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CPMC12 4 2 1 24 HZA) - P12 % 4 H 24 HZED

FHEFH* 2 0 > RZHURHE pazufloxacin mesilate (PZFX iE4F45) O AIEIAE % MR & L 72 FRK
F MR Z i E K AEFIZRI 72 & DI OGF 6 fisklic BV THR L, FofFME D4
B L OTHEZ AT L7z Bk 560 10 Bl 5 5, BpibRdE 23Kk U 72 ARAER 1 B2 B <, 9 % ff
Frage L, UTORMENR/ . &8, PZFX{EHED 1 Hik'5 =X, 18 300mg 1 H 2 B%5271 5,
1M 500mg 1 H 2 #5238 fITH - 72

1) BRRENRIZOWTIIMM GG 9Bk, ZR 56, ARI3H, XA 1IHIT, FhEardbe
T2EMFEIL8/ITH-7ze T/, 1 HEZG R OARZEIL, 11 300 mgx2 [1/H T 1/1, 500 mgx2 1/ H
TT7/8 ThH-o7,

2) MEFINIEIIDOWTIE, HEME RS MRS TIZ Y 7 AR TO0/1, 75 LEMRH T 1/4,
BHERETIE 1/1, 2K TIE2/6 Th 7. 8RN T, Enterococcus faecalis 1 ¥k, Enterobacter cloacae
18k, Acinetobacter calcoaceticus 1 M9 L 724 DD Staphylococcus aureus (MSSA) 1 ¥k, Pseudomonas
aeruginosa 3 HRIZArHi L 72,

3) BMERNIMET A G 9 Bl B TRO SN, BERMRAME IS 9 Bl 2 FlIZEED S, ALT
BLUAIFPOEAD1H, IREUOREN1HITH -7

72, BRI AR PZFX ORI % il K8 F IOV R 22 & OSIZ B i i D FT 4 hisg 12T
WE L, LToR#T 7z, B, MBI TE2ol, BRRBIERHFAO S 56 TH-7:

1) eschar (Z& () JEHIHL) ~ PZFX #1712 LTI, eschar 2 RELT & 72 500 mg %5 4 fI T,
BT 1% IC BT, 1.33~7.54 ug/g DEITHED Mttf

2) subeschar (# (1) JEHIFED T o@iE L T 2480 T, MOEHE 7 1REM %230 T, 300 mg
45 11T 1.68 ug/g, 500 mg §'5- 4 5T 2.12~8.44 ug/g @f?rﬁ f)‘méf) Sz,

3) 500mgd% 5 46 TIE, muEA LI % o 5 #& N PZFX R £ 14 eschar T 4.5622.35 ug/g
(mean+S.D.), subeschar T 4.78+2.60 ug/g (mean+S.D.) T& Y, eschar, subeschar ~[F LI D B 1T
MHR LN,
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HME CEEE) R, REOBRIGEMAKNDOBITHIC
DLTHET L7,

LB, FRBILHZORBEALZRZOKEEHBI L L
biz, [EEMOBKRABOFEMIZMET 5 HEE](GCP)* %
ML TEBI NI,

I. HRESLURBRFE

1. BRI

(1 K %

T 810 A5 ¥ 10446 B £ TIZ, JbigEKX
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Table 1.  Collaborating institutions

- Department of Plastic and Reconstructive Surgery, Schoor of
Medicine, Hokkaido University, Sapporo, Japan®

- Department of Plastic surgery, Sapporo City General Hospital

- Plastic surgery Memorial Hospital of Plastic Surgery, Sapporo

- Department of Plastic Surgery, Obihiro Kosei Hospital

- Department of Plastic Surgery, Hakodate Chuou Hospital

- Department of Plastic Surgery, Teine-keijinkai Hospital
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1) PZFX fiGEiEm
PZFX ¥ §F #£ 300: 1 /5 1 7 v H PZFX & L T 300
mg k&8
PZFX i 47 # 500: 1 /5 1 7 )V 1 PZFX & L T 500
mg*&H

2) PZFX KIS H
PZFX B2 RIS 300: 1 7 ~ 7V 1mL # PZFX &
LT300ug *&H

MERE: 17 7V HEABEARER 1 mL

(4) &5 hHE

BEARISREBE L ERL, BEUETHLI L xR LLS
2T, 1M 300mg & %\ i3 500 mg % 4= B £ 45 {5 100
mL \ZEM L, 1H2~3 [\ SiEgfE (3040 L7,
B, 1 HEAEKS®E% 1,500 mg (500 mgx3 [[]) T
L, BEHEGERIE LT3~14 HE & L7,

% B, PZFX {F4t% 300 mg ¥ 7213 500 mg ® #EIR X
GERIAY RS EE DOBIRACIRRE, (KE, FEwmk v E
AFERL 720
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EBREHIZHETT 205 EE L)
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L34
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B, RSSO NI BT L AR E 2T b 2
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Rim, &9, BT, K, BMEGww, 2 5
FEARA (B : EHBIZE T2 2 2 FEUE L7z,

i) MRAFH

FfEk, M/, CRP: i%5-BA4awT, 3 H %,
BIUHKGHRTEIZERTL L L LT,

iii)  Foft

DRt % % 5-BtAaT, 3O, THEBIORERT
RRIZERTAZ & & LT

iv) BEGRIREBVOEER

X5 BMGET, M THRIZERL, 5 hresiR
DEMTHIEE L. B, BUSAIKYETDOF R
HEROEEER L L7,
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il)  FF#REME: AST (GOT), ALT (GPT). Al-P.
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QE%ML,ﬁﬂmﬁ%ﬁ¢5tk$_r&#ﬁiﬁa
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HIMERE: 10,000/mm® LLTFIZ 7% - 72356 (B 5-Rifl
73 10,000/mm’ DL T OB EFHMICE L 725 E)

