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(EERBHP~OBITH), BRORHEZTV, UTOREEE,

PR REIEH 72 IE A JE 661 | AE B4 H OMTRTICPZFX 200mg % ZBfERE 12 OS5 L, 28R
CES, EEEKTRELHE L. BRI TSEEZ ON260% K 4B 0REO%RS2
B ] 7% D ML 1% P IR BE 12 7 390.20 £ 0.25,g/ml1 (0.04 ~0.57pg/ml) T o 72755, MkHiBE I3 F
¥)0.26£0.2218/g(0.11~0.57ug/g) % 7R L 7= IEBEAR %/ 1M % b 13 F392.22 £ 1.27 (1.00~3.75)
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SNFHERGE 1480 3 2 R EH OB R ER 2B, BRI, LLAE2H, HEREELE
T, TDOEXZEII84.6% (11/13) Th o7,

MEFOZRII7B L VSRDOEVSTEE SN, BOMELEBILEB256 & 1) 58 X -6k
DB ETHEL2e EOWRIZ, Staphylococcus aureus 2/2, Escherichia coli 1/1, Peptostrepto-
coccus 2/2, Bacteroides fragilis 1/1Td 572,

ARAEG . BMRENZEEREIRD O 2 o728, BRREEREIZ1IFITY >3
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Pazufloxacin (PZFX) I3 B IL{bF T ¥4k 44 L 4
HI NI TFICTERABRBINHTLOEORY) Fo
ANVECBRABEETHS, TOHMELTIE, YK
(1, 2, 3-de] [1, 4] XY V'FFH TV BOI0LIZ1I-T
I/vruTuenvELAL, PRMERICET AEH
DEBHBEPOENTWE I LIZH BV, PZFXIE, 75
LR B & U Pseudomonas aeruginosa® & s 275 LR
HEICH LT, RE#EBEAZIMEARY MVEFL, I13LA
EDBEIEIT B\ CTofloxacin (OFLX) & V) MW BIEM %
BTAHY, REFNIBREWIER L, EBRIBEEIZS
T HEMML, RABHEE% RBE L TOFLX, ciprofloxacin
(CPFX) & h b EN T3, X, AEAOROKSHKT
DMAPEEIREC, &L TRPISERLHICHER S I
Ao SEIEAIIIFBEEY REREFOMES - jB
BHBFBREORI LT L 112, NERRLEL4
Bl % 3 RIAER DERRAER, EEHICOVTRIT L7,
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1. ZEPERRET

FRSECA » LREIET AN, I ) 855 b R
THEPELE AT % 17 o 7 FFHEBEIE 2 B E6BIIC, #iaT

WZRREE DRI L F£IZPZFX 200mg % K 20ml & 3124
O%5 L, 2EFEEER» ICIEEER % 2 LIRS
ML, M+ - BEASRELAE L7, RIEE,
TRBEC —20CHUTICHIE L72e X, MEF~OR
EERAT R AZREICIRET L 72, WERBELL2 TEKRS
HAREBFFERT I THPLCEE CHF o 72,

2. ERRE9RRET

FRAEI0R X Y FR5EAA I, T B wE
SRR LN R BRI 1461 % 3 812 AEH O
RIREB L UREM 2R L7,

ERARZNR DI 213, AEH|Pr 5 BAR5H 3 B BRIC
BfERTROBEE D75 DD S LARLER LD
bOEEY, NMMLELTob08ES, BLER
ROBBIZAEUELE L L D42 R0AS, HLEH
APAREEIIHEL b0 EHE LT,

X, BMESZEER & BRREERE SO SREL
A

T, EBERRRET 2 & NCERIRIORENIC BV TiE, BE
WEILBET I3 20/EA AR OBEDS L
ROBE - ABICOWTHBEL, BT IIOETER
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1. EBERIRET

B EERE H AT B AT B 660 1C AR EF| 200mgE O 5 L
Iy BRBATHEEZ O NI226] % B\ 7246 0 [
dikE S & CIEEME IR % Table 1, Fig. 1, 23R L
1o BIEGIC BT 2B B OMEFIRE L, % 40.04,
057, 0.14, 0.04ug/mlT, F350.20+0.254g/ml T
ofre X, BEMMHIEEIX, £40.15, 057, 0.19,
0114g/gT, F390.26+0.22u8/gTdh o 72, IBPEAR i
gE/MEREIE& 4375, 1.00, 1.36, 2.75TFHT
132224127 TH o 72,

