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Fig. 1. Chemical structure of moxifloxacin.
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Table 1. Criteria for determination/judgment

10 Temperature

Actual measurements

200 Rales

2-choice evaluation: [0 J Yes[ [0 O Nonel[J

30 Dulness to percussion

2-choice evaluation: [0 J Yes[ [0 O Nonel[J

4[] Sputum volume

Recorded in mL. Otherwise, the following 5-grade scale: [1 (0 0 [1J [0 100 mL/day[]
00000 50mLtod 100 ml/day) O 0 OO 10 mL to O 50 ml/dayd O O O 10
ml/dayl] O [0 None[l

50 Nature of sputum

4-grade scale : PO purulent[] , PMO mucopurulent[] , M[J mucoid[] C[ clear[]

600 Cough

4-grade scale : [J 0 00 Severel] 0 OO interferes with sleep[] (100 Mild[J [JCJ None[J

70 Dyspnea 4-grade scale : [0 [0 O 00 Hugh-Jones " , Degree III and abovel] [ [0 [0 H-J, Degree II
and abovel] [0 0 H-J, Degree I and abovel] [0 0 Nonell
80 Chill 4-grade scale : 0 0 0 O Severe[J 0 O O Moderate[J 0 0 Mild(J O 00 None[d

900 Hemoptysis

4-grade scale : 0 0 O O Severe[] 0O O 0 Moderate[] O O MildJ O O NonelJ

100 Chest pain

4-grade scale : 0 0 O O Severe[J 0 O O Moderate(J 0 0 Mild(J O 00 None[d

1100 Respiration rate

Respiration rate/min

U Classification by the Hugh-Jones(] H-J[J system

Degree I: Can move, walk, and go up and down stairs as well as a healthy person of the same generation .
Degree II: Can move as well as healthy people of the same generation , but cannot go up/down inclines or stairs.
Degree III: Cannot walk like healthy people even on flat ground, but can walk more than 1.6 km at his/her own
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Table 2. Laboratory tests and schedule .

Testing schedule

Observations/Measurements Before End of 13:3;3%?
treatment " ! Day 3 Dtgegggﬁtn tD treatment
’ [ discont.[]
RBC count ° ° ° —_
g | Hemoglobin ° ° ° —
% Hematocrit ° ° ° —
é WBC count ° . ° o
& | WBC differentials . D o —
Platelet count ° ° ° —
CRPU only assayedl] ° ° ° o
Blood sedimentation ° — — —
n PT ° . ° —
= APTT ° ° ° —_
) anti-Mycoplasma antibody . —_ —_ o U2
anti-Chlamydia antibody ° — — o 02
anti-Legionella antibody ° — — o U2
7 SGOT o o o —
= SGPT ° . ° —
S LDH ° ° ° —
g y -GTP o o o —
§ ALP ° . ° —
?8 > Total bilirubin ° ° ° —
g % | Total protein ° ° ° —
S % Albumin ° ° ° —
S | BUN . . . —
& | Serum creatinine ° ° ° —
CPK ° ° ° —
Uric acid ° ° ° —
Amylase ° ° ° —_
Electrolytes] NalJ KO CI1O ° ° ° —_
Blood glucose ° ° ° —
| Glucose, Protein ° ° ° —
% Specific gravityl] pH ° ° ° —
E Ketone bodies, Occult blood ° ° ° —
= | Sediment[] RBC, WBC, casts, crystals[] | | ad —
Chest X-ray ° ° °
Bacteriological examination ° ° ° °

e : essential, o : as needed, []: only when urine protein positive

U1; 48 hrs before the start of treatment
U2 upto 21 days after end of treatment[] discont.[]
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Table 3. Reasons for premature discontinuation

MFLX LVFX Total
[N O 149] [N O 153] [N O 302]
Premature termination 200 13.4%0 1700 11.1%0 370 12.3%0
Adverse event 100 6.7%0 40 2.6%[] 140 4.6%0