CRP: &1t (1.0mg/dL LLF) L72¥a T 7234k 5
BAGRTOME & ) R E A IR T L7254

FOMBRAEIR: LEFEHE LSS
2) MW ERES
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TR, Wk B F T, AE, BB
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3) BHEREE

BIfEF B L UBRMAERE O, BE, BB%y

ERIEL, RBEAORZEEZUT O 4 BT 2138
EARICHET I & Lz, 4B, BWFH LBKRRE

il (Mg, BF - BEEREE) OW I AYEEAM ol 68 2 EF
AEFHETSRE L, BIERDRIBLER, 503
RAREAE B AR O NTHERNE TR THTER 2 E D A
DFfiR R E L7,

RETHD: GNEHRBRIRIRAE R E A
Wt

2IFRETH D BEORIEHRERRK
FolCY (Was: Tey

LA D L PEEORERCHRREMERE )
e &j rohf;j—ﬂ A

MDD 5. BEORERRERRREMERE S
ﬂtﬂA

H5E BIVEFOBIZE £ 721
A
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b eamm THEIC L B EBRESIZB T AEIE
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HWELTho7,

1: SRS,

2O L
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2 5

IR RAE A O
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LB EBRFERINC BT BRIER, BIRMAERE O ELE
¥ 2BEL LT,

AN EDOREBRIERDOSEBTHEMT L E LD
W2, aAY bEe#EARCRERT AL E L, HEBR
AL, 2, 3DHLDIZOVTIIREIER E LTI o 70

1 S22, 20 2RAERDY, 3. Bk
26 Lz, 4 BFRevs Ly, 5 BWHRRL

4) HHME

BRRAEB & BSR4
T HEATIHET 5o

EhOTHH, A, LLHEH, AR%ERL,
fiE

BEad EIlUTD4EES

HER

(8) FEBIDOHL Y >
EERARIGIERNIAEB OIRT, KABONE, EEE, &

PRI, mm+mw%,a =B L OFHMECHT A6
BRI LR R O F 2 7 L2 oW THET L, MBSz WT
BIGEHH YIRS 5 IR ER T EEM & 512 5%
TAHIEEL, BEIL o TR YEME BB LE
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HETAZELDHHZI L ELT

F7o, NEREFDOIY T id [ERIR AR O G
BT AL NI A 2 IR L T, 1 A, 20
1k, 3: Bk, 4 WEER, 5 WEARNYTFTDOEDDI
BIZXa L7z,

(9) F— 5 I#HT

FEFHEIEE & BIRR R, MR R, ST,
EIVER, BRMREMEEBLOEHLE L. 72, &l
K FRAMGIE B \$ B E A, BB O BN, 25

SRR RIRRIR AN, REAROHEE, HRREE, MMk
BELE, CRPZELEIZIOVWTHRFAT A EIZLT.
7 — ¥ AT ISR EBRAARIGE M O RO b LIZE b E T3
HBREHBAREBZ TITo 72,

2. BIGHBERITH

1 # %

TR 8EL0 A2 HFR 1046 A £ TIZ, dbiEE K
ZERZMHBREEENE B L O EEREEE O 4
Mgk (Table 2) ZBW\T, KETHEPOFEIEL F
OBGRIKAIELHZ T, »D, HEFMRERBH %
REL, TrROBIREEIIEE LA 20U LEOARE
BrERHRE LT,

1) [PZFXiE4tEE  ERR S I #H B — 2415 Al & 4
fE—) OERETHEEIZD & DT PZFX iF g8 0 — %
ER R SR ERAR B T D AE DI

2) REEA Y 2 — VIS XRIM AT BE 72 4iE B

3) KEBOERIIHID, DO UDEBEELS
IR FER EA2 03B L, BREMOREL K
AL D XETHRONBEH

$72, TROFHIZHELT HEMEIRIL 72

1) WEFEARLEEDLN DS

2) [PZFXiEGTH  ERIR 55 I AHGUER— 2445 Al ek e
FE—CHEBERHRD L NIEH

3) WMEMEBEOYANAFRZH D, 7140
AEE (&, HIV) OBFRTHT LIEH

4) ZFofh, HEAH LR OANE Y & H T L7z REG)

(2) BEOME

RIGERI AL B, B L RIS HBRE IS L, Bl
BEILA2BBENMOREXAANL ) XETHLIL L
L7z (—MEERPREER & 3z, (RINBYAERER & L CHE
FAExB2Lb0E L1,

(3) 5 HIE

Table 2. Collaborating institutions

- Department of Plastic and Reconstructive Srugery, School of
Medicine, Hokkaido University, Sapporo, Japan”

- Department of Plastic Surgery, Sapporo City General Hospital

- Plastic Surgery Memorial Hospital of Plastic Surgery, Sapporo

- Department of Plastic Surgery, Teine—keijinkai Hospital

W R R ER O s A - A R B RE B (2 HL A AL B
LDk L7z

(4) ARNBRERET O IE

BEARNEL ) ARGBHEHEEEIZ D &2 ARNENER
BZENORESHBLNE, KOHEHOWTFAH,IZEY
TAHYGE, ek a e L. 72, ko4
AH, #ih, &8 LECOCTHERICERT L &
L7

