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(3 - ERPRIER)

P 13 AR EIBURME (<0 % pazufloxacin {413 O B R KRB

WE OBE BN BT IR RN - el R EF -0 FROER
BN - RANIKHK - TR G RN KR I BR  mE R
FIH #—" - FHEF RER" - RIR ALY - S E# - &F RIS BE KT
HH O OHE - HE B@Y-ME RO -BE RV KM TV MK HEAY
E& OB S0 ORNT - AE REY - RE PR EETY - B REY

VILACRBEERAR Y, MR EM AL EMAR, V)AL TR E AR,

© EIRRHT SLARBERE M AR, O W8N 17 SLE AR AR, O BT AR S B ALK,

"R SLAL AR B AR, MR SR NN R AL U A K, )1 T XL W B R A

O WAL RIFBE A AR, 1T IR AR,

PR KR ) WA AR AR, 10 KR AR AR,

REBHE LR B R AR, I LA B AR

YEBRRIEERM - WERR, "HEER

(PRL124 4 A 20 R - PR 12%5 A 16 HZHA)

Pazufloxacin {E§1 D EM AR FEBRIIE IS T HEROFHEERE T 2010, GABERAE (X
PR E L U ERTEERA~OBITH) BLUBRREICHTI2EBRARY ERLUTORKE B,

1) FELEHFRTETLRETERE GH10#) XX 300mg % 30 FMAWMEL, &, &%
HHE (TERBRN, FEHES FEAR, FTEHRE, BE, B BLUEREERSOERREL &
BICHE L7

O AiHAERLS 0.83 005 2.83 FERICBIT A2 MiFFH L U EMBANREIZ 083 RETRABLRL
2o FOMOTFEHRSE & UM EIRME HREX6.72, 621ug/mL ThHotzo T-FERKE, FEERS,
FENBR, FEHE, HEBIUREOHGNBREIIENEN5.00, 7.79, 13.9, 12.9, 9.34 B X 1¥5.65
ug/g Thot,

@ BMIEREHPBREICOVTIIARBEIERSG 02525 6 M%K% T CRBMICHIE L, MiFhilEl
FBEERLS 0.25 205 0.5 BERI 410, BREERFBEIL 1,5 4MECRBRELRL, B
UCEREERTOFYREREIIZNEN 783 X1 3.18 ug/mL Th o7z,

2) HEFULOFEMNBER, FEEHEGBABIUEMBEBEA49OMETRE LT, X%% 16 300
F7:13500mg, 1 H 256 3B sEMELRKNGAEREZ BT L

© BB RE 42 U T HEMEEES 4B, F%335, ERH5HTHH, F0HEHEIL 88.1
% (37/42) ThHol:o KBRYUEHRIITENRIE X 95.2% (20/21), FEHH S 4 80.0% (8/10),
BRBEX 81.8% (9/11) Tho7,

@ 110300 & 500 mg #5128+ 5 H % * L 300 mg &% 5 T 6/8, 500 mg % 5 T 90.6% (29/32) T
Holzs

@ MOMHEENED 8H (FEEREEBRTH, HERE 16) [T 2E8FI26/8 Thots

@ HMAEFHHRBTASRENL30FITH ), BEBERES L URBRREOEHRIT N 2N 83.3% (10
/12) B L U°88.9% (16/18) ThH -7 JRKHHE 60 kDI EE 1L 90.0% (54/60) Th H, FRMEY T A
R, %77 20BERB L UBREAMROHEERIIZEN TN 852% (23/27), 94.1% (16/17) B &
1*93.8% (15/16) THh -7

® BIfEAORHEIL104% (5/48) ThHY, TOWRITH 2K, ABE, KEBLIURSE 16T
DTHhole WVINLBENSFEEDERTH -7,

® BREAREBERFEORIFIIL1T4% (8/46) THH, FLLTIFS VAT IF—E¥D LR THo70

PEoB#&EE D, &%i3 10 300 £7:13 500 mg x5 CHOMERERERN* SO P EEULOFEH
Bk, TEZMEEME, FRERRN L TERNEAEZL2bDEELLN,

‘HEMIKXKE 6-8-5
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Pazufloxacin mesilate (PZFX mesilate, T-3762) (3%
UMEE TRHEASH CAN S AENA=2—-F /0y ¥T
H5, EMARETH 5 pazufloxacin (PZFX) 127 J 4%
HrORBELAL Y5 ABMM T CHEVINARS P E
BWIEESEE L TWVE ™Y, 2a—F /0 v KIZiREK
FUHOBRBEERLRTIELD, SURKMHEMSRIC M IR R
RO, LAV IPREEROTOREROILAL 2HLH
ROMBLYHEE LTHMREN,

5 20 B0 ) B HE DS RE \ B A A B SRURR IR e O T RS 43,
BE, f-F25aRibicima—F%) 0 EKHE—RR
RELTHEHIN TV, £ TRR=a—F /0 Kid
BOFNOATH Y, TORUSELBRENSHEEDOTFEHAM
B, FEMRER FHEHEETRS IUNMESRIGEICRS A
TWwaY,

ChE CESANFERBEEICNT 2 REOBRNE B
BHPSEL O BEOERBB AN L THEENIIRITENT
w7,

ARRIZBVWT, ERARSURBEGE IS T 5 A OBK
HAERARZHOIICT 27D O EREENL St Hh
HELEOTFERRER, FEFRHEGBEB LI UFRBIKA
ERRICEKRABTERL . T/, FRICKENFEES
JUBRAEBER~OBITEORET 21T 1

B, FRRIEHWRNDEBRFEEEZRARORZLBHLL
LI, FHR 2101 B W lIT SNz [EEROBKR
BOEMICMT 5%%E (GCP) 2 4FL TERHEIN,

I. %R &HFHE

1. THHRSBZEBB L UBREER~NOEFBITH
DEt

1) ‘HtSRH&BIT

FHR8E6RANHFKIFIH T TITNFERKE
R R b R AR BV TERBS L,

HRIZEBABFAROKBOLD, TESWMHFNT
ED20BULTEADLDEBREMITEREMN G LI
L5HDARBELE L

A% 300 mg (PZFX #E T&R/R) % 100mL DA
BIEWIZIEE L 30 T CTHRBEL 2. REDIK
HBRH0 L BB RA TR, O T E L T1HH, 2KH, 3
BEOWTh 2 ORRE (FEBREKEME) 2772
L7, WEURAIZFEEMRMm, MERLDS L FKES
B L LT, JRE, FENE, FEKNOHKE,
FEEL, FEBEIHE Lo FREL 7z M id&E 05 8
(3,000 r.p.m, 15 7F) (ZTHLiF % 58 L7212 -20
CCHEEE L. oM L atSaMkizZhE
h1l~2g % &L MEFE2REERDERPL T —¥
LT, TEAHBOIIMYEKRE -20C THERF L

2) BREHEEBT

V846 MO PILH 9H TSR KERY
HMERHRAB BTN,
NRIEERABFHBROBRO 20, FEESRUFHRZ
Rit7 L 72 20 UL L TR A D & 8RS 0 SO W (6 B AH1S
bz ABEB A6 HlE LT

4% 300 mg % 100 mL o> 4: Bl £ 4 i 1= 7 M L 30 4
M AT T RORMHE L 7co MRS D SR IUBRE ) 1 00 D 42
0.25 B¥ N 8, 0.5 Kp (M #e, 1F I #, 2B #H, 48FMH
th, 6Kk L L7z, FRINRMAIZINIES & OFF MESENE K
L, M. M (3,000r.p.m, 1541H) (2Tl
WETMEL 78I -20C CHRMRELZ. $1-885%E
P IR 2 SRR O - X FL— 2 H#
L, ShhHBRIBLTL S D% BIFMICENET
W5 IERELL, —-20T LATF CH#EREL .

