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FEBOMA=2—%/ 0 RIEMK pazufloxacin (PZFX) ORI RVEM %33 & U LIRS Mk iZ 431}
DAY, R, ARMEEBEBNICHET 52D tosufloxacin tosilate (TFLX) 21/ L LEK
ROEERUEBRBEEM L. PZFX 2118 200 mg % 1 11 3 W, TFLX & 1 I 150 mg 2113
B, SBCFMELT 14 BRI L. BONZEMEIUTOEBY THo

1) PZFX B 95 #l, TFLX # 98 D&l 193 OB FICH Vbl BIKZ RMN N RAL PZFX
B 75 B, TFLX B 87 #l, BRISREWOMHFT&IZ PZFX M 90 #l, TFLX # 93 ¥4, A7 JRYE DM
i3 PZFX B 77 #1, TFLX # 87 #lTH -7, RANMB L UMK X BRIFEICBWTHRRKFICH
DAAH SN, ARSI OMREY S KM LOBRI LW EHFENT,

2) EREZDRIZ, % PZFX # 187 % (14/75), TFLX # 172 % (15/87), %% PZFX # 760 %
(57/75), TFLX & 758 % (66/87) T& h, H%)*,ix PZFX B 947 %, TFLX ¥ 931 % Th -7
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St % BEAR I [F) R I REE S 7z

A=5% EL7:BD PIFX O TFLX
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(MF TFLX) 450 mg/H (4 3) #nMELL, SHR_K
EREICTHBRE L2

B, ARARZEHERBZRERORBLBLLEDIS,
[EEMOERABRDOERICH T 254 | ICHBLTERHS
hi-.

I MRELUERSE

1. & %

FE 5 9 ANSHFR 74 6 HETICLE 57 Wik
EXBL, BELVLUPSEOMBENM %S 2 Vit
BRELBHINLBEELNRELT, FRARIERS
iz, EIZFAIE LT 20 BULE 80 ki L, #



VOL. 44 NO. 5§

Pazufloxacin 7R B ¥4 il g Lt 43K 283

Pazufloxacin

[¢]

F
= COOH
N ‘ | +CHs —@-\SO:H ‘HiO
N N
HaN F

F

Tosufloxacin tosilate

Fig. 1. Chemical structure of pazufloxacin and tosu-
floxacin tosilate.
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2o B, UTOEMAIIHEIGBATIOEE LA,
(1) ZAZRERRMEATIICT T2 PZFX 713 TFLX ¥
Bani-sEH

(2) ABREBRAAICHROIIEEMREIZE Y ERIK
HELoOHHEH

(3) AW PZFX HHWid TFLX (@t #R3IE
Bl

4) EELERKE, AHEZAL, HEAXOED
¥ 5E 7% PR & 7z 5E B

5) REOL, i, BEERE D SEH

6 F/urRHIRAEICHNTEZTLAIF-—BIUE
BLRAEHOBRED D 2 FEH

() TADA, HDEIVEEERELLOBREZAT
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(8) 80 AWK TH->THE LDIERIHETE
SEFMICAE L E L ONDEER

9) 8, BAFBIVUHERLTVW2TURENHS
fEH
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BHEZRERCERTAILE LA, BB, ORI
TRE*B-BEE, FORBICHTIZREZERTD
D& L7
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3. WEREHR

WEREH T TROLBY LA,

1) BEREH

PZFX #: 1 &%, PZFX 100 mg 2 &H$H57 4 VA
I—F 4 TR

TFLX placebo #&: TFLX $& & MBIRRE% 7 T R
2) xFEREH]

TFLX #2: 1 %, tosufloxacin tosilate & LT 150
mgAEETHTANLI—F 4 VIR

PZFX placebo $&: PZFX $t & BHABEL 7 T & K.
%23, PZFX lRH#E 1 HR & LT 100 mg # 6 &,
TFLX AR E 150 mg 82 3 S & MBI IIRUHMR
AH5Z Eh b PZFX 2 $8& TFLX placebo 1 &% =i
TFLX 1 $2& PZFX placebo 2 #2 ThEh 1 @& T3
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ERRFEL: (Fig 2). 7=, MEMHEHELL 18 (38
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4. RABREROH Y 175 L UNH AR

1) HyfHF
ABREAOFFiix, 14 EMEL, FHED
BEREH, SEEAMELTNR 2 ERATOICEB LIS,
Iy ba—7—PEMESIZITV, Key code IZFHEF

PZFX group . . . . . .
600 mg/day O O O

rixee | OO | OO OO
450 mg/day . . .
.: PZFX 100 mg tablet O: PZFX placebo

.: TFLX 150 mg tablet O: TFLX placebo

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
Fig. 2. Package of test drug.
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EERBRICTHRAZEOIMAMUEANEZFOE
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(5) BBEZI-RZOREA»LOPIEOH L HA
HoT-%E
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FUFOEREE, EREKR - GHEBLIUTOEEE,
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2) HRARR
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ARERICERL. B, MAXSHAOBEIE,
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(1) il A RE2 MU ENE

(2) HWK: ++ (BEIXMESHIEE), + (&
D), = (&L) O3Bk

(3) M#k: ++++ (100 ml LE/H), +++
(50 ml 3\ E 100 ml ®i#/H), ++ (10 ml BAE 50 ml
#il/H), + (10ml *i/B), - (kL) 05RK
(4) WERAEIR: P (M4E), PM (MR#fE), M (%ifE),
D 3 B

5) MBEEE: ++ (BRLYBRBRORE), + (b
D), - (L) »3EWHK

6) M. + (BY), - (L) 028K

(7 WEBSE: ++, +, —DIRWK

(8) BAFER: + (BY), - (kL) N2

9 F7/—¥:+ (BY), - (L) D2BK
4) BERE
FHEBIUEEKRNES 60 LHREL (Table1),
B, HEACREIERTELZVWRAREONAE
FRBAICERTACEELE £/, ZALHIOR
HT 14 BRRTRADIELZESS, TREZBRY P
AR TOBHICRBEMETIEELY,
A, BREAELZRREDVZD O HEL
REKRI-MHEHOHCEHTZ2ITITELZRYA
BAELTV, AREFEOHRNEE, 1. BHLIIC
MkdHbh, 2. 27MEDY, 3. NEDIISLIL
Vv, 4, BRZVWSHLY, 5 BERZLO 5 BRETHE
L, BRBEA 1, 2,3 DHDITOWTHRIKRE#ERE
LLTHIHLL: REEHICOVWTOHEIICE, BE
bt s THEEIC S 2 RREMCS T 2BEM,
HRAEAREERFEOHEER Y 2 BEZIILTITo X
WRD X RERIZOVTIX, TOBRELAERICA
FyFL, RELL: X REREIPBRI~NRH L
5) MEMRE
FRABRBAGRT, 3 Hik, 7 BB X 14 HEE (FX
BPIER) CEEROFECIVHMEOSTE, RE,
HRAELZIT, BRAOEZES IURABHARD
HERZEIToN. 2B, AEOHIIRENTE LV
BEICZ, TOMBEZR3BHICERTASLELL.
HEEREL LTRSS BUBAEICOVWTIE, WXA
EBECTHOREZRAELZ) A TEHARABEKR
EtV 5 -—WMRB~XMFL, #BOBERE L PZFX,
TFLX O¥HEZHE (MIC) e kETsZ L
7co %, MIC OFIEIXHARILEBEFLEMRED IO
HETTIFo 72,
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Table 1. Schedule of laboratory teats
Item Bofore | Day 8

. Pa0s
Arterial blood PaCO:

gas analysis pH

o

00/ 000000/ 000|&
-3

Day 14

RBC
Hb
Ht
platelets
. WBC
differential leukocyte count

ESR (1 h value)
CRP
mycoplasmal antibedy (CF or IHA)
cold hemagglutination
chlamydial antibody
blood sugar
GOT
GPT
AL-P
bilirubin (total, direct)
LDH
y -GTP
LAP
BUN
creatinine
PSP
creatinine clearance
Na
K
Cl

Blood studies

000/000000/0OCO
LN I N NoNoNeoNe]l NoNoXe

Blood chemistry

protein
sugar

Urinalysis urobilinogen

-

sedimentation®

Chest X-Ray
Bacteriology

LN JECN N N I N N NONoN N NONONOR N N N IR NN NN IF XX X X X 1feXeoXo)