1) MEPSETREEMBICHLETH LN
L7=E

2) HEENPOSHILEOBLHELED - 75E

3) HEHEZEIEIL, RNBHERKBRH AN &
MW s 73546

4) F A, HERIH LM A R B AN B 2 &
L7565

(5) PFHZEB X U ERYLE

PZFX (ET ¥ 5-FMAER £ THEMH L T2t H %
HEELET) Do, thoEEE AL 22 &L
L7: (BRI THIZZORD Tidhv),

F72, FAIE L TARBRBOEYTMICEZEZ B LT
EEZONDLZTUNAY FBLU 7 2 = VEEEER (7 =
Y77 rRE), 7ot YBERDOIERAT O R
KIEAE DOBRIEHIT A & Lz, 72720, BEOF
B, RCEETHALLEAE, F0ERL, A
# HEREEFRERCEHETLIEIIL,

(6) MRARIRELDB L OFREUEFHA

HAR: PR AIAE B CREE A & 47 ) BRIZ PZFX iF
4132 300 mg & % 21X 500 mg & 30 %[ 22\ T A AR
L, M T IREEE I 2BERZOT AR
BB RTAAE, JEBR R AR CERZEYD) % 02~03¢g
L7z ZOB, 4 LMl & % BB a ki
RA—EBRETTELHRIMYEEE, —20C LFIZH
FEPRTF L 720

BAG B ORI B 72 - TIL, dry eschar (eschar) (2
() R OIS EFDOTORMBEL T B 0bw5
soft eschar (subeschar) ® 2 DDEIZh i) THAEE KR
L7z

Mih: & SHFAER B L O T 1R %, 2
FEf R DV, M e LT5mLIRR L7z 20
%, #.OEE (3,000 rpm, 15 400D (2T = 8 L
2~3mL % —20C DITFICHEEHREL, MikE L.

RIEWE I, =IfbF TR S AT Tr
27

(7) 8% - ATH B X OEiER )

1) BETER

Bam A=y n), BHolE »viEs, %
B, s, KE, PZFX EFEORSG BN O KYAE D
B, BPESW S, BRIEO TN, RNEHERERR
TRREDBME DI, BB O BAE R, BBRRE - i, &
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BepEi - SPHEB X OF O ERER, PR, GERIEANC  PEM & YRR L O EIC X AEFRE I TR L
D THILEE F e PG AT L2 3~ 72 R EEZESREE L, BRAMEE RBLU
2) KA REMOHEICEEL B XITTER R ERKRE, S0HE
K TATBAAGTHI S & OKEE BB O PRt B2 £l 24T 2R (S 2 S HITL, $XTOFMEHE
L7 Mo L 7,

HERE T-1l7ai t CEURRAEMICEIR L, AELZEZALN 2) MREFOHR

B REEBHRD SN EIE, TRERR Y B i R 0 B R M ok R 1 9 B D R & Table 3IZR L
L, AL ONEMEL S CIZZDOBOMBR EICET 72 BT BE6 B, K36, Finld 27 %05 69
ZIAYNEMERICEWT AL L EHEON  RITHMAL, FHBTO0RTH -7 RIFZBERAL
REAFR D FEAl 13— MEBRIRERER & MERITT - 720 LT, izt abn56 GERES2, 5, 8, 9,
i) MRS RMEkE, ~EZ70KE s, A 7Y 1m,wz:/uc;6§®1ﬁ GEBIES 1), BeENE
v M, /MR, FImERE, BMEksE, Kk A NOBFILAb 018 GEFIFRS3), 7V D5
&), CRP, I#EfE*, CPK, 7o bto > »ifHE K ’;5{,@1{51] GEBIES 4), I—NV ¥ — L DR

ii) WFBEfEMZE: AST (GOT), ALT (GPT),
¥)Ler (%, H), LDH, y-GTP, LAP
i) BEREMRE: BUN, -2 L7F=r, JLTF
Z T IR, MEERE

iv) JRATH: R&EA, R, vov) /=5 K

Al-P,

g GRIER, BEK, PR, i

CREMOM GGG, BELOMREHE
RIZEWT 5

R E AR TER O BRAT )

3) AEHRR

HERGPRILHAE I, #EURLEZBL, 5
EhRE#RTHEE LI, EIRDHET S T TESFNE
TAHIEEL T, oMK, B, BHH, BE,
X5 O/kEL - b1k, WE, BB X UEAE DR RER
HEZOWTEHICRHT A L E LT,

HERGOREE, A& OREHFROFMIE K
Rk & ERIZIT o 720

II. 5 &

1. [FRIREAER

(1) fiE BUHE R

1) HREHES

PZFX TS j E 7 10 Bl B 1T B B s Al Ik g

OB = LIRS R % Tables 3, 412/ L7z 16) GiE
19‘]%?%6) DRI ELE e 720, BRI IRk
HEDHWD G, BIKE, BELEE, FHEOTX
TOFMEE >SN L7z, &b, RALAESIZ, B
TTHM-> TADBL, BBIZL ) I 10% O %
ZAFTAERITH - 720 RFEFNTIE, JEBERBIZ7 LV —
VYERFEEE ORI A0, 28 H#%IZ, AVt
YKr, 779 — F<»%1rw, sulbactam/ampicillin
(SBT/ABPC) %Z#¢5 LT 7z isfgiinnie <, 2
13 Uf* I ESIZ7VaF S LOKESEENT 5
b, WHMAD A SNL 0, KEEES L, KIE
$2 151 Hf?A W CT \Z THEAMRIE AT o= A, BEAEN
N L + — ¥ T Bacteroides fragilis 7357 8 3, Ay
HpaE 5 O IE Lz RIEBNIZE U TR BRES