3)  JEHREE M E

ik, FHEELUCEREEHRFOEDREONE
2, BlfbE TEKRASHGEETRTICEV THERHE
sax b5 74% (HPLCH) ISk D EMBL .
Mmig s & CERFEERIZOWTIE, TEF=FYL,
Ay ) — ViR TS »/%2#%, HPLC IS THR
LTHW, #&&ic>\\Tid, NaOH 25k, MiF
ERIBRICEB L THIE Lz 28, EEMBFIZMiES X
OB RFEHER T 0.01 ug/mL, A& R T0.05ug/g
Tdholzec HPLC DEMBAIILUTOED TH S,

HPLC &%

G A T A FXT Y )V ODS-HG-5 % 4.6 mmx15
cm

H—FHT b 70TV ODS-HG-5 ¥ 4 mmx1
cm

o AiRE: BiR 25T

Bet: 3%, Eh# 330 nm B 394 nm

##: 1 mL/min

HERER: T b=FY N 245mL, 1M 27 T #2Na
EMSE R (pH3.0) 2mL, A 753mL 2 1-% 7 ¥
YANVKYBENa800mg 2iMLAbD

2. BERIRAORRET

1) & %
FHBEIATLFRIEIR T TOMIIEKBLRE
16 MEEkIC AR L, BEELEOFEHBE L IE
%, NEZRIE, IRKE HEBRE), FEZHEAER
(BMEELEEL) TLRERERE (Y75 28R
BrEl) LBWsh20RULE0RELNSRE L
2o BRIEBROERICIEESL, O LDERELLY
WCHBRFEZEETHCHAL, BRHERIZL 2EBS
MOFE % XETH. BIREEIIITC U LR,
A& L T8,000/mm’ A LD HMENE I & UFCRP
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RETH D, TS &0 EERER - AT R oW
R REEDIERI L Lo 72720, ROVWT LD
BllHEYTHBHIL, RIS
O KARIGHEMED BE,
@ EBEELZBIYETFHRARELEDLIDLBE,
@ HBRELRSAICOPIREREIC & D IERMS
L2235 8%,
@® EEBLERKE, SOHEZAL, HEA XYY
EAHEEL BE,
® RENL, B, WRERE DL EH,
® F/OUUREMCTULLIX—OBRETIIENE
BEROBREDNSH 5 B HE,
@ KEEHL, HorrHBREOHEDEANIFT
EnnEE (HEZY).
® TANA, DBVIEIRHERELEOBRELET S
BE,
® #i, BRIAPBIVTRL TS0 EEDH L H
#o
© HEREI G SH-H, BHFME S 5128 %
WMEEARL TV RVWEE,
Q@ Zoft, HRIEUEMAAEY L WKL -8E,
2) HEREH
- T-3762{E 44 #1300: 154 7 VHPZFX & L T
300mg &4
- T-3762 i 4 # 500: 154 7 VHPZFX & L T
500 mg &F
- T-3762 RN SGAERA 300: 1 7~ 7V 1 mL HiZ
PZFX £ LT 300 ug # &K
3) HEHEBIUHREHM
BERBICS AR LEARDABIRETHLI L
W%, AE300H5\2iE500mg *# 100mL DAERRE
WHICEBL1IH 225 3EERIE LT 30 5MTrik
BiETAILEL, SHMIIFEAME LTTHEEE
L7 7272L, UTFTOWFRH»DEBIZEYT 258,
BE5RT - FIERATOREOREXERL, 52K
Tk HrIELELTS
@ BEHREMSERINL-LHELEES (x5#
To
@ HBEHOPEMNYPFETEY, BERBEIAEY
EHM SN GE (BRHOHEIZ3 AU EEE®IC
W4 %),
@ EELXAEFERICIBRBREMBRELEHIRHA
Lix 5ok A s & HIMF S h 7358,
@ NRIPOBNTREFHFICHEYUT LI LY, &S5
FARaHICHIBA L 723558,
® HBREILITORBALOFIEORLHI»DH -
=546,
® Z0ft, HERIELEMARIIR S A EY & HIHT L
=%E.

4) DER%EHE B X UYL R0

OB ERBLUHEEL DBERIERL L ¥
7oy FAIE LTRBRROKMIFMI-HEBEBLIZTEE
A ONBMOKHE (RMWRERENVE ., HAEN, Wk
R, y-ro7) UK, cuo=-—RBEFZE)
EOHHEBIIA L E LI, SEAREBIZFEHIE LT
TFhiznwz ke L

5) N MEFHB L UEKRM

O BEWR

BEE L=VxN), IVTFES, £8, KK B
RoEisNi s, WIAERE, AR, EREL - SHHEBLUE
DESERE, BLAERE, BUREE, FH - NENLROHK,
BRI S EANOILERE, TLVY— - BRUELY
BEAEME, BABUGRRAE R L RGRMAATICAEL
MERCERTLIILL LT

@ BRIERDE B

UToORREHRS5MGEH, SHEBIURS#THIC
PDFRBT DL L L2 L, BRERD I AR,
THEN, BEronEMIBAMETALEL,

- PR FZHIME

- (mERE: EHME

- CRP: #illfi (ERfH)