2. ERIRBYRRET

Table 2, 3IZERI L BRIRIMEED—HK 2R L7z H5
13H 4461, 10T, FHiiZ15~-68%K, FiH45.15%,
A 335~ 70kg, F3552.7kgTh > 77, x5 213100mg
X2/BH4%, 100mgX 3/ 8 A37%, 100mgXx4/8 75141,
200mg X 3/B 2B TH > 7z, x5 AR I1Z4~15HF,
FH7.6HMET, Bx58130.8~9.0gF2.6gTH - 72,

R B DOERKRSEHE % Table 41277 L 72, ALPIEIE
RFIBITIIETHR, BREEMNE2HTIIIBAER, 1
IR R KR, FMEIDO KRR 26 TIX161ER), 161F
MThHotzo X, BHEIFNIER, FLIRKIBI, D161,
ERELF, BERIGIIZSLAEZR L2, LB TR

Table 1. Excretion into gallbladder tissue and serum of pazufloxacin at a dose of 200 mg in fasting

Case Sex BW Serum Gallbladder tissue .
no. Age (yr) kg (pg/ml) (ug/g) Tissue/Serum
F
1 55 55 0.04 0.15 3.75
M
2 47 60 0.57 0.57 1.00
M
3 46 62 0.14 0.19 1.36
4 F 51 0.04 0.11 2.75
59 . . .
Mean +SD 51.8+6.29 57.0+4.97 0.20+0.25 0.26+0.22 2.22+1.27
0.6
o
X Case 1
05 ® Case 2 --%-- Case 1l
’ A Case 3 0.6 - —&— Case 2
W Case 4 —A— (Case 3
@ 0.4 4 0.5 —8— Case4
g =
$ E 04-
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Time after administration (h)

Fig. 1. Concentration of pazufloxacin in gallbladder tissue
ata dose of 200 mg in fasting.

Time after administration (h)

Fig. 2. Concentration of pazufloxacin in serum at a dose
of 200 mg in fasting.
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BEOLFNIRRER), ) o NELOIBIIHEREETD
272, o T, 14BIFBREABTHSH LN BEOA
LN Y NRERDHEREDLIFI X RV 7-13FITHOE
KROBZETII846% TH o7,

MEFRINRIITH L ) SKROEI S EE SN, BDH
ReBH LG50 L) pBES N 68RO BEIZTETHE
L72. 7TBEBE X, Staphylococcus aureus 28K, Peptostrepto-
coccus 28k, Escherichia coli 18k, Bacteroides fragilis 1%k
THhol,

BIfEF dTable 2TR LM BD SN2 D o072, B
RIREBERE (ZEFIS DR K DRI T ¥/ EKIE L H
D LN,

m % %=

— R ICHMEEOR OS5 %O MERE DD O, &
HEhZTER S 2 VDIL, 55O BIE L ER ORIY
HKEETH B, Table LIIRL72& DS, FEBIL, EH3,
FEB)4 T OAREH) 200mgPI Ak % 285 ] T O MLE IR 1L,
0.04~0.14ug/mlTHH DI L, EFI2TOMFHE
BEI130.57ug/mlE, MOEPIHELTKRE2EL LS
2o L2, TS ORI Tmax (h) 0.85+0.30, Cmax
(ug/ml) 2.96+0.86(n=6) &£ D, FEHIOHES v £
TLADHE LN WO TKRELZRLZY . SRIDEF)IZ,
WHBEOMBMTIEE L AET 5HERT, 2L SHKE:
FELTVSHE, REAEELLTOH, 78 v f—#t

Table 2. Clinical efficacy of pazufloxacin

Cace |28 B Diagnosis Treatment . Efficacy '
no Om) (kg) . daily dose |duration total dose| Isolated organism | pacterio- clinial Side effects
| sex underlying disease |(mg x /day)| (days) (g) logical

53 subareolar abscess 200 =) ‘

1 F 70 = (100 x 2) 8 1.6 = unknown fair -)

" P. anaerobius
pilonidal fistula ;
2 :13\/? 65 (103(;) 2 3) 15 4.5 P. asaccharolyticus |eradicated| good (=)
(= (=)

15 periproctal abscess 200 S. aureus )

3 M 55 5 (100 x 2) 5 1.0 = eradicated| good =)
41 furuncle 400 =)

4 F 65 = (100 x 4) 4 1.6 = unknown good -)
2% mastitis 200 =) Lymphocyte 1

5 F 48 5 (100 x 2) 4 0.8 O unknown good (29-49)

6 65 35 wound infection 300 10 30 E. coli sicated "
P = (100 x 3) . = eradicated | excellent =)
21 felon 200 S. aureus .