000000 00000000 0C0C0OGOGS OO0
00 OOO0OO0OI0OC0OOOOOOOOOOOOO|0
000000 00000000000 0OGOS O

@: indispensable, O: should be performed as often as possible
*performed if proteinurea is present

6) BEPEFEIK B & LTHEL 2,
KABRBAGHE ICHEERISHALZZHER, ZOE 8. ik
R, BREH, BE, LE, BEBIUEFLOHRHK 1) #HYEMIC X 2 8E
RELTICZEDHERBRERAERICERT AL LEL BRI ARBRBEGATE 2212 14 B (F7-1341E
720 EROBEIX, iR [HEARICIZBBEMC B CA-BEENOBRNEMEHEL, SHXONE
BIsAER, BEREEREOHERE |V 2BEL EHIHVTRERIZOVWTHZEL =,
LT, 1. B, 2. h%EK, 3. EEOIKRBETCHEL (1) BYSEDEIRERE
7 ARBRF G ORE, KEKERS X U KRR R &
BERAEE, BRI LTERFEETLETITIC FCHETE, 1 BE, 2. %, 3. EED 3 BR
FiL, EHEZAELZ, ABREFAOERBKI, THEL .
F—RRxACHEEmMEBEL, BEORE, HFAE, (2) ERRZHR
AR, RALBELORBNZBEFZHELT, HEER, MERRBLIUVERREREEORB Y
1. BohicBfdY, 2. 258Kk, 3. BERHS bEiz, 1. E%, 2. A%, 3. RREM, 4. EPHO
rbLizw, 4. MEEZVSLY, 5. BRELO 5 4 &R, ILRHERETHEL.
BRCHMiL, HEMEI 1, 2,3 DHDITOWTEIE (3) HMEEMZFE
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HERBREOWR, RGEHRUIUNOH KD X UHH%
BEoUCHsERONBSL ERLT, 1. MK, 2.
WA E 73— 8K, 3. IE, @ 3 B, @k
THELL, S5 RHBMMTFEL WA, M
ROBEER, BEFRB I UBAREEMTEZD &
S, i, EERAKR (HEANICE BRI bV
&), i, WZMRE (HBWICEI2BPELZEIHE)
D2EBETHEL,

(4) BEREE

HERBLUREREERBOAE, HETLER
LT, 1. R2TH5 (HEACEEREMNEHIRD
LhRWEE), 2. BI2ERETHD (BEORIEAHR
BAREMABAEABD SN BE), 3. LLME»D
5 (hEEONEHCHREREMRRED N
&), 4. MEXH2 (REORERACRKREMNHN
REDONTHE) O 4 BR, BIUHERRTHE
L7

(5) HH%

BRDRELBMERLELERELT, 1. &bDTH
H, 2. £, 3. *LHEH, 4. AR%ELZ LD 4 B,
FRHERETHEL .

2) MERRCX2KGE

Key code DRBICE &7, HEAMEBEOL1HH
EHEh- 5% (BH %, PREST, =ZAXHE B
AER, KRBKE) L0V %22MFARIBVT, £
EFOHAERLRAE X REEICEHAT LIS, EHO
RE, BREEZN S, BREEOERMSERE, KR, M

MR R, BIEER, EEREEREES, BMER
LEBLIUHARICHNTIHLYEMHONRHIMRE SN
Pro SCTHYEMOWREE AR ~B2RITO2VTIE,
Key code MMM £ THBRAE YUBROBLEND
DVIREMRATKMAGHIERIL, FHROIRXATRE
D—-BERDE, e, MYEMILERHBENLTX
TORK X MERIZHOWVWT, 1 KT LICBEDHD
EMERNS, 0 M (RERERZEDZV)~ 10 A (B
WK TR RICH20D) O 11 BAICERAL,
RFOBEEL L1, HHEOHEIZHOKRE MER,
BEREVMREONEBIVENKERLMlAADYE
e, HoMLOED %KL (Table 2) CbLTE&
HIEL .

3) JERAT A& & EORE
MERICEBRESNEBEEADHERFRICOVT, —
EOEKIZIEL., ARMMMH L XKL LT, #AMN
th 3 Hik, 7 H#, 14 HROK XKL RD /- (Table
3)o

9. FuLEMDOMY Ky

14 HEEHA L2 - 7881k, REAZPLELERA
TLTHEROBE, BERESLTERL, BWEKHRENA
BEIT o7, 37, RBRHMORPTRENRKLLE
o8, BESTEORABIUVTORKOE
BIZOWT, TEREEZBRIMVAEDEET7,
RIEBHAHEET R AEDDUADBEICIIR
ArEmE LT &7,

10. fFEAOH DKWL EE

Table 2. Criteria for evaluation of usefulness

Clinical efficacy

Side effects and laboratory abnormalities
excellent good fair poor unknown
No very useful useful slightly useful | useless | unknown
mild useful useful slightly useful | useless | unknown
Yes moderate slightly useful | slightly useful 1
severe useless useless 1 usel 1
Table 3. Grading of symptoms, signs and laboratory findings
Degree
Symptoms, signs and laboratory findings
1 2 3 4
Body temperature (C) <37 37~<38 38~<39 =39
Cough - + -+
Volume of sputum (ml/day) - + (<10 ml) + (10~<50 ml) ++ (250 ml)
Property of sputum - M PM P
Dyspnea - + -+
Chest pain - +
Rales - + ++
Dehydration - +
Cyanosis - +
WBC (x1.000/mm?) <8 8§ ~<12 12~<20 =20
ESR (mm/h) <20 20~<40 40~<60 =60
CRP <0.5 0.5~<7.0 7.0~<12.0 =12.0
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LA HFOREIEMT ZEAOIY HV IOV
Tid, Key code DBFIHMEFTICavy bu—5—, 26
CISAEBRSL THMREL, SHICHYEMOKRR
2RO, TEDIRXTF-IREELR. FAREL2H
CHRLTE, THRERABROMIBITICHTEINS FI4
vt LT, 1. FEK, 2. Ik, 3. BiE, 4.
MERK, 5 NEASMFO S5 OOSMICKSF LA

%238, Key code IR BDF— ¥ DAEEHRICO>WT
B2avbto—3—-RIELBL.

11, BEaHARIT

Key code BABICZ & XL, MiTh$tZa Y bu—3
—EMALNERITHRIEL .

Th F-IOMBRa PO -5—-DREDOH L
2, BUMbETERIXIMERBREBEHE V-7
T o7

FEFMHEE L LT, BIKHR, MEENHR, &
FBREE, HABMEZEIN LA, BREIZIE Wilcoxon @ 2
EARENARELZ TICHVY, AH%K, #RMELE,
WHER, T2X, FHAKIIBVTIR 2x20 2 RE
EHEL L. TOMBITHEORBEICR LT, 48K

x*ME, Fisher O HBEMERMIEEH V2,

MULEBICEVTIE, REFROTEHABOREI 2
EBL (HBK® 16 %), XEHEHOAKREMBL
% 2T, Cochran-Mantel-Haenszel %V THIE%
Tole REDAHBAKKIZE % (WIMRE) & L7

EHICRIRMNMEE & LT, BEZRTIIERIE
BN &Y, N, KEEYN, EREL - SHEOHEK
9, HRAROKEKY, ERENOSEKHRE, MM
FRYHRTIIEANIMEELNDRE, TOMERE
DK, W X REXESTUCREMRUEE, 26U
BB B RD 7=,

T BERYRIBOTHMERENERATE20E
AiCiE, BERAERENICXBT 2oL E2EMEL
T, LEOFED 12X ) HEEL OFREEORIE (5%
LEe) 2, ThbbRETHHENZD 90 % EHKX
MERH L,

ARUDOEXFTIX, MWBRETHEKE 10 % Kik
¥+, 5% kKMt *x. 1% Kikk * *xDRFTRL,
II. R’ |

1. FEGIHRR

Table 4. Case distribution

No. of patients included in
statistical analysis

PZFX: 75 TFLX: 87

Clinical efficacy

l_

No. of patients excluded
from statistical analysis

PZFX: 20 TFLX: 11

No. of patients included in
statistical analysis

PZFX: 94 TFLX: 97

Side effects

Total no. of
patients

PZFX: 95
TFLX: 98

No. of patients excluded
from statistical analysis

PZFX: 1 TFLX: 1

No. of patients included in
statistical analysis

PZFX: 89 TFLX: 92

Laboratory findings

No. of patients excluded
from statistical analysis

PZFX: 6 TFLX: 6

No. of patients included in
statistical analysis

PZFX: 77 TFLX: 87

Usefulness

!

