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Dosage
Group L 100mg X 2/day
Group M 150mg X 2/day
Group H 200mg X 2/day

Active tablet
@ . gatifloxacin 100mg
B . gatifloxacin 150mg
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Table 1. Patients studied
No. of patients evaluated for Treatment group Fisher's‘
Group L Group M Group H exact test

Clinical efficacy 37 39 37 P=0.785

Clinical adverse reactions 48 46 48 P=0.329

Laboratory adverse reactions 44 45 44 P=0.772

Clinical value 35 39 36 P=0.510

Total no. of patients 48 47 48
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Table 2. Reasons for exclusion and drop-out
Reason No. of patients
administration after the study period 1
bacteriuria less than 10' CFU/mL 15
Exclusion
detection of fungi in urine before treatment 1
medication with quinolones within 1 week 6
before treatment
Subtotal 23
administration less than 80 % 2
delayed urine examination after treatment 2
unsuitable urine collection in patient with
Drop-out ileal conduit 1
enforcement of operation 1
prohibited co-medication 1
Subtotal 7
Total no. of patients 30
Table 3. Background characteristics of patients
L No. of patients o
Characteristics Statistical test
Group L Group M Group H
Sex male 19 28 20 x° test
€ female 18 11 17 P=0.141
16-19
20-29
30-39 2 ] ] Kruskal- Wallis
Age (yr) 40-49 ] 0 2 H test
ge v 50-59 2 5 3 P 0.360
60-69 13 13 14 o
70-79 16 12 12
80- 3 3 5
. . pyelonephritis 5 9 5 x° test
Diagnosis cystitis 32 30 32 P=0.434
monomicrobial group 3 (upper UTI) 3 3 2
Type of infection infection group 4 (lower UTI) 22 17 21 1 test
(UTI grouping) polymicrobial  group 6 12 19 1 P=0.630
infection (no indwelling catheter) :
+(5~9 cells/hpf) 2 1 4 . -
Crade of ovuria +(10~29 cells/hpf) 8 12 8 Rruskal-Wallis
Py # 15 11 10 P-0.993
# 12 15 15 o
o 10 Chyym i i : Kruskal - Wallis
Grade of bacteriuria 10° CFU/mL 6 3 3 H teStP-()776
10" CFU/mL 23 28 25 o
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Table 4. Organisms isolated before treatment

Isolate Group L Group M Group H Fisher’s exact test
S. aureus 3 4 3
S. epidermidis 2 2 3
S. haemolvticus 2 5 1
GPB  Staphylococcus spp. 1 3 4
E. faecalis 10 11 7
Enterococcus spp. 2 2
other GPB 3 6 1
Subtotal 23 31 21 —
E. coli 14 11 11
Citrobacter spp. 2 2 4
Klebsiella spp. 8 1 4
GNB  Enterobacter spp. 1 2 4 P=0.432
S. marcescens 1 6 1
P. aeruginosa 3 4 2
other GNB 2 5 8
Subtotal 31 31 34 —
Total no. of strains 54 62 55

GPB . Gram-positive bacteria
GNB . Gram-negative bacteria

Table 5. Sensitivity distribution of clinical isolates to gatifloxacin

Treatment MIC (pg/mL) (inoculum size . 10° CFU/mL) Cumulative Not
groun <125 0.025 0.05 0.10 0.20 0.39 0.78 156 3.13 6.25 125 25 50 100 >100 Total x  test done
Group L 1 2 9 10 4 10 4 2 2 5 2 3 54

