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— BRI B R R OARHIE 75.4% (172/228) T, Bb AR 1 H#EGE - L5 MK T
H%600mg (572 5 TOHEMHFIXT5.4% (49/69), 1,000mg (53 2) %5 TOHRHIL 74.4%
(116/156) TH o7z, MEMEMi L TR E L2 HRMRFABRICB T2 EFXFIILE (600mg 455 2) T
100% (32/32), H# (1,000 mg 43 2) T 92.6% (25/27) THV, 2 HAEMICAEEEETA S N % H
o720 RIWEHZEBIAE, —MERRAERIZ T 600 mg (4 2) #%5-T2.6% (2/77), 1,000mg (42) T
5.1% (9/175) Td o7z, HEMEFHBTIZ LA (600 mg s 2) 1X0% (0/35), H#: (1,000 mg 57
2) T3.0% (1/33) Th o 7zo BRMAMEHE EHAIL, —HEFKRFAERICT600mg (47 2) 5T 174
% (12/69) , 1,000 mg (5 2) T 12.4% (20/161) Tdh Y, HEMFHETIZ L (600 mg 5 2) 14.7
% (5/34), H# (1,000mg 5 2) T24.1% (7/29) THh o720 WIFN D T lIRMAMER X, I
REROW% X GOT, GPT A XD NIV AT IF—E¥D LA TH o720 HBER - GUELZAET LR L,
HE, AU EEOD HIERICBEVTIE600mg (472) &5 XD b 1,000mg (43 2) K5-DHIER)
KL, D, 1,000mg (452) HH5ICBW T EEEICHES RO ko722 XD, 1,000
mg (55 2) #GHPHERES NI,

2) BV IR BRI G e

— R RRER S B R AR RO HIX 78.7% (118/150) T, Bb 4k 1 HHEH & - 5. M
BTH5H600mg (572 5 TOERHIL81.6% (40/49), 1,000 mg (45 2) &5 TOAERFEIL 77.0
% (77/100) TH > 720 BMEVERIEIEYIEZ MR E L HERERBRICB Y 26885 IX L# (600 mg
552) T86.7% (26/30), H# (1,000mg 4 2) T78.8% (26/33) TH VY, 2HEMICHELEITLA
LNro o BIMEHFEE#RIE, —BERABICT300mg 1 H/H¥EST1/1, 1,000mg (432) T
1% 0.8% (1/123) LRMETH - 720 HEMFTAEETIZ L ¥ (600 mg 4 2) 1% 2.8% (1/36) , H ¥ (1,000
mg 5 2) TO0% (0/38) Tho7zo ERMAMBERIARIT, —HERABRICT600mg (4 2) &5
T 6.3% (3/48) , 1,000 mg (4 2) % 5-Tld 8.8% (10/113) IZA b N7z, HEME HETIE L# (600
mg 5 2) T 14.3% (5/35), H# (1,000 mg 5 2) T 16.2% (6/37) THo7zo TN b F L EHIK
MAEEE I, FEEEROM%Z L GOT, GPT 2 ED NG VAT I F—E¥D LR TH - 720 B RER
IZBWTIE, 1,000mg (47 2) %5 THIREFIRIR, FRCHERICBIT 2HERICBVW TR TH -
ek, F WTRORBRIIBWTS 1,000mg (57 2) HGICBWTRERICHENR SN ho
722& &Y, 1,000mg (4 2) HHGHERIN,
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Fig. 1. Chemical structure of pazufloxacin and

pazufloxacin mesilate.

FEAH S, HLI RIF RN ORBITHHER T & B4
HAIHESNLH SR TBY, XFITBWTIE, f-77 7 A
KPR AT I/ 7)Y FRBIORYRTF F R
PR ERRME L EHH LTV R TWwEY, =2 —
F 0 RMEEICBWTE, BRTIR, BIRNES T2

EIZ X D BRI G AR TH R 2T R IS R & BT 7
MBS BE LN Z e, RIS AL EE RS
DT 732 B OWRE L BN T 2 720 O HRGHE &
MEITLNTEY?, RFIZBWTHoa—F /0 RiT
HIEOTHFE L LTOMHOWFIIKE W,

PZFX 1%, 77 LMW B & U Pseudomonas aeruginosa
et 7T ABRERICK L CORHBA 2PN AR ML &5
PREEEZ AL, COERABTER -T2 & 2 RMHEERLT
I 7)Y FRUHE L IR B> TnR I s, Thd
DOMPERE I LT d RIFLRME AR S Tw 52,

¥ 72 PZFX {EGTEIE, ¥/ u RN EO T Fy 4 T
THHFTV V7 AM NA) 25, —a—F/ 0V RPHHEL
LT, HERROHRG BT B METRES S W L97%
S5 T AWMEBERNHKGICI DT VRAFRERB XU
GABA ZH M GHEMEHAFTH WY EEIERL, FU P2
Al (NA) EREBHCF 2 0 B0 7ICHY S 5550 %
RFE—RFAREE LT HI LI > THIRMREROEH 2 I 2
EIEWIRMDD L IR I N, RIEITFERHRRERICE
VT A R R RS 9 B PE B A% ofloxacin (OFLX) %
ciprofloxacin (CPFX) Z & &LV & R EN, #
IR 512 T I P EE % 7R L 72

Arlal, WA IR G & BHEVE R BRI G (03 B BRRSE 1T
AHERER (RIS TAH B X ORI 48 TAH— e R 3R, H
BRETRBRE)OEEE T LD, TS 0EBICHT 5
PZFX B 3E D B H BRI OV T O 25 NI BE2IT 72

I. HRBLURHBRAZE

1. o %
(I 2 SR i )

A5 A — e B PR 30 B 13 1992 4E 10 A A 5 1995 4E 3
H, HEBEFRRIZ 1994 FE5 55 199547 AiZh
72 ) EE O E# R T b, 8 TR R T
DR RPN I IRGE & LT, BRIk, [F
HLHRAE  (EGel), OV F AMEULMIAAE S0 %%, 12PN
PR O RIS, Mgk, M bBE, BhME L7z, Az
et ilBRcid, whga BRI & L C i asiE oM P9 &

L, MELHEERS 2B r 2L, oMM
fE L UCER, ATROWELZEHEL Lz, MRABL b,
JEHT & UCAERRIE 20 DL L 80 i ki & L, PRI
bEABEBEEE Lz, 72720, EELRERKED L VIX
HEPHEER A L, PUREOIRER K E S HWEE 2ER R, =
Dl - BF - BB EEZ AT HEM 2 L, FRTICHD P
8 7= AV HE I3l 2 RE BN IR B S & BRAE L 72,

(AT IR I S i )

A5 T M — i B o 30 B 1 1992 4E 10 A 2 5 1995 4E 3
H, HEMBRERRIZ 1994 FE5 A5 5 199543 AiCh
720 EEOERRTIT bRz 8 TH—REEEREBRT
DR RPEBNL, IREGIEBER B A A T 2 BV R BRI G
FEDBH & L7zo HmARE iR Ildx 4t & IR 2 LpE R
BEAT 507 — 7 VIR E TH R & GhE (%
1HHBN) %k BRI GHED BEH L Lz, T
RERE L, FHIE UCHERIT 20 P L 80 ki & L,
PERNE R D9, ABEBE & L7ze % 72 UTI 3EahEFAm 5
#O(FEIHOWICHE LT, WEMOMRIRS5 2/hpf UL 1B
X O3 o IR A £ 10* 2 /mL DL E & i 72 R
El7ze 72720, EELREBIEED 2 VIIAIHEZA L,
DU SE D HERN 1 HSH B 2 AE B R, B EE L - BF - BB
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ARHRBROFEMIC S & 725, G MERNI Y (F
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FIEHTHREZ G50, TORBICHET 20855
FTIHDE L7

3. RERIEH

i L 7= 0B 2 T Relom L7z,

1) PZFX s

- PZFX iE 44 3£ 300: 1 84 7 Vi ICPZFX & L C

300 mg % &H T RS
- PZFX i 44 3£ 500: 1 84 7 Vi IZPZFX & L C
500 mg % &H T A EFEE
7B, HEWEEETlE, 3L LT, ceftazidime
(CAZ) 1,000 mg (JJii) /N4 7 Vi 12354 7 CAZ
1,000 mg (Vi) % &4 9 2143 % H w7z,
2) PZFX %8 BOsH
- PZFX 2 PN RS 300: 17 >~ 7V 1mL IZ PZFX
ELT300ug 2 &k

