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Table 1. Patients studied

No. of patients

Treatment group

evaluated for

Statistical test

LV-200 LV-300 LV-400 OF-600
Clinical efficacy 39 39 41 43 X2 : NS
Clinical adverse reactions 50 48 47 52 x2: NS
Laboratory adverse reactions 41 39 36 39 x%: NS
Clinical value 34 28 31 33 x2: NS
Total no. of patients 51 49 48 53
2 x2 : chi-square test, NS : not significant
LV-200 : levofloxacin 200mg group, LV-300 : levofloxacin 300mg group,
LV-400 : levofloxacin 400mg group, OF-600 : ofloxacin 600mg group
Table 2. Reasons for exclusion
Treatment group
Reason
LV-200 LV-300 LV-400 OF-600
Disease other than target infection 2 0 0 0
Indwelling catheter 0 1 1 0
Bacteriuria less than 10* CFU/ml 6 5 3 3
Pyuria less than 5 cells/HPF 0 0 0 1
Inpatient 0 1 1 2
Infection due to fungi 2 2 1 2
No further visit to hospital 0 0 0 1
Duration of treatment less than 5 days 2 1 1 0
No urinalysis 0 0 0 1
Total 12 10 7 10
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Table 3. Background characteristics of the patients
Characteristics LV-200 LV-300 LV-400 OF-600 Statistical testa
male 25 25 19 22
2 .
Sex female 14 14 22 21 x* NS
~39 2 3 1 1
40 ~ 49 2 4 2 1
50 ~ 59 5 3 8 8
60 ~ 69 5 13 16 13 x2: NS
Age (yr) 70 ~79 20 12 12 18 H: NS
80 ~ 5 4 2 2
mean 68.7 64.4 65.1 66.1
(range) (29~86) (23~87) (37~92) (38~84)
. . pyelonephritis 7 5 7 8
Diagnosis cystitis 32 34 34 35 X*:NS
group 2 0 1 0 0
Type of infection group 3 6 2 4 5 5.
(UTI grouping) group 4 14 20 23 19 x:NS
group 6 19 16 14 19
+ (5~9 cells/HPF) 3 2 2 1
. + (10~29 cells/HPF) 12 8 12 9 X2 : NS
Grade of pyuria + 10 14 13 15 H:NS
H 14 15 14 18
104 CFU/ml 5 3 5 5
- 105 CFU/ml 12 6 12 14 x2: NS
Grade of bacteriuria 106 CFU/ml 8 17 8 10 H:Ns
107 CFU/ml 14 13 16 14
+ 19 15 17 24
2 -
Symptom - 20 14 24 19 x2:iNS
¥ %2 : chi-square test, H : Kruskal-Wallis test, NS : not significant
Table 4. Organisms isolated before treatment
Isolate No. of strains (%) Statistical
LV-200 LV-300 LV-400 OF-600 testa)
S. epidermidis 6( 87 6(9.7) 2(3.0) 5( 6.6)
GPBY | E. faecalis 8 (11.6) 8 (12.9) 7 (10.8) 7(9.2) X2 : NS
others 17 (24.6) 11 (17.7) 14 (21.5) 17 (22.4)
sub-total 31 (44.9) 25 (40.3) 23 (35.4) 29 (38.2)
E. coli 15 (21.7) 13 (21.0) 18 (27.7) 18 (23.7)
Klebsiella spp. 4(5.8) 7 (11.3) 9 (13.8) 9 (11.8)
Citrobacter spp. 3(4.3) 0 2(3.1) 2(26)
GNRe | P mirabilis 1( 1.4) 3(4.8) 0 0 x2: NS
Enterobacter spp. 4(5.8) 2(32) 2(3.1) 0
S. marcescens 3(43) 2(32) 0 1(1.3)
P. aeruginosa 2(29) 7 (11.3) 5717 7(9.2)
others 6( 87 3(4.8) 6(92) 10 (13.2)
sub-total 38 (55.1) 37 (59.7) 42 (64.6) 47 (61.8)
Total 69 (100) 62 (100) 65 (100) 76 (100)

3 2 : chi-square test, NS : not significant
® GPB : Gram-positive bacteria
9 GNR : Gram-negative rods
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Il 1 1 1 1 1 1 Il 1 1 1 | | MIC (ug/ml)
Treatmentgroup | 005 0.1 02 039 078 156 313 625 125 25 50 100 >100 | Total | Statistical test) | Not done

LV-200 14 7 15 7 6 3 3 7 1 3 66 3
LV-300 6 9 5 2 8 1 3 2 5 3 1 58 H:NS 4
LV-400 21 7 9 1 9 3 1 2 2 4 1 62 3
OF-600 18 14 10 6 6 4 4 1 1 4 1 1 1|71 5

® H : Kruskal-Wallis test, NS : not significant
LV-200 : levofloxacin 200mg group, LV-300 : levofloxacin 300mg group,
LV-400 : levofloxacin 400mg group, OF-600 : ofloxacin 600mg group

Fig. 1. Sensitivity distribution of clinical isolates to levofloxacin (106 CFU/ml).

