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Table 1.

Judgment standard of the clinical efficacy

Effective conditions

Temperature

It improves at [0 37 degree C.

A spread of the chest
X-rays shade

It improves to 70% or less before therapy

WBC

The improvement to O 9,000/mm?, or the improvement to
the normal value of an institution

CRP

It improves to 30% or less before therapy

Evaluate as “Good” when at least three of the following four items are satisfied and
there was no aggravation even in the remaining one item. Evaluate as “Poor” when
the criteria are not met. Describe as “Unevaluable” when it is impossible to evaluate

any of these items.
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Table 2. Patient background
Item smear staining-positive patients S. pneumoniae-isolated patients

Gend male 3801 55.901 2101 58.30

ender female 300 44.10 15041.70

170 64 3800 55.900 2101 58.30

Agel yearsQ] 650 74 160 23.50 100 27.80
750 87 1401 20.60 5

| t patient in 310 45.60 1900 52.800

n-out patients out 3701 54.40 17047.20
300 1 1

Dailv dosed maQ 450 2800 41.20 170 47.20

ally dosetmg 600 38[155.901 170 47.20
900 1 1
o0 3 3 0

Duration of 407 3201 47.10 1901 52.80

administration] days | 8 [ 14 310 45.60J 160 44.40
20, 22 2 1

mild 430 63.20 200 55.60

severity moderate 200 29.40 1200 33.30
serious 5 4

ood:%

Table 3. Clinical efficacy in smear staining-positive patients Table 4. Clinical efficacy by the severity in smear staining-
— - positive patients
Daily dose | No. of Clinical efficacy Efficacy
0 mgOd atients rate] %0 Clinical efficacy ;
7 | peen® | Good | Poor
300 1 1
450 27 25 2 92.6 Mild 40 40 100
600 35 35 100 Moderate 20 18 2 90.0
900 1 1 Serious 4 4
Total 64 62 2 96.9 Total 64 62 2 96.9
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Table 5. Clinical efficacy in S. pneumoniae-isolated patients

Daily dose | No. of Clinical efficacy Efficacy
0 mgOd patients Good Poor rate(] %[
300 1 1
450 16 15 1 93.6
600 16 16 100
900 1 1
Total 34 33 1 97.1
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Table 6. Bacteriological efficacy by S. pneumoniae
Daily dose | No. of Bacteriological efficacy Eradication
0 mgQ] patients | Eradicated Decreased | Continuation | ratet %0
300 1 1
450 17 16 1 94.1
600 16 15 1 93.8
900 1 1
Total 35 33 2 94.3
100 4 —$——5—"
o 80+
O
=
S, 60 1
5
% 40 - M|Cgo
§ TFLX 0.25
%) LVEX 2
20 1 GFLX 05
PCG 4
0 J"—{ T - L 2 ) T T T T T T T
Jo0.06 012 025 05 1 2 4 8 16 016
MICO p g/mLO O
Fig. 1. Cumulative curves of 25 strain of S. pneumoniae isolated from

pneumoniae.

Table 7. AUC/MIC

Non-fasting
Parameter 450 mg 600 mg
one dosel] mgQd 150 300
t1/2 OhrO 3.62 3.62
Cssmax O ug/mLO 0.750 1.302
Tmax OhrO 1.47 1.47
AUC/day O pgOhr/mLO 11.6 15.5

MICgq of TFLX against
S. pneumoniael] 25 strains[]

AUC/MIC

0.250 p g/mLO
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According to the¢ Japanese Respiratory Society guidelines for the management of community-acquired pneu-
monia in adults’O hereinafter referred to as* the community-acquired pneumonia guidelines” [0, fluoroqui-
nolones, such as tosufloxacin tosilaté] TFLXO and sparfloxacifu SPFX are recommended when Streptococcus
pneumoniaél S. pneumoniael] is detected. Few clinical studies have been performed, however, of the efficacy
and other characteristics of these antimicrobials.

This study examined the efficacy of the fluoroquinolone TFLX against S. pneumoniae-related pneumonia
with reference to the community-acquired pneumonia guidelines.

This study included pneumonia patients where the presence of S. pneumoniae was suspected by smear
stainingd smear staining-positive patients[] and, of these positive patients, where S. pneumoniae was actually
detectedd S. pneumoniae-detected patientst There was no difference in background characteristics between
68 smear staining-positive patients and 36 S. pneumoniae-detected patients. The efficacy rate was 92.600 0 25/
27 patientsOat a daily dose of 450 mgJ 450-mg groupCdand 10000 35/35 patientsdat 600 mgJ 600-mg groupin
the smear staining-positive patients. The two non-responders at 450 mg had moderate pneumonia. In S.
pneumoniae-detected patients, the efficacy rate was 93.6000 15/16 patientsCin the 450-mg group and 100011 16/
16 patientsd in the 600-mg group. S. pneumoniae disappeared in 94.10 O 16,/17 patientsO in the 450-mg group
and 93.80 0 15/16 patientsd in the 600-mg group. Against S. pneumoniae isolated in this study, MICe of TFLX
was 0.25 ug/mL. Based on the daily AUC from TFLX concentration in blood from healthy adults, the AUC/MIC
ratio was 46.4 in the 450-mg dose and 62.0 in the 600-mg dose.

TFLX was effective against S. pneumoniae-related pneumonia in terms of basic aspects of clinical, antimi-
crobial and pharmacokinetic properties, showing that TFLX is a respiratory quinolone.

In patients with S. pneumoniae-related pneumonia, TFLX should be administered to patients with mild and
moderate pneumonia at a daily dose of 450 or 600 mg. The higher dose of 600 mg is probably preferable in mod-
erate cases with more potent inflammatory responses according to clinical symptoms and laboratory findings.