«PZFX 7V v 7 5 A b 3000 (— KRB D A
fEf): 17 ¥ 7 )V 1mL9¥ 2 PZFX & L T 3,000
ug xEh

ek, HERERBECIINREORE G E LT,
CAZ RIS H: 1 7~ 7V CAZ 600ug (Jifii) %
AT A i,
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4. B5HEB X OBGHIM
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& 5-BATHTIC PZFX (H =M B o413 CAZ 12
DWTHENE) HHNRGRBRE L3EEL, BETH L
CEEMRLIE, GTAZIELELA 1M 1INAT
VaE, EHIE LT 100 mL OB EHRICER L,
1H2~3H (HEfiEHRBEOYE&1E1H2H), 304
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1H2~3H (HEfHFHRBEOYEEIE1H2H), 304
MU CHEEET AL L, FHlE LTs HM#ES
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B L, RPN EM OB TS5 2 & T, hikLTX
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(2) FFHEREMAE: s—GOT, s—GPT, Al-P, ¥ )L ¥
v (% -1E#), LDH, y-GTP, LAP
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(4) WREA: WR&ER, RILE, KREE yoe) ) —
v, Wi, NAG, f.~3Izuzu7) v

R, BRMAEMEICEIR AR L EZ O REE
AR NI AT, BG5HRTH O WRER LD R
AL, BRI L ONERGRLR S ICZoBRORER &
BT 2axy iR BTA L E L,
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5B, BRG3HE, THE, 1408 (X13#%
Gk - TR B 2 M R AR R 2 BRI L, i
OB P L DR IR OS5 8 - REB LY
W) ZFEML7z. 20k, HERRNB L ORS%I
BRIZOWTIE, WEEZRRY Wik % S b Ak (—
e R R MR A =ML — ¥ — DV IRBRFE A
i, HEMGET R EERERRE L v 7 —Wi5ei)
WAL, MIC Zll%E L7z,

(R IR B S )

PRAGAR DO - ARA L, B Wik B\ TS BhTT
BIOBESGHTRO 24 RHLINICER L7z, 72, £
HHIEICDOWTIZY U AV EC XY 37C, 24 BeRgH:
Fhw ) AV NREEEE L2, SRR AR (—
el iR R A=W Y — v — D ViR EAR
B, PR SBR: B K 2R A E W ) (3%
fFL, BooEE, gz SN MIC 2E 217572,

5)  BEREREIRB & OEIVEH

FEAERER 2SS L 7223560120, Z e, #BHH, 2
B, Rl X USR] &L ORISR SIZow TR RIS
FEMCRERT A L & L7

7. FF il

1 B ERNC X 20

A BRAH 2 [l 1 R — e P DR EREE B & 4Tk L
729 2, TROHEBIZOWTHERIT-> 72,

(1) FRREYH

HALEAEIR B X OREF R oHERZ S L1z, 1. F%),
2. A%, 3. XA, 4. EHO 4BRECHE, T2
35, HEARREE L7,

(2) M FRIRNAR (P AT D A )

HERREFEOHEL b L IEETTAOHEBLEEL T,
1. R (EEREREIHEERELZDD, F2335#T
R DFEIRDSFZE IS LR ORI TR L o 72 b
D), 2. WAFEE BN K (kS 52 1 AT A 12 9
BL7zbo, F-REEOHEEREEI DO, 0O
—EWBWRLA-b D), 3. AE (g RN OB D
AR DD, P L o720 DB LML H D)
O 3EMCHE, ¥4 A BEEFIAHLZD O
FHEERREOMRPHL TRV D) & L7

(3)  MifEREIRB X OEIVEH
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B IRBRFEBIC BT H BIVEH, FRRRASfE L5 o ) 5 2k
W, #ELL, 1. BE, 2. hEE, 3. HEOS3
BRECHE L7

BB EONEERE 1. WS2ICEBH L, 2. 72
SABEBRDY, 3. MBRHE2D Lk, 4. BFR%E
WH5HLW, 5 BRELOSERTHETSE & IS,
IX Y MPERERICERL 2. HREBEKRNL 2, 30
O OWTIREWEH & LTI o 72,

(4)  BRRBAMER T AH)

BB EONREERE 1. WS2ICEBEH L, 2. 72
AABERDY, 3. BRHE2D Lk, 4. BFR%E
WhH L, 5 R Lo s BERCHIE L, KWEMKRD
1, 2, 3DOLDITOVTIIEHFRMAEMER & LTI K
572 BB, WK EAEEREEEHIE»OHWIL, wi
RO H AR A0 [PURSEIC X A IRBERNIC B
BEIWEM, EARMAMREONERE]"2BHE L LT
ﬁ‘o 7:0

(5) MG LARE

FITEH B X OB MER T OA R, FRELE2EE
LT, 1. ZETHh5 (RIVEHR RN 2RO
LN VEE), 2. 3ITRETHL BEORIERS
R EE 2RO SN HE), 3. PLHEND
% (PEEEEORIVEH R BRR AR 25580 b7 6),
4. MDD 5 (FHEEORIEH R R WA E 55 2538 0
SNHE) O 4BERECTHE, 2135, WEARREE L
720
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BRRRN R B L OB L EEE2 b LI, 1. EDbOTH
M, 2. HH, 8. ®XFHMH, 4. FHA%LZ LD 4BERET
HE, x5 HERREE Lz,

(BT IR B S )

HHFH S ERL, BRRIR S X OB R 22 W% L
T, AWl TIRHICmdl, Aumic [IRwICAG]) L&
RL72TFuars A=) (EE100mm) kiZ [/ D
O CTHE MR HE L7,
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FRBETABRTIE, BN, GERIEERM, 2> b
U—5—, BLXOHKRAWNEZOLhh bBIENERRIC
Lo THIE S NMREHEKICB VT, WIRERIEYWETIX
FAER & L AHEBI DR ,@%Ewm%ki0%®ﬁf
B, BRIRZDR, MIWFMRRZMET L, SOHEVER M &g
HE TIHEBI DIRTG 70 & ONIZ UTI JL#(2HE U 22 A5k
WExddEmL, /2, WINbEIEHOME L FE, B

@*ﬁﬁﬁ®ﬁﬁ&ﬁ§,ﬁﬁﬁ BB L OH MR

T MOV TG L 72,
¢§E%Kﬁ”éﬂ%k%mmﬁiﬁ®f BRI
DWW, FHEERT SRR S E R D 5 IR BRFE AT
EERICHERGET 225 L, o) 2 THEOHED—
HEM -7z,

8. JEBIORLY

RBHE T 1%, R RR R TIABRIG R 2S, 72
HEBERBRTINERRICBW T, ERANEORE %
7w, TRERIHY PR & i L, SEFIOI Y v %2 P L
7oo F7z, FRABRE S, AEAEICEL T, [HR
RERDOMEHRNT IS A0 A K54 v 9L ¢, 1.
A, 2. ik, 3. WY&, 4. EER, 5. WLEAR

WSFD 5 OO G Lz,

9. F— FRHT

F 7 BT B, BRI YR AT E L 22 BRR R,
MU= RN, BG4 Fhloﬁmﬁabtoﬁfw
RSBV ERN, TREREN, o E),
BEW RO, M SRR 5 %%%&k@ﬁ&%ﬂ%ﬁ
v, ZNENOHME, HIEZRBL, WK L7,

BIVEH, ERRMAEMEEEICOVTIE, ThEhoE
ERBHEERD 2,
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55 T AH— e R SRR P2 I e )

1. JEBIRERL (Table 1)

RFM A SR EUE 261 BIT, 9 B KR BY S HAT 1 5
Bl 228 BITH D, Ak 16 H1 CoFRAMER 16 #1),
thik 8 61 (BIVER Hpak 2 61, & PREE LSk 160, B
% 200 (BCEIET 16, MISREFRBL 161, ALiE#EK 12
Bl (BEFSEE R 7 Bl 5 HEBAR 46, &5 HER
S+ DEHEGER 1 6B1) o 33 B 2 TR E L7z,

WG 2 4 P2 MRAT RS R 9013 240 BT H 0, A TR
GBI ERR A RATRA, ZEEATRA B L OHR R

Table 1. Case distribution (respiratory tract infection: open study)

Evaluated
228 Ineligible (Ineligible disease) - - - - 16
Clinical Discontinuance - - - - - - - 3
M efficacy - Discontinuation due to adverse reaction 2
Excluded - Serious underlying condition
33 Dropout ........... 2
- Withdrawal of informed consent
Total no. of (Duration of medication <3 days) 1
patients + Discontinuation due to accident 1
961 I Treatment violation - - - -+ - - - 12
+ Concomitant use of antimicrobial agent 7
+ Duration of medication <3 days 4
+ Duration of medication <3 days
+ Concomitant use of steroid 1
Evaluated |
240
Safety
Excluded
21
Evaluated
225
Excluded
36
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BRI O 36 & B 225 BITH - 720

2. FRRZHR

1) R 1 HESERERZR (Table 2)

153 R 35l S ARAT 0k B 228 BIZ BT B R 1E 75.4%
(172/228) T, B4 1 HEGE - & 5B TH % 600
mg (53 2) %5 TOHFEIL 75.4% (49/65), 1,000
mg (53 2) %5 TOHFEIL74.4% (116/156) TH
572, ELIXINSEHEBINIAD L, 1BPRE R
2B\ Tl 600 mg (43 2) % 5-T 83.3% (20/24), 1,000
mg (53 2) ¥ 45 T73.2% (41/56) TH > 72o —H,
g2 2>WTid, 600 mg (4 2) 5T 77.8% (28/36),
1,000 mg (432) 5T 176.7% (69/90) TH -7z,