- ARICE (1 RERME): KA

- iR

- THEAE: ++ (FBiomt), + (LEXEHbL),
- (L) » 3R

-BEEIHOEMR: ++ (EV), + (§§v), — (&
L) O3Bk

-HBIERE: +++ (BE), ++ (h¥%®E), + (B
BE), — (L) D4R
YT AHEMR: ++ (&), + (§Fv), - (&
L) @3Bk
® HMEEHMRE
BREANBLURSHRICEERENE»SOMBEOS
B, FE, REANES L UTHERORTHMEL &
RBIUKARSH =B -V —I NV TERHL. /-4
BRI L THSPOERL . BERERIELLKE
Eh, REMEGRBAEOSHES, WEEL LTRDE
272 ZBREWHMEIL A RILEMEESEREE 2]
WHllE L 720
@ BRHRE
BEHB LUCRESHICKRLRK, ~NEXOQy, A7
b2y Mé, /RS, AR, QMmIkSE, KL,
CRP, CPK, 71 t 1> ¥ VB, AST(s-GOT), ALT
(s=GPT), ALP, ¥ J V¥ » (&, #&#), BUN, s
sVvTF=v, NFEHRE (Na, K, CD), R&HA, R
¥, Yoy ) - rOREELTERRTEIEEL
72
® HEER
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MERREMRANER A EERDRBAL AL,
EBRELIT) L L b2, F0ER, REA, SRR
Bl [Hh%E], [EE), #50HE - RE - R,
REOEEE TONE, Eild & VKK & OE R (1
OB BD ], 20 [HRAMESD], 8 [K
Rba0bLhnwn], 4 THEEZVSELW], 6 K
BeL] O5ER) ICoWTHMICIRL, Fh b
DWTDIRAY PREMT B L & LA, BEREMIC
BREAREZXONDIRMEARNIBO OB
i, ERTHROANMEZIZERMICHET L E THEBW
L, HBRELORRNE (HFHRRICKTD) 260
I, EOROEBL LTS3 2 X b &I IORT
ALl AEBROBEIIOVWTONES & UK
REAELZEBRREMUREEHIEAOHNIZ, AR
ERBEFERW [DUHEIC L B HBRIERI BT 5 RIER,
MAREMREONCER | * 2 REIToo B,
EHEDOERMEAL, 2, SIZOWTIRBIER T -1
BERREMBRE L LTHRIHTLILEL

6) ¥E¥E

(1) B YR K 2

© HPH

BEERK - EMR, REMBFAROMEBE L LICUT
DEELDRTIZL ER, 20 A%, 3. BRI BRR
FLRAESREICHE L7,

£%: 4R, CRP, BMIRY, THHHB LUHBE
WOBEER - HEAMERX3HURNICELLK#ELE
wLEE,

A%p: iR, CRP, Bk, THIMESL LUABE
BOHBEEWK - REFRR3AUAICKEGE R %R
L, E0%ERLEE,

®%): tkiR, CRP, HMIRE, THBHL LUCANBE
BOEBEEK MEMEAHIOHMBEARALTOHELL
WA

TBFEH, NENLEBEHEL-RL, EHTHoT
bEREL L

@ HMEEHZR

EBREOHEBLIURKSHBBEOABEZ L EIZL:
Wk, 2 M FE—8HEE, 3: BXRK, 4 TED4
BRFEF 73 THEARRE] (CHEL

@ &M

BITEH B & BRI BE OB, HE, 2L
ERFEL, MBREOEEMEUTORKT L KELTH
b, 2. RIERETHD, 3: LMD 5B, 4: MEN
HLD4BMEIXHEARMICHEL 220 22220, R
TR & RN (MR, BT - WHEMmENE) O
G 75 S REAG 0 M4 B ) A % AEM AT R & L 7o

RETH D HEHNLHRAREMAE IV SN 2V
BE.

EIXRETH D WL ORI R B R R AR AT
HoNBE

RO D B 8O BIEF 2 50 R TR A
s %eE,

A H % KEORIEHPRHRREMBEIED S
L (WAS L2

YWEARE: BEABS T BERREERS KOS
Py

@ HAM
AOMBIUREN 2L LICHEBREDERSEL1: &
LOTHER, 2. A, 3: RPHH, ¢ FAKZLD4
BREZ N ERREBICHE L 2BFRABOH X
% Table 1 IZ/R L 7=

(i) ¥ERBR
HCBRREEMINEERASLRAEL, SEADORE,
HIERE, A3, MEENHE, <otk FE%R2YE
BIORDFNIODWTKRETHI L & L, BREHEREM
HUERMYE L R HHEITHEBRIBYER & + 212104
L, BEHEZITHICELE LTS

7 T ORDFE & VBT

BBRR TR, HERBRICL - TERTESICHL,
T— DN BFBLUEFAORENRE SN ¥
72, AELEM [BRRABROHKEBITICMT T
FA] AL, 1. R#EK, 2: hik, 3. BiE, 4
WMEER, 5 WERHTFDOEDIHEX S L. £E
AHERE AR, MEENRHE, £t GIER, &
RREMERE), AHMEL, FhENEDE, EAE
HEX, X RIEHRAR, BEREEREREAR),
FRARERDZ. BWEAB LI UBRREBEREICOVWT
BENENDERE ZORBARBEZ KD 72, B RFMIA

Table 1. Evaluation criteria

Safety

Clinical efficacy

excellent good poor unknown

Safe very useful useful useless unknown

Adequate useful useful useless unknown
Poor slightly useful slightly useful useless useless
Not safe useless useless useless useless

Unknown unknown unknown useless unknown
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HRIEBERNOHE, ERENOHIE - MlkEN
MR GHER), HOME (HEXK), BREKIHEIIHT
5 MIC, MhHIRIBIIN T 2 R05%, HHX, KiR- F
FEERSE - A S DEMOIERILT 2 H MWL L
L7

7= ORI IIEBRIEEMOBKD S & ISEILLY
TEHKAZHTIT -2

II. # )

1. MRS X OB RIEHE A~ 0 RH BT
DR

1) MM SRERB1T

THMHEBNOBITHII A0 BH TR L 2
FEFOFERYIRM, IR, FERE, TR,
FEANR, FEEBOME, WEL L UMK IRE %

Table 2 & Fig. 1 lZ/R L7,

ik AR L i O PR U S B8R 0.83, 1.67, 1.83, 2.87
BlUr2s3kmgic+Fh#he.21, 3.33, 3.30, 2.34
BLU2.21 ug/mL &R L7z

