yoL. 41 NO. 11

TFLX OiMmEa i 38 2 R FHRIR

1183

Tosufloxacin tosilate O3 [ 28 % 1= 33 1T 2 1FBRIK A B D RS F R %0 58
—Polymyxin B & 0L —

Ht #3828 %A -RE BE
BA F-uE MNE-ZHA M-
R SR - RER ZEH « RRBEABE
ABRKFERHB—PIE
ER LT - MURARF -5 BT EH—
W~ ) 7iRBE B AE

(PRS5FESATHRM - FR5ETA7HRE)

Tosufloxacin tosilate (TFLX) Dx5iia30#K - 3617 3 iFhERBD R OB TR IC D
T polymyxin B (PL-B) & OHBICI W TR L o, S ESE 119 §) % #E/E % PL-
B# (300mg/H), TFLX B (600 mg/H), PL-B+TFLX #tABIC5 1, $FhER# 1,000/
MUTORMEE L BETFHR 2RI L oo BEKRARBR TR R PL-B 2 43.6%,
TFLX 8 73.7%, PL-B+TFLX $#f 81.0% T® > 7z, TFLX B3 PL-BEic L ~EEICH
BEDSE Do oH3, PL-B+TFLX $tRA# L OERBRTED Shixdot, MEENMRTIZS S
LRMEEOFR BT TFLX #i3 PL-BBC LR TENLTE D, X512 PL-B+TFLX #
AR IZREAFOHNRERD 2, BIFAB L UBKREEREIBED sk dr -1, UES
D, TFLX i3 PL-B ic BN BRE TR 2R, EMBERIC 81T 3 FHREVED
BRETFHCH L TERAYORVEAITHE LEZ S,

Key words: tosufloxacin tosilate, #EMZ3MEE, FHERKD, BRETFR

MR EE R E T 5 LR % D P ERE D B O R
MESHHIBOEMRE B R L 2BA VDY, BREFHIEE
FHBTH D, 6K, FRNEHNEYE TH % polymyx-
in B (PL-B) R ¥R ENT &/-28, EEFDOLEVLE
HARZ M5 ALBOHEHICEN =2 —F /o v RHE
Fl & 2 BAFHSEMBEEBE L CRALON, £
DHAXSZD Sh>2H B,

Tosufloxacin tosilate (TFLX) i, SRR aniz=
a—%/aYRAEAOFTL /5 2REED AL S TH
BECHL CHENLABHEET 2R TH 3, 5
B2, AL & 2EMEBEEEE OFHREDRED
BEFHRRICOWT PL-B L OHEBIC B TRE LD
THET 2,

I. BREIUFE

1. % #&

191410 H& D 1992 £ 10 B £ T2, ABHKKE
EE2BE—AEls L v~ ) 7RBEmERRH AR L
REMBEEEE 19BE2NRE L, TONRIIE

TableliZ R T, HAIZESTIH, 48
BT, FEWMIZISE»S80KE CHRIESI.SRTH
ol, EBERIAMIEY MBS 365, At
Y rotbging 22 6, BEY » o8BSI B, £ off 2
FTH- 1,

2. BEFEB I URSHM

BREFEIRELEEAICA, B, COIBCHT
BRTFHERERIT Lo ABIZPL-BRERT, 1
H 300 FHfI (23) *BREZO®RS L, BEI
TFLX &% 58T, 1H600mg (922) 2F\AIRER
OS5 L7, CBIZPL-BBIXUTFLX iS58
T, PL-B1H 300 F#fI (43, #A%) & TFLX 1
H600mg (52, B|YRK) 2HAREL,

BERRM I F RS 1,000/l AT X D ERBAL,
1,000/pl A ECRIR S 5 % TfT- 12,

¥ & HT T OH I, amphotericin B syrop
2,400 mg/H ¥ 7z 13 fluconazole 200 mg/H D & O£
SxHtRAL 7,

* ARKAEHT 67
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FFERER# 500/ 11 KM DORIM T it recombinant gra-
nulocyte colony stimulating factor (rhG-CSF) %
#fHL 7o GM-CSF, M-CSF i3t L &h oz,

3. RBRFHMRYE

RBRTRRRDYE % EBICDOWT, (1)ERKAIMRR
TFEZIR, )RMALL, CEMIRMNHEYRREH
b, OHEENMRCBHTRNL .

