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[[RE - ERK]

PREGIEGE 12 BT % pazufloxacin & FHEHE & L 72 levofloxacin R4 D 5 11T AH LL i i 5%
—HEGFIE D SRS DY) Y e 2 P X B MET—

ZH W

R—=2 iR B -

S Rt B I VA NI 4 i

VI R 27 R A R W i B B B e
SRR R R U R A B

¥ SR R R R A B - BRI 8y —
VB — 3R S TR R FEAR T

Y ERIER R

CPI% 28 4F 6 H 28 HEZAT - Pk 28 4F 7 H 29 H&Z#L)

TESHEEOGEDH Y] & S N7 R IEYE IR 5 levofloxacin (LVFX) {14438 500 mg 1 H 1 M OAR)
B L O % BEr T 5 HIWT, pazufloxacin (PZFX) % xfHICZ skt m /e Akt — 7> S N)v
L VEMRGERER %2 Fh U720 0P Ge g, SVEHBIVER G 8, BV I 25 B & ORIk 45 &
L7z B8 LVEX {433 500 mg 1 H 110 5 B B A i IC LVEX #5113 500 mg 1 H 11 5
HE#EOHS- 7 Vv —7¢, PZFX1 500 mg1 H 285 H M AHEHEEZIC LVFX B3 500 mg 1 H 1
b 5 HEFE 450 2 7V — 71 ZE 0 AT 720 AR, [IRERE S AT B3 2 RSB E D 720
DA RTA — 1 R—] ISR Ul L 72,

G T /IR RO M AR R O AR (FZEEHM) 13, LVFX D 93.7% (119/127 #1), *F
HEEEAY 89.5% (111/124 B), HEMI 2213 4.2% (95% fEHHIXIH © —27~11.0) TH H, LVFX {430 PZFX
W23 B IS MEDHGE S 7o LVFX RIS G481 5~9 H & OB R0 R O %) 3 (RIREH) 1,
LVFX EH 32 SRR OY B2 #EA776.2% (96/126 1), xHIEEEAS 79.7% (98/123 #), BEMIZ=1Z
-35% (95% 15X 1 @ —13.8~6.8) TH -7,

LVEX #EII3 B 58T 5~9 H B ORISR, LVEX 53 S R3O 1) B 2 #1508 34.6%
(56/162), xHIEHEAY32.1% (52/162), HEMZEE 25% (95% BHEX M : —7.8~127) THh -7z

DXy, REBEYYEISHN LT LVEX {3500 mg 1 H 1 %503 PZFX 1 B 500 mg 1 H 2 [ & [
SEOHIE L BEMEDSHER SN2 $72, LVFX {EHEI SRR ) B2 FEEVPAHTHL I L8

RENTZ,

Key words: levofloxacin, urinary tract infection, pyelonephritis, complicated cystitis

Levofloxacin (LVFX) 1345 — =4k A0 L%/
0 YRETH Y, AFETIE 1993 EISREITH (2009 4E 12 500
mg 1 H 1 H$5-0 i - FHEE), 2010 4F253EA G
WSE AR % U LT %o Wk TUd, LVEX JEGF3E A & #% 1138
ANOY Y BAEEZ) ANTHEIELTEB Y, 1996 412k
[E, 1997 4 LIBEZ R 45 N B > CHjF] SRR RR S LT
B LVEX IZHLH A X7 FVAIE L, SRR 24 L7223k
MIOIEHTH Y, REIFE B2 WIUE & MR AT 2 7R
L, #R IR R E I LR 2T L2 s, AFCikl
H 98 7 & DI ERIEHRE, PRI PEZHRAE (B5IE 2%, B
2%, BINIIRZE, FEEE AR, JRIER) % LAV BISEZ 4 L,
— MR T S h T3 —J, LVFX EHFEEOBISE 1,

AR TIPS &G (M98, PR PENTIRERIRZE O —IRIESY),
NAFF a5 AR, F 7 AMRBICE S hTwiz,
WAE, ¥ /8RRt 7 2 AROENROPLR AP
S, —MOFLEIEE SIREHTHETRRE o720 L
AL, B S PR R DAY IR B & BAT L, ARSI~
£t - BiGE L CEERBICEAD T S BYSRE T, 58, S HHBR
&7 E oMV BIERE RS, WIEZ A0 2 8% D 10%
Aith &% Y, BRI ML O MR &2 A0 L BB T
RETH B, ZD720, HhERIEABEHT CHLM2IHE
W3 5 & &I, WRGHFMEIZ L) FEIESL L OR
BOEPIEEBET S 2 EHEF Ly, [JAID/JSC EHE
BT A BT A 2 2015—RERIEGE - BUEMERERGE—] T

I LI R A 1-1
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JREGEGE AT 5 LVFX 714338 0 45 TIT AHHL it B 797

13", BEE SR MG OB RS IR SR TR & B
52 EPEREINTVD, FABEBERTIIFESZICHE
SRS ORIPIREICU D HEZ 2 2 2T L TV 2,
RSO Y B2 A2 & RLREBEA W REE 2 ), BHE O
L)% QOL OYEICHH 5T 5. LVFX RIS D N A
FTRA T T 40T 100% TH Y, [F—K 5, F—HE
2 & 24D HREOEAOY) Y B 2 FHEIE L7 EFTH
%o

AHER L LVFX FESH] 0 @5 35 K 0 72 @ 129206 L 7255 11T
MR T dH % o 4l ESERIC X 2 IRHRANEY) &HIT S h
7R ERIRGSIE LR 9 5 LVEX {EFSEO A RIS OWT, 14T
T /R O F RN R 2 FAEE (2R & LT, BE
17 ® pazufloxacin (PZFX) ZXHRIZ L C, £ ikt HEfE 2
LA —7 2 7 VLGB Z 5T L, LVFX 430 PZFX
WP BIELTEEMGET B 2 & & Lz 72, BRI & L
T, RSB GH T RIS 12 LVFX B3I E) ) B
AT, AL LR E R L7720 T, ZofE% i<
WET %,

Tk, ARRBE TEIE RO BIKREBRO IO I (GCP) 12
B3 244 JCE 94E 3 H 27 HIEAA 445 28 ) 2T L
THEM L7z,

L. MRELVAEE

AR OEBAMIEE 1L — Z 3RS GO, BHA)
THY, 201245 25 2014 4 2 H 12 61 Jitiak D EHEB%
BIC%E N L 720 (JAPIC Clinical Trials Information %4%
%45 JapicCTI-121819)

I OE"S

TSI X 2 RBE NS O 2P BRI g8, A
PRI, UTHMETEREIE 98 & 51 S 7z, 20 2L 1,
T RUTOBZFZ NG L Lz,

B BOBILHEL, HARMS LSS IR
e\ BT A ERIRIREBRFE O 7DD H A4 KI5 4 v —5 1
W—(LLF, 1T A FI4 2)NhE->T, T X
IR LTz ok, HRMEEHGN 3 2 2B OPRS
FOZENEOBENS, WTRORBIIBWTY, 1K
WEES T =T, BCEREZBRREY T —T VEH
B L T2 EE, BE R IR B ZE M)A <2 1 i L i v B A
MRASHEAT ST B 3, WG B DAL O IR IEGAE &
PEFE L T b B, RBRER S HH 30 H LN IZ
LVFX XIE PZFX 552N Twa i, mEEON, X
BB EZ AT A BB R ERIRNEN O Lz, &
B, BBOIERIZE D, BENHABOENB L OHE,
FRENZRRB L Okt ZiconwTEFEEH T
BLHtR, BEAN XD CGRICTHERZ 72,