2)  KHE AR E B K VIR A - A DR E FAE )
FRIRED A (Table 3)

Hike RS R S AT 5 G 451 228 Bl 5 B 600 mg (53 2) %
Hoe65 618 L 11,000mg (452) 5 0 156 FlICD
WG, JRYWRE FE B & R - O DRRE FEE B B B R
R A MG L7z,

600 mg (43 2) %512 3B\ TR YLIE FAE BE I T U,

JEGRE FAE FE DS, WEHE, EIEOERICBIT A ER)
TZZNEN4/4, T4.6% (44/59), 1/2 Th Y, KA
PR - APHEEERER T IEBER - AHEX R LT
EERE, TEHE, FREOERICBIT S ARREEREN
87.2% (34/39), 59.1% (13/22), 2/4 T d - 72, Bl
BrLwEddshy, BBlh, ERIYEEERE, L
Bl - APHEERER &b TIEES M TICON, AR
KT L7

1,000 mg (52) #5128 W, EYUEEAEE T
(&, BRI EE R AYRE, TPEE, FEDEMICBITS
BRFIZZENENT5.0% (9/12), 77.4% (96/124),
55.0% (11/20) THo7zo —J, EEERE - FOHER
FERE R CTIRIEBER I - BOHED e U F 7213 8E, A,
EREDEBNII BT 2 EHMFEIZZENZFN80.4% (78/97),
68.0% (34/50), 44.4% (4/9) T -7z, HEEHEE -
EPHED e U F 7213 BE OIE B 2> & FHEHE OSER THRD
HOBETIEA o7,

IRYETEIERE B X O - SOETERE S b
THIRR RT3 5 &, EERE - S ORETERE £ 72

Table 2. Clinical efficacy by diagnosis classified in daily dose (respiratory tract infection: open study)
No. of Daily dose (mg) Efficacy™
Diagnosis . o
patients 300%2 300% 3 500% 2 others (%)
Chronic bronchitis 23 3/6 (50.0) 12/17 (70.6) 15/23 (65.2)
Diffuse panbronchiolitis (DPB) 11 4/5 6/6 (100) 10/11 (90.9)
Bronchiectasis with infection 29 9/9 (100) 12/19 (63.2) 1/1 22/29 (75.9)
Secondary infection with 5 9/9 3/3 5/5
pulmonary emphysema
Secondary infecti.on with 1 1 1
pulmonary fibrosis
Second'ary infection with 3 1 9/9 3/3
bronchial asthma
Secondary infection W%th old 8 1 5/7 6/8
pulmonary tuberculosis
Secondary infection with 1 /1 0/1
pulmonary cyst
Chronic respiratory tract infections 81 20/24 (83.3) — 41/56 (73.2) 1/1 62/81 (76.5)
Bacterial pneumonia 118 24/31 (77.4) 1/1 63/84 (75.0) 2/2 90/118 (76.3)
Bronchopneumonia 9 2/3 5/5 1/1 8/9 (88.9)
Pleural pneumonia 3 2/2 1/1 3/3
Pneumonia 130 28/36 (77.8) 1/1 69/90 (76.7) 3/3 101/130 (77.7)
Pyothorax 2 1/1 0/1 1/2
Lung suppuration 10 0/2 4/7 (57.1) 1/1 5/10 (50.0)
Lung abscess 1 1/1 1/1
Pleuristy 2 0/1 1/1 1/2
Acute lower airway infection 2 0/1 1/1 1/2
Total (%) 228 49/65 (75.4) 1/1 116/156 (74.4) 6/6 (100) 172/228 (75.4)

* (excellent + good) /No. of patients
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Table 3. Clinical efficacy clssified in daily dose, underlying disease, and severity (respiratory tract infection: open study)
300 mg x 2
> Severity Mild Moderate Severe Total
Underlying %) %) (%) %)
disease
. 31/36 34/39
None-*mild 2/2 (86.1) 1/1 (87.2)
11/19 13/22 "
Moderate 2/2 (57.9) 0/1 (59.1) 56.0% (14/25)
Severe 2/4 2/4 87.5% (35/40)
44/59 49/65
9,
Total (%) 4/4 (74.6) 1/2 (75. 4)
500 mg % 2
Severity .
> Mild Moderate Severe Total
Underlying %) %) (%) %)
disease
N omild 7/9 65/80 6/8 78/97
onerm (77.8) (81.3) (75.0) (80.4)
30/42 34/50 o
Moderate 2/3 (71.4) 2/5 (65.0) 65.6% (42/64)
3/7 4/9 0
Severe 1/2 (42.9) (44. 4) B 80.4% (74/92)
9/12 96/124 11/20 116/156
0,
Total (%) (75.0) (77.4) (55.0) (74.4)
EEGYEEEE O WS AP EE, b L EmEAHE AP, B, WA& 16D, 7LV 2 6 (G

iE L b o wAE S BBEIC B VTR, 600mg (4 2) &5
TOHEHFIL56.0% (14/25), 1,000 mg (52) #%5
T 65.6% (42/64) THo7zo TNUMNOIERE - &
DFE FAE 35 & OIS FEE A 6 DL T O JEFINS

A AR 600 mg (43 2) $5-T87.5% (35/40)
1,000 mg (432) #%5-C80.4% (74/92) TH -7z,

3. HMIRWSMEIE (Table 4)

FL I HHE E S NZHEBNC BV TR S 7z 115 #%
IZoWT, WHBNICHOHEZME Lz, SFRORHEK
FIX73.0% (84/115) THY, 77 ABEMEEEKOW
HKHEIL 76.6% (36/47) THVY, I bHHKOEH 172
Streptococcus pneumoniae Tl 78.6% (22/28) T»H
272, 72, 7T ABUEESERORIHEIZEIL 70.6% (48
/68) THY, FLWrkILDWHEEIXP. aeruginosa
T 32.0% (8/25), influenzae T 100%
(21/21) TH -7z

4. wEME

1) HIEH (Table 5)

ARGEHEI G X B R BIfR S EED N EIVERIE, &I
Vi F PR AT R 5260 260 v 11 1 (4.2%) 2B B,
ZOWNEIETHEAREIRSH (L520%, HFE v, ¥
A LB, WALTHER 5 # (F# 2 61, HAE - O

Haemophilus

B, BKRBL LG, Tofie LCOENZEK 1T
bole £72, TNOHREIWEH ORE IR 5, B
JE6BITH 70

1 H&G- =R o IEH B3 1E 600 mg (42) #%5
T 2.6% (2/77), 1,000 mg (43 2) ¥ 5-T 5.1% (9/175)
THY, oG ETIEIALNG D572,

2) ERRMAMEEE (Table 6)

Fi A e A 5 5 A9 AT 6 5 510 239 B v 34 B (14.2%)
WZHEH) & DN RBERAEE DN BE BB Sz,
TR BRI X, HRKO¥% & GOT, GPT 7%
EDOFSF VAT IF—EDOLRTH Y, HFEEEROWSLIZ
11 %) (4.6%) 12, GOT, GPT R &ED S Y A7 3 F

—¥0LAE 156 (6.3%) (ZHhHNTz,

1 H#5- 525 o BR B AR BB IL 600 mg (5
2) 45 T17.4% (12/69), 1,000 mg (45 2) & 45 T
13 12.4% (20/161) (ZA BNz,

3) WG ZE4E (Table 7)

e AEVEIRAT I G 6] 240 BIIZ BT, RIEH B X O
IR R OF M, FER E% D LICHE L%
BEIZOWTHGE L7z ISR EED [RETHbH] &
R S NTHEBNE 197 BT, AT 82.1% (197/240)
THo720
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Table 4. Elimination of causative organisms (respiratory tract infection: open study)
Bacteriological response Elimination*
Causative organisms No. of strains
eliminated persisted unknown (%)
S. aureus 9 8 1 0 8/9 (88.9)
S. aureus (MRSA) 4 2 2 0 2/4
S. aureus (MSSA) 1 1 0 0 1/1
S. agalactiae 2 1 1 0 1/2
GPC | Group B. p-streptococci 1 1 0 0 1/1
S. pneumoniae 29 22 6 1 22/28 (78.6)
S. constellatus 1 0 1 0 0/1
P. micros 1 1 0 0 1/1
Subtotal 48 36 11 1 36/47 (76.6)
E. coli 1 1 0 0 1/1
K. pneumoniae 4 3 1 0 3/4
K. oxytoca 1 1 0 0 1/1
K. ozaenae 1 1 0 0 1/1
E. aerogenes 1 1 0 0 1/1
S. marcescens 1 1 0 0 1/1
P. aeruginosa 27 8 17 2 8/25 (32.0)
Pseudomonas sp. 1 1 0 0 1/1
GNB
X maltophilia 1 0 1 0 0/1
A. anitratus 1 1 0 0 1/1
A. calcoaceticus 2 1 1 0 1/2
NFGNR 1 1 0 0 1/1
H. influenzae 21 21 0 0 21/21 (100)
H. parainfluenzae 2 2 0 0 2/2
M.(B.) catarrhalis 5 5 0 0 5/5
Subtatal 70 48 20 2 48/68 (70.6)
Total 118 84 31 3 84/115 (73.0)