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

No. of patients excluded
from statistical analysis

PZFX: 18 TFLX: 11
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FRBORIEFI I PZFX # 95 4, TFLX 98 #l®
Bt 193 BITH o 7o

BER R SR MW MBI 162 Bl (PZFX # 75 #,
TFLX # 87 #l) T, T 26 Al (WRHNEBR 24 A1,
HIECIBE 1 A1), ik 4 61 (RUVERIINE 3 A, RMPRAR
EEANHB 160, BE 150 (BRBEICEOVPLE) B
SUMLIGR 161 (IRABIRAR) oRt 31 #) (PZFX #
20 M, TFLX ¥ 11 1) &MFBRAFL L,

RYEFMFT S RO 191 1 (PZFX ¥ 94 #l, TFLX
FEITH) T, M2 IRIVER + MBS KB
7, WEEBRE 1 H) LMKFRNA (PZFX B 1
#, TFLX 8 1% L7,

BER MMM N R BUIE 181 1 (PZFX # 89 #,
TFLX # 92 #1) T, B# 16, ¥ 15 (ATHRKE
K), BERERER 2 #B L CHEERERETR 4 A
Dt 8 M, MERNMAKWICTHAEN 4 AZMA
~dt 129 (PZFX 2 6, TFLX # 6 #1) ZMHF BN

we Lz

A& Mt 164 B (PZFX ® 77 N, TFIX
®me7T M) T, KRZRMENANDSMIERANSEL 4 AL
L UERER MM R M IHTL 1 R RV 26 S, MEN
HORR 1M, REBNMASKEICTIIEN 2 AN
R0 204 (PZFX M 18 #, TFLX B 11 1) &M
BnsE L,

FOMEADOBRBICHML T cHMAIZEL, 8
WMo EKR LB ICRA SN (Tables 4,5).

2. MRAIHIEA

BEEE 2 RMIT IR 162 PIh, XN T 14 HM (42
) MELz»- ML 86 A (PZFX B 42 A,
TFLX B 44 #1) THo7zc ENAHOARIZ PZFX B
TR i 25 A, %%, PEZIIEALSH,
RERAHBND 4 B, RANRVKRBLEATLIT
H1H, TOMBRRBREREDD, BEERDIDH,
BEMAEFO/D, BIUBEOBUSKEKL 2H

Table 5. Reason for incomplete cases

Category

Reason

Clinical
efficacy

Side
effects

Laboratory
findings

Usefulness

Ineligible
Ineligible disease and no return after first consultation
Case with pretreatment of TFLX
Ineligibe disease and not examined on laboratory findings

because of non-visiting
Inligible dis:
tory findings

Ineligibe disease and discrepancy in testing day by investi-

and not examined in some items of labora-

gater’s reason
Ineligible disease
Ineligible disease and discontinuance caused by side effect

13 6

OO0 O O O «x x
x
x

(ON0)
O x

Discontinuance

Side effect

Abnormal laboratory findings

Side effect and not examined in some items of laboratory
findings

Discontinuance by self-judgement because of side effect and
discrepancy in testing day

x OO0

0O 0O0O0OO0
0 00O

Drop out

Discontinuance caused by accident and not examined on
laboratory findings

O
x
x

-

Treatment violation

Deficient dosage

Not examined in some items of laboratory findings

Not examined in some items of laboratory findings, but clin-
ical usefulness was evaluable (Clinically no effect)

Discrepancy in testing day by investigator’s reason

X

(ON®

O 00O
X

Noncompliance

[ Discrepancy in testing day by patient’s reason

Total

31

29 21 15

QO: evaluated, % : excluded
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
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SRDE 1AT, BEEAREEUNOEBED 17 H
ZRAGIEFE L,

—7%, TFLX BCI2iai ¥ ~ixdk® 30 M, %%, =
EINIIEL 6 01, MIfEHBBRAORD 3 M, RANRK
SEBEHBLALD 181, BRREEREHBOL
D28, BARBHOLD 1 6], ABERVOLD 1
AITHY, RLBEIARUBRUNOEBIO 14 %
MRASIES L L,

3. BE¥RHET

HEER R RN R B 162 oMK O BETRE T
WZDOWTKRH LA (Tables 6~8, Fig. 3)o

1) BREIEDNE, 5 £M 4K KEE AK-

bk

SHODRHISBNT, WEKBEMICHELZMWY X
b Y% (B3 AT AL

2) XHHM - AOHE, BAUILeRE, BERIXE, RA
B ¥

N H 8IS TR IcHELRBY AALN (p=
0.029), TFLX BT PZFX BtiClL T, 8~13 HM
DRMAE N o7z, TOM, ERER, SUHEDKE
BE, BIATIL2Emti:, FREDAKICOWTIZHEHN R
MICHEBRRRY AL RN o7

3) AR DER, R, MKERE

MGREOMWE X MAFRICBWT, TFLX B2/

Table 6. Patient characteristics

Characteristics PZFX | TFLX | Statistical analysis
No. of patients 75 87 (x *-test)
N X becterial pneumonia 74 87
Diagnosis
lung abscess 1 0
male 44 47
Sex =0.
female 31 40 p=0.663
<20 0 1
20~29 6 7
30~39 3 7
40~49 8 12
Age p=0.256
(years) 50~59 21 11
60~69 20 20
70~79 14 23
=80~ 3 6
<40 6 5
40~49 17 23
~ 24 2!
Body weight 50~59 9
(kg) 60~69 14 16 p=0.217
70~179 7 1
=80~
unknown 7 13
mild 44 41
Severity moderate 30 46 p=0.165
severe 1 0
i 41 44
In/Out "
) out 28 37 p=0.792
Patient
other 6 6
Underlying disease absent 34 40 ~1.000
and/or complications present 41 47 L
. absent 68 76
Pretreatment with
Antimicrobial agents present 7 9 p=0.403
1CTO|
b g unknown 2
c tant d absent 28 30 —0.831
oncomitant drugs present 47 57 p=v
~3 1 3
Duration of test 4~7 20 15
drug administration 8~13 4 18 p=0.029*
(day) 14 50 50
15 (x 2/day) 0 1

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
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Table 7. Background of patient: Initial symptoms, signs and laboratory findings

Characteriatics PZFX | TFLX | gtatistical analysis
No. of patients 75 87 (x*-test)
<387 19 20
237~<38 27 36
Body temperature (C) =38~<39 26 25 p=0.784
=39 2 5
unknown 1 1
- 0 3
Cough + 36 40 p=0.267
++ 39 44
- 4 4
+ 317 35
Volume of sputum ++ 26 43 p=0.318
++ 7 5
+H++ 1 0
- 4 4
M (] 9
Property of sputum PM 34 38 p=0.923
P 31 38
- 56 60
Dyspnea + 18 24 p=0.824
+ 2 3
. - 55 65
Chest pain + 20 2 p=0.984
- 29 32
Rales + 35 42 p=0.969
+ 11 13
Dehydration - 73 82 p=0.452
+ 2 5 (Exact probability)
Cyanosis - 74 85 p=1.000
+ 1 2 (Exact probability)
< 8,000 20 25
= 8,000~<12,000 36 36
WBC (/mm?) =12,000~<20,000 18 23 p=0.683
220,000 0 2
unknown 1 1
<20 6 6
=20~<40 12 15
ESR (mm/h) =40~<60 20 21 p=0.551
=60 32 32
unknown 5 13
< 20 14 12
2 20~< 170 28 28
CRP 2 7.0~<12.0 14 21 p=0.770
=12.0 18 25
unknown 1 1
1 2 2
2 16 12
3 27 35
4 25 20
5 1 9
Chest X-ray findings 6 4 6 p=0.133
7 0 1
8 0 0
9 0 0
10 0 0
unknown 0 2

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
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Table 8. Background of patient: causative organisms

) . Treatment group Statistical analysis
Causative organisms .