1) kR R
O etk
QBRI EISEDO N T * 22 L
GFEIR - FITHL © 37.5C DL Eooss#h, W, IR, S

HimowThhr e 63 5%

@ISR © P 5-BIGRTIRIE AT T RO W o S e 2§ 72
THE
- JEROR 2 F O 72T E O FESE 1 10 WBCs/uL BLE
- FEaELOR & 72 PR ERERRCTE - Bk
- JRILHE M 0 5 WBCs/hpf Bl I

IR © 4 FBYIR A T 3 HT 5 8 SR i 85
BRI A & 2 IR S, O BERARN T
HbEH

OFIEH : SHOFEL Y 3 HUHNOBEH

DT OFSIERI © 4 OFSRERT 4 [ LI B 3 4%
DIFERD T\ B
2) BRI, MRS

O = A

QUMY R IR RGSRE D R T FREO W I D LM 4 iy
AR
RIS R T RERBRE AT S
CRBIEAGEOFET], BE, BESICHEST a8

PN BERFERE) 2635
- B

GEIR - TR« Treo L7 B

- BUMEVERF AR S% 0 375C DLl oo, M, MR ER
i, UEFEROWT 2 AT 5 EE

- BUEVERE IR 2% ¢ PR, RIEYERE, BURSUE TV
BOVWTNDEHT 5 HBE

@RRIR © P 5-BIGRTIRIE AT T R oW o Fe e % §ii 72
THE
- JER R 2 F O 72T E O FESE 1 10 WBCs/uL BL k.
- FEELOR & 72 PR RCEE ¢ Bk
- JRILIESEM © 5 WBCs/hpf DL L

IR © 4 HBYIR A T W 5 8 SR i 85
e TR A & 22 HERR S I, P OHEAENET
B b HEF
2. kBt

O BRI (LVFX EHE3E - - = aAat) 1 vy 7
HIZ LVFX (k& LC) 2 500 mg 547 L, A3
P L 72 B IR NP 5-FE40I (100 mL)

@xtESE (PZFX : KIEEIIER SRR A 13y 7
HIZ PZFX % 500 mg & A L, A AEICHEmR L 72
FHIR N G- (100 mL)

GLVFX 0k (5 — = 3bpkaU a4k - 18P Ic LVFX
(AR ELT) 2500mg EHTAHT4NVAT—T 4
VT
3. RERFHA VB X O

TNV IEGABR E U, GRS T/ ok Ry O M T AR )
RaialE (F%HE) LT, LVEX IEFEOHHMELC
DWT PZFX ZadEdE & LTI ZMEE L7z, LVFX
T3 & PZFX O BRF OHMER B L Ok - &R 7%
D, BIAREZHERT 2 ZEDPHETHL 05,
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BWALIZAT DR b o 72,

FEHURR, PRssht v ¥ — I CHBA (AP
PEE L%, SR RE R, BAEERS) &R
T & LT, LVFXEHHEEYS (AR i PZFX 45
BH) OWFNAICL 1 DL TEAELIZE AT 720

HEBAEE, A®E 16261, B 162 6 (&5t 324 1)
E L7 BB ERIIE, BV R R ESGE 2 X LT
SRS G- % T R O M 1 &) R 2 LVEX 14 361
78%, PZFX 1x 73% & i L7zIg, #riti)) 80% T (A
AKHEF I 25%) TIHEME (A=10%) % HAET & 2 Wb
BT 1B 1204 TH Y, 20% OBESE LB L TREL
720

4. $e5H7k

FREOPG R L FIORT,

ABELVFX {ES 32 1101500 mg 1 H 18 (W] #E %
FR Y 24 WEEIHIFE) , %9 60 43-7%°) T 5 H s EHIR % 5
L, {EFEEEG#THEE 6 HH) 225 LVFX &%
1500 mg 1 H 185 HRE#EO8HS Lz,

B# :PZFX # 10 500mg1l H 211 B - 4, "hgsk
FRD 12 BERIEIRE), 30~60 4373 T 5 H AT IR N %
5L, {ESEERGHTEE 6 HH) »5 LVFX #1135
Z 1l 500mgl H 105 0BRSS L7z,

B, FEIR - TROEAL, B 5 \VIZRERER 5 BLGH
53 HZ®M L THIER - FTotEs B 5NT, ik
WS OEES T L MW SN D564, JEIHE O A&
YRS R LIS X DS OEESLE L WS b
WA IR B I L, #UARERICU YRS
NP B

5. PBEAEEIRSEE X OVBF AR ks

RERIE DR B T T L O NI BB R e
*ERLT, UToHEESE, pRSNEREZZE L
720 BB, MHLBE1E BEOMSEEZEZEDS 2,
N s e (e B R B Al

1) PrHEELSE

KB OB G W (5B~ 5-8 T /Hik) 1,
MDY IEDOWIRIZTES, PFLERE, JikiEoiks
L F=va i 10meg/HEBRLRIBREA T
4 FoLEg LW AES, 7Vvvera 7273 b5
VIR, SRS HEhTo 7 v v E e 7 2 U T F
Y F ViR DA OB A O, o B %S o $EF
e EOBH &R L 72,

2)  DRHIEEIEED:

REE OR G- W (5B~ 54T /dik) 14,
— MR\ PUR G & A7 B TR A & TV 72 R TR
HOLZRITEA, REANOULE - T4l % 221k L 72,

6. P - BigLEAE

A - BISEHONBFEIUTOLEBY TH 5,

1) BETR

R G- BAARILC, AEH, MR, ARE, BRYWES W

%, MREOHE(KEDA), IREEAGEDREERE, £

B, HCEROAFHEFITOWTHAL 72

2)  HREIEIR - BIRFT R

BISRIHBEIZE LT A R4 2129w, MRS
B RB X OB B R I, e, B X
OV, HEAEE R 28l HRR, SR, IREY)EIK
BIOTERRE Lz iR (K (22w, ES
FHGHIE 1 H 3 M, Z OO BIERHIIZR %RE  (Kii
e U7z BRZEREING, TRGTSESR 5-BaaRT, (RATIER
T/HIERE, LVEX BO%E5#T 5~9 HiE (LT, #
WHE & RT) R E L, LVFX ROEHEGHT 4~6
Atk (LT, B3 LRT) IZLEIIE L TITo 72,
3) MRk

JRAMEREARIE, YU AV b E¥% w7z dip slide T
FEhti U720 FIEHRRATIRZ 7 ) H )V b EPORHIIZIZ L
72, BRAUSHELST 2 74 = RIS L TR #E L 72,
10' CFU/mL DL - MR % 208 - [5E L, A MPiE i
3 5 HEHI B Z M 1% Clinical and Laboratory Standards
Institute (CLSI) P12 U 7S AR A IR Tl E L
72%7 Escherichia coli, Klebsiella pneumoniae, Klebsiella oxy-
toca, 3 & U Proteus mirabilis 23458 & 7235613, CLSI
D LBV IEE R RELIRI -7 7 v — ¥
(extended-spectrum B-lactamase : ESBL) FEAE DA %
FERR L 727 MARRENG, VG SRS G- BAAHT, EATSE/ T/
HbRE, LVFEX #5547 5~9 HER (LUF, H#CH
EERT) EWHEE L, LVEX BROSEE5HT 4~6 B
(CUF, FFHEERT) BB LT o7,

