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Fig. 1. Chemical structure of moxifloxacin.
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Table 1. Patients included in the population for each analysis
Group I Group II Total
Patients enrolled 71 134 205

Patients valid for the safety analysis
Patients valid for the efficacy analysis
Patients valid for the bacteriological evaluation

710 100.0%0
580 81.7%0
240 33.8%0

12900 96.3%0
910 67.9%0
380 28.4%L]

2000 97.6%0
1490 72.7%0
620 30.2%0

Excluded from the safety analysis
Violation of inclusion or exclusion criteria
Not treated with the test drug

50 3.7%0 50 2.4%0
20 1.5%0 20 1.0%0
30 2.2%0 30 1.5%0

Excluded from the efficacy analysis
Violation of inclusion or exclusion criteria
Not treated with the test drug
Violation of the time schedule
Essential data missing or invalid
Lost to follow-up
Use of prohibited concomitant medication

130 18.3%0 430 32.1%0 560 27.3%0

50  7.0%0 310 23.1%0 360 17.6%0
30 2.2%0 30 1.5%0
10 1.4%0 10 0.5%0
50 3.7%0 50 2.4%0
40 5.6%0 30 2.2%0 70 3.4%0
30 4.2%0 10 0.7%0 40 2.0%0

Excluded from the bacteriological evaluation
Violation of inclusion or exclusion criteria
Not treated with the test drug
Violation of the time schedule
Essential data missing or invalid
Lost to follow-up
Use of prohibited concomitant medication
No causative organism identified before treatment

470 66.2%[] 9601 71.6%0 1430 69.8%L]

50 7.0%0 310 23.1%0 360 17.6%L]
30 2.2%0 30 1.5%0
20 2.8%0 20 1.0%0
50 3.7%0 50 2.4%0
40 5.6%0 30 2.2%0 70 3.4%0
30 4.2%0 10 0.7%0 40 2.0%0

330 46.5%0 530 39.6%0 860 42.0%0
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Table 2. Patient background

Diagnosis
It Total
em Group I Group II ONO 1490
ONO 580 ONO 910

Sex Male 250 43.1%0 5900 64.8%0 840 56.4%0

Female 330 56.9%0 320 35.2%0 650 43.6%0

Mean = SD 38+ 15 59+ 18 51+ 20
Agel] years[ . .

Median[] Min-Max[] 340 20-8000 640 20-8901 530 20-8901
Height[) cm[ Mean + SD 162+ 8 161+ 8 161+ 8
Weight[J kg[J Mean + SD 59+ 10 55+ 11 57+ 11
Hospitalizati- In patients 30 5.2%0 330 36.3%0 360 24.2%[]
on Out patients 550 94.8%0 580 63.7%0 1130 75.8%0
Diagnosis Group I: Acute upper respiratory infection

Bacterial upper respiratory infection
Acute tonsillitis

Acute pharyngolaryngitis

Acute pharyngitis

Acute bronchitis

30 2.0%0
80 5.4%0
130 8.7%0
90 6.0%0
2560 16.8%0

Total

580 38.9%0

Group II-1: Atypical pneumonia
Mycoplasma pneumonia
Chlamydial pneumonia
Atypical pneumonia

120 8.1%0
20 1.3%0
120 8.1%0

Total

260 17.4%0

Group II-2: Secondary infection or acute

exacerbation of chronic respiratory disease

Chronic bronchitis 120 8.1%0
Bronchial asthma 90 6.0%0
Bronchiectasis 210 14.1%0
Pulmonary emphysema 110 7.4%0
Old pulmonary tuberculosis 90 6.0%0
Pulmonary fibrosis 10 0.7%0
Pulmonary sequestration 10 0.7%0
Bronchial asthma or pulmonary emphysema 10 0.7%0

Total 650 43.6%0
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Table 3. Causative organisms before treatment

Diagnosis
Causative organism Total
Group I Group II
Gram-positive Staphylococcus aureus 2 4 6
bacteria Streptococcus pneumoniae 4 8 12
Streptococcus pyogenes 1 1
Total 7 12 19
Gram-negative Acinetobacter baumannii 1 1
bacteria Haemophilus influenzae 8 13 21
Haemophilus parainfluenzae 4 1 5
Klebsiella pneumoniae 1
Moraxella catarrhalis 4 3 7
Pseudomonas aeruginosa 4 4
Total 16 23 39
Polymicrobial Gram-negative rods anaerobic [ 1 1
infection Moraxella catarrhalis
Haemophilus influenzae [ 1 1
Staphylococcus aureus
Kilebsiella pneumoniae [ 1 1
Streptococcus anginosus
Moraxella catarrhalis 0 1 1
Staphylococcus aureus
Total 1 3 4
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Table 4.0 Clinical efficacy and overall clinical response