PZFX | TFLX (x *-test)
Total no. of patients 76 87
no 44 52

Isolation of causative organisms p=1.000
yes 31 36
S. aureus 2 4
GPC S. aureus (MRSA) 0 1
S. pyogenes 1 1
S. pneumoniae 10 6
M. (B.) catarrhalis 2 4

Causative organisms E. coli 0 1 p=0.663
K. pneumoniae 2 3
GNB | K. oxytoca 1 0
P. aeruginosa 3 1
H. influenzae 14 16
Haemophilus sp. 1 0

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

100+
90 Drug: PZFX
80
70
60
50
40
30+
20
104

0—o PZFX group
&— TFLX group
p=0.825 (x*-test)

Cumulative (%)

00025 005 01 02 089 078 156 313 625 135 25
MIC ( ug/ml)

100+
904 Drug: TFLX
80-
70-
60-
50-
40-
30-
20-
101

o—o PZFX group
~— TFLX group
p=0.808 (xtest)

Cumulative (%)

0 T T T T T T T 1
<0025 005 01 02 039 078 156 3.13 6.25 125 25
MIC ( ug/ml)

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

Fig. 3. MICs distribution of pazufloxacin and tosu-
floxacin.

PZFX BB L, EWRENALNZA (p= 0.133),
thil, M, WeaEE, WeEthiR, MREE, WE W
5%, BA#ER, F7/—¥¥, WBC, ESR, CRP ®
KR - FIRBIUVEKREMEEZ LIZOVWTORY &
PNCY (B3 WA

4) EEE, EHEZH

BeEshi-&LE X 73 % T, PZFX ¥ 36 #,

TFLX B 37 k& ZZRMTH Y, Y rBHEEL ST
LEMROMBBEED IZIZRAKTH -

37, BRMERITSRAPREFIHE S NIE
$lix PZFX # 31 #, TFLX & 35 #l & W3EHMMICH
BhaREY AN Ldh o7

F LWL Streptococcus pneumoniae B LT
Haemophilus influenzae T - 72,

¥ - HA LR B EHEREY I2T MIC 2 ELH
-Hitkiz 73 Bk 45 Bk (PZFX B 23 #k, TFLX # 22
) Tdholdt, EHAREUIHFICBVTHELRY
—HixAbhedol,

4. BREHFR

1) ERRZIR, HERRKRR

BRERZh R AT 0 R B 162 BlIC BT 2 BIKZ) R % BE
L7z (Table 9)o PZFX ¥ 75 $ih¥E%h 14 #1, H% 57
7, ®i 46, —F, TFLXH ST HHER 158, A
%h 66 B, #%h6 HIT, MERBMICAEEIAONL
Mote (p=0.702; U-test)o

EMLERL Db HYERIL PZFX # 94.7 %,
TFLX # 93.1% T ), MEARMICERERZIALR
Zd o7z (p=0.753; Exact probability) .

T - EBE IR PZFX B2 1 FlOAR, ALK E
mEAES NI,

2) HRHETICX 2@

HH, EAERR, ERKE - SOHEARR, SHAXE
HEFEBRREN R L RE L7 (Table 10),

WK R CRURICB VT, PZFX BICEER
%o 2h (p=0.097; U-test), AEEIIRL, F
7o, BEENBIUCHAEOFENRKRHRICBNT
MEHBERICARERAON 2D 57

3) REFEBRHBAICET2BRHR

RRBHHEE S N7z 66 FEFNIN T BRI R % R
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Table 8. Clinical efficacy by diagnosis

Di Ty _ Response Efficacy rate Statistical
iagnosis eatment group 0. of cases .
excellent | good | fair | poor (%) analysis
Bacterial . PZFX 74 14 56 0 4 94.6 U -test: p=0.685
Aeterial pneumonia TFLX 87 15 66 | o | 8 93.1 Fis" : p=0.755
Lung abacess PZFX ! 0 - 0 0
€ TFLX 0 0 0 0
Total PZFX 76 14 57 0 4 4.7 U ~test: p~0.702
o TFLX 87 15 66 | 0 | 6 93.1 Fis* : p=0.763

*' Fisher’s exact probability method. Efficacy rate: (excellent + good)/No. of cases

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

Table 10. Clinical efficacy by sex, severity, underlying disease and/or complicatons and concomitant drugs

Characteristi Treatment No. of Response Efficacy rate Statistical
aracteristics atm . of cases .
ent group o o cas excellent | good | fair | poor (%) analysis
male PZFX 44 4 37 0 3 93.2 U-test: p=0.376
Sex TFLX 47 9 34 0 4 915 Fis* : p=1.000
female PZFX 31 10 20 0 1 96.8 U-test: p=0.097*
TFLX 40 6 32 0 2 95.0 Fis* : p=1.000
id PZFX 44 10 32 0 2 95.5 U-test: p =0.301
mi
TFLX 41 6 32 0 3 92.7 Fis* : p=0.669
Severit moderate PZFX 30 4 24 0 2 93.3 U-test: p=0.562
o i TFLX 46 9 3 | o 3 935 Fis : p=1.000
PZFX 1 0 1 0 0
severe
TFLX 0 0 0 0 0
) bsent PZFX 34 10 22 0 2 94.1 U-test: p=0.325
Underlying abeen TFLX 40 7 31 | o | 2 95.0 Fis* : p=1.000
di and/or
complications | present PZFX 41 4 3 | 0 2 95.1 U-test: p=0.681
TFLX 47 8 35 0 4 915 Fis* : p=0.681
beent PZFX 28 5 21 0 2 92.9 U-test: p=0.133
absen
Concomitant TFLX 30 1 26 0 3 90.0 Fis* : p=1.000
drugs PZFX 47 9 36 0 2 95.7 U-test: p=0.625
present
TFLX 57 14 40 0 3 94.7 Fis* : p=1.000
*) Fisher’s exact probability method, Efficacy rate: (excellent + good)/No. of cases
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
L7z (Table 11), fEFIAHLBME B> /= H. influenzae THolo
BMAIE XA EMATIIRERRE O LA, 5. MEZRE

WTFROBELMEARB B THEZRZALNE
Polze ThbH H influenzae RIEF TOERIEIL,
PZFX % 90.9 % (10/11 #1), TFLX # 93.3 % (14/15),
ERERHEASETOELEIE, PZFX # 935 %
(29/31), TFLX # 94.3 % (33/35) THh o7z, 4B,
B R HE B BTl PZFX B8 Cid H. influenzae
BHA 1 AZRVWTIRTAHYULDOEETH - 720
®¥Tho7 1 Bl H. influenzae \ZX3 %5 MIC #F
0.1 ug/ml T, H. influenzae \$WE#HH 1 HHEL 72
LA2b5T, Wi X RTRSEOBKERIUELET
B ELHESN, ¥/, TFLX #Td H. influenzae
BHi# L methicillin-resistant Staphylococcus aureus
(MRSA) BHBD 2 FlEBRWTTXTHEL EORR

BEEVPEESNEMCEIINMBEENDRER
# L7 (Table 12), #B#%{L*Eix PZFX ¥ 90.0 %
(27/30), TFLX # 93.8 % (30/32) ThHo72c O
BRERBIICALBRPYROBRMLIZILALYEDLE
WHDTHo7

RIZIhG T3 BOBHOMERBERFLL
(Table 13), £ %R, PZFX # 91.2 % (31/34),
TFLX ¥ 94.1 % (32/34) OHEEIB LI, ik
L7-##ix PZFX B Tid S. pneumoniae 3 #, TFLX
# Tix MRSA 1 ¥k & Klebsiella pneumoniae 1 ¥ D#t
2 kCho7

6. B5HMBE

ABRERABRICH - 2ESRHESh, BERXREL S
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Table 11. Clinical efficacy in bacteriologically documented cases

. Treatment | No. of Response Efficacy rate Statistical
Causative organism 9 i
group cases | gxcellent | good | fair | poor (%) analysis
PZFX 2 2
S. aureus TFLX 4 4
S (MRSA) PZFX
. aureus TFLX 1 1
GPC
s PZFX 1 1
. pyogenes TFLX
s ) PZFX 7 7
. pneumoniae TFLX 6 8
Mo.nomic‘robial M. (B.) catarrhai PZFX 1 1
infection g .) catarrhalis TFLX 3 1 2
x . PZFX 1 1
. pneumoniae TFLX 3 1 2
— . PZFX 1 1
+ oxytoca TFLX
p X PZFX 2 2
. aeruginosa TFLX 1 1
H. infl PZFX 11 2 8 1 90.9 U-test: P=0.867
- tnptuenzae TFLX 15 3 11 1 93.3 Fis® : P=1.000
Polymicrobial PZFX 5 4 1
Two path
infection ¢ pathogens TFLX 2 1 1
_— PZFX 31 3 26 2 93.5 U-test: P=0.447
TFLX 35 6 27 2 94.3 Fis” : P=1.000