Group M 1 12 4 8 9 4 5 3 3 3 7 1 1 61 P=0.346 1
Group H 14 6 7 5 8 3 4 3 4 1 55

Table 6. Overall clinical efficacy of the treatment

Treatment No. Of‘ Excellent Moderate Poor Efficaocy Statistical test
group patients rate (%)
- 22 10 5 .
Group L 37 (59.5) (27.0) (13.5) 86.5 Kruskal-Wallis H test P=0.667
Tukey L:M P=0.805
Group M 27 5 7 82 M P-0001
roup 39 . 1 : =0.964
(69.2) (12.8) (17.9) Excellent+Moderate :

y® test P=0.245
Group H 37 (6?%) (2¥b> <§4> 94.6 Cochran- Armitage  P=0.429

Efficacy rate (%) . (Excellent+Moderate)/No. of patients X 100

B92.9% TdhH-o72o WTFNICLTHIBIEEEL THY, WTHIBWTHIBWITEEEFRED LT,
Do, WTFNLHEOHENEI RO &ED» - 72, @ HBRIHYERI AV E L 7 BRI w8
WABRAS R EOIIEL L BRE X OISR 6§ TBERTH L IR AT O I CTHIE L 7-BEARZI £ TId Table 10
BB % Table 8, 9IZRL7:, BROEFIRITL B WRL7Z2E 912, BRRIZLEESI.2%, MEESI7T %I
67.6%, MBET74.4%B L UHEET0.3%, F7-MERD SUHBI6 B TIHICHEEELRD o 72h, HEE
PR bR LEESL.1 %, MBET76.9% B L UHEEILI% DENEVPED @2 o7,
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Table 7. Overall clinical efficacy of the treatment related to the type of infection
Type of infection No. of Efficacy SIS
(UTI grouping) Treatment patients Excellent Moderate  Poor rate (%) Statistical test
Group L 3 3 100 Kruskal-Wallis p_ 153
G-3 H test
( r UTD Group M 3 2 1 66.7 Tukey L :M P=0.673
uppe ! L:H P=0.139
Group H 2 1 1 50.0 M:H P=0490
Group L 22 15 4 3 86.4 Kruskal-Wallis p_p 531
. . H test ’
Moncmicrobial G 4 g Grows M 17 13 2 2 882  Tukey L:M P-0.840
L:H P=0.503
Group H 21 17 4 100 M:H P=0.877
Group L 25 18 3 88.0 Kruskal-Wallis p_( g59
H test o
Subtotal Group M 20 15 2 3 85.0 Tukey L :M P=0.989
L:H P=0.956
Group H 23 17 5 1 95.7 M:H P=0.990
Group L 12 4 6 2 83.3 Kruskal-Wallis p_¢ 408
Polymicrobial G~ 4 H test
izfection (no indwelling Group M 19 12 3 4 78.9 Tukey L :M P=0.460
catheter) L:H P=0.464
Group H 14 8 5 1 92.9 M:H P=0.997
Efficacy rate (%) : (Excellent+Moderate)/No. of patients X 100
Table 8. Effect on pyuria
Treatment No. of Clearing e
Pl patients Cleared Decreased Unchanged rate (%) Statistical test
Group L 37 25 1 11 67.6 Kruskal-Wallis H test P=0.526
Tukey L:M P=0.503
Group M 39 29 7 74.4 L:H P=0.907
M:H P=0.769
Cleared
Group H 37 26 3 70.3 Cochran- Armitage P=0.753
Table 9. Effect on bacteriuria
Treatment No. of L Elimination o
group patients Eliminated Decreased Replaced Unchanged rate (%) Statistical test
Group L 37 30 1 2 4 81.1 Kruskal- Wallis H test P=0.218
Tukey LM P=0.883
Group M 39 30 1 3 5 76.9 L:H P-0.454
M: H P=0.209
Eliminated :
Group H 37 34 1 2 91.9 Cochran- Armitage P=0.268

2) MR R

FRIR AR DFFAMIAS R & L TR S N7HEBI O LT DR
PooEES NIz, LEESAK, ME62HB L UHES5H
DHEHFKHFEIL, Table 11D & HIZFNEN90.7%, 90.3

