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Table 1.0 Patient profilesd 10

CFPN LVFX

Patients enrolled 81 78
No bacteria detected before administation 1 4

Bacteria less than 10 CFU/mL 7 3

Detection of candida 2 3

Exclusion No underlying disease 1 0
Detection of Coynebacterium only 1 0

Detection of other Pseudomonas aeruginosa or Enterococcus faecalis 29 22

Sub total 41 32

No visit after initial consultation 3 2

Violation of examination schedule 3 4

Drop out Shortage of administration period 0 3
No examination of microbiological test at the end of administration 2 1

Sub total 8 10

Patient evaluated for efficacy 32 36
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Table 2.0 Patient profilest 2[J

CFPN LVFX o
Item Category Statistics
32 36
male 14 16
Gender - NSO p = 1.00000
female 18 20
40-49 2 2
50-59 5 3
Agel] yearst] 60-69 8 8 W : NSO p = 0.11530
70-79 13 14
0 80 4 9
o inpatient 1 1
Hospitalization status - : NSO p = 1.00000
outpatient 31 35
. . cystitis 31 34
Diagnosis — : NSO p = 1.00000
pyelonephritis 1 2
neurogenic bladder 14 14
neurogenic bladder, prostatic hyperplasia 2 7
neurogenic bladder, other 2 1
prostatic hyperplasia 7 7
. . prostatic hyperplasia, other 2 1
Underlying disease - - NSO p =0.71660
prostatic cancer 1 0
prostatic cancer, other 0 1
renal stone 2 2
bladder cancer 0 1
other 2 2
G-3 0 2
Group of infection type for UTI G-4 20 24 W : NSO p = 0.31380
G-6 12 10
. . monomicrobial infection 20 26
Type of infection - — - : NSO p = 0.44370
polymicrobial infection 12 10
o . . Yes 23 32
Subjective symptoms before administration N s . : NSO p = 0.12130
o}

F: Fisher’s exact probability test(] W: Wilcoxon rank sum test(] W: x 2 test
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Table 3.0 Clinical isolates before administration

Clinical isolates CFPN LVEX

Staphylococcus aureus 5 2

Staphylococcus epidermidis 4 6

CNS 3 0

. i y -Streptococcus 1 1

Gram-positive bacteria -

Streptococcus agalactiae 0 2

Enterococcus avium 3 0

other gram-positive bacteria 3 4

Sub total 19 15

Escherichia coli 16 20

Citrobacter koseri

Klebsiella pneumoniae

Gram-negative bacteria
Enterobacter cloacae

Serratia marcescens

3 0
2 4
Klebsiella oxytoca 2 1
0 3
3 1
2 7

other gram-negative bacteria
Sub total 28 36
Total 47 51

100 1

90 1

80 1

70 A

60

—@— a) MIC of CFPN against CFPN administration group

% -

~~&— b) MIC of LVFX against CFPN administration group
40 E - @ - ¢) MIC of CFPN against LVFX administration group

= O = d} MIC of LVFX against LVFX administration group

g
30

20 - Wilcoxon rank sum test

a):c) p=0.6042

10 b):d) p=0.3813
0 k) T T T L] T T T T ¥ T L
0.05 0.1 02 0.39 078 1.56 3138 8.25 125 25 50 100=
ug/mL

Fig. 1. Preadoministrative MIC cumulative distribution of clinical isolates.
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Table 4.0 Patients adopted at late efficacy evaluation