Consent withdrawn
Cured
Insufficient therapeutic effect

Protocol violation

50 3.4%0 70
50 3.4%0 40

10 0.7%0 10
10 0.7%0 10
4.6%0 120
2.6%0 90

0.3%0
0.3%0
4.0%0
3.0%0
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Table 4. Patients included in the population for each analysis

MFLX LVFX Total
Patients randomized 149 153 302
Valid for the analysis of safety 14901 100%0) 1530 100%0) 30200 100%0)
Excluded from the analysis 0od  0%0 0od  0%0O 0od  0%0O
Valid for the analysis of ITT 14801 99.3%[1 1530 100%0 3010 99.7%L1
Excluded from the analysis 10 0.7%0 0od  0%0 0od  0%0
Randomization error 10 0.7%0 10 0.3%0

Valid for the analysis of efficacy
Excluded from the analysis

1170 78.5%0]
320 21.5%0

1290 84.3%L]
240 15.7%0

2460 81.5%[]
5601 18.5%0

Violation of inclusion or exclusion criteria 100 6.7%0 90 5.9%0 190 6.3%0
Randomization error 10 0.7%0 10 0.3%0
Insufficient duration of therapy 800 5.4%[1 500 3.3%[ 130 4.3%0
Violation of testing schedule 10 0.7%0 10 0.3%0
Informed consent withdrawn 10 0.7%0 10 0.3%0
Essential data missing or invalid 10 0.7%0 20 1.3%0 30 1.0%0
Use of prohibited concomitant medication 110 7.4%0 70 4.6%0 180 6.0%0
Valid for the bacteriological evaluation 400 26.8%0 460 30.1%0 8601 28.5%
Excluded from the analysis 10901 73.2%[1 1070 69.9%[1 2160 71.5%
Violation of inclusion or exclusion criteria 100 6.7%0 90 5.9%0 190 6.3%0
Randomization error 10 0.7%0 10 0.3%0
Insufficient duration of therapy 80 5.4%0 50 3.3%0 130 4.3%0
Violation of testing schedule 10 0.7%0 10 0.3%0
Informed consent withdrawn 10 0.7%0 10 0.3%0
Essential data missing or invalid 10 0.7%0 20 1.3%0 30 1.0%0
Use of prohibited concomitant medication 110 7.4%0 70 4.6%0 180 6.0%0

No causative organism pre-therapy

770 51.7%0 830 54.2%L] 1600 53.0%0]
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Table 5-1. Patient background

Ttem MFLX LVFX Total 0 povaluel D
ONDO 1170 | ONDO 1290 | ONO 2460 pvalu
Sex Male 690 59.0%0C | 820 63.6%0 | 1510 61.4%[ —
Female 4801 41.0%0 | 470 36.4%0 9500 38.6%0
Agel] years[] Mean = SD 50+ 18 47+ 17 49+ 18 0 0.3560
Median 52 47 49
Min-Max 20-78 20-79 20-79
Height[O cm[ Mean + SD 161+ 9 162+ 10 162+ 9 —
Weight kgl Mean + SD 56+ 12 57+ 12 57+ 12 0 0.4630
Hospitalization Out patient 5700 48.7%0 | 680 52.7% | 12500 50.8%C | [ 0.4870
In patient 600 51.3%0 | 610 47.3%0 | 1210 49.2%0
Diagnosis Bacterial pneumonia 910 77.8%0 | 980 76.0%0 | 1890 76.8%0
Mycoplasma pneumonia 170 14.5%[] 190 14.7%[ 3600 14.6%[]
Chlamydia pneumonia 10 0.8%0 10 0.4%0
Legionella pneumonia 10 0.9%0 10 0.8%0 20 0.8%0
Atypical pneumonia 10 0.9%0 20 1.6%0 30 1.2%0
Bacterial pneumonia 50 4.3%0 600 4.7%0 110 4.5%0
0 Mycoplasma pneumonia
Bacterial pneumonia 10 0.9%0 10 0.8%0 200 0.8%0
[0 Chlamydia pneumonia
Bacterial pneumonia 10 0.8%0 10 0.4%0
[0 Legionella pneumonia
Bacterial pneumonia 10 0.9%0 10 0.4%0
[0 Bacterial pleurisy
Causative organisms | Gram[] [J [0, Aerobic
at pre-therapy Enterococcus faecalis 1 1
Staphylococcus aureus 3 7 10
Streptococcus agalactiae 1 1
Streptococcus pnewmoniae 14 21 35
Streptococcus pyogenes 1 1 2
Total 20 29 49
GramO O O, Aerobic
Haemophilus influenzae 14 14 28
Haemophilus parainfluenzae 1 1
Klebsiella pneumoniae 2 2
Moraxella catarrhalis 5 5 10
Pseudomonas aeruginosa 3 3
Total 22 22 44
Mycoplasma pneumoniae 22 25 47
Chlamydia pneumoniae 1 2 3
Legionella pneuwmophila 1 2 3
Underlying dis- No 610 52.1%0 | 720 55.8%0 | 1330 54.1%0
ease/Complication Yes 5600 47.9%0 | 570 44.2%0 | 1130 45.9%0
Selected medical history reported by
at least 3% of all patients
Essential hypertension 120 10.3%0 | 160 12.4%0 2800 11.4%0
Functional digestive disorders, not 90 7.7%0 | 130 10.1%0 2200 8.9%0
elsewhere classified 2"
Chronic liver disease and cirrhosis 50 4.3%0 30 2.3%0 80 3.3%0
Asthma 1200 10.3%0 60 4.7%0 180 7.3%0
Emphysema 40 3.4%0 50 3.9%0 90 3.7%0
Diabetes mellitus 70 6.0%0 40 3.1%0 110 4.5%0
Disorders of lipoid metabolism 60 5.1%0 40 3.1%0 100 4.1%0
General symptoms °” 110 9.4%0 60 4.7%0 170 6.9%0

