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[RE - BEEK]
1E4$3E pazufloxacin 1 [81 1,000 mg 1 H 2 [$ 5- R DM BN 95 2 xF 5 & U 72 BRIR &6 TIT AHFAER

W R TR REY W W Tk A
CHIE R RS R
YRR R SR IR B B A £ R FE R T LI R i T ) 0 7R S S S e S 2 2l A T S R e Al 70
R A L REYNE TR TR eas = 3 RN RE N b s
¥ AR PR S B J i e T A
AR 7 I 2 B PR R e 2
¥ ALK ST = 22 76 B DIUIRR e 26 B AT 2 R 1
O AR R R R A ST S R
(B AR AF RE A R
DA RCR AR S E B R
¥ BRI R R A IR AR IR A

CPRE224E 8 A 2 HE2A - SFK 2248 9 H 10 H23E)

FO B PERG 261 2603 5 pazufloxacin (PZFX) {44 1 181 1,000 mgx 2 l5l/H, #¥E 14 HEE5HBOA
kB L O, %O NIEYENRE & HRIED L OV L OB E IEEMREER TET L 72,

Per protocol set (PPS) Tid, #5- &K THOHERIE 81.8% (81/99 1), MidERM 12 & % Mli 7% 76.9%
(20/26 B1), WhJERTIC X 2l 9% 4 B % & & HIE - AT 2% 81.3% (13/16 #) T o720 548 T
DOWIHEEIL, 96.8% (60/62 1k), MigeERkMiiZ X 2% 100% (25/25 #k), MisEkm iz X 2 Mg 4 Bl % &
G ESE - BRI %L 9/9 MR Th o 720 TR BHE X Streptococcus pneumoniae 26 ¥k, Haemophilus influen-
zae 17 ¥k, Moraxella (Branhamella) catarrhalis 8 ¥k, Klebsiella pneumoniae 7 ¥&C, S. pneumoniae \233 %
MIC 1% 0.78~3.13 ug/mL, MICy i 156 ug/mL TH - 720

PK f#NTASUTRE T 3 - 72 131 BlOAFEHF] 1,000 mg 1 Bl 5RO FWEHRE ST 2 — & 1%, AUC 251370
pg -« hr/mL, Cmax %% 32.0 ug/mL T o 72, HEWEEDS L CHEEEO MIC ASHBI L7250 BloH 5, H
TN RSB 45 BIOERR R RAFRFE NS 1 H fAUC/MIC @ % —7 v M (77 AR T>30, 7
7 LABEYERT>100) B X M {Cmax/MIC ® & — 7 v ME>10 D BE O G# TRO AR L& 4
773% (34/44 1) B LT 780% (32/41 Bl) TH Y, 50 B TOHGAE TREOWIHRFIZK 4 981% (51/
52Fk) BLURO% (48/494k) TH o7z,

AEFRIT 140 B 114 61 (814%) 1ZFEBL, EIEMIE 9361 (664%) T o720 % RINEH I
BB X UHEMMEEDE 1B 1 Th o 720 FEBLA 5% L EORIWERIE, EFFAUE 364 % (51/140
B), ALT 3 121% (17/140 #1), AST ¥ 121% (17/140 1) TH o7z 3L A L ORIWERIZTE
F2EHMEETH D, 1RO 1 1 500 mg % 2 [0/ H x5 & HATRIVER, FRICTESHBALPOS O FEBIER 131
U728, BWEHOMEBIEFERTH > 720 72, AUC B LU Cmax AW EH THEE T 7213 EE O]
VERSEBUBE DSBS 2 I D3 A S 72, RAMEMRO 72D I3 2 +30124TH) 2 &, HED Cer
ENEFEISN L TG HBEIHERNG 2 EE T2 2 PR EEER D,

Db A S, PZEX FESHR 1 111 1,000 mg % 2 [/ H ¥ 513 HE - #EETEMi 23 & O REREIC & %
Biigelxd LT, WV ERIAE HESIRETE 5 2 LAVRR I Lz,

Key words: pazufloxacin, high dose, pneumonia, PK-PD

Pazufloxacin mesilate {E4H% (PZFX HE4H#) (Fig. 1) 137 FEIELAK, IR 2R, WMREREEB X OOV - B AR R E o
WHo2—%/arREE LT20024E 4 AICAKRESN, 20056  HFHYCLECBHASNAEMMEL L OREESHEIN TS
FE2RHICIL I R TBOMIGZE BN L7z, PZFX H5HE I, D, KHEGSED 0 CTHIHEGH -7 7 8 LRE LR ET T4
R R TR A 1-7-1
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Fig. 1. Chemical structure of pazufloxacin mesilate.

GRIRPGONZWER, EERERLMOGIEZ AT S E
IE - BEATEERAYERF IO S hTw 5,

MEEMEHOT A K54 2 1"TIE, Pz, Bk
IR D RS e E OEAE - SERATEEAYE IS LT, 6%
BRI IR R E SRz, iy ¥y
TWEBPBLEL Y, REHIR AR PVB X RV
EETHEFRH -7 2 RFELLTITEFH =2 —F
T YRR EAHER I N T VB, BB U TR o
BEH DRI N TN D,

PR GICH L CiE, BE T LIEERE - 4 BHEOR
PR L 7-OPWEORINE L D1, ToME - HEOFK
ENEELRA ¥ b eB by, —BHICHATIZEIMI R
THGEPDLIEESIN TV EENETD 5.

2003 4E~2006 4F 12 HE K o 1 18] 500 mg x 2 [l/H % 5-CT oD
BLEIRSEHR AT, SRR O TR EGHRE IS LT
% (G- ENTD, TDOAEFIL 583~76.3% T, BE 85.5~
91.9%, HERAE 79.9~89.9% IZHR T, FAERRYSEICH L
TR RREP/E LN T o7z F72, 118500 mg X
2 |0l/H¥5- ORISR TIE, B - $EEEAGEICE» S [
Mg | B & OEE - HAMEMROREKNE L 20 5 5 [HifEEk
W OWINHRHICIZ Wz TE 5T, Th b OFEE - #EMEo
JEYE DB & T SEERA N3 _ <, K DIEERRR 2 #
B72ODTIRIBKD Tz,

Pharmacokinetics-pharmacodynamics (PK-PD) ®O#iikin
b=a—% /0 Y REOHRBARIIFFIC AUC/MIC & BAF
GHEZRTZEFMONTEY, HS5EOMIMIANMEZ
HWOLEEZLNTYD, FRIY 51, FICEE - ik
DRI LT, B-F 7 5 LRELMEARFEORL i
WROMBPLENTEYY, HREFHBEEED O, RE
ANTTAE - HATEEASE IS L CORR T & 2 34 & &S
T2 EDEZINSG, REVEDITEMRTE ZHPHCTHEAE - HHTE
BISEIIH L, & D BEEREMEZ N, SHEZHH
TEX5 L)L OFEREED 2005 4 7 BRI KESELC
iz,

4ol FAE - BEEMERAGE IR LT, & D RESE R & WIAE
L, 10500 mgx2m/H¥#%5 25 181,000 mgx 2 [l/H $%
HACHWRE$ 5 2 L CHIE - #nMN B Lo ERE L %
D9 BRI 3 B ERAM R LR T H 2 & 2 HITAK
RBE N L 72 PR CABZEOMEPEYIREZWEL,

population pharmacokinetics (PPK) f##T 12 & 0 SEMpBhRE /X5
A—%&HM L PK-PD Offlsi, $74bbH fAUC/MIC B L
fCmax/MIC & A& L ORISR, AUC B L U Cmax & HESR
LEBLE OFEMEMEICOWTHRE L7,

hB, RRBIIEEREEORBHEZES (IRB) DKL
135 & L b, [EHER DR RER D o 4 (GCP) ] (F
B 943 H 27 HIEAEAH 28 5) ML CEBIN,

L &R E&EFE

I CES

AFERT 2007 4F 9 H A5 2008 4F 11 H £ T2 &F 37
Mgk x=Z L, M F-dRNIiREZHsh B
WG Lz,

20 2L Eo ABERRE T, MWHNZMb W & & Lz,
SEBI DR AT, TIPIREREGSE 1 BT 5 FrBlbiig A Py 38
O FFRFHGE (%) 1" OMigk DI L, BYIEERE
FEASHREERE X 7213 EAE O JERYETAMG 28 L 7 IEB & L7z,
F 72, WRAEIR - WA RSB BRI G- B AAET (3F5-BH
BT 48 IEH AP ICUL T O~® %7z ddb oL Lz, O
HHTR RG22 S L T b LIIRENFELND 2 L (B
W% &de), @K X 4, WS CT Mtz & omiigss
Wrc, BMEICHICHBLREESBoLNEZ L,
@1)375C VL Eoss (e, i) Bk, W% (R
EIRALREE), MR, IR e & IR EHELR, i) {E
TH, v) % EORRIRIRARD O JRU R W AR £ 72130
BENDLUREEOBHCREOREKIZONL HDOD 41H
Boob 2HAMU EEmMAZT &,