4)  BERRMRAR

F BB B\ T, TSRS AATT, TESEER T/
ORI, R ERICARIMERE, ~NEZOb v, Av
N7 Yy ME, FERE, FnEkRE (R, R
B, WpEk, U oosER, HERZR L), /MR, ey
v, AST, ALT, ALP, y-GT, LDH, CPK, BUN,
Mz vy F=>, MiEEHE Na, K, CD, Iif CRP
GERAE) ZWE L7,

5 AEHEHRZL

R G- H 2 ORI E E TICRIALE, 5
WHIFFE LR, HHWVITEML 2w (ERRE
i, XA ZNHA Y ORFEEES), ERIIHERE A E
HRLER Lo HEHLIRILL 2GS, HL4, B
HH, Wi, e x2iAil, WiERR) AEHEH
B8, KT 5 FCBIZ Lz, MRRAEET LRI
WU, B2 T YU AR Yy 382 VAT 2k 48 1Y
BEZ, BRNICERGEHTHI G2 AERRL
L7z

7. FHtIEHE ORI E N B L O E SR

F2 B I X RS SR T /IR R ORI T AR R &
L7z RIREFMIE B, TEGFSERET /W IR O BRR AR,



VOL. 64 NO. 6 PR B I HAE L

49 % LVEX JE53E 0 5 TIT A1 Fe i bR 799

R E B X O EOMA R R B X ORRIR %)
%,&5ﬁ%@ﬁ%@%ﬁ,%%w%kbto

1) AR O K %

HEIZE LT A KT A4 > OB R BB iE o F i
WZHELL, TARD), TR S0 MHEARE] o 3 BBy T
HE L e T/, TR &, [kt (SRS B
(AR (B s ") ] 30 [Z o] 12558
L7z PHEARENE, IEBBLSLOEH % HIIZHUR
SEOEW - B, MREPFNRELZEEL TWinik
L7,

FEAMIERIN L, JEG /T /b g, W U E L,
FRIEH A 2 O IR R A R O BE % KR
& L7

2)  ERREDR O E

I LA A B4 L, REBERYE

RN 2 HEER (BB EEDT) X0 [Hx], [
B O0F THEARRE] @ SBERECHE L7z, NHEARE
&, MRBEBLINIH T 2 E L THIREOLE - 8
e G- 7 L& o 72 BB & Lz

FEANRE UL, {5 T /bl kg, i e 2 L H E L,
TS E R 8 O MR =R RSB R O B % x4
kL7

3) BEEDOHE

FERGOEEEZ, [BE] HESE] 0 [HE)]
D 3EBETHE L7z, kB & ORBEBRIE, LA
ERL ORI 2 W5k, R OER (GRS, &
PR, PRH3ER L) OFELR EZ2MELCIEMEDS 0 | X
W TREEZR L o 2 BBECHlE L, RBRE & oK ER%
ATBEHED ) | & He SNz HGE2RWER LD - 72,

8. MEt M Tk

1) fEHTSEM

TRV R EFNIEBFEHED S B, FHA% GCP
(A ERARER, BT & LOERRER) OF,
AT MG SN holzd, B L ORBRIEE
ENFBOFERZOWE - BB T 57272 e
TERPoIHEEBROIERE L,

ARNVERAT O T 72 20 RENNZ, AN S 4N
BHOH B EEEEC#E A L 72%E M (Per Protocol
Set, PPS) & L, AKMRORERGHEBLE (LVFX 443
3HMM L, i PZFX3 A GH) ML) #5%2TL,
B 5 PG O RS W B 10 CFU/mL BLE (Zetkvp
BROYA1E 10° CFU/mL D) &L, EALEHE (G#
POk PRAVIEHE, ORI - I, PRI, BEADEED 12
ML T e WA & 58 6 72 0 TR H G AT R R4 X
PPS#RH® 9 %, LVFX RSO MRIEHE) 80% LI F (4
EN%%%TLt%I&LtOE%ﬂ%%ﬁﬂ%%E

HHECHE T SRR 0 9 B, ﬂ%imw%w(%
#‘Jmﬁﬁxﬂ CHEENTENE L

2) TG H O fFdT

WS KT /IR O £ 3 5B OM N AR R (%)
) OREEMED L O oMM 95% FEX M Z KD,
HSHMoGRE 0% (LVFX -PZFX) o EffEEits L o
Z O 95% 15 B 2 5 L 720 FEX o T RAEAS
[ —10% D Eo¥é, LVEX J41381% PZFEX ICHRIRIYIC
vk Lz,

3)  EIKEFAMGIE H DT

RS T /AR O BRIR AR, i 2 B L OFEFH
E DM FRIR B L OCERIREIRIZOWT, RERB K
ORGHEF OB RO piffiE s X 2 omi 95% 15
XMz KDz 25T, KEE R OW KR O el
B L OZ O 95% 1:.*EEF’EJ%1WJ7’_O

4)  REWDMHNT

BEHLE B L UEITEHOERNE, K58 CHLH),
EEEER, EAEERNCSHER O mHEE B L 2 ol
95% XM Z I Lz, S612, &EHHOBHEED

O EHEEMEB X o 95% 1u¢EEF‘i€'ﬁtH L7

9. JEBIOILY P

FEBIOWL Y P X TR H /P 5- 5 MBI O 21,
R, FEERMIC X AIERRFATIE LT, F
7o, FEATEERG CUIGHHEER) 12 X 2 HRAER O FHli 5
B L OHERELHEOZMEITONWTD, EFRES
I CTHERR L 72,

nm i e

1. FEBIRE R

FIRNT R G AL D B HH % Table 1 1R T,

Bfkid 325 B (A T 0 162 %), BHE 1 16361 TH -7,

TRV RERNT A BEAY 162 1, B #EAY 162 BT
HY, AEHAO 1 (B RBESEs KIS (FEH T
FEREREESEEE) Tho 7o,

PPS X A #EAY127 5, BEED 125 6] TdH - 72. PPS
OAFRHAH (FEBEERD V) (IG5 O R AP AITE
BAE (ABE2560, BE32H) dEL L, H5HMH
AR (A6, BHEES B, SRIME L FRA S8
(ABE3pI, BRE2H)), LHORE - MAERE (A
Be240, BHE1B, ﬁ%’cﬂﬁ% (A RE3BY), DR
PR GER (AR 1B, BHEE 16, &5A458EF (B
1P TH o7z B, WHEHEMENTERIT A #25126
B, BHREAY 124 B, PRIEHEfAT R EIZ A #EA391 49, B
T BIBITH - 720

2 %%dbﬁ.

1) ANEEFHFRY B X V2 oo FE 8 o 45k

PPS ®BHE 5% Table 2 127”7,

EPBO T NI FN B L OZF oo FEHEMHE DI
PRI, WRERIICR & RERRO SN h o7z, SR
PEERE S (T_TEM) OFHERIL ARES295%, B
431 TH Y, MHMOTPHEISKEFN A EE (t
Mg @ P=0.0203) 25580 b7z, AR S8 A B



800 H A b = f 8 % & M &S NOV. 2016
Table 1. Subjects evaluated in analysis
Acu;:f ;z;zlr;l}iliitci:ted p(;err:)lrI: (lei;}?:tcils Complicated cystitis Total

Treatment group A B A B A B A B
Subjects

randomized 52 52 61 60 49 51 162 163
Evaluation of safety 52 52 61 59 49 51 162 162
Full analysis set (FAS) 52 52 59 59 48 51 159 162
Per protocol set (PPS) 43 37 45 45 39 43 127 125
Evaluation of cure 43 37 45 45 38 42 126 124
Evaluation of recurrence 34 29 31 29 26 31 91 89

A group: intravenous LVFX 500 mg once daily for 5 days followed by oral LVFX 500 mg once daily for 5 days. B group: intravenous
PZFX 500 mg twice daily for 5 days followed by oral LVFX 500 mg once daily for 5 days.

