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MEPESNTBYY, in vitro PUHE I OFF: & BT 1KH
PSR EINZbDEEZLND,
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BB 11 BB T 100 mg 1 [ 3% 5-# 2.5 B [,
52100 mg F7213200mg % 1 H2MH, 3~14 H
M O¥5% 15~4 IR L 21E B X CRT O
GFLX & % Table 1 1278 L 725

ML A BE 13 100 mg % 5- (4 BufK) @ 2~3.5 Ik ]
T 0.74~2.46 ug/mL, 200 mg % 5 (7 ¥ k) @ 1.5~
4T 2.07~8.76 ug/mL TH - 720 — 77, Wik
1t 100 mg %5 (3 #fk) » 2~2.5 K[ T 31.5 ug/mL
~183 ug/mL, 200 mg #% 5 (10 M) @ 1.5~4 I [
T 60.4~725 ug/mL Tdh -7,
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BB 20 BIIZ B\ T 200 mg % Hil %5 0 1~14 K
B2 ERIC L 72 1 VARG B X OVl v o GFLX i)
% Table 2 \Z/8 L7z WIVBRHIARIEE X, 2 FERIETIE
0.68~4.15 ug/g THI L I 1.45~2.86, 4 FEfE % Tl

Table 1. Serum and urinary concentrations of gatifloxacin

Patient Age Gender Daily dose Sampling Duration Concentration (ug/mL)
no. (yr) (mgxtimes) time (h) (days) serum urine

1 72 M 100x1 2.5 1 1.03 183
70 M 100x2 2 7 0.74 43.5
3 51 F 100x2 2.5 7 2.46 31.5
200x2 3 5 3.16 60.4

4 23 F 100x2 3.5 7 1.33

5 82 F 200x2 1.5 8 8.76 149
2 12 5.83 69.2

4 5 - 116

6 36 F 200x2 2 3 5.00 575

7 50 F 200x2 2 5 2.07 208

8 66 M 200x2 2 7 2.38 530

9 77 F 200x2 2 7 - 725

10 25 F 200x2 3 5 - 205

11 63 F 200x2 3 6 3.14 226

—:no sample
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Table 2. Tissue penetration of gatifloxacin after a single oral administration
Concentration (ug/g or mL) Ratio
. . Dose  Sampling  No. of . (tissue/serum)
Tissue Subject . . tissue serum
(mg) time (h) subjects

range mean=S. D. range mean=S. D. range mean=S. D.
Prostate patient 200 1 2 0.10-0.18 0.14+0.06 0.05-0.10 0.08+0.04 1.80-2.00 1.90+0.14
2 7 0.68-4.15 3.17+1.21 0.34-2.62 1.73+0.72 1.45-2.86 1.92+0.54
3 2 1.94-2.24 2.09+0.21 1.29-1.33 1.31+0.03 1.50-1.68 1.59+0.13
4 5 1.86-4.93 2.80+1.25 1.44-1.83 1.69+0.15 1.11-2.69 1.63+0.63
6 2 2.21-2.62 2.42+0.29 0.97-1.19 1.08+0.16 1.86-2.70 2.28%0.59

12.5 1 3.61 1.10 3.28

14 1 0.91 0.76 1.20
Expressed  volunteer 200 2 6™ 0.65-2.20 1.56+0.53 1.32-1.94 1.59+0.23 0.43-1.18 0.98+0.28
prostatic 4 6*! 1.02-1.56 1.24+0.20 1.02-1.42 1.21+0.13 0.86-1.31 1.03+0.16

"
SECTEHOn  hatient 200 2 4 0.66-1.99 1.20£0.57  1.16-1.47 1.35x0.13  0.49-1.35 0.880.37
4 2 0.66-1.64 1.15+0.69 1.07-1.36 1.22+0.21 0.62-1.21 0.92+0.42
patient 100 2 2 n.d. n.d.
Epididymis 4 1 2.82 0.69 4.09
150 3 1 3.26 1.14 2.86
Testis patient 100 2 1* n.d. n.d.

n.d.: <0.01 ug/gor mL
*1*2 same subjects

1.86~4.93 ug/g TxHMLF I 1.11~2.69 TH ) I i
WEE B> Twiz,
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T YT A TIIBWT 2 Rk, 4 W5 O § R B
DOFENFZENEFN 1.5620.53 ug/mL, 1.24+0.20 ug/mL,
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SR ML i 2R IZRSOBITE R Lz, B
BT, ERAPRLZLDOD 20 & 4 FREHIZD
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g or mL) Tho7z7h%, 4 KeMBIHRICL A5 5 L AHL
M B 13 2.82 ug/g, ALY L 4.09, [HARIZ, 150 mg
HAE 5.0 3 % CldFhEh 3.26 ug/g, 2.86 &1
TR % B0l o 72 AR RIS O W TE, 100
mg H 50 2 K% THERALLT THh - 72,
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GFLX O —# WA iR Bk 1%, 1992 4E 3 7 20 5 1997 4F
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2)  AVEHMVEEEDE S0k B iRl R o MET
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VL UTT 22 F v, {033 UTIL SERDEFAIG 25 (55
AR EF)™ (LLF, UTIZE#E (554 M) 2 B v CaF
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ENFICEmBE N2 ZORBICBWTIE, hTF—T )
BMEONINRE Ledh o7z, 5= 11 100 mg, 150
mg, 200mg # TN ZFN1H2MFL L Lz (FhZ
NLHE, MB, HEL L72). BRI RO NI UTI
I L7225 TRAERR RN R B X O 2282 % 1)
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Table 3. Clinical studies
No. of Treatment Period
Study Design Indication (,) ° erio
patients dose (mg) times duration (days) Oofstudy
100 .
label 150 once daily 1992 Mar
open -
Early phase I study"”’ P UTI 273 or 3-14
study 200 K 1993 May
b.i.d.
300
UTI 100 dail
" once daily
label thrit 150 1993 July—
Late phase I study"’ open fabe ure n‘ I,S 128 or 3-14 hnd
study prostatitis 200 bid 1994 Apr.
epididymitis 300 -
L:100
. 1 double— ) group . ) 1993 June—
Dose finding study R R complicated UTI 143 group M:150 b.i.d. 7
blind trial 1994 Jan.
group H:200
Phase [l study i 1 label 1995 Feb. —
asefstu ym gl(s)\nococca open fabe gonococcal urethritis 50 200 b.i.d. 3-7 ¢
urethritis study 1996 Sept.
Phase [ study in nongonococcal open label nongonococcal . 1995 Jan. —
- " 121 200 b.i.d. 14
urethritis study urethritis 1997 Mar.
label 1994 Nov. —
Phase Il study in prostatitis' open fabe prostatitis 32 200 b.i.d. 14 ov
study 1997 Oct.
Phase I study in complicated label complicated UTI 200 1996 A
open labe -
UTI associated with indwelling © associated with 47 b.i.d. 7 e
17‘ study . A 300 1997 Dec.
catheter indwelling catheter
Phasell tive stud; double— GFLX 200 b.i.d. 1994 Oct. —
?se con}para e sl:)l Y .ou e. complicated UTI 248 group. 1 7 ¢
in complicated UTI blind trial LVFX group:100 t.i.d. 1995 Apr.
Phase Il comparative study double-  acute uncomplicated 99 100 bid 3—day group 1995 Oct. —
1. d.
in acute uncomplicated cystitis'¥ blind trial cystitis 7-day group 1997 Feb.