BEBROMITEB L OEBREO LM% & A RIEDH
EDHEE IR E - SEZ AT AL Wl iXar
b= VAR ZRBERE, AT IR OB R E2H Y
BH), ¥/urRECT ULV —-0BEOD S BH,
HEOL - FECITBERREE 26T 5858, MEEL
I TADPADERED D 5 EHH 5 NIIPTA»AEEZ ]
HALTWw2EE, WREIEERERL T iREEoH 5 K
H, WBHIENICHEEZ FEL TR BE, ZAThof
B 1L S L7z,

ARERTIE, HAMEERERRITE S [P EYE
2BV B BB R o BRRFEI T (%) JMIc# U T,
JRAGE FRE BEAYEE & g SN2 BE, B D WVITRIYE
T A AHIE F 723 EE CRMBER - A 0HE O BRIDE
CRIZTHEBEORENEE L HE SNBSS, 0T
REDORNWT (NLIRZERT, REASIRGE, WT
HERES) ORENAiREE % [EE - #EtEhig] L Lz
(Table 1),

2. BEORE

ARHBROFEREE, BEFEITHERO BB X OHE,
FHISN2RRB L Ofabtkz Zicon T oL
I 2T, BRSOV THHERBICLAREZET
Blze o, BEARAANDP L LEFNELHEL Z LR
WaEIZIE, BB oREHEE» SHEE L THR,
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Table 1. Criteria on severe and/or intractable patients

Severity of infection
Mild Moderate Severe®
None — Mild Moderate Severe
No influence on the onset and/or progress
Influence of Mild . . prog Mild Moderate Severe
underlying of infection
disease and/or Some, no serious, influence on the onset,
L Moderate i X Moderate Moderate Severe
complication to and/or progress of infection
infection . R v Z.
Serious influence on the onset and/or 777777 % 72777777
Severe® i X Severe Severe /Severe
progress of infection % 7

%Hospital—acquire'dvpneumoniafin/speciﬁg ;tuationi(un/der/management’of;ventilator,/;immunodeﬁciency/state,@/spiration/

pneumonia

“Severe pneumonia [
bIntractable pneumonia /7777

3. WEHEERB L OREE - 5k

1) RERIEH

1/8%» 27 (100 mL) #1Z PZFX 500 mg (pazufloxacin
mesilate 651.0 mg) % &4 3 % PZFX {41 [500] % H
w7z,

2) PhaE - 5T

HE5EIEPZFX 1M 1,000mg %2 1 H2Mm& L, PZFX
W [500] 28y Z&E], # 1 H 206048 (10
4) T REIEERE L7,

3) B

RE14HM (28H) 5L L7z, 3HK GMH) Lk
5L, BRLEGEEIRT I8 TERIEEL
720

4. P HZEH

SR, RIEREATO4 F, b MuEro
7)) YR, au = —JREF A, A Tu A MR
JehEdE (NSAIDs), THAERFFIE, MESURIEDL X Mo
R OIEANL, BEEERSRGR» SHFEEHRT 7 HE
DR - BlERE CHHZEE L 72, FIBREAT a4
FEIZOWTIE, KRBOFG G 2 HELE & ) %5
SNTWBEER, KGR T 7 HROWRE - B8R £
ThH® (7272L 7V F=vu Y 10mg/HELF) TO
WEHEe 5.2 W BE & U720 NSAIDs, H2RE33R, e
FITEBIEOIRNFHMIC LB RIZT 720, RLE AT
VEETBLEIEHHACRE L THERHT2 2 &2 THEL
L7

5. FAALIHH B X OFHAT R

) BHEOTRHE

ARERFHIATNIZ MR, HEEAH, KE, BRIASEZHA
BIUHEERE, HFHNE NTIPRBZEHT, RERE
KRB, WETHERR) OFH, EMHRE - SHEB X &
YIEIC R THEORE, BUWE, BOE, 7LV ¥F—
WEAIE, MR, RO, HROWRENE S L 0RO

G ERTOPUR I G- OF M, MR - OB o

7

BB LOZONFEITOWTHRAE L,

2)  FERARIEIROBI%E

BRARREIR - P b (Wi, wededst - VRAR, DPORIKIEE, W
W, M T &, BAREIR, 7/ —¥B X OEMEEE),
ME, MRS L O A TRE R D I HBIS T 5 2 &
&L, rEEERGE, &5 3 iR 57 HE &S5
THEF 721 3hikkg (BLF, $H5HTHR) B L OG5 T
7T HROBIGE 2 LHE LT,

R TTREZRY TH 2R L HRET 52 & &
L, wEERGE, &5 3 %, &5 7H% &SHRT
BB L OG- T 7T HROBIEZLHE L,

3) MWk

wBEEER AT, &5 3 HE, &5 7 HE KGR TI
BLOELGHT 7 HRRIER WA O 72 O 1k (895%)
R 720 HHIE UCHKERFBEEBICE W THIROR;
0 - FEB L OHERE 21T, BERDB XU
SHEHREME TS 2 L E Lz, b, HE - EIRI
H KD MR DE S N < %o T2 A I A IR A %
EhL 2 TdhIwnwz kL

F AR T o BlE U 74 IR N B & O G- M BLR
PRS- A - TOVISEM L, BHE%E, PZFX
BLOSMHPLREIEITH T 5 MIC W& % H AR L%
RPN o TIT o 720 JEH T 2% Staphylococcus
aureus D54, oxacillin (MPIPC) @ MIC % il L,
3.13 pg/mL LN i& methicillin-susceptible Staphylococcus
aureus (MSSA), 6.25 pg/mL Lh_Eid methicillin-resistant
Staphylococcus aureus (MRSA) &L 7z, F7z, JKH
A% Streptococcus pneumoniae 0 35 4, benzylpenicillin
(PCG) ®» MIC ##lE L, 005 ug/mL PLUF i penicillin-
susceptible Streptococcus pneumoniae (PSSP), 0.1~1.56
ug/mL & penicillin-intermediate resistant Streptococcus
pneumoniae (PISP), 3.13 ug/mL Pk ki3 penicillin-resist-
ant Streptococcus pneumoniae (PRSP) & % L 72,

BN SHNRE MR E LT, MRRFB LV Y
AT BRBEOFEEIERT B2, RbUER I+ v
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b (BinaxNow® i 73k 3 & 0O BinaxNow®L ¥ & 5)
HWTHRAZ FEH L7z, GEREERGHTB X ORG#T
THRIIRAATIAX, 753 VT IEROH B E R
F % 72 DML F IR A % F2hti L 720

4)  FRARARA

BB G, B3 B, 57 g, BGHTRE
BLOEGHT 7 HRIZ, KMERE, ~NEZ7BE Y, A
< b7V b, AMEREL, EERS i, AST,
ALT, y-GTP, ALP, ¥V LV E Y, HEEYILE Y,
FLEEN K #BE#% (LDH), BUN, Cr, MiEEME (Na,
K. C), 7V 7F %+ —+¥(CK), I, CRP, HRHE,
JREH, BLXU'wave) ) =7 Y &lE L. BRIy
A (Pa0. 31& SpO.) XGRS G- AT OWE %2 LI & L,
FNDBEII LIS UCEB L2, RikE GRmEk, A
Mk, FPIEE) 1 ZHZIS UCEML 72,

5) MR X #

BB G, B5-3 B, 57 BHiE, BGHTRE
BLOBGHT 7T HBICFEML 720

6) 12 FHELEX

12 3FELCEMITEBER S, %53 % &57
Hieb L OBGHTRACHIE L7z, $5-3 HiR, 57
HziZ, TTREZRBR D midi#e T 1 RER DAPICHE L 72,

7) SR R PR

B BRI I M2 & BE X 0 i b SR i i o
DRI EAT > 720 FRUMIZE — 7 18 GHIHRT 0~15 4
%), MIEAET 30 5 ~2 REffE, MU T 2~12 RO
IEMICBVWTHA L MU ETH 3mL & L7z,