- R e e P i RE L AT %R 0.83, 1.67, 1.83 B
L2687THIMMICENRFNGET2 3.11, 3388 LU
2.12 ug/mL %/ L 72

e 6 AR AL 3 v P & - D R i P X & b S
0.83 HrM TR MIMEERL, THLAEM AN LTI,

FE IR D ALMRIN R IE (X £ A 0.83, 1.67, 1.83,
267 BLU283 MK ICENENS.00, 3.49, 2.94,
2.07 BEU254ug/g ¥R 7

F- SR O AL PR (X AT R 46 0.83, 1.67, 1.83,
2687 BLU283MkICENENT.TI, 297, 2.08,

Table 2. Concentration of pazufloxatin in serum, genital tissues and retroperitoneal exudate after drip infusion of 300 mg pazufloxacin
1) Serum and genital tissues
: Serum (ug/mL) Tissue (ug/g)
Case | Age |Body weight sm:?: ':jt:::on
i i . . . .
no. | (yr.) (kg) (h) uterine penpl:\eral po'mo. cerw?( endometrium | myometrium | oviduct | ovary
artery vein vaginalis | uteri
5.00 7.79 13.9 12.9 9.34 5.65
1 42 56.0 0.83 6.72 6.21 (0.81)° | (1.25) (2.24) (2.08) (1.50) | (0.91)
3.49 2.97 3.33 2.43
. . .11 . N.T N.T.
S O 1.67 3 33 | (1os) |(0.89| (100 0.73)
2.94 2.08 3.00 2.35 2.67 3.41
3 50 40.4 1. 3.38 3.30
8 (0.89) | (0.63) (0.91) (0.71) (0.81) | (1.03)
2.07 2.22 2.22 2.22 2.43 2.42
4 53 54.0 2.67 2.12 2.34
(0.88) (0.98) (0.95) (0.95) (1.04) | (1.03)
2.54 2.53 2.41 2.61
5 57 60.0 2.83 N.T.** 2.21 N.T. N.T.
(1. 15) (1.14) (1.09) (1.18)
*Ralio of genital tissues concentration to serum concentration in peripheral vein
**Not tested
2) Serum and retroperitoneal exudate
B ight Time after start of injection (h)
Case | Age ody weig| Material
no. | (yr.) (kg) 0.25 0.5 1 2 4 6
serum 5.96 6.82 2.97 1.63 0.61 0.30
6 46 55.0
exudate 1.63 3.61 4.29 3.15 2.23 0.96
serum 9.05 7.06 2.80 N.T.* 0.54 0.22
7 57 62.0
exudate 0.07 0.43 1.47 N.T. 2.38 0.66
serum 7.08 6.24 4.11 2.92 1.75 0.99
8 47 93.0
exudate 0.03 0.50 2.24 2.96 2.44 1.79
serum 9.69 7.63 3.69 1.98 0.81 0.33
9 66 52.0
exudate 0.72 1.90 3.01 3.06 4.79 0.91
serum 7.38 7.18 3.79 1.89 0.87 0.30
10 65 51.0
exudate 1.15 2.70 4.61 3.55 1.59 0.93
serum 7.83+1.52 | 6.99+0.51 | 3.47+0.56 | 2.11+0.56 | 0.92+0.49 | 0.43+0.32
MeantS. D.
exudate 0.72+0.69 | 1.83+1.38 | 3.12+1.33 | 3.18+0.26 | 2.69+1.22 | 1.05%0.43

*Not tested
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Fig. 1. Concentration of pazufloxacin in serum and genital tissues.
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222 BL U253 ug/g R L7

T EABEO KA IR E (S SR 0.83, 1.67,
267 BLU283 KM EKICENFN 13.9, 3.33,
222 B XU 241 ug/g BRL I

T EH5 8 ORI AE 1 SR 0.83, 1.67,
267 B L 283 KFMEICENEFN 12,9, 243,
222 BLU2.61ug/g®RL7%.

SR ML A 8 BE 13 RUIR P 2R 0.83, 1.83 B & UF 2.67
BriiicENFN9.34, 267 LU 243 ug/g X RL
AT

5 3 > AELR8 PN 1 B 13 TR PR 4f 0.83, 1.83 B & UF2.67
BMEIcENEFNEGE, 341 BL0U°242ug/g kR L
A

ZHRE L b SR AE 0.83 FeM M ICRMEME R LT,

J 6 AR I 3 R R E LS A S ML IRE L (BATH)
BRFERE0.81 25 1.15, TE¥HE 0.63 7 H 1.25,
FEANBO091H 5224, TFTEMHEO0.71 5 5 2.08, 58
08155150, P 09155 1.03 THhol

2) EBEMIEREABLT

BERFEEBR~OBITHIZOVWTIISFIORE TR
L7zo BEFADMIES & UFRFEERF DOREZ Table
2 ¥ Fig. 2 (R L7z

5 5 I i v i FE B E R 1L 1 61T AL B 8S 0.5 RERE
#%, 4B THRRBE 025 BB TH oz MIFHFY

1.83,
3.00,

1.83,
2.35,

=
»
1

BRI 7.83 ug/mL TH - 7zo Ak 0.25, 0.5,
1, 2, 4 BLUGHKMBNOEHMKTREIELETN
783, 6.99, 8.47, 2.11, 0.92 B L1043 ug/mL TH
272

B TE RS P R AR KIS e o 7o BRI AL RS 1
KEMAC2 B, 2BEMAC LB, 4FEMAM2HTH o7 B
METENE A O P55 I R I 12 3.18 ug/mL THo7ce A
WG 025 05, 1, 2, 4 BLUGHMKDOFHAR
eI E NN 0.72, 1.83, 3.12, 3.18, 2.69
BrU1.05ug/mLTHho7

I 3 e P L He e LT R AR E B R R E L A 2 B
BATRRMREIEL 7o AL DA 2 B M LLRE T i i
IR I B BIERE R IRED F A o 7o

2. BRAEKAMET

1) fEGIMK
ARBICHMANSNERI0OMTHY, RARE
BN 1 IR 49 BlIZBREMNRG SN/
(Fig. 3)o ANELIEMDOELY k% Table 3 IZ/R L 720
MANERRRAES 36 (HRNEB2H, FHEX1
#l), BIERRBO-HFILERN 3 AL X UTHEBRERS
P BEOH LB 2H5PILEMALIADETH
AR 2B ENERATRRAL L. AR
fH 260 LEEREXTES -0 AL MAFEH
BRI REI L LT BIVERMN RPN SERA
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Fig.2. Concentration of pazufloxacin in serum and retroperitoneal exudate.
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Table 3. Reasons for exclusion from evaluation

Cate, No. of
gory Clinical side Laboratory Safety | Usefulness
Reasons efficacy effects findings cases
Ineligible
Ineligible diseases x @] 0 @] x 2
Under 20 years of age X . . !
Discontinuance
Side effects (less than 3 days of administration) x O O @) @) 3
Drop—out
Discontinuance because of personal reasons/ Discrepancy in x o x 9 x 1
testling day
Absence of laboratory tests (befor treatment) (@) (@) x x x 1
Total 7 1 3 3 5 8
Q: evaluated. x: excluded
Bacteriological
evaluated efficacy
42 30
— clinical efficacy
excluded
7
evaluated
Total no. of patients
— receiving PZFX _1 48
49 |— side effects
excluded
Total no.of 1
patients enrolled| |
50
evaluated
Tmlnld'l: of patients 46
excluded prior to — i
Ide ption o laboratory findings
1(Positive skin test) excluded
3
evaluated
46
I— overall safety
excluded
3
evaluated
44
L— usefulness
excluded
PZFX : pazufloxacin
5

Fig. 3. Case distribution.
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49 BIA S ERRIES 1 Bl R < 48 BITH o 720 BIK
RREM R MRAT N RIS & UK SUNH T GO IL S
FRAEG] 151, BRARMEAMGER 2 Blodt 3 Bl Z k< 46
BITH oo BHMUMNT N REE, HIA N KB EH]
36, BMRRELSMIES 26D 6B MR 4B TH
272,