100 4
4 o——e LV-200
A — - LV-300
504 =——=a LV-400

o - -0 OF-600

Cumulative percent (%)

1 1 1 1 1 1 1 1 1 | 1 MIC (pg/ml)

Treatmentgroup | =005 0.1 02 039 078 156 313 625 125 25 50 100 >100 | Total | Statistical test2) | Not done
LV-200 4 15 6 14 6 6 1 3 8 1 2 66 3
LV-300 8 13 4 5 2 8 2 2 2 5 4 3 58 H:NS 4
LV-400 9 17 6 5 3 7 3 1 2 3 3 2 1 62 3
OF-600 2 15 6 11 4 8 3 2 3 1 3 1 2 | 7 5

# H : Kruskal-Wallis test, NS : not significant
LV-200 : levofloxacin 200mg group, LV-300 : levofloxacin 300mg group,
LV-400 : levofloxacin 400mg group, OF-600 : ofloxacin 600mg group

Fig. 2. Sensitivity distribution of clinical isolates to ofloxacin (106 CFU/ml).
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Table 5. Incidence of resistant organisms isolated before treatment

No. of levofloxacin

No. of ofloxacin

Treatment No. of . . . .
isolates resistant strains resistant strains
group 150 (MIC 212.5 pg/ml) (MIC 225.0pg/ml)
LV-200 66 4(6.1) 3( 4.5)
LV-300 58 12 (20.7) 12 (20.7)
LV-400 62 9 (14.5) 9 (14.5)
OF-600 71 8 (11.3) 7( 9.9)
Statistical tos LV-200 vs LV-300
tatist testa
ahistical tes 22 : P<0.05 22 : P<0.05

3 x2 : chi-square test

Table 6. MIC of levofloxacin and ofloxacin against clinical isolates before treatment

MIC (ug/ml)

. No. of
Organisms . Drug
strains range MICso MICse  geometric mean  mode
levofloxacin < 0.05~100 0.78 25 0.90 0.2
a)
GPB 101 ofloxacin 0.1~100 1.56 50 1.56 1.56
levofloxacin < 0.05~>100 0.1 12.5 0.25 <0.05
b)
GNR 156 ofloxacin < 0.05~>100 0.1 12.5 0.37 0.1
Total 257 levofloxacin < 0.05~>100 0.2 12.5 0.41 <0.05
ofloxacin < 0.05~>100 0.39 25 0.64 0.1

3 GPB : Gram-positive bacteria
® GNR : Gram-negative rods
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Table 7. Overall clinical efficacy related to the type of infection

Treatment No. of Efficacy rate (%) Statistical
Group group patients Excellent Moderate ~ Poor [95% C. LJo testb)
LV-200 0 0 0 0 -
LV-300 1 0 1 0 100
group 2
(post-prostatectomy) LV-400 0 0 0 0 -
OF-600 0 0 0 0 -
LV-200 6 3 2 1 833
LV-300 2 1 1 0 100
Monomicrobial group 3
infection (upper UTI) LV-400 4 2 1 1 75.0
OF-600 5 4 1 0 100
LV-200 14 8 5 1 929
(57.1) (35.7) (7.1
group 4 LV-300 20 11 7 2 90.0
(55.0) (35.0) (10.0) .
(lower UTI) LV-400 23 15 3 5 783 H:NS
(65.2) (13.0) (21.7)
OF-600 19 11 8 0 100
(57.9) 42.1) .
LV-200 20 11 7 2 90.0
(55.0) (35.0) (10.0)
LV-300 23 12 9 2 913
(522 (39.1) (8.7 .
sub-total LV-400 7 17 4 6 ng BN
(63.0) (14.8) (22.2)
OF-600 24 15 9 0 100
(62.5) (37.5)
LV-200 19 10 6 3 84.2
(52.6) (31.6) (15.8)
LV-300 16 6 6 4 75.0
Polymicrobial group 6 V400 4 (376-5) (376-5) (252-0) 657 H:NS
infection (no indwelling catheter) 29) 29) (143) :
OF-600 19 10 6 3 84.2
(52.6) (31.6) (15.8)
LV-200 39 21 13 5 87.2
(53.8) (33.3) (12.8) [71.8~95.2]
LV-300 39 18 15 6 84.6
(46.2) (38.5) (15.4) [68.8~93.6] )
Total LV-400 41 23 10 8 80.5 H:NS
(56.1) (24.4) (19.5) [64.6~90.6]
OF-600 43 25 15 3 93.0
(58.1) (34.9) (7.0) [79.9~98.2]
995 C. 1. : 95% confidence interval (%)

% H : Kruskal-Wallis test, NS : not significant
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EEROLHh o7,