=17 reference number, UTI: urinary tract infection

GFLX: gatifloxacin, LVFX: levofloxacin

ERNFICEBENT2e ZORBTIZN T —F VEEGNE
e Lize B - HE% 18 200mg, 1 H 2 B
B, ®HEFELVFX ® 11 100mg, 1 H 3 HFESG &
FTWE I =T X WAL B S R R 1
THT 5720 BRI FH 21 UTT S 812 L 72 2 WA 1
IREHEB LMW F R R E2WE Lz, T2, UTI
HEIZ X 258 & AP HH 2 B 2 b G L 72

2. % R

FEBITB U 2 YRR & B & O UTI R a1 iffi 2
I X BIEREIE, 7 5 ONCEIER B & ORRIR A (il 5%
O FHIl SE R E % Table 4 1278 L7z

GFLX O #&¥% 5-3E B $1E 1,017 BT, il & 2D H
W2 & D RS - BLTE U 7ER & B 2ok R, YRR 2
(2 & B IR R R 0 FFfi o 54601 780 B, UTI 46 &) A A
A X B FF T R BIE 657 B Th o 720 72, EIE
FH @ FFAilix S 4511% 959 1, ERIR AL i 52 H T3 768 f
THo720

1) HUE IR B & GeiE

(1) — MR

©  HHYEERPHEC X 2 B SR

FH 2 Bl 52 0 5FAMT O G, o R PR I I e
Tk 7261T, 209 HHEMEBERKE 67 ik L THF
#5306, Axh1LBI, PR ARIHIT, HERE AR %E
HEheaRFE LUF, A8%) 1295.5% Th - 7.
F 7o, BAMEHMEEIELS B LT, Fah4 6,
A5 1B THo7 (Table5),

@ UTI JE#12 X 2 FR D F

UTI 2L #6102 X 0 HE DS FE T - 72 P IR 1% kg
FEICKT 9 5 UTL A ERIRR) % Table 6 1278 L7z, &
A B ol 2 o B 9% o0 BT R B2 450 45U 44 BT, R 37 H,
B TBITHMEIX 100% TH - 720 SPEHEMEE &
BRIZ 26T, 2B BFEHTH 72,

(2)  2MEHAVEREDE 92 (203 2 iR R o Et

W R SR SR 0 5 & 72 o 72 D13 3 H % G- BE A 34 i,
7 HR$ G523 37 BITH - 720

© LM EIC X B ERRR) R

FHYBRRGH] 8 & 2 ERIRRD R % Table 7 (278 L7225,
3 H# 52555 25 51, Ax)8Hl, WA 1B THR)
F97.1%, T HERGEHH»ER) 30 B, A#)5 B, =
BRI 2BITHRIE 94.6% TH Y, WERIZHZEEITA
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Table 4. Patient profiles
No. of patients assessed
L . . by doctor in charge by UTI criteria
Evaluation items Diagnosis
open label dose finding comparative  open label dose finding comparative
study study study study study study
Clinical efficacy
uncomplicated UTI pyelonephritis 5 2
cystitis 67 71 44 71
subtotal 72 71 46 71
complicated UTI pyelonephritis 46 18 18(20) 36 18 18(20)
cystitis 197 92 76(74) 173 92 76(74)
post—prostatectomy 5 4
subtotal 248 110 94(94) 213 110 94(94)
urethritis gonococcal urethritis 48 45
chlamydial urethritis 54 52
nongonococcal-nonchlamydial 49
urethritis
other urethritis 1
subtotal 145 97
prostatitis acute bacterial prostatitis 8 7
chronic bacterial prostatitis 23 18
chlamydial prostatitis 1 1
subtotal 32 26
epididymitis 8
total 505 110 165(94) 382 110 165 (94)
Clinical adverse reactions 959(118)
Laboratory adverse reactions 768(104)
Total no of patients 1,017(124)
(' ): No. of patients receiving levofloxacin, UTL: urinary tract infection
Table 5. Clinical efficacy in uncomplicated UTI assessed by doctor in charge related to daily dose (open label study)
Dose* No. of Clinical response Efficacy
Diagnosis . . o,
(mgxtimes) patients excellent good fair poor (%)
Pyelonephritis 100x2 3 2 1 3/3
200x2 2 2 2/2
Cystitis 100x2 32 29 2 1 96.9
150%2 4 4 4/4
200x2 9 6 3 9/9
others 22 14 6 2 90.9
Total 72 57 12 3 95.8

Efficacy: (excellent + good) /no. of patients x100
*received for 3-14 days

SNaho T,

@ UTI #H#12 X 5 RA)#

UTI 2612 X 5 AR AR % Table 8 (278 L7295,
3 H# 503 %h 26 91, A%h 761, Wxh1HICTHRD
F97.1%, T HEEGEEIZ R 30 61, AR 7HITHRD
#100% TH Y, MBERICEEEIALON RS2,
@ UTI##E (554 M) 12X 2 EERFE

UTT ## (450 12& 0 M@ L7z & EEH &

=S
|51

Joh

(overall outcome) % Table 9 IZ/R L7z, EWEIZ3 H
M58 94.1%, 7 HMIZ5-8E 97.2% THjAER I
EEBRD LD T2,

(3)  ZMEHLAUEERERE 212 31 B A2 25 3 1) MIC 515
[GESSEIES

S BRI IDE 2212 B3 B — BRI IRBR B X ONE RN
RRBRBRICBWT, HEGMORE Y 5 S KR
140 ¥R E % Table 10 (278 L 720 MIC %% 6.25 ug/mL

=7
|S]
Joh
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Table 6. Overall clinical efficacy in uncomplicated UTI assessed by UTI criteria related to daily
dose (open label study)
Dose* No. of Clinical response Efficacy
Diagnosis . . o
(mgxtimes) ~ patients excellent  moderate poor (%)
Pyelonephritis 100x2 2 2 2/2
Cystitis 100x2 20 16 4 100
150x2 4 4 4/4
200x2 4 2 2 4/4
others 16 15 1 100
Total 46 39 7 100
Efficacy: (excellent + moderate) /no. of patients x100
*received for 3—14 days
Table 7. Clinical efficacy in acute uncomplicated cystitis assessed by doctor in charge (day 7 evaluation)

(comparative study)

Duration of No. of Clinical response Efficacy  Statistical
treatment (days)  patients  oycellent good fair poor (%) test*
3 34 25 8 1 97.1
p=1.000
7 37 30 5 2 94.6
Total 71 55 13 2 1 95.8

Efficacy: (excellent + good) /no. of patients x100
*Fisher’s exact test

Table 8. Overall clinical efficacy of 3 days and 7 days treatment of gatifloxacin in acute uncomplicated cystitis (comparative study)
Symptom Resolved Improved Persisted Effect on
Pyuria cleared |decreased|unchanged| cleared |decreased|unchanged| cleared |decreased|unchanged bacteriuria
L. 3 days 26 2 1 29(85.3)
eliminated 1
7 days 30 3 2 36(97.3)
.. decreased 3days 3 1 4(11.8)
Bacteriuria
(replaced) 7 days 1 1(2.7)
3d 1 1(2.9
unchanged ays 2.9)
7 days
Effect on dvsuri 3 days 33(97.1) 1(2.9)
‘ect on dysuria .
Y 7 days 36(97.3) 12.7) patient total
34
3 days 29(85.3) 3(8.8%) 2(5.9)
Effect i leared d d unchanged 37
ectonpyuria 7 days | %% 32(86.5) eereased 3(s.1%) 2(5.4)
Effect on dysuria Fisher’s exact test
@ excellent 3 days 26(76.5) Overall efficacy 3days 33/34 (97.1) P=1.000
7 days 30(81.1) 3days 33/34(97.1) 7 days 36/37 (97.3)
|:| moderate 3 days 7(20.6) 7 days 37/37(100) Effect on pyuria
7 days 7(18.9) 3days 29/34 (85.3)  P=1.000
: poor 3 days 1(2.9) Fisher’s exact test 7 days 32/37 (86.5)
7 days P=0.479 Effect on bacteriuria
3days 29/34 (85.3) P=1.000
7days 36/37 (97.3)

THE#%t L 72 Escherichia coli ® 1 ¥:% K%, MIC i 0.78
ug/mLLUFTH Y, EREPHEEL .

