

Takami Ueda
Department of Surgery, Hattori Central Hospital

Mikio Fujimoto
Department of Surgery, Fujiidera City Hospital

Sanae Hirata®
Department of Surgery, Osaka Municipal Shirokita Citizens’ Hospital

Kunio Ohmori
Department of Surgery, Higashisumiyoshi Morimoto Hospital

(* Present address, Department of Surgery Osaka General Hospital)

We gave pazufloxacin (PZFX) to 29 patients with surgical infections and studied the pharmacokinetics
in the 6 with biliary tract disease and 14 with breast disease, and obtained the following results.

This drug was orally administered to 2 patients who underwent biliary surgery, one patient with
cholecystitis and one patient with cholelithiasis and cholecystitis, at a single dose of 200 mg. The drug
levels were 2.2 ug/g and 1.4 4g/g in gallbladder tissue, 27.4 4g/ml and 1.0 xg/ml in gallbladder bile, and
1.1 pg/ml and 1.8 pg/ml in serum, respectively at 3.3 and 3.5 hours after administration. PZFX
glucuronide was detected at same levels in bile in the gallbladder.

Two hundred miligrams of pazufloxacin was orally administered to 2 patients under T-tube drainage
and 2 under endoscopic nasobiliary drainage. The peak levels of this drug were 1.1-5.0 xg/ml in the
serum at 1-4 hours and 2.3-15.6 xg/ml in the bile at 2-5 hours. Pazufloxacin glucuronide was detectable
in the bile.

When a single dose of 100 mg of this drug was orally administered to 14 patients with mammary gland
disease, the skin level was 0.2-3.7 pg/g at 0.9-2.4 hours after administration, the mammary gland levels
were 0.3-1.1 pg/g at 0.9-2.1 hours, the fat levels were 0.1-0.7 pg/gat 1.1-2.4 hours, and the serum levels
were 0.4-1.9 ug/ml at 1.1-2.5 hours.

Clinical efficacy of this drug was excellent in 13 patients, good in 9, fair in 5, and poor in 2, with an
efficacy rate of 76%.

The bacteriological response was evaluated in 21 of the 29 infections. The bacteria were eradicated in
18 patients, decreased in one patient, replaced in one patient, and persisted in one patient, with an
eradication rate of 90%. The bacteriological response for each bacterium isolated at the start of treatment
was evaluated in 36 strains. Thirty-four strains were eradicated, one strain was decreased and one strain
was persisted with an eradication rate of 94%.

The MICs were calculated for 38 of the bacterial strains isolated. All were 6.25 pg/ml or less, and 27/
38 (71%) of them were 0.39 pg/ml or less.

Of the 32 strains of which bacteriological response was evaluated, the eradication rate was 94% and
the rates of eradication for those MICs were the<0.024~6.25 pg/ml.
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No side effects or abnormal laboratory test result were observed. o
Pazufloxacin seems to be an effective drug for surgical infections, on the basis of pharmacokinetics and

clinical results.