LVFX ##5 L7238 31 5 E R E OMICH
TH—ITHIE L THIBEEELYHEET S &, Table 12
DEHIZLV-300HIZBVTRLE{, DWTLV-
2008, LV-400BEDNEIZ 7 572,

MIC & HIH FHI%D R & DBI4R X Table 13127k L7225,

LVFX% &5 L7382 ke LTRABE, MICHS
6.25ug/ml L T OME O LR IZ161 ¥ 156 4k
(96.9%) & HIFCTH HH%, MICAH12.5ug/mlbl il 7%
BHEMBEELERIT25P178(68.0%) LT+ A1
[ERL, ZOMICHEEZ(p<0.01)2RD 5N,

—/70F-600% Tix, MICA12.5ug/mlLL T OHMH
DIHKFIT64KF628E(96.9%) &L BREFTH 5 75,
MICAS25 ug/mIh BV 7% B & TRk (71.4% ) LK T
L, #3)ZOBICEEZE(p<0.05)BH 5N,

4. &S5 HEBMEE

BHERORPICH/IHIB U ME L, Table 140
& HIZLV-2008 T396If551(12.8% ) 2 H 64k, LV-
3008 T396IH5651(12.8% ) H & 8%k, LV-400E£T41
Blep 761(17.1% ) 2> 5 9%k, OF-600%: T43%)h 54
(11.6%) %5 8¥ATBE S N7=2%, ZFOHBIEEICH
LTABBICAEZ 2RO T, T-HBEEOMNRIC
BLCH4BMICHEEE LD R 572,

6. et

H - tEMBIEM E Table 150D & 5 IZLV-200 0
50610 161(2.0% ), OF-600%:M52451361(5.8% )i
Bobh, LV-3008 D486 & LV-4008 D476ITi
1Bl BOSNLHo72h%, BIERRBEEICELT
AEBICEEE RO 572,

IO DEEROBREIVWThIBETH Y, BfE
RIS T BRE TR IThR TR WS, LEER
FORDHENIZLV-200D1FI BN TIFEEICE
DRRED IR Sh, o3FTIRIREIHEI LT
5,

EH L ORBRIEDbDNBERREBEORELHIZ
Table 161278 L7 & 9 (CLV-2008E12141(2.4% ) 114,
LV-300%£(22%1(5.1% )4fF, LV-400812261(5.6%)
4fF, OF-600FFIZ361(7.7% )31 S5NT=05, D
RBBEICE L T4HEMICHEEE 220 d 572, B
EREOERMIITable 171R L7225, Wb e
DEETH 72,

7. HRM%

BRRZI R L2t L 2 E L CHLEMASIE L
AR, Fig3n X HI4HBICEEE2ROT, *
DFHHEIZLV-2008 T79.2, LV-3008 T85.3,
LV-400#T76.8, OF-600#T83.4TH 1Y, LV-300
BBV TRLED» 7

T-ARM60LL L ERIA L © B 4HE IR, LV-200
B A785.3%, LV-300 B $92.9%, LV-400 B 2°
74.2%, OF-600#A%87.9% &7 b, %Iz HhLV-300
BIZBOWTRLE» -
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Table 8. Overall clinical efficacy after adjustment of MIC distribution

Treatment Actual Corrected
group no. of patients efficacy rate (%) no. of patients efficacy rate (%)
LV-200 39 87.2 40.5 83.7
LV-300 39 84.6 40.0 86.5
LV-400 41 80.5 40.5 77.7
Table 9. Relation between effects on pyuria and bacteriuria
Pyuria Effect on
Cleared Decreased Unchanged o
Bacteriuria Treatment group - bacteriuria(%)
LV-200 21 5 7 33 (84.6)
Eliminated LV-300 18 4 9 31(79.5)
LV-400 23 1 6 30 (73.2)
OF-600 25 7 6 38 (88.4)
LV-200 0 0 0 0
Decreased LV-300 1 0 0 1(2.6)
LV-400 0 0 0 0
OF-600 2 0 0 2(4.7)
LV-200 1 0 2 3(77)
Replaced LV-300 1 0 2 3(7.7)
LV-400 3 0 3 6(14.6)
OF-600 0 0 1 1(23)
LV-200 1 0 2 3(7.7)
Unchanged LV-300 1 1 2 4(10.3)
LV-400 0 1 4 5(12.2)
OF-600 1 0 1 2(4.7)
LV-200 23 5 11 39
Effect on pyuria LV-300 21 5 13 patient 39
LV-400 26 2 13 total 41
OF-600 28 7 8 43
LV-200 21 (53.9)
@ LV-300 18 (46.2)
LV-400 23 (56.1)
1
Excellent OF-600 25 (58.1)
LV-200 13 (33.3) statistical test2
] LV-300 15 (38.5) effect on pyuria H:NS
LV-400 10 (24.4) effect on bacteriuria H:NS
M .
oderate OF-600 15 (34.9)
LV-200 5(12.8)
— LV-300 6 (15.3)
Poor LV-400 8(19.5)
OF-600 3(7.0)
3 H : Kruskal-Wallis test, NS : not significant (%)
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Table 10. Clinical efficacy assessed by doctors in charge