*) Fisher’s exact probability method, Efficacy rate: (excellent + good)/No. of cases

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

h-EM2HHBLAER, TFLX H#IZBW T
Staphylococcus aureus B 1 FIOADA LN
(Table 14),

7. FERPTREEE

i, BiWK, FEEEE, WK, PR, W,
M5 EF, F7/—¥, BAEIK, WBC, CRP, ESR
BLURWE X #TRORBHICH T 2REEZ RS 3
H#, 7 B#, 3L 14 HEO KL CTHERTL
7= (Tables 15, 16)., %3, THh HHER, FrROPEDT
TEB LD o7 FIEBRVTRE L7,

FORR, BikED 7 H#%, 14 HEXEEICBY
TOH TFLX BEVAEHEICE o720 (FREN p=
0.012, p=0.049 ; U-test)o

FooER, R, BEREEOVWThORER
KBWTHLHBHTHEREZIALONE D o7

8. &2h

1) &EH

BRI RAT 2 A SO HBENRER DR
b ohERIE PZFX 8 94 b 6 1 (6.4 %), TFLX
Bo1Hths5 M (5.2%) T, REAXKICBWTHEAMN
CEBEZRALNED 57 (Table 17), ZDEREH#
BEix PZFX B CIREFEOMNLBRER 3 #, FFEOH

1b2s - PRMERER 1 6, PHEORKAS L CiH1L
BER 14, BEOKS 1 AITHY, TFLX BTRRE
BEohEaERER 2 5, PHEEOMHILBFER 1 4,
BEOHLBFER 1 5, PFEORRRIE 1 AITH-
oo B, CHOERBBHIRTHELA-ZLEZR
2L

2) BRRMREMRE

BRI AT RS 181 AP ICHBL L - BRRE
fHR% %2 B3 L7z (Table 18),

EHEOHRHFBIEDNEMIZ PZFX # 14 #)
(15.7 %), TFLX # 20 #1 (21.7 %) CTEHHEEIH
BERZAOhENo7. ERERIIFRROME, b
FYVATIFT—E¥DLERT, TFLX #D 1 PIAsh%E
AT RTBEDOERTH - 720

¥H L ORFEBRIZ, HOHICBKRD Y ; PZFX B 2
#, Z250%HY; PZFX B 34, TFLX H 8 #, M
#2025 Lk, PZFX 8 20 ¥, TFLX # 27 # T
HoT

3) BMERESE

BIEABLIUBARREBERELZBRLTCHELL
BER2ZEZ M L7 (Table 19).

RETHBH, LS hERIZ PZFX B Ti3 90 #
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Table 12. Bacteriological efficacy
Response -
Elimination X
. : Treatment | No, of decreased e Btatistical
Causative organism " analysis
group cases | gliminated | orpartially | unchanged | unknown (%) Y
eliminated
S PZFX 2 2
. aureus TFLX 4 .
S. aureus PZFX
(MRSA) TFLX 1 1
GPC
S ogenes PZFX ! !
. pyog TFLX
S X PZFX 7 5 1 1 U-test: p=0.212
- preumoniac | rrLx 8 6 Fir : p=0482
Monomicrobial M. (B.) PZFX 1 1
infection catarrhalis TFLX 3 3
K . PZFX 1 1
- pneumonice | o 3 1 1 1
PZFX 1 1
GNB | K.
K. oxytoca TFLX
p . PZFX 2 2
. ae
TugInose | rrLX 1 1
H i PZFX 11 11 100
- influenzee | 1eix | 15 13 2 100
lymicrobial 3 1 1
Po.ymlcx.'obn Two pathogens PZFX 5
infection TFLX 2 2
Total PZFX 31 27 2 90.0 U-test: p=0.644
o TFLX | 35 30 3 938 Fir: p=0687

* Exclude unknown data
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

i 72 $1 (80.0 %), TFLX B Tix 93 #irh 69 1 (74.2
%), ChOICBEEORERELIBRREMRENR
BL7», 2I2RLeTH5H, LFEHINEMEM
25k, PZFX B 90 #ih 88 #1 (97.8 %), TFLX ¥
93 #ith 90 # (96.8 %) TdHh, MELIRVRLH
MRaEhi, £/, BMERZREEIIBWTHE DS L
FHESNEMIBEARLOICHFEL M o7

9. HH#

HHEBRTESSRH 180 BT 2 HBEERE LA
(Table 20) .

PZFX B 1THh & bOTHMA 148, FHS5H, &
Mt L 6 #l, TFLX B 87 firh X bHTHH 13 #,
EH 658, RHH 26, AHABELZL THTH-7
EHhOTHEHEAERLEEDE - EHEIZ PZFX #
92.0 % (69/75), TFLX # 89.7 % (78/87) TH¥H|
HRICARLRERIAONE S

10. FRETFOMEOHEIE

ARBRICHITH PZFX B TFLX B L oBOBERE
Fo5b, RABHK (p=0.029) 3 X UHKBHMERX
BAHR (p=0.133) ICELCTRY A LN’z D
W, Thoo 2 BFICHLTREERAOZW L %25

# L7729 2T, Cochran-Mantel-Haenszel #% A\ T
MR ROMAMMIELZ T o720 I3, ChOBER
ROBY BRI BICBIIZTEEEZRFLAL S,
MBE22REERRAOhE, -7, 7, BEKYD
BRIZBWTHIERMN p=0.702 I28 LT, RAHBKTHIE
L7=8%8& p=0.814, REHKWE X BRATRCHEL/-$
#p=0295 &, MEARMIAERENAORLZVEN
IRERBRIZIED S A 57 (Table 21),

11, 28RIEMITB T M

SHORRIERELFFTICTEREh, BRED
RIENTO2ZICH 2 HH 6, TFLX BT PZFX
BHOBRMNEFANE -7 (p=0.096, x*-BRE). €= T
ZRBREFCBITZBRDED, MBRMICRILA
(Table 22) o

ZORE, EBREACBVTHERROHF T
—ZBPOATI) —DOTFICERFFIT LB EOEK
BHRBH TIE p=0.125 (U-test) &, WIEFBTMIH
=R Y (R s Y A

12. [FI%SERGE

BRI RICBWT PZFX # 94.7 % (7175), TFLX
¥ 931% (81/87) & PZFX Bt TFLX B L OMICH
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Table 18. Bacteriological efficacy classified by causative organisms
Response Elimination rate* .
Causative organism Treatment No. of cases imination rafe” | gtatistical analysis
group eliminated | persisted | unknown (%)
S. a PZFX 2 2
. ureus TFLX 4 ‘
PZFX
S. MRSA
aureus ( ) TFLX 1 1
PZFX 1 1 68.7
GPC |S.
pyogenes TFLX 1 1 -
S. preumonige PZFX 10 6 3 1 75.0
P TFLX 8 8 917
PZFX 13 9 3 1
- Fis¥ : p=0.590
sub-total TFLX 12 1 1 is” : p=0.5
PZFX
M. (B.) catarrhalis 2 2
TFLX 4 4
E. coli PZFX
TFLX 1 1
. PZFX 2 2
K. pneumoniae
TFLX 3 1 1 1
PZFX 1 1
GNB |K. t
omytoca TFLX
. PZFX 3 2 1
P. aeruginosa
TFLX 1 1
PZFX 14 14 10
H. influenzae 0
TFLX 16 14 2 100
He hil PZFX 1 1
aei sp.
mophilus sp TFLX
b-total PZFX 23 22 1 100 Fis® : 0=1.000
sub-to TFLX 25 21 1 3 95.5 el
PZFX 36 31 3 2 91.2 :
Total Fis* : p=1.000
TFLX 37 32 2 3 94.1

*) Exclude unknown data, * Fisher’s exact probability method
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

Table 14. Organisms appearing after treatment

No. of strains
Isolates Statistical analysis
PZFX TFLX
S. aureus 1
GPC
sub-total 1
Total 1
Incidence (%) — 1.15

*) Fisher’s exact probability method
Incidence: No. of cases in which organisms appeared/No. of cases
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