12&2b0 16 GEBIES T THhotlo ZHLT2H
A A %?X%Té FTOHHIEI3HEA”S42H, 1y
129 0 Th o720 T2, 1 HESERIZOWTIE 300
mgx2 [/ HA%1 %, 500 mgx2 [E/HA*8 HITH -7z,

(2) EERZHF

FRRAh R RITOBITH Y, ER5H6, H33

B, RRLHEMLBIT, ERHEEMEHLEEHERILS
/9 THotzo KR, HIMEKE, CRP % FEH % i
X L, &9, RBPTaK, R, BRUESWY, B (R
LA EOBRIRIERZ R L, EBEKTHEL
A, HEFONFEEH % Table 5 127K/ L7,

EYE R B & O 52K R TIX, F%E
(7%1) Tix300mgx2 E/H % 5 1%, 500 mgx2 [E]/
Hx5 6Bl TR s h, @R2EMULETHD, HIE
(2 F1) Tid, 2B1& b 500 mgx2 [/ BiS5 THRET s R,
HEW LB, RRAER1BITH o7 (Table 6),

g EIE R IER AR T, REFLAZERNIETRTH
SHEOBRBTHY, PO 102 ELETEY
UETH o7,

EHEREOBEREENBIRMR T, EBEEEAS 205
726BID) L 1BIDOARNRREBEMTHY, %H D56
TRAMULOFENTIZE5/6 Th o7z EHPERENIE
WTHo3BITIIEPFENTH -7 GHEDEE
FERIBRIR AR TIE, APHER LD 7HIETXTHEL
ETHY, BUEEXETAEFTIX, EHHESPEFED
1BIIENTH 7278, FIED 1FIERREHTHo 2
(Table 7).

2 2 B I ER IR B B % Table 8 1278 L 72 2R E AR
MENDRT7THTHY, 77 LBEHRTIZS. aureus
BRI N 1B TENTH o7 77 LEHEBETIEP
aeruginosa (4 f5) , Acinetobacter calcoaceticus (1 )
MoMESh, ZExh4aBl, RRERLIEIT, HULD
£ %) # 12 4/5 Td - /2o Enterobacter cloacae & En-
terococcus faecalis 75KRH S /- KB &g 1 B AR
THhH-7

AERGIIE RS Sh, BEREMEMICLY
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Table 5. Improvement of clinical manifestations
No. (zziiyt?:;; Temperature WBC CRP n?;:iefre :i:liicoils Clinical efficacy

1 500 % 2 improvement improvement good

2 500 > 2 improvement improvement improvement excellent
3 500 % 2 improvement improvement good

4 500 %2 improvement improvement improvement excellent

5 500 %2 improvement improvement improvement improvement | excellent

6 500 x 2 { unknown

7 500 x 2 improvement improvement improvement excellent

8 500 x 2 improvement improvement improvement excellent
9 500 %2 improvement fair
10 300x2 improvement improvement | good

Table 6. Clinical efficacy classified by severity of infection and daily dose
Severity Daily fiose No. of patients Clinical eficacy Efficacy rate”
(mg x times) excellent good fair poor

300 mg x 2 1 1 1/1

Moderate 500 mg x 2 6 4 2 6/6

subtotal 7 4 3 77

500 mg x 2 2 1 1 1/2

Severe
subtotal 2 1 1 1/2
Total 9 ’ 5 3 1 8/9

* (excellent + good) /No. of patients

Table 7.  Clinical efficacy classified by severity of infection, severity of underlying disease other than the burn, and severity of complications
Clinical efficacy
Severity No. of patients Efficacy rate”
excellent good fair poor
mild
Severity of burn | moderate 9 5 3 1 8/9
severe
absent 6 2 3 1 5/6
Severity of
},’ present 3 3 3/3
underlying
disease mild 3 3 3/3
except moderate
the burn
severe
absent 7 4 3 77
1
present 2 1 1 | 1/2
Severity of .
L mild
complications T
moderate 1 1 [ | 11
severe 1 : 1 0/1

* (excellent + good) /No. of patients
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Table 8. Clinical efficacy in bacteriologically documented cases
Clinical efficacy
Causative organism No. of patients Efficacy rate*
excellent good fair poor unknown
S. aureus
1 1 1/1
S| mssa)
B subtotal 1 1 1/1
P. aeruginosa 4 3 1 3/4
g A calcoaceticus 1 1/1
B subtotal 5 4 1 4/5
Monomicrobial infection 6 5 1 5/6
Polymicrobial infection 1 U1
(E. cloacae +E. faecalis)
Total 7 5 1 6/7

* (excellent + good) /No. of patients

B EHE SN, FEIRS SNIER (R EEL )
x4 A REOBKRMETIZ, 36IH 2 BIHFHL,
1BIRRENTEH - 72, BIIXEESFH» SR SN
ERWEZDMIC 8, MEFHNRBLOCHEKRDHEL
Table 9 (IR U720 ARENFRL L LFFH S N EF O
A5 EAL, 7 2 ZFDOEHA (cefazolin(CEZ)) &
FOMDL-F 7 % LFDOEHA] (flomoxef(FMOX)) T
by, REEHIME SNEF TIETRSMEZEIL CEZ
Thotze ZOREPITIXCEZDRREIZHT S MIC
& (¥ >100 ug/mL, PZFX ® MIC f& 1% 6.25 ug/mL T
Hotze TOMICEDZIZEKRIREIZIIRB I NI
»5, MEFERICIE, WEFERL. RREREFMs N
7216liEt 7 = AR DA (cefotiam (CTM)) % i 5
EIN0b, FERGH, BERIHEREL, &5 %2518
L7ERTH 5720 KEFORLEEIZNT S CTM D
MIC f& 3>100 ug/mL, PZFX ® MIC f 1% 0.78 ug/
mL THh o 7275, MEFEHITE, WIZFER L2