2) BEER

BEEME Tabled ISR L7z NREBONRIZFE

KB 21 B (SPAFde 18 B, SPAFRI AN 1 41, 5P M
Wi 2 Bl), FEFSMAMRE 10518 L R BIRE 11
BlTHolo FMIRBLUIWORENENEN 14
Blebo b bB{PHIBTRTH o7 201549
BT3BIEMLE KT SO, kKIid 50 kg f728
BlebobbH{, RKWT4OkgBDI0HTH -7,
P kR 62.6kg TH oz MEITBMEA 40 41, 1B
HORUMEN2HTH o7 BREOKNEKEIZTS

Table 4. Background data of patients assessed for clinical efficacy

Item No. of cases
Adnexitis 21
+ Salpingitis 18
Dia . + Pyosalpinx 1
1agnosis » Ovarian abscess 2
Parametritis 10
Pelvic peritonitis 11
20~29 14
30~39 7
40~49 14
Age (year) 50~59 4
60~69 2
70~179 1
means * SD 38.7+13.8
30~39 1
40~49 10
Body weight (kg) 50~59 28
60~69 3
maens * SD 52.5%5.3
acute 40
Type chronic
acute exacerbation of chronic 2
Severit moderate 31
y severe 11
no 35
mild 2
derlying di
Underlying disease moderate 4
severe 1
no 31
Complication mild 1
moderate 10
severe
History of drug allergy no 41
yes 1
Pretreatment with antibiotics no 2%
yes 17
Concomitant drug no 32
yes 10
Surgical treatment no 39
yes 3
unknown 12
Causative organism Monomicrobial infection 12
Polymicrobial infection 18




VOL.48 NO.8

B2 40 A BB IR MR R 12 0 T B PZFX 1% 45 9K 0 K i 4 B 663

FEAT31 B, MAEN1BTHo 7. BMEREHETS
EBRTHTH o2z ERRBBRIBLLONRTS
ol EMEBOBERIIEE20, PHE4AFB L
UREL1HTHo7, BHELXAETIEMNIZIIHATS
D, ERRBERFEAREL THEERZETHo 1,
B OFEE D EAEBE XA 161, FEE 108 TH o7, X
BM7TUVF—-—DBMEREAETLEMNN1HHo 2,
7xb%k, €YU RBIUEERIHTETLLF-T
Holoo REDEG RSB EHERAIAT O IER L 17
PITho7c. FRARGMEHINEMIIONTHY,
F&LTHMMBEHAR, RRINETH -7 SR
MEEfTThhAEMNIZIFITHY, WRABIINL S
=Y, FLF—=VHEEN - HEBIVURNBRMBTH -
720 BRERTIRIAKHEAIRETE Ao LHERI 12
Bl, BMEICEHMAAH 12 Bl X UMMM & 2 M
B18PITH o 7o - HRIZ1AM500mg, 1 H2
F#E52b > & % 33EMTH o2 (Table5)o #%
SR 7THMX24E b0 LB, RT5HM
HIBTH o7,

2) FHEBAO KR

AERGANCOMSIN-REAII2HKTHY, €0
PRIIEFAME 7 7 ARRTEE 27 ¥k, HRHEY 7 28B4 H
1THBLUBMAKR 18 %k TdH -7 (Table6), HAM
75 LGB T3, Streptococcus epidermidis (6 ¥k) ,
Enterococcus faecalis (5 ¥k), Streptococcus agalactiae
(4 #k) B & U Staphylococcus aureus (3 ¥) % E %2
BWHTH - 7. 5 Y 7 LY HE Tld Escherichia coli
(4 ¥) , Pseudomonas aeruginosa (4 %), Haemophylus
influenzae (3 ¥k), Gardnerella vaginalis (3 ¥%), B
& ¥ W T i3 Peptostreptococcus anaerobius (4 #),
Bacteroides fragilis (3 ¥%) B & Uf Prevotella bivia (3
B’) AELEHETHo7

4) FHREOKRZN%

FRE T 2 MENZHRET LA (Table 7)o *HE
127E4T%E & LTIl &\ ciprofloxacin (CPFX), cef-
tazidime (CAZ) , imipenem (IPM) 3 & Uf gentamycin
(GM) % HwW7,

PZFX OUFSEM: 7 5 LM W 1253 5 MICw, MICu
X ENEN 166, 626 ug/mLTHY, HAET T LK
£ 4 T 0,05, >100ug/mL 3 X Uik T 3.13,
>100 ug/mL T o 72. K MK D MICs THKT S L,
WFEME Y T LMW B & AN Tk, IPM A% -
& b < PZFX & CPFX (2132 # %, CAZ, GM »
MHTH oo AT S LM TIX, PZFX B LU
CPFX A% - & b HU M J1 4¢3 { IPM, CAZ, GM DM
ThHo7

5) Hhtd:

O HBNEM

R AT R S 42 BT AR RIE, E R4 6,
HRI3HFBEIUELSFITHD, H%Hix88.1% (37
/42), EWM®I39.5% (4/42) TH -7 (Table8), F
BRI RICNT 2 ARH,IL 95.2% (20/21), FEFH
ME MR IE 80.0% (8/10), BMBIEAIL 81.8% (9/11)
Thol

@ JEEENRS RANAHHE

REEREDEFICHT 2 HEIL 96.8% (30/31), &
FEDEFIIX T HEXEIL63.6% (7/11) THh - 7:
(Table 9), EIEEBICBVTHIYEROETHEAED
bz,

1 [ 300 mg $& 512 B} 2 H XXX 75.0%(6/8), 500
mg %5 Ti2 90.6% (29/32) THHHBIKFLLE
WiEA RS bntz, PEEESIZHF S 1 [ 300 mg %
BEnH%FIL 85.7% (6/7), 500 mg x5 T 100% (24
/24) THY, BEMEFNIH L TiZ 1E 300mg 50
A% =3 0/1, 500mg T62.5% (5/8) Th o7 H
SREFEMTIE 1 H 300 mg TRHGT & 255, EAELERFIC
BT}, 1H500mg G LELELZOLND,

® FEHERENAEZN%

BB RBITHR 0 FIDH b, BRI
T2 4%%1283.3% (10/12), HEERPIHTL A
%1% 88.9% (16/18) TdH -7 (Table 10),

@® BEERETHINOEZM

BEEFEFHNOFLES Table 11 127K L 72

ERRBS R VERICH T 2 H %L 88.6% (31/

Table 5. Classification of patients according to daily dose and duration of administration

Daily dose Duration of administration (days) Total
(mg X times) <3 3 4 5 6 7 >7

300 % 2 2 2 2 6

300%3 2 2

500% 2 4 1 7 2 18 1 33

5003 1 1 1 3
changed* 1 1 2

Total 4 1 3 9 3 24 2 46

*Dose changed from 300 mg X 3—500 mg X3, 500 mg X 2—+500 mgXx 3
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Table 8. Bacteriological response against isolated organisms
Inolated organism No. of Bacteriological response Eradication rate”
strains eradicated persisted unknown (%)