FREL L 72 M3 1393020k (3,000 rpm., 4C, 15 730) L
T8 L, —20C DUFICHUSPRAE L 7zo ik g
Wi A RS>y TRk e N T T 4 —
(HPLC #) 12X WillsE L7z

8) HAEHEHFZL

EIREEP G-I 2> S 54T 7 H % O Rl g £
TICAELZTRTOHE L W E 23R L 2w
S Z VA v BRI O REEE B L OGERO
BERE), ERTFLIEREZAERLE L, 727201,
BEEEOREA T L AR EBEOE T EFG &
LCHFbhh ol

BERRPRH L2563, 200 2 L4
DREHTHL LB, BEOWHIVHESNLHPANT
FHPES DN 5 T TRIRRAEIT o 700

i

1) G EE

HA(LSFAHREERIT L D [ PR EGE IS BT 5 HiBl
U B O BRIR AT (58) JVI2HE v, [ J, [ &5
BLO THEAE] @3B,

2) MR X

[ I i TG 2 33 T 2 i BLBUIRAE Wy 358 o0 B AR A 12
(%) I"THE U TR BRI 22 B A% PIRGH 25 THEB X AR

e w ML L7z,

3)  ERRZhF

5 -3 Hk, #HG5RTRB LIRS T 7 HEOEKR
BTN T, [ IR EAE Z BV 5 B b sk o
MR EMIE () Y2212, TER, TR, ek
THE L 720

4)  MIWFIR) R

BEMTIREB L UHRSHKT 7 HEOMRBE AR % H
FACEER A O IR TRV, [T (TR J,
A, T—8RHER), el THEAREITHE L7,
T/, BGHBBREIRED SNAEAICIE, THH
%, THEEREE] owFhriZHi L7z,

5 AEHZ

HEBROMEZ, TP L 2 BEBERICB T 58
YER, ERRMRAMER S ¥ e Rk 92 212, [HE]
(SR | BX O TEE| 03B CHE L. HEEL
DOEFBERE BB OIRGE, PR, BB ARG L
BB L OWREERLE S THONCHERDY ], [£5
Medy |, TBRHL2E L] BIOTERER L]
D 4 BRETHIE L7zo HEREE L ORBEBLRDS THH S A2
MiRdy ], [Z08FRdHH] BLO (B2 LN
R E LTRY o720 B, AEHEHELILICH
[ S PR SR R4 A ARFERR (MedDRA/J ver.10.1) (2350
& HAGE (Preferred Term : PT) 23 a® 2, SEBUHE
ZHEM L7

7. JEFIOIY P

BB H B X O EEHEMRIC L ) B S e
METSICB VT, HRFEATEMASEEAM L 72 48 61 0 H)
E - MO 4, EFR ORI B L TEREFIZDOWTR
U720 SEFIMGENC & A BFFIHT OV TIE, BRET
iz &2, SHICHERLZD 2 TRV 2 PeE Lz,

8. MLalF#T

RN REMZLUTOL I IZEFR L2

1) ARG E

HBREORGATONERBIG T BED D
L, WEREBICER L ERNC X 2 E£H % K OMHTT
S 4EF (full analysis set ; FAS) & L7720 FAS® 9 53
FIEHEZ G2 L, BRAVIEEER ORISR - ORI E0E B3
M§, HEREEDY3 HIE (5 ) PLEHEIE STV R WE
Bl R EEFEM OFIE DT b T2\ 7 & OFERNEHIG S
R BT LRI S W7 ER) % B < BB & IR BRE AT
WEIZEA LR %ER (per protocol set ; PPS) & L
720

2)  REMRITNSER

BERSEADT 1 ML 3G 8, BB frbnizd~x
TOERNC X 2 EH % BT R ER L Lz,

3)  FEYEhREMNT G

BEENPEL SNZIRTOEBEDH B, MG HEY
REOWEAFRIEON, HEEOEIIRNE X ORI
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Enrolled subjects
140
PK exclusion subjects FAS exclusion subjects 18
Reason for exclusion 9 Exclusion reason
No sample for drug 7 PK analysis set FAS Other than target disease 18
concentration 131 122
Unsuitable sample for
drug concentration
PPS exclusion subjects 23
Exclusion reason
Violation of inclusion criteria 7
PPS Violation of dose 7
99 Use of prohibited concomitant 6
medication
Violation of exclusion criteria 2
Essential data missing or invalid 1
PK-PD exclusion subjects 49
Exclusion reason
No causative organism 43
PK-PD analysis set No MIC data 4
50 Unsuitable for PK analysis set 2

Fig. 2.

W25 PK 8T A — & O AW RER BHIC X £
% PK @M at G411 & L 720 PPS @9 b PK @K 25 B
THY, FHHREB L ORISR SN2 BZIL 4
% PK-PD fHTRRERI & L7z,
I & ES

1. FEBIRERL

FEPIORER B & O SIRHTR R 2 & OBRAL B % Fig. 2
R U720 RERICHLANR 572 140 Bl 9 B3R AR
18 B %K< 122 F% FAS & L, X SHIZHEINFLMEER T
B, FEE - R - PG IIRLER 7 B, BEASEA - DR
P 6 B, Brab e 2 B8 X OV BRI o % A%
TN TR 1FlOF 2361 %< 99#Fl% PPS & L
720

PK fRHT 0 SRR, (EBEE A 35 S 7z B 140 B
Db, YL e RN R IEN 7 B, SEWREEEH O
Mk e LTA#Y) 2605 9l Z B4 L2131 681 & L
720 PK-PD RN R 54512, PPS @9 b, R EARBIH
43 B, EZVERRIE 4 HlB & O PK E£FIAERE 2 BloF
49 B AN L7250 Bl & L7ze SUBRICH AN S 7z 140
Bl % G VERIT R R R & L7z

2. HEER

1) BEERKET

PPS DB EHHFH T % Table 21IR L7z, £ (B
il = B R #2) 1% 69.0 = 14.8 7% T, 65 % A il A% 26.3%
(26/99 1), 65 L A% 73.7% (73/99 B1), 85 ik kA
111% (11/99 B1) Td o 720 JEYLAE FNE BE 1 e AT
88.9% (88/99 %), THEAT11.1% (11/99 #l) TdH - 720
HRE - BRI 2505 162% (16/99 1), JEERHE - &0k
FE [0 | 7584.8% (84/99 1), JLMEFH - A OHE DK

Subject disposition.

G AT T B ORBEDERIE 525% (52/99 #1), 4%
Ji 26.3% (26/99 #1), FEEEAS6.1% (6/99 Bl) Td -7z,

2)  JEHE D

PPS @ 9 b5 T A & 72 13 56 191 (63 #&)
T, UM ERGEEE 50 B (k5 27 7 2 B 22 B,
BFENMES T S ETER 28 B1), BBOHERGEZ T 66 (2
&S 5 B, 3 WH&Y: 1 #l) Tdh o7z (Table 3)o J&
K 63 Bk, S. pneumoniae 26 ¥k, Haemophilus in-
fluenzae 17 ¥k, Moraxella (Branhamella) catarrhalis 8 #£,
Klebsiella pneumoniae 7 ¥k, S. aureus 3 ¥k, Escherichia coli
B & O Pseudomonas aeruginosa £ 4 1 FkTH > 720 7B,
S. pneumoniae 26 ¥RO WFRIL H AL A H L & O FL g2
Ho {48 T PSSP 13 ¥k, PISP 11 #k B X OV PEA A 2
HTH o720

3) K RS A

JEIK B S &9 A PZFX @ MIC #ii Bf 12 <0.025~6.25
ug/mL T, MICwld 1.56 ug/mL Td -7z, MIC %% 3.13
wg/mL Pl 2 ¥k, WERIE 313 ug/mL 2% S. prneumo-
niae 1 ¥, 6.25 ug/mL 2% M. (B.) catarrhalis 1 Bk C&H - 72
S. pneumoniae 24 ¥R \Z X35 % MIC #iPH 1% 0.78~313 ug/
mL T, MICwld 156 ug/mL TdH o720 %8B, WKL
Ky O [ R BBk B & OV 3 W 5e tR T AR R 0 ML(B.) ca-
tarrhalis W29 % MIC 13<0.05~4 ug/mL TH 1), Ak
BrERELREILDPoT,