689 7%, BRE710/ETH Y, 60 &Ll LA 9H7E 572,

2) JEHEONR

PPS O %45 fl#a T O KW & KK W O Wik % Table 3
[z N

PPS OfENTEER 2> & 5 S 72 R R 13 A 7T 163
Bk, BHET 151 Bk T o 72 WRE D BERREIC R & 7213
%<, EREHE O MERIX E. coli Y A £ 589% (96/
163 #), B #f 55.6% (84/151 #k) L e b wi <, KW T En-
terococcus faecalis % A TF 14.1% (23/163 #), B #F 13.9%
(21/151 %) TdH o 720 F 7 1 Y Wif ¥ E. coli (LVFX
MIC : 8 ug/mL LA 1) D5 HERRE L, Bk HOREIE
JTIL A TED95% (4/42#%), BHEAT3.6% (1/28 1),
BMEVER 2B 2T A BEDS 12.9% (4/31 #k), B HEAY 21.2%
(7/33 1), HBHEVEBIE 4T A BEAT261% (6/234k), B
FEAT13.0% (3/23 Bk) TH o720 ESBL AL A BT
¥k (E.coli7#k, K.pneumoniae 1 #k), BH#E T7#k (E
coli 6 ¥k, K. oxytoca 1 #k) 235rHES 7z,

3) B OG- WIH

PPS OEH #F 5- W (mean=SD) & A #2349+
029 HIH, B#EAY49+039 HMTH Y, LVFX #EI 13 %
EUREGHIMIE AREASITE129 HIE, BREEA 95+
161 HETH - 720

AN R B O GHE 5] (mean +SD) X
AREAS48+072 HH, BREA 48066 HE TaH b,
LVFX #5113 % & &4 G- W M 13 A BEA394+2.04 H
M, B#AY93=£203 HMTH o720

3. HEME

1) MR

B E 2Z09Rh R & Table 4, WAER] MIC Bl %3
% Table 5 (FEHFEM T/ ILIE) 3 X OF Table 6 GH¥HI
E) R,

(1) ESFERT /b

FHEHl T 21954 T/ ko AR, AR
A393.7% (119/127, 95% SHIX [ : 89.5~979), B#E2S
89.5% (111/124, 95% fEHHIX[H : 84.1~949) TH Y, #

713 4.2% (95% fEHIXH] @ —27~110) TH o7z, #if
72D 9%5% EHXHO TRMEPIELE~—Y D
-10% % LMl > 72728, LVFX {14380 PZFX 12359 5
BV HRES NTzo b, BRIOTENL, AN [1F
wel 260, TRz 261, [Zoft] 4B1THY, BN
[fifel 480, TRz 46, TZ2ofll 58Th o7z,
A BEOBHBRIARNFIL, S HAE B 2% 95.3%
(41/43), BUEVET 965 93.3% (42/45), BUEVEREIE
%3 92.3%(36/39) TH o 720 10% YL LEOTER 13 % <,
BEARFREE 5720 LVFX {930 3272 WA R g1,
E. coli 7397.9% (94/96), E. faecalis %% 100.0% (23/23),
K. pneumoniae %% 100.0% (12/12) T& - 7z fi#ild E. coli
D 2HTH Y, LVFX & MIC 12 <006 ug/mL & 16 ug/
mL Td o7z, HGHRMBBIE I 3T, WRIZ Staphylo-
coccus epidermidis (1 ¥k BHEVERENESE),  Staphylococcus
haemolyticus (1 ¥k ; #BIAEEBEIESS), y-hemolytic strepto-
cocci (1 ¥k BV %) Tho7z,
(2) BHCHE (LVFX #3587 5~9 Hi%)
BHCHE DA REIE, A BT 76.2% (96/126), BHET
79.7% (98/123) Ta V), KEMI AL —35% (95% 15 #HIX
1 —138~68) Th o7z, &b, MIOHHIL, A DS
[frdel 1560, (W2 9B, [ Bl 6], BEED
(el 861, [HZAL 1161, [Zofi] 6 BITH -7z,
A BEOBBIA R, Sk BRI T 4% 81.4%
(35/43), BUHENER i 9553 73.3% (33/45), BUHEVERZINE
RAST3.7% (28/38) THho7zo WML, BHEMEREME A
3 —12.0(95% BHEX [ : —29.6~55) & 10% L FoE%
RO, T OMIBARRE 5720 A BED E 2 H A
MR HIZ, E. coli 3 85.7% (78/91), E. faecalis %% 91.3%
(21/23), K. pneumoniae %5100.0% (12/12) Td -7z 1f
el E. coli 13 ¥k & E. faecalis 24 T&H Y, LVFX & MIC
13 <0.06 ug/mL 2° 5 16 ug/mL OFPHIZ 545 L 720 &
Lt MBLE X 12 8T, WARIZ Staphylococcus aureus (2
BBV B A, HAMEEREIRS) . S. epidermidis (2
FR & D ICHIMEMEBEE S ), coagulase negative staphylo-
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Table 3. Total bacterial count and causative organisms at start of treatment (PPS)
. .| Acute uncomplicated Complicated . .
Diagnosis . . Complicated cystitis Total
pyelonephritis pyelonephritis
Treatment group A B A B A B A B
No. of patients 43 37 45 45 39 43 127 125
Gram-positive bacteria sub total 7 16 17 8 17 21 41 45

Staphylococcus aureus 1(2.0) 1(1.7) 1(2.2) 3(5.7) 5(9.1) 4(2.5) 7 (4.6)

Staphylococcus aureus (MRSA) 1 1 2 1 3
Staphylococcus capitis 1(1.9) 1(0.6) 0(0.0)
Staphylococcus epidermidis 2(4.3) 1(1.9) 1(1.8) 1(0.6) 3(2.0)
Staphylococcus haemolyticus 1(2.0) 1(2.0) 1(1.7) 2(4.3) 1(1.9) 2(3.6) 3(1.8) 5(3.3)
Staphylococcus saprophyticus 1(2.0) 1(2.0) 1(1.7) 2(1.2) 1(0.7)
Streptococcus agalactiae 1(2.0) 3(6.0) 2(3.3) 3(5.7) 2(3.6) 6(3.7) 5(3.3)
a-hemolytic streptococci 1(2.0) 0(0.0) 1(0.7)
y-hemolytic streptococci 1(2.0) 1(0.6) 0(0.0)

Enterococcus faecalis 3(6.0) 8(16.0) | 12(20.0) 3(6.5) 8(15.1) 10(18.2) | 23(14.1) 21(13.9)

Enterococcus faecium 1(1.8) 0(0.0) 1(0.7)
Enterococcus avium 1(2.0) 0(0.0) 1(0.7)

Gram-negative bacteria sub total | 43 34 43 38 36 34 122 106

Escherichia coli 42(84.0) 28(56.0) | 31(51.7) 33(717) | 23(434) 23(418) | 96(58.9) 84 (55.6)

Escherichia coli (LVFX-resistant) 4 1 4 7 6 3 14 11

Escherichia coli (ESBL +) 1 3 5 3 1 7 6
Citrobacter freundii 1(1.7) 1(1.9) 2(1.2) 0(0.0)
Citrobacter koseri 2(3.6) 0(0.0) 2(1.3)
Klebsiella pneumoniae 3(6.0) 7(11.7) 1(2.2) 5(9.4) 2(3.6) 12(7.4) 6 (4.0)