S aureus 3 3 3/3
S aureus (MRSA) 2 2 2/2
S epidermidis 8 5 1 5/6
E S agalactiae 4 3 1 3/4
;é; group C B-streptococci 1 1 0/1
:E o-streptococci 2 2 2/2
% y-streptococci 1 1 1/1
5 E. faecalis 5 4 1 4/5
E faecium 1 1 1/1
Corynebacterium sp. 1 1 1/1
G. morbillorum 1 1 1/1

Subtotal 27 23 4 23/27(85.2)
E. coli 4 4 4/4
'E P. aeruginosa 4 4 4/4
2| NFGNR 1 1 /1
'é P. multocida 1 1 1/1
€| H. influenzae 3 3 3/3
§ G. vaginalis 3 2 1 2/3
N. gonorrhoeae 1 1 1/1

Subtotal 17 16 1 16/17(94.1)
P. anaerobius 4 3 1 3/3
P. asaccharolyticus 1 1 1/1
P. indolicus 1 1 1/1
P. magnus 1 1 1/1
@ | P. prevotii 1 1 1/1

S

§ Peptostreptococcus sp. 1 1 1/1
‘i B. fragilis 3 2 1 2/3
P. bivia 3 3 3/3
P. oralis 1 1 1/1
Prevotella sp. 1 1 1/1
Fusobacterium sp. 1 1 -

Subtotal 18 15 1 2 15/16(93. 8)

Total 62 54 6 2 54/60(90.0)

*Eradicated/no. of strains—-Unknown

35), AT AHEHITIZ85.7% (6/7) Tdhoro HEPER
BIZL2EMEOBTIRIZFEAEEDON o1 &
BEREA R VIEBIC N T A ERFIL 87.1% (27/31), A
+ 2ERTIX 90.9% (10/11) Tdh o7z BHEICELS
EHRDETRED LN LD o7,
AEZEEFICMOMBEEIC L DEREThhad o/
FEBICA T 2 AEREIT 96.0% (24/25), fThh7-5EH

T2 76.56% (13/17) Th o7z,
BFHEXER S o EMICH T 2AERIZ
90.6% (29/32) , A Sh7-fEH T3 80.0% (8/10) T
Hotz. BFHEOEBRIRBDONLRN 5T,
NEBLBIITbR R o ERAICHT 2 HFRE
87.2% (34/39), fTbN7=EMTIX3/3THh -7, 4+
RO BATONIEMIIL %L, HRHLEDLEIX



VOL.48 NO.8 B 1\ B AR IS 2 3 B PZFX I 4 0K 0 AR TR MR 665
Table 7. Comparative antibacterial activity of five antibiotica against bacteria isolated from patients (10°CFU/mL)
1) Gram-positive bacteria (24 straina)
Antibiotics MIC range (ug/mL) MICu (pg/mL) MICw (ug/mL)
PZFX 0.06-12.5 1.56 6.25
CPFX 0.05-26 0.78 1.56
CAZ 0.39- >100 8.26 >100
IPM =0.026-25 0.0 1.66
GM 0.1-100 12,6 50
2) Gram-negative bacteria (11 strains)
Antibiotics MIC range (ug/mL) MICs (ug/mL) MICw (ug/mL)
PZFX 50.025 - >100 0.05 >100
CPFX =0.025-100 0.06 100
CAZ 0.06-26 1.586 25
IPM 0.06-3.13 0.39 3.13
GM 0.2-50 3.13 50
3) Anaerobic bacteria (12 strains)
Antibiotics MIC range (ug/mL) MICx (pg/mL) MICw (ug/mL)
PZFX 0.2->100 3.13 >100
CPFX 0.39-50 3.13 50
CAZ 0.2-100 12.6 100
IPM S0.025-1.56 0.1 1.56
GM 1.56 - >100 >100 >100
PZFX: pazufloxacin, CPFX: ciprofloxacin, CAZ: ceftazidime, IPM: imipenem, GM: gentamicin
Table 8. Clinical efficacy classified according to diagnosis
Type of infection No. of Clinical efficacy Excellency rate® Efficacy rate**
patients excellent good poor (%) (%)
Salpingitis 18 3 15 3/18(16.7) 18/18(100.0)
Pyosalpinx 1 1 1/1
Ovarian abscess 2 1 1 1/2
Adnexitis 21 3 17 1 3/21(14.3) 20/21(95.2)
Parametritis 10 8 2 8/10(80.0)
Pelvic peritonitis 11 1 8 2 1/11(9.1) 9/11(81.8)
Total 42 4 33 5 4/42(9.5) 37/42(88.1)

~excellent no. of patients, *‘excellent + good no. of patients

bhbhhol

® MIEEEHFIHT LA

A EFIC, WORBEEIRS ShERDH LV ITH
RLUI-EDIZ8BITH o7 (Table12)o ZDHEED
WERIZEHAR=YY V16, 72 0%40), £
IRy 3 LEIFABIV2BEUEDHEE2HTH -

F-ERONRIITESHEMETH, HERT1
FITHo 7o SEsh7-FAEIZ8HMAE 124K (MRSA
1#, S. aureus 2 #, E. faecalis 1%k, y—streptococci

1#, E. coli 2 ¥, P. aeruginosa 3 ¥, B. fragilis 1
Bk, Peptococcus indolicus 1 %) Tho7zo THhHER
BUCH T H2HEBTIZ6/8 THolze TKFHEBEIIT N
TiHE L7

® HBEfEER - FFROSHEERE

HEREFDS B, BEER (KR, THE® BLO
ERR (BEH» 5 0EHE) »EABESNIEMICo
WT, ThofER, FTROEEICET 2 HEERN
o BRBOEHILH % Table 13 1R L7z FEf
BHBRTIIAIR 3.3 B, THE3.2 B, B>
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Table 8. Clinical efficacy classified according to diagnosis, severity and dosage
Type of Efficacy rate (%)
. . Severity
infection 300 mg x 2 times|300 mg X 3 times|500 mg X 2 times|500 mg % 3 times|  changed® total
moderate 2/2 12/12(100) 14/14(100)
Adnexitis
severe 4/4 0/1 2/2 6/ 7(86.7)
moderate 1/1 1/2 4/4 1/1 7/ 8(87.6)
Parametritis
severe 1/2 1/2
Pelvic moderate 2/2 7/7(100) 9/ 9(100)
peritonitis severe 0/1 0/1 0/2
Total moderate 5/6 1/2 23/23(100) 1/1 30/31(986.8)
ota
severe 0/1 5/6(83.3) 0/2 2/2 7/11(63.86)

*500 mg x 2—500 mg X 3, 300 mg X 3—500 mg X 3

Table 10.

