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Table 1. Observation items and test schedule of the clinical study

Test schedule
At the start of
treatment Test of cure? Test of recurrence®
5-9 days (2-4 weeks) 4—6 weeks after
after completion of completion of
treatment treatment
Informed consent ([ J O
Patient background ([ J At any time
Compliance with drug administration - [ J -
Sexual contact® — [ J O
Symptoms ([ o O
Bacteriological/microbiological tests (] o O
Clinical laboratory tests o o O
Adverse event At any time —

@ indispensable O only when needed

35 to 9 days after treatment in bacteriological diseases, 2 to 4 weeks after treatment in diseases caused by C.

trachomatis
Ybacteriological diseases only
9non-gonococcal urethritis and acute epididymitis
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Table 2. Number of patients evaluated
Group AUC CC NGU ABP AE Total
Enrolled 47 41 48 2 6 144
Safety 47 41 45 2 6 141
Efficacy (Test of cure) 38 35 33 2 5 113
Efficacy (Test of recurrence) 37 29 —a 2 3 71
¥Test of recurrence is not evaluated in NGU
AUC: acute uncomplicated cystitis
CC: complicated cystitis
NGU: non-gonococcal urethritis
ABP: acute bacterial prostatitis
AE: acute epididymitis
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Table 3. Patient profiles
Diagnosis AUC cC NGU ABP AE Total
No. of patients 38 35 33 2 5 113
Gender Male — 23 (65.7) 33 (100) 2 5 63 (55.8)
Female 38 (100) 12 (34.3) — — — 50 (44.2)
Age (year) mean + SD 44.6 £15.2 73.4%12.6 34.8+9.9 73.0+2.8 49.0+10.8 51.4%+20.3
Weight (kg) mean * SD 524+6.9 589+109 68.2+8.3 66.7 £ 6.2 73.3+124 60.2+11.2
Self catheterization No 38 (100) 30 (85.7) 33 (100) 2 4 107 (94.7)
Yes 0 5(14.3) 0 0 1 6(5.3)
Antimicrobial agent within 7 No 38 (100) 34(97.1) 33 (100) 2 5 112(99.1)
days before treatment Yes 0 1(2.9) 0 0 0 1(0.9)
Underlying disease/ No 24 (63.2) 0 20 (60.6 0 2 46 (40.7)
complication/surgical history Yes 14 (36.8) 35 (100) 13 (39.4) 2 3 67 (59.3)
Creatinine clearance® <50 1(2.6) 7(20.0) 0 0 0 8(7.1)
(mL/min) 50=<-<80 7(18.4) 18 (51.4) 0 2 0 27 (23.9)
80= 30 (78.9) 10 (28.6) 33 (100) 0 5 78 (69.0)
mean * SD 97.4+20.9 69.0+23.5 119.7 +£20.1 585+9.8 1242+ 42.1 95.6 £30.8
dCreatinine clearance was calculated using the Cock-croft-Gault formula.
AUC: acute uncomplicated cystitis
CC: complicated cystitis
NGU: non-gonococcal urethritis
ABP: acute bacterial prostatitis
AE: acute epididymitis
acute uncomplicated cystitis (AUC) complicated cystitis (CC)
i (n=46) (n=37)

=
(6.5%)

33 strains
(71.7%)

2 strains
(5.4%)

17 strains
(45.9%)

O E. coli

B E. faecalis [18. agalactiae [P. aeruginosa BE. cloacae Elothers™

*AUC: CNS, E. faecium, E. aerogenes

CC: S. aureus, E. faecium, K. pneumoniae, K. oxytoca

Fig. 1.
plicated cystitis).

E. coli %5 17 #k (459%), E. faecalis % 8 £ (21.6%) Td -
7z (Fig. 1) o #AEVERIDE 2% 35 Bl T 2 HAEIER 7 (FEH
HY) &, ARERVEREDS 17 61, J IR K23 14 #1,
PRI 1LBITH Y, KM 12609 B 11 IR
D 1TH o720 SRR IR KON R IX, E. faecalis
A2 Bk (66.7% ), Staphylococcus epidermidis A% 1 ¥k
(333%) THho7zo AMEHE LIRSS HIONFUL, MR
A 4B, 77 ITVTHNLIBITH 572,