*eliminated/ (No. of strains — unkown)
GPC: gram—positive coccus, GNB: gram—negative bacteria

1 HHEEENOREFIZ600mg (4 2) %5 T81.2
% (56/69), 1,000mg (4 2) #45-Ti% 82.8% (135/
163) THh o7z, BIELEEREIC [HENH 2] LHE S
NTHEBNII A SN Do 72,

5. AR (Table 8)

A5 P PESRHT B S50 225 BIIC BT, BRIRAIE B X O
WG 242 7 &2 S A IVE & Wi Uze A DS )
PLE & s N7-ERNE 165 BT, FHR1X 73.3% (165
/225) THo7z. 1 HEGEHTIX, 600mg (4 2) #%
5.t 72.6% (45/62), 1,000mg (432) %5 Tlk 724
% (113/156) OHHETH -7

O M e 3k Bge: AT P 2%

1. JEFIRERL (Table 9)

MEEMi SIS LA 38 1, HEESTHIT, 95 Bl

RN FARAT o R BT L #3261, HEE27BITH - 72
EHTRRAMIE LB 6 B, HEE10BITH Y, ZOHNRI,
FGAVEE 8B (L #2601, HA 66), JERYFFMA &
160 (HBE), BRpbsbieamid 160 (L#), Jrye B
3B (LB 1B, HE 26, BEERASMELH L
), HEBMMER 16 (L) BXOEIE GEL) 1
Bl (H#) ThHoi

WG 2 A FE IR AT AT S B0 LB 34 1, H B 29 61T d
D, HHEMWMAT S RENELEESLE, HE256TH -
725

2. ERRAE (Table 10)

L # (600 mg 4> 2 ¥£'5-) 32 frh, #%h 6 B, £%) 26
B, AR B, RO HFIT, ARFEIX 100% (32/
32), H# (1,000 mg 5 2 5) 27 B, FExh2 4,
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Table 5. Adverse reactions (respiratory tract infection: open study)
Daily dose
300 mg X 2 300 mg | 500 mg 500 mg X 2 others Total
X3 x1
No. of patients evaluated 77 1 1 175 6 260
f(;’vssza:;f;tz “Z‘;h) 2 (2.6) 0 0 9 (5.1) 0 11 (4.2)
Degree + ++ ++ + + ++ ++ + + ++ ++ +
Light-headedness 1 1
Dizziness 1 1
Headache 1 1
Diarrhea 1 1 1 1
Tarry stool - Epigastric 1 1
discomfort
Stools loose 1 1
Nausea 1 1
Rash 1 1 1 1
Dry mouth 1 1
+mild, + +moderate, + + +severe
Table 6. Abnormal laboratory parameters (respiratory tract infection: open study)
Daily dose
Total
300 mgx2 300 mgx3 500 mgx1 500 mgx2 others
No. of patients evaluated 69 1 1 161 7 239
No.of patients with abnomal laboratory | ) ;7 4 0 1 20 (12.4) 1 (14.3) 34 (14.2)
parameters (%)
WBC | 1 2 3
Eosinophil 1 3 1 5 1 10
GOT t 1 1 2
GPT t 1 5 6
Total Bilirubin t 1 1
LDH t 1 1
BUN t 1 1
GOT-GPT t 2 1 3
Kt-Cl{ 1 1
Eosinophil - Al-P+y-GTP t 1 1
GOT-GPT-AI-P 1 1 1
GOT-GPT-y-GTP t 1 1
Al-P-y-GTP-LAP 1 1 1
GOT-GPT-Al-Pt, Cli 1 1
GOT-Al-P-LDH-y—GTP-LAP t 1 1
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Table 7. Overall safety (respiratory tract infection: open study)
Daily dose N?_ of Overall safety Safety*
patients safe virtually safe less safe unsafe (%)
300 mg X 2 69 56 12 1 0 56/69 (81.2)
300 mg X3 1 1 0 0 0 1/1
500 mg X1 1 0 1 0 0 0/1
500 mg X 2 163 135 23 5 0 135/163 (82.8)
Others 6 5 1 0 0 5/6 (83.3)
Total 240 197 37 6 0 197/240 (82.1)
*Safe/No. of patients
Table 8. Usefulness (respiratory tract infection: open study)
Daily dose No. of patients Usefulness Usefulness®
very useful useful slightly useful useless (%)
300 mg X 2 62 3 42 5 12 45/62 (72.6)
300 mg X 3 1 0 1 0 0 1/1
500 mg X 2 156 31 82 17 26 113/156 (72.4)
Others 6 2 4 0 0 6/6 (100)
Total 225 36 129 22 38 165/225 (73.3)
* (very useful + useful) /No. of patients
%) 23 B, RRER OB, W2 6T, HRFIZ926 Nlhehol

% (25/27) ToH -7z

3. MIWFIRIE (Table 11)

HERHAHEE S NERNCB W TR S 7z 22 #iC
DWT, WHERNICHOHEZBE L7z, WHKFIIL
#2392.9% (13/14), HEH100% (8/8) TH -7z,
L#E®DS. pneumoniae 1 ¥R7ZT 25 L, Mo 5
IEHEE L7

4. w&E%

1) EEH (Table 12)

B I F7 AT 0k 5251 68 BN 35 0) B EIE S HE L 2 D
WiRZ IR L 720 BIERZEBIRE, LEEZ 0% (0/35),
H B30 - & 1icia sh, 3.0% (1/33)
TH-o72

2)  FRRMAHEE (Table 13)

i R AR A S5 PR AT ot G 81 63 BN 35 0) B B R M A il
BERHE L ZOWNRER L7z BRI
LA 14.7% (5/34), H#24.1% (7/29) TH - 72,
F R R OWRIE, RO LZ L b U2
TIFT—EDLEATHY, TXTEIETH -7

3) WG4 (Table 14)

TR RO 63 BIIH LT, MISEEED &
ETH5H] LHESNTEGOREFILLHEA85.3%
(29/34), H#:A572.4% (21/29) TH -7z

BEFG 2 4B TS S 5 | & HE S NIERIE A S

5. AHM (Table 15)

A I VESRAT 580 56 B R LT, A A [4
Pk &g S NER oA =R L #EAHY 100% (31/31),
HHA$92.0% (23/25) TH -7z

(55 T AH— e R SRR MR PR B T e )

1. JEFIRERL (Table 16)

KEETA A S B 80 179 BIC, 5 b KA R &) SR 7 AT
SR BNE 150 BITH D, Ak 23 B Cof G o 3 1,
5 RIRIR 5 2 K 161, 50N BAR 46, &5
i B 5 B, PG L &G 9 B, G- n0 N R+
B GHiIR 5 2 A 1 61) , k2 B EIfER R 2 #1),
WU E S 4 B (BATH & 4 B1) @ 29 Bl % AT BRAF &
L7z

BRIE L A FEIRAT A 56113 163 B CTH 0, A H VLA
RN ERR R AR, MR B L ORRRZ) R
EZEMWAR O 39 Bl & Bk < 140 BITH - 72,

2. ERREE

1 H#E5 83 X OV9 200 o 95 B RE BE I i R % S %
Table 17 (278 L 720 #8A ERIRB) R AT 3 561 150 #5112
BULERFEITZT187T% (118/150) T, BD R 1 HE
HE  HEHBTHDH600mg (552) G TOHRH
\X 81.6% (40/49), 1,000mg (5 2) 5 THOH R
12 77.0% (77/100) THh o720 H18 HF—F NV
EAEF]) 3B X OV 2 B (BT VBT 2 G hE) 1ISB T 5



VOL.50 NO.7 Pazufloxacin 7543 o %58 H 2 O Mead 445

Table 9. Case distribution (bacterial pneumonia: dose—finding study)

Evaluated
L:32
H: 27
Clinical
efficacy
Excluded Ineligible - - - - - - 15
+ Ineligible disease - = - - - - - - - L:2, H:6
L 6 — - Inappropriate for evaluation - - - - H:1
Total no. of H: 10 . Viol.ation of excl.usion. criteria + - - L:1
patients - Serious underlying disease - - - - L:1, H:2
+ No definite sign of infection - - - - L:1
L. 38 | - Violation of testing period - - - - - - L:1
H: 37
Dropout - - - -1
+ Incidental disease + + + - H: 1
Evaluated —
L:34
H: 29
— Safety
Excluded
L:4
H:8
Evaluated
L:31
H: 25
Excluded
L: 7
H: 12
L: pazufloxacin 300 mg X 2/day, H: pazufloxacin 500 mg X 2/day
Table 10. Clinical efficacy (bacterial pneumonia: dose—finding study)
Treatment No. of Clinical efficacy Efficacy” Statistical
group patients excellent good fair poor (%) analysis
PZFX-600 32 6 26 0 0 32/32 (100) Fis:
PZFX-1000 27 2 23 0 2 25/27 (92.6) | P=0.205