Clinical efficacy classified according to isolated organism

No. of Clinical efficacy
Isolated organism . Efficacy rate’ (%)
patients excellent good poor
S. aureus 1 1 1/ 1
S. aureus (MRSA) 1 1 1/ 1
gram—pos'mve S. epidermidis 1 1 1/1
bacteria
o—streptococcti 1 1 1/ 1
E. faecalis 1 1 0/ 1
Monomicrobial E. coli 1 1 1/ 1
infection P. aeruginosa 1 1 1/ 1
gram-negatve | p _ locida 1 1 1
bacteria
H influenzae 1 1 /1
N. gonorrhoeae 1 1 1/ 1
anaerobes 2 1 1 1/ 2
sub-total 12 1 9 2 10/12(83.3)
Polymicrobial infection 18 2 14 2 16/18(88.9)
Total 30 3 23 4 26/30(86.7)
Unknown 12 1 10 1 11/12(91.7)

*excellent + good no. of patients

DEFE3.TAHE, FEEZKABATIIAKIRIGHME, T
BEERHE 4.0 HRE, BEA»S6DOEM 3.8 HM, EMBEA
TI3fkiR 4.0 B, THIM 2.8 HRE, MEA~LDEM
3.1HMTH o7

4) MEFEHZHR

O FHEEDHEK
RRBEROEERIZ90.0% (54/60) Tholo 7
S LBRMEOHEERIL85.2% (23/27), V7 LBENE
T2 94.1% (16/17) B X A ®E Tid 93.8% (15/
16) T# 7= (Table6),

@ HEHRHBRE

AEEERTH, BRRICIDFLICHBALLEI,
SHIEF LY 13HME 15 TH -7 (Tablel1d), €DH

FRiIF5EE 75 2Rt E 4 bk, KRHEF 11K TDHY,
AT 7 ARUHEOZRERIZBO SN h oz R
BHBRICLYVEDTH - EMI2HATHY, wTh
LHEBOMANEHBUI L 20D TH o1z,

5 wehk

® &IfER

Bl F Bl % Table 1512 7% L 720 BI{E I iE, 500 mgx2
E#&S5T5RICRBA L. TZORRIEZ, BE1H, T
F26l, KREL1H, KE1BTH -7z, BIEARE
K2 104% (5/48) Thot:o WTFHORERHLIEE
POFEETH N HE5FIED VISR THETTH
L7, BMEARBEBIIRGHERB L U5 HG1
PO 4HBETHo. TLEREIRBEA2S 5 AURN
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Table 11. Clinical efficacy classified according to background of patients
Clinical efficacy
Items N‘," of Efficacy rate® (%)
patients excellent good poor
no 35 4 27 4 31/256 (88.8)
mild 2 2 2/ 2
Underlying di
RESEVEE SSeRss moderate 4 4 4/ 4
severe 1 1 0/ 1
no 31 4 23 4 27/31 (87.1)
mild 1 1 1/1
Complicati
omprication moderate 10 9 1 9/10 (80.0)
severe
Pretreatment no 26 21 1 24/26 (96.0)
with antibiotics yes 17 1 12 4 13/17 (76.5)
no 32 4 25 3 29/32 (90.6)
itant d
Concomitant drug yes 10 8 2 8/10 (80.0)
Surgical treatment no 39 4 30 5 34/39 (87.2)
& yes 3 3 3/3
“excellent + good no. of paticnts
Table 12. Clinical efficacy in patients who did not respond to previous antibiotic treatments
Antibiotic used prior to administration of Type of Isolated organism MIC (ug/mL) Clinical
PZFX injectable drug infection before therapy - after therapy efficacy
penicillins piperacillin parametritis | S. aureus (MRSA) -~ (o) ood
(PIPC: NT, PZFX: NT) &
cephems cefpirome parametritis | NT —~ NT** poor
cephems cefpirome parametritis | E. coli P. anaerobius
(CPR: 0. 05, PZFX: =0.025) (PZFX: 50)
B. fragilis - P. bivia
(CPR: 12. 5, PZFX >100) (PZFX: 3.13) poor
P. indolicus P. micros
(CPR0.78, PZFX 3.13) (PZFX: 0.78)
Single —
drug cephems flomoxef parametritis fF I:;ér)e(u; T PZFX.NT) - (=)
therapy S i
cephems flomoxef parametritis | P. aeruginasa
(FMOX >100, PZFX: 0. 10) _. Peptostreptococcus sp.
E faecalis . (PZFX>100) good
(FMOX: 100, PZFX: 3.13)
monobactams | aztreonam parametritis | S. aureus
(AZT: >100, PZFX: 0. 20) )
. E. faecalis od
_ (PZFX: 50) g0
P. aeruginosa
(AZT: 50, PZFX>100)
carbapenems | meropenem parametritis | P. aeruginosa s—strentococel
lincomycins clindamycin (MEPM: 0. 39, CLDM: >100 i (PZFXI') 6.95) good
PZFX: >100) T
Multiple cephems cefazolin ovarian E. coli
drug quinolones norfloxacin abscess (CEZ: NT, NFLX: NT
therapy cephems cefditoren CDTR-PI: NT, PZFX: NT) -~ (9 "
pivoxil y-streptococci £00
(CEZ: NT, NFLX: NT
CDTR-PI: NT, PZFX: NT)

*(-): No isolated organisms, **NT: Not tested
PZFX: pazufloxacin, PIPC: piperacillin, CPR: cefpirome, FMOX: flomoxef, AZT: aztreonam, MEPM: meropenem, CEZ: cefazolin, NFLX:
norfloxacin, CDTR-PI: cefditoren pivoxil
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Table 13. Days required for recovery after initiation of treatment
Days required for recovery
Type of infection Symptom Mean*
1 2 8 4 B 8 7 >7 junknown
body temperature 3 5 3 1 2 2 5 3.3
Adnexitis lower abdominal pain 2 8 5 1 5 1 1 3.2
lower abdominal tenderness 2 3 5 1 6 1 1 2 3.7
body temperature 2 2 1 ] 3.6
Parametritis lower abdominal pain 2 1 1 2 1 3 4.0
lower abdominal tenderness 1 2 1 1 1 4 3.8
body temperature 1 2 1 2 1 4 4.0
Pelvic peritonitis lower abdominal pain 2 1 4 1 3 2.8
lower abdominal tenderness 1 2 1 3 1 3 3.1
body temperature 4 7 6 4 2 3 3 14 3.5
Total lower abdominal pain 4 9 10 2 7 2 1 7 3.3
lower abdominal tenderness 3 6 8 4 8 2 1 1 9 3.6

*Average number of days required for recovery in cases where symptoms improved within 7 days.