(1) ERERAIBRTFRERR

ERRABRFRARIR T T O 3 R THIE L 720
Eo BRI L 2 R% BFCLLLE) 02724, BMR
HREVREHB T I L2 {BR/LbD,

B 3CUALDORMID D, BRIRNIREDR &
BER L7, BB nRBRERAHT 5 Z Lz { BN
L7zb D,

B2 S 0 R BREER S LI b D,

(2) RIBHEHLL

REBMAMLIE, CULORMAY/ FHESHKRE

BEESETRL,

(3) EMRRENRRSBKL

BERIRGER RS BHILIX, EBMROTERR
5B/ FHRSRAREEIETRLYE,

(4) MHEEARR

R ERiR 12, FIHRSHEMBICREL -BRE
DOhTHIE2NICIEE S L - BREOMA L EAMIC
DLTRMNL 7z, BRAE QMBI ME & BATRL
fE, BREIZZ 7 LB LAEEICH D TREL
7‘:0

II. #% »

Table 1 iZ7R L 7o X RIEEG DWW REF % 47 L 12,
BENK, £, XBE8, B5A% FHREVHEN
(100 ] BAF, 101~500/4ul, 501/l BLE) Dw$h
DEBOTLA, B, COIMMCERELZED i1Z»
shiehotz,

1. BERABRTFEIRR

Table 1. Characteristics of patients evaluate

A B C
(PL-B) (TFLX) (PL-B+TFLX)
Number of patients 39" 38* 42
Age (yrs) 52.31+19.4°2 51.01+16.1°* 50.1+16.2**.
(range) (17—80) (17—178) (15—80)
Sex (male/female) 18/21 25/13 28/14
Underlying disease e . -
ANLL 10 13 13
ALL 9 5 8
ML 19 20 20
Other 1 0 1
Median number of days administered 16.5+9.0°*¢ 17.0+10.5% 16.4+13.7%
(range) (5—37) (5—44) (4—65)
Median days of neutropenia . . o5
< 100/ul 7.2 7.1 7.1
101~500/x1 7.9 8.0 7.9
2 501/ul 1.4 1.9 1.5

ANLL: Acute non-lymphocytic leukemia

ALL . Acute lymphocytic leukemia

ML : Malignant lymphoma

Mean + SD: *! NS, *? NS, ** NS, *¢ NS, *¢ NS
TFLX: tosufloxacin tosilate.
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TFLX 0 mgmd i i1 3 MR- FRRR

BRI FIR % Table 2 iRT, ¥P2 oV
REROLEDAWER Lo THMEE L, AEIR
AM43.6%, BBET73.7%, CHBl.0%¥TH- 7. A
BLBH, ABLCEMcEhThARELRED:
¥ BEH:rCEBCEREREDOAR L, HY
®iZAB21.1%, BE31.6%, CH4H52%XTH -
o AR CRMCEREZE:RO LMD O
ko tre FHROBEMA] I BERABRTRZIR 2
53k, IFHER¥ 100/l AT TOEYWERIEZHEN
£h28.6%, 64.0%, 80.6% THol, ARL BHE,
AR CEBMcERE2ED A, BEE L CHMIc
FRERRED o5 T,

2. RMAYL

SBMAMIL % Table3 W RT, RMEMJEI, A
24.8%, BR21.6%, CB20.4%T, HFHhERE
500/ul A F ORI 8> T IREHE W Fh 26.9%,
2%4.3%, 24%THolc, Wb ALY BES
JUCHMBEEERLENERERIBDoAE DL
T

3. EMRNEEYEEZSHEE

SRR EYMER S B % Table 4 2R, &
BIRNIEYERS B HILIZ, ARE48.6%, BH#F
43.6%, CEE25.5%ThH-7-c ABLCH, BEL
CEMcARERZED I,

4, MIBEEREER

BE ORI L BB KB % Table5 8 X Uf Table6 i
Y. MERYER, RMEZ AR 7H, BE4H,
CHopic, BATRREZAHGH, BE24l, C
B2l ohiz, 2HOBERE T, ARIS
7, BE6H, CE4HIT, ABMICH~RBEOEHRK
HizdnwiRicdh, CEHIABCHREREIX
ERAhhot, ZDBERER, 77 LBMEEIZ
ABAR, BESH, CH4HIT, 77 LEBMEER
AB9B, BE1G, CEROAITH- . /7 08H%
BORHICBWTRERICERED SN E Tz, 7
FARMBEORHBICBWTIZABICH~BE, CH
REBC Lo 74, BEL CHHBCERE IR
HDohhdol,

5. BWEA, BFRREMBERE

BIfER S & VEERREBRE IRICHEL 250
HOThoOBcBLTLRDONE» 5T,

I * =
Y M SR A F % DIF PR O BB TR L T
€3k, sulfamethoxazole - trimethoprim (ST) & #l
DFRHHES % PL-B iz & 3 FERINMETI4EYE OHE
THERNEEEY BTbhTE T, LLLRYD,

Table 2. Prophylactic effects according to neutrophil count (Nadia)
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Table 3, Percentage of febrile days
9% (Number of the febrile days ( 238°C)/ Total number of days of administration)
Neutrophil Count (/ul)
Total
< 500 2 501
A (PL-B) 26.9 (158/588)* 5.0 (2/56) 24.8 (160/644)*
B (TFLX) 24.3 (139/573)® 0.0 (0/72) 21.6 (139/645)®
C (PL-B+TFLX) 22.4 (141/629)¢ 0.0 (0/61) 20.4 (141/690)¢

a: b NS, a: ¢ NS, b: ¢ NS
TFLX: tosufloxacin tosilate.