3) AR R
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AR PEREAT S G 113 B D W) 78 ORI B 22 9 %) R
% Table 4 \ZR 7 o MH AR R OARZIL, SEHIEE
ST 97.4% (37/38, 95%CI : 92.3%, 100%), #E
PEBEIE 2T 82.9% (29/35, 95%CI : 704%, 953%), Ik
WRHPEIR B 2T 84.8% (28/33, 95%CI : 72.6%. 97.1%)
Toholze 7z, BMEMBEERZIRE 2 Flld VIR b A
MTHY, [MRE BRI, WRTE 4 B 3 BB L O
77 3ITVTHLIBDBAEMTH 72,
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Table 4. Microbiological efficacy (evaluation at test of cure)
Effi te (%
Effective Not effective Total icacy rate (%)
(95%CI)
AUC 37 1 38 97.4(92.3, 100)
cc 29 6 35 82.9 (70.4, 95.3)
NGU 28 5 33 84.8(72.6,97.1)
ABP 2 0 2 -
AE 4 1 5 —
Bacterial 3 1 4 —
C. trachomatis 1 0 1 -
AUC: acute uncomplicated cystitis
CC: complicated cystitis
NGU: non-gonococcal urethritis
ABP: acute bacterial prostatitis
AE: acute epididymitis
Table 5. Bacteriological response by MIC (acute uncomlicated cystitis)
MIC of LVFX (ug/mL) Eradication
Isolates Total 2
=0.06 | 0.12 | 0.25 0.5 1 2 4 8 16 32 64 128 | >128 rate (%)°
GPB 2/2 | 9/9 1/1 12/12 100.0
CNS 1/1 1/1 100.0
S. agalactiae 1/1 | 3/3 4/4 100.0
E. faecalis 6/6 6/6 100.0
E. faecium 1/1 1/1 100.0
GNB 25/25 3/3 3/3 1/1 | 0/1 1/1 33/34 97.1
E. coli 24/24 3/3 3/3 1/1 | 0/1 1/1 32/33 97.0
ESBL-producing strains | 1/1 1/1 2/2 100.0
E. aerogenes 1/1 1/1 100.0
Total 25/25 3/3 5/5 9/9 1/1 | 0/1 1/1 1/1 45/46 97.8
Eradication rate (%) 100.0 — | 100.0 | 100.0 | 100.0 | — | 100.0 | 0.0 | 100.0 | — | 100.0 | — - 97.8

2No. of strains eradicated/No of strains evaluated X 100

Sk AR I 2 4 K OBV I 95 o TR R TR 0 VR 9
€ o MIC B 23 % Table 5 3 & U Table 6 12/~
SRR AL, Sk AR 25T 97.8% (45/46), #i
MEPENEIE ST 94.6% (35/37) TH o720 JHNWIZHT %
LVFX & MIC i&, &k B4l B bk %€ T 1% 0.06 ug/mL
DUF 25 64 pg/mL 12, BAMEPEREIE S T3 0.06 pg/mL
PUF25 128 ug/mL 1254 L, MICwidZhEh lug/
mL, 32ug/mL THo7zo EELRFHREOHEEIL, &
PEHLBEPERE I 98 T E. coli 397.0% (32/33),  E. faecalis
25100% (6/6), HIAEVEREIES T3 E. coli 2594.1% (16/
17), E. faecalis %3 875% (7/8) T o7z FifE L 2RItk
2% % LVFX @ MIC (&, E. coli (31 d 8 ug/mL,
E. faecalis 13 32 ug/mL T > 7zo VM Pk R VR 2% 2
BIOJEKE O WL, E. faecalis 252 ¥k (LVFX @ MIC
Fwhd 1ug/mL, DUFMIC: 1ug/mL), S.epider-
midis A% 1 #k (MIC : 025 ug/mL) TH Y, Wi bigk
L7z SRR BRI ME) 4 o5 KN o NI,
E. faecalis 3 2 ¥k (MIC : 1 ug/mL 3 £ 0¥ 64 ug/mL), P.
mirabilis, Citrobacter koseri (MIC : \»3°1 3 0.06 ug/mL
LIF), Pseudomonas aeruginosa(MIC : 8 pg/mL), coagu-

lase negative staphylococcus (CNS, MIC : 16 pg/mL),
methicillin-resistant S. aureus (MRSA, MIC : 128 ug/
mL BLE) 2% 1 Bk CTH - 720 LVFX @ MIC %71 ug/mL
D E. faecalis % B\ T3 RTIH K L 7zo HMCH & R
7 CMBLL M (G RMBIE) oWNRiE, MRSA
(MIC : 128 pg/mL BL F), CNS (MIC : 128 ug/mL),
E.coli (MIC : 16 ug/mL), K. pneumoniae (MIC : 0.06
pg/mLELT) % 1TH o7,