Table 14. Organisms present after therapy
Organism No. of strains

@ S epidermidis 1
’é a-streptococci 1
§| E faecalis 2
3 Subtotal 4
P. anaerobius 1

P. asaccharolyticus 1

P. micros 1
Peptostreptococcus sp. 1

§ Propionibacterium sp. 1
§| B frogilis 1
é B. distasonis 1
Bacteroides sp. 2

P. bivia 1
Prevotella sp. 1
Subtotal 11

Total 15

IZHHEK L7

@ BERBREBERE
BERREMBREESIZA-P- y-GTP - LAP £ 5 1
#l, AST (s—GOT) L 5% 1%l, AST (s—-GOT) * ALT (s—
GPT) LA 2%, AST (s-GOT) : ALT (s-GPT) - y—
GTP £ £ 1%l, ALT (s-GPT) :Al-P- y-GTP L &
16, BmERER A 1 61, iF IR % 1 B TdH - 7= (Table
16), BERRAMRERHAERIL 174% (8/46) ThH -
770 BRRBREMEREE X, 1H300mgHEICBENT1IH

(RBI%: 1/8), 1[0 500 mg x5 T 7 H (RBL%E: 7/38)
Tdh ) FRICHRE L - RBLROMMEm A ZD Hh /e,
L2L, WIFhoBKRREBREOIXGRTHRET T/
WIEE LM E R L 7,

@ =“eh

RER (RETHH/MEAY 1273.9% (34/46) T
o7 (Tablel7), RIERAMNRBALZ- 48, BIEAS
JUVHMKREMEBEEXELICRBAL- 1M, BRRE
HEREMXRALALTHIZOVTIZIZIZELTH S, T
TZIIRe A H B EHEL .

6) HH#
EhOTHAIZ4H, ERH32H, FABKLZLTHAS
SUHEAREL1BITH), FHE (AbOTHH+A
R/8MT 6150 13 81.8% (36/44) T2 - 7= (Table 18),
1. # =

ERABEBBRIEDERICIE, -T2 7 2HNE
HEEDTVIH, -F75<v—VYELORBEOH
BRI EHHALHEMLTETWEY, D/ H=21—
F/OCEPFERHINDE IR, HROBIROEH
ol LEALERIZBVWTRTRENATVSE=2
—F /70 YEITXTROETHY, BLEVHEARY
PVEBCHE N2 6 IR 2 HEBITHEL AL T
2%, BREHMIZBITH2ERBEILTLL TS EIRN
2T, BEILHEEDOTENRYE, FEMRSEX, 5
HEBRRBIUFEFERLECEE LTWa, XX
EHBEETHIEILED, ca—F /) uEDBETH
HIREEIKF LAREEAS L URIFLABBITE2E
LT, PEEDLOTFERRSER, BEBEEE, 72
FREEBRICLMEHTELIZIL2EMELTERSN
YA
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Table 15.

Side effects

Daily dose (mgxtimes)

Adverse experience
300x2

800%38

500 %2 500%3 change

Rash
Diarrhoea
Watery stools
Loose stools

- N

Total 0 0

o
o

Total numbers of patients: 48

The incidence of side effects was 10. 4% (5/48)

Table 16.

Abnormal laboratory finings

Daily dose (mg X times)

Abnormal laboratory findings
300 > 2

300x3 500 % 2 500%3 change

Al-P, ~GTP, LAP t
s-GOT t
8-GOT, s-GPT t
8-GOT, s-GPT, »-GTP t
s~GPT, Al-P, v-GTP t
WBC |
Eosinophil t

1

1
1

Total 0

1 3 2 2

Total number of patients: 46 (300 mgx2:6, 300 mgx3:2, 500 mgx2:33, 500 mgx3:3, change:2)
The incidence of abnormal laboratory findings was 17.4% (8/46)

Table 17. Safety
Response
No. of patients safety rate® (%)
safe adequate poor not safe unknown
46 34 10 2 0 0 34/46 (73.9)
*safe/no. of patients
Table 18. Unsefulness
. Response Usefulness rate*
No. of patients o
very useful useful slightly useful useless unknown (%)
44 4 32 0 7 1 36/44 (81.8)

"very useful + useful/no. of patients
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Clinical study of pazufloxacin mesilate in obstetric and gynecological infections
penetrating the genital tissues and retroperitoneal exudate
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Pazufloxacin mesilate (PZFX mesilate, T-3762), a newly developed intravenous fluoroquinolone
antibacterial agent, was clinically evaluated for use against obstetric and gynecological infections, that
have penetrated the genital tissues and retroperitoneal exudate. The following results were obtained.

1. A drip infusion of 300 mg over a period of 30 minutes was given to ten patients scheduled for a
radical hysterectomy. PZFX concentrations in the serum, genital tissues (portio vaginalis, cervix uteri,
endometrium, myometrium, oviduct, ovary), and retroperitoneal exudate were measured at periodic
intervals.

1) Incases 1-5, the concentrations of PZFX in the serum and genital tissues peaked at 0.83 hours after
administration. The concentrations of PZFX in the uterine artery blood and the peripheral vein blood were
6.72 ug/mL and 6.21 ug/mL, respectively, at 0.83 hours. The maximum PZFX concentrations were 5.00
ug/g in the portio vaginalis, 7.79 ug/g in the cervix uteri, 13.9 ug/gin the endometrium, 12.9 #g/g in the
myometrium, 9.34 ug/g in the oviduct and 5.65 ug/g in the ovaryies.

2) In cases 6-10, the serum PZFX concentrations peaked at 0.25 to 0.5 hours, and the retroperitoneal
exudate PZFX concentrations peaked 1 to 4 hours after administration. The mean maximum serum
concentration and retroperitoneal exudate concentration were 7.83 ug/mL and 3.18 ug/mL, respectively.

2. Three hundred milligrams or 500 mg of PZFX mesilate was administered to 49 patients with
adnexitis, parametritis or pelvic peritonitis two or three times a day for 7 days.

1) The clinical efficacy of the PZFX treatment in 42 patients who qualified for evaluation was evaluated
as excellent in 4 patients, good in 33 patients and poor in 5 patients. The overall rate of clinical efficacy was
88.1% (37/42). When classified according to the type of infection, the clinical efficacy of the PZFX
treatment was 95.2% (20/21) for patients with adnexitis, 80.0% (8/10) for patients with parametritis
and 81.8% (9/11) for patients with pelvic peritonitis.

2) The clinical efficacy rates (6/8) and 90.6% (29/32) for the administration of 300 and 500 mg of
PZFX, respectively.

3) The clinical efficacy of the PZFX treatment in 8 patients, who had not responded to antibiotic
treatment was 6/8.

4) The bacteriological effects of the PZFX treatment were evaluated in 30 patients in whom the
infective organism had been isolated. The clinical efficacy against monomicrobial infections and
polymicrobial infections was 83.3% (10/12) and 88.9% (16/18) , respectively. The eradication rate for 60
strains isolated in 30 patients was 90.0% (54/60). The eradication rates of gram-positive species, gram
-negative species and anaerobes were 85.2% (23/27), 94.1% (16/17) and 93.8% (15/16), respectively.

5) Side effects were observed in 5 out of 48 patients and were mild to moderate in severity. Diarrhoea
was observed in 2 patients, rash in one patient, watery feces in one patient, and loose stools in one patient.

6) Abnormal laboratory findings were observed in 8 out of 46 patients. Most of the abnormal findings
consisted of an elevated transaminase level.

The above results suggest that the administration of PZFX mesilate is a seful treatment for moderate to
severe adnexitis, parametritis and pelvic peritonitis, particularly in patients who have not responded to
antibiotics.