2) MUV IR B iE
(1) R

@  HY BRI E S X 2 BRARRD A
— MR ERBRIC 3517 B 4H 2 BRI 52 O RFA AT 5 & 7%
7o HETE B I 2% 197 B 3B\ TERD 98 1, A %) 60 B,

RRAHR 18, MR 21 Pl THRIFEIL 80.2%, B
B A 46 BT B\WTER) 18 1, H%) 21 B, K
®y 4B, Ry 3 BITHRFEIL 84.8% TH Y, i R
BIEGGEIC BV THBIT 1B AHR TH - 72 (Table
1o TDH B AT — T VA E S N7 BREVE R B &G
JEIZBWTIE, BHEMEEEDES T 10 200mg 1 H 2 A1
LB 10l oA %) #1 70.0%, 18 300mg 1 H 2 [ $#% 5
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Table 9. Overall outcome of 3 days and 7 days treatment of
gatifloxacin in acute uncomplicated cystitis
(comparative study)
Clinical outcome
cure failure
.. 3 days 32 1
eracication
Microbiological 7 days 35
outcome 3 d 1
failure ays
7 days
. . 0,
@ : Cure 3 days: 32/34(94.1%) 7] Fisher's exact test
7 days: 35/36(97.2%)
P=0.609
Table 10. MIC versus bacteriological response in acute uncomplicated cystitis assessed by UTI criteria (all studies)
MIC (ug/mL)
Isolate not Total
=0.025| 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25
done
GPB*' | S. aureus 1/1 1/1
S. epidermidis 1/1 3/3 4/4 8/8
S. saprophyticus 1/1 3/3 4/4
E. faecalis 1/1 5/5 1/1 /7
others 2/2 1/1 3/3 1/1 1/1 2/2 10/10(100)
subtotal 3/3 1/1 9/9 9/9 2/2 6/6 30/30(100)
GNB** | E. coli 17/17 | 23/23 | 39/39 3/3 8/8 0/1 6/6 96/97(99.0)
K pneumoniae 2/2 1/1 3/3
P. mirabilis 1/1 3/3 4/4
P. vulgaris 1/1 1/1
others 1/1 1/1 3/3 5/5
subtotal 18/18 | 26/26 | 44/44 7/7 8/8 0/1 6/6 109/110(99. 1)
Total 18/18 | 29/29 | 45/45 16/16 17/17 2/2 0/1 12/12 |139/140(99.3)

*'GPB: gram—positive bacteria, “*GNB: gram—negative bacteria

No. of strains eradicated/no. of strains isolated (%)

Table 11.  Clinical efficacy in complicated UTI assessed by doctor in charge related to daily dose (open label study)
Dose No. of Clinical response Efficacy
Diagnosis . . 0

(mgxtimes) ~ patients excellent good fair poor (%)

Pyelonephritis 100x2 13 4 6 1 2 76.9
150x2 6 2 3 1 5/6
200x2 22 11 8 3 86.4

300x2 1 1 1/1

others 1 3 4/4

subtotal 46 18 21 4 3 84.8

Cystitis 100x2 65 35 15 7 8 76.9
150x2 54 28 17 4 5 83.3

200x2 52 25 15 5 7 76.9

300x2 15 4 9 1 1 86.7

others 11 6 4 1 90.9

subtotal 197 98 60 18 21 80.2

Post—prostatectomy 100x2 3 1 1 1 1/3
150%2 1 1 0/1

200x2 1 1 0/1

subtotal 5 1 3 1 1/5
Total 248 116 82 25 25 79.8

Efficacy: (excellent +good) /no. of patients x100

*received for 3—14 days
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BiX. - BiX.

15 61Tl 86.7%, BB LB X T1H200mg1 H
2 | $% 510 B © A %h # 1% 70.0%, 1181300mg 1 H 2
H%5-0 1T ERTH - 720

@ UTI H#12 X 2 BRRAF

UTI £ # TR 2SI BE T - 72 9EFI1E 213 BITH -
7z (Table 12), Z DA IRRRIZER)AS 105 61,
#Hs 67 B, Wx) 41 B THREE 80.8% Td - 7z, UTI
PEIRRERER T, HUMNEG o 1R, 31, 48F% A
bETARHRIL87.9%, HBWEIEORL 6 LG
bEIENRILT722% TH o720

BBt S 7% 92 Bl THAFF 110 I TH o720 2D 9 H LI
35 Bl (BEMEMER B 5 5 B, HMEAEMEREE % 30 B), M
X 38 6 ([l Ak 8, 30%1), HEEX37H (I Ak
2561, 3261 THo7zo SEHMOERGHAIZE VT,
PR CIR Y 233 57258 (P<0.15), Mantel-Haenszel
MBI CTHEERZAODNT, FHlIEEL S 2 hwEE
RAONTzo ZOMOHEIIHL TIAEETROLNT,
FeBE T BRIV B REIE 7R A o 726

© AP EIC X B ERRR) R

YRR E S X 5 A RFE % Table 13 128 L7z, L

(2) MR ERER # 88.6%, ME89.5% ¥ X ' H # 94.6% T 3 B 12
PR O BHT FIBHEE R LB AT 18 B, B A EEERDONLD o720, HEOFRRNE o L
Table12. Overall clinical efficacy in complicated UTI assessed by UTI criteria related to daily dose classified by type of infection (open label study)
Dose* No. of Clinical response Efficacy
Type of infection . K ”
(mgxtimes) patients excellent moderate poor (%)
Monomicrobial group 1 150x2 1 1 0/1
infection (indwelling catheter) 200x2 3 2 1 3/3
300x2 6 1 5 6/6
group 3 100x2 6 1 4 1 5/6
(upper UTI) 150x2 2 1 1 2/2
200x2 5 3 2 5/5
others 2 2 2/2
group 4 100x2 36 23 8 5 86.1
(lower UTI) 1502 28 16 8 4 85.7
200x2 24 16 5 3 87.5
others 3 3 3/3
subtotal 116 66 36 14 87.9
Polymicrobial group 5 200x2 17 7 6 64.7
infection (indwelling catheter) 300x2 10 2 3 5 50.0
others 2 2 2/2
group 6 100x2 28 10 11 7 75.0
(no indwelling catheter) 150x2 21 13 2 71.4
200x2 16 7 6 3 81.3
others 3 3 3/3
subtotal 97 39 31 27 72.2
Total 213 105 67 41 80.8
Efficacy: (excellent+moderate)/no. of patients x100
*received for 3—14 days
Table 13. Clinical efficacy in complicated UTI assessed by doctor in charge (dose finding study)
Treatment No. of Clinical response (%) Efficacy .
. o Statistical test
group patients excellent good fair poor (%)
21 10 4
L 35 88.6 Kruskal-Wallis H test P=0.523
(60.0) (28.6) (11.4)
27 7 1 3 excellent + good :
M 38 89.5
(71.1) (18.4) (2.6) (7.9) %’ test P=0.627
H 37 26 o 1 1 94.6 Coch: Armit. P=0.329
(70.3) (24.3) (2.7) (2.7) ' ochran-Armitage e

