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Fig. 1. Chemical structure of pazufloxacin mesilate.
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@ EERL, I, BHRERE DD, HEEOERY
HEHEE L BE
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H5 CRRNARM 2O N, $, EEZEIEHR
BRDONLh ol BME REWEEL) 12461
fH5ah, E036, EXH1HAORKTH o772 E%3
Blix, V»¥hd 11500 mg k5 DIEFIT, TNHHD
2831 H3EHRS5 THo7zo BEICIZ2HICHS5 S
3160, ER1POBRKTH o720 7, MEMEM
% BBOE IIMRICRRTZ) (I L, ERESR,
BREFERPE D ITHFESEUED L2V IF T RDMEED
FEFITH 1 HIX5BFAEEIL, 600mg/H (300 mgx
2) ® 4%53.3% (8/15), 1,000 mg/H (500 mgx2) B
#%66.7% (24/36) THo7:0 ULOBMEE Y, 1[E 500
mg, 1H2~3ME, FEHl 14 AEHEECRET AL
L7
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EF7ZICBRA LW L & L2, ABERORIERLE 10
HURE D5 TEY, L2 bEE5EMAEI10HUE
Kbl TRIBTREATUA FEEZESICLHALEDNRS
FERDBALARD bz WifEid, REBRETHT TRH
Bk S T E L, 72720, MumfESY 3 v
IR EVBRDLNAEFTIZ, BEOFELELL, BIF
BERAT7OM FEZHFZIHFHALT I EE L,
FRIE L TARBGBROENTFMICEELBLIZTLEZS
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2 B W
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HEZERTAZ L E LTS

(1) —HmBERE: FOLRYE, ~NE/7O0E L, A7
F2 vy ME, /MRS, AmEREK, HifmEksSE

(2) Mm#mAEILFERE: AST, ALT, Al-P, ¥ L ¥
v, BUN, s=7 L 7F=, MiFEMYE(Na, K, C]),
CRP, CPK

(8) R##E: R&EH, R¥E, vov) /=¥

5) FEPEREIK
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EORYETHE L HICTTRRLBY ERMFEERTSHET
BWHREST AL E L7, 8612, K - F¥, A,
BE, H5oPIE - #k, LB, FEBLUEHLORE
BB EICOVTHMICRAERICGER L 22, F o8k
BENFAEL LKW SNBEICE bk 2k
THZELEL
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ShBE IR, HERT (Fik) %L TEERRY EiE
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WHIZ L AR RE ER UKL L
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RRHR: PRILE LU CRP DUENL+F 26D

BE): Pt s & CRP D& EMBDHON W
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@ RFMELHBER

Z5: SR THEZ TICHELBRBRERMED LN,
CRP 2 EBIcK#EL-LD

B 5 RTHEITIZCRPAXELL-LD

2R 4%: CRP DHENL+ 7LD
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ON -3 |
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CRP A\ ELZLD

RRER: MADHEAL £ 7:13 CRPOXENLF+ 5%
LMD

BE): MAKOBY B L CRPOHENZH LN W
LD, HEVRENLLE-DD

(2) HEEHTHE
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W L7z,
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2. BATI—-HHE Bl #EEAL) »H
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VOL.48 NO.8

HAE - WM ISR (2 3 B PZFX MR 4% O B R n MY 677

DBLUHMLbD
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PHLEATRVLD

@ HEHRHBABIIOVTROMETHEERIT- 7
1. BRICEoTHEGHRUBIRRL

2. HRIL - THREHBMHARD Y

i. HRARBAK (HEEICE2MEEREEDLLEVE
&)

i, B (MBEIC K 2BEIEREMS BHE)
(8) REPEAER

FEPEAER DR X, BE, %K BHEOIHRWT
ML A, SERRFDYEIL, (b MERNH [HLREIC
S BEBIERICE T ZRIER, MRREEREOHES
HWpPORBEL L, KA EOREMBIZKRD 4 BRET
FMTAEELIC, TAYPERERICERLL, AR
ML, 2, 3DBDICOVWTIRBIERHE LTHEL
7%