Treatment N(?. of Excellent Good Fair Poor Efficacy rate (%) Statistipal
group patients [95% C. L.]» teste)
22 11 5 1 84.6
LV-200 3 (564)  (282) (128)  (26)  [69.5-94.2]
20 15 3 1 89.7
Lv-300 3 G13) (385 (17 26)  [75.8-97.2]
24 9 2 6 80.5 H:NS
Lv-400 4 (585 (200 (49  (146)  [65.1~91.2]
27 14 1 1 95.3
OF-600 43 ©28)  (326) (23)  (23)  [84.2-99.5)
3 Efficacy rate : excellent + good/no. of patients x 100 (%)
®95% C. I : 95% confidence interval
9 H : Kruskal-Wallis test, NS : not significant
Table 11. Bacteriological response to the treatment
Isolate V200 LV300  LV400  OF-600  lised
S. epidermidis 6/6 3/6 22 5/5
GPBY | E. faecalis 718 8/8 m 6/7
others 16/17 10/11 13/14 16/17
sub-total 29/31 21/25 22/23 27129 x2: NS
(%) (93.5) (84.0) 95.7) 93.1) ’
E. coli 15/15 13/13 1718 18/18
Klebsiella spp. 414 m 9/9 99
Citrobacter spp. 3/3 0/0 22 212
GNRO P. mirabilis 171 3/3 0/0 0/0
Enterobacter spp. 4/4 22 22 0/0
S. marcescens 3/3 2/2 0/0 171
P. aeruginosa 2/2 6/7 2/5 1
others 5/6 3/3 5/6 7/10
sub-total 37/38 36/37 37/42 44/47 2:NS
(%) 97.4) 97.3) (88.1) (93.6) X
Total 66/69 57162 59/65 71776
(95.7%) (91.9%) (90.8%) (93.4%) x2: NS
[95% C. 1.]1® [87.8~99.1] [82.2~97.3] [81.0~96.6] [85.3~97.8]
No. of strains eradicated/no. of strains isolated
3 2 : chi-square test, NS : not significant
 GPB : Gram-positive bacteria
© GNR : Gram-negative rods
995% C. L. : 95% confidence interval
Table 12. Eradication rate after adjustment of MIC distribution
Treatment Actual Corrected
group no. of strains eradication rate (%) no. of strains eradication rate (%)
LV-200 66 95.5 69.5 90.2
LV-300 58 93.1 58.0 95.3

LV-400 62 90.3 62.0 88.9
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Table 13-1. Relation between MICs and bacteriological response
MIC (pg/ml) Total
Isolate Treatment Not (eradication
BrOUP 1<00s| 0.1 | 0.2 {0.39]0.78(1.56|3.13]6.25(12.5 | 25 | 50 100 |>100]9°"| rate, %)
LV-200 22 22 (100)
LV-300
S. aureus
LV-400 22 11 33 (100)
OF-600 /1 11 11| 33 (100)
LV-200 | 1n 212 6/6 (100)
. L. LV-300 22 171 | 02 01 | 3/6 (50.0)
S. epidermidis
LV-400 22 212 (100)
OF-600 4/4 11 55 (100)
LV-200 17| 0/1 23 (66.7)
S. haemolyticus LV-300 {11 | 11 171 33 (100)
LV-400 milimn 272 (100)
OF-600 11 n 11 33 (100)
LV-200 44 | 212 6/6 (100)
LV-300 milm 0/1 11| 3/4 (75.0)
Staphylococcus
spp.| LV-400 22 n 33 (100)
GPB? OF-600 22| 11 6/6 (100)
LV-200 2R 212 (100)
LV-300 1n 1/1 (100
Streptococcus
Sp.| LV-400 11 /1 (100)
OF-600 11 /1 (100)
LV-200 i3 |11 171 m | 18 (875)
E. faecalis LV-300 5/5 . U | in 11 8/8 (100)
LV-400 55 | 212 7 (100)
OF-600 1 44 | 11 o1 | 67 (85.7)
LV-200 11 1/1 (100
LV-300
Enterococcus
LV-400 n | 22 (100)
OF-600 n 0/1 112 (50.0)
LV-200 1 22 33 (100)
others LV-300 11 11 n 33 (100)
LV-400 11 0/1 11 23 (66.7)
OF-600 | 272 (100)
LV-200 10/10] 5/5 | 5/6 {22 | 12 | 212 33 1/1 | 2931 (93.5)
sub-total LV-300 |11 | UL |44 )11 |66 U1 | 11|22 183 1R 11 112 | 21725 (84.0)
LV-400 11 | 6/6 78 |22 22|33 11 | 22123 (95.7)
OF-600 U1 | 4/4 | 88 |33 |44 | 12|11 |11 22 23 | 2729 (93.1)