Klebsiella pneumoniae (ESBL +) 1 0
Klebsiella oxytoca 2(3.8) 3(5.5) 2(1.2) 3(2.0)

Klebsiella oxytoca (ESBL + ) 1 0 1
Enterobacter cloacae 1(1.8) 0(0.0) 1(0.7)
Enterobacter aerogenes 1(2.0) 1(1.7) 1(1.9) 2(1.2) 1(0.7)
Serratia marcescens 1(1.7) 1(2.2) 1(1.9) 2(1.2) 1(0.7)
Proteus mirabilis 1(2.0) 1(2.0) 1(1.7) 1(1.9) 3(1.8) 1(0.7)
Proteus penneri 1(1.9) 1(0.6) 0(0.0)
Morganella morganii 1(2.2) 0(0.0) 1(0.7)
Providencia rettgeri 1(12.2) 0(0.0) 1(0.7)
Enterobacteriaceae 1(1.8) 0(0.0) 1(0.7)
Pseudomonas spp. 1(1.7) 1(2.2) 1(0.6) 1(0.7)
Pseudomonas aeruginosa 1(1.9) 1(1.8) 1(0.6) 1(0.7)
Acinetobacter baumannii 1(1.8) 0(0.0) 1(0.7)
Aerobic gram-negative rods 1(2.0) 0(0.0) 1(0.7)

Total strains 50 50 60 46 53 55 163 151

():%

A group: intravenous LVFX 500 mg once daily for 5 days followed by oral LVEX 500 mg once daily for 5 days. B group: intravenous PZFX 500

mg twice daily for 5 days followed by oral LVFX 500 mg once daily for 5 days.
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RO 7S, EOMIBERFRESE > 720 PG % MBI 14
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Table 4. Microbiological outcomes
Int
Evaluation . . Treatment L . . Efficacy rate (%) ® n ergrou;}))
. Diagnosis Eradication | Failure | Indeterminate | Total difference
visit group (95% CI) ©
(95% CI) ©
At the end of | Acute uncomplicated A 41 2 0 43 95.3 (89.1, 100.0) 37(~73,147)
the pyelonephritis B 33 3 1 37 | 917 (82.6,100.0) ’ e
intravenous Complicated A 42 3 0 45 | 93.3(86.0,100.0)
treatment - 8.9(—4.0,21.7)
pyelonephritis B 38 7 0 45 84.4(73.9,95.0)
Complicated A 36 3 0 39 92.3 (83.9, 100.0)
o 0.7 (- 12.0, 10.6)
cystitis B 40 3 0 43 93.0 (85.4, 100.0)
A 119 8 0 127 93.7 (89.5,97.9)
Total 42(—2.7,11.0)
B 111 13 1 125 89.5(84.1,94.9)
5-9 days after | Acute uncomplicated A 35 8 0 43 81.4(69.8, 93.0) 47 (~209,115)
completion of pyelonephritis B 31 5 1 37 86.1(74.8,97.4) ’ oo
therapy Complicated A 33 12 0 45 | 73.3(60.4,86.3) 44(—143,23.1)
pyelonephritis B 31 14 0 45 | 68.9 (55.4, 82.4) ’ e
Complicated A 28 10 0 38 73.7(59.7,87.7)
- —12.0 (—29.6,5.5)
cystitis B 36 6 0 42 85.7(75.1,96.3)
A 9% 30 0 126 | 76.2(68.8,83.6)
Total —35(-138,6.8)
B 98 25 1 124 79.7 (72.6, 86.8)

4-6 weeks | Acute uncomplicated A 30 4 0 34 88.2(77.4,99.1) 5.5 (—12.0,23.0)
after the end pyelonephritis B 24 5 0 29 | 82.8(69.0,96.5) ’ e
of treatment Complicated A 22 9 0 31 | 71.0(55.0,86.9) 55(~ 15.1,290)

pyelonephritis B 19 10 0 29 | 65.5(48.2,82.8) ’ e
Complicated A 22 4 0 26 84.6(70.7,98.5)
» 104 (—10.3,31.1)
cystitis B 23 8 0 31 74.2 (58.8, 89.6)
A 74 17 0 91 81.3(73.3,89.3)
Total 7.2(-5.0,19.3)
B 66 23 0 89 | 74.2(65.1,83.3)

A group: intravenous LVFX 500 mg once daily for 5 days followed by oral LVFX 500 mg once daily for 5 days. B group: intravenous PZFX
500 mg twice daily for 5 days followed by oral LVFX 500 mg once daily for 5 days.

% Number of effective per number of “Effective + Failure”, excluding those that were “indeterminate”

b: Rate in group A minus rate in group B
¢ Confidence interval was calculated using normal approximation
__:Underline is primary endpoint
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Table 5. Microbiological response to MICs of LVEX up to the end of the intravenous treatment

Treatment LVFXMIC® («g/mL) Eradication
Causative bacteria group <0.06| 0.12 | 025 | 0.5 1 2 4 8 16 32 64 | 128 | >128| Total | Rate(%)"
Gram-positive bacteria
Staphylococcus A 1/1 | 1/1 1/1 1/1 4/4 100.0
aureus B 1/1 | 2/2 1/1 1/1 0/2 5/7 714
MRSA A 1/1 1/1 100.0
B 1/1 0/2 1/3 33.3
Staphylococcus A 1/1 1/1 100.0
epidermidis B 1/1 1/1 1/1 3/3 100.0
Staphylococcus A 1/1 | 1/1 1/1 3/3 100.0
haemolyticus B 1/1 | 1/1 2/2 1/1 5/5 100.0
Staphylococcus A 2/2 2/2 100.0
saprophyticus B 1/1 1/1 100.0
Streptococcus A 2/2 | 4/4 6/6 100.0
agalactiae B 4/4 | 1/1 5/5 100.0
Enterococcus A 1/1 15/15| 7/7 23/23 100.0
Sfaecalis B 12/12| 8/8 0/1 20/21 95.2
Others A 1/1 1/1 2/2 100.0
B 1/1 | 1/1 1/1 3/3 100.0
Gram-negative bacteria
Escherichia coli A 65/66 | 1/1 | 4/4 | 7/7 | 3/3 | 1/1 4/4 |1 6/7 | 1/1 | 1/1 1/1 | 94/96 97.9
B 55/55| 6/6 | 3/3 | 7/7 2/2 | 2/2 | 8/8 | 1/1 84/84 100.0
ESBL (+) E. coli A 1/1 1/1 | 3/3 1/1 11 | 7/7 100.0
B 2/2 3/3 | 1/1 6/6 100.0
Citrobacter spp. A 1/1 | 1/1 2/2 100.0
B 2/2 2/2 100.0
Klebsiella A 77 | 2/2 3/3 12/12 100.0
pneumoniae B 4/4 | 2/2 6/6 100.0
Klebsiella A 2/2 2/2 100.0
oxytoca B 2/2 1/1 3/3 100.0
Enterobacter spp. A 1/1 | 1/1 2/2 100.0
B 1/1 1/1 2/2 100.0
Serratia A 1/1 1/1 2/2 100.0
marcescens B 1/1 1/1 100.0
Proteus spp. A 4/4 4/4 100.0
B 1/1 1/1 100.0
Pseudomonas spp. A 1/1 1/1 2/2 100.0
B 1/1 0/1 1/2 50.0
Others A NA
B 1/1 | 2/2 1/1 1/1 5/5 100.0
Total® A 82/83 | 6/6 [10/10|16/16/22/22| 9/9 5/5 | 6/7 | 2/2 | 1/1 2/2 |161/163] 988
B 65/65 [15/15| 7/7 |13/13|14/14|10/10| 3/3 | 5/5 | 8/8 | 5/6 1/1 1/4 |147/151 97.4

A group: intravenous LVFX 500 mg once daily for 5 days followed by oral LVFX 500 mg once daily for 5 days. B group: intravenous PZFX 500 mg
twice daily for 5 days followed by oral LVFX 500 mg once daily for 5 days.