1. Ao»CHERD, 2. BESMEDHD, 3. B
ERBHEML Lk, 4, WELRL

(4) BRREERELD

BRR EEREREEH I EI O, LEREER
W (HEEICEABRBESNCE T AR, BKRRAME
REOHERE " 2BEL L. REEBHLEMNED
HREBRIIRD 4 BERETHMET 5, HRMENL 2, 3
DHDIZOPVTIIRRREBRE L LTELE L7

1. HohiclEHY, 2. BESMEDD, 3. M
EhHLh b Lk, 4. BERL

(5) BERLE

BIEH (BBELOMBEETETERHEER: &
BRELOREBMR2, 1. HodlMED D, 2. BE
L MEDHD, 3. WEMBHEHDLAZVOVT A,
ICHIE SN D) BIUHKREBRE (BRELD
MER*EECELVERREBERELE: ERELOA
RMEA, 1. Ho»ICMEDD, 2. BELHESD
D, 3. BEXEHE2DLhZVOVTANIHESh
b)) ofaE, BE, BB LEREL, BREOER
HEUTOLER T IZHEAREICHE L2, Bt
FER & R (M, B - BREERNE) OmH5E
Ml e FEBI D A % FF-flixt K & L72AS, BHERARIL
72fER, &5 VIZEBERBRAMBRE RO NI FERII,
TRTCFHERE L7

1. BL2TH5: BIEACERREBRESZDON

\ViE

2. 1ZZRETHD: BIEDRIEH R HKREMBRK
MEDHLNTEE

3. RN B TR A2 R MR A 5%
HARD LN BE

4. MREASH B TE DRIV R R AR A S AR
HehHe

5. HSELRHE: MAEROWEE 22 X HMIKRELEA
12k Ty

(6) HHM

R RBLUBMBELSEE O LICUTO 4B E
T HEAREICHIE L7

1. bHTHHE, 2. /i, 3. *XHMH, 4. FH
Lo 4aBEizs HERE

2) HERAITEAGC & B HRES

EFORE, KBOSE, EEE, BEHR ME7
HRIR, RetB L UAREICHT S ERELEMOY
FELR LIV THRE L7, BBAIC WTIEBRB YK
flidp B\ IS TRBRE R AL KA &+ Stk L 7o

8. T— 5 DHY KB & OB

1) F—% OBy K

BEBRTH, HBREEMIEFANBTEORN ZITVWE
BB LK 5V IIEREBREEM L GERL, EHAD
WYFERE LTz FLARELEFADOIY Hvid [EE
RABROMEBITICHWTHHL K54 ] ITHERLT,
PDTo5 2038 ICX3 L7,

1. &g, 2. ik, 3. B#%E, 4. UEEKR, 5. &
B HF

B, BERHBREIIAUNLFEEL-bDE, T/,
ZBEBEO2VTRIEUEHEELA-DOEZHRAE L
72

2) F— 5 DO

FEFMHEE X, WERHE, MBEENHREL. B
SVETE, BIER, BRREMERYE, BEXemE L
Too 70, ARMI, BURMEEEAB & LT, KM
L7

L & |

1. FEBIHERK
FEBRICHAANONIESFBIZIF TH - 7=
(Tablel)o O L 2FERERE Lz 161X, 1M
WA Rkt L v IRE D BE S MBUINSE & DB W TS
TR LA, HEFICEBLAZLTI-ICL VKL%

Table 1. Number of patients evaluated

Enrolled Clinical efficacy

Side effects

Laboratory findings| Overall safety Usefulness

No. of patients 9 T*

8 8 7

*Reasons for exclusion from evaluation of clinical efficacy:
1 patient
1 patient

+ Ineligible disease
- History of epilepsy
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R WA I A6 & A LSBT L o iE BT, B-T