(3) MIWFHIZHE

1) R BIMEE %R

REENED SN TENIBIT 5 E FHIE R
1B, WA FI—HERIB, AL, #HRR1
Bl, WEARLIBITHY, HEEELXKEHbLEZH
4%#iL 2/6 TH-72 (Table 10),

THIDS b EMREY 6 I Tld, A calcoaceticus
1BICRIEE, S. aureus (MSSA) O 1HITHA $7-
13 —#RiH %, P. aeruginosa O 4 v, 2 I THA F 7=
i —EE, 16ITAE, 1PITHEARRTH -7,

B HE K16 TIXE. cloacae, E. faecalis 75 P,
aeruginosa, MRSA (ZHZ L7z

2) WoOHE

WOH K% Table 111277 L7z 5 R RE L L
THRIEEN, 79 L2BHE T, S aureus (MSSA) @
1 ¥AHERE, E. faecalis D 1 MM E L2, — )i, 7

7 LEEER TIX E. cloacae, A. calcoaceticus @ 13
FNFNHEE, P. aeruginosa O 3 ¥RIZTFEHE, 1HRIZAR
BHTH-7,

(4) =&

1) BIEH

BIERMIT A RE 9B OFR TRER IZEZD S p
272

2) BRRRAMEERELE

BRRABERELEHBI G RIFD D b, BRRE
EEEP2HIZED LN, TOHNE% Table 121277 L
720 ALT BXUTAI-P DO LA 16, REAOREN1
BlTdhy, FHEAEIZ2/9TH->7. %8, ALT, Al-P
DEABLUVREAORFEIIARERGRTHRICEFIZHE
L7

3) BELREE

MEEZEEBITARIFIIOVWTORERLE R
Table 13 IZ/R L7 KE&TH5H THl, ZIZRELETHA
2BTHY, ZERILT/9TH-7,

(5) H A%

B L OREMDBHI SR L2 -7/-9081%EH
UM RE L, TO#R% Table 14 (2R L7z, &b
HTHRAB, FH4AG, RRHFHLIBTHY, AH
3 8/9 ThHol,

2. BMEARRRRATY

(1) FEBIHERK

1) BEHEESI

PZFX [E4I3E 2455 L, KNBIREDKGT % 1T - 72 HEH)
% Table 15 \Z/R L7z B, T ORERIE, —#EKRA
BROFAIEG 2 RN ERBRICHAANTLDTH AT
O, —MEERABROERNF T ML 1230/,

2) WREFEOHF

RISENRE & JhE L 7 e Pl 0 B Bk, MR TIBH
3B, K26, FHIZ48EHN S5 69T THAL,
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Table 9. Clinical efficacy in non-responders to prior treatment with other antimicrobial agents

. . . . [
t MIC of Bacteriol 1
Pre-treated agents Causa' e o © Ipnor MIC of PZFX actenologica Clinical efficacy
organism antimicrobial agents response i
decreased or
CEZ P. aeruginosa >100 6.25 | partially excellent
eliminated
Cephems (iv)
CTM P. aeruginosa >100 ! 0.78 unchanged fair
Other | FMOX N.F. - - unknown good
B-lactum (iv)
PZFX: pazufloxacin, CEZ: cefazolin, CTM: cefotiam, FMOX: flomoxef
Table 10. Bacteriological efficacy
Bacteriological response
Causative organism No. of patients decreased or Elimination
eliminated partially unchanged replaced unknown rate
eliminated
G S. aureus 1 1 0/1
p | (MSSA) :
B
subtotal 1 1 0/1
G P. aeruginosa 4 2 1 1 0/3
N | A calcoaceticus 1 1 1/1
B
subtotal 5 1 2 1 1 1/4
Monomicrobial infection 6 1 3 1 1 1/5
Polymicrobial infection 1 1 1
(E. cloacae +E. faecalis) ’
Total 7 1 3 1 1 1 2/6
* (eliminated + replaced) /No. of patients (excluding data unknown cases)
Table 11. Elimination rate of causative organisms
Bacteriological response
Causative organisms No. of strains Elimination rate”
eliminated persisted unknown
S. aureus (MSSA) 1 1 0/1
g E. faecalis 1 1 1/1
B
subtotal 2 1 1 1/2
E. cloacae 1 1 1/1
G | P. aeruginosa 4 3 1 0/3
11\31 A calcoaceticus 1 1 11
subtotal 6 2 3 1 2/5
Tatal 8 3 4 1 | 3/7
*eliminated/No. of strains (excluding data unknown cases)
T 63.0 M ThoTo ZHLTHOHMET ZAHEERK  96H) Thoto
BETIOITOHMIZIIAAS 20 HETIXOAML, (2) MHERIT
F¥ 164 HTh-7o T/, AEOKRGEZ 1 HIKS BAGHIENIR L B & OV 1 i B % Table 16 123 L