A: B NS, A:C NS, B:CNS

Table 4. Days of parenteral antibiotic treatment during administration

Days of parenteral antibiotics )

Total number of days of administration

A (PL-B)
B (TFLX)
C (PL-B+TFLX)

48.6 (311/644)*
43.6 (281/645)®
25.5 (176/690)°¢

A: B NS, A: C P<0.0001, B: C P<0.0001

TFLX: tosufloxacin tosilate.

INS X ARETI B, el REa2VT
FATVAZBOIRTFTHYILTLOMEShS
bOTRZ, HE, =a—F/0rRiiEFBHER
aEh, TOLVWHEARZ FSALBOHENIDE
MEBEERBEORLFHERL LTRAONEDEHR
HRBHOSNOD2H2"Y, TFLX t=a—F /o
FNEAOPTYL 77 LBMEE> SRR CLVH
BARZ b I L%2KL, 77 LBHEICNL TIRER
T7 7 LrEBHE N L T b ciprofloxacin (CPFX)
LAZDHOHELERL, -Eni-AR8THEY
BLTw3, 2Z2T45HEbhbhix TFLX #3#iRL
TPL-B L D&z BV TEMBER I B 3 iFh
KRB ORI TR ORI 21T - 20
EMIBEE BT 5 BEIEIRBROL TRABEBKR
HLIZK?, RBMLTHRIERSTHTH 2 “K
MFESE" 3% > £ H V>, Pennington® iz &k 2 L&
REMBECENZ DX 21% T 79% 5% “BUMFELEL>" i
HYUTBELTWD, £72, FhEM1,000/u] AT
TREPASE DHEEHHEML, 500/ul LT CHEERBRSE
9% <, 100/ul U T TBREMNRBRRESREL P T W
EENTW3Y, Tnwz, EMBEEORBLE TR
R U TR IRB L TR RESEETHS &
Fzo6h, SEIOMERLE L THEEKNRRTEEL
RERE LIz, S5 EMBEE BT 3BHFEOR

REELTIRER, 77 0B TEENEL, BL
Pseudomonas aeruginosa, Klebsiella pmeumoniae,
Escherichia coli BETH -2, BATIRS 7 LB
HESEML Tw3Y9, Lo TRETREABLLT
i3, 77 ARRYEE T3 Enterobacter cloacae, P. aeru-
ginosa, 7 7 LBBHEEE T X Staphylococcus aureus, Sta-
phylococcus epidermidis, Enterococcus species 2 5K
methicillin- resistant S. aureus (MRSA) BEET
b3, TOLHSERKREL Y 7 LBEE L BEEC
FFTHRFL 2o — A, IFOREDBHC BT 2ER
FHeLTO=2—F /o REiEFE PL-BL
D HBET DO HE T ik, Winston &' i3 norfloxacin
(NFLX) &, W53 CPFX £ PL-B :t DHL¥
KBLTRHLTWS, FIBETRYS 7 LARBEERR
fE, av 7747 VR, BIffACBWT, RETRE
#AK, NHEVEOEBMRNERERICBSTWTHR
b PL-BXDERHTH-LLEL TS,

4EO TFLX it X 3MFcBVLTHPL-BX Vb
HRATHILEIXON, TRDB, TFLXHOR
KRBT YRIZ PL-BRIcHERERCELRTS
D, ¥BORBRIESHHE L E Sh TSP
F100/ul U TFeBLT b AKIcENL TV, 85K
TFLX 8#¢5 6 TFLX+PL-B A5 L A%
OB EED I, REABHS & CEMMROTIENE
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Table 6, Types of bacterial infection
A B Cc
(PL-B) (TFLX) (PL-B+TFLX)

Total number of bacterial infections 134 6® 4€
Gram-positive infection 4 5 4

septicemia 2 3

localized infection 2 2 2
Gram-negative infection 9t 1¢ 0c

septicemia 5 1

localized infection 4 0 0

A: B NS, A: C P<0.05, B: C NS
TFLX: tosufloxacin tosilate.