* (excellent + good) /No. of patients
PZFX: pazufloxacin mesilate, Fis: Fisher’s exact probability

HREIL, 600mg (4 2) &5 T, ThZh50.0% (3
/6), 75.0% (6/8), 1,000mg (42 %5 Tix, #h
ZNn 75.0% (6/8), 100% (1/7) THho7lzo —77, &
41 (Z O THEIREEEGE: B9 TORRRE
600 mg (% 2) $%5-Ti% 92.3% (12/13) , 1,000 mg (4
2) 5 Tix95.5% (21/22) THo72,

BYEDHEIZ 600 mg (47 2) #5- Tl 65.3% (32/49),
1,000 mg (432) %5 Ti380.0% (80/100) TH» V),

1,000 mg (4 2) &5 TOWELFEH» > 720 600 mg (45
2) &5 OBEWG L LB B T 2ERRIE, FhEFh
78.1% (25/32), 88.2% (15/17) T & ¥, 1,000 mg
(4 2) FHTIEZENRZN 76.3% (61/80), 80.0% (16
/20) THY, WTFhoOEGRIZBWTH ZHETHRH
DSED o 726

FH GBI BB EGYE (G-5, 6) DBEIHD
A%, 600 mg (47 2) #%5-T 30.6% (15/49) , 1,000



446 H A At % 8 8 % & M R JULY 2002
Table 11. Bacteriological efficacy classified by causative organisms (bacterial pneumonia: dose—finding study)
Causative Treatment No. of Bacteriological response Elimination*
organisms group strains eliminated persisted unknown (%)
s PZFX-600 1 1 1/1
- aureus PZFX-1000 —
PZFX-600 9 8 1 8/9 (88.9
GPC | S. pneumoniae /9 )
PZFX-1000 3 3 3/3
PZFX-600 10 9 1 9/10 (90.0)
Subtotal
ubtota PZFX-1000 3 3 3/3
E coli PZFX-600 1 1 1/1
- oot PZFX-1000 —
P . PZFX-600 2 2 2/2
preumoniae PZFX-1000 1 1 1/1
PZFX-600 1 1/1
GNB | H influenzae /
PZFX-1000 3 3 3/3
PZFX-600 0 -
M. (B. j
(B.) catarrhalis PZFX_1000 1 1 1
Subtotal PZFX-600 4 4/4
uhrota PZFX-1000 5 5 5/5
Total PZFX-600 14 13 1 13/14 (92.9)
o PZFX-1000 8 8 8/8 (100)
*eliminated/ (No. of strains —unknown)

PZFX: pazufloxacin mesilate, GPC: gram—positive coccus, GNB: gram—negative bacteria

Table 12. Adverse reactions (bacterial pneumonia: dose—finding study)

Treatment group

PZFX-600 PZFX-1000
No. of patients evaluated 33
No. of patients with adverse effects (%) 1 (3.0)
Degree mild moderate severe mild moderate severe

Headache - Feeling of enlarged abdomen

PZFX: pazufloxacin mesilate

Table 13. Abnormal laboratory parameters

(bacterial pneumonia: dose-finding study)

Treatment group

PZFX-600 |PZFX-1000

No. of patients evaluated

34 29

No. of patients with abnormal

laboratory parameters (%)

5 (14.7) 7 (24.1)

Eosinophil 1 3 4
GPT t 2
GOT-GPT t 2 1

PZFX: pazufloxacin mesilate

mg (5 2) ¥5-T48.0% (48/100) TH Y, 1,000 mg
(5 2) 5 TOEIED > 720 FEBEDE 6 B
TOHARAIL 600mg (47 2) %5 T92.9% (13/14),
1,000 mg (432) $%5-T69.2% (27/39) TH -7z

3. AR =R R

WHEH O W D5 % Table 18 IR L7z, 7T Atk
T 111 kP 88 ¥k (79.3%) , 7 ABaER 123 #kif 113
¥ (91.9%) HMHEL, ke L ToOHEFRIT 85.9%
(201/234) TH o720 EREEWIIBIT HHEFIZ
Escherichia coli 3 X Uf Klebsiella pneumoniae Tl
100% (ZhZh 85/35, 13/13) TH 1, Staphylococcus
epidermidis C 78.3% (18/23), Enterococcus faecalis
T 73.7% (42/57) P. aeruginosa Tl 65.2% (15/23)
Tho72

4. L&
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Table 14. Overall safety (bacterial pneumonia: dose—finding study)

Overall safety
Treatment No. of Safety*
group patients |  gaf0 virtually less safe | unsafe (%)
safe
PZFX-600 34 29 5 0 0 29/34 (85.3)
PZFX-1000 29 21 8 0 0 21/29 (72.4)

*Safe/No. of patients
PZFX: pazufloxacin mesilate

Table 15. Usefulness (bacterial pneumonia: dose—finding study)

Usefulness
Treatment No. of Usefulness™
group patients | VTY useful slightly useless (%)
useful useful
PZFX-600 31 6 25 0 0 31/31 (100)
PZFX-1000 25 0 23 0 2 23/25 (92.0)

* (very useful + useful) /No. of patients
PZFX: pazufloxacin mesilate

Table 16. Case distribution (complicated UTI: open study)

Evaluated
150 —
— Overall .
clinical efficacy Ineligible 23
- Ineligible disease 3
Excluded .
- Pyuria less than 5 cells/hpf 1
29 - Bacteria less than 10*CFU/mL 4
- Bacteria negative 5
- Infection due to fungi 9
- Bacteria negative
No. of patients +pyuria less than 5 cells/hpf 1
enrolled
Discontinuance © + - - - 2
179 - Discontinuation due to side effect 2
Evaluated
Treatment violation - - 4
— Safet; 163
y |- Violation of examination day 4
Excluded
16
Evaluated
— Usefulness 140
Excluded
39
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Table 17. Overall clinical efficacy in complicated UTI by type of infection (open study)
No. of 300mgx2 (%) 500 mgx2 (%) 500 mg x 3 Total (%)
Group R

patients | ;e female total male female total male female total male female total
3/6 5/7 6/8 6/11 9/14
o1 14 v 22 o0 | ne | VY | ase | - o 6a5) | 2| 6a3)
ao 5 6/8 B 6/8 77 B /7 B B B 13/15 B 13/15
(75.0) (75.0) | (100.0) (100.0) (86.7) (86.7)
5/7 8/9 6/6 14/15 11/12 | 8/10 | 19/22
G-3 22 3/3 24 (71.4) | (88.9) | (100.0) | (93.3) (91.7) | (80.0) | (86.4)
8/9 12/13 | 17/18 21/22 26/28 8/8 34/36
G4 6 1 gse | Y4 | o2 | ee | Y4 | s | V2 o V1| 99.9) | (100.0) | (94.4)
18/24 | 8/10 | 26/34 | 37/41 | 11/11 | 48/52 56/66 | 19/21 | 75/87
Subtotal | 8T | (75.0) | (80.0) | (76.5) | 90.2) | (100.0) | (92.3) | 0 YE | 549 | 00.5) | (6.2
1/7 2/9 2/8 3/10
G5 | 10 11 VI ey | Y2 | a2 @.0 | Y% | G0.0)
G6 53 6/7 /7 13/14 | 23/32 4/7 27/39 B B a 29/39 | 11/14 | 40/53
(85.7) | (100.0) | (92.9) | (71.9) | (57.1) | (69.2) (74.4) | (78.6) | (75.5)
Subtotal| 63 7/8 /7 14/15 | 24/39 5/9 29/48 o o o 31/47 | 12/16 | 43/63
(87.5) | (100.0) | (93.3) | (61.5) | (55.6) | (60.4) (66.0) | (75.0) | (68.3)

25/32 | 15/17 | 40/49 | 61/80 | 16/20 | 77/100 87/113 | 31/37 |118/150
Total | 150 | 7o 1) | s8.2) | s1.6) | 76.3) | 80.0) | (77.0) | V* 0 VL o) | 63.8) | (78.7)

G-1: Catheter indwelling, G—2: Postprostatectomy, G-3: Upper UTI, G—4: Lower UTI, G-5: Catheter indwelling,

G-6: No catheter indwelling
G-1 to 4: Monomicrobial infection, G5 to 6: Polymicrobial intection

1) EEH (Table 19)