7 F 49 5 (100 x 2) 4 0.8 = eradicated | excellent =)
68 infected atheroma 300 =) .

8 M 62 ) 100 x 3) 8 24 =) unknown fair (=)
39 wound infection 300 (=)

9 |'F |45 = (100 x 3) 9 2.7 = unknown | good -)

lymphadenitis Corynebacteri

41 ymp 300 ryne um sp.

10 51 7 2.1 —
F mammary cancer | (100x3) NT unknown |unevaluable =)
52 cholangitis 600 NT

11 42 15 9.0 —
F pancreas cancer | (200x3) NT unknown | - good )
51 periproctal abscess 600 B. fragilis

12 |7 |45 = 200 x 3) 7 4.2 S eradicated| good -)
67 periproctal abscess 300 K. pneumoniae

13 | 3 | 60 = (100 x 3) 5 1.5 NT unknown | good =)
60 infected atheroma 300 (=)

14 | g |46 (=) (100 x 3) 5 1.5 NT unknown | good =)

NT: not tested
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g8 TVAENER OND, Rill, REFTIREL LT
BRAA ML AL B EENHICE MO RE TR, #K
@0 ENE AR X 2B AL D7D ICH 7
oy h—ERIRET SNV, SEAIORE, TILZEL
CREFFORA D= OKKEN L 2o 12EOERET
LIEND B D, RERIOFEDL 2RI ATldcimeti-
dineDBEAIRAER ORI HEEZ RIZE 2V EDE
Thol: N4 EFEA O L 7-roxatidine (H, 7' 1 »
AR L A BHHEBEOEES, BREHESHOD
HELHEL TS L) IZBbND, iE-T, 4EDK
HCHAEFRETHAIZEORSOEBIIL 507, IF
PEESEEERLZOE, JOROFSIC L 288
FUEEOHESATH D L) IZEZLN, SEDRFTD
BECHDL, BEAGEE/MFERELIZ222:1.27%

RL727S, MFIOME S HIZIZEHTSH ), BEMAEE
TEBBUChRIFLEBEDLNLH, AIEEIKETH -7
B, AEORETIZHE Ll
SRIOBERBETIZBVT, BENERDREITHEARE
181 % B 136116, 84.6%DEMETH > 72, RET
L 72 FEBI I I BB A e o o 725, KEHIOFHE D VoK
T LN TOREBIREE R B L 72#ER %
RL7zEEZONB,
MEZENICIEOERE LB LIG7-6aTHHEEL
720 METIIVEIFEH TIZ89.4% TH Y, SHEIDERIT
MBETEDLLDTH A,

RERESF, BMENZEWERIZEZD O Eh o7
A, BRBRAEBREE L L TEFSOIRLDERIIZY) ~
INERIS L ASRRD b7z, AEAI4 B BE800mek 5 T,

Table 3. Laboratory findings of patients treated with pazufloxacin

Case | before RBC Hb | Ht Plt WBC | ESR | CRP |s-GOT [s—GPT|ALP | BUN s-Cr

no. | after | (x10%mm® | (g/dD) | (%) | (x10*/mm?) | (/mm®) |(mm/h) | (mg/dl) | (IU) (IU) | dU) | (mg/dD) | (mg/dD)