Patients CFPN LVEX
Patients evaluated at early efficacy evaluation 68 32 36
Patients excluded(] poor cases at early efficacy evaluation] 10 5 5
Drop outs 12 7 5
Adoptedd 100 46 22 24
Adopted 20 56 27 29
Table 5.0 Patients adopted at healing evaluatuin
Patients CFPN LVEX
Patients evaluated at late evaluated of efficacy 46 22 24
Patients excluded 9 4 5
Drop outs 12 5 7
Adopted 25 13 12
Table 6.0 Overall clinical efficacyd evaluation at end of administration]
o Pyuria Effect on
Bacteriuria drg Cleared Decreased Unchanged bacteriuria
o CFPN 16 1 7 2401 75.0%C1
Eliminated
LVFX 23 2 2 270 75.0%0
CFPN 0 0 0 0
Decreased
LVFX 0 0 0 0
CFPN 2 1 1 40 12.5%0
Replaced
LVEX 4 0 0 40 11.1%0
CFPN 2 0 2 40 12.5%0
Unchanged
LVEX 2 0 3 50 13.9%0
. CFPN 200 62.5%0 200 6.3%0 1000 31.3%0 32
Effect on pyuria
LVEX 2901 80.6%0 200 5.6%0 50 13.9%0 36
CFPN 160 50.0%0
Excellent
LVFX 2301 63.9%
CFPN 1100 34.4%0 Efficacy rate
Moderate . CFPN 270 84.4%0
LVFX 80 22.2%0 LVEX 310 86.1%0]
CFPN 50 15.6%0
Poor
LVEX 50 13.9%0
400000 gel3d OO 10003130 [M00ddddoogooag

10 0ooooo

000000000 CFPNDO 3200LVEXO 3600
gesldd0bodooonoOoOCFPNOODO 160
0500000 11003440000 5001560 000
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O0000OLVREXOOOOoOg 23006390000 80
022200000 50018900000 8.10 OO OO
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Table 7.0 Evaluation for bacteriological responsel] evaluation at end of administrationJ

Drug Strains Eradicated Persisted Statistics?”
CFPN 47 42 5
F : NSO p = 1.00000
LVFX 51 45 6
aJ Fishers’ exact probability test
Drug |Patients | O 20 40 60 80 100% Statistics
| i | l | |
T TR Overall
CFPN 32 4 :::% 15.6 X efficacy
o Hennnd p1=0.3152
T Tt EfﬁcaCy
LVFX 36 F 990 R 130 ! rate (%)
X s - p2=1.0000

H Excellent B Moderate B Poor

P1 : Wilcoxon rank sum test

P2 : Fishers exact probability test

Fig. 2. Overall clinical efficacyd evaluation at end of administration(]

Drug | Patients | 0

80 100%

Statistics

Overalld

CFPN 32

efficacyd

p1=00877

LVFX 36 80.6

Improvement
0%00

p2=0.1129

[J Cleared M Decreased M Unchanged|

P1: Wilcoxon rank sum test

Fig. 3.

00000 89.400LVFX DO 5100000 88.20 000
00000000 Table700 0000000000
O0oOMICOOO0O0O000000000000000
000000000 MICOOOO0OODDD CFPND
50 pug/mLO LVFX O 6.25 ug/mL O 0 O O O Table 81

000000000000000000000000
CFPND 320 0 0O O 01500469000 O 100
03130 000006001880 00 131000
00007810 OO0OOOLVFXO 3600000 210

P2: Fishers’ exact probability test

Effect on pyurial evaluation at end of administration(]

058300000 7001940000000 500 13.90 0O
003008300 000000 77.80 OO0 OO Table
9

20 ODOOOooo
0000000 Clinical outcome 0 0O O 0O OO CFPN
0220 O O cured 21009550 [ failured 10

0450 M LVFX O 24000 cure O 22 (1 91.70 (M fail-

ured 200830000000 Table 101
0000000 Microbiological outcome 0D OO0 OO
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Drug | Patients | © 20 40

60 80 Statistics

Overall

CFPN 32

Z efficacy

Yy
g 125 p1=0.9741
LY

LVFX 36

Improvement
rate (%)
p2=1.0000

1.1 ¢ 139 4
LSS

[EI Eliminated B Decreased B Replaced # Unchanged

P1 : Wilcoxon rank sum test

P2 : Fishers exact probability test:

Fig. 4. Effect on bacteriuriall evaluation at end of administration[]