3. ARk

1 FRRADR

PPS 99 Bl D F5-#& 1 g Ml i Vil 58 4Pk o0 A R AR 1
81.8% (81/99 ) T, #d 95% X 1 72.8~88.9%
Thotzo TOHRMTHMRIRFIC X BMi%1E 76.9% (20/
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Table 2. Subject summaries
. . PPS
Classification Parameter N = 99
M R
Gender ale 76 (76.8)
Female 23 (23.2)
< 65 26 (26.3)
> 65 73 (73.7)
<75 60 (60.6)
Age (yr) > 75 39 (39.4)
< 85 88 (88.9)
> 85 11 (11.1)
Mean * SD 69.0 +14.8
< 40 6 (6.1)
> 40-< 50 32 (32.3)
Body weight (kg) > 50-< 60 24 (24.2)
> 60-< 70 24 (24.2)
> 70 13 (13.1)
. . . Community-acquired 97 (98.0)
Diagnosis (pneumonia) . X
Hospital-acquired 2 (2.0)
. . . Moderate 88 (88.9)
Severity of infection
Severe 11 (11.1)
Y 16 (16.2
Severe or intractable s (16.2)
No 83 (83.8)
No 15 (15.2)
Yes 84 (84.8)
Underlying disease and/or complication Mild 52 (52.5)
Moderate 26 (26.3)
Severe 6 (6.1)
N 94 (94.9
Drug allergy history Y:s 5 25.1))
N 84 (84.8
Antimicrobial agent just before study © (84.8)
Yes 15 (15.2)
N 11 (11.1
Concomitant drug © (11.1)
Yes 88 (88.9)
Subjects (%)
26 B1), BHJEERWIC X HMis 4Bl &L EE - #ntkii RUES LHRTH o 72,

413 81.3% (13/16 B) TH -7z (Tabled), B, Mz
BRI & 2 EHE - MR R T 4/4 61 CThH > 720 HIE -
HETR TR € 16 B O NERIE,  BAYRE HAE BE AS L E O
727% (8/11 1), FBERE - G PRRE O EIHE I KT T3
BORENEEZEOER 4/6 B, B I OREEORNITOE
#1/181TH -7z (Tableb)o

B 5-# 7T 7 H % oM R % 41K PPS @ f R 1%
792% (76/96 1)), HEAE - Hem MM 251X 81.3% (13/16
%), MigERREIC & g% 73.1% (19/26 B1) TH Y,
PEHHT 7 Hik IEIRGGE O FRfiAsA S 7z (Table 6) o

2)  MIWFR)R

PG5 TREORTH IS 96.8% (60/62 #k) T, JEIKH
BT S. pneumoniae 25 ¥, H. influenzae 17 #£ 3 X O K.
preumoniae 7 FRIZ Vb EHRIEIK L, fHERIE M. (B.)
catarrhalis 3 X O° P. aeruginosa % 1 #k T, MIC 3 € hZ
625 ug/mL BX U156 ug/mL T -7z (Table 7)o
BHRMBIRIE S. aureus 2 kT, WAL B LR

FeHHT 7T HBEOWHIEIZ 90.0% (45/50 k) T, B
KB TIX S. pneumoniae 95.0% (19/20 ¥&), H. influenzae
100% (16/16 #k), M. (B.) catarrhalis 6/7 #3 & U° K. pneu-
moniae 3/4 ¥k Td o 720 fEHEH 5 HRDOWIFUZ, S. aureus,
S. pneumoniae, M.(B.) catarrhalis, K.pneumoniae 33 X OF
P. aeruginosa % 1 ¥k CTd o 720 Fe5-14 IMBIR L S. aureus,
Streptococcus agalactiae, S. pneumoniae 3 X O° K. pneumo-
nige % 1 KT, WINHHEARBHRTH - 720

3) A

RN 18 IO MR IN &2 A B2 EREICHHL, €D
JEBINZ % Table 8 IR L7z T&bH, AR AREHD
ML LTIAREHEL ) DIEFITH A, RIEA
Gk IO G- SN2 720, FEBIRGE &k
DN FLHENZHE o THR) & H5E S N7l ], B REN1A
FIREOARDOD, #iRkE L TARIER OS5
W TE o 7EBI ], CHETCOPD, LAEZRED
RBERE - GOHED D Y, HREORRDBINIZ o
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Table 3. Distribution of causative organisms
Causative organism 56
Monomicrobial Gram-positive S. aureus 1
infection S. aureus (MSSA) 1
8. pneumoniae 21
S. pneumoniae (PSSP) 10
S. pneumoniae (PISP) 9
S. pneumoniae (unknown resistant) 2
Subtotal 22
Gram-negative M. (B.) catarrhalis 7
K. pneumoniae 6
H. influenzae 14
P. aeruginosa 1
Subtotal 28
Total 50
Polymicrobial Two organisms 5
infection S. aureus (MRSA) + E. coli 1
S. aureus (unknown resistant) + S. pneumoniae (PSSP) 1
S. pneumoniae (PSSP) + H. influenzae 1
S. pneumoniae (PISP) + H. influenzae 2
Three organisms 1
S. pneumoniae (PSSP) + M. (B.) catarrhalis + K. pneumoniae 1
Total 6
Table 4. Clinical efficacy at the end of treatment
Diagnosis No.. of Effective Poor Efficacy rate 95% confidential
subjects (%) interval (%)
Bacterial pneumonia 99 81 18 81.8 72.8—88.9
Severe or intractable 16 13 3 81.3 —
Caused by S. pneumoniae 26 20 6 76.9 56.4—91.0

Efficacy rate (%) = No. of effective/(No. of effective + poor) X 100

Table 5. Details on severe or intractable subjects and clinical efficacy at the end of treatment

Severity of infection
Mild Moderate Severe
Influence of None — — 3 (3/3)
underlying disease Mild — — 2(1/2)
and/or complication Moderate — — 4 (4/4)
to infection Severe — 4 (4/4) 2 (0/2)

Hospital-acquired pneumonia® in specific situation (under management of ventilator, immuno-

deficiency state, aspiration pneumonia)

1(1/1)

Subjects (Efficacy rate)
Efficacy rate (%) = No. of effective/(No. of effective + poor) X 100
¥Excluded subjects whose influence of underlying disease and/or complication to infection is

severe, or infection is severe.

7EBI ], D RETE G-I A D w7, X))
LM EDE ZRVIER], E BEMHHMUEMITAR) &
Wi LI G- 247 LRBBIZ L Cwizas, HwkiEicis
LabeofR, ®ahe e Shesl] (I2a8L 72,
ABOSHlONRIZEZELSOHIEOBR L6, %

HLOFEH 2 BB X OCTRBRFEIE R OFIWTIZ & 2 vk 2
BITad o725, wihd ks CYEmIN 2R LT
720 T 72, ERED 1 PN OV TUITIEBR AL ER S %) & )
WrL, # THRITCRP BXL O X #ISEL72d D
D kiR (387C—371C) B & " WBC (13,300/mm*—
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Table 6. Clinical efficacy
Efficacy rate (%)
Di ) No. of
iagnosis

8! subject 3 days after At the end of After 7 days of
treatment treatment post treatment
Bacterial pneumonia 99 34.3 (34/99) 81.8 (81/99) 79.2 (76/96)Y

Severe or intractable 16 12.5 (2/16) 81.3 (13/16) 81.3 (13/16)

Caused by §. pneumoniae 26 38.5 (10/26) 76.9 (20/26) 73.1 (19/26)

Efficacy rate (%) = No. of effective/(No. of effective + poor) X 100

¥Excluded 3 subjects unknown

Table 7. Bacteriological efficacy at the end of treatment and 7* day of post treatment
Eradication rate (%)
Causative organism No.
At the end of treatment After 7 days of post treatment
Gram-positive S. aureus 3 3/3 0/1
S. pneumoniae 26 100 (25/25) 95.0 (19/20)
Subtotal 29 100 (28/28) 90.5 (19/21)
Gram-negative E. coli 1 1/1 1/1
M. (B.) catarrhalis 8 7/8 6/7
K. pneumoniae 7 7/7 3/4
H. influenzae 17 100 (17/17) 100 (16/16)
P. aeruginosa 1 0/1 0/1
Subtotal 34 94.1 (32/34) 89.7 (26/29)
Total 63 96.8 (60/62) 90.0 (45/50)