%3 E1V96.4%T, IRIHEELZRDOL»P-/2H, H
HORHEEENIRLO&EP 72, TNET T LEEREE 7
TLREEICT TR LB EICL, 77 4BERD
WHERITLAE95.7%, M#90.3%B L UHH 100 %
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Table 10. Clinical efficacy assessed by doctor in charge
Trg?(t)?;m pIz\AISi.er?tfs Excellent Good Fair Poor rEEfeiC?(% Statistical test
Group L 37 22 1l 5y 89.2  Kruskal-Wallis H test P-0.469
(59.5) (29.7) (10.8) : est B=b
Tukey L:M P=0.540
28 7 1 3 L:H P=0.531
Group M 39 (718)  (17.9) (2.6) (7.7) 89.7 M:H P=1.000
Excellent+Good :
y° test P=0.665
Group H 37 26 9 1 1 94.6 Cochran- Armitage P=0.289
h (70.3) (24.3) (2.7) (2.7) ) ’

Efficacy rate (%) . (Excellent+Good)/No. of patients X 100

Table 11. Bacteriological response to the treatment (1)
Isolate Trg;\(t)rljl;nt pligi'er?tfs Eradicated Persisted Err:tdeic(a(;i)?n Statistical test
Group L 23 22 1 95.7 Fisher P=0.460
Tukey L:M P=0.687
GPB Group M 31 28 3 90.3 L:H P=0.812
M:H P=0.310
Group H 21 21 100
Group L 31 27 4 87.1 Fisher P=0.622
Tukey L:M P=0.904
GNB Group M 31 28 3 90.3 L. H P=0.608
M:H P=0.865
Group H 34 32 2 94.1
Group L 54 49 5 90.7 Fisher P=0.392
Tukey L:M P=0.996
Total Group M 62 56 6 90.3 L:H P=0.519
M: H P=0.445
Group H 55 53 2 96.4 Cochran- Armitage P=0.304
GPB : Gram- positive bacteria
GNB : Gram-negative bacteria
T, FILBEMETIILEST.L %, MEI3%B LV 4. wEH
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1IBIR L&) ICLBETIE 3769561 (13.5%) %05 10
Pk, MEETIE396I 8% (20.5%) 2056 9HkEB L O'HEE
TIE37HIH 3B (8.1%) H 5 4rkHHRINS HL72A%, 23
th 8 ¥k yeast Th o7z, LEETIZ S 7 LFHTER % 6
i L7225, MEETIE3M, HEETIEIMRED R, &
BHMBLME % 2O 7 IEFIOHE I B W TH 3HERTHEE
Bib L mrol,

Staphylococcus aureus ,

B - EmEIER L, Table 14 I/RL7AZLHICLEE
1/48%) (2.1%), ME3/46%0 (6.5%) BLUHAE1/48
Bl (2.1%) IZRoNA, SHICEEETRDT, i
HefFtdBohrolz, BIEHONEE, LETIE
B - Bk (BE), MBFCIER (B, WX
EHAIR (h5E), LEHEE (BE) BLUOHBETIET
# (hEE) T, FNENIBITOEBLI, ThbH
D) LHEFEO2HNIEIE L PIEL, Mo 3FNTIE %
BeL7zhs, WIFNOMER b ELE CREKIZHER L,