7 5 ARBAEMROBESNTETH o 72720, HROM é g g g 3 g §
RPELAMSE (REL, BABAIRREL VT REOSA 3 : 1°%
BV —%ETB-97 5 ARBEMROB G AT 5

EOBlCI) JICBRT A Ens, HRIMERLL ?g ¥ % %

7o BRBE EENBRLEL) BXUHEEOM 8

W &I LAt BIVER, BRIREMRY, MER
EEICOVTIBITR L LA (Table 2). 1t 1 #lid,
TALABREREIHRE SNAMNOERNT, TXTH
AT EES SR L7 (Table3). ENMER, ERRZE
PR RAEBIE T B, BIVERIRRAT N RIEDIE 8B, Bl
PRIRZEH R HMAT X REE B 8 B, BRISR S REMIT N
REMZI8H, HHUBAOSREFNZTIHNTH-
(Table 1),

2. BEHER

FEFD—I % Tables 2, 3 (Z/RT . BRIRZ) RN TR
fESIS, BUME 261, MWSHATHo7,

BemfED 2 Flix, 89 & 60 ROKMT, 15 GEH
2) IIERER - SHELLTERALZEEZALTY
T BRERMAAD SRS SzhozboDnFh
bERRBAFEISOREMETHLRL Y TSN,
$E6I 1 12 Escherichia coli DM By, FEF 2T E.
coli & Enterococcus faecalis DREERFTH o 720
B5 REROERS L UBRERRIZ, EHF 1134608 39.0
T, Bfxk% 13,800/mm?®, ¥ %% 20 [E/4, PaCO: 30.3
mmHg, 0100 B/ T, SIRSOLHERIE42%
WL T, EF 2, &5 MG OFR 39.2T,
H 11 2k £ 9,600/mm®, (%X 100 [B]/4 ¢, SIRS D £
B 20 (FFHE & UFPaCO, X ki) ##%7-L T
Wi, 281 bICHUmMERE S 3 v 7R DIC R %D
TVWIERIT, BRYEEEREIIBUMEE LTIXhEETDH
27

BRI 5 HiE, 57D 5 84 BEDBMT, 58 Hic
EWER - BHELHL TV, BEEIZ 161 GEM 8)
DK X 58 S, Streptococcus intermedius O ¥
BERLTH -7z, BK 5 FloR5REROKRIX 369
THh & 38.3C, A M 3k % iZ 8,400/mm® » 5 15,800/
mm’ THho7z. &8, &5BEROERD 36.9T DfE
Bl GEF 5) 13, XEFHANICIIREI DD BIREHES
Wl Twic, REEEEEL, ERATIIEETH-
727t M 4 BHIHEETH o 720

3. BRRZHR

BRI EBITHREFTHOBRDE, FHE%
Table 4 12573 B, 1H 1,000mg (52) #5
Bl261T, BMRFEIZVTNLER, FHEIL2/2T
Hoto BETIX, 1H1,000mg (5+2) &5 512465
i, EXL16, ARLIHT, AHFIX2/2THo7 1
H1500mg (5+3) &5 B3I, F16, E%h2
BT, ERHEIZ1/3 Thot:o BEEEOELEIL 3/5

Table 2. Clinical results of pazufloxacin mesilate treatment for sepsis or infectious endocarditis
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;
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E | §°¢
< alelalo| @
MEHEHMHE M
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21 38|g|s|¢l2|g|gl<|%|e
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g3 5 s 5
Ecn ol m colm| 8
égg §. §. -
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o.ﬁ—- -~ -~ - N
"a2&
-~ E
$ER| =9 s 3 E
E- ER 3 ¥
g i
. . o
. Y
] .”n
23 EEEEE
e ' gEEES '
2 _gg‘,gﬁtg
30 CHAS
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THol,

AR B SRMAT A SUEBI T B 5 5, KREELGHATIC
MEEARE SN AEBIA 2Bl -7 (Tableb)o AT
5K IE, RELS5 MG 1 MMAIIC S HAERS
SN RYEIAREL O D& B Lo Cefditoren
pivoxil (FEFI4) (28 HM, piperacillin (£ 6) 136
BH#S &h, wFhimpoegTHh, 0246
PR EMEEEDRE L SO DERIZAEA 1
H 1,000mg (5+2) &5 3 nARL LOK*H LN
PATS