10 The Cochran-Mantel-Haenszel test (stratum: center groupl] was used for categorical variables,

(stratum: center group[] was used for continuous variables.

20 Constipation, irritable bowel syndrome

30 Dizziness, insomnia, sleep apnea

40 Including history of allergy and/or hypersensitivity
50 Allergy, allergy to medications

60 Within 7 days before treatment

and 2-way ANOVA
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Table 5-2. Patient background
MFLX LVFX Total 1
Tiem ONO 1170 | ONO 1200 | OND 2460 |0 Pvalue™d
Past medical No 670 57.3%0 770 59.7%0 1440 58.5%0
history * Yes 5000 42.7%0 5200 40.3%0 1020 41.5%0
Selected medical history reported by
at least 3% of all patients
Allergic rhinitis 600 5.1%0 20 1.6%0 800 3.3%0
Certain adverse effects not else- 500 4.3%0 30 2.3%[ 80 3.3%[1
where classified °"
Previous No 900 76.9%[1 1020 79.1%0 | 1920 78.0%0
antimicrobials Yes 27023.1%0 | 27020.9%0 | 540 22.0%0

Any antimicrobials within
7 days before treatment

270 23.1%0

270 20.9%0

540 22.0%0

Selected antimicrobials reported by
at least 1% of all patients

Clarithromycin

Cefcapene pivoxil hydrochloride
Piperacillin sodium

Cefdinir

Cefditoren pivoxil

Faropenem sodium

70 6.0%0 50 3.9%0 120 4.9%0
30 2.6%0 50 3.9%0 80 3.3%0
20 1.7%0 50 3.9%0 70 2.8%0
30 2.6%0 20 1.6%0 50 2.0%0
50 4.3%0 50 2.0%0
10 0.9%0 20 1.6%0 30 1.2%0

Concomitant
drugs

No
Yes

300 25.6%0
870 74.4%L]