2) BRRMAERE

PR EIC DWW TIZ L #4461, MBE45HB L OH
A4 Bl OGS SRIER THRET S, EH & OREDEED
N7 BRI ERE ORBRRFIILEF45%, MEE2.2%5
JUHB23%THY), SWICHFELELREDT, F7°H
BRI L ED LN o7 (Table 15), ZONEIE, L
BETIIIFREERE S (1.0—4.0—11.0—3B#r11.6) &£ S-GOT
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Table 12. Bacteriological response to the treatment (2)
Treatment No. of . Eradication
Isolate group patients Eradicated Persisted rate (%)
Group L 3 3 100
S. aureus Group M 4 4 100
Group H 3 3 100
Group L 2 2 100
S. epidermidis Group M 2 1 1 50.0
Group H 3 3 100
Group L 2 2 100
S. haemolyticus Group M 5 4 1 80.0
Group H 1 1 100
Group L 1 1 100
GPB  Staphylococcus spp. Group M 3 3 100
Group H 4 4 100
Group L 10 9 1 90.0
E. faecalis Group M 11 11 100
Group H 7 7 100
Group L 2 2 100
Enterococcus spp. Group M
Group H 2 2 100
Group L 3 3 100
Other GPB Group M 6 5 1 83.3
Group H 1 1 100
Group L 14 13 1 92.9
E. coli Group M 11 10 1 90.9
Group H 11 11 100
Group L 2 2 100
Citrobacter spp. Group M 2 2 100
Group H 4 4 100
Group L 8 7 1 87.5
Klebsiella spp. Group M 1 1 100
Group H 4 4 100
Group L 1 1 100
GNB  Enterobacter spp. Group M 2 2 100
Group H 4 3 1 75.0
Group L 1 1 100
S. marcescens Group M 6 6 100
Group H 1 1 100
Group L 3 2 1 66.7
P. aeruginosa Group M 4 2 2 50.0
Group H 2 1 1 50.0
Group L 2 1 1 50.0
Other GNB Group M 5 5 100
Group H 8 8 100

GPB : Gram- positive bacteria
GNB : Gram-negative bacteria

L5 (29—>48) D26, METIZRLEMED B
(=—=+) 1BlBXOHETIEIS-GPT L& (27 —44)
IBITH -7z, WTNORESEET, S-GOT LRtk
OHAEIL B O#ER, EHITE L7,

5. AR

BRRSIR e 7 et (BWER B & OUBRMAERE) 4
ERCEIR L, ABRIELEMAYHE L7 G %% Table
16 12R L7z, FHERT RIESNILEE35 6, MBEE3IHIEL &
UHE36HIT, FRAMAITOFEHMESE L OhaEiz#
NENLEFT81.2&£92, MBFT8I5 L9l BLUHE
T85.9L93THY, HHMWEAITTH60LLLEDFERDHE
FEIXLAE8S.7%, MAER7.2% B L UHEEIL.7%Tdh -

7o HHMZ 270 FHEL L O60 L FEOSEIZOWT
SHCHEEELEO L o7,

m = =
ThA B XUy REEGFLX ORBERGSE
A EHEERRHE BB T 5 H0T, ®EMEMERE
BGSER R & L, ARASHER (L#: 100mgl H 2],
M# : 150mgl H 2\, H# :200mgl H2[]) THEE
HEUFTIC L 5 T EERBEHLERB LT, KR OH
Wk, BEMBXUOHERMEAREL 7,
1. BRR#FEIZOWT
ARl RIZBRTR L D AN OB E 2RV T —F
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Table 13. Strains appearing after treatment
No. of strains (%)
Isolate
Group L  Group M Group H

S. aureus 1

S. epidermidis 1 2

S. haemolyticus 1
GPB S. bovis 1

E. faecium 1

Other GPB 2 1

Subtotal 6 3 1

P. aeruginosa 1

Pseudomonas spp. 1
GNB A. faecalis 1 1

NF-GNR 1

Subtotal 1 2

Yeast 3 1

Total 10 9 4
No. of patients in whom strains appear 5/37 8/39 3/37
/total no. of patients (%) (13.5) (20.5) (8.1)

GPB : Gram-positive bacteria
GNB : Gram-negative bacteria
NF-GNR : glucose-nonfermenting Gram-negative rods

Table 14. Clinical adverse reactions
) No. of Treatment group
Type of reaction -
patients | Group L  Group M Group H

Nausea 1 1
Nausea + Anorexia 1 1
Upper abdominal pain 1 1
Stools loose * Itching 1 1
Diarrhea 1 1
Total 5 1 3 1
(Incidence, %) (3.5) (2.1 (6.5) (2.1)
Total no. of
patients evaluated 142 48 46 48
Fisher's exact test P=0.449

Table 15. Laboratory adverse reactions
T ¢ " No. of Treatment group
e of reaction .
P patients | Group L Group M Group H
Eosinophil increased 1 1
S-GOT increased 1 1
S-GPT increased 1 1
Urinary casts appeared 1 1
Total 4 2 1 1
(Incidence, %) (3.0) (4.5) (2.2) (2.3)
Total no. of 133 44 45 44

patients evaluated

Fisher’s exact test

P=0.846
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Table 16.