BEAMIcBW TR hFAZERED O
ST, MEFMRIRTR, 77 2REEOREICEY
T TFLX B XPL-BRCH~EE P L,
TFLX 854 TFLX+PL-BHARE L RAIF
OB %A » 7z, PL-BE Tt P. aeruginosa 5 #,
K. pneumoniae 1 B3R & 7o 48, TFLX BT
P. geruginosa 1 o » ¢, TFLX+PL-B AT
1flbmt s hidrofe, LLEYS, 77 LBH%
BIX2oW T PL-BE# L TFLXBrEid@Edohnz
o t, PL-B# TIXS. epidermidis 2 #l, E.
Saecalis 1 ], MRSA 1§03t ah, TFLX# T
S. epidermidis 3§, E. faecalis 1 #l, Streptococcus
agalactiae 1 ), TFLX+PL-BH#HETY S. epider-
midis 2 B, E. faecalis 1 %, S. agalactiae 1 B|H38H
ahtz, Bow 59, Winston 5', 2 NFLX 2 X 3
BRFHERECBWTS 7 LAREERBRRE IZHD L1
M, 77 LABHEBRRERE S Lo LTW
%, %7, Kotleiner 5'¥ |3 CPFX iz & 2 B ¥« FF5
BEIZBWTF /o it d Coagulase - negative
staphylococcus (CNS) iz X 2 BIENE L E U TK
2ZEERELTWVS, SEO TFLX 2 &k 3BH§F
B SICBNTH 7 7 ARMEEREERERICHI L
fet8, 77 ABMEREEIC OV TREVIED SN
Ripoteea 77 LBMHREDF TCCNS D S. epider-
midis, E. faecalis, B BESERE D S. agalactiae 1= &
IRPEORESTEDONF /o UftER R Lz, &
NS REBEEOHEMTIZZ L, WTFhbERIRITTER
BECEDEE L, LL, BuABcRIEER-T
w5 MRSA 0L TFLX 5 CiRAFH»O i,
o2, I &) TFLX X 2BEFHBE XS 5
LBHEICOVLTRTICHRERRETELY, /5

a: b P<0.05, a: ¢ P<0.01, b: ¢ NS

LAMEE, £OHTH®IC CNS D S. epidermidis L
Enterococcus species O E. faecalis D% / u it
NEUATHLeH2ION:, ThoEH LT, BN,
LIRS 7 — 7 N, OREKMD 5 ORBRFB 2 ME
L, MEBEOHBRETE5 20X 5 bic=a—%
/0 yREIERIC & 5 BT SRR REOFP
REVBEDOACREL, 25X EPB/EEVLR
3L THLERDIEFEX SN, BB, SEOD
M icB L T TFLX & PL-B 05 & k rhG-CSF
DA DV TIRE S TSR RN BLETHS
tEXONT,

TFLX i X 2 B FHMRORITORKLR I, EX
BB L UCHEENLTRY PL-Biclh~aHEET
L, X5 TFLX #isi©d TFLX+PL-B#A LM
EOHMRERIDI, S50, e, BE2VT51
TYALBWTbREE 2 bORBOSNZP-
7zo LE & D, TFLX REMBER K B 5 LEHR
HERORETH N L TEREORVERAITHE EF
Zohie,
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Tosufloxacin tosilate for prevention of infection in neutropenic
patients with hematological malignancies

—A comparison with polymyxin B—

Ken Tanaka, Hiroto Jojima, Seishi Osabe,
Kaori Shiraishi, Kazuhiko Matsuo, Junichi Honda,
Eiji Nakamura, Hideyo Natori
and Koutaro Ohizumi
The First Department of Internal Medicine, Kurume University School of Medicine,
67 Asahimachi, Kurume, Fukuoka 830, Japan

Kiminori Koga, Kumiko Masuchi, Yutaka Imamura
and Kouichiro Egami
Division of Hematology, St. Maria Hospital

We studied the effectiveness of tosufloxacin tosilate (TFLX) in preventing infection in
neutropenic patients with hematological malignancies and compared it with polymyxin B (PL-B).
We randomly divided 119 patients into a PL-B group (300 mg/day), TFLX group (600 mg/day)
and PL-B plus TFLX group. Patients received prophylactic treatment throughout the entire period
of neutropenia until their neutrophil count exceeded 1,000/xl. Clinical prophylactic efficacy was
observed in 43.6% of the PL-B group, 73.7% of the TFLX group and 81.0% of the PL-B plus TFLX
group. Efficacy was significantly higher in the TFLX group than in the PL-B group, however,
difference between the TFLX group and PL-B plus TFLX group was not significant. Bacteriological
effect for preventing gram-negative bacillary infection was significantly better in the TFLX group
than in the PL-B group, and there were no marked differences between the TFLX group and PL-
B plus TFLX group. No adverse reactions or abnormal laboratory test values in response to TFLX,
were observed. These findings suggest that TFLX is a more efficacious oral antimicrobial agent than
PL-B. TFLX is a very useful drug which provides high prophylactic efficacy for the prevention of
infection, safety, and excellent compliance in neutropenic patients with hematological malig-
nancies.