ESBL PEAEMRIE, SPEHAMEREIE R EZ S 08ES
72 E.coli2 ¥k (MIC : 0.06 ug/mL LT B £ F025 ug/
mL) & BHEVE B R 48 A S 43 B & 17z K pneumoniae
(MIC : 05 ug/mL) 1 BRDE 3HETH o724, wihd
B E TITHEE L T,

IEHE (Be5-#T 4~6 M%) OMEFNRIROH
AEE, Bk HAE B 25T 88.9% (32/36), HIAEVEEEIL
KT 889% (24/27) TH o7z EAIBIONFIE, BVEH
ROPEREIEJE T, TFBAL A3 1 6, [TRREGe] 251 B, [
WA B2 52 DI Il R2BITH Y, B
PR, [THR] 25260, [HIEG] 25161Ch -
720 SVPEHLROVE RS B 9 0 FERBI 1 BT, S. agalactiae
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Table 6. Bacteriological respons

e by MIC (complicated cystitis)

MIC of LVFX (ug/mL) Eradication
Isolates Total o
=0.06 | 0.12 | 0.25 0.5 1 2 4 8 16 32 64 128 rate (%)
GPB subtotal /1 | 1/1 | 8/8 1/1 | 1/2 1/1 | 13/14 92.9
S. aureus 1/1 1/1 100.0
S. agalactiae 1/1 | 2/2 1/1 4/4 100.0
E. faecalis 6/6 1/2 7/8 875
E. faecium 1/1 1/1 100.0
GNB subtotal 14/14 | 1/1 1/1 4/4 1/1 0/1 1/1 22/23 95.7
E. coli 12/12 | 1/1 1/1 2/2 0/1 16/17 94.1
K. pneumoniae 1/1 1/1 100.0
ESBL-producing strains 1/1 1/1 100.0
K. oxytoca 1/1 1/1 100.0
E. cloacae 1/1 1/1 2/2 100.0
P. aeruginosa 1/1 1/1 2/2 100.0
Total 14/14 | 1/1 | 2/2 | 5/5 | 8/8 /1 | o/1 | 1/1 | 1/2 | 1/1 | 1/1 | 35/37 94.6
Eradication rate (%) 100.0 | 100.0 | 100.0 | 100.0 | 100.0 | — | 100.0 | 0.0 | 100.0 | 50.0 | 100.0 | 100.0 94.6

aNo. of strains eradicated/No of strains evaluated X 100

Table 7. Clinical efficacy (evaluation at test of cure)

. Not . Efficacy rate (%)
Effective i Indeterminate Total
effective (95%CI)
AUC 37 1 0 38 97.4(92.3, 100)
CC 32 3 0 35 91.4 (82.2, 100)
NGU 24 8 1 33 75.0 (60.0, 90.0)
ABP 2 0 0 2 —
AE 2 3 0 5 —
Bacterial 2 2 0 4 —
C. trachomatis 0 1 0 1 —

AUC: acute uncomplicated cystitis
CC: complicated cystitis

NGU: non-gonococcal urethritis
ABP: acute bacterial prostatitis
AE: acute epididymitis

(MIC : 1 ug/mL) 3 X O°E. coli (MIC : 0.25 ug/mL) %%
B EN7z2%, LVFX @ MIC I2ZLIZA SN o 7z,
BMETEIE I J€ D FRBY 2 1 TIx, NI P. aeruginosa
(MIC : 4 ug/mL) 5 X E. coli (MIC : 05 pg/mL) #F
Kl S NL7zo P. aeruginosa Tlid LVFX @ MIC 2234k
A SN d 57295, E.coli T LVFX O MIC 305 ug/
mL 725 025 pg/mL IZZB{L L Tz,

SVEMETERT R4 O 2 Bl X OBVEREE kg G
W) D3BNITNOERTH > 70 FREGL % S
N7 2 6] (BPEHAEPEREIE 3 & OBHEE I %%,
F 16D 53w MBI E LT E. coli (MIC : 0.06
pg/mL BLFB L TN025 ug/mL) 2Heih s hrz,