% Based on CLSI methodology

b Numbers of pathogens eradicated at the evaluation per all isolated at admission in the evaluable patients

NA: not applicable

162, 95% fEHAX I : 374~527), REMIZZIE —0.6% (95%  FEREFEN OF FEHELIEHZ, BEDY A £ 50.0% (81/
BHIXH © -114~102) Th o7z 7z, WHEHEDH  162), BHE 53.7%(87/162), HAFREAT A 1 6.8%(11/162),
RGBT A BT 53.1% (86/162, 95% 1EHX M B 5.6%(9/162), HPEEAS A B 0.6%(1/162), B 0.6%
454~60.8), B # T 55.6% (90/162, 95% 15 HHIX [H] : 47.9~ (17162) THhH, TNZIOFIEE TIRGRHMICKE %
63.2), BEMIZEIE —25% (95% EHXH : —133~84) T  EdAd o7

b, BHHMEIIKREREI D072, HRHELZTO
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Table 6. Microbiological response to MICs of LVFX up to 5-9 days after completion of therapy

Treatment LVFX MIC* («g/mL) Eradication
Causative bacteria group | <0.06/ 0.12 | 0.25 | 0.5 1 2 4 8 16 32 64 | 128 | >128 | Total | Rate(%)"
Gram-positive bacteria
Staphylococcus A 1/1 | 1/1 1/1 1/1 4/4 100.0
aureus B 1/1 | 2/2 1/1 1/1 5/5 100.0
MRSA A 1/1 1/1 100.0
B 1/1 1/1 2/2 100.0
Staphylococcus A 1/1 1/1 100.0
epidermidis B 1/1 1/1 0/1 2/3 66.7
Staphylococcus A 1/1 | 1/1 1/1 3/3 100.0
haemolyticus B 1/1 | 1/1 2/2 1/1 5/5 100.0
Staphylococcus A 2/2 2/2 100.0
saprophyticus B 1/1 1/1 100.0
Streptococcus A 2/2 | 4/4 6/6 100.0
agalactiae B 3/4 | 1/1 4/5 80.0
Enterococcus A 1/1 13/15| 7/7 21/23 91.3
faecalis B 11/11| 7/8 0/1 18/20 90.0
Others A 1/1 1/1 100.0
B 1/1 | 1/1 1/1 3/3 100.0
Gram-negative bacteria
Escherichia coli A 62/65| 1/1 | 3/4 | 7/7 | 1/3 | 0/1 0/2 | 1/5 | 1/1 | 1/1 1/1 78/91 85.7
B 53/53| 5/5 | 3/3 | 6/7 0/1 | 2/2 | 5/7 | 1/1 75/79 94.9
ESBL (+) E. coli A 1/1 1/3 1/1 /1 | 4/6 66.7
B 2/2 2/2 | 1/1 5/5 100.0
Citrobacter spp. A 1/1 | 1/1 2/2 100.0
B 2/2 2/2 100.0
Klebsiella A 77 | 2/2 3/3 12/12 100.0
pneumoniae B 3/3 | 2/2 5/5 100.0
Klebsiella A 2/2 2/2 100.0
oxytoca B 2/2 1/1 3/3 100.0
Enterobacter spp. A 1/1 | 1/1 2/2 100.0
B 1/1 1/1 2/2 100.0
Serratia A 1/1 1/1 2/2 100.0
marcescens B 1/1 1/1 100.0
Proteus spp. A 4/4 4/4 100.0
B 1/1 1/1 100.0
Pseudomonas spp. A 1/1 1/1 2/2 100.0
B 1/1 1/1 2/2 100.0
Others A NA
B 1/1 | 2/2 1/1 0/1 4/5 100.0
Total® A 79/82| 6/6 | 9/10 |16/16|18/22| 7/8 1/3 | 1/5 | 2/2 | 1/1 2/2 |142/157 90.4
B 62/62 (14/14| 7/7 |11/13|13/13| 9/10 | 1/2 | 4/4 | 5/7 | 4/6 1/1 2/3  |133/142 93.7

A group: intravenous LVFX 500 mg once daily for 5 days followed by oral LVFX 500 mg once daily for 5 days. B group: intravenous PZFX 500 mg

twice daily for 5 days followed by oral LVFX 500 mg once daily for 5 days.
2 Based on the CLSI methodology
b Numbers of pathogens eradicated at the evaluation per all isolated at admission in the evaluable patients

NA: not applicable

2) EITEM

HIVEH OFEBLRIL Z Table 8 127”§
TR ST/ Ik £ TORIEAZEBARIE, AR
30.2% (49/162, 95% fEHX [ : 23.2~37.3), B #A% 26.5%
(43/162, 95% S HEIX ] : 19.7~33.3), HEMI#1Z 3.7% (95%

BHEIXH @ —61~135) T o 720 GHHE £ TORIEH

FEHHIT A BET 346% (56/162, 95% fEZHAIX [ : 27.2~
419), B BT 32.1%(52/162, 95% 1S HEIX [ : 24.9~39.3),
HEMZ1E 25% (95% BHEXH © -78~127) TH Y, &
GHMICKREREI LD o7 BEHNZFEFTICART
2% DA FACSBLL 22BIE & 2 oL, TESERALAT
BE80% (13/162), {EGFELZ ) 3K 6.2% (10/162), iE
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Table 7. Clinical outcomes
Int
Evaluation . . Treatment ; . Cure rate (%) ® n ergroup
. Diagnosis Cure | Failure | Indeterminate | Total difference”
visit group (95% CI) ©
(95% CI)©
At the end of | Acute uncomplicated A 22 21 0 43 | 51.2(36.2,66.1) | —12.7(—34.4,8.9)
the pyelonephritis B 23 13 1 37 | 63.9(48.2,79.6)
intravenous Complicated A 33 12 0 45 | 73.3(60.4, 86.3) 44(—14.3,23.1)
treatment pyelonephritis B 31 | 14 0 45 | 68.9(55.4,82.4)
Complicated A 19| 20 0 39 | 48.7(33.0.644) | —4.8(—264,16.9)
cystitis B 23 20 0 43 | 53.5(38.6,68.4)
Total A 74 53 0 127 | 58.3(49.7,66.8) —3.8(—15.9,8.3)
otal
B 77 | a7 1 125 | 62.1(53.6,70.6)
5-9 days after | Acute uncomplicated A 36 7 0 43 | 83.7(72.7,94.8) 3.2(—13.8,20.2)
completion of pyelonephritis B 29 7 1 37 | 80.6(67.6,93.5)
therapy Complicated A 36 8 1 45 | 81.8(70.4,93.2) —4.8(—20.0,10.3)
pyelonephritis B 39 6 0 45 | 86.7(76.7,96.6)
Complicated A 30 8 0 38 | 78.9(66.0,91.9) | —20(-19.6,15.6)
cystitis B 34 8 0 42 | 81.0(69.1,92.8)
Total A 102 | 23 1 126 | 81.6(74.8,884) | —1.3(—10.8,8.2)
o
B 102 21 1 124 | 82.9(76.3,89.6)
4-6 weeks | Acute uncomplicated A 30 4 — 34 | 88.2(77.4,99.1) 2.0 (—14.5,18.6)
after the end pyelonephritis B 25 4 — 29 | 86.2(73.7,98.8)
of treatment Complicated A 25 6 — 31 | 80.6(66.7,94.6) 4.8(—16.1,25.7)
pyelonephritis B 22 7 — 29 | 75.9(60.3,91.4)
Complicated A 24 2 — 26 | 92.3(82.1,100.0) | 11.7(—5.6,28.9)
cystitis B 25 6 — 31 80.6 (66.7, 94.6)
Total A 79 | 12 — 91 | 86.8(79.9,93.8) 59 (—4.8,16.6)
otal
B 72| 17 — 89 | 80.9(72.7,89.1)