BERAOGKY, RERAZENTHILERITEI LN
oo ZITRERIELMBNICXFT LD, H
FHOREE%EIT 5 720
ZDO#HR, PZFX iz TFLX BRIV AHEIIBVT
5%UEH LB EFREESNT: (Table 23).
L. % =
MBI RYFEORCHD EALIMET KB

Thh, TOERY> SEIL2EHOBHAIKETH S,
R —F /0 REBEIELVHEAXS b
Vichz, RRFERMEBNORFLBITREAETS
CERH, RICTRERBRRBREEICLEILEACVGH
TWwa,

PZFX B#ifEkn—a—F /v REEE LA, B
BWHEANRZ PV EET 59 LRI, % 1HERAR
2BV T, 200 mg ZHERFHEBIARFIRED Cou A5 2.98 ug/
ml IZEL, COH, MOFRREEAICKHL, AHBRE
PRIFLEHMEEZOATVWS, ThiX, ThITK
Ba3Nlcm2—-F ) u Y RUEEDO LN THHRNEE
DPHBMBRIEFL SN Twsd FLRX BX U LVFX ® Cou
A5 L 200 mg BERAICT, £hEFh 2.92 ug/ml¥,
2.04 ug/ml® THHZEDNOLLHLIPTH S,

DT e, PIFX BMERBRISEICHWHED,
HVWHBBESERBONL LD LHBINLEHNTH S,
BHE, w7 AZHWA K. pneumoniae 5\ ix P.
aeruginosa FFREFRBHEF N TIIENBIEA KBLL,
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Table 15-1. Changes in symptoms, signs and laboratory findings

. No. of Improved | Unchanged | Aggravated | Improvement rate | Statistical analysis
Clinical parameter | Days | Treatment group ]
patients | g° [ o° | 1° o -1 | -2° (%) (U-test)
s PZFX 74 2| 15 | 27 29 1 59.5 p=0ATS
TFLX 83 2|16 39 25 1 68.7
Body temperature | 7 PZFX 71 2|21 26 20 2 69.0 00,506
TFLX 79 4|20 36 19 78.0
1 PZFX 45 2|15 16 12 73.3 00827
TFLX 50 1]18] 24 7 86.0
s PZFX 75 2| 84 39 48.0 00881
TFLX 86 44 87 5 51.2
Cough 7 PZFX 73 16 | 38 19 74.0 90213
TFLX 80 22 | 48 14 1 813
1 PZFX 50 16 | 80 4 92.0 00288
TFLX 51 23 | 24 4 92.2
3 PZFX % 3| 26 m 2 38.7 0=0.710
TFLX 86 3|33 48 2 419
Volume of sputum | 7 PZFX 73 2| 7] 37 24 3 63.0 b=0012-
TFLX 80 17 | 48 14 1 81.3
“ PZFX 50 4| 531 10 80.0 o= 0.046-
TFLX 51 1] 15| 32 2 1 94.1
s PZFX 75 1] 14 | 32 27 1 62.7 00725
TFLX 86 2| 17|37 28 1 2 65.1
Property of sputum| 7 PZFX 73 5|32 23 13 822 00138
TFLX 80 | 18|27/ 23 11 1 85.0
1 PZFX 50 9|26 | 11 4 92.0 0324
TFLX 51 |13|26| 9 2 1 94.1 p=t
R PZFX 74 12 62 16.2 0.406
TFLX 85 118 65 1 224 p=o
PZFX 73 1] 14 57 1 206
Dyspnea 7 -
TFLX 80 2|19 59 26.3 p=0.326
“ PZFX 50 2 | 11 37 26.0 .
TFLX 51 112 38 25.5 p=0911
s PZFX 74 13 60 1 17.6
TFLX 85 14 70 1 16.5 p=0811
. PZFX 73 17 55 1 233
Chest pain 7 -
TFLX 80 15 65 18.8 p=0610
14 PZFX 50 12 38 24.0
TFLX 51 8 43 15.7 p=0.299
R PZFX 57 24 33 421
TFLX 72 1| 29 40 2 417 p=0872
PZFX 66 4|31 31 53.0
Ral 7 -
e TFLX 76 8|35 31 2 56.6 p=0614
1 PZFX 45 6| 21 18 60.0
TFLX 50 8| 21 20 1 58.0 p=0.935
s PZFX 58 1 57 1.7
TFLX 74 2 72 2.7 p=0.716
Cyanosis 7 PZFX 67 1 66 L5
4 TFLX 78 2 76 26 p=0.658
14 PZFX 46 1 45 22
TFLX 50 2 48 40 p=0618
] PZFX 59 2 57 34
TFLX 74 4 70 5.4 p=0.584
. PZFX 67 2 65 3.0
Dehydration
v 7 TFLX 78 4 74 5.1 p=0.524
14 PZFX 46 2 44 44
TFLX 50 2 48 40 p=0.941

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
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Table 15-2. Changes in symptoms, signs and laboratory findings

Clinical parameter | Days | Treatment group No. of Improved | Unchanged | Aggravated | Improvement rate | Statistical analysis
patients gl 0° -1° -2° (%) (U-test)
PZFX 58 9|27 17 4 1 62.1
S TFLX 68 1]13]s0 21 3 84.7 p=0469
WBC PZFX 67 10 | 81 21 4 1 61.2
7 p=0.486
(%1,000/mm?) TFLX 78 12 | 36 23 2 66.8
0 PZFX 48 8 | 27 13 72.9 p=0721
TFLX 50 10 | 23 18 1 66.0
g PZFX 56 18 | 16 22 6 51.8 50461
TFLX 63 11 | 28 23 1 61.9 ’
CRP 7 PZFX 67 31527 20 2 87.2 0=0.106
TFLX 74 2| 25|32 14 1 79.7
" PZFX 417 (11| 9|14 13 72.3 0180
TFLX 50 10 | 14 | 24 2 96.0 )
. PZFX 49 2|13 28 5 1 30.6 020772
TFLX 54 1| 2|10 36 4 1 24.1 ’
ESR 7 PZFX 58 10 | 15 28 4 1 43.1
(mm/h) TFLX 59 11217 27 2 50.9 p=0267
1 PZFX 44 6| 9|15 13 1 68.2 00871
TFLX 42 5| 8|18 11 73.8 ’

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

Table 16. Changes in Chest X-ray findings

D Treatment | No. of Improved Unchanged Aggravated Improvement | Statistical analysis
a
e group patients | 7o | g | go | 4o [ go [ 2o | 1° o 1| oo | -3 rate (%) (U-test)
3 PZFX 58 2 6 | 27 18 5 60.3 0.834
TFLX 66 1 1 8 | 33 18 4 1 65.2 L
7 PZFX 65 2 820 |24 8 3 83.1 0.972 .
TFLX 71 |1 1| 5|2 |2 6 3 87.3 p=a
PZFX 48 1 2 {1319 10 2 1 93.8
14 p=0.336
TFLX 48 1 1 1 16 | 20 8 1 97.9

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

Table 17. Side effects

Treatment group Statistical analysis

PZFX | TFLX (x*-test)
Total no. of patients evaluated 94 97

No. of patients with side effect 6 5 p=0.957

(incidence %) (6.4%) | (5.2%)

Dizziness 0 1
Light-headed feeling 0 1
Sleepiness, Nausea 1 0
Rash 1 0
Febrile reaction 0 1
Symptoms and signs | Retching 0 1
Anorexia 0 1
Stomach discomfort 1 0
Epigastric discomfort 1 (1]
Diarrhoea 1 0
Dizziness, Diarrhoea, Abdominal pain, Blood in Stool, Vomiting 1 0

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate



MAY 1896

298 HERLERLELEIBEG
Table 18. Abnormal laboratory findings
Treatment group | Btatistical analysis
PZFX | TFLX (x*-test)
Total no. of patients evaluated 89 92
No. of patients with abnormal laboratory findings 14 20 p=0.398
(incidence %) (15.7%) | (21.7%)
RBC{, Hbi 1 0
PLT| 1 0
WBC | 0 1
WBC{, GOT! 1 0
Eos. t 5 8
GPTt 2 2
ALPt 0 1
Content T-bil t 0 1
GOTt, GPT! 2 3
GOT!t, GPT!, ALP! 1 0
GOTt, GPT!, ALP!, y-GTP, LAP! 0 1
Prothrombin activity ¢ 0 1
BUN ¢ 0 1
Kt 1 0
Glucose excretion t 0 1
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
Table 19. Overall safety
Response Statistical
Treatment group | No. of cases safety rate .
safe virtually safe less safe not safe (%) analysis
PZFX 90 72 16 2 0 80.0 U-test: p=0.349
TFLX 93 69 21 3 0 742 X *-test: p=0.448
Safety rate: No. of safe/No. of cases
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
Table 20. Usefulness
Response