Clinical efficacy at the end
[ discontinuationl[] of treatment

Overall clinical response

Diagnosis
Clinical | Clinical | Efficacy rate '” Resolution | Failure | Efficacy Rate 20
cure failure | 0 95%CI" [T %0 0 95%CI " [ %0
Group I: Acute upper respiratory infection
Bacterlal upper respiratory 3 3/3 3 3/3
infection
Acute tonsillitis 7 1 /8 5 2 5/7
Acute pharyngolaryngitis 13 100 12 100
Acute pharyngitis 9 9/9 9 9/9
Acute bronchitis 25 100 24 1 96.0
Subtotal 57 1 98.300 90.8, 10000 53 3 94.60 85.1, 98.90
Group II-1: Atypical pneumonia
Mycoplasma pneumonia 12 100 11 1 91.7
Chlamydial pneumonia 2 2/2 2 2/2
Atypical pneumonia 12 100 12 100
Subtotal 26 10007 86.8, 10001 25 1 96.200 80.4, 99.901
Group II-2: Secondary infection or acute exacer-
bation of chronic respiratory disease
Chronic bronchitis 12 100 9 1 9/10
Bronchial asthma 9 9/9 9 9/9
Bronchiectasis 17 4 81.0 16 4 80.0
Pulmonary emphysema 10 1 90.9 2 8/10
Old pulmonary tuberculosis 7 2 7/9 2 7/9
Pulmonary fibrosis 1 0/1 1 0/1
Pulmonary sequestration 1 1/1 1 1/1
Bronchial asthma and pulmo- 1 1 1 1
nary emphysema
Subtotal 57 8 87.700 77.2, 94.500 51 10 83.600 71.9, 91.800
Total 140 9 94.00 88.8, 97.200 129 14 90.20 84.1, 94.50

18 Clinical cure / No. of cases x 100
20 Resolution / No. of cases x 100
U CI: Confidence interval

Table 5. Clinical efficacy at the end discontinuation[] of treatmentd Cases valid for bacteriological evaluation[]

Diagnosis Clinical Clinical Efficacy rate ”
& cure failure 0 95%CI © 0 [T %]
Group I: Acute upper respiratory infection
Bacterial upper respiratory infection 1 1/1
Acute tonsillitis 5 1 5/6
Acute pharyngolaryngitis 5 5/5
Acute pharyngitis 2 2/2
Acute bronchitis 10 100
Subtotal 23 1 95.8 0 78.9, 99.901
Group II-2: Secondary infection or acute exacerbation of
chronic respiratory disease
Chronic bronchitis 9 9/9
Bronchial asthma 5 5/5
Bronchiectasis 12 1 92.3
Pulmonary emphysema 5 5/5
Old pulmonary tuberculosis 4 1 4/5
Subtotal 35 2 94.60 81.8, 99.301
Total 58 3 95.1 0 86.3, 99.00

U Clinical cure / No. of cases x 100, ““ CI: Confidence interval
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Table 6. Bacteriological response according to diagnosis at the endl discontinuation[] of treatment

Eradication/ Persist- Decreased Repla- | Eradication rate "
Diagnosis Presumed ence or partial cement | [ 95%CI"" 11 %0
eradication eradication
Group I: Acute upper respiratory infection
Bacterial upper respiratory infection 1 1/1
Acute tonsillitis 6 6/6
Acute pharyngolaryngitis 5 5/5
Acute pharyngitis 2 2/2
Acute bronchitis 10 100
Subtotal 24 1000 85.8, 1000
Group II-2: Secondary infection or acute exacerba-
tion of chronic respiratory disease
Chronic bronchitis 6 1 1 /8
Bronchial asthma 3 1 1 4/5
Bronchiectasis 10 1 2 92.3
Pulmonary emphysema 4 1 4/5
Old pulmonary tuberculosis 4 1 4/5
Subtotal 27 3 2 4 86.100 70.5, 95.301
Total 51 3 2 4 91.70 81.6, 97.20

