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Fig. 1. Sitafloxacin structure.
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Table 1.

Observation and test schedule

Testing schedule

Observation/Tests During treatment End of 14 days after start of
Before treatment
(on day 3) treatment treatment

Patient background o
Compliance with drug administration follow-up
Maximum body temperature daily
Symptoms ( o ([ J @
Adverse event any time
Pyuria ( [ J ([ ©)

urine ([ [ J [ @
Bacteriological culture

blood O O O O
Acute inflammation findings

[ ] @) [ ] ©)

(WBC, CRP)
Laboratory tests { ] O [

@ required, O as needed, © possible
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Table 2. Patient profiles

Parameters n = 20
male 9
Gender
female 11
( ) <65 10
Age (years
el 65 = 10
inpatient 12
Hospitalization
outpatient 8
No 19
Hepatic complication
Yes 1
normal 18
Renal function
impaired 2
No 19
Previous antimicrobials
Yes 1
No 6
Concomitant drugs
Yes 14
38—-< 39 11
Body temperature (°C) 39-< 40 6
40 = 3
G-3 7
UTI group G-5 2
G-6 11
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Table 3. Overall clinical efficacy (at 7 days)

Bacteriuriapyuria Cleared Decreased Unchanged Effect on bacteriuria
Eliminated 4 3 20 (100)
Decreased 0
Replaced 0
Unchanged 0

Effect on pyuria 13 (65.0) 4 (20.0) 3 (15.0) 20 (100)

[C— Excellent 13/20 (65.0)

[ IModerate 7/20 (35.0) 0‘;(:721:) e(flfg:)z;cy

[ Poor 0/20 (0)

Table 4. Transition of maximum body temperature in patients without non steroidal anti inflammatory drugs

Observation day

Patient No
-1 0 1 2 3 4 5 6 7
1 - 38.1 38.1 37.6 37.8 38.4 38.0 37.7 36.8
2 38.0 374 37.2 37.0 36.8 36.9 36.8 36.8 < 37
3 - 38.4 37.0 36.8 36.8 36.8 36.8 36.7 36.5
4 38.5 37.6 36.8 36.5 36.5 36.5 36.4 36.6 36.3
5 39.0 37.2 36.9 36.7 36.5 36.0 36.4 36.5 36.8
6 39.0 37.5 37.1 38.3 37.6 37.2 37.2 37.1 37.0
7 38.2 37.6 36.8 36 36 36 36 36 36
8 38.5 39.3 - 36 36 - - - 36
9 38.1 37.4 35.7 35.9 36.3 36.0 36.2 36.3 35.7
10 - 38.8 35.7 36.7 36.5 36.4 36.7 36.7 35.9
—: no data ©)
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Table 5. Bacteriological response by MIC
Isolates MIC (ug/mL) Total
=0.025 0.05 0.1 02 039 078 156 313 625 >125

Staphylococcus aureus 1/1 1/1
Staphylococcus epidermidis 1/1 1/1 2/2
CNS 1/1 1/1

GPB a-Streptococcus 1/1 1/1
Streptococcus agalactiae 1/1 1/1
Enterococcus faecalis 2/2  6/6 8/8
Enterococcus faecium 1/1 1/1
Sub-total (%) 2/2  3/3 3/3 6/6 1/1 15/15 (100)
Escherichia coli 6/6 3/3  1/1 1/1 11/11
Klebsiella pneumoniae 2/2 2/2
Klebsiella oxytoca 1/1 1/1
Serratia marcescens 1/1 1/1

GNB Proteus mirabilis 1/1 1/1
Proteus rettgeri 1/1 1/1
Enterobacteriacae 1/1 1/1
Pseudomonas aeruginosa 2/2 1/1 3/3
Sub-total (%) 9/9  4/4 22 1)1 2/2  2/2 1/1 21/21 (100)

Total (%) 11/11 7/7  5/5 77 2/2  2/2 2/2 36/36 (100)
GPB: Gram-positive bacteria GNB: Gram-negative bacteria
Bacteriological eradication (%) = Eradication/No. of strains
Table 6. Adverse reactions
Patients evaluated for safety 22
System Organ Class® Patients with adverse reaction (%) 10 (45.5)

Preferred Term?

No. of patients (%)

. . . Diarrhea 3 (13.6)
Gastrointestinal disorders .
Glossitis 1 (4.5)
Alanine aminotransferase increased 4 (18.2)
Aspartate aminotranseferase increased 2(9.1)
Blood triglycerides increased 1(4.5)
Investigations Eosinophile count increased 1(4.5)
y-glutamyltransferase increased 1(4.5)
Platelet count increased 1(4.5)
Blood alkaline phosphatase increased 2(9.1)

4 MedDRA/J V.9.0
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Clinical study of sitafloxacin in febrile complicated pyelonephritis

Yukimichi Kawada’, Satoshi Ishihara”, Takashi Matsui”,
Masaya Tsugawa" and Tetsuro Matsumoto®

Y Gifu University School of Medicine, 1-1 Yanagido, Gifu, Japan

? Department of Urology, Kizawa Memorial Hospital

¥ Department of Urology, Kobe Red Cross Hospital

? Department of Urology, Okayama Citizens’ Hospital
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The clinical efficacy and safety of sitafloxacin(STFX), a fluoroquinolone compound, were evaluated in pa-
tients with febrile complicated pyelonephritis treated orally 7 days with 100 mg b.i.d. of STFX. Clinical effi-
cacy was evaluated at 3, 7, and 14 days based on criteria for evaluation of clinical efficacy of antimicrobial
agents on urinary tract infection (third edition).
Overall clinical efficacy at 7 days was 100% (20/20), at 3 days was 100% (20/20), and at 14 days was 64.3%
(9/14). Among the 36 isolates before dosing, overall microbiological eradication was 100% (36/36) at 7 days.
The incidence of adverse reactions was 45.5% (10/22), the most common of which were diarrhea and alanine
aminotransferase increase. All symptoms were mild. Results suggest that STFX is a useful antibacterial
agent in the treatment of febrile complicated pyelonephritis.