ARIGEREER G X 5 R BIR D EED N EIVERIE, HI
VERIRAT X 560 179 Blvh 2 B (1.1%) ([CiBHHh, Z
OPFRITTHI 1B (1,000 mg 57 2 & 5) LIEA - &
D& - FHI 1B (300 mgx1 H/HHEL) THo7o &
NHORERITIE, AEOFRG2HIEL, PIEFZIIIER
IR L 720

1 H# 525 o gI17E H &3 =13 300 mgx1 b/ H & 5-
T1/1, 1,000mg (47 2) 45 T0.8% (1/123) T &
D, MoKRGRETIEIASONED 72,

2)  FRRMAHEH (Table 20)

FEf A A Al S AT 0 52810 162 v 13 91 (8.0%) 12
WAL OREHBEEDN - EEEHIRD SNz, &
LR L, BBk % & GOT, GPT & &
DT VAT IF—EDOLATHY, FHEROWLIT6
Bl (3.7%) 2, GOT, GPT %2 ED NS VAT IF—¥
DOERIZ 6B (8.7%) A SN,

1 H P55 B o B R M A 55 58 35 1% 600 mg (45
2) $#%45.7TC 6.3% (3/48) , 1,000 mg (4 2) #%5-Cix 8.8
% (10/113) TH -7z,

3) WG4 (Table 21)

GA NIRRT R S5 163 BIIZ BT, BEFGRAREDS [%
ETH 5] LHE S NERL 148 BT, Z4FEid 90.8
% (148/163) TH - 72,

1 HHEEENOREFIZ600mg (47 2) #5T93.8

% (45/48), 1,000 mg (4 2) #45- T 90.3% (102/
113) TH -7z

5. AHM (Table 22)

A FIVERRNT 6 56 140 BIIC BT, A HMEDS T4 H
Ul (7FuaZ7Ar—VCHMAE60mm Ll L) &g
SNTHERIX 116 BT, HHAIL 82.9% (116/140) T
Hotzo 1 HEGEHITIX, 600mg (45 2) %5-T 88.6
% (39/44) , 1,000 mg (47 2) $45- Tl 80.9% (76/94)
Tho72

CH AR ES kB e DR B S e )

1. JEFIRERL (Table 23)

MEFMi R SR BIE L 36 5, HEE3S BT, 9 B
B ERAD RN R RN L BE 30 B, HE 331 TH -
7oo FRATERAMANZ LB 6B, HEESHITH D, TON
FUTR A B 2 B (LB 161, HE 1), $5nim
R ki 16 (HE), &GHimbatk 46 (LA 3,
H#E 1B, HSmmBAR 26 (LE), 50 ER
A1 (HBE), BIOWBRIESG 16 H#) Tho
725

WRIEZe AFE IR AT A S B013 L3 35 1, HEE37 BT
0, ARSI LB 306, HE 3461 TH -
725

2. FERREDH

P SEIR RE R AR A ERR A R & Table 24 ISR L7z 4
RCTOHERHFILLE (600 mg 52 #%%5) 1 86.7% (26
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Table 18. Bacteriological response (complicated UTL: open study)

Bacteriological response Eradication*
Isolates
eradicated persisted (%)
S. aureus 1 1/1
S. aureus (MRSA) 1 2 1/3
S. aureus (MSSA) 1 1/1
S. epidermidis 18 5 18/23 (78.3)
S. hominis 1 1/1
S. saprophyticus 2 2/2
CNS 9 9/9 (100.0)
GPC S. agalactiae 2 2/2
Group B. p-streptococci 1 1/1
o—streptococci 1 1/1
y—streptococci 3 3/3
E. faecalis 42 15 42/57  (73.7)
E. faecium 5 5/5
E avium 1 1/1
Corynebacterium sp. 1 0/1
Subtotal 88 23 88/111 (79.3)
E. coli 35 35/35 (100.0)
C. freundii 6 6/6  (100.0)
C. diversus 3 3/3
K pneumoniae 13 13/13  (100.0)
K oxytoca 1 1/1
E. aerogenes 2 2/2
E. cloacae 3 3/3
H alvei 1 1/1
S. marcescens 9 9/9  (100.0)
Serratia sp. 1 1/1
P. mirabilis 1 1/1
GNB P. vulgaris 1 1/1
M. morganii 3 3/3
P stuartii 1 1/1
P. rettgeri 6 6/6  (100.0)
P. aeruginosa 15 8 15/23  (65.2)
X maltophilia 1 1/1
A. xylosoxidans 1 1/1
Alcaligenes sp. 2 2/2
F. meningosepticum 1 0/1
Flavobacterium sp. 1 1 1/2
A calcoaceticus 2 2/2
Acinetobacter sp. 1 1/1
NFGNR 4 4/4
Subtotal 113 10 113/123 (91.9)
Total 201 33 201/234 (85.9)

*eradicated/eradicated + persisted
GPC: gram—positive cocous, GNB: gram-negative bacteria
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Table 19. Adverse reactions (complicated UTL: open study)

Daily dose
Total
300 mgx1 300 mg X2 500 mg X 2 500 mg < 3
No. of patients evaluated 1 54 123 1 179
No. of patients with adverse
1 (100) 0 1 (0.8) 0 2 (1.1)
effects (%) (
Degree + ++ +++ + + + +++ + ++ ++ +

Gagging

Vomiting 1 1

Diarrhea

Diarrhea 1 1

+mild, + + moderate, + + + severe

Table 20. Abnormal laboratory parameters (complicated UTT: open study)

Daily dose
Total
300mgx2 | 500mgx2 | 500mgx3
No. of patients evaluated 48 113 1 162
No. of patients with abnormal
3 (6.3) 10 (8.8) 0 13 (8.0)
laboratory parameters (%)
Al-P-y-GTP-LAP t 1 1
GOT-GPT t 1 1 2
GOT:GPT-urobilinogen 1 1 1
GPT t 1 1
GPT-Al-Pt 1 1
GPT-y-GTP t 1 1
Eosinophil 1 1 5 6
Table 21. Overall safety (complicated UTI: open study)
Overall safety
Dailv d No. of Safety*
aily dose . irtuall
patients safe VIS | less safe | unsafe (%)
safe
300 mg <1 1 0 0 0 1 0/1
300 mg X 2 48 45 3 0 0 45/48 (93.8)
500 mg X 2 113 102 9 1 1 102/113 (90.3)
500 mg % 3 1 1 0 0 0 1/1
Total 163 148 12 1 2 148/163 (90.8)

*Safe/No. of patients
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Table 22. Usefulness (complicated UTL: open study)

Usefulness
Daily d No. of Usefulness™*
aily dose :
Y patients very useful slightly useless (%)
useful useful
300 mg <1 1 0 0 0 1 0/1
39/44
300 mg % 2 44 31 8 2 3
(88.6)
500 mg X 2 94 60 16 5 13 76/04
m,
& (80.9)
500 mg %3 1 1 0 0 0 1/1
116/140
Total 140 92 24 7 17
(82.9)

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

very useful: Analog scale=80 mm

useful: 80 mm >Analog scale=60 mm

slightly useful: 60 mm>Analog scale=40 mm

useless: 40 mm >Analog scale

Table 23. Case distribution (complicated UTI: dose—finding study)

Overall
clinical efficacy

No. of patients
enrolled

L: 36
H: 38

Safety

Usefulness

Evaluated

L: 30
H:33

Excluded

L:6
H:5

Evaluated

L:35
H: 37

Excluded

L:1
H:1

Evaluated

L: 30
H: 34

Excluded

L:6
H:4

L: pazufloxacin 300 mg X 2/day, H: pazufloxacin 500 mg X 2/day

Ineligible

- Ineligible disease

- Pyuria less than 5 cells/hpf
- Bacteria less than 10*CFU/mL

- Bacteria negative

- Infection due to fungi

Dropout + - -

- Discontinuation due to refusal

-1
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/30) , H# (1,000 mg 5 2 ¥ 5-) Tid 78.8% (26/33)
TH o7z FEFFEBHINOARFIIE 3 HTIX L # 100
% (1/7), H#¥ 85.7% (6/7) T, 4T Tz T h *
n83.3% (5/6), 80.0% (12/15) TH 6 WTITZNZ
n82.4% (14/17), 72.7% (8/11) TdH -7z

B &Y (E3BHBLOHE4H) 1Tt 24 %%
BLEBIUCHBETENEN923% (12/13) BL D
81.8% (18/22) Td -7,

3. MITHFRIRDR

WHL O H DK % Table 25 (2R L7ze 75 LBtk
W OHEIHIT L # 89.3% (25/28) fl, H I 85.7% (18
/21) T, 77 ABEMHETIILEIS2% (25/26), H
#96.4% (27/28) TH VY, WK TII LH# 92.6% (50
/54), HH#91.8% (45/49) TdH - /2o —J7, fEfE L
72T E L # Tld Staphylococcus haemolyticus 1 %, E.
faecalis 2 ¥, Citrobacter freundii 1 BRDFF 4 ¥k, H &
TIE S. haemolyticus 1 ¥, E. faecalis 2 ¥, P.
aeruginosa 1 RDFt 4 R TH - 720 PZFX O MIC 5]
E S N7z HETH 102 BRICKT 9 2 Ml F9R) 2R & Table
26 1Z7R U720 #24EH 0 MIC filiht 25 ug/mL L L ofittk:
WOHEKFILLIET 78.6% (11/14), HE T 81.3% (13
/16) TH Y, 50ug/mL YV ETIXLETS57.1% (4/7),
H#T172.7% (8/11) TH -7z