A group: intravenous LVFX 500 mg once daily for 5 days followed by oral LVFX 500 mg once daily for 5 days. B group: intravenous
PZFX 500 mg twice daily for 5 days followed by oral LVFX 500 mg qd for 5 days.
 Number of effective per number of “Cure + Failure”, excluding cases classified as “indeterminate”
b: Rate in the LVFX group minus the rate in the PZFX group

¢ Confidence interval was calculated using normal approximation

Pyelonephritis
40 -
o
5
E 39
g
=
g 38 -
[N
£
£ v 11
2 1T
g 36
=
35 7
I I I I I I
Day 1 Day 2 Day 3 Day 4 Day 5 Day 6
OLVFX
n 88 88 88 86 86 16
mean +SD  38.46 + 0.860 37.82 £0.919 37.28 £ 0.767 36.97 + 0.544 36.74 + 0.440 36.59 + 0.586
median 38.40 37.65 37.10 36.90 36.70 36.70
min, max 36.5,40.1 36.4,40.1 36.0,39.5 35.8,38.5 35.5,38.4 35.1,37.4
APZFX
n 82 82 82 82 79 24
mean +SD  38.46 + 0.964 37.90 £ 0.982 37.30 £ 0.778 36.91 + 0.645 36.77 + 0.443 36.45 + 0.426
median 38.50 37.90 37.05 36.80 36.70 36.50
min, max 36.4,40.9 36.3,40.5 36.1, 40.2 35.9,39.8 36.0,39.3 35.6,37.3
Fig. 1. Mean +/— SD plots for maximum temperature (PPS).
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Pyelonephritis - LVFX
40
)
on
s 3
I
2
g 38
9
=
2 37
g
=)
E
2 36
=
35
1 1 1 1 1 1
Day 1 Day 2 Day 3 Day 4 Day 5 Day 6
OFradication
n 83 83 83 83 83 14
mean + SD  38.43 + 0.874 37.76 + 0.906 37.24 + 0.746 36.95 + 0.526 36.72 + 0.426 36.56 + 0.581
median 38.40 37.60 37.00 36.90 36.70 36.70
min, max  36.5,40.1 36.4,40.1 36.0,39.5 35.8,38.5 35.5,38.4 35.1,37.3
® Failure
n 5 5 5 3 3 2
mean +SD  38.92 + 0.363 38.74 £ 0.615 37.90 + 0.935 37.60 + 0.781 37.23 + 0.643 36.85+0.778
median 38.80 38.80 37.50 38.00 37.50 36.85
min, max  38.6,39.4 38.1,39.6 37.1,39.4 36.7,38.1 36.5,37.7 36.3,37.4

Fig. 2-1. Mean +/— SD plots for maximum temperature by microbiological outcome up to the end of the intravenous treatment (LVFX,

DPPS).

Pyelonephritis - PZFX

40 1
)
on
S 39 A
g
2
s 38 1
2
=
2 37 A
g
3
£
2 36
=
35 7
I I I I I I
Day 1 Day 2 Day 3 Day 4 Day 5 Day 6
OEradication
n 71 71 71 71 71 24
mean + SD  38.48 + 1.003 37.86 + 0.963 37.26 +0.750 36.82 + 0.482 36.76 + 0.341 36.45 + 0.426
median 38.50 37.80 37.00 36.80 36.70 36.50
min, max  36.4,40.9 36.3,40.5 36.1, 40.2 35.9,39.0 36.1,38.3 35.6,37.3
® Failure
n 10 10 10 10 7 0
mean + SD  38.41 +0.720 38.31 + 1.040 37.53 +0.987 37.38 + 1.163 36.56 + 0.276 NA
median 38.20 38.10 37.30 36.80 36.70 NA
min, max  37.3,39.6 36.7,39.9 36.1,39.1 36.5,39.8 36.0, 36.8 NA

Fig. 2-2. Mean + /— SD plots for maximum temperature by microbiological outcome up to the end of the intravenous treatment (PZFX,

PPS).

SRR 4.3% (7/162), ALT 8441 6.2% (10/162),
1 4.3%(7/162), AST 5l 4.3% (7/162), y-GT ¥h1 3.7% B 3.7%(6/162), Iirr ALP 540 3.1%(5/162), T¥#i 2.5%
(6/162), TE4F &7 8 MR % 3.1% (5/162) TH o720 B (4/162) TH o720

BEC 2% DL RICHHL L 7-RIERH & 2 o3s8=1E, TSR 3) EELAERGL

%96 8.6% (14/162), y-GT By 74% (12/162), ALT BRHEETICRCICW s 2 ERLIE, ABO L

BTN 4.9% (8/162), AST 33l 4.9% (8/162), H:GHRALAL
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Table 8. Incidences of adverse drug reactions
System Organ Class and Preferred Term * Up to the end of intravenous treatment | Up to 5-9 days after completion of therapy
Treatment group A B A B
Number of patients evaluated for safety 162 162 162 162
Number of events 105 131 123 156
Number of patients with adverse events (incidence, %) 49 (30.2) 43(26.5) 56 (34.6) 52 (32.1)
Intergroup difference (95% CI) 3.7(—6.1,13.5) 2.5(—7.8,12.7)
Infections and infestations 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Gingivitis 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Blood and lymphatic system disorders 0(0.0) 2(1.2) 0(0.0) 2(1.2)
Anaemia 0(0.0) 2(1.2) 0(0.0) 2(1.2)
Psychiatric disorders 0(0.0) 1(0.6) 2(1.2) 3(1.9)
Insomnia 0(0.0) 0(0.0) 2(1.2) 2(1.2)
Hallucination 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Nervous system disorders 2(1.2) 5(3.1) 3(1.9) 6(3.7)
Headache 2(1.2) 3(1.9) 2(1.2) 3(1.9)
Dizziness 1(0.6) 1(0.6) 1(0.6) 2(1.2)
Hypoaesthesia 1(0.6) 1(0.6) 1(0.6) 1(0.6)
Convulsion 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Migraine 0(0.0) 0(0.0) 1(0.6) 0(0.0)
Tremor 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Cardiac disorders 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Palpitations 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Vascular disorders 1(0.6) 2(1.2) 1(0.6) 3(1.9)
Phlebitis 1(0.6) 0(0.0) 1(0.6) 0(0.0)
Vascular pain 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Haemorrhage 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Hot flush 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Respiratory, thoracic and mediastinal disorders 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Respiration abnormal 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Gastrointestinal disorders 9(5.6) 8(4.9) 10 (6.2) 11 (6.8)
Diarrhoea 6(3.7) 4(2.5) 7(4.3) 4(2.5)
Nausea 1(0.6) 1(0.6) 2(1.2) 2(1.2)
Vomiting 1(0.6) 1(0.6) 1(0.6) 3(L.9)
Constipation 2(1.2) 1(0.6) 2(1.2) 1(0.6)
Abdominal discomfort 0(0.0) 0(0.0) 0(0.0) 2(1.2)
Abdominal pain upper 2(1.2) 0(0.0) 2(1.2) 0(0.0)
Abdominal distension 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Abdominal pain 1(0.6) 0(0.0) 1(0.6) 0(0.0)
Oral discomfort 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Skin and subcutaneous tissue disorders 2(1.2) 2(1.2) 3(1.9) 2(1.2)
Drug eruption 1(0.6) 1(0.6) 1(0.6) 1(0.6)
Erythema 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Hyperkeratosis 0(0.0) 0(0.0) 1(0.6) 0(0.0)
Pruritus 1(0.6) 0(0.0) 1(0.6) 0(0.0)
Musculoskeletal and connective tissue disorders 1(0.6) 0(0.0) 2(1.2) 0(0.0)
Myalgia 0(0.0) 0(0.0) 1(0.6) 0(0.0)
Neck pain 1(0.6) 0(0.0) 1(0.6) 0(0.0)
Tendon pain 0(0.0) 0(0.0) 1(0.6) 0(0.0)
Renal and urinary disorders 1(0.6) 1(0.6) 1(0.6) 1(0.6)
Haematuria 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Renal impairment 1(0.6) 0(0.0) 1(0.6) 0(0.0)
(Continued)