90 Eradicated O replaceddNo. of cases x 100, “" CI: Confidence interval

Table 7. Bacteriological response at the
causative organisms

end! discontinuation[Jof treatment according to

Diagnosis
Organism Total
Group I Group II-2
Gram[] O [J Aerobic
Staphylococcus aureus 3/3 5/5 8/8
Streptococcus anginosus 11 1/1
Streptococcus pneumoniae 4/4 6/7 10/11
Streptococcus pyogenes 1/1 171
Subtotal 8/8 12/130 92.3%0 | 20/210 95.2%0
Gram[J O [J Aerobic
Acinetobacter baumannii 11 1/1
Haemophilus influenzae 8/8 14/14 22/22
Haemophilus parainfluenzae 4/4 0/1 4/5
Klebsiella pneumoniae 1/2 12
Moraxella catarrhalis 5/5 3/3 8/8
Pseudomonas aeruginosa 2/4 2/4
Subtotal 17/170 100%0 | 21/250 84.0% | 38/420 90.5%LC
Gram[] O [J Anaerobic
Gram-negative rods anaerobic 1/1 1/1
Subtotal 11 171
Total 25/2500 100%0 | 34/390 87.2%0 | 59/640 92.2%

Eradicated / No. of strains

gbodooooedlbbUiObObUOOObODOOObOO
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Table 8. Clinical efficacy according to causative organism at the end discontinuation] of

treatmentl] Cases valid for bacteriological evaluationl]

Organism

Diagnosis

Group I

GrouplI-2

Total

Single organism

Gram[] [J [J Aerobic
Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes

2/2
4/4
1/1

4/4
8/8

6/6
12/12
1/1

Subtotal

77

12/120 100%0

19/190 100%0

Gram[J (0 [J Aerobic
Acinetobacter baumannii
Haemophilus influenzae

8/8

0/1
12/13

0/1
20/21

Haemophilus parainfluenzae
Klebsiella pneumoniae
Moraxella catarrhalis
Pseudomonas aeruginosa

3/4 171 4/5
1/1 1/1
4/4 2/2 6/6
4/4 4/4

Subtotal

15/160 93.8%01 | 20/220 90.9%0

35/380 92.1%0

Total 22/230 95.7%0 | 32/340 94.1%0 |  54/570 94.7%
Multiple organisms
Gram-negative rods anaerobic [ 1/1 1/1
Moraxella catarrhalis
Haemophilus influenzae 0 11 11
Staphylococcus aureus
Klebsiella pneumoniae O 1/1 1/1
Streptococcus anginosus
Moraxella catarrhalis O 1/1 1/1
Staphylococcus aureus
Total 1/1 3/3 4/4
Total 23/240 95.8%0 | 35/370 94.6%0 |  58/610 95.1%0)

Clinical cure /No. of cases
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Table 9. Incidence rates of adverse events occurring in at least 2% of all cases
Group I Group IT Total
oNQgd 710 ONDO 1290 0 N=2000
Relation to drug” oood ooo ooo ooo oood ooo
Any event 2800 39.4%0 | 210 29.6%0 | 590 45.7%0 | 440 34.1%0 | 870 43.5%0 | 650 32.5%0
Body as a whole 100 14.1%0 70 9.9%0 | 170 13.2%0 | 60 4.7%0 | 270 13.5%0 | 130 6.5%0
Abdominal pain 50 7.0%0 | 30 4.2%0 | 50 3.9%0 | 30 2.3%0 | 100 5.0%0 | 60 3.0%0
Headache 20 2.8%0 | 20 2.8%0 | 80 6.2%0 | 20 1.6%0 | 100 5.0%0 | 40 2.0%0
Back pain 10 1.4%0 10 14%0 | 30 2.3%0 10 0.8%0 | 40 2.0%0 | 20 1.0%0
Cardiovascular system 10 1.4%0 10 1.4%0 50 3.9%0 30 2.3%0 60 3.0%0 40 2.0%0
Digestive system 170 23.9%0 | 120 16.9%0 | 350 27.1%0 | 280 21.7%0 | 520 26.0%0 | 400 20.0%0
Liver function tests abnormal 40 5.6%0 | 40 5.6%0 | 130 10.1%0 | 130 10.1%0 | 170 8.56%0 | 170 8.5%0
Diarrhea 40 5.6%0 | 30 4.2%0 | 110 85%0 | 80 6.2%0 | 150 7.5%0 | 110 5.5%0
Nausea 20 2.8%0 | 20 2.8%0 | 70 54%0 | 40 3.1%0 | 90 4.5%0 | 60 3.0%0
Dyspepsia 30 4.2%0 | 20 2.8%0 | 30 23%0 | 30 2.3%0 | 60 3.0%0 | 50 2.5%0
Vomiting 30 4.2%0 | 20 2.8%0 | 30 2.3%0 10 0.8%0 | 60 3.0%0 | 30 1.5%0
Hemic and lymphatic system 10 1.4%0 10 1.4%0 90 7.0%0 70 5.4%0 | 100 5.0%0 80 4.0%0
Eosinophilia 10 1.4%0 10 14%0 | 60 4.7%0 | 50 3.9%0 70 3.5%0 | 60 3.0%0
Metabolic and nutritional 60 85%0 | 40 5.6%0 | 60 4.7%0 | 50 3.9%0 | 120 6.0%0 | 90 4.5%0
Amylase elevated 10 1.4%0 10 14%0 | 30 23%0 | 30 2.3%0 | 40 2.0%0 | 40 2.0%0
Creatine phosphokinase elevated 30 4.2%0 20 2.8%0 10 0.8%0 10 0.8%0 40 2.0%0 30 1.5%0
Musculoskeletal system 10 1.4%0 10 0.8%0 10 0.8%0 20 1.0%0 10 0.5%0
Nervous system 40 5.6%0 30 4.2%0 40 3.1%0 20 1.6%0 80 4.0%0 50 2.5%0
Dizziness 20 2.8%0 | 20 2.8%0 | 20 1.6%0 10 0.8%0 | 40 2.0%0 | 30 1.5%0
Respiratory system 10 1.4%0 60 4.7%0 20 1.6%0 70 3.5%0 20 1.0%0
Skin and appendages 40 5.6%0 20 2.8%0 800 6.2%0 60 4.7%0 | 120 6.0%0 80 4.0%0
Rash 10 1.4%0 40 3.1%0 | 40 3.1%0 | 50 2.5%0 | 40 2.0%0
Special senses 10 1.4%0 10 14%0 | 20 1.6%0 30 1.5%0 10 0.5%0
Urogenital 30 2.3%0 10 0.8%0 | 30 1.5%0 10 0.5%0