4)  ERRKRD R

B E OEER AN F: % Table 7 1IR30 JRYE B Wi %4
ORI RO FE, 2V HRPERE % T 974%
(37/38), HIMEVEREWE ST 91.4% (32/35), FEMkmitEIR &
KTT750% (24/32) THh o720 BVEHMMEREN RS L O
BEHMEVE B R 4 TR S N 7E R O I, HERAE 28

100% (52/52), JR#EY)EKA939% (46/49), IR A
96.7% (59/61), THEERIHA100% (31/31) TH o720 A
PRI PERT R 2 2 Bl O FEIRI R IV IT N HHRTH -
720 BVEAEH BARSIE, MIRED 4 61 2 Bl R HHEH)
Tholce BRITHoTMEBD 2HBLYIFITT
D 1HITIE, IR REE FAOIERAFERAE L 72,

TR OFRIR R OB 2L, SR T
88.9% (32/36), HIEMEREMES T 926% (25/27) TH -
720 2R MERI IR LD 2 618 X VAR FAR %k
GRE ) o3I BN TH - 72,

5) watk

LRV R O 141 BIC BT, AEFHSIE 3461
46 1R S, FEBIFIZ 24.1% (95%CI : 17.1%, 31.2%)
Tholzo BELAEFHSIIEMEEM LM Gk : 56
) L RMIAEREDE LI (o3 hod B 2 8 %)
RBHOLNTZNS, WD REEE L ORRBRIEIEES
720 REEORG 2l LA EELIT 26 (R
VEREME S 160, BEMEVEREE R 1 60) 4R s, 2
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Table 8. Incidence of drug-related adverse events
Diagnosis AUC CcC NGU ABP AE Total
No. of patients evaluated for safety 47 41 45 2 6 141
Patients with drug-related adverse events 7(14.9) 4(9.8) 8(17.8) 0(0.0) 1(16.7) 20 (14.2)
95%CI (4.7,25.1) (0.7, 18.8) (6.6, 28.9) (0.0,0.0) (0.0, 46.5) (84,19.9)
Events 10 5 9 0 1 25
System organ class Patients Patients Patients Patients Patients Patients
Preferred term (%) (%) (%) (%) (%) (%)
Metabolism and nutrition disorders 1(2.1) — — — — 1(0.7)
Decreased appetite 1(2.1) — — — — 1(0.7)
Mental disorders 1(2.1) — — — — 1(0.7)
Insomnia 1(2.1) — — — — 1(0.7)
Nervous system disorders — — 1(2.2) — — 1(0.7)
Dysgeusia — — 1(2.2) — — 1(0.7)
Gastrointestinal disorders 2(4.3) 2(4.9) 1(2.2) — — 5(3.5)
Abdominal discomfort 1(2.1) — — — — 1(0.7)
Diarrhoea — 1(24) 1(2.2) — — 2(1.4)
Nausea 1(2.1) — — — — 1(0.7)
Lower gastrointestinal haemorrhage — 1(2.4) — — — 1(0.7)
General disorders and administration site condition 2(4.3) — — — — 2(1.4)
Malaise 1(2.1) — — — — 1(0.7)
Thirst 1(2.1) — — — — 1(0.7)
Investigations 3(6.4) 3(7.3) 6(13.3) — 1(16.7) 13(9.2)
ALT increased 1(2.1) — 1(2.2) — — 2(1.4)
AST increased 1(2.1) — 2(4.4) — — 3(2.1)
Blood creatine phosphokinase increased — 1(2.4) — — — 1(0.7)
Eosinophil count increased 2(4.3) 1(2.2) — 1(16.7) 4(2.8)
7-GT increased — — 2(4.4) — — 2(1.4)
Glucose urine present — 1(2.4) — — — 1(0.7)
Neutrophil count decreased — 1(2.4) — — — 1(0.7)
ALP increased — — 1(2.2) — — 1(0.7)

AUC: acute uncomplicated cystitis
CC: complicated cystitis

NGU: non-gonococcal urethritis
ABP: acute bacterial prostatitis
AE: acute epididymitis