Eradication rate (%) = Eradicated strains/detected strains X 100
30ne strain of 63 excluded because of no bacteriological test

Table 8. Cause for clinical failure
rI;Z::n sfl;)j'e(;fs (i\?s.e Content of subject
1 | Discontinued by the proposal of the subject and afterward judged effective by administration of pazufloxacin
2 | Discontinued by adverse events at injection sites, with COPD as underlying disease/complication
A 5 3 | With improvement but insufficient CRP improvement
4 Discontinued by adverse events at injection sites, 83 years old, with pulmonary emphysema as underlying disease/
complication, administered for 3 days (5 times)
5 | Judged poor by insufficient CRP improvement, with diabetes as underlying disease/complication
6 Died due to the suspicion of stoppage of respiratory tract caused by accumulation of sputum, worse oxygen condi-
tion, no function as expectoration by oneself, with COPD (severe) as underlying disease/complication
7 | 80 years old, low body weight (32.8 kg), with worsened oxygen condition, administered for 4 days (6 times)
8 | With leukemia and impaired glucose tolerance as underlying disease/complication, administered for 4 days (6 times)
B 6 9 Died due to deterioration of pneumonia, needed management of artificial respiration, 85 years old, low body weight
(31 kg), with low blood albumin syndrome as underlying disease/complication
10 | With worsened oxygen condition, needed management of artificial respiration
1 Died due to respiratory failure, 94 years old, with congestive heart failure, paroxysmal atrial fibrillation and diabetes
as underlying disease/complication
12 | With pulmonary emphysema and old inactive pulmonary tuberculosis as underlying disease/complication
13 | With COPD as underlying disease/complication
C 5 14 | With pulmonary emphysema as underlying disease/complication, administered for 4 days (6 times)
15 | With COPD and cardiac failure as underlying disease/complication
16 | With COPD as underlying disease/complication
D 1 17 | Administered for 4 days (6 times)
E 1 18 Finished administration after investigator judged as effective but poor by judgment standard, and afterward judged
effective on 7 day after treatment with no antimicrobial agents
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10,500/mm?®) ASERDOFEAEZ b7z S e h ozl
D E IO ER) & S TS, BGHT R,
DOPLHIRIC X 2 HHD 7  FGRBIZE T 5T 7 HiRIC
RIS £ 0P WBC D EZBOA TH o720 ThH
ABOSHBLUCERHD 1HIZOWTIE, 5T
EREEEIZIC I D AR RSN S Z LA S 7z,
> 12 B0 95 H BHED 6 FlidH I IO PIREIEIZ &
HIEEDATO NS, BRI T 3 HIB L O IEE Ol
DOPHIEDORRANH 1 &G N, 15 EIREDO EALH
RMOERE LTEZ LNz CEHEDSFITIEHFIEREICA
FOA4 FIEEPHEEOIM T 721 3BEBOPREEIIC X
DRNEDBARLNTED, ARIEFIHMTIERIRIBEI 2
SEBI & #2720

4, B0

GAEVERAT S 4R 140 Bl 9 BIE LTI 6 1T, €D
FECTRRNIING 9 3 4, PHSEMESEREE, SEIPuEs EiE
BB L IR AESREL1FHTHY, wIhdipREs
OREERIIBEINT, TOMOEE LA EHLIT 3
B 31T, FoONFUINMNEELE, WiEB X OB iR
VELIBIIHETH Y, REBIEE OREERIE, HEZED
(R L], Wil TERD 2505 Lk, R
D [Z0ERDY ] Thoto HEHLREHIZL S
ek BliE 10 61 (23 1) TH o7z Tz, HHEFRVO
HEFGIL 60 6 282 B L, WI N OBTE F 7213 %
FETHY, MERB X CmERER &g Eolll
FREZALNTE ST, MALE F 7213 A2,
7= v 7R OB L YIS TEETH -
72o 2955, 3840 146 A3 Y HIZH AT 2 —#
DBHDOT, &L HEFIRBIIEAET RIZTTI TR
Motze Fiz, EEFEMVOAERESEEBICL 29 1RIE 3
Bl A1) THo7z

AHERRLLEWEHNO—E% Table 9 ISR L7z, HEH
G013 140 B 114 6112 540 PR3 BL L, ZE B3 13 814%
(114/140 1) TH - 720 FEHHE 5% L EOFEHGIL,
TEFHRAL SO 42.9% (60/140 B1), AST #h113.6% (19/
140 1), ALT 8471 12.9% (18/140 1), i7" 1 vy ity
I 10.0% (14/140 B1), T4 7.1% (10/140 1), M/
B 6.4% (9/140 B1), M8k 57% (8/140 1), I~ ¥
T HHRA 5.7% (8/140 1) Td o720 FENTIIEE 7
B 7 1, &R 27 B 61 1, HREE 107 1 472 fE CTH - 72,
TE S EB A BUIS O N ER I AL BE 28.6% (40/140 1), 9% 9%
25.0% (35/140 #1), JNEME 17.1% (24/140 #1), ks 10.0%
(14/140 B1) B X OFIR% 79% (11/140 Bl) T - 720
BIERI I 140 Bl 93 B1 394 1 TH 0, BITEHIZEBI=R I
66.4% (93/140 B1) Td - 72 FHH 5% LLEORITERIZ,
TEGTERAL BSOS 36.4% (51/140 61), ALT #40 12.1% (17/
140 f81), AST 54/ 12.1% (17/140 B1) T - 720 FEEER
TIXEE 1G4 (WE), HEEE 20652 1, B 87
B 341 1 TH o 720 EGERAL RUE D N FRIEALBE 25.0%

(35/140 B), & 22.9% (32/140 %), MEME 13.6% (19/
140 #1), A 9.3% (13/140 ) B X Ok %% 7.9% (11/
140 1) TH - 720

5. PK-PD f##r

1) JEMBIRE S5 A — & D4

5 H i PZEX ST O BRIR 55 T A FER o i H 364
WEET— % 793 R4 » b (39 ) & RiER T 5 17z 393
RA4 b (131 6) OEF 1186 KA~ (170 #1) %M
W, PPKfENTICE ) FEWBERE ST X — 5 2/ L7,

PK AT R 4EM 131 BloE =R F5 O AUC B L °
Cmax D434 % Table 10 1278 L 720 1,000 mg 1 [F4%5-FF
D AUC (F ¥ fH = K ¥ fl 75) 1313701053 ug - hr/
mL, Cmax (F ¥ fif =42 # {F #2) 1332085 ug/mL
ThHo7zo AUC B L U Cmax 3F#DO LA B I OKE
DWAHECEEIN L 720 72, AUC & Cer DT IZfEWN
Bhn L, Cer£%50 B _E 80 mL/min o i T 110.5+41.1
ug - hr/mL, 30 L. 40 mL/min £ i T 254.1+1839
ug - hr/mL, 20 2L E 30 mL/min £ i T 325.0 = 152.2
ug - hr/mL TdH o725 Cmax & AUC IZHA Cer D322
NS o7z,

2) FWERE ST X — ¥ L R E O B

Za—F /0 REOHKMARIZ, TAUC/MIC Xid
fCmax/MIC IZHB LIRS CTE 2 7 — 7 v MhZ
fAUC/MIC Tl 7 5 AR T>30, 75 AR T>
100, fCmax/MIC TiZ>10 L HEZI N TV EYZ &9,
ARIEH b FIRRIZERE L 720

FYBIREDL X ORI E o MIC A2HIB L 72 50 Flicow
T, fAUC/MIC B & U fCmax/MIC Z& L, KKNEH A
BRI U 72 5 B % B  HUREG A5 IO {5
N2 50 Bl O TH I & DB % #E) L 7z (Table 11)
fAUC/MIC D # — % v Ml Z L % B30 A%
773% (34/44 B1), HiHS=12 981% (51/52#k) TH -
720 72, fCmax/MIC ® % —4" v MitiZ LH 2 EBEDOH
BEIL 78.0% (32/41 B), WHHREIL 98.0% (48/49 #k)
Tho7