Clinical value

Clinical value score

Treatment  No. of L
tients 100~80 79~60 59~40 39~20 19~0 =60 Statistical test
group patients (%) (%) (%) (%) (%) Mean =SD Median <%>
25 5 1 2 Kruskal - Wallis
Group L 35 (714) (143) (29 (57 (5.7 8L2T268 92 BT g P=0.619
Mean :
28 6 2 1 2 Tukey L :M P=0.999
Group M 39 (718)  (154) (51) (26 (51) O8L5F249 91 872 L H P-0718
M:H P-=0.732
. 29 4 1 2 Score =260 : e
Group H 36 (80.6) (1L1) (28 (g B859%236 93 917 2 test P-0.718
VIR B D RE M IR IR TG RE AEB] 143 FEB & 1 G KRG EERED - 72708, A8 S 7 E fuecalis \ 238 L TIEL

L7:& 25, UTIERFHGREE IS - THE L 2R A6
RENRIZBWT, HHEIZLES6.5%, MES82.1 %3
JUHMI4.6% T, IFIIEEELEDLVHOOHE

b E BRI ARM O E L L B ERIRR BV
’C%ﬂ*f&ﬁﬁﬁ%?LHﬁﬁf?%}é}ﬁ‘oto $7:, UTI
BRSNS GIR R 2 B L 256120, HHRE

@%ra;vﬁ&%@%rhﬂ¢é€w¥&3ﬁfﬁﬁﬁ
FROLVWLOOWTIUIG L TOERER (HEE) OFfF
MEFRD &P 272,

FREEH O P CUR BB BV TEH I ATV S
OFLX 3, ZhIETIlHE SN _—EEFRELBEHBROK
oo, UTIHERBREHO) b T —T7 VHEEBEL XU
SERRAT IR IRAYE 2 B\ 72 S BE, 4T, 6REIC BT ARERR
A T8.1~84.3%TH A" "7, Aok (LE86.5
%, MPFE82.1%, H#94.6%) * TN bDFMEL L
84 5&, GFLX13100mgl H2[E, 150mgl H 2 [,
200mgl H2\oOWFhoH&EIZB8W Ty, OFLXIlk
NTHEDLWERMEEZRT Z EATRE ENHY, HFIC
200mgl H 2 MR OFEMEN IO % U L E&Er o720 B
MR B B GAE | S T A RROMEEO BRI T — T
VB R LE LT 90 %RIBMNRFELEZLHNT
BY, GFLXOHELXHIHR L2 LTOEMEIK
ARSIV EEZ NS,

2. RAPME ST AHIEIICONT

BRI A0 TlE, HEMLEIELE (81.1%)
BLUME (76.9%) (2B LT, ARFELEMKIIEH
BREGHTHLHENILI%E, RLBVHEBHILET
Hote T, MEFHHMFIIBNTE, 77 LBEHR
DHEHEEFIIVTNOZREGHDL 0% EEFEL, 774
PatEW CIZ LAES87.1 %, MH#90.3%, H#94.1% &,
HEFROBVHEEEETH), HEORRIIS 7 L0
HEBLOTZ I LBRUEFOVTRIIH L THELTVS
LR SN, T, SEEERICR AL, 7T LB
MW TILE. faecalis 13 L & T A IGEREE 25 b 57 BEE

FECTIH (10%H) 2kl -dboon, ME (11%%) B
S UHB (7T4F) TIRTRTOHEEI RSN, EH1
S. aureus | ZOWTII3FE LT RTEI LI, T2, 7T
LBEHERIZDOWTIE,  P. aeruginosa DHFIFHDRRLED -
72 DD, Citrobacter |E 3 £ U S. marcescens TIE3HEE D
FTRTHE L,