4. HEERRIR

B Tix, E. coli MMM M UH GEFI 1) OMM
ZRRRIZNK, E. coli L E. faecalis ¥ B & By
Bl GEBI2) DOMEFNRIRIIKEG RO MREH KL
DI-DARHET, HEEIL1/1 THol RN S. inter-
medius EHEBEF (EF8) OMEEMNBRIIRS
BICERREIERL-OFRET, HEKIZ0/1TH

Of:o

5. &ek
1) EifEH

BMERBITARES 8 Fldb 1 5 (EF 1) (CBIERHS
RAEL, BMEARBXIZ1/8 TH oo ERITHRH
BREROHEAET, BEHOBEIFEETH- -
(Table 6)o = DFERIE, F#S89 %, & 42.4kg DK
¥T, MMEDSHIZL ) A 500mg % 1 H 2 BRS

LTWAt, 6 Atk h AN, CAERKE 2572
REHTHR (THHR) ERSTRALHIZHE LD,
NERBIZBELS WD) EHEENTZ, 28, BIfF
T AUB ki b edh ot
AURRPOEM L HHBRE L TRCHA 1HEZD
S, KRG MT 25 Hikic, BEMECHREIZE
Bt L7 MIPEBU IR S & BRI TR C LER (GEH
3) TAEKLOKEMBRIINEZL LHHINTI,
BEOHBHEDI-OLBELE DY THMMMKEL LT
NSAIDs At S M7= Bl 2 Bldh > 7o 1 61 (JEHH 3)
i3+ 7oFt T, o 16 EWT) X707 2T
25 RN LMK THoA, 2HELICKRDF /O
VERTHEBSN R L LORERZED o7,
2)  BERRMAE RN

Bl R A 2 SR AT 0t SRAE B 8 B0 2 IS BRI
HREIBVOON, HEREHRYRBLEIL2/8TH
571, BERREHRMONRIZ, HEEME (EH2)
LA-P LR (EBT Tho7 (Table?)o hF Mk
BI2oVTIE, HERTHICE—2I12EL, FORER
kL= SV ARMFRIIBZEONED ) LHZESN
720 AI-P ERIZDOWVWTIE, HEPICRHEMEEZTRL, £
NHEERERG, ZERTHLLEAL Gx58TS
HBICBR), NEMBIIMENSS b LhZVESN
EE&NT B, TALARGEBEI RS O/-OBKR
EHREOBITNER» BN S HIERA (EM6) T,

Table 4. Clinical efficacy according to diagnosis
. No. of Clinical efficacy 7]
d(i::gnm::ilﬂ Dose (mg/day) patients excellent | good fair poor E"a::fy
Sepsis 1,000 2 2 2/2
1,000 2 1 1 2/2
Empyema 1,500 3 1 2 1/3
subtotal 5 1 2 2 3/5

* (excellent + good) /no. of patients

Table 5. Clinical efficacy of pazufloxacin mesilate in subjects who did not respond to other antimicrobial agents
Case Pre—treatment Clinical Clinical efficacy of
no. antimicrobial agents duration (days) clinical efficacy diagnosis pazufloxacin mesilate
4 cefditoren pivoxil 8 poor empyema good
5 piperacillin 5 poor empyema excellent
Table 6. Side effects
Case Days of Administration of
Symptom Degree 4 . . Causality
no. appearance pazufloxacin mesilate
1 delirium moderate 5 continued probable
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ERMEIMENDDE0E Lk E S AST
BIUALTO LR RD NI,

3) HETLE

HRB5 1 HERSRUNOMIFERELE % Table 8 IS/RT
BERSEBANRESIZISHAT, 24TR, BRLT
HH5F, ZIRETHD 26, PLHEHHD 16
T, R2XII5/8THorl. LLMBLH B 18013,
PEFEEAROBMERAGRALES FEM1 THo
A

6. HAM

KB 1 B5RUOHHE% Table9 IR"T. HA
AT REEMIT 7T BITH o /oo BMEEIX, A H 16,
PRER1IPT, AEXRI1I/2THo7 B, ¥
bDOTHERLIP, AH26, FH%ELZL2HT, AH
Xi23/6ThHore HRMLL 28IE, BEBRURAIV
TR EROER EFIT, 8 Thol.