Efficacy: (excellent + good) /no. of patients x100
Group L: 100 mg

Group M: 150 mg | b.i. d. for 7 days

Group H: 200 mg
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Table 14. Overall clinical efficacy in complicated UTI assessed by UTI criteria (dose finding study)
Treatment No. of Clinical response (%) Efficacy
K " Statistical test
group patients excellent moderate poor (%)
21 9 5 .
L 35 85.7 Kruskal-Wallis H test P=0.699
(60.0) (25.7) (14.3)
26 5 7 excellent + moderate:
M 38 81.6 ;
(68.4) (13.2) (18.4) ¥’ test P=0.226
H 37 25 10 2 94.6 Coch: Armit; P=0.476
(67.6) (27.0) (5.4) : ochran—Armitage '
Efficacy: (excellent+moderate) /no. of patients x100
Group L: 100 mg
Group M: 150 mg | b.i.d. for 7 days
Group H: 200 mg
Table 15. Bacteriological response to the treatment in complicated UTI (dose finding study)
Treatment No. of Response Eradication L
Isolate . o Statistical test
group strains eradicated persisted (%)
L 22 21 1 95.5
GPB*' M 30 27 3 90.0 Fisher’s exact test P=0.378
H 21 21 100
L 29 25 4 86.2
GNB** M 30 27 3 90.0 Fisher’s exact test P=0.560
H 34 32 2 94.1
Total 1{71 2(1) ;i 2 gg 3 Fisher’s exact test P=0.363
ota : Cochran—Armitage P=0.265
H 55 53 2 96.4

*'GPB: gram—positive bacteria, “*GNB: gram—negative bacteria
Group L: 100 mg

Group M: 150 mg | b.i.d. for 7 days

Group H: 200 mg

DENo T2

@ UTISE#IC X % BARR) -

UTT E#IZ L7225 HE L 2R EBRRF R TIE, L
#: 85.7%, M 81.6% X " H# 94.6% DA FH T,
YRR E & FARIC S REMIICA B TR b e dh
o720, HEOAREND - L b ED - 72 (Table 14),

® MR R

FLHORA 5 558 S 72 W O & % Table 15 1278
L 7z. L#F90.2%, M#£90.0% £ X O"H #: 96.4% @
WHERETIHMICHEREIRDOON LD o722%, H
HOHEESIL > LB ED -7

AR ARES L - M 0% R % Table 16 1278 L 72,
Staphylococcus aureus, Serratia marcescens Tl &k
ANE I U720 Enterococcus faecalis \IZ22WTH LD
MIC %% 25 ug/mL ® 1 ¥ % Bk & SRR L 720

@ =&

H - i EMREITEH L, Table 171R L2 K 9 ICL#
1/48 B (2.1%), M 3/46 #] (6.56%) H & "HH 1
/48 81 (2.1%) TR B N7=25, SHMICAEEL R
DY, FHABRRAELRDO L o7z, BIRMRAME R
IZoWTh L#E2/42 B (4.8%) , M 1/45 Bl (2.2%)

BXUOHE1/44 0 (2.3%) RO b N7zH, 3HMH
WCEBEZRDT, FLHEREELRD R -2,

(8) HEMHEGAR

BB O BEERIT GFLX B CIlE MM B T R
18 i, HEEVEREME 254 76 B, LVFX #ETlXZEN 2N 20
Bl, 74BITH -7z (Table 4). FEHIHE M O IEFI 54 12
BT, BB IORPEETHREY ANz (P<
0.15), Breslow—Day MED#ER, TN ENKHEIEMIX
AOOLNT, TMOEBICAHEAZED SR, Wkt
] O Fe e n] BRI BB IE 2 A2 o 76

O HYEMHEZ X 2 ERRER

HAYEMHEIC XL 233 1L GFLX# 93.6%0 B XL O
LVFX #: 86.2% T, AREAFEDO LN h o 727,
GFLX HEDOE RN EH - 72 (Table 18),

@ UTI JL#12 X 2 FER ) H

UTT H#12 L2203V HE L7 AR AR 1X, GFLX
DS94 BIRER) 57 61, AN 34T, FERhE A EE
bR NEIZ 93.6%, LVFX EA5 94 6 3% 62 1,
B 19 BITHMHIL 86.2% T, BAMEN BT
% A=10% & L7zFFEHOBEICB VT, Pl 5% L
T, AREDE (7.4%) © 90% EHHX M 0.3%~14.6
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Table 16. MIC versus bacteriological response in complicated UTI assessed by UTI criteria (dose finding study)
T
Isolate reatment ) sl 0.05 0. 10| 0.20 039 |0. 78| 1.56|3.13|6.25|12.5| 25 | 50 | 100 [>100 V| Total
group done
GPB*' |S. aureus L 1/1 2/2 3/3
M 1/1 | 1/1 1/1| 1/1 4/4
H 2/2 1/1 3/3
S. epidermidis L 1/1 1/1 2/2
M 1/1 0/1 1/2
H 1/1 | 1/1 1/1 3/3
Staphylococcus spp. L 1/1 1/1 1/1 3/3
M 4/5 1/1 1/1 1/1 7/8
H 3/3 | 1/1 1/1 5/5
E. faecalis L 1/1 | 5/5 | 2/2 1/1 0/1 9/10(90.0)
M 5/5 | 2/2 1/1 2/2 10/10(100)
H 5/5 1/1|1/1 7/7
Enterococcus spp. L 1/1 1/1 2/2
M 0/0
H 1/1 | 1/1 2/2
others L 1/1]1/1 2/2
M 1/1 2/2 1/1 | 1/1 0/1 5/6
H 1/1 1/1
subtotal L 1/1|1/13/38/8|2/2|2/2|1/1|3/3 0/1 21/22(95.5)
M 1/1|1/1|7/8 |5/5|3/3|3/3|2/2|2/2|0/1|2/3 1/1 {27/30(90.0)
H 3/3|5/5|2/2|6/6 1/1|2/2 | 2/2 21/21(100)
GNB** |E. coli L 3/3|4/413/3|1/1 0/1 11/12(91.7)
M 8/8 | 2/2 0/1 10/11(90.9)
H 11/11] 11/11(100)
Citrobacter spp. L 1/1 1/1 2/2
M 1/1 1/1 2/2
H 1/1 1/1 | 1/1 1/1 4/4
Klebsiella spp. L 1/1 | 6/6 0/1 7/8
M 1/1 1/1
H 2/2 | 2/2 4/4
[Enterobacter spp. L 1/1 1/1
M 1/1 1/1
H 1/1 | 1/1 1/1 0/1 3/4
S. marcescens L 1/1 1/1
M 2/2 | 1/1 1/1|1/1|1/1 6/6
H 1/1 1/1
P. aeruginosa L 1/1 1/1 0/1 2/3
M 1/1 0/1|0/1 1/1 2/4
H 1/1 0/1 1/2
others L 1/1 0/1 1/2
M 1/1 | 1/1 1/1| 1/1 1/1 5/5
H 1/1 | 2/2 2/2 | 3/3 8/8
subtotal L 3/3|6/69/9|1/1|1/1|2/2 1/1]0/2|2/2|0/2 25/29(86.2)
M 1/1 (10/10| 3/3 4/4 | 1/1|2/2|1/1|1/1|1/2|2/3|0/1 1/1 27/30(90.0)
H 14/14 3/3 | 2/2 | 3/3 | 2/2 | 3/3|3/3 | 0/1 | 2/2 0/1 32/34(94.1)
L 3/3 | 7/7 10/10 4/4 | 9/9 | 4/4 | 2/2 | 2/2 | 3/5 | 2/2 | 0/3 46/51(90.2)
Total M 1/1 11/11) 4/4 | 7/8 | 9/9 | 4/4 | 5/5 | 3/3 | 3/3 |1/3|4/6 | 0/1 1/1 | 1/1 |54/60(90.0)
H 14/14] 6/6 | 7/7 | 5/5 | 8/8 | 3/3 | 4/4 | 2/3 | 4/4 0/1 53/55(96. 4)