Table 8.0 Bacteriological response by MIC

MICO p g/mLO Not
Isolate Drug d Total

0020| 039 | 078 | 156 | 313 | 625 | 125 25 50 | 1000 one
Staphylococcus aureus CFPN 1 1 12 415
phy LVFX 202 202
Staphylococcus epidermidis CFPN 202 v v 4/
Py P LVFX | 213 17 | on 46
CFPN 1/1 1/1 3/3
CNS LVFX 0/0
Other gram positive bacteria CFPN 202 v v 313 i
gramp LVFX 22 | 2p 212 01 6/7
Escherichia coli CFPN 2/3 8/8 4/4 1/1 15/16
LVFX | 18/18 1/1 1/1 20/20
. N CFPN 1/1 2/2 3/3
Citrobacter koseri LVEX 000
Klebsiella pneumoniae CFPN 12 12
P LVFX | 33 17 414
Klebsiella oxytoca CFPN 202 212
Y LVFX | 11 17
Serratia marcescens CFPN 2 s
LVFX 0/1 0/1
Other gram negative bacteria CFPN - n 212
9 gativ 1 Lvrx | 85 m | w2 | 0/ 8/10
Total CFPN 5/6 16/17 9/9 2/3 2/2 1/1 1/1 517 1/1 42/47
LVFX | 29/30 3/3 4/4 1/2 117 0/1 1/2 0/1 0/1 45/51

CFPN O 2200 0O eradication O 18 (11 81.80 [11 failure
04001820 M LVFXO 240 O 0O eradication O 19
0079.20 (M failured 500208000 O O OO Table
10
godooobodooobooooooooooooooog
00000000 ClinicaloutcomeO DO OO OO0
CFPNO 220000000 B3O00000O00O0O Cured
0000900000 Cure 80 088.90 11 failure O
1001.10000000LVEXO 240000000 18

O 0O O O OCurel 17009440 M failured 10
gse0oooOobeDOnOn Cureld 501083.30 [
failureJ 100167000000 0O Table 110
goobobobbboooooouoobDbCFPND 500
LVEXO 5000 1000000 400b000noboon
falure 000000000 DOOO0OOOO Tablel2O0O
goooooo

30 odono

0000 CFPNDO 1300LVEXO 12000 2500
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Table 9.0 Clinical efficacy assessed by attending physician (evaluation at end of administrated)

Drug Patients Excellent Moderate Fair Poor Eﬁ'éﬁérate Statistical test
CFPN 32 15 10 6 1 78.1% W : NSO p = 0.54330
LVEX 36 21 7 5 3 77.8% F NSO p = 1.00000]

W: Wilcoxon rank sum test(] [J F: Fishers’ exact probability test
Table 10.00 Late evaluation of efficacyl] 46 cases[]
Item Judgment Patients CFPN LVFX Statistics?”
o Cure 43 21 22
Clinical outcome - NSO p O 1.000000
Failure 3 1 2
. . . Eradication 37 18 19
Microbiological outcome - NSO p O 1.000000
Failure 9 4 5

3l Fishers’ exact probability test

Table 11.00 Relationship between early and late evaluation of efficacy Clinical outcome

CFPN LVEX
Late/Early evaluation Cure Failure Cure Failure
Excellent 13 0 17 1
Moderate 8 1 5 1
Table 12.0 Late evaluation of efficacy] 46 cases [ 10 casesl]
Outcome Judgment No. of patients CFPN LVFX Statistics?”
o Cure 43 21 22
Clinical - NSO p O 1.000000
Failure 13 6 7
. . . Eradication 37 18 19
Microbiological - NSO p O 1.00000
Failure 19 9 10

a0 Fishers’ exact probability test

0 00O 0O Clinicaloutcome O O OO OOCFPNO OO
cure 0 11 0 0O 84.60 I failure O 2 O O 15.40 [T LVFX
000 cured 12 111000 (M failure O 0D 0O O O O
0 O Microbiological outcome 0 OO OO OCFPNO OO
eradication O 10 00O 76.90 OO failure O 3 00O 23.10 OO
LVFX O O O eradication O 7 (11 58.300 [T failure 0 50
04170000000 Table 13[

0000000 CFPNDO 1300LVEXO 12000 25
000000000000 0000003d Clinical out-
comeJODODOOOOOCFPNOODOODO7YOOO
Cured 6 0085.70 00 failure 0 100143000000
6000 Cured 50083.30 00 failure 0 1 00 16.60 O
O0odoLvRXOOoooooeouooooo 3od
000 Cure0 00000 Table 1411

0000000 CFPNO 1300LVEXDO 12000 25
000000ooooooo0DOOOdd Microbiologi-

caloutcome D 0O OO0OO0OOOCFPNOOOODOOOO
O 700000 eradication O 5 [ 71.40 [1J failure O 2
(M2860 00000000 600000 eradication
0 5[1183.30 [1J failure 0 111 16.70 [0 O O O O LVFX
000000090000 eradication O 7 11 77.80 (11
failured 20022200000 0O 30 O O O O failure
00000 Table 1511