Im. # -4

—a—¥%0 sRERIR, LRELZREANRZ bV

LHVWHEEELZAL, S8BT LEATWAI N

5, 4H, M4 OBRIEDHMIILHVLRTWVA,
AT, Mz 2 —F /0 RAMENTHRINT
Vipnzza, BB G R O MR R A R KA
AaSnTwan, BiESE UMARYERYIEDHMEE L
THMEKOMBEIWRENTV B,

PZFX i:413Kix, 7 icMB s =2 —-%/
oy RAMNKT, EOHMIERRSDPIFX X, 7T
LKW 3 & U P, geruginosa ¥ 8U 7 T LEEYENIC
o LIBL WM ARZ PLVERLTVAM,

B R 98 T M B8R T, PZFX if 4 % 600 mg 30 5 M
RO O B M A M BE AT 11.0 ug/mL 2R L, TEXK
ORO=2—% /0 RAHETRBOALD > oV
M RENBONAZ EARBENAY 7, BKE
IARRRTIX, R, R, FHEEARE & ORRIE
Zxt LTHBANMRD LTS,

FCT4E, EES L URGEMEBEE O/ E,
BSOS X U A E AL RET S
LEEMELTERRBREEBL

BomfED 2 Fix, BemiEM S 3 v 2 2 DIC 2 &b

Table 7. Abnormal laboratory findings
Case no. Item Before (0 day) After (7 days) Follow-up Degree Causality
2 eosino. 1% 16% 2% mild probable
7 Al-P 175 IU/L 420 IU/L 548°,473"°*IU/L mild possible
*12 days, °*15days
Table 8. Overall safety
ini Response
sapmos | Do/ | L e e )
poor |not safe
Sepsis 1,000 2 1 1 0/2
10U

erll';f:’::r‘;i;s 1,500 1 1 1/1

1,000 2 2 2/2

Empyema 1,500 3 2 1 2/3

subtotal 5 4 1 4/5

Total 8 5 2 1 5/8(62.5)
*safe/no. of patients
Table 9. Usefulness
(.Jlinica‘l Dose (mg/day) N('>. of Response Usefulness

diagnosis patients very useful | useful | slightly useful not useful rate’
Sepsis 1,000 2 1 1 1/2
1,000 2 1 1 2/2
Empyema 1,500 3 1 2 1/3
subtotal 5 1 2 2 3/5

* (very useful + useful) /no. of patients
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RVIEBIT, BUMAE & U T ikl e I SIE T S
2720 PZFX {E536 M 1 H45- & 1,000 mg (4 2) T,
BRRRIE 2B L b ERTH o720 3 HBT TITMMAS
Bonhdor (4 HBICHM EHAMLE GEF 1)
Holeht (EBEOWBETIIAL), EEM %MK IR
BIUMROH{EA L T &, £/ (89R) LW
MR OBRPRBL L ERMLTEY LB ENS, EE
B, M2 SIS n Do, RS S R,
1B E. coli DHEMAE BT, M 15X E. coli &
E. faecalis DWBMIBHTH - 7. E. coli M. &
FeBliz e REATEE LA, E. coli & E. faecalis D
B BROUIRG ROMREHI RO 22k R
HERITETH -0 EF, BULEEIC SIRS D24
Mah, SIRSTAbLLBUMAEL #2THELELZV
tnbhTwaY, SEOKIMES 2 Flix, Mo
RERENFMIN LN oL DODORBIEEFRUN 5D
REMBTHORIDEREINTH S, SIRSOEKES
b7z L TB I eh bMMEERL LTHELZ2NLD
LEZOLND,

BEWOS#IE, BREEREENPEELH, BEL
PiITadH o7z PZFX iEH¥ED 1 Hix5 &1 1,000 mg (5
2) 224, 1,500mg (73) 36T, BERREIXT
RTHEEDHKBIZL M oTHES K, E¥1H,
BR2H, Y2 ThHorz, EWHH (EHS) 13, B
BEFLF— T EONBRLE 2 LICHAKAEE S HI28
AL, CRP HBIZIZBRMAL L 7-EFITH - 72, EBARE I,
1BIZTHRAL D FRES NI S. intermedius ® Bk
BRET, BRAVHERL, BERDRIEHTH- 70
O 4BlIIERBERETH 70 28, BEILSOE
REBLIUOBREHEBRAOT B 2o 7,