No. of strains eradicated/no. of strains isolated (%)

*! GPB: gram—positive bacteria, ** GNB: gram—negative bacteria
Group L: 100 mg

Group M: 150 mg { b.1i.d. for 7 days

Group H: 200 mg
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% T, GFLX B LVFX BI04 5 W& GE%MH) 28 Table 17. Incidence of adverse reactions (dose finding study)
WGE X L7z (Table 19) ad Treatment No. of patients et Statistical

9 . Al verse reatmen nciaence atistica.

@ A EEEIOEYIRS reactions  group total adve.rse (%) test*

B 5-RICIR 20 & 4B S L7z 285 BRICK 5 MR 221 reactions
R % Table 20 1278 L7z, GFLX #7570 S /- 145 L 48 1 2.1
Bl 135 # (93.1%), LVEX B 5 408 S 7z 140 #% Clinieal - ¥ - 3 5 PO
127 8k (90.7%) 2SR L, WIHESICH L Tkt ol . : s

= N . ota .
MICHEREZRD P ol ThE T T LHBMRE ST

~ - = WA e pE e e sk L 42 2 4.8
ARERESTTRE LS, 79 aBttmomssk L 0 T D
AMEHEICAEEZRD R VE OO GFLX B TOH R H 44 1 2.3
N 5.2% #5 <, 7T LRYERTIE LVFX BT 0.4% ot 131 . 51

.~ P
oz, *Fisher’s exact test

BRI HGES L 725 R % Table 21128 L7z, WRED Group L: 100 mg
EOWHREL LKL 1-G6, AEAORESTRTDH Group M: 150 mg | b.i. d. for 7 days
o PO BRI LT IR A B (Group ;200 me

Table 18. Clinical efficacy in complicated UTI assessed by doctor in charge (comparative study)

Treatment No. of Clinical response (%) Efficacy L
. %) Statistical test
group patients excellent good fair poor (%
GFLX 94 57 31 4 2 93.6
(60.6) (33.0) (4.3) @2.1) : Wileoxon P=0.719
excellent + good:
LVFX 94 63 18 2 11 86.2 2 test P=0.090
(67.0) (19.1) (2.1 (11.7)

Efficacy: (excellent + good) /no. of patients x100
GFLX: gatifloxacin 200 mg b. i. d. for 7 days
LVFX: levofloxacin 100 mg t. i. d. for 7 days

Table 19. Overall clinical efficacy of the treatment in complicated UTI assessed by UTI criteria (comparative study)

Treatment No. of Clinical response (%) Efficacy L
. %) Statistical test

group patients excellent moderate poor (%
PLX o 54 34 6 056 Test of ch(mclaé ;q)ulvalence

(57.4) (36.2) (6.4) : A10%

P=0.000
Efficacy rate difference: 7.4%

LVFX 94 62 19 13 86.2 90% confidence interval

(66.0) (20.2) (13.8) 0.3%—14. 6%

Efficacy: (excellent + moderate) /no. of patients x100
GFLX: gatifloxacin 200 mg b. i. d. for 7 days
LVFX: levofloxacin 100 mg t. i. d. for 7 days

Table 20. Bacteriological response to the treatment in complicated UTI (comparative study)

Treatment No. of Response Eradication | Statistical
Isolate . B s
group strains eradicated persisted (%) test
GPB* GFLX 72 69 3 95. 8 P=0.306
LVFX 64 58 6 90. 6 ’
GFLX 73 66 7 90. 4
GNB** P=1.000
LVFX 76 69 7 90. 8
Total GFLX 145 135 10 93.1 P=0.518
otal =0.
LVFX 140 127 13 90. 7

*! GPB: gram—positive bacteria, ** GNB: gram—negative bacteria, *’: Fisher’s exact test
GFLX: gatifloxacin 200 mg b. i. d. for 7 days
LVFX: levofloxacin 100 mg t.i. d. for 7 days
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RO o Tzo Mk L B IC Pseudomonas aeruginosa 3) WkEPERE S, MR (2 7 I VT RER
DR X 0 BT > 7225, WEERIC 21338 (1) HYEERH E I & 2 FRARR) R

Dol

@ etk

H - MR A EIEH 1, Table 22 (278 L7z X 912 GFLX
#6/118 B (5.1%), LVFX # 9/118 1 (7.6%) 2 &
D HNTZH, WEERICH A RBD Do 2. HIRKRA
EEFIZDOWTH GFLX # 6/107 % (5.6%), LVFX
B 3/104 B (2.9%) 238D HN/225, WEEHICAH =
BROLEH o720 H - AEEIVER & BRMARICE X
TR REIHIZE L SR ICow T h Wil
MICHEEZBD LR H» o7 (Table 23),

MEMRE S EE - 7253 V7 HRELRESD)
48 BN BT B, HHMERMHE I & % BIRA)R % Table
24 1R L7225, #Fx) 34 6, BH) 13 BITHEIIZ 97.9
% TdH o7z FRRICIEREME - 77 I Y 7THIRE LK 54
BB 2 Y Rl 2 13 %h 43 B, AR 11BICH
BFIX 100%, Z DO IR %% 43 BB\ TIEFER) 32
Bl, HxhoBl, AR 1P THENFEIL5.3% THho
72

(2) UTI#E GE#) 12X 2 BRRHR

UTI 28 GEHR) (X D AR EDWRETdH o 72k
WHEIRE 2513 40 1T, %5 3 HZOREGEIRR R ITFE

Table 22. Incidence of adverse reactions (comparative study) gaj 2 34 15[], 75'?73 256 14l T, 75'?73 2%:‘ 13 100% T 2;) -7
No. of patient: > 3 M. 5 I 7P ML) 7
Adverse Treatrnent—0 o prnents Incidence Statistical (Table 25) © . ES t’ 3*5(%% ri 773 /z’ Iﬁl“ﬁijﬁkkﬂ
reactions group total adve‘rse (%) test” T %5 UTI %Qﬁ— (ia%ﬁ) ) %é\ﬁﬁ’;ﬁﬁw% ﬂi, 7H fﬁ
reactions HISECIE R 32 01, A% 10 B, R 161, 14 H K
Clinieal 0% T8 ML peoses  ETIEEMA0H, AR IAT, ARHETRZNITT
: %, 100% T -7 (Table 26),
GFLX 107 6 5.6 _ . .
Laboratory oo o) 3 g P=0.499 (3) ik S M72KE 12K § 5 MIC B
. S MR 36 FRICHT9 5 MIC % Table 27 2R
*Fisher’s exact test . .
GFLX: gatifloxacin 200 mg b. i. d. for 7 days L 726 GFLX ® MICy, % 0.063 ,ug/mL & mproﬂoxacm
LVFX: levofloxacin 100 mg t. i. d. for 7 days (CPFX), ofloxacin (OFLX) X 0 & 4~8 5w o 72
Table 23. Overall safety rating (comparative study)
Treat t Almost Safety slight], Safet;
re;‘jorl?:n No. of patients Safe SI:;S & goi,ﬂjtlfil Y Not safe ?‘2 )y Statistical test
98 6 5 1
GFLX 110 (89.1) (5.5) 4.5) (0.9) 45 Wilcoxon P=0.954
safe + almost safe:
LVFX 107 95 6 6 04.4 # test P=0.961
(88.8) (5.6) (5.6)