350 27.1%0
940 72.9%0

650 26.4%0
1810 73.6%0

Selected medications used by
at least 5% of all patients

Mefenamic acid
Ambroxol hydrochloride
Paracetamol

140 12.0%0
180 15.4%L]
130 11.1%0

2501 19.4%0
1300 10.1%[]
1400 10.9%0

390 15.9%0
310 12.6%0
270 11.0%0

Bromhexine hydrochloride
Solita-t3 injection

Indomethacin

Sodium chloride

Carbocysteine

Lactec

Dextromethorphan hydrobromide
Soldem 3a

110 9.4%0 100 7.8%0 210 8.5%0
50 4.3%0 150 11.6%0 200 8.1%0
80 6.8%0 80 6.2%L] 160 6.5%[]
50 4.3%0 110 8.5%0 160 6.5%0
100 8.5%0 60 4.7%0 160 6.5%0
50 4.3%0 110 8.5%0 160 6.5%0
100 8.5%0 50 3.9%0 150 6.1%[0
70 6.0%0 80 6.2%0 150 6.1%0

10 The Cochran-Mantel-Haenszel test] stratum: center group[Jwas used for categorical variables, and 2-way ANOVAT stratum:

center groupl] was used for continuous variables.
20 Constipation, irritable bowel syndrome
30 Dizziness, insomnia, sleep apnea
40 Including history of allergy and/or hypersensitivity
50 Allergy, allergy to medications
60 Within 7 days before treatment
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Table 5-3. Patient background
MFLX LVFX Total 1
ftem ONO 1170 | ONO 1200 | ONO 2460 | D pvalue™d
Clinical signs and | Body temperature(] [0 O Mean + SD 382+ 0.8 383+ 0.8 382+ 0.8 0 0.4580
symptoms at
pre-therapy Respiration rate[] P/Min[J Mean = SD 18.7+ 4.2 19.2+ 45 189+ 4.4 00.4740
WBCUO GIGA/LDO Median 10.5 10.6 10.5 —
0 Q1-Q30 J8.0-12.90 07.9-13.80 07.9-13.40
Neutrophils bands[T] %[ Median 5.0 4.0 5.0 —
0 QI1-Q30 12.0-8.00 0 1.0-10.000 02.0-9.50
C-reactive protein Median 8.0 8.7 8.3 —
0 mg/dLO 0 Q1-Q30 04.1-12.60 04.9-14.70 04.4-13.40
Rales O 570 48.7%0 660 51.2%[0 1230 50.0%0 00.7460
O 600 51.3%0 630 48.8%0 | 1230 50.0%0
Dullness to percussion 0 1050 89.7%01 1110 86.0%0 | 2160 87.8%01 004110
] 110 9.4%0 1800 14.0%0 290 11.8%0
Missing 10 0.9%0 10 0.4%0
Sputum volume u] 1800 15.4%[1 270 20.9%0 4501 18.3% 00.2260
m] 9901 84.6%[] 980 76.0%0 | 1970 80.1%0
Missing 40 3.1%0 40 1.6%0
Cough O 50 4.3%0 40 3.1%0 90 3.7%0 00.6570
] 1120 95.7%0 | 1250 96.9%0 | 2370 96.3%0
Shortness of breath ] 8801 75.2%0 | 1030 79.8%0 | 1910 77.6%0 00.4190
u] 2901 24.8%[] 260 20.2%0 5500 22.4%0
Chills / Rigors u] 590 50.4%0] 4500 34.9%0 | 1040 42.3%0 [10.02901
m] 5801 49.6%(] 840 65.1%0 | 1420 57.7%0
Hemoptysis m] 1140 97.4%0 | 12801 99.2%0 | 2420 98.4%[1 00.2190
0 30 2.6%0 10 0.8%0 40 1.6%0
Pleuritic chest pain O 740 63.2%0 780 60.56%0 | 1520 61.8%0 00.7610
] 430 36.8%[] 510 39.5%0 9400 38.2%0
Any pathological findings Yes 1170 100%0) 12900 100%0 2460 100%0 —

U The Cochran-Mantel-Haenszel test(] stratum: center groupl] was used for categorical variables, and 2-way ANOVA[ stratum:
center groupl] was used for continuous variables.