No. of strains eradicated/no. of strains isolated
3 GPB : Gram-positive bacteria
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Table 13-2. Relation between MICs and bacteriological response
MIC (ug/ml) Total
Isolate Treatment Not (eradication
8OUP 1<ngs| 0.1 | 0.2 |0.39]0.78]1.56 [3.13|6.25(12.5 | 25 | 50 |100 |>100{9°€| rate, %)
LV-200 [13/13 212 15/15 (100)
. LV-300 [11/11] 11 | 1/1 13/13 (100)
E. coli
LV-400 |[13/13 milin /1 0/1 1/1 | 17118 (94.4)
OF-600 |11/11] 4/4 /1 212 18/18 (100)
LV-200 | 1/1 | 22 11 11| 5/5 (100)
Kiebsiella spp. LV-300 | 212 | 5/5 U (100)
LV-400 | 5/5 | 33 8/8 (100)
OF-600 | 1/1 | 6/6 1/1 UL 99 (100)
LV-200 33 33 (100)
C. freundii LV-300
LV-400 212 22 (100)
OF-600 Ut | in 22 (100)
LV-200 11 1/1 (100)
LV-300 1 171 | 33 (100)
Proteus spp.
LV-400 33 33 (100)
OF-600
LV-200
GNRP| M. morganii LV-300
LV-400 | 1/ 11 (100)
OF-600
LV-200 4/4 44 (100)
Enterobacter LV-300 | 22 22 (0
SPP- | LV-400 | 212 212 (100)
OF-600
LV-200 33 11| 414 (100)
. LV-300 1/1 /1 22 (100)
Serratia spp.
LV-400
OF-600 1/1 /1 (100)
LV-200 1/1 1/ 212 (100)
. LV-300 22 12 1| in 71| 67 (85.7)
P. aeruginosa
LV-400 11 m|on o/t | ot 25 (40.0)
OF-600 mian|u 11 v | 1 (100)
LV-200 11 22 | 01 1| 45 (80.0)
GNF-GNR® LV-300 n 11 /1 33 (100)
LV-400 1/1 0/1 112 (50.0)
OF-600 23 | 11 miwmlonfor|iujin 7/10 (70.0)
LV-200 |14/14]| 77 | 5/5 | 212 V| UL | 55| 0n 212 | 37138 (974)
sub-total LV-300 |15/15| 88 | 1/1 | 11 | 212 112 22| 11133 22 | 36/37 (97.3)
LV-400 (2121 6/6 [ 33 [ 11 [ U1 | 11 | UL |12 01| 02| 0n 212 | 37/42 (88.1)
OF-600 [12/12(13/14| 272 | 33 | 11 | 44 | 11 | 11 | 22 [ O/1 | O/1 | 1/1 | 212 | 212 | 44/47 (93.6)

No. of strains eradicated/no. of strains isolated
5 GNR : Gram-negative rods
9 GNF-GNR : glucose-nonfermenting Gram-negative rods
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Table 13-3. Relation between MICs and bacteriological response
MIC (pg/ml) Total
Isolate Treatment Not (eradication
group I <o0sl 0.1 | 0.2 |0.39]0.781.56]3.13[6.25[12.5 | 25 | 50 [100 |>100{9°€| rate, %)
1414 77 (1515 77 [ 506 | 33 | 23 | 717 | 011 | 313 3
LV=200 | 100) | 100) | c100) | 100) |(83.3)|100) [ 66.] 00| (©) |00y (100)| 546 5D
16/16] 9/9 | 5/5 | 22 | &8 | 11 | 23 [ 22 |35 (2333 (11 3/4
Toul LV-300 | 100 | 100y | 100y | 100) | 100) | 100) [66.7)| 100 {6000 |(66.1)| 100 | 1oy |as.p| 7762 O1)
2021177 199 | 1L | 89 |33 | 11| 1222340201 33
LV-400 100y 100) | 100) | 100) |(88.9)| 100) | 100) [(50.0)| 100) [(75.0)| (@) | () (100) | 2765 08)
12/12|14/15] 6/6 |11/11| 4/4 | 8/8 | 23 | 22 | 33 | O/1 | 23 | U1 |22 | 4/5
OF-600 | 100y 93.3)| 100y | (100) | (100) 100) |(66.7)| 100) | 100)| @) [(66.7)| 100)| 100 | 80.0)| V76 ©*4)
No. of strains eradicated/no. of strains isolated
Table 14. Strains® appearing after treatment
Isolate No. of strains Statistical
LV-200 LV-300 LV-400 OF-600 testd)
S. epidermidis 1 1 2
E. faecalis 1 2: NS
GPBY | Enterococcus sp. X
others 2 1
sub-total 1 3 4 2 T
E. coli 1 1
M. morganii 1
S. marcescens 1
P. aeruginosa 1 2
GNR9 | Pseudomonas sp. 1 X% :NS
X. maltophilia 1
A. faecalis 1 2
: N
F. meningosepticum 1 X S
GNF-GNR® 1
sub-total 4 1 5 —
Yeast 1 3
Others| YLO 1 X2 : NS
Enmycetes 1
Candida 1
sub-total 1 3 4 1 —
Total 6 8 9 8
No. of patients in whom strains 5/39(12.8%) 5/39(12.8%) 7/41(17.1%) 5/43(11.6%)
appeared/total no. of patients X2 : NS