Safety: (safe + almost safe) /no. of patients x100
GFLX: gatifloxacin 200 mg b. i. d. for 7 days
LVFX: levofloxacin 100 mg t. i. d. for 7 days

Table 24. Clinical efficacy in urethritis assessed by doctor in charge related to daily dose (open label study)
Dose* No. of Clinical response Efficacy
Diagnosis . K "
(mgxtimes) patients excellent good fair poor (%)
Gonococcal 100x2 1 1 1/1
or gonococcal/chlamydail 150x2 6 6/6
urethritis 200x2 41 28 12 1 97.6
150x2 5 2 3 5/5
Chlamydial urethritis 200x2 45 38 7 100
others 4 3 1 4/4
150%2 1 1 1/1
Nongonococcal
. . 200x2 36 30 4 1 1 94.4
—nonchlamydial urethritis
others 5 2 3 5/5
Other urethritis 150x2 1 1 1/1
Total 145 109 33 1 2 97.9

Efficacy: (excellent+good)/no. of patients x100
*received for 3—14 days
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Table 25. Overall clinical efficacy in gonococcal urethritis on the 3 rd day of
treatment assessed by UTI criteria (open label study)

WBC in smear
K Effect on
or urine Cleared Unchanged
N. gonorrhoeae
N. gonorrhoeae
Eliminated 34 6 40(100%)
Unchanged
tient total
Effect on WBC 34(85.0%) | 6(15.0%) | PO
@ excellent 34(85.0%)
Overall efficacy
derat 6(15.0%
[ ] moderate (15.0%) 40/40(100%)
I 0
(including failure)

Table 26. Overall clinical efficacy in chlamydial urethritis assessed by UTI criteria (open label study)

WBC in smear
of first voided urine Effect on
D £ C. trachomatis
ays 0, cleared unchanged
observation
. 7 32 10 42(97.7%)
eliminated

14 40 1 41(100%)

C. trachomatis
haneed 7 1 1(2.3%)
unchange 14 0(0%)
patient total
Effect on WBC 7 33(76.7%) 10(23.3%) 43

14 40(97.6%) 1( 2.4%) 41

@ excollent 7 32(74.4%)
X
14 40(97.6%)
. 10(23.3%) Overall efficacy
l:| moderate 14 1(2. 4%) day 7: 42/43(97.7%)
i day 14: 41(100%)
I:I 7 1(2.3%)
oor
P 14 0 0%)

Table 27. Antibacterial activity of several antimicrobial agents against Neisseria gonorrhoeae isolated from patients (open label study)

Isolate Antimicrobial MIC (ug/mL) Geometric Mod
(no. of strains) agents range MICs MICso mean MIC ode
gatifloxacin 0.002-0. 25 0.008 0.063 0.012 0.008
Neisseria gonorrhoeae ciprofloxacin 0.002-0.5 0.008 0.25 0.016 0.004
(36) ofloxacin 0.008-1.0 0.016 0.5 0.041 0.016
cefiriaxone =0.001-0.063 0.008 0.031 0.007 0.004
2, =T VAR u VIO D RO S #FEIZ91.83% THY, EBHIEMEN (27 I T7H) b
hizo SRRIED 1 FNEERTH o7z (Table 28),
4)  HINZBRIE (2) UTIZE# GBH) (12X 2 BRA
(1) HMERRHEC X 2 FRARRD R SV PETT VIR 29 5 UTI Bk GEA) 12 X

VIR R PR T 2R 2 8 BT R 9 % HH M BE A ) 2 1 & LRE TR, 7 HBEHEDIES T 7 6l 7 B175,
BRI AT ERY 5 61, AR 36, BUEMETER L 14 HRHEDIEBITH 6 Pl 6 BIBHR LU L TH - 720
R23BITIZHFR 4B, AR LTH], AR 26ITH  EBIEMEERZREICE TS, 14 HEROHE T 18 #
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Table 28. Clinical efficacy in prostatitis assessed by doctor in charge related to daily dose (open label study)
Dose*! No. of Clinical response Efficacy
Diagnosis X . ”
(mgxtimes) patients excellent good fair poor (%)
Acute bacterial 200x2 8 5 3 8/8
Chronic bacterial 200x2 19 14 1 94.7
others 4 3 1 3/4
Chronic nonbacterial ** 200x2 1 1 1/1
Total 32 10 20 2 93.8
Efficacy: (excellent + good) /no. of patients x100
*! received for 3—14 days, ** Chlamydial prostatitis
Table 29. Overall clinical efficacy in prostatits assessed by UTI criteria (open label study)
No. of Clinical response Efficacy
Type of prostatitis Day™’ . "
patients excellent — moderate poor (%)
Acute bacterial 7 7 4 3 7/7
14 6 6 6/6
Chronic bacterial 14 18 7 11 100
Chronic nonbacterial ** 14 1 1 1/1
Efficacy: (excellent+moderate)/no. of patients x100
*! Day of observation, **Chlamydial prostatitis
Table 30. MIC versus bacteriological response in bacterial prostatitis assessed by UTI criteria (open label study)
MIC (ug/mL)
Isolate Not Total
=0.025 0.05 0.10 0.20 0.39 0.78 1.56
done
GPB*' | S. aureus 1/1 1/1
S. epidermidis 1/1 1/1 1/1 1/1 4/4
S. haemolyticus 1/1 1/1 2/2
S. agalactiae 2/2 2/2
E. faecalis 2/2 4/4 6/6
others 1/1 1/1 2/2
subtotal 2/2 2/2 3/3 2/2 5/5 2/2 1/1 17/17(100)
GNB** | E coli 10/10 1/1 1/1 1/1 13/13(100)
K pneumoniae 1/1 1/1
P. mirabilis 1/1 1/1
S. marcescens 1/1 1/1
Pseudomonas sp. 1/1 1/1
subtotal 11/11 1/1 1/1 3/3 1/1 17/17(100)
Total 11/11 3/3 3/3 6/6 2/2 5/5 3/3 1/1 34/34(100)
No. of strains eradicated/no. of strains isolated (%)
*! GPB: gram—positive bacteria, ** GNB: gram—negative bacteria
7 BISER, 11 BIBSER THAEIE 1002 Th o 72 (4)  MTHFHIRDR

(Table 29) o Be 5B V2 H S BRE HIR E 7213 VB 2 BB S 7 34
(8) {HHMHIE FRIZH 3 2 M 2190 2 Table 30 (2R L7245, 34 #k