50000
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CFPNO 77000 10013000LVFXO 75000 30
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Table 13.00 Evaluation of healing

Outcome Judgment Patients CFPN LVFX Statisticsa”
L Cure 23 11 12
Clinical - NSO p O 0.480000
Failure 2 2 0
. . . Eradication 17 10 7
Microbiological - NSO p O 0.41100
Failure 8 3 5

a0 Fishers’ exact probability test

Table 14.00 Relationship between early evaluation of efficacy and evaluation for healing Clinical outcome

CFPN LVFEX
Early evaluation of efficacy/evaluation for healing Cure Failure Cure Failure
Excellent 1 9 0
Moderate 1 3 0

Table 15.0 Relationship between early evaluation of efficacy and evaluation for healing Microbiological outcome

CFPN LVFX
Early evaluation of efficacy/evaluation for healing Eradication Failure Eradication Failure
Excellent 2 7 2
Moderate 1 0 3
Table 16.0 Adverse reactions
CFPN LVFX Statistics?”
Patients evaluated 77 75

1

Total adverse reactions [ facial edemal]

3

O of epigastric, anorexial, or gastric
discomfortl]

NSO p = 0.36340

Appearing rate of adverse reactions 1.3%

4.0%

% Fishers’ exact probability test
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Total number of patientsC]
enrolled: 159

No. of patients(
exclusion; 51

No. of patients evaluated
for efficacy: 68

No. of patientsO
drop out: 18

\

/

for overall clin

No. of patients evaluatedO

ical efficacy: 68

Excellent: 39

Moderate: 19

Poor: 10

Y

No. of patients evaluatedO
for late efficacy: 58

s~

N

No. of patientsO
enrolled: 46

No. ofd
patients(]
drop out: 12

Eradication: 37

Failure: 9

Y

+

Failure: 10 | <@-------moe- :

No. of patients evaluated
for follow-up efficacy: 37

No. of patientsO
enrolled: 25

v T

No. of0
patientsO]
drop out: 12

Eradication: 17

Failure: 8

Fig. 5. Results of evaluation.
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Comparative study of cefcapene pivoxil and levofloxacin
in complicated urinary-tract infections
Evaluated using UTI Drug Efficacy Evaluation StandardsJ 4" Edition[]
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To evaluate the efficacy of the oral cephem antibiotic cefcapene pivoxilD CFPN-PIOagainst complicated non-
catheterized urinary-tract infections, we conducted a comparative study by the envelope method using the qui-
nolone antibiotic levofloxacin( LVFX[ as the comparative drug. Both drugs were administered at 100 mg per
dose 3 times a day for 7 days. Clinical efficacy was evaluated based on the UTI Drug Efficacy Evaluation Stan-
dards 4" edition[] No significant difference in background factors was seen between groups.

In early-phase evaluation, overall clinical efficacy was 84.400 among 32 cases in the CFPN-PI administration
group and 86.100 among 36 cases in the LVFX administration group.

When late-phase microbiological outcome was evaluated 1 week after the completion of administration,
66.70 was judged' eradicated” and 33.30“ failed” among 27 cases in the CFPN-PI group and 81.50“ eradi-
cated” and 24.10 were judged eradication” and failed” among 29 cases in the LVFX group.

When the microbiological outcome was evaluated for healing at 1 month after the completion of administra-
tion, 76.40 was judged eradicated” and 23.10“ failed” among 13 cases in the CFPN-PI group and 58.300

eradicated” and 41.70" failed” among 12 cases in the LVFX group. No significant difference was seen be-
tween groups in any evaluations.

Side effects were observed in 1 of 77 cases(] 1.30 O in the CFPN-PI group and in 3 of 75 cases 4.000 O in the
LVFX administration group, with no significant difference between groups.

CFPN-PI thus showed effects similar to LVFX and was found to be useful against bacterial strains adopted in
complicated noncatherized urinary-tract infection when treatment outcomes for healing at 1 month was evalu-
ated as the endpoint using UTI Drug Efficacy Standards( 4" Edition[]