3) HEWBRE NS A —F LMo MR

AUC B XU Cmax O BB EL 225 X H 1255
MTHEIL, FXGTOAEERELDS L ORIEHORBIRE
B L7 (Table12), F 72, EHHRIOEEFHR %KL
AERLB L OEIEHORBIFRIZOWTHH I L7 (Ta-
ble 13) o I OH HERLOFEII DO THESR
G F 2 EIERFEBE L AUC B X U Cmax & O BE M
AR SNL D o7, PEEBIVEEOFEHRL T
FRITERIZEEIC OV T, AUC 2% < 7 B ISHE W
A% R L7z,

m. % =

Za—F /0 REOHKF AT AUC/MIC B L O
Cmax/MIC IZHB L, &5 &% #&E 3113 AUC/MIC
B LU Cmax/MIC 2515 5 Z &2 S EEF RO L
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Table 9. Incidence of adverse events and adverse drug reactions

SOC, HLGT Adverse event Adverse drug reaction
Preferred Term (PT) " Patients (%) Events Patients (%) Events
All 140 114 (81.4) 540 93 (66.4) 394
Infections and infestations 140 8 (5.7) 8 1 (0.7) 1
Bronchitis 140 1 (0.7) 1 — (0) —
Injection site abscess 140 1 (0.7) 1 1 (0.7) 1
Otitis externa 140 1 (0.7) 1 — (0) —
Pneumonia 140 3 (2.1) 3 — (0) —
Sycosis barbae | o | 1 on | I o | -
Oralherpes | o | T ©on | o = o | -
Metabolism and nutrition disorders 140 1 (0.7) 1 1 (0.7) 1
Anorexia 140 1 (0.7) 1 1 (0.7) 1
Psychiatric disorders 140 12 (8.6) 12 5 (3.6) 5
Anxiety 140 1 (0.7) 1 — (0) —
Deliiom | o | 3 @y | 3 | — o | -
Hallucination 140 1 (0.7) 1 1 (0.7) 1
Insomnia 140 5 (3.6) 5 2 (1.4) 2
Restlessness 140 2 (1.4) 2 2 (1.4) 2
Nervous system disorders 140 12 (8.6) 15 8 (5.7) 11
Burning sensation 140 1 (0.7) 1 1 (0.7) 1
Cerebral infarction | | o | T on | N o | -
Cervicobrachial syndrome | | o | 1 on | T o | -
CComvulsion | o | 1 on | o T on | 1
Digzziness |1 4o | 3 @y | 3 | 2 | s
Dysgeusia | o | 1 on | v T o7 | 1
Headache 140 3 (2.1) 3 2 (1.4) 2
Hypoaesthesia 140 2 (1.4) 3 2 (1.4) 3
Parosmia 140 1 (0.7) 1 1 (0.7) 1
Eye disorders 140 1 (0.7) 1 — (0) —
Eye pain 140 1 (0.7) 1 — (0) —
Cardiac disorders 140 2 (1.4) 2 1 (0.7) 1
Cardiac failure 140 1 (0.7) 1 1 (0.7) 1
Cardiac failure congestive | ] o | 1 on | T o | -
Respiratory, thoracic and mediastinal disorders 140 8 (5.7) 8 2 (1.4) 2
Acute respiratory distress syndrome 140 1 (0.7) 1 — (0) —
Asthma 140 1 (0.7) 1 1 0.7) 1
Interstitial lung disease 140 2 (1.4) 2 1 (0.7) 1
Nasal ulcer 140 1 (0.7) 1 — (0) —
Respiratory failure | | o | 1 ©on | I o | -
Rhinorthoea | 1 o | 1 on | N o | -
 Obstructive airways disorder | | o | 1 ©on | o = o | -
MedDRA version 10.1 (Continued)

Incidence (%) = Patients/Subjects X 100

BFFTE 2™, £ 2T, PZFXEHBOMHEZ 1 271203 2 PZFX i 454 1 191 1,000 mg x 2 [/ H #x &

1,000 mg x 2 [/ H¥G-\2His$ 5 2 & °C, ERERCEGME 14 HH 28 M) &GROHMIEDS L a2 b L7z,

DR FAZH LT & ) FEFE R B L & R 720 T/, REFOMFEPERIEZWEL, EWEEE A
AAERTIE, HE - BRSO EEL oM ks X O Aetk & OBIFRE G L 7.

WM 283 X OVHFEILD ) A 7 ORIl RERE I X 2 lili PPS T3, #5-# TR OA R 81.8% (81/99 #1), ifi



674 H A& AL & % 5% & M Gk NOV. 2010
Table 9. (Continued)
SOC, HLGT Adverse event Adverse drug reaction
Preferred Term (PT) " Patients (%) Events Patients (%) Events
Gastrointestinal disorders 140 33 (23.6) 36 20 (14.3) 20
Abnormal faeces 140 2 (1.4) 2 — (0) —
CCheilitis | 0 | 1 07 | o 1 on | 1
Constipaion | 40 | 8 Gn | s | 4 o | 4
Diarthoea | Mo | 10 @ | 2| 6 @y | 6
Drymouh | o | T on | o T on | 1
Facceshard | ] Mo | L ©0n | U o | -
CGlossis | Mo | L ©0n | o o 07 | 1
Mouth ulceration | ] 4o | 1 0n | T o | -
Nausea | 40 | 2 a4 | s | 2 a4 | s
Stomach discomfort | ] 40 | 5 @y | s | 2 a4 | s
Toothache |1 40 | 1 07 | L = o | -
Vomitng | 40 | 3 @y | s | 3 @y | 3
Skin and subcutaneous tissue disorders 140 8 (5.7) 10 2 (1.4) 2
Erythema 140 2 (1.4) 2 1 (0.7) 1
CPetechiae | Mo | T on | o T on | 1
CPrarites | Mo | L 07 | N o | -
Rash ] o | 2 a4 | s | = o | -
CSkinerosion |1 Mo | 1 07 | L = o | -
Asteatosis |1 40 | 1 07 | L = o | —
Musculoskeletal and connective tissue disorders 140 7 (5.0) 7 1 (0.7) 1
Arthralgia 140 1 (0.7) 1 — (0) —
Backpain |1 40 | 1 07 | | = o | —
Musculoskeletal pain | o | L on | L = © | —
Myalga | o | 1 on | L = © | —
Neckpain | 4o | T ©on | o = o | -
Painin extremity | ] Mo | 2 a4 | o | T 0n | -
Renal and urinary disorders 140 5 (3.6) 5 2 (1.4) 2
Dysuria 140 1 (0.7) 1 1 (0.7) 1
Haematuria | ] 0 | 2 a4 | s | — o | —
Pollakiuria | ] 40 | P a4 | s | 1 ©on | 1
MedDRA version 10.1 (Continued)

Incidence (%) = Patients/Subjects X 100

RERHNC X M55 76.9% (20/26 1), MiRERE I X 5 M
Rxa L EAE - HHRYEN% 81.3% (13/16 Bl) TH - 7:
A, BGHE T RO R LA 96.8% (60/62 k), S. pneu-
moniae Tix 100% (25/25 #%) & RIFRfEZRLTHEY,
AR L OTRHED A S N7z, R 18 BIDONZE % Table
IR L7225, ABD5HB L HIRFITIEMAE R &
Hr LT L7z EED 1oV TIE, REHOFSG12
XD FEREAHERL, ERDEGE L TE /28, RS
EIHRT 2GR L 7272083 & L THEk-
THEBITH Y, Beh e Mk LA i3 ash s i s h
5 W REPEARIE S N7z HER) 18 B o T TH 2R =81 91.7 %
(11/12 %) T, PPS OWiHKF LT 720 Rk

TIIAEIRYLHE L RE [ A5 2 0 ) & KT S 7228, JRIN
W2SHE () LT bBRIEROGENASNS F
TICIERHHNER (V) BH L2 E"BHmenTHY,
FEIRTLEAI A & N7 FEB] TIIF G-kt T 72 13l BlE1C
INERE LB ENENEIN, ChboH2L, R
FHNIH OB EREZRLTBY, MHEE L UERGE
WZORDVBBEEZONLZ ENLPRFEL LTI
FMMTEBEHER T,

W B RE S X R K O MIC 2V L 72 50 510 9
Y, B e R 45 B fAUC/MIC 3 & OF fCmax/
MIC D% —4 v MEZi72T BEDOHRGR TR
X, K4 77.3% (34/44 B1) B X VS 78.0% (32/41 Bil) T
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Table 9. (Continued)