UTI ¥ GBH) [2X D HESNERO Iz
WTIZBB R D MET S L7 (Table 29). SPEHHE M

BRI LTz T2, MIC %l L7240 BEkk 33 £k
1$9XT 1.56 ug/mL LT TH -7,

BB STid, IR3E 2 38 5% oo 57l W] BB SE B 6 B D ¢ 5) HEH BR%
TITHRBN RS SNize —T5, MR IR (1) FHYPEAREC & B ERRDF

TIE, RZE 2 8% O Rl ol BEAE B 7 1 TV g O e
BN b BB RAFRD 57275, R 4 B O FHifiv)
RESEBY 7 BITIX, 7 B 6 BICIHRHERIRDY, 1B
MR b NIz,

R B b ARS8 8 IR & fH L R RH) € 12 & 2 IR R A
Rk, HR) 5 61, HH) 2 B, LA 1 BITH - 72 (Table
31)o
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Table 31. Clinical efficacy in epididymitis assessed by doctor in charge related to daily dose
(open label study)
) ) Dose*! No. of Clinical response Efficacy
Diagnosis . . 9

(mgxtimes)  patients excellent good fair poor (%)

100x2 1 1 1/1

100x3 1 1 0/1

200x1 1 1 1/1

pididymitis 2002 9 2/9

300x1 2 2 2/2

others™* 1 1 1/1

Total 8 5 2 1 7/8

Efficacy: (excellent+good) /no.of patients x100
*! received for 3—-14 days, **200 mgx2—100 mgx2

Im. * =

TuFuFu RPN, 1984 412 norfloxacin
(NFLX) #SERICBE S =0 % 802, 2Dk
WENEB O, PR ION EB L OREROYEEZ D E
LCHEMOERPHFBEINTED, SFHERGUE DRI
K HWHRT WS,

WAR R T IR 2 A 3 2 MR PR I S i
ZBWwT, RN E LTI 2B%ER (GNB) 12z,
E. faecalis X a7 7 J — ¥ Staphylococci (CNS)
DE) BT T LR (GPB) 2HMLTWwSZ Lp
W ENTHD®, GPBITH LT ARG
Y BHEAIRKD SN TS, GFLX 1Z 82 * b ¥
VIRBAT S LICX ) GNB IS 2 HUR ) & #ERE
L2, Streptococcus pneumoniae, E. faecalis %13
L &9 5 GPB R BRI LT b DG 238 il
Shzr?, 8512, GFLX X, #W B X O Chlamydia
trachomatis \Zxf L CHWHIR D 2R L, RS L O
77 IVTHRERIIH L TOBVAIESBIFTE 2,

7NV aFd ) u rRREEOH M T Ny BRI R M 55k
WIZBITAENHERIIDNA Y ¥ f L—RA & FKRA VR
L—ANTHY, EROFEANIES S 2ERIICHET
5 TR 2RI L 72, £zt L GFLX 31
R 2RI AREDORETHES 52727V, v
F—E LTEHTAZ DL, 2070128 b 560
DEHFFZEOBIETVERELTH MICAKREL EAT ST
HEVED D 72 <, THPEAVER ST W ETRIBE T
W5

WAPR S B IR G 1200 97 % GFLX @ iR ER D )ik
BT TG SN TV B, 4 o IR A A
W&, BB & ORI AR, R e R,
CHEMRILEGEERY 12 B TRl SOE B BT E E D
S72b DD, FENT LRI, SERIREERICBIT 2 H%)
%, &R EORBIETTICHEIN TV EE T
EAEMEN R, HREBERRE X OHEGGABRIZB T
L HE, SR & ORI HED w2 & D
m3Iniz,

DM, AN GFLX OKRE#EZ L5,

O  HAVEREREGE (R HAERE 2, S PEH
PEEBER) IZBWT, HYEEAHE T 95.8% (137/143
Bl), UTI#EIZ X 20 % T99.1% (116/117 H1) OF
RIS SN, FERRIIENEN 78.3% (112/143 Bi),
81.2% (95/117 #l) L \WHETH - 7zo FFICEME RN
BEE2E12 DWW Tid 100 mgx2/H D 3 Hi$5-& 7 HIH
Pe % “HEEMPECHRIR L7225, BRZES X OE#R
RICBWTHHGMMICHEEZRDT, 3 HE#5 T
TR BRI ROELNLE I L bh otz SO LI
REHOBR, BERIZX FOHPHOFEHTHSH. A
PEHAVEIREIDE 25 2% D & D 4 BEFR 140 ¥k TI1, MIC 7%
6.25 ug/mL TH - 72 E. coli 1 Mz B ETXTOKDIY
KLTBY, GFLX DR\ HLTE ) 238 L 72 JRIR R A2
KM hiz %z 5hb,

@  BHEVEIRBRIERGRE  (BUHETVEIRE I 98, BOHEIE A
7%, BIVIRMRIEGYE) 2BV TZ, & 7— 7 IVEBE
Bl % & o> T Y E[iH %2 T 85.4% (386/452 B1), UTI
HETD 85.4% (356/417 %) DAEFRTH D, FH5)
FIZENZN54.6% (247/452 B1), 55.4% (231/417
Bl) Tdholzo HIREENE IHBITHE T 2EA0L
H T — T OV EAEF T O AR EFE UTTH & T 69.4%
(25/36 B) %R L, FEDOHRA 23~57%" 712~
TENTEETH o720 UTI FL#E T S N2 5ER] 417
BIOJRH & 53-8 S 7z 677 BRISH 3 2 M 2= 1% 1S,
21KT 90.3% (611/677 #%) , GPB T 92.9% (273/294
#k), GNB T 88.3% (338/383 1) OHELETH D,
F B R BRGSO O EE 2 RINE O R H L HIE, E.
faecalis T 93.5% (116/124 ¥ ), Staphylococcus
epidermidis C 91.2%(31/34 #%), E. coli T 96.5% (136
/141 #%), Klebsiella spp. T 89.7% (35/39 #k), P.
aeruginosa T 59.5% (25/42 %) T & - 720 LVFX &
O R B W T GNB O il 2 % 13 GFLX # &
LVFX BEAFAEE TH - 7295, GPB DilLKIZZFhZ
N 95.8%, 90.6% THMHMICEFREELZEDOLEVDOD
GFLX #4%5.2% Llal> 7z (Table 21). Z#ii, GPB
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RS B PR AR X 7 GFLX O 45 s Bl 72 &
FEBbh, HEE. faecalis R CNS 7 & D GPB H35
HEE LTOHGZHL TR LEEZ DL,
GFLX DGERIZ BT 5 A4 E

® WRTERESR, FEMEEREE (77 IV THR
Wk, JFERE -y T I VTHIRIEBER) ITBWT, #HY
P fili 3 %2 C 97.9% (142/145 $1), UTI H %2 T 98.8%
(82/83 Bl) DA TH Y, HERMFITZNLEN 75.2%
(109/145 ), 79.5% (66/83 Bl) L FHHTH -~ 72, UTI
HEIZBWT, WEERESR 40 #1TI1x 38 HE D5 T
EFICHRE O R EZ RO, ARFEIL100% TH - 72
(Table 25) o 4 [ DERRBI 2 5 558 S 72K ISR 5
GFLX @ MIC;, fii 0.063 ug/mL T GFLX & CPFX,
OFLX IZHART4~8 fFHEV IR N 2R L7z AIFITH
WTIR7VAaF ) ayEOR T RERNOBIFIHES
F 0 VIERE OBMAREIZ R ) ooH ), HEK
el b #is SN TWvW B, GFLX FHKE 2R L Tiivit
WhzEzadrLedbic, F/uVifkoiHE shb
DNA YV x4 L —AD gyrA T, PKRA VX TF—¥
NV® parC EEFICERZH T RIS LTH RPN
NERTIEPHMEINTE Y, WREMEIRE RO R
TOERMPHREI NG, —F, 77 IV THRERI
BWTIE, BRMROHRRE L ORHERIZLE HITT
HBE oO#5CT97.7%, 14 HIT100% T& Y (Table
26), 79IV THREROEFRIITT AL TE DK
MCThoseo 72, L, FMENE -7 7 IV T7HR
BEROJFHE & LT Mycoplasma  genitalium A5EH &
NTWEO9, L OEFTIRNEIAHTH S, &
DL 7 I VT HRERIZHE T T IThNLTW 525,
ZOEMNBERILTLIBEL &L, SHOME T 95.2%
(40/42 B1) DAERHE, 76.2% (32/42 Fl) DFHRHE )
Hoh/-Z L (Table24) X, AHIOH#EBbN L,