Bl (KEIRE) TH Y, BRETIZRDO SN L o7z. KB
HRAE I LVFX REIZRICE) 0 B R RIS BL L, FAERE IR
BETH Y, ABRZE & o RIR BRI EEVE R B IR O BEAE
FED DB Z EBLORBNRGHRT THRTHLZ EH

SR L & HE Sz WiHE E ToRCUANOE
A EELIT AR 3B (PERINEE, RERZ, 555,
B #E 3 Bl (&Gettk V) o o8 Z8fil, SRAE PR NBERE, 2 o
ANWAVEBIGSR) THolzo TNHLOEIEEIEBHO /
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Table 8. (Continued)
System Organ Class and Preferred Term * Up to the end of intravenous treatment Up to the test of cure
Treatment group A B A B
Number of patients evaluated for safety 162 162 162 162
General disorders and administration site conditions 23 (14.2) 19(11.7) 23 (14.2) 20 (12.3)
Injection site pain 7(4.3) 14 (8.6) 7(4.3) 14 (8.6)
Injection site erythema 13 (8.0) 6(3.7) 13 (8.0) 6(3.7)
Injection site pruritus 10 (6.2) 0(0.0) 10 (6.2) 0(0.0)
Injection site phlebitis 5(3.1) 2(1.2) 5(3.1) 2(1.2)
Injection site swelling 2(1.2) 1(0.6) 2(1.2) 1(0.6)
Injection site induration 0(0.0) 2(1.2) 0(0.0) 2(1.2)
Injection site hypoaesthesia 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Injection site reaction 1(0.6) 0(0.0) 1(0.6) 0(0.0)
Injection site warmth 1(0.6) 0(0.0) 1(0.6) 0(0.0)
Malaise 0(0.0) 0(0.0) 0(0.0) 1(0.6)
Investigations 17 (10.5) 14 (8.6) 22 (13.6) 19(11.7)
Alanine aminotransferase increased 6(3.7) 6(3.7) 10 (6.2) 8(4.9)
y-glutamyltransferase increased 5(3.1) 9(5.6) 6(3.7) 12 (7.4)
Aspartate aminotransferase increased 5(3.1) 6(3.7) 7(4.3) 8(4.9)
Blood alkaline phosphatase increased 1(0.6) 3(1.9) 2(1.2) 5(3.1)
Neutrophil count decreased 2(1.2) 1(0.6) 2(1.2) 2(1.2)
Blood creatine phosphokinase increased 3(1.9) 0(0.0) 3(1.9) 0(0.0)
Eosinophil count increased 0(0.0) 2(1.2) 1(0.6) 2(1.2)
Blood creatinine increased 1(0.6) 1(0.6) 1(0.6) 1(0.6)
Blood lactate dehydrogenase increased 0(0.0) 1(0.6) 0(0.0) 2(1.2)
Haematocrit decreased 1(0.6) 1(0.6) 1(0.6) 1(0.6)
Haemoglobin decreased 1(0.6) 1(0.6) 1(0.6) 1(0.6)
Blood potassium decreased 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Lymphocyte count decreased 0(0.0) 1(0.6) 0(0.0) 1(0.6)
Red blood cell count decreased 1(0.6) 0(0.0) 1(0.6) 0(0.0)
Eosinophil percentage increased 1(0.6) 0(0.0) 1(0.6) 0(0.0)

A group: intravenous LVFX 500 mg once daily for 5 days followed by oral LVFX 500 mg once daily for 5 days. B group: intravenous PZFX 500 mg
twice daily for 5 days followed by oral LVFX 500 mg once daily for 5 days.

2 System Organ Class and Preferred Term; MedDRA/J version 17.0

“System Organ Class” are presented in the internationally agreed order. “Preferred Term” are presented in descending order of overall incidence.
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A phase III, randomized, open-label study of sequential intravenous/oral levofloxacin in
comparison to sequential intravenous pazufloxacin/oral levofloxacin in adult
patients with urinary tract infection
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We conducted a multicenter, randomized, open-label non-inferiority study to evaluate the efficacy and
safety of intravenous (IV) levofloxacin (LVFX) 500 mg administered once daily in hospitalized adult patients
with urinary tract infections as compared to intravenous pazufloxacin (PZFX) 500 mg twice daily. The tar-
get subjects of the study were patients with acute uncomplicated pyelonephritis, complicated pyelonephritis
or complicated cystitis. The subjects were randomized through central registration to a group administered
LVFX 500 mg IV once daily for 5 days followed by oral LVFX 500 mg once daily for 5 days (LVFX/LVFX
group), or to a group administered PZFX 500 mg IV twice daily for 5 days followed by oral LVFX 500 mg
once daily for 5 days (PZFX/LVFX group). The clinical efficacy was evaluated based on the Japanese Guide-
line for Clinical Research of Antimicrobial Agents on Urogenital Infections (the first edition).

The primary endpoint was the efficacy rate in terms of the microbial eradication rate at the end of the IV
treatment period. The efficacy rate was 93.7% (119/127) after IV LVFX treatment in the LVFX/LVFX group
and 89.5% (111/124) for IV PZFX treatment in the PZFX/LVFX group; the difference in the rate between the
two groups was 4.2% (95% confidence interval, — 2.7 to 11.0), which demonstrated the non-inferiority of IV
LVFX to IV PZFX. One of the secondary endpoints was the efficacy rate in terms of the microbial eradica-
tion rate at 5 to 9 days after completion of the oral LVFX treatment period. The efficacy rate was 76.2% (96/
126) in the LVFX/LVFX group and 79.7% (98/123) in the PZFX/LVFX group; the difference in the rate be-
tween the two groups was — 3.5% (95% confidence interval, —13.8 to 6.8). The incidence of adverse drug re-
actions was 34.6% (56/162) in the LVFX/LVFX group and 32.1% (52/162) in the PZFX/LVFX group; the dif-
ference in the rate between the two groups was 2.5% (95% confidence interval, —7.8 to 12.7).

These results showed that IV LVFX administered at the dose of 500 mg once daily was comparable in the
efficacy and safety to IV PZFX administered at the dose of 500 mg twice daily, and sequential IV/oral LVFX
is useful for the treatment of adult hospitalized patients with urinary tract infections.