9: 0 none, 0 possible, [ probable, [J not assessable
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Phase Il clinical study of BAY 12-8038 moxifloxacinl for respiratory tract infections

Hiroyuki Kobayashi'”, Nobuki Aoki*, Yoshihito Niki*, Akira Watanabe®,
Shin Kawai*, Shigeki Odagiri®, Shigeru Kohno™,
Keizo Yamaguchi®and Atsushi Saito™

**Kyorin University, School of Medicine, 6-20-2 Shinkawa, Mitaka, Tokyo, Japan
*Department of Internal Medicine, Shinrakuen Hospital
*Division of Respiratory Diseases, Department of Internal Medicine, Kawasaki Medical School
“Department of Respiratory Medicine, Division of Cancer Control,
Institute of Development, Aging and Cancer, Tohoku University
*Department of Infectious Disease , Kyorin University School of Medicine
*Department of Respiratory Diseases, Kanagawa Prefectural Cardiovascular and Respiratory Diseases Center Hospital
0 Present: Odagiri Respiratory Disease Clinic, Yokohama Clinical Research Institute of Respiratory
Tract Infection Yokohama City University School of Medicineld
"Division of Molecular and Clinical Microbiology, Department of Microbiology and Immunology,
Nagasaki University Graduate School of Medical Sciences
*Department of Microbiology, Toho University School of Medicine
*Department of Medicine and Therapeutics, Control and Prevention of Infectious Diseases, Faculty Medicine,
University of Ryukyus[J Present: The Japanese Red Cross Nagasaki Genbaku Isahaya Hospital(J

The efficacy and safety of BAY 12-803%1 moxifloxacin: MFLX a novel new quinolone compound, were evalu-
ated in patient with respiratory tract infections. Patients were treated for 7 days with MFLX 400 mg once daily.

The clinical efficacy rate was 98.3[10 57/58 cases[] for acute upper respiratory tract infectiong Group 10
1000 0 26,2600 for atypical pneumoni& Group I1-10 and 87.7(1 57/650 for secondary infections(] or acute ex-
acerbation] in patient with chronic respiratory tract disease& Group 11-201 The eradication rate was 100[1] 24/
2400 for Group | and 86.1011 31/360 for Group 11-2. The overall eradication rate was 91.7(11 55/6000 Good eradi-
cation rates were obtained in every diagnostic group.

The incidence of adverse drug reactions were noted in 32.5[11 65 casesl] of all patients. Adverse drug reac-
tions were most commonly observed in digestive organs in 20.0[11 40 cases[d The most common adverse drug
reactions were abnormal liver function tests and diarrhea, and their incidence rate was 8.5[11 17 casesd and
5.5[1J 11 cases[] respectively.

The above results suggested that 400 mg of MFLX administered once daily should be clinically very useful in
the treatment of respiratory tract infections.