1990 DI BR AR FHZ B 1T B IREFIEAIE R KR

DOFEET 12X B &, HHMEIREKEEGSE TIEKE 2% E.coli
Thb, —FH, BHHMRERBEIREIZBWTIE, JRIER
TIL E. coli, P.aeruginosa, coagulase negative S.aureus

(CNS) B & U Enterococcus & DN F N £123.0 %,
10.7%, 15.8%BLU21.4%THY, ABLTIX Klebsiella
&, P.aeruginosa, CNSI & O Enterococcus|&HSF I ZE
10.3%, 21.8%, 14.1%BLTU21.8% THh -7z &
ENTVE, THIARRBICBVTLIRIZEMOMEN T
Holz, KRBT, 77 LBEH, 77 LBEEE
DHHERIIIHTHEEEIRON o725, HEOD
BHEENELIZ00% MR, FHIZ7 T LBBEOEHE
LFIF100% TH o720 T2, E. coli, Staphylococcus &,
Enterococcus |& 1 L ¥ Klebsiella & |- >\ T HEEDOFEFH
100% Tho7co TO7c®, IREEEGIEIZSBIT LT
DEVERFHIIGTL2EERELEETLH L, KOS
HEOHPINEHTHELLEEZ LN S,

F70, RTWREBRFEHEIBIC BT, FRICREMEE IR IR
YEIZ BT B E. faecalis % 13 U & § 5 IGEKE B O InAs
FEEHEINTWAEY 25, KENIFLERXER T E. faecalis ¥ 5T
7 LRI L ciprofloxacin, OFLX B X ¥
norfloxacin & N MWK %, F72TFLX LHIEED

PRENDERL TS Y 2k, BIURPREAFRED
HET b, INLT T ARMTREIC & D IREEREGAE (20

TAHEREIHR SN TV, SHORERIZBNT, E
faecalis DEHERHIITITI00% TH Y, S5IZ7T LM
PEEAEIZH L TH 90 %Ll LR HERIE O, KH|
DT T LB B invitro 3HE 11 B & OR BT
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Dose-Finding Study of Gatifloxacin in Complicated Urinary Tract Infections
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A dose-finding clinical trial, a double-blind, randomized, comparative study of gatifloxacin (GFLX),

a new oral 8-methoxyquinolone derivative antimicrobial agent, was performed to determine the

optimal dosage in complicated urinary tract infections.
100 mg, 150 mg, and 200 mg of GFLX b.i.d. for 7days (called L, M, and H groups, respectively)
were administered to 143 patients who had no indwelling catheters. Clinical efficacy was evaluated

according to the criteria of the Japanese UTI Committee, and the following results were obtained :

1.

5.

The number of patients evaluated for clinical efficacy was 37, 39, and 37 in L, M, and
H groups, respectively. Among the three groups, there was no significant difference in
background characteristics of patients.

Overall clinical efficacy rates were obtained in 86.5% of 37 patients in L group, 82.1 %
of 39 patients in M group, and 94.6 % of 37 patients in H group. These differences were
not statistically significant.

Overall bacteriological eradication rates obtained in L, M, and H groups were 90.7 % of
54 strains, 90.3 % of 62 strains, and 96.4 % of 55 strains, respectively, with no significant
differences.

Incidence of clinical adverse reactions in L, M, and H groups were 2.1 % (1/48 patients),
6.5% (3/46), and 2.1 % (1/48), and of laboratory adverse reactions, 4.5% (2/44), 2.2% (1/45),
and 2.3% (1/44), respectively, the differences being not significant. None of the findings
in adverse reactions were serious.

There was also no significant difference in clinical value among the three groups.

From the results of this study, we conclude that 200 mg b.i.d. of GFLX is the optimal dosage

for

treatment of complicated urinary tract infections.