4. w&E

1) EER (Table 27)

B P FR AT ok G2 81 74 BN 35 0F B BIAE S B & R
ZoR L7z BIVERIZEBIRIZ, LEETIZ28% (1/36) T
HY, HR - REFLIBNCA SR, HEIZ 0% (0/38)
Tho7

2)  FRRMAHEH (Table 28)

il R AR A S PR AT o G 72 BN B30T B B R M A il
BEFHRE ZONNER L, BRMRAMEEE B
X L# 14.3% (5/35), H# 16.2% (6/37) TH » 72,
FHE DI OME 200D b, Z 1,
GOT, GPT, Al-P, y-GTP, LAP O F#aEM At D
LHABETH -7

3) WL 4K (Table 29)

VRN SE 72 B LT, MR aED [%
ETHAH] LHESINIHEGOREFIL, LE8LT%
(30/35), H# 83.8% (31/37) TH-7zs

L#ET [MEPH 5] LY shiz 1o, hEED
BIVEM (BENG - 884 B X ORI RS (AR
B - kb ek - ARETCH#E - GOT 15 - GPT L5 -
y—GTP L5 233 L7ERTH - 72,

5. AHM (Table 30)

A I VESRAT X 580 64 B0 LT, A A [4
Dl (7HuarZAr—VCHMAE60mm Ll L) &g
ENTHEFIOFRF I LS 86.7% (26/30), HHEAS
88.2 (30/34) TH -7z,

Im. = =

Za—F /0 Y RIWEIZIRE VIR AR IV &g
WHLRTEE A A L, 20 RIF MBI A2 R 3. AR
MOPBEIEOREE %% 2 726, EHEHT 22 L1Ck
D, HE, H$AETERAYWERE, MRPUR IR 0 B,
B B CITREIP G- DS 2 BE 7 EORBICB TS S
WCEHEPETDIDEEZ LN, LELEDS, F0O
BIEIC B 720 TRIREWICHN T 2EHELH o722 05,
AR TN IR THFESENR, T TICRETEshTy

Table 24. Overall clinical efficacy in complicated UTI by type of infection (dose—finding study)
Treat t No. of Overall clinical efficacy Statistical
Gr()up reatmen O [0) Efﬁcacy* <%> atls’ 1(.:8.
group patients | excellent | moderate poor analysis
G3 PZFX-600 7 2 5 /7 (100)
PZFX-1000 7 2 4 1 6/7 (85.7)
Gt PZFX-600 6 3 2 1 5/6 (83.3)
PZFX-1000 15 5 7 3 12/15 (80.0)
Sub PZFX-600 13 5 1 12/13 (92.3)
total PZFX-1000 22 7 11 4 18/22 (81.8)
G PZFX-600 17 8 6 3 14/17 (82.4)
PZFX-1000 11 5 3 3 8/11 (72.7)
Sub PZFX-600 17 8 6 3 14/17 (82.4)
total PZFX-1000 11 5 3 3 8/11 (72.7)
% x?=0.241
PZFX-600 30 13 13 26/30 ®6.7) | ¥
Total (DF=1)
PZFX-1000 33 12 14 7 26/33 (78.8)
p=0.624

* (excellent + moderate) /No. of patients
PZFX: pazufloxacin mesilate

G-3: Upper UTI, G—4: Lower UTI, G-6: No catheter indwelling
G—3 to 4: Monomicrobial infection, G—6: Polymicrobial infection
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Table 25. Bacteriological response (complicated UTL: dose—finding study)
PZFX-600 PZFX-1000
foolates eradicated persisted erad(iz/j;;ion* eradicated persisted erad(i:/i:‘)cion*

S. aureus 6 6/6 (100) 3 3/3
S. epidermidis 4 4/4 2 2/2
S. haemolyticus 4 1 4/5 3 1 3/4
Staphylococcus sp. 1 1/1

GPC S. agalactiae 2 2/2 1 1/1
S. bovis 1 1/1
E. faecalis 7 2 7/9 (77.8) 8 2 8/10 (80.0)
E. faecium 1 1/1
Subtotal 25 3 25/28 (89.3) 18 3 18/21 (85.7)
E. coli 8 8/8 (100) 11 11/11 (100)
C. freundii 1 1 1/2 1 1/1
C. diversus 1 1/1
K pneumoniae 2 2/2
K oxytoca 1 1/1
E. cloacae 1 1/1 2 2/2
E. aerogenes 2 2/2 1 1/1
S. marcescens 1 1/1 1 1/1

GNB P. mirabilis 2 2/2 2 2/2
M. morganii 2 2/2
P. rettgeri 1 1/1
P. aeruginosa 3 3/3 4 1 4/5
B. cepacia 1 1/1
P stutzeri 1 1/1 1 1/1
A calcoacoticus 1 1/1
F. indologenes 1 1/1
Subtotal 25 1 25/26 (96.2) 27 1 27/28 (96.4)
Total 50 4 50/54 (92.6) 45 4 45/49 (91.8)

*eradicated/eradicated + persisted

PZFX: pazufloxacin mesilate, GPC: gram—positive coccus, GNB: gram—negative bacteria

% DX CPFX EHFEOATH 5, AWMLY EIF7- PZFX
FEFEEL, BNERIEB L OISV EETEH
ELTRIBEIN -z 2 —F ) 0 VY APRETH Y, BE
HEOBREBIZOW TR 7 5 ICEL 21T - 72,
BIE THRBROFE L B, BEICBTLHEZR
EEMET 5L, AREOMERD 5L, #%
WM ZMET 52 03y, BEBREOEN T T 1 —
WS D2ITT B 72D OHERNKET 2179 720 Ol L
ana7,

HEORTICH2- T, BYEFERTREHETD
BRI S, BHETIREIER OB R

SN VHEDERPLETH LI 06, HRLTO

HHEOMHRIZEREZB W 130 BIRETERL /2
JIm MRt alb &, — MR ERERIC BT % HE R o Bk

REFATILE LA, IhED, HEMEHBE—
AR SR A TAHRAER & L CIIZHIE IS 2 2
LE L7

MBI, ARSI S s HEOBIETO
BHEBLURANEZERT L2206, HEIZBT
LR ROEZ AW § 22 ETIIRS, BReH—L
L7 HBGERBRIC B W T, b AR & Ratho iR
X0 BEFEHEOMRZ T HMEDTEERZFEML 72,
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Table 26-1. Relation between MICs and bacteriological response (complicated UTL: dose—finding study)

Isolates Treatment MIC (ug/mL) 10°CFU/mL Not Total
group <0.0%(0.05] 0.1 | 0.2 0.39(0.78|1.56|3.13|6.25|12.5| 25 | 50 | 100 |100< | tested | Eradication
S. aureus PZFX-600 2/2 | 2/2 1/1 1/1 6/6
PZFX-1000 1/1 2/2 3/3
S. epidermidis PZFX-600 1/1 1/1|2/2 4/4
PZFX-1000 1/1 1/1 2/2
S. haemolyticus | PZFX—600 /1| 3/4 4/5
PZFX-1000 1/2 1/1 1/1 3/4
Staphylococcus sp.| PZFEX-600
GPC PZFX-1000 1/1 1/1
S agalactiae PZFX-600 1/1 1/1 2/2
PZFX-1000 1/1 1/1
S. bovis PZFX-600 1/1 1/1
PZFX-1000
E faecalis PZFX-600 /1|11 4/4 1/2 |0/1 7/9
PZFX-1000 2/2 4/4|1/1 1/3 8/10
E. faecium PZFX-600 1/1 1/1
PZFX-1000
Subtotal PZFX-600 2/2 | 3/3 3/313/3|17/8|6/6 1/2 (0/1 25/28
PZFX-1000 1/2 | 2/2 2/212/2(38/3|4/4|1/1|1/1]1/8| 1/1 18/21
E. coli PZFX-600 | 2/2 4/4|1/1 1/1 8/8
PZFX-1000 | 1/1 | 1/1 1/1 5/5|3/3 11/11
C. freundii PZFX-600 1/1 0/1 1/2
PZFX-1000 1/1 1/1
C. diversus PZFX-600
PZFX-1000 | 1/1 1/1
K pneumoniae PZFX-600 | 1/1 1/1 2/2
PZFX-1000
K oxytoca PZFX-600
PZFX-1000 1/1 1/1
E aerogenes PZFX-600 2/2 2/2
GNB
PZFX-1000 1/1 1/1
E. cloacae PZFX-600 | 1/1 1/1
PZFX-1000 1/1 1/1 2/2
S. marcescens PZFX-600 1/1 1/1
PZFX-1000 1/1 1/1
P. mirabilis PZFX-600 | 1/1 1/1 2/2
PZFX-1000 | 1/1 1/1 2/2
M. morganii PZFX-600 | 2/2 2/2
PZFX-1000
P. rettgeri PZFX-600 1/1 1/1
PZFX-1000