[95% C. L]D

[4.3~27.4]

[4.3~27.4]

[7.1~32.1]

[3.9~25.1]

 regardless of bacterial count

b %2 : chi-square test, NS : not significant
© GPB : Gram-positive bacteria

9 GNR : Gram-negative rods

© GNF-GNR : glucose-nonfermenting Gram-negative rods
5 95% C. I. : 95% confidence interval
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m % ®
1. RIS AMICICDOWWT
SEOBHRBREICEE L, ERRSRORS LD 58
ENT 5 ABHE(GPB)101M, 75 ABRMEE
(GNR) 15642314 ALVFX & OFLXDMIC % ¥t 5
&, GPB, GNRO W hiZxt LT b LVFXDOMIC it
OFLXOZh L Y EHIFET I hTEY, SOEI0HE
BRHRBRICBITALVFXDIE#EFEERE %, OFLXD%
BETHAH1H300mg(533) ERE LA L DEYHAT
Effirahnz,
MHEFMREDOEE T~ X 912, LVFXRS58
TIIMICA 12.5g/mlB EiZ 7 B L ML RSB T
L, BRI ZIED 5 1312.5ug/mBl EOMIC %R

Rtk Z 2 o0, ZOmMBIZGPBTIR
101 8k F 16 Bk (15.8%), GNR T i 156 £ # 17 £
(109%)82® b N, GPBTIX, Staphylococcus spp.,
GNR T & Pseudomonas aeruginosa \Z Wt ¥R DSEE 255
Motz

[F#ICOFLX T3 254g/mlLh EOMIC % R T #R DY
KFIE L, OFLXWMEHREZEZ LN, 20
OFLXW 4k IXGPBTIX1018kH1168(15.8%), GNR
TIX1568kH 158k(9.6% ) b, WHEHROFRE L
LVFX ¢ 12IZFE%ETH Y, F-RHEHOEBEHLVFX
LEBETH D, GPBTiStaphylococcus spp., GNRT I
P. aeruginosa’z EDSE o 120

Table 15. Clinical adverse reactions

Administ-

Day of

Treatment Age Typeof  Day of . . Severity of Relationto Incidence  Statistical
group  (y) Se reaction  appearance ration of - Treatment ~ disappes- reaction  thedrug [95% C.L]Y  test)
test drug rance o
LV200 70 F epigastralgia 1  withdrawn  none 4 + probable 1[/3(())5%(? Zti)
2 0/48 (0.0%)
LV-300 [0.0~7.4]
: 0/47 (0.0%)
LV-400 [00~75]  Xx*:NS
70 M stomach 2 continued none 6 + probable
discomfort
OF600 72 F vomiting 1 continoed  none 5 + probable  3/52 (5.8%)
dizziness + probable  [1.2~159]
38 F dizziness 3 continued none 4 + probable
995% C. 1. : 95% confidence interval
% 42 : chi-square test, NS : not significant
Table 16. Abnormal findings in laboratory tests
Abnormal finding LV-200 LV-300 LV-400 OF-600
RBC-Hb-Htl 1
Eosinocyte T 1 1 1
S-GoT T 1
S-GPT - AI-P T 1
BUN - S-creatinine T 1
Urobilinogen T 1
Incidence® 1/41(2.4%) 2/39(5.1%) 2/36(5.6%) 3/39(7.7%)
[95% C. 1.]P [0.0~12.8] [0.6~17.3] [0.6~18.7] [1.6~20.9]
Statistical test® x2: NS

3 No. of patients with aggravated lavoratory test results/no. of patients evaluated

»95% C. L : 95% confidence interval
9 x?: chi-square test, NS : not significant
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Table 17. Laboratory adverse reactions