20 Constipation, irritable bowel syndrome

30 Dizziness, insomnia, sleep apnea

40 Including history of allergy and/or hypersensitivity

50 Allergy, allergy to medications

60 Within 7 days before treatment

Table 6. Overall clinical responsel] cases valid for the analysis of efficacy[]

End point MFLX LVFX
p ONO 1170 ONOD 1290
Overall clinical response  Resolution 110 122
Failure 7 7
Success rate 94.0% 94.6%

Difference in rates [J 95% CI[] " 0 0.80% O O 6.28%, 4.68%

U 95% Confidence interval for difference in rates [0 MFLX O LVFXO controlling by center
group was calculated by using Mantel-Haenszel weight.
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Table 7. Overall clinical response stratified by chills/rigorsl] cases valid for the analysis of efficacy]

. . . MFLX LVFX
End point Chills / Rigors OND 1170 OND 1290
Overall clinical response O 93.2%0 55/590 95.6%0 43/450
O 94.8%0 55/5800 94.1%0 79/840
Total 94.0%0 110/1170 94.6%0 122/1290

Difference in rates

095% CcIO0®

0 0.565%0 O 6.36%, 5.26%0]

Y 95% Confidence interval for difference in ratesd) MFLX 0 LVFX[ controlling by chills/rigors was

calculated by using Mantel-Haenszel weight.

Table 8. Overall clinical responsel] cases valid for the ITT analysis[J

End point MFLX LVFX
p ONDO 1480 ONO 1530
Overall clinical response  Resolution 122 130
Failure 15 12
Indeterminate 11 11
Success rate 82.4% 85.0%

Difference in rates] 95% CIO "

0 1.72%0 0 9.99%, 6.54%0

Y 95% Confidence interval for difference in ratesd] MFLX [0 LVFX0O controlling by center
group was calculated by using Mantel-Haenszel weight.

Table 9. Clinical efficacy cases valid for the analysis of efficacyl]

End point MFLX LVFX
p ONDO 1170 ONOD 1290

Clinical efficacy Resolution 4 8

at day 3 Improvement 112 121

Clinical failure 0 0

Success rate 100% 100%

Clinical efficacy Clinical cure 112 125

at the end of treat- Improvement 1 0
ment . .

Clinical failure 4 4

Success rate 96.6% 96.9%

Difference in success rates] 95% CI[] ©

0 0.52%0 0O 4.83%, 3.80%L

Clinical efficacy Continued clinical cure 110 122
at follow-up Clinical recurrence/relapse 2 2
Success rate 98.2% 98.4%

Difference in success rates[] 95% CIJ Y

0 0.02%0 O 3.03%, 2.99%L

Y 95% Confidence interval for difference in rated] MFLX 00 LVFXO controlling by center group
was calculated by using Mantel-Haenszel weight.
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Table 10. Bacteriological responsel] cases valid for the bacteriological evaluation[]

End point MFLX LVFX

Bacteriological response  Eradication 36 38

at day 3 Presumed eradication 2 5
Persistence 1 3
Eradication rate 97.4%0 38/390 93.5%0 43/460

Bacteriological response  Eradication 31 32

at the end of treatment  pregymed eradication 8 10
Persistence 1 3
Presumed persistence 1
Eradication rate 97.5%0 39/4000 91.3%0] 42/4600

Bacteriological response  Continued eradication 21 22

at follow-up Continued presumed eradication 15 16
Eradication with recurrence 1 4

Presumed persistence

1

Eradication rate

94.7%0 36/3800

90.5%0 38/420

Overall bacteriological
response

Eradication
Persistence

Indeterminate

36
3
1

38
8

Eradication rate

92.3%0 36/390

82.6%] 38/460]

Table 11.

Overall bacteriological response by causative organism

[ cases valid for the bacteriological evaluationl]

Organism MFLX LVFX
Gram[] [0 [J Aerobic
Enterococcus faecalis 1/1
Staphylococcus aureus 2/2 6/7
Streptococcus agalactiae 11
Streptococcus pneumoniae 14/14 18/21
Streptococcus pyogenes 1/1 0/1

Subtotal [ %

19/190 100%0

24/290 82.8%[]

Gram[] [ [J Aerobic
Haemophilus influenzae
Haemophilus parainfluenzae
Klebsiella pneumoniae
Moraxella catarrhalis
Pseudomonas aeruginosa