BHIZ A S L 300mgx2 /0 %5 A1 61, 500mgx2 7z PZFX O il B % S #% 7 1 W1 %, 300 mg
b/ HiZ5H 401 TH Y, H5HHIZ6 H~14 H (F¥ %5 T 159 ug/mL, 500 mg %5 T 7.24~10.3 ug/mL
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Table 12.  Abnormal laboratory findings
Daily dose Laboratory values .
(mg * times) Concomitant Cause—effect
Ttems . i
Duration drugs relation
(d before middle after follow—up follow—up
ay)
ALT Bacitracin *
fradiomyecin 3
ALT t + Al-P 500 x 2 40 52 46 23
sulfate
t 7 Al-p
4 273
301 414 36 Sodium fusidate 3
Bacitracin *
fradiomycin
sulfate
Sodium fusidate
i x
Unnfary 5002 - 30 N.T 3(,) + - Famotidine 3
protein 1 5 (mg/dL) (mg/dL)
Chlorpheniramine
maleate
Loxoprofen
sodium
*Cause—effect relation to the drug: 3 : Possible
Table 13. Overall safety
Daily d Results
( 2y . ose No. of patients Safety rate®
mg X times) safe virtually safe less safe not safe unknown
300 mg x 2 1 1 1/1
500 mg X 2 8 6 2 6/8
Total 9 7 2 | 7/9
“safe/No. of patients
Table 14. Usefulness
Daily dose i Results
(me X times) No. of patients Usefulness rate’
mg X times very useful useful slightly useful useless unknown
300 mg x 2 1 1 1/1
500 mg x 2 8 4 3 1 7/8
Total 9 4 4 1 8/9

* (very useful + useful) /No. of patients

FCTEAL,

eschar ~OHMBEBLITIZME L TiE, eschar AFI T &
T=HEFI TIE 2P TPZFX A4 X, 500mg %5 T
1.33~7.54 ug/g DRITHED HN Tz,

% 72, subeschar T4 £6), PZFX 28 % 1, 300
mg #% 5 T 1.68 ug/g, 500 mg % 5 T 2.12~8.44 ug/g
TH o756 #. 16 % B %, subeschar i i £ »3
eschar FPIEEE A L0l > Ty /e,

500 mg X 5- %17 o 72 4 B D\ T A B L FIgeigHl
#% N % £ 13 eschar T 4.56+2.35 ug/g (meanzS.D.),
subeschar T 4.78+2.60 ug/g (mean+S.D.) T & 9,

eschar, subeschar D EHENFRREOBITHA SN,

(3) Zw&tk

1) EI1EM

RN EYEABRZ X % &I H AT xt 860 5 B o TRl
EHIZRED SNk o 7z,

2) BRRMEMEEEED

R EERELZH LT LZ - R4BD) b,
BRRMAEEBRELHF1BIZED SN, ZONEL
Table 17 1Z/R L7z FihoHimiz X % RBC, Hb, Ht
DERTTHY, FEHEDOHEBBRIZERL - E DT
Hotls
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Table 15. Background of patients
Sex Underlying disease except for | Open study Adverse
N Age Diagnosis the burn (Severity) Daily dose | History of drug | Past medical | effects Notes®
. : . es
0 (years) Severity of infection Complication (mg x times) allergy history
W. (ke) ) Duration Remarks
B.W. (kg (Severity) (day)
M ; ; none no
1 63 Burn wound infection 500 % 2 o o 1
n
43 moderate none 11 no
Hypertension
F nfecti (mild) ne
12 48 Burn wound infection 500 x 2 os 9
no y
54 moderate Hallucination-like delusional 1 o
state (moderate)
M . .
13 68 Burn wound infection none 500 x 2 o o no 5
n
51 moderate none 14 no
Diabetes mellitus |
Hypertension no
Osteoporosis
F Burn wound infection Hyperlipemia 500 % 2
14 69 yperip no no RBC 5
45.6 moderate Ischemic hearl disease 6 b
: (mild) H
Ht
none 5
M . .
15 67 Burn wound infection none 300x2 no 10
no no
38 moderate none 6 unknown

*No. of cases of open study
**Cause—effect relation: 5 :None

. = =

BAEBE I AMBEERII Lo L2 HERI
ZLCHERL TV DA, BFAKGRIKARL L Tho L
bRELZBETH YV ABRTORKDOERE > T
Y

BB R RYYE 10 LT s () LMD EI 24
B (7 —F2r) BXUOMEIZL2HBESLHADE
WETHHD, WIXIZESL T TOMRETIE, BATW, &
WA MEEENTORSY, UL, RS 3hi:
A (F) ARSI +pidEed, £/, 24%
BEaNMEED MITORVE () FEARKIZIZIEEL
WM BEE2REELEVEVDRTWS™, £2
T, MEBITHEO L VW O L ZIEET, X528
Al LCmiFhigEs LR S5 2 ENTELAREND
BABBIEASE I BV THERIGRDRVFONL 2 EH
FHMICARRBREZIT) 2L & L. TOEMIZHBY, 4
B, bivbid g EIEEIE % R & LT PZFX iE4
BrH5 L, A3, REMBIOAHEZREL, &
bET, WHELES T, BGHENOBITHEIIOWT
bRRET L7,

B, ABEBRTIE A EE OB B T BB R R R
FERASEE S H R EF DA EMRE Lz, THIGLTOH
HTHEEDORIGEEDVANEREDFEBZADLDIZL -
ELBLTVA LWL THD, Thbb, UE
ERBCEEMUTENEL, FABRIIZEL5RH%

BOER#ZS LedhE R o2nwZ EAFESH, L
b RIE L TL 2RMBRIEREOREEIZAIMED T F
TEHECHIBRETH L Z EA% . 2% 7, BERMET
REHFMHMEEDOHR G2 LEL YT, ABEIKREELY R
FETHZELSCREREAETLTCLES . LLEOHEH
TEED D VCIIBIEABFOEFNIAE L E E 2, TEE
DEGEZEDAERKRBOMRE L. 20X %5H
WEAE L TREZRE LEMIIZI06TH 55, Bl
A2~15 D Artz DILE I L HHEEICBT L 0N
10FF9IFITHY, oL EA 72163 BI &
17T, HEEICELBE LTELZZDNZVEEZDS
NBIEBITHo72e THHEDI0FDS B, EEL S
E (SRS 2 A L7- 103l LK 5 7
DI NTOFEAEED OSBRI L7z 2B, GHEIEE
THhBHIEFNL, BRI SNHEFIOMIZ 16 FEFIES 9)
AONTA, REHZEMIZBEZEOLFIREIIRIFTH
D, EREFMATEEE DM X VR E L7,