Treatment Age Relation to  Incidence  Statistical
group ) Sex Items and changes of abnormal values the drug  [95% C. Lo testd)
. 1/14(2.4%)
LV-200 82 M eosino. (%) 1-9 probable [0.0~12.8]
LV-300 61 F RBC (x 10%/mm3) 3925344 —3799  possible
Hb (g/d) 1271151249 possible ~ 2/39(5.1%)
Ht (%) 37.6—33.5-36.69 possible  [0.6~17.3]
71 M eosino. (%) 1-11 possible
X2 : NS
LV-400 61 M S-GPT (KU) 325103 possible
Al-P (KAU) 2.9-4.1 possible  2/36(5.6%)
79 M  BUN (mg/dl) 21.7-30.8 possible  [0.6~18.7]
S-creatinine (mg/dl) 1.6—1.7 possible
OF-600 68 M eosino. (%) 722 possible
54 M S-GOT (KU) 2553 possible 1'%
70 M  urobilinogen + -+ possible ’ ’
95% C. I : 95% confidence interval
b 42 : chi-square test, NS : not signigicant
© Follow-up results
100
-
€ -
]
g 4
8_ 50 4 o——e LV-200
2 & - - LV-300
k: 1 =——a LV-400
g o - -0 OF-600
g 4
Treatment group | 100~80 | 79~60 | 59~40 | 39~20 | 19~0 | Total | MeantSD| 260 | Statistical test2)
20 9 3 1 1 29/34
LV-200 | (s838) | (265) | 88) | (29 | (29) | 34 | 792£3.6|(853%)
18 8 2 0 0 26/28
LV-300 | (64.3) | (286) | (7.1) 28 | 85.3x2.8 |(92.9%) NS
19 4 4 2 2 23/31 ’
LV-400 | 613) | (129) | (129) | (6.5) | 65) | 31 | 76:8+5.1 |(74.29%)
25 4 2 1 1 29/35
OF-600 | (758) | (12.1) | 6.1) | (3.0) | 3.0) | 33 | 83438 |(87.99%)

3 H : Kruskal-Wallis test, NS : not significant

(%)

Fig. 3. Clinical value.
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2. BRERZEIZONT

A B OWETHR O N RAERKRIR T, LV-2008
T87.2%, LV-3008T84.6%, LV-400#T80.5%,
OF-600#T93.0% DEMETH Y, 4HEICHEE
ERDLh o205, HHRIIHBETH H0F-6008
CBWTERLEL, DWTLV-200%, LV-300%,
LV-400BDMETH - 72,

9, I L U CTHVOFLX DHME M IR B m
FEI T AEREIL, FABRO—RERRABRY Tl
H600mgft 5B CT7261H79.2% L HE SN THDY,
AEOFREL ) 2LV ELZoTWD, LML, 20
FIZiEh 7 - T VEBRERIR, SEOMEE LT
T DSEBITIE 160 b IR SNl o 22T L IRAT IR AE B
bEINRTVED, SEOMBERUEIE, $4
B, S6HIIHIE-TaLE, AHERIZIBIT87.2%
EPRVELRY, SEAOREISERC DD, B
EFELS R oTW S,

F-RAERO_EEREBERR TR, 24Tk
11561480 9% DEMETH Y, [EIHRICHEIE, F48,
EOHIID X o TAHATOEREIIT261H875% &, —
BBRRBROEE L EbOTEUL TV BAS, 40O
B L D IZETE 2o T 5,

SO, SHMRBREE R E LTT
bh/fleroxacin(FLRX) £ OFLX ) B 5 LB ER®
ICBITAOFLXDOBETH, AREILEKTI2164
CT7.7%, H3TE, HATE, FEWD108HITIL84.3% &
BoTBY, RIVSEIOKEEF I NE LD > TV,

Z 2 TAHEOKRFIZBWTOFLXIR 585 & 5B X
N-HIE 7183 AOFLXDMICH A &, FLRX®D
CEEREBRBRICBVLCOFLXESEI LM X
7o B 1864k 12X 3 AOFLXDMICHH A % H# L T A
5 &, MBOMICHMIZIMREY RO LN, SEIOKR
ST S N HIE OMICHAE BB ERNIR > Tw»
72(p<0.01), ZDHEEE LTIE, SRIOKREHCIES
F—FVEEBEBINE TN TV o2 & EFEEIC,
WRENREFICR - LR LTELDER
bhiz,

L7255, A T7F—TIVIEEBONRIER 2 xR &
L, L2bRIRIBERASIBIbEI ko2l
&A%, OF-600BEICBIFAEMELHKRDLIDLINE
CLEBEREZEZ SN,

—HLVFX%2 &5 L3O TCREEEZRIRD L
WL OD, KHBHEEDLV-200B£I12 B 5 HRERM
BLE L, DWTLV-300%, LV-400EDNETH Y,
—RFELERSR LN,

ZZT, TNOHIBIIBITAERRTIREY OFED

SN-EROBES, REBERDFEIHE L/-TH
HErHRTH0, BRBRICBLIZTEETERT
DEBYERRTITICLVRITLALZ A, MICH
L HEELTWAH I LA L7 (p<0.01), #i
MICEREBRARMR L OMBLRET LA L2 A, B
B, BEEEREOVWTIIBWTHAEOHMBERE
AR 5N (p<0.01),