Table 9. LVFX concentration in plasma (P), prostatic tissue (T), and T/P ratio

Plasma Prostatic tissue .
T/P ratio®
(ug/mL) (uglg)
number of subjects 10 10 10
mean = SD 5.537 £0.828 6.442£1.794 1.162 = 0.256
median 5.399 6.639 1.175
min, max 3.768, 6.568 4.103,10.010 0.76, 1.58

YProstatic tissue concentration/plasma concentration

OWFITEG, BRGR, SRR, T EELE L%
1t TH o7

BlVEH OSBRI % Table 8 127”9, RIFEA 1% 20 1
B HRH LN, BHHFEIL142% TH o 720 BREEDOHR
(&, BREEAT21 1 (84.0%), HEEEELS4 M (160%) TH
0, EEIIFED RPN o72, FREWEH GEHE 1% DL k)
& Z OSBRI, RN AT 28% (4/141), ALT
BmAs 21% (3/141), F#i, AST k5., y-GTP LA %
14% (2/141) TH -7z, REFEOR G- 2k L-RITEH
&, F—BEBRE RS SR L, AREOE, BRI

Z 1 FERHALAE IS 1 4 CTH - 720

2. HARERATIE R

1) FEGIRER S & OZRYp I8 R 58 e

BEEE NI 10 B3R T EEY BB REN & L
7oo PR 739 5%, PIREIX 59.01 kg Tdh - 72, il
PP LVEX 2 B2, MLAE v LVEX 3% 2 B X OV 1 % o
LVFX B3 2 Mk LVFX J L % Table 9 12,
Pe GBI L3 2 e LVEX 3 EE B & OV
B LVFX 0 71 v X% Fig. 2 ([2R7, M4 L O
TSR 1 LVEX 455 2.87~4.00 B3 [ 2 2RI S R,
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Fig. 2. Concentrations of LVFX in the prostatic tissues and plasma.

M4 LVEX 5 1% 5537 £0.827 pg/mL (mean + SD,
DLF [ BR), A 37 B HL#R B LVEX % ¥ 13 6442+ 1.794
ng/g Thotze MAEd LVFX JEEEI0 % B Sz dlik
R LVEX BE DX 1.162+£0.256 TH - 72,

111 3

AW, REEVEZRIEGGE IS § 5 LVFX500mg1 H 1
FGoF ML L ZeM, B XU LVFX 500 mg H
145 5- I DT LA DO RBEFATVE 2 MG L 720 BRR R
OxFRPEENL, A - HREZEROKGBIURHIZE L TR
AT WIEREMERE %, SRR R % s
FOBVERE R BRI R, A BT A VPN THE
ENRBREESECNTTOEZAHHE IR TV RWY
CEDS, HAA KT VEDIL T A0ERE
H B2 Stk AP E e 22 B & OBIMEEIEE R D IR 5 2
L L7z, WFhoREd FEFAHEB X, #HFf T
A I THBHEOMBFENRIR E L,

BAA KT A4 V> TEME L 2R T o B
bt g DA RN 829% (29/35) TH Y, UTI FEHEIIH
DEFER L 2 I AHEIR B T o 14 H B ¥ 5 O BiskE
PEBEIE S BT BT B BRI E 5T - i1k
5~9 H#) @ Microbiological outcome @ eradication =
66.7% (48/72) & TEEEHFRD SN2V HVEFHIIC B
LA FE R AME S, [REEHE 5T - b
1ILH~2 H#) O8] & [ Wb IR O 856 o B 2
TdH 5o UTT AHEIZHE U CTHEHE L 7258 T AHRER U, B
BRI 2SR OFE BN, B RTSERD ) R O R £
PHhb ST [#R] LHEL T, RBBRTIEy
A RTA4 o TRIEERH G ITER_ L R o7z £
7z, BT AHRABRCIX 48 H %% 10' CFU/mL LL L | O 4E#)
Y RTEREHEL TV, ARBRTREATA K
A NZHET T, ZHEOHFERICEE YD [#E % 10° CFU/mL
Dk] 288 BUEBLOCLEONT—T VIRTIE, #iE
R EB YA 10' CFU/mL DL E % %) &oHw L7z,

COMEE ST 2, 5 I AHRER O 5% SRR H 2 W D B
BEEFHNA ¥ T4 P EFEEM L8R, Frizicl &
PR TOBRBEEAT10' CFU/mLITH - 72361, B &
O RIS E IRy | Th o7z 2 BIOFHS BIAS [H%]
THolzZ b, HHA K54 v TORYZERH 2R
DENHEILT736% (53/72) L7, KRERE DX 93%
ThH o7