MR OFER TIE, ARG TR R G 2 51- KED
BG5 &N R=V) VRiESH K piperacillin #Z)H1(2
AR RIZENT, €7 = ARECIRK cefditoren
pivoxil ERIBI X+ DR RIIER TH o720 4 H,
Fill B B S DR L LT -5 7 5 ARIAEHRH G
SELHEICHOONTVAEN, f-F275 %574
RAER) O B A L2 L, VEHIED S 72 5 R XA
HYTHHILERBRL TV A,

PLE XD, PZFX ix43 M IX MAE S & UM ifr % 4 o 1 4
SEDMNSE, MK L THYZEREEL LN,

X [ 13
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Clinical evaluation of pazufloxacin mesilate for severe refractory infections

Kaoru Shimada", Yushi Nakai*, Satoru Shoji*, Kazunao Niizuma®,
Takashi Inamatsu®, Masaru Koyama®, Shoichiro Irimajiri®, Yasuo Matsuoka”,
Norihiko Koido®, Shigeki Odagiri”, Yuji Watanuki”, Harumi Nishiyama”,
Nirou Okimoto*, Takayuki Karino®and Tasuku Sakamoto”

"Department of Internal Medicine, Tokyo Senbai Hospital, 1-4-8 Mita, Minato-ku, Tokyo 108-0073, Japan
"Department of Internal Medicine, Sendai Kosei Hospital

“Department of Internal Medicine, Fukushima Prefectural Aizu General Hospital

“Infectious Disease Section, Tokyo Metropolitan Geriatric Hospital

®Department of Internal Medicine, Tokyo Kyosai Hospital

“Department of Internal Medicine, Kawasaki Municipal Hospital

"Department of Respiratory Diseases, Kanagawa Prefectural Cardiovascular and Respiratory Disease Center
“Department of Internal Medicine, Kawasaki Medical School Kawasaki Hospital

“Department of Internal Medicine, Aino Memorial Hospital

The clinical efficacy, safety and usefulness of pazufloxacin (PZFX) mesilate, a new quinolone for
injection, were evaluated in a clinical study of patients with sepsis, infectious endocarditis and empyema
resulting in severe refractory infections. PZFX mesilate was administered by intravenous drip infusion at a
dose of 500 mg two or three times a day. A total of 9 cases were enrolled in this study, and the clinical
efficacy of PZFX mesilate was evaluated in 7 cases. Eight cases were evaluated for side effects, laboratory
findings and overall safety, and 7 cases were evaluated for utility. The clinical efficacy rate was 2/2 for
sepsis and 3/5 for empyema. The efficacy rate in patients who had responded poorly to other antibiotic
treatments was 2/2. The causative organisms were detected in 2 patients with sepsis. One case was caused
by a monomicrobial infection of Escherichia coli, while the second case was caused by a polymicrobial
infection of E. coli and Enterococcus faecalis. The monomicrobial infection was eradicated by the PZFX
treatment, but the outcome of the polymicrobial infection is unknown because bacteriological tests were not
performed after the administration of PZFX. The elimination rate of the causative organisms was thus 1/1.
The causative organisms were detected in 1 patient with empyema, who had a monomicrobial infection of
Streptococcus intermedius. The infection persisted despite treatment, so the elimination rate of the
causative organisms was 0/1. Delirium was observed as a side effect in 1 case, and the incidence of all side
effects was 1/8. Abnormal laboratory findings were observed in 2 cases, and the incidence of abnormal
laboratory findings was 2/8. Eosinophilia was observed in one case, while the second case had an elevated
Al-P level. The overall safety of the treatment was evaluated to be 5/8. The utility of PZFX treatment was
evaluated to be 1/2 for sepsis and 3/5 for empyema. These results indicate that PZFX mesilate is an
effective drug for the treatment of severe refractory infections, especially to sepsis and empyema.