LERFORE TIILVFXDOMICAH12.5xg/mlEl E
DB TITHEHEREMELS 2S5 THA) &z, BR
B ERISHEREE LT, 2OHEZIBRCHLE
L, LV-2008 L LV-300 L DRICEEE*BO
(p<0.05)o MICA®12.5ug/mll\ b %Wk e LB,
I RMENIRERGFE L IR & L TIT - ZFLRXD Z
EERIEHARIZBWT, B THHOFLXZSHIC
BT HHEHEEEAMIC 12.5ug/mlA T OB TIZ152
¥%h954% THHDIZ L, 25pg/mBlEIZR B E
34%kH529% L HAEIZET L, OFLX 600mg#k5 T
IMICDbreak pointAt12.5ug/mliZd % & KK S 7z
DT, LVFXTidbreak pointiX1% F ?6.251g/mlildH
HEREL, 125pg/mlExWHEEE L-LDOTH
5,

Z 2 TABEOBETIZB VT HMICDbreak pointiZD
WTRET L7724, KIS ~7- & 9 ICLVFX Ti26.25
pg/ml, OFLXTi312.5ug/mlildh b = EDSHEFRTE
7:0T, ¥REATFORTICE L TLVFXDOMICAH12.5
pg/mU EOBEFRBRE E LIz L 3RYTHo70E
s hz,

BERBEOMICHM %, LVFX% &5 L-3BICBW
TRLERBLIICHIE LGS, BEEDER, HH
HERIE, VTR HLV-300BIC BV TLV-2008
72IELV-400BE L W BV 2 &2 0, BMETER B IRGE
I3 ALVFXDOBER A &121[E100mg, 1A 3[]A%#
WEEZONIZD, O EIERWIS, KABIRED
13E A LE—TIRENHLVFXD#1/2TaH HO0FLXD,
BHMREEREAEICH T A EENES HENLN
200mg, 1A3EITHAHI L LI —HTHLNDLE
bhb,

BIERORBERICEA L TH4BHICAEEZED L
o fzht, LV-3008F, LV-400ETIXBITER X161 D
BOOLNTELY, ZOLOLVFXES5 38+ HbE
-EIMER BB E 145619 161(0.7%) L 2 ), OF-
G600BEIZ BT ARBRS8% ICH~EWEIAIZ R LT
(p=0.057) TN/, LVFXORIEHEHE X
OFLX X WEETHATMRELHF I, 4HKIOA
KOWTH _EHERKEABRICLVRFETATFETH
b,
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TBERMRETEULBRL THESA - EHY
IZBWT, FAM60L EOABRIZILV-300BIZB W
T929% & bE <, LV-2008 X ) 7.6%, LV-400
BLn187% %<, EHIZOFLXL ) 5% BV R
THholo

INLDOBED S, WHEMRBEREEICHT S
LVFXDOEEKRAEIZ1 H300mg(433)h%# Y & & L7,

| 2

AFRICSM SN iEk B L CHEULEME LT
WRL, BRLZIHELYERLIT T,

RS 2SS N-BFFERERR B & UNE L B Al (BFReg )

ALIRER KRR R R 258 - LS, FIHE
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We carried out a prospective randomized multicenter clinical study of levofloxacin (LVFX), an
optically active component (¢ -isomer) of ofloxacin (OFLX), to determine the optimal dose in the
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treatment of complicated urinary tract infections, using OFLX as the control drug.

The patients were randomly assigned to receive 100 mg b.i.d., 100 mg t.i.d. or 200 mg b.i.d. of LVFX
or 200 mg t.i.d. of OFLX. Out-patients without indwelling catheter, who had pyuria of at least 5
WBCs/HPF, bacteriuria of at least 10* CFU/ml and identifiable underlying urinary tract disease, were
enrolled in this study, and clinical efficacy was evaluated according to the criteria proposed by the
Japanese UTI Committee.

The clinical efficacy rate (excellent and moderate) was 87.2% in 39 patients of the LV-200 group,
84.6% in 39 patients of the LV-300 group, 80.5% in 41 patients of the LV-400 group and 93.0% in 43
patients of the OFLX group, with no statistically significant difference. The bacteriological eradication
rate was 95.7% in 69 strains, 91.9% in 62 strains, 90.8% in 65 strains and 93.4% in 76 strains, with no
statistically significant difference. Because a significant difference in MIC distribution was observed
between the three groups receiving LVFX, the clinical efficacy and bacteriological eradication rate in
these three groups were also compared after adjustment of MIC distribution. The calculated clinical
efficacy rate and bacteriological eradication rate were best in the LV-300 group (86.5% and 95.3%),
followed by the LV-200 group (83.7% and 90.2%) and the LV-400 group (77.7% and 88.9%). The
incidence of clinical adverse reactions was 2.0%, 0%, 0% and 5.8%, respectively, with no statistically
significant difference. .

From these results, we conclude that the optimal daily dose of LVFX in the treatment of complicated

urinary tract infections is 100 mg t.i.d..