—J, RRBRTOBMUEBEREOFRFIE, HOER
[HD IOBEHTIE200%(1/5), [% L IOEZTIEIB3%
(28/30) L RE&RAENFRD SN MEMICEEHOR
NiZdbo72bon, HLERIZK S ZEGIREAH RS
IR RIZTLTWD LT 5, $72, HiR
BRIOARZRE, MR O B4 T 64.7% (11/17),
B S BRIE KR 0 B T 100% (14/14), FERWE O B &
81.8% (9/11) TH 1, Mkt TEREE D EH TH R AKX
WETAI DR DT (EHER D D)o T OFIZHH S
TIEZ s, HERIE 6 BT, ABldstikeRPEE 2 A
LTEBY, 6BIF4BIHCERIDY I THo7/2Z &h
5, SRERINLRBTOME L2MEHNCX Y, 250
EOMTAHIEVNEETHLEEZ LN,

PRI EGIE D FE 2 JHH T TH 5 E. coli 122\ T,
CLSI 2£#Cld LVFX i 1% LVFX @ MIC %% 8 ug/mL
UEREHEZINTV S, KBTS M7z E coli 50
o9 B LVFX ik 31k (60%) THH, £DH b5
2 BRI TR ICH) 2 o T AR B IR 2 09 R R 3 AE e Td - 720
F7:, ESBL EAMKIZ 2 (40%) THozds, wih
bF u VEZURTH Y, BEHETITVTRDIHEE
L 720 ESBL FEABKROMR L, EDHF —XL TV 2D
it (86%)7 L HEETH - 7z

FEME MR E RIZ DV Tid, PCR #:02 T C. trachomatis
DIEE % 5l L 72 azithromycin (AZM) 1,000 mg Hi|n]
50 % I MR R TIX, C. trachomatis D IH I
$e5BuG 15 HEH T 81% (52/59), #5529 HEH T
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83.6% (46/55) LN TWwW5BY, AZM 13 H AN
FEF RO [HRGRESWT - G A K54 >~ (2011 425
BO PieBWT, 79 I VT HIREROHHREL LTHRD
HRINTVEEHNO—DTHY, BRI THIHS
NTw5b, RAERIZ T C trachomatis D MZEIZFH W72
SDA #:13, PCR #: & [k 5 BT & 2 A% HR B E 2 H v
72FETH Y, IEMEEIRE R TR E O/
MEDOHNEH848% THo72Z &5, LVFX1
500 mg, 1 H 1 [E$5- 13 IEME PR E 2125 LT AZM
EHBEOAMESHIRFTE L LE R b,
SPERVERT R AT 2 Brh 2 GRS, AEREHE BR
KT 5B A BIDARTH 0, BAF RS SNz,
KRB TOBRGHEB BT TS 10 BILLT & %o
72500, LVFX O - HEAEOZDDEFRTIEZ
NLOEBIZOVWTHEFIITONTB S TERNfO Y
FYADEBIA NI L2 AT R L L, KRB RIZ
LVEX @ VM TR PE T 7 B 98 3 & OB A 3 Bk 1
T LA ERETLRETHDLEZ S,
AT ORIWEH OFEBERIZ 14.2% (20/141) TH D
TIMEVE PR BB IR E 2 0 5 & L 7245 TIL AH IR PR SR BR 0 BIE
BT 178% LIFITFEETH > 720 EREIWEIZ, #F
FREREE N, AST ¥MTd H, TOMARBTRD LN
=EIVEFIZ ST, LVFX ORIWER & LT3 TICHRE S
NTVLHERTHo/2, T2, HEOF ) 0 v RIETH
L 75 T B OGHRGE BBUE <2 B IS /75 IR % %8 b & %
IR 2o 720
Pe 5 ORIV S BRI, 3 H kG- (B Atk
e sE) TiE 149% (7/47), 7 HE¥G GEMEMEIRE
%) TIX178% (8/45), 14 HE¥eYG (BMEVEREE %, &
PR PR IR 28, BPERE LR Tl 102% (5/49)
ThY, HHHHOERIZHE ) BIMEHEBIERO EAI1EH
SN hot, ZVLTFZr 2T 5y ANOEIERES
Bi#iZ, 80 mL/min LLET156% (15/96), 50 mL/min
PI_F 80 mL/min il T 14.3% (5/35), 50 mL/min i
T0% (0/10) THY, ZLT7F=r 20T 5V ADKT
WZRED BIEH ORBIRD LR L0 SN d o7z,
MR O MG TIX, 500 mg H R $% 5 2.87~
4,00 I5 R #  MAE h LVEX #1209 % #ik i LVEX
P HE 1.162+0.256 Td o 720 D FEF 1L, 100 mg
B[] 0% 1T P 515 o0 I 3 o LVEX 3% B2 A2 9 2 MLk b
LVFX i (Fe 5 2 BEfH 1% © 1.86+0.88, %5 3 ¢ [