before 512 14.8 | 44.2 28.4 7,600 20 0.60 16 18 244 13.2 0.8

! after 532 15.3 | 454 30.6 9,700 12 0.83 24 39 259 15.2 0.7

before 543 15.5 | 47.8 32.5 13,100 11 2.21 29 62 238 14.7 0.7

2 after 542 15.6 | 474 37.9 9,200 0.29 36 80 230 11.0 0.8

before 531 15.5 | 46.6 25.9 8,800 0.51 18 15 752 13.0 0.7

3 after 528 15.3 | 46.0 24.8 6,700 <0.25 16 14 718 12.8 0.8

. before 439 11.7 | 36.3 26.6 6,000 27 <0.25 26 13 163 9.5 0.5

after 442 12.0 | 36.5 28.1 4,800 20 <0.25 27 12 167 12.3 0.6

5 before 448 13.2 | 39.9 31.5 9,400 <0.25 15 14 10.7 0.6

after 429 12.7 | 38.0 29.3 6,800 <0.25 18 15 11.0 0.7

6 before 378 12.4 | 36.4 20.6 5,700 13 <0.25 26 18 169 12.0 0.7

after 403 13.1 | 38.7 21.1 5,600 11 <0.25 29 19 174 134 0.7

7 before 440 12.6 | 37.9 24.6 4,900 13 0.29 11 204 15.9 0.6

after 435 12.8 | 36.9 26.2 5,200 10 <0.25 14 175 14.8 0.6

8 before 490 15.6 | 46.4 29.2 7,900 12 <0.25 17 14 314 11.3 0.6

after 471 149 | 444 29.2 7,700 10 <0.25 22 24 342 10.5 0.7

9 before 451 12.5 | 36.6 21.2 4,800 14 <0.25 14 262 12.1 04

after 492 13.5 | 40.0 25.1 4,300 24 <0.25 15 278 8.9 04

10 before 374 104 | 324 28.1 5,600 57 0.52 48 35 372 12.6 0.7

after 373 10.0 | 304 27.0 5,500 76 4.88 52 37 678 12.1 0.6

1 before 317 10.9 | 32.8 23.9 7,600 40 1.05 18 17 297 8.3 0.6

after 342 11.2 | 34.8 18.5 5,900 | 23 <0.25| 24 23 251 | 11.3 0.6

12 before 367 12.3 | 35.9 20.6 8,800 | 52 578 | 17 15 255 | 13.4 0.5

] after 374 12.3 | 36.5 28.5 5,600 | 18 <0.25| 26 21 189 | 17.8 0.5

13 __lz?fore 501 15.6 | 45.4 18.9 6,400 23 19 304 | 24.4 0.9
\after

n -E?_f_ore 419 12.8 | 37.6 27.7 4,400 12 <0.25 16 11 134 104 0.5
after
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Table 4. Clinical effect of pazufloxacin treatment in surgical infections

Clinical effect
Diagnosis No. of cases - Efficacy rate (%)
excellent good fair poor

Periproctal abscess 3 0 3 0 0 3/3

Infected atheroma 2 0 1 1 0 1/2

Wound infection 2 1 1 0 0 2/2

Mastitis 1 0 1 0 0 11
Subareolar abscess 1 0 0 1 0 0/1

Felon 1 1 0 0 0 1/1

Furuncle 1 0 1 0 0 1n

Pilonidal fistula 1 0 1 0 0 11
Cholangitis 1 0 1 0 0 11

Total 13 2 9 2 0 11/13 (84.6)
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Gallbladder tissue transfer of pazufloxacin and its clinical efficacy
in surgical infection

Isao Yokoyama and Katsuhiko Noga
Department of Surgery, Kawasaki Municipal Hospital

12-1 Shinkawadori Kawasaki-ku, Kawasaki-shi, Kanagawa 210, Japan

Basic (transfer into gallbladder tissue) and clinical studies of pazufloxacin (PZFX), a newly developed
piridone-carboxylic acid antimicrobial agent for oral use, were performed.

The subjects were 6 patients with cholecystolithiasis with normal liver function who were scheduled
for cholecystectomy. PZFX was orally administered in the fasting state preoperatively at a dose of 200
mg, and 2 hours later, its serum and gallbladder tissue concentrations were measured. Evaluation was
possible in 4 patients. The mean serum concentration was 0.20%0.25 xg/ml (0.04~0.57 xg/ml), and
the mean tissue concentration was 0.26 +0.22 pg/ml (0.11~0.57 mg/g). The mean ratio of the tissue
concentration to the serum concentration was 2.22+1.27 (1.00~3.75).

The efficacy of PZFX in 14 patients with surgical infection was excellent in 2 patients, good in 9, fair in
2 and unevaluable in 1. The efficacy rate was 84.6% (11/13).

Bacteriologically, six strains (2 strains of Staphylococcus aureus, one strain of Escherichia coli, 2 strains
of Peptostreptococcus, and one strain of Bacteroides fragilis) were isolated from five patients, and all strains
were eradicated after the treatment.

No side effects were observed during medication. The only abnormal finding on clinical tests was an
lymphocytosis in one patient.

These findings indicate that PZFX is effective in treating surgical infection. As for transfer of PZFX
into gallbladder tissue, further study will be needed.