PZFX: pazufloxacin mesilate, GNB: gram—negative bacteria
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Table 26-2. Relation between MICs and bacteriological response (complicated UTI: dose—finding study)
Treatment MIC (ug/mL) 10°CFU/mL Not Total
foolates group <0.0%5[0.05] 0.1 | 0.2 |0.39]0.78|1.56|3.13]6.25[12.5| 25 | 50 | 100 |100< | tested |Eradication
P. aeruginosa PZFX-600 1/1 2/2 3/3
PZFX-1000 1/1 1/1 0/1]1/1]1/1 4/5
B. cepacia PZFX-600 1/1 1/1
PZFX-1000
P stutzeri PZFX-600 1/1 1/1
GNB
PZFX-1000 1/1 1/1
A calcoaceticus PZFX-600
PZFX-1000 1/1 1/1
F. indologenes PZFX-600
PZFX-1000 1/1 1/1
Subtotal PZFX-600 | 7/7 1/1]1/1 2/218/8|2/2 1/1 2/3|1/1 25/26
PZFX-1000 | 3/3 | 4/4|1/1|1/1|1/1|1/1|6/6| 4/4 1/1(0/1|2/23/3 27/28
Total PZFX-600 | 7/7 1/1|3/3|3/3|2/2|8/8|5/5|3/3|17/8|17/7 3/5(1/2 50/54
PZFX-1000 | 3/3 | 4/4|1/1|2/3|3/3|1/1|6/6|6/6|2/2|3/3|5/5|1/2|3/3|4/6| 1/1 45/49

PZFX: pazufloxacin mesilate, GNB: gram—negative bacteria

Table 27. Adverse reactions (complicated UTI: dose—finding study)

Treatment group
PZFX-600 PZFX-1000
No. of patients evaluated 36 38
No. of patients with adverse 1 (2.8) 0 (0.0)
effects (%)
Degree mild moderate severe mild moderate severe
Headache - Fever 1

PZFX: pazufloxacin mesilate

Table 28. Abnormal laboratory parameters
(complicated UTI: dose—finding study)

Treatment group

PZFX-600 PZFX-1000

No. of patients evaluated 35 37
No. pf patients with abnormal laboratory 5 (14.3) 6 (16.2)
parameters (%)

WBC 1 - neutrophil t *ESR t -GOT 1 - 1

GPT t -y—GTP t

Eosinophil 1 2 1

Eosinophil t -Al-P t

GOT 1 -Al-P t -y-GTP 1

GPT t

Al-Pt

Al-Pt-y-GTP 1 -LAP

y—-GTP t

PZFX: pazufloxacin mesilate
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Table 29. Overall safety (complicated UTI: dose—finding study)
Overall safety

Treatment No. of Safety*

group patients safe virtually less safe unsafe (%)

safe
PZFX-600 35 30 4 0 1 30/35 (85.7)
PZFX-1000 37 31 6 0 0 31/37 (83.8)
*Safe/No. of patients
PZFX: pazufloxacin mesilate
Table 30. Usefulness (complicated UTI: dose—finding study)
Usefulness

Treatment No. of Usefulness™

group patients very useful slightly useless (%)

useful useful

PZFX-600 30 20 6 3 1 26/30 (86.7)
PZFX-1000 34 19 11 0 4 30/34 (88.2)

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

very useful: Analog scale=80 mm

useful: 80 mm >Analog scale=60 mm
slightly useful: 60 mm >Analog scale=40 mm
useless: 40 mm >Analog scale

PZFX: pazufloxacin mesilate

JERYIE I CEME S N2 HERGTRBRICB 5 18
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LNZZABRERIIOVTIE, BRORY 2EEEEL,
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Thh, AEREVPALNT, FLHHERELETLEZN
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7TH®HIZIE LD THRIE SN2 K pneumoniae 13T H
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BEt L, WINPPEIEDIERB L VI hEED
SEB % FAERRRE L LT, ZNLSORER & Rtk L
720 600 mg (4 2) 5 TIZHEIERBIEDO AR 56.0
% (14/25) , TN LI OIEBI DA R)=1Z 87.5% (35/40)
THo720 —7Ji, 1,000mg (5 2) 5 ToOEERE
HEOHERFIL 65.6% (42/64), ZNUHDEB DA R)
I 80.4% (74/92) TH o720 HEIELBEETIX 1,000
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Tho72o

600 mg (4 2) &5 TIREMEREBREE L Z LD
BITOEMEZE LT 5 &, TREREHOARROMET
ZHEHETH - 72AY, 1,000mg (42) &5 TIEZ ik
TIXIR A %2 o 720 F¥12 1,000 mg (4 2) %50
IEYUETEE Tl [BE] & [HhEE] OB OM TH
AFIFRT T, SERE - GOHERRERETIE (2L -
BE | & [HSE | OREFOM S HRRICKE KT %
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IREDFAT B LT THRELMBIC L 523 WHEICH
5b0EEZ BNz,
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DELDE, FEEODDTWVWIELZLBIALN, BB
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/161) TH Y, IR EE DL LEHKIZ600mg (5 2)
5T 81.2% (56/69), 1,000mg (% 2) #15-T 82.8
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G LA E U TR EEORERI TIE, FRRZNE T
600mg (52) B L U1,000mg (52) &5 TH4o7%
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DG & 7 BIEPNG, EREG], F 7-1E FEN AR -
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Optimal clinical dose of pazufloxacin mesilate in respiratory
tract infection or complicated urinary tract infection

Kaoru Shimada
Department of Internal Medicine, Tokyo Senbai Hospital, 1-4-3 Mita, Minato—ku, Tokyo 108-0073, Japan

We studied the optimal clinical dose of pazufloxacin mesilate, a new quinolone antibiotic for injection, in
respiratory tract infection and complicated urinary tract infection based on clinical results in open and dose
—finding studies.

1) Respiratory tract infection

In an open study, clinical efficacy was 75.4% (172/228). Efficacy in the 600 mg a day group was 75.4
% (49/65) and 74.4% (116/156) in the 1,000 mg a day group. In a dose—finding study on bacterial
pneumonia, clinical efficacy was 100% (32/32) in the 600 mg a day group and 92.6% (25/27) in the 1, 000
mg a day group, with no significant difference between groups. The incidence of adverse effects was 2.6%
(2/77) in the 600 mg group and 5.1% (9/175) in the 1,000 mg group in an open study and 0% (0/35) in
the 600 mg group and 3.0% (1/33) in the 1,000 mg group in a dose—finding study. The incidence of
abnormal change in laboratory findings was 17.4% (12/69) in the 600 mg group and 12.4% (20/161) in
the 1, 000 mg group in an open study and 14.7% (5/34) in the 600 mg group and 24.1% (7/29) in the 1, 000
mg group in a dose—finding study. The major abnormalities were transaminase elevation and eosinophilia.
In the 1,000 mg a day group, moderate to severe cases with underlying disease or complications were
treated effectively, with no severe adverse effects observed. From these results, we concluded that a daily
dose of 1, 000 mg was the optimal clinical dose for pazufloxacin mesilate in respiratory tract infection.

2) Complicated urinary tract infection

In an open study, overall clinical efficacy was 78.7% (118/150) . Efficacy in the 600 mg a day group was
81.6% (40/49) and 77.0% (77/100) in the 1,000 mg a day group. In a dose—finding study on complicated
urinary tract infection, overall clinical efficacy was 86.7% (26/30) in the 600 mg group and 78.8% (26/33)
in the 1, 000 mg group, with no significant difference between groups. The incidence of adverse effects was
1/1 in the 300 mg a day group and 0.8% (1/123) in the 1, 000 mg group in an open study and 2.8% (1/36)
in the 600 mg group and 0% (0/38) in the 1,000 mg group in a dose—finding study. The incidence of
abnormal change in laboratory findings was 6.3% (8/48) in the 600 mg group and 8.8% (10/113) in the
1, 000 mg group in an open study and 14.3% (5/35) in the 600 mg group and 16.2% (6/37) in the 1, 000
mg group in a dose—finding study. The major abnormalities were transaminase elevation and eosinophilia.
The bacteriological response, especially eradication against resistant strains, was better in the 1, 000 mg
group than in the 600 mg group in a dose—finding study, and no severe adverse effects were observed in the
1,000 mg group. From these results, we concluded that a daily dose of 1,000 mg was the optimal clinical
dose for pazufloxacin mesilate in complicated urinary tract infection.