SOC, HLGT Adverse event Adverse drug reaction

Preferred Term (PT) " Patients (%) Events Patients (%) Events
General disorders and administration site conditions 140 66 (47.1) 293 56 (40.0) 249

Face oedema 140 1 (0.7) 1 1 (0.7) 1

Feeling abnormal | 1 4o | 3 @y | 3 | 35 @y | 3

Hypothermia 140 1 (0.7) 1 — 0) —

Injection site anaesthesia 140 1 (0.7) 1 — (0) —

Injection site bruising 140 1 (0.7) 1 — (0) —

Injection site erythema | | o | 0 (286) | 7 | 35 (250) | 6B
Injection site induration | | o | 14 oo | 7| 13 ©3) | 6
Injection site irritation | | o | T on | ' o7 | 1
Injection site pain | ] 40 | 35 (250 | 13 | 32 (229 | 102
Injection site phlebitis | | o | o 79 | M| no 79 | 4
Injection site pruritus | ] 4o | 5 @6 | s | 5 @6 | s
Injectionsiterash | 1 o | 1 on | v T o7 | 1

Injection site urticaria 140 1 (0.7) 1 1 (0.7) 1

Injection site warmth 140 4 (2.9) 5 4 (2.9) 5

Oedema 140 2 (1.4) 2 2 (1.4) 2

' Ocdema peripheral | | o | 1 on | 5| 1 o7 | 1
Peripheral coldness | | o | 1 on | T o | -
CThist | o | T on | ' on | 1
Injection site swelling | | Mo | 24 qamy | w0 | 19 (36 | %8
Infusion site paraesthesia | | o | 1 on | o | T on | 2
Injury, poisoning and procedural complications 140 2 (1.4) 2 1 (0.7) 1

Back injury 140 1 (0.7) 1 — (0) —

Fall 140 1 (0.7) 1 1 (0.7) 1
Investigations 140 73 (52.1) 140 53 (37.9) 98
Cardiac and vascular investigations (excl enzyme tests) 140 2 (1.4) 2 2 (1.4) 2

Blood pressure increased 140 1 (0.7) 1 1 (0.7) 1

Flectrocardiogram ST-T change | | o | T ©on | o on | 1
Enzyme investigations NEC 140 12 (8.6) 14 10 (7.1) 12
Blood creatine phosphokinase increased 139 6 (4.3) 6 5 (3.6) 5

' Blood lactate dehydrogenase increased | | 0 | 6 @3 | 6 | 5 @6 | 5

' Blood alkaline phosphatase increased | | 4o | P | s | 2 | s
Haematology investigations (incl blood groups) 140 19 (13.6) 28 10 (7.1) 17

Eosinophil count increased 138 5 (3.6) 5 3 (2.2) 3

Haematocrit decreased 140 3 (2.1) 3 3 (2.1) 3

Haemoglobin decreased 140 4 (2.9) 4 3 (2.1) 3

" Red blood cell count decreased | | o | 3 @y | s | 5 ey | 3
 White blood cell count decreased | | o | 35 @y | 5 | 1 o7 | 1
Platelet count increased | | 0 | 9 64 | o | 5 @y | 3
Erythroblast count increased | | 138 | 1 on | o T on | 1
MedDRA version 10.1 (Continued)

Incidence (%) = Patients/Subjects X 100

50 B COWM LKL, £ 4981% (B51/524#) B X THHERTWLEFH= 2 —% /1 R¥ CPFX 300
98.0% (48/49#) TH -7z, mgx2n/H#E5ROBERATOLIHAUCE XU

A GAER O 5K T 63 #k O MICw (%, PZFX T156 ug/  Cmax 3% 4 749 ug - hr/mL B X 18333 ug/mL T",
mL, ciprofloxacin (CPFX)0.78 ug/mL TH > 7z, EWN CPFX OEHMEEE30% ZME L 721 H fAUC/MICyw
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Table 9. (Continued)

SOC, HLGT Adverse event Adverse drug reaction
Preferred Term (PT) " Patients (%) Events Patients (%) Events
Hepatobiliary investigations 140 28 (20.0) 48 25 (17.9) 44
Alanine aminotransferase increased 140 18 (12.9) 18 17 (12.1) 17
 Aspartate aminotransferase increased | | Mo | 19 (3e) | v | 7 (21 | 7
Bilirubin conjugated increased 139 3 (2.2) 3 3 (2.2) 3
" Blood bilirubin increased | | o | 2 14 | 2 | ' on | 1
Gamma-glutamyltransferase increased 138 4 (2.9) 4 4 (2.9) 4
Urobilin urine present | | 138 | P | s | R | 2
Metabolic, nutritional and blood gas investigations 140 22 (15.7) 22 10 (7.1) 10
Blood glucose decreased 140 8 (5.7) 8 5 (3.6) 5
Blood glucose increased | | Mo | 14 (oo | u | 5 @6 | 5
Renal and urinary tract investigations and urinalyses 140 16 (11.4) 20 6 (4.3) 8
Blood creatinine increased 139 1 (0.7) 1 — (0) —
Blood urea increased | | 139 | 4 @) | . | 2 | '
Glucose urine present 138 3 (2.2) 3 1 (0.7) 1
Red blood cells urine positive 110 5 (4.5) 5 1 (0.9) 1
White blood cells urine positive 111 4 (3.6) 4 1 (0.9) 1
Protein urine present | | 138 | P | s | 2 | 2
Urinary casts present | | n2 | 1 09) | o 1 ©09) | 1
Water, electrolyte and mineral investigations 140 6 (4.3) 6 5 (3.6) 5
Blood chloride decreased 140 1 (0.7) 1 1 (0.7) 1
Blood chloride increased | | 0 | T on | o T on | 1
Blood potassium decreased | | Mo | 4 @9) | | 3 @y | 3

MedDRA version 10.1
Incidence (%) = Patients/Subjects X 100

Table 10. PK parameters classified by subjects background

Classification Level stljl())j.e((:is AUE/[iZIgl ihl;)mL) CIIY\I/?:al(]/lf/SITDIL)
Total 131 137.0+105.3 320%+85
Gender Male 98 129.4+92.3 30.1£8.0
Female 33 159.4 £ 136.3 379+72
Age (yr) < 65 36 91.0+71.1 29.0+8.2
>65-<75 44 106.0 =37.9 30.1£7.0
> 75-< 85 37 176.1+111.7 35.1%8.9
> 85 14 249.2+176.2 37.7%75
Body weight (kg) | < 40 13 247.1%177.4 447114
> 40-< 60 73 140.4+102.5 33.1%6.1
> 60-< 80 43 102.1 £44.1 27.0%+5.7
>80 2 46.2+11.3 17.2£0.7
Cer (mL/min) >20-< 50 35 237.0+155.1 385+9.3
>20-< 30 6 325.0+152.2 388*7.6
> 30-< 40 16 254.1 +188.9 40.8*11.3
> 40-< 50 13 175.3*74.1 354%6.5
> 50-< 80 64 110.5*41.1 30.6£7.0
> 80 32 80.4+259 279%*6.2
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Table 11. Relationship between PK-PD parameters and clinical efficacy

No. of Eradicati t
PK-PD 0. ° Efficacy rate (%) No. of strain radica 1¢l)n rate
subjects (%))
Total 45 77.8 (35/45) 54 96.2 (51/53)
> target 44 77.3 (34/44) 53 98.1 (51/52)
fAUC/MIC?
< target 1 1/1 1 0/1
> 10 4 78.0 (32/41) 50 98.0 (48/49)
fCmax/MIC
<10 4 3/4 4 3/4

Efficacy rate and Eradication rate at the end of treatment

AFAUC/MIC; {Daily AUC (= AUCo-12 X 2) X (100 — 30.7)/100}/MIC
Serum protein binding ratio 30.7%

YMonomicrobial infection subjects in PK-PD analysis group
Efficacy rate (%) = No. of effective/(No. of effective + poor) X 100

9Calculated by excluded one strain because of no bacteriological test at the end of treatment in PK-PD analysis group
Eradication rate (%) = No. of eradicated strains/(No. of eradicted strains + No. of persisted strains) X 100