F7o, SAHEOHRIZED A, GBS Z 0/
REBRLaho7zl e &Y, SHHEOEMFMIINT S
WHERNTE, KEOBY L2EHFMMEATELZLDL
ZZTWwh,

BAZ B EYAE & it R & L 7z PZFX (493 o BE R AR
T, AAMES/IT, BMREFMLENERED 16 %
B RS LT RTOREFTHIULE VS ERT
Hotzo TOMKIE, LRI ILb AT 5 72 ceftazidime



414 H &ML % % & % & ¥ ik JUNE 2000

Table 16. Pazufloxacin concentration in patients with burn infections

B 4 ski Non-burned skin
. Dose Serum (pg/mL) urned skin (Normal skin)
o.
(mg) bt fror® Conc. B/S** Conc. N/§"**
elore atter (ug/g) ratio (ug/g) ratio
4.60 0.49
11 500 0.298 9.47 10.9 1.15
3.31 0.35
53| 38.50 0.48
g =
5E| a5 0.49
5 . .
12 500 0.0411 7.24 1.99 0.28
) 5.85 0.81
&
- 6.50 0.90
1.33 0.13
13 500 0.0727 10.3 2.79 0.27
2.12 0.21
6.82 0.83
8.25 1.01
14 500 0.0444 8.19 = 8.64 1.05
Z 7.54 0.92
8.44 1.03
- 2.18 1.37
1.71 1.08 2.38 1.50
15 300 0.137 1.59
1.65 1.04 o o
> 2.28 > 1.43
Z | vres 1.06 < <
300 0.137 1.59 2.28 1.43
1.68 1.06
Ave
4.56+2. 35 0.57+0. 31
500 0.11+0.12 8.80+1.35 6.08+4. 37 0.69+0. 48
4.78+£2.60 0.60+0. 36
[ J: eschar [_J: subeschar
*1 hour after the end of drip infusion
**B/S: Burned skin/Serum
***N/S: Non-burned skin/Serum
Table 17.  Abnormal laboratory findings
Laboratory values Cause—
Dose
Items ( Concomitant drugs effect
mg) before middle after follow—up | follow—up relation
InsulinR
RBC Pravastatin sodium
316 33
RBC | + o 2 D.Pro'l;ucol |
Hb | + 500 'pyricamote ok
10.2 7.4 Manidipine
Ht!
Ht hydrochloride
31.1 22.3 Concentrated human red blood cells
Human serum albumin
*Cause—effect relation to the drug; 5 : None
73.3% (11/15)", cefpiramide 70.6% (12/17)", HEDOYEMBUZ L A EBIEFMHETIT>TH Y, U

meropenem 78.6% (11/14)™, panipenem/betamipron  BIDREFER L W EHEMSBVEZ 2 5N 5,

40.0% (4/10)*IZHENEVWERLEZRL T2, 46 T/, FEEZRGTAHLUINMONEENES Sk
DRMPHIENL, ABFEORIZBNT LS ITRETRY I3 BIH D, BIIREMEY L DL O 7m0 A& % 1%
DEOLEAL, BRRETROLAEESEIBEL L2  5L200TH5, 3HHR2HTHEYLULTH -7
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T/, Mo 1L CTM A5 s h, AEHKG5HIC
PRBERMPHRELAZD, 5 HETHRG 2k L7ERT
HHN, RREMEHESI NI, TNHDT EDLEK
EEHPNIG L TOLREIMNRERLIDBEEZOLN
%o

—Fh, MIEFMHRIZOVTAHAS L, BRERHEG T

flirp, WHEEX1F, B L3 —MHEE3IF, T41
g, W16, HIEREL1BITHD, HEHILERIZ2

/6 Tholro TN LIIMOFEMDEIPIE L IZRLY.,
WERT 7 ) — K= v, REMT R EICE DB () JEM
BHATEIIBEINEETIE, BEERLTELOD,
HEkEABLILIITNTHE LI REOREEE 2

&, REBARGIZIABRLLTEZY2bDLE
bbb,
DHREMNIZA B L, E. faecalis, E. cloacae, A. cal-

coaceticus V& {H £ L 72 2%, S. aureus (MSSA), P
aeruginosa \IfF#E L 720 fEft L7 S. aureus (MSSA)
DPZFXEZH XMW E SN 2 o72b DDOP
aeruginosa @ MIC 1% 0.78, 6.25, >100 ug/mL @ 3 ¥
Tholeo AEOMEFEFRE, KEHAKEBE,»LHEE 1
WA T 5 DIERYTH 575, MIC 0.78 DEEHFF
BYamiE, HERBRLLZLOOH () JTBHkI %
FLTwidrEZLND,

ZEHIIOWTIE, 9BIEFITRIEHIZZRD 5l h
o7 BBRREBERELEIIIFF2FIZAD SN
A, ALTBXULA-PO LR, REAODEETHY,
WITNLBETHo70 4B, ALTBLPAI-PO L
B, READOEFIARERGR THRIZIERICEL,