ZOX ST, WEME, T IEREREROERIC
BOWTHMMEOB WAL EZ 5N5205, REDMKED
F o Vit s, BAREHEHTLI L3z LS
EDHBUHICBLRLEDLDHS D,

@  FIERRSE CREMAT YRR RIS, R A Ik A
Bge) 2BV, HYEME T 93.8% (30/32 #),
UTT % T 100% (26/26 ) OFERFET, ERFITE
&N 31.3% (10/32 %), 46.2% (12/26%1) TH 1,
W R DR SGE HE F 721 VB A 5 408k S 7z 34 bk
BIRTBE SN, 72, KE2HBIZBWTANK
BXOEBEMEEN ZREOVWT L 7H261C, 1K
3K 4 B % TR MR R R RO 7 BT 6 B IR
MR E RS, GFLX I VIR ZOH BBV TR VA
kL EER R AR CELEATH L LEZ D,

P A2 7 B 2R BRI LT BV B A T IR G AE
DOEDT, ZOFE72 2 HHEHT VIR, 7R
DHEFNOBITHEDOARRITER LT 5o WIREFHHIBUR

Y BHIZ BTG S 17z GFLX O i v LS o
xR 5-% 2 M, 4O IEENEN 3.17 ug/g,
2.80 ug/g, [AARIZHHIME LOFHIE 1.92, 1.63 TH -
Too FHRT VT4 TITBT BEVBETIRE 5%
2 KEf, 4K OFH Iz Z 2N 156 ug/mL, 1.24 ug
/mL, [EARIZX ML D313 0.98, 1.03 T# V) (Table
2), 7VFuFx )/ urIEORHPTHEIENOBITHE
DEVEBICALYEEZOND, FHFOLNIZEHVA
B EWHRIE, GFLX OHI VRO BRI 22 BATEC
M2 CTHMBEDHEK TH % E. coli, Klebsiella
pneumoniae, E. faecalis 7 E1ZxS BHRWHLR 128
BRIIORINTbDEEZONS,
©® HEELIIBWT, HYENKE T 87.6% (7
/8B1) DERMFETH -7z G HOKWE TRIEKE % M
FKCETIEBNI R o 7278, YRR PR RO KR &
LTIEGNBAETHY, #HEETIEC. trachomatis
DOWEEEL FWE SN, INSDOWITHT % GFLX
DOPIR IR, MR THEE LM~ OB D
Baf (2 10 0 B C LRk R BE 1% 2.82~3.26 ug/g, *T i
151t 2.86~4.09; Table 2) THh2dZ &b, Lk
RKOWBHFIIBTHMEDHIF SN E25, S 5IT5HD
M BUBETH Ao
DEFEOBMEFHERLIY, GPB25GNBB LU 73
VT EORERE £ TOILFEPIZ R\ GFLX O BRI
& B R AT L 25 VW F o T, GFLX I HLAE
IRESIEGYE 2 3 Lo, BETERESIEAYE, WRMERER,
IEMPH IR E 2, WV IRK % & OWREFFHEBUEGSIE 12
WL TEHWHIMEZ RTEATHLEERZOND,
I
GFLX OEIRBAZE Lo SR EMEHTA & L CTHRE
- TEEEEI ) % U 7wl BARE A ISR 22 L E .
X L7y
1) Hosaka M, Yasue T, Fukuda H, et al.: In vitro and
in vivo antibacterial activities of AM-1155, a new 6—
fluoro—8-methoxy quinolone. Antimicrob. Agents
Chemother. 36: 2108~2117, 1992
2) Hosaka M, Kinoshita S, Toyama A, et al.:
Antibacterial properties of AM-1155, a new 8-
methoxy quinolone. J. Antimicrob. Chemother. 36:
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3) Wakabayashi E, Mitsuhashi S: In vitro antiba-
cterial activity of AM-1155, a novel 6-fluoro—8—
methoxy quinolone. Antimicrob. Agents Chemother.
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Clinical studies of gatifloxacin, a new fluoroquinolone, in genitourinary tract infections
Yukimichi Kawada" and Hiroyuki Ohmori”

YDepartment of Urology, Inuyama Central Hospital, 6 Goromaru Futakozuka, Inuyama, Aichi 484-8511, Japan
?Department of Urology, Okayama Rosai Hospital

We published clinical study results on gatifloxacin (GFLX) in genitourinary tract infections in earlier
issues of this journal. Recollation of case reports with source data has shown the necessity of some
corrections in published papers. We therefore collectively report results based on our reanalysis of all data.

1. Overview of reanalysis

The overall conclusion of clinical efficacy after reanalysis is consistent with the previous conclusion
reported. Satistical analysis of data from the dose—finding study and the double-blinded comparative study
showed that results of reanalysis do not differ in either of the studies from results already reported.

2. Clinical pharmacokinetics and tissue penetration

GFLX was reconfirmed to have good transfer into serum and urine. Tissue concentrations in the prostate
and epididymis were higher than that in serum. GFLX penetrated into prostate fluid and showed almost
the same concentration as that in serum.

3. Clinical efficay

1) Acute uncomplicated urinary tract infections

Overall clinical efficacy by criteria of the Japanese UTI Committee (UTI criteria) was 99.1% in acute
uncomplicated cystitis. The double-blinded study showed no significant difference in final cure based on
UTI criteria between 3—day treatment and 7—day treatment with GFLX at 100 mg, twice a day.

2) Complicated urinary tract infections

Overall clinical efficacy by UTI criteria was 80.8% in complicated urinary tract infections in open label
studies. In the dose—finding study, the efficacy of GFLX at 200 mg, twice a day, was higher than that at
other doses or regimens, although there was no statistically significant difference. Thus, the dosage of 200
mg of GFLX, twice a day, was considered optimal for treatment of urinary tract infections. The clinical
equivalency of GFLX to levofloxacin was confirmed at A=10% in evaluation of efficacy in the double—
blinded comparative study.

3) Urethritis

MICs of GFLX against 36 strains of Neisseria gonorrhoeae isolated from urethritis patients was 0.063 ug
/mL. Overall clinical efficacy by UTI criteria was 100% in gonococcal urethritis. Overall clinical efficacy in
chlamydial urethritis was 100% after 14 days of treatment.

4) Prostatitis

Overall clinical efficacy by UTI criteria was 100% in both acute and chronic bacterial prostatitis.

5) Epididymitis

Clinical efficacy evaluated by the doctor in charge was “good” or “excellent” in 7 of 8 patients with
epididymitis.

In conclusion, results indicate that GFLX is one of the most highly effective drugs in the treatment of
genitourinary tract infections.