Usefuln

Treatment group | No. of cases very slightly un- se ’ess rate Statistical analysis

useful useless (%)
useful useful known
PZFX 77 14 55 0 6 2 92.0 U-test: p=0.463
TFLX 87 13 65 2 7 0 89.7 X*-test: p=0.809

Usefulness rate: (very useful + useful)/No. of cases
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

Table 21. Clinical efficacy by adjustment of background in which statistical difference were detected
Efficacy rate (%)
Characteristics Interaction® | U-test Cochran-Mantel-Haenszel
PZFX TFLX
No adjust p=0.702
Duration of test drug administration 947 93.1 p=0.772 p=0814
(71/75) (81/87)
Chest X -ray findings p=0.081 p=0.295

® Breslow-Day-test

PZFX: pazufloxacin, TFLX: tosufloxacin tosilate
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Table 22. Clinical efficacy (intent to treat)

Response '
Treatment group | No. of cases Ef'ﬂc(a;y) rate Statistical analysis
excellent good fair poor unknown °
PZFX 95 14 62 1 9 9 80.0 U-test: p=0.125
TFLX 98 16 72 1 8 1 89.8 X *~test: p=0.089*

Efficacy rate: (excellent + good)/No. of cases
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

Table 23. Verification of clinical equivalence

Efficacy rate
(%)
PZFX 94.7 (71/76)
Treatment group
TFLX 93.1 (81/87)
Handicap (A)” 5%
U-value 2.039
P.-value 0.964
Lower limit of 90% confidence interval -4.67%
Result U>Kons

* Predetermined level of the clinically allowable difference between
PZFX and TFLX
PZFX: pazufloxacin, TFLX: tosufloxacin tosilate

ML L7 ofloxacin (OFLX), ciprofloxacin
(CPFX), norfloxacin (NFLX) 3 & U TFLX & ¥
LThok bENEHMEREEZR LI,

EHIC—BERARICHBIT 2R T3, MNPREFRG
ELETOARE 82.0 % (336/410), METEMi % Tid
87.1 % (81/93) &, BVERKZRE RV K, BIEH
RBIEIX 26 % (42/1597) L&, HBELERIZT
RTHEBEUTFTCTHo720 72, PZIFX 2RAIHH I
BABCRALTOLHRABBIZZLALEDLRV &
WIBEb L EhTWS,

UEDOBRSEEBETZ, RAGMPREFERBEIEICS
VT PZFX B EVWARE, 2%, A RO
ThHAIEDEZND, TORIELXLRL, ARABR%Z
Al L7z,

PZFX OMRARIZ S X ICER SN - BEREXIRB L
UABXIERE (BRYEF) ZaRe L-HRRERR
T, ER#EISHEWEA 1 H 300~600 mg LRI
CLEBFLL, SOHLII—KEKRARICBI SRR
R, REMEZHERLT1IH600mg 43 LRELL,

W RER & LTD TFLX 0%, o= —
F)usRRBEECKHL, BEAFERTORBEERRA
T&% S. pneumoniae XX L THVEENRD ),
FTCOEHN, REELORENICHHMERZVED
BRICE?, SHLICEBOBKREE,»SD, TFLX,
FLRX, SPFX, LVFX OW#R S. pneumoniae 54
ERICBITA2EHEIIEREN 94.7 % (36/38)°,
75.0 % (15/20)?, 90.6 % (29/32)*, 85.7 % (24/28)*

ERVIEEMTHY, 2HhTH TFLX kb & bENT:
BMERLACEICMA, HIERRAED 29 %
(88/3,010) L EVWC LICEBbDTH B, % B,
TFLX @ 1 HAREB X BRI EER £ICHT 5K
BHRT, BREHRTLHS 450mg 73 & L7
408 193 HOBEFICMA S hizh, EREKZD RN
26 162 FIFOBPEERAFICBWT, MRABEB L
UBAS H SR X AT R34 I L, PZFX #F & TFLX
BOBTHBRZRYEALR:, ECTIRLBEN
BE L, Cochran-Mantel-Haenszel &% H\W€
NERFADORY)AMELMER, BEERATOR
DR RICHEEBLIZE VW EARENT
BERZRICOVTIIMERREICARLEZRALN
T, BERIAZEHDNT LI LB TE L, ol, $72,
HEEICBWT PZFX 3 94.7 %, TFLX B 93.1 %¢&
BLALZEZALNZWI ENS, AREICBITSLMHE
UHORIEZ TS, BERHICHEEShZE
(A) % 5% L8, TORSELZEHTLIZ LM
T&72. EHLIZSHONBETHS TFLX BROFRE
% TFLX D8RRI OM B #£ICH T2 5%=
(NBEEHE) 813 % (35/43) LT AL, 4@
DRABERMOFTVEDTH o720, HHEELLTIEH
U ARE NORE 5 HZY (B AR
SEOMEEM RIS T 2 PZFX BHOEREIZ 94.7
%DEIREINT, ARICEBEAERELNREL
7o HEBRER™ ICB VT, MEEBRIEIE Y, iR
fiE, BRIBYEMG#EHE O — REHTix TFLX B0 AXhEH
Zh#h 66.7 % (4/6), 53.8 % (7/13) IHL,
PZFX #Tix 100 % (15/15), 91.7% (11/12) &, &
WEETHEI LD, RWLBhRE.2 AT 5 PZFX
DI RS, MiEEBRISE % &0 2 MRS RS IS
AERICENLDOLEI SN, X512 193 DR
BEFAO S LHELMERE XZD O L VWEOHE
T, PZFX #T 20 #, TFLX BT 11 XK ED
mEroRNSh, BARKICBLWTHEANBRNICEERE
ZIBYOBEL, ECT2BBEMNICTHEEKEDRELR
FLALZh, 2BFEMACBVTHREFABMICA
BGEZZRUBTCLETELNoTce D20, 7 4
AL CERHRBIT AR TOFMCHERLED
THHENE W EZEZ N7,
REAELZHELE-EMZ, 162 Hd 66 1 (40.7 %)
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WKeXEh, MEENLEMRD SEDFHMERT D
LRELVWERDNZ, LA L LEREMA»SRINER
7= 73 @B S. aureus 6 ¥, S. pneumoniae 16 ¥,
H. influenzae 30 ¥k & RIMEAENE R IZ 3BT 2R RMRE LW
NEHEREIRBENRAZ LA S, AN E M
FTAHILRTEDZbDEEZONA, T4, BEMNR
HAICBITHA MR ML Iz LA LY &KL
TwAIeds, BIZEMLZERAOHMENTEALD
DLEZOLN,

MOHREAD E, PZFX BIZBWT S. pneumoni-
ae DI BEML. T 3IHNI L, MIC 2illsEL
187- 1 ROMHIX 1.56 ug/ml TH Y, PZFX Oirhikse
POEXTREVERZC NS, FRLAHBIAH
Thd, o, <O 1 UMW X MATR, CRP Bk
UBRRERNHZE L Ens, MEMHRIERLH
&N,

FERAT R HBEICB VT, TFLX OB RUE
BEAC PZFX BICHRARKICE I o ShiZMBED
REREBVHAHMTHELRBY L BRGNP o220 D
D, PZFX #Tid 1 HE 10 ml RROEFAMD oL b
%<, TFLX #Tix 1 HR 10~49 ml DEMMH - &
bENoT EMb, PIFX B TIIBHENZR2IIHEL
BT hERFBELRIELEVWI LR YD, BEXEOR
BRYREo—RHEBEZ LN,