BAEMBBITE Y A7-BETIE, PZFX OILiEFRE
W HEERT 1 BRI, 300 mg %5 T 1.59 ug/mL, 500
mg#%5 T 724~103ug/mL ¥ TCLERA L. —F, 2
155 M 4% 1% eschar & subeschar ® 2 DD IZHIT T
BKZIRELL 724, B 50z, PZFX A%l
SN, MEDOMICERZALN o7z, ERLY EHE
SIN-AME L, BEMEE 52 eschar N1
HBRATENECL VI MEND B H, KEDY;
%, eschar 887712 % 1.383~7.54 ug/mL D ITH A 5
nizo COBRKIIAHTH LA, KEORBLLERD
n, BIRECHERTH -7

HEE D eschar & subeschar THUAW HIRE % % L
TAERTIE, BT DM 2\ subeschar (ZHANTHE
[§ &% D eschar ~DMBEHEITEMN R L EZ LN TV
BY9H, SEOKERIE, 16 GEBIES 11) DA, eschar
DA PZFX B E D - T2 ZHE, $RELL 72 eschar
I subeschar ®» —EBASIRE L 72T REH D E X 5N D

25, WMoz ERIZATH L.

W NIIE X, PZFX OBAG M~ DO BT AL =
n, BB T AR EIMBETEL LMD
s,

U EDBREES L URGEHBE~DORBITOR D S
PZFX iF 93 B I B BB BIE 12 LT, Ao &8
BTHBEIEDREINT,
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Clinical study of pazufloxacin mesilate, a new quinolone antibacterial agent,
in burn infections and tissue concentrations

Tsuneki Sugihara', Tetsunori Yoshida®, Hidehiko Minagawa', Kunihiro Kawashima',
Katsumi Horiuchi"*, Kouichi Honda®, Akiteru Takeuchi®**, Kenichi Homma®"*,
Kazuhiko Maeda***, Naokazu Takeno', Chu Kimura® and Arata Tsutsumida®*

"Department of Plastic and Reconstructive Surgery, School of Medicine, Hokkaido University, Kita 15-jo Nishi 7-chome,
Kita-Ku Sapporo 060-8638, Japan (*Present: Department of Plastic Surgery, Sapporo City Hospital)

*Department of Plastic Surgery, Sapporo City Hospital (*Present: Fukui Medical School)

*Plastic Surgery Memorial Hospital of Plastic Surgery, Sapporo

"Department of Plastic Surgery, Obihiro Kosei Hospital (*Present: Department of Plastic Surgery, Sapporo Medical
University School of Medicine) (* “Present: Kameda Medical Center)

*Department of Plastic Surgery, Hakodate Chuou Hospital

*Department of Plastic Surgery, Teine Keijinkai Hospital (*Present: Department of Plastic and Reconstructive Surgery,
School of Medicine, Hokkaido University)

To evaluate the efficacy, safety, and utility of pazufloxacin mesilate (PZFX, injectable), an injectable new
quinolone antibiotic, a phase III clinical study was conducted in patients with burn infections at the
Department of Plastic Surgery, Faculty of Medicine, Hokkaido University, and affiliated hospitals (a total
of six institutions). Of the total of 10 patients treated with PZFX, one patient was excluded because of
violation of the inclusion criteria. Thus, 9 patients were included in the analysis of clinical results and the
findings are described below. PZFX was administered in a dose of 300 mg twice a day in 1 case and 500 mg
twice a day in 8 cases.

1) The clinical results were rated excellent in 5 cases, good in 3 cases, and fair in 1 case, with an
efficacy rate including good or better results of 8 9. When classified by daily dose, the efficacy rate was 1 1
for the dosage of 300 mg twice a day and 7 8 for 500 mg twice daily.

2) Evaluation of bacteriological efficacy showed an elimination rate of 0 1 for gram—positive organisms
and 1 4 for gram-negative organisms in single infections, and 1 1 in polybacterial infections. The overall
elimination rate was 2 6. One strain each of Enterococcus faecalis, Enterobacter cloacae, and Acinetobacter
calcoaceticus disappeared, and one strain of Staphylococcus aureus (MSSA) and 3 strains of Pseudomonas
aeruginosa persisted.

3) No adverse effects occurred in any of the 9 cases included in the analysis. Abnormal laboratory
values were observed in 2 of the 9 cases included in the analysis. ALT and Al-P elevations were seen in 1
case and abnormal in urinary protein in 1 case.

PZFX levels in dermal tissue in burns were determined in the Department of Plastic Surgery, Faculty of
Medicine, Hokkaido University and affiliated hospitals (a total of 4 institutions), and the results below
were obtained. These levels were determined in 5 of the 9 cases included in the analysis of clinical results.

1) PZFX levels in eschar tissues were determined in the 4 cases in which eschar specimens were
collected, and the levels were determined to be 1.33 to 7.54 ug g (one hour after completion of injection)
following administration of a single dose of 500 mg.

2) In subeschar tissues, a level of 1.68 1 g g was achieved in 1 case given PZFX at 300 mg and levels of
2.12t08.44 1 g gin 4 cases given 500 mg (one hour after completion of injection).

3) Following administration of a single dose of 500 mg, the mean levels reached were 4.56+2.35 ug g
(mean + SD) in the eschar tissues and 4.78+2.60 u g g (mean+SD) in the subeschar tissues, one hour after
completion of injection.

4) No adverse effects developed in any of the 5 cases analyzed for safety, and no abnormal laboratory
values were observed in any of the 4 cases included in this analysis.

These findings regarding the clinical results and tissue levels achieved in burns indicated that PZFX is a
useful drug for the treatment of infections of burns.