Table 12. Incidence rate of adverse event classified by AUC and Cmax

AUC (ug-hr/mL) Cmax (#g/mL)
Severit Total >80.6— >1059- >271-  >317-
v < 80.6 P - > 1555 < 27.1 - - > 354
< 105.9 < 155.5 < 317 < 354
Total 105/131 26/32 25/33 26/33 28/33 25/32 23/33 30/33 27/33
(80.2) (81.3) (75.8) (78.8) (84.8) (78.1) (69.7) (90.9) (81.8)
Adverse event Mild 81 24 21 20 16 22 19 21 19
Moderate 19 2 4 5 8 3 4 7 5
Severe 5 0 0 1 4 0 0 2 3
Total 86/131 22/32 19/33 22/33 23/33 21/32 20/33 24/33 21/33
(65.6) (68.8) (57.6) (66.7) (69.7) (65.6) (60.6) (72.7) (63.6)
Adverse drug
. Mild 70 20 16 18 16 19 17 18 16
reaction
Moderate 15 2 3 3 7 2 3 5
Severe 1 0 0 1 0 0 0
Subject: PK analysis group
Incidence (%) = Patients/Subjects X 100
Table 13. Incidence of adverse event excluding injection site classified by AUC and Cmax
AUC (ug-hr/mL) Cmax (#g/mL)
Severi Total >80.6— >1059- >271-  >3L7-
K < 80.6 P - > 1555 < 27.1 - - > 354
< 105.9 < 155.5 < 317 < 354
Total 92/131 22/32 22/33 20/33 28/33 23/32 17/33 27/33 25/33
(70.2) (68.8) (66.7) (60.6) (84.8) (71.9) (51.5) (81.8) (75.8)
Adverse event Mild 73 20 20 16 17 20 15 20 18
Moderate 14 2 2 3 7 3 2 5 4
Severe 5 0 0 1 4 0 0 2 3
Total 65/131 16/32 15/33 14/33 20/33 17/32 12/33 19/33 17/33
(49.6) (50.0) (45.5) (42.4) (60.6) (53.1) (36.4) (57.6) (51.5)
Adverse drug
. Mild 54 14 14 12 14 15 11 15 13
reaction
Moderate 10 2 1 1 6 2 1 3 4
Severe 1 0 0 1 0 0 0 1 0

Subject: PK analysis group
Incidence (%) = Patients/Subjects X 100

B & U Coa/MICy iE, % 4 135 B L 29 TH o 726 CPFX il &3 X O FRE G 5 OB 98 5%
PZFX 118 1,000 mgx2 [nl/H 3% 5- B OEERATHO 1 OEEFRIGEICHMHEH SN TEY, PK-PD oflEL 54K
H fAUC/MICy 3 & U fCra/MICo 13, % 4 528 3 £ OF K| D BAE JEYLSE 10§ B R RN AR S 7z,

82THYH, WTFNd CPFX Dz KX < Bl -7z, Pk BE A AT (2003 4E~2006 4F) O T 72 IR 2
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3B MIColZFED &, fER A3 5 5 F & B o
PZFX 3 X U CPFX @ 1 H fAUC/MICw 72 & NI fCo/
MICy Z 5 L, BRMAR ZHEE L72o H. influenzae 35 &
" M. catarrhalis (22 W TIE, WINOFEAH MICyix <
0.06 ug/mL T, fAUC/MICwid 4% % 1,373 B X U175,
fCoa/MICw 12 % 4 213 B L 38 CTH — 47 v Ml % L
MloTHY, WKRMWRVPPFFTE 2 EE R P.aerugi-
nosa \Z2WTIE, WINOIEHF D MICw (% 32 ug/mL T
H5HTEHNS IAUC/MICa1E & % 26 B L1703, {Con/
MICy i3 %% 04 B L 01 TY —4 vy MEZI 2 & 7%
Ao 72o —7F, PZFX B X U8 CPFX ® MICy i3 % % 0.5
B L0225 ug/mLThH DY, fAUC/MICs B & U {Cpa/
MICsx & PZFX T% 4 165 3 £ U8 25.6 & CPFX Ofili (42
B9 #KELL ERD, DoF =4y Miz k-
TWb I EHs, CPFX ICHANTHEIMHFTE 2 hE
PEAVRIE S 7z,

HNNRALREE G B-F 7 7 A RELIERRF
DRGEBZFFNH= 2 —F /0y REIHEERICH Y,
ME DB 2 BRI R A ST W52
4, PR SR GE OB T, AR o Bl L
WM ASRAZME L 2> TB YD, 20 Z L 2RI
KEGFERE D> TVAEY, ZO—HELTHILINAR
AAREEEGL BT ¥ ARENMNERCTELT L
BEZOND, PPLRHENPSERH=2—F /0%
SO RIS PER MBLA K $ 2 FRO—DOTHL LD
WHEESNTWBEY, F72, SABRRIKE L, Mk
PEASE L, BREEBE O B 5 550 O IBYE 3T L TR R
P CTE B, Lo T, HIWNRRLREE G f-
525 AREMBINEND Z L DL VTS - MRS
FEDHEWERBICKT L, HHH=2—F /0 RETHL
PZFX 741K 1,000 mg x 2 [0/ H e 5-1&, FAE - HeaEm
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BHVED BB
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O QTc RV E 72 5 TV B2, KRR &
T, FEHEEDS5 44 5 7, MEREEE A8 44 11 115881
L7:e 209, HHEZDORE 20, % FHitko
T, BESEL L AEPEET, IRETH- .

R IALE LS & D IHK, BEIED v X RS X
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A clinical phase III study of pazufloxacin in patients with bacterial pneumonia

Shigeru Kohno", Nobuki Aoki”, Shin Kawai”, Yoshihito Niki”,
Akira Watanabe”, Seiji Hori’, Shinichi Watanabe” and Kyoichi Totsuka®

Y Division of Molecular and Clinical Microbiology, Department of Molecular Microbiology and Immunology,
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The clinical efficacy and safety of pazufloxacin(PZFX), an injectable fluoroquinolone antimicrobial, admin-
istered at a dose of 1,000 mg twice daily, were evaluated for 99 subjects with bacterial pneumonia, including
severe or intractable pneumonia or that caused by Streptococcus pneumoniae in an open uncontrolled clinical
study. The relationship between pharmacokinetics and the clinical efficacy or safety of PZFX was also inves-
tigated.

Clinical efficacy rate at the end of treatment was 81.8% (81/99 subjects) in all pneumonia, 76.9% (20/26
subjects) in pneumonia caused by S. pneumoniae, and 81.3% (13/16 subjects) in severe or intractable pneumo-
nia including 4 caused by S. pneumoniae.

Eradication rate at the end of treatment was 96.8% (60/62 strains) in all pneumonia, 100% (25/25 strains) in
pneumonia caused by S. pneumoniae, and 100% (9/9 strains) in severe or intractable pneumonia including 4
caused by S. pneumoniae. Main causative organisms were 26 S. pneumoniae, 17 Haemophilus influenzae, 8 Morax-
ella (Branhamella) catarrhalis, and 7 Klebsiella pneumoniae. PZFX MICs against S. pneumoniae were 0.78-3.13 u g/
mL, and MICy was 1.56 ug/mL.

PK parameters by 1,000 mg dose were 137.0 pg * hr/mL for AUC and 32.0 ug/mL for Cmax. Clinical effi-
cacy rate were 77.3% (34/44 subjects) and 78.0% (32/41 subjects) in those whose fAUC/MIC and Cmax/MIC
exceeded the target. Eradication rate were 98.1% (51/52 strains) and 98.0% (48/49 strains) in those whose
fAUC/MIC and Cmax/MIC exceeded the target.

Adverse events were observed in 114 of 140 subjects (81.4%), and adverse drug reactions in 93 (66.4%). Se-
vere adverse drug reactions were one each of asthma and interstitial pneumonia. Adverse drug reactions ex-
ceeding 5% were injection site in 36.4% (51/140 subjects), increased ALT in 12.1% (17/143 subjects), in-
creased AST in 12.1% (17/140 subjects). Most adverse drug reactions were mild or moderate and similar to
those previously known for PZFX. A relationship was seen between the incidence of moderate or severe ad-
verse events and AUC and/or Cmax. To ensure safety, it is vital to adequately observe and consider the in-
terval of drug-administration or dosage adjustment in low Ccr subjects.

We concluded that 1,000 mg dose twice daily is useful in those with bacterial pneumonia, including pneu-
monia severe or intractable or caused by S. pneumoniae.