ZFOMOKEEICE VT PZFX B TFLX BICHE
TEZIAOGNE» o2, &b, BHRICEOER, BT
RoOBHONBZVERANE H - 72, WFRERK, WHE,
BAFER, F7/—-¥E2RVAZHBOEEEICIBL
Ti, iR, WK, WBC, CRP, Wi X #MFR®
5 HHETIRVWThLIRA 3 BHICT 50 % LD HRE
BRd3hi, t7 s A REELHCTHEERED
B EfToEx o EEREOSFEERICHN,
ESR, B X RSO UFIENL LOHEETT-
Twb, SEIORAKRTIX ESR i3mFEH L b 3 HENE
EIZBWT 20~30 it LE-72b0D, BRE X &
FTROUFBRIMOERE BBEOLVHEENB LN,
CHOZLRAVAEFENRLL1-OMEIXTE RV,
Pl b —RIMOFBIREAER L LBEL, HEEH
ZuhneEZ LN,

BEHRBARIMENBRCARELZIALOR LD
ol FERIIWHLBFER, PEMERER, 7L ¥
—FEREVSIZDRMEDEHICE VERNITLAL
Thold, PIZFX BHiIZ 1 flALh/-BRFAIICh T
PZFX 23 AD SN TWARWERY Th oo FERIE
BEO=2—F /70 RHEEECORER? HSH
Lo, SHRABEERLRIAVLELZLON,
Ik Sa—F /0 RBEEOBKERLE, BICE
EVLELPRABRRERIE PZFX BT 1 4
(1.1 %), TFIX BICRHTVBIF75 758D 2H

(2.1 %) P@BDONT. - BEKKMICBITS PZFX,
TFLX O KARRBEHBIAMENENEN 0.6 %
(9/1,697)", 0.4 % (13/3,010)" &, BVWHTHAHC L
76 PZFX OHKHBERNOERIP LV LHHR
Ehi, 28, COZLIRREBRROEAM »HOHK
fHiyohabnTholo

KM EMARAEIIII VAT I+ - LABIUH
MR FEANILEALTH), KERIZ TFLX OP%E
1HERVWTWTROBE, RBI¥IE PZFX ¥ 15.7 %,
TFLX M 21.2 % Th - 7=, ¥, KB%ERIT/: SPFX,
LVFX ORIt Mgt R E L KRR T ORI,
Fheh 19.2 % (16/78)%, 165 % (1U/71)® TH 5
e, SHEO PZFX THOEMIZCh oKL, &
mowboLEL LR,

LALZAs, IZAMICEES N - BT Ad%
Yeiii & AR E L7z PZFX OLKREAM (281 5 KR
EERERBIEIE PZFX # 23 %, TFLX B 84 %L
FRRBRICHERDLZL, HIIBBERXEBRREIIBITS
PZFX OHBARBFIZIZ 4 ADA (TFLX K 4 A) T
HoliFRRERY, XARTIZ 13 H (PZFX B 5
W, TFLX 8% 8 1) ICAabh7:, WARLOLRALAR
X ZHVTVWAEI LD, S, RRARTOHREMNS
Mlodizik, SBREOEHARICALNINENR
ALTWwWA IR Eh, REMLLTOERIY
/AR NOPE - MY (WAN

BEREEIIRLTH 5 PZFX 8 80.0 %, TFLX
B 742 %, 32IR2THHLUYESNI-ERMEMZD
& PZFX ¥ 97.8 %, TFLX # 96.8 % A b THV
MRS,

HFHEICHL T, AHL LS PZFX B 92.0 %,
TFLX # 89.7 % &, BMEAIB X UBIKRE#MRE LS
o722 tdb, BRHREZEOIIRMLADO
& %2572 FLRX, SPFX, LVFX OMi#ttMi £ R L
L-REBARROFHTE (FAXHE) REREN
89.4 % (42/47)™, 90.3 % (65/72)%, 86.2 % (56/65)®
Thh, PZFX OBEMII 6 L b RBEOFEICET
rrEZOLNRNE,

DEORKRLYD, PZFX i2F5\ M h i EE & bl H
BREA»OMERBRAEICE VT, TFLX LR%0
AtE, Bet, FRBERTIENRIESNS. £
7o, BERBIN a2 —F ) 0 REREOEHDHE,
ReH, ARHBLZLICKLTY, Rl VEAFE
bh, PZFX OMEHRR RIS T 2B WHHEIGREN
bolEZOLNI,

X i3
1) RBHE, BEER: Mik. ¥/ur% (LH %
WARENR, MFER, BEXKLE), p. 138~145,
7479424, ER, 1991

2) FHZEHE, BBHKE: %37 B HA{LERELSHEA
XHERE, FHEY VKRV YA, AM-833 (Fleroxacin),
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3) WHFEHE, K ¥ %38 B HALEMESRTHA £k 43 (8-2): 72~89, 1995

4)

5)
6)
7

8)

9)

10)

11)

12)

13)

14)

15)

XHRBRE, XY HRYY L, Sparfloxacin
(AT-4140), W8, 1990

FHEE, KW W 539 [ B R{LLALEREA A
AR, XY HRYY A, Levofloxacin
(DR-3355), K4, 1991

MBI —, IHRELT: 85 42 B HA{LPLFIRE,
HESRYY L, T-3761, B, 1994

hRERF, NEALC, RRRE: Pazufloxacin OBK
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ORRRN AR HILRXIE 44: 231~247, 1996
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Pazufloxacin DH R RM. HWHERRBM
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WHFEE BEH % 534 0O HXRCEREFRBAEX
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Clinical evaluation of pazufloxacin for bacterial pneumonia

—Phase III comparative clinical study with tosufloxacin tosilate as a control drug—
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Department of Infectious Diseases, Institute of Medical Science, University of Tokyo, and Affiliated
Hospitals (*Present address, Department of Internal Medicine, Tokyo Senbai Hospital, 1-4-3 Mita,
Minato-ku, Tokyo 108, Japan)

Department of Respiratory Diseases, Sapporo Hospital of Hokkaido Railway Company

Third Department of Internal Medicine, Hirosaki University, School of Medicine, and Affiliated
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The clinical efficacy of pazufloxacin (PZFX) on the treatment of patients with bacterial pneumo-
nia and/or lung abscess were evaluated in double-blind study by multi-institutional system in
Japan with tosufloxacin (TFLX) as the control drug. PZFX was given orally at a daily dose of
600 mg, and TFLX at a daily dose of 450 mg three times daily for 14 days as a rule. The fol-
lowing results were obtained.

1. The test drug were administered to a total of 193 patients with bacterial pneumonia or lung
adscess, consisting of 95 in the PZFX group and 98 in the TFLX group. The clinical efficacy was
evaluated in 75 of the PZFX group and 87 of the TFLX group, the overall gafety was evaluated
in 90 of the PZFX group and 93 of the TFLX group, and the usefulness was evaluated in 77 of
the PZFX group and 87 of the TFLX group. There was no significant bias among patient's back-
ground factors between the two groups except “duration” and “chest X-ray findings”. However, no
influence on the drug evaluation from these bias was verified from the viewpoint of statistical
analysis test.

2. The clinical efficacy rates for bacterial pneumonia and lung abscess were 94.7% in the PZFX
group (71/75) and 93.1% in the TFLX group (81/87), with no statistically significant difference in
x >-test between both groups. However the clinical equivalency of PZFX to TFLX was demonstrat-
ed at A=5%.

3. The bacteriological elimination rate of isolated bacteria was 90.0% in the PZFX group (27/30)
and 93.8% in the TFLX group (30/32). There was no significant difference between both groups.

4. Side effects were noted in 6 patients (6.4%) in the PZFX group and 5 patients (5.2%) in the
TFLX group, and the main symptoms were central nervous system disorders (1 case in the PZFX
group, 2 cases in the TFLX group) and gastrointestinal symptoms (5 cases in the PZFX group, 2
cases in the TFLX group).

5. Abnormal changes in laboratory findings were seen in 15.7% in the PZFX group (14/89) and
21.7% in the TFLX group (20/92), and showed no significant difference between both groups. Main
items of them were eosinophilia (5 cases in the PZFX group, 8 cases in the TFLX group) and
GPT and/or GOT elevation (5 cases in the PZFX group, 6 cases in the TFLX group).

6. “Safe” in overall safety was 80.0% in the PZFX group (72/90) and 74.2% in the TFLX group
(69/93). There was no significant difference between both groups.

7. “Useful and better” judged in each case was 92.0% in the PZFX group (69/75) and 89.7% in
the TFLX group (78/87), indicating a high usefulneess in both groups, and no significant differ-
ences was observed between both groups.

From aboves, it may be concluded that PZFX is one of the highly effective drugs for

the treatment of bacterial pneumonia.