% :092+019, $5 4 KEfTA © 1.29+049) L ZIZF LT
BHot¥, T2, MoF o v RIETIE, WEHGEEOHM
Kb SEMp L EE 12, ciprofloxacin T 1.57~6.38 ug/g, pruli-
floxacin T19~30 ug/g L ME I N THB H*"Y, LVFX
500 mg Hi [0 ¥ 5- I o HLRE A i B 4.103~10.010 ug/g &
FFEDOBAHTH > 720
kX, LVFX1M500mg, 1H1MFK5IE, HA
THEME S N7z 8 TR AR T4 & S 72T IR
BRAGED A 53, ZFOMGBEISE L L TKRRI LT
5 RS EGIEDIRIBRICBWTCHHAHTH L EEZ D
N7z,
X ik
1) HARbEFREAASBRTMER EZB S © UTT3ER)
e (55 4 IUETER) . HALEESEE 1997; 45: 203-
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2) BAEM, S W WO 2l A)INES,
G, A RS GIE IS B3 B BRR AER I
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5) NOE=, KB =, AIERA, EH-— 2007 1
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Clinical response of levofloxacin 500 mg qd to urogenital infection (in compliance
with the new guidelines) and examination of penetration into the prostatic tissues

Mitsuru Yasuda', Soichi Arakawa”, Satoshi Ishihara®, Shin Ito”, Koji Hikosaka’, Kenji Minayoshi®,
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? Division of Urology, Department of Surgery Related, Kobe University Graduate School of Medicine
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We conducted a post-marketing clinical study to evaluate the clinical efficacy and safety of 500 mg of
levofloxacin (LVFX, Cravit®) once daily (qd) in patients with urogenital infection, as well as another post-
marketing clinical study to examine the penetration into prostatic tissues when a single 500 mg dose of
LVFX was administered.

The clinical study on urogenital infection was conducted in patients with acute uncomplicated cystitis,
complicated cystitis, non-gonococcal urethritis (chlamydial), acute bacteriological prostatitis or acute epidi-
dymitis (bacteriological or chlamydial). The dosage of LVFX was 500 mg once daily, and the treatment dura-
tion was 3 days, 7 days or 14 days, depending on the disease. The clinical efficacy was evaluated in accor-
dance with Guidelines of conducting clinical studies concerning urogenital infection. In order to examine the
penetration of LVFX into prostatic tissues, we selected specific patients who had been scheduled for trans-
urethral resection of the prostrate due to benign prostatic hypertrophy. They received a single 500 mg dose
of LVFX orally before the surgery, and the concentration of LVFX in prostatic tissues and plasma was meas-
ured.

In the clinical study on urogenital infection, the primary endpoint was set as the efficacy rate at 5 to 9 days
(bacteriological disease) or 2 to 4 weeks (chlamydial disease) after completion of treatment. The efficacy rate
of each disease was as follows: acute uncomplicated cystitis, 97.4% (37/38); complicated cystitis, 82.9% (29/
35); and non-gonococcal urethritis (chlamydial), 84.8% (28/33). Efficacy was shown in both of the two patients
with acute bacteriological prostatitis and four out of five patients with acute epididymitis, including the pa-
tient with chlamydial epididymitis. The incidence of adverse drug reactions was 14.2% (20/141). No serious
or severe adverse drug reactions were observed.

In the clinical study to examine the penetration of LVFX into the prostatic tissues, the ratio of LVFX con-
centration in prostatic tissues against that in plasma (mean = SD) was 1.16 = 0.26.

These results suggest that the administration of levofloxacin at a dose of 500 mg qd is useful in the treat-
ment of urogenital infection and penetrates well into prostatic tissues.