14/14
0/1
172
4/5

12/14

5/5
2/3

Subtotall] %]

19/220 86.4%0

197220 86.4%01

Totall %0

38/410 92.7%0

43/510 84.3%0
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Table 12. Overall clinical response by causative organism[] cases valid for the bacteriological

evaluationl]

Organism

MFLX

LVFX

Single Organism

Gram[] [J [J Aerobic
Enterococcus faecalis
Staphylococcus aureus
Streptococcus agalactiae
Streptococcus pneumoniae
Streptococcus pyogenes

1/1
2/3
11
13/13
1/1

5/5

17/18
0/1

0 Subtotall] %0

18/190 94.7%0

22/240 91.7%0

Gram[] [J [J Aerobic
Haemophilus influenzae
Haemophilus parainfluenzae
Kilebsiella pneumoniae
Moraxella catarrhalis
Pseudomonas aeruginosa

12/12
11
1/1
4/5

11/12

3/3
2/3

0 Subtotal] %0

18/190 94.7%0

16/180 88.9%0

0 Subtotal] %0

36/380 94.7%0

38/420 90.5%0

Plural Organisms

Haemophilus influenzae 11 Klebsiella pneumoniae

Haemophilus influenzae U1 Moraxella catarrhalis

O Staphylococcus aureus

Haemophilus influenzae O Streptococcus pneumoniae

Moraxella catarrhalis O Streptococcus pneumoniae

Staphylococcus aureus 0 Streptococcus pneuwmoniae

11

1/1

1/1

171
1/1
171

Subtotal

2/2

4/4

Total(l %]

38/4000 95.0%

42/4600 91.3%0

Table 13. Overview of safety events[] cases valid for the analysis of safety[]

MFLX
ONO 1490

LVFX
ONDO 1530

Total

ONO 3020

Any adverse event

Any drug-related adverse event

Any serious adverse event
Discontinuation due to adverse event

540 36.2%0]
250 16.8%0
60 4.0%0
100 6.7%0

510 33.3%0
170 11.1%0
20 1.3%0
40 2.6%0

1050 34.8%[]
420 13.9%0

80 2.6%0
140 4.6%0
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Table 14-1. Incidence rates of adverse events by body system[] cases valid for the analysis of safety[]
Body system MFLX LVFX Total
COSTART TERM 0 N=1490 0O N=1530 0 N=3020
Relation to the drug"” ooo goo ooo ooo ooo gooo
Any event 540 36.2%0 2500 16.8%0 510 33.3%0 170 11.1%0 1050 34.8%0 420 13.9%0
Body as a whole 110 7.4%0 60 4.0%0 150 9.8%01 20 1.3%0 2600 8.6%0 80 2.6%0
Headache 50 3.4%0 20 1.3%0 80 5.2%0 20 1.3%0 130 4.3%0 40 1.3%0
Abdominal pain 40 2.7%0 40 2.7%0 20 1.3%0 60 2.0%0 40 1.3%0
Back pain 20 1.3%0 10 0.7%0 30 1.0%0
Chest pain 20 1.3%0 20 0.7%0
Asthenia 10 0.7%0 10 0.3%0
Chills 10 0.7%0 10 0.3%0
Fever 10 0.7%0 10 0.3%0
Malaise 10 0.7%0 10 0.3%0
Neoplasm 10 0.7%0 10 0.3%0
Cardiovascular 40 2.7%0 10 0.7%0 10 0.7%0 50 1.7%0 10 0.3%0
Palpitation 30 2.0%0 10 0.7%0 30 1.0%0 10 0.3%0
Atrial fibrillation 10 0.7%0 10 0.3%0
Tachycardia 10 0.7%0 10 0.7%0 10 0.3%0 10 0.3%0
Vascular disorder 10 0.7%0 10 0.3%0

Digestive 230 15.4%0 130 8.7%0 2200 14.4%0 90 5.9%0 450 14.9%0 220 7.3%0
Diarrhea 80 5.4%0 500 3.4%0 80 5.2%0 20 1.3%0 160 5.3%0 70 2.3%0
Nausea 500 3.4%0 30 2.0%0 40 2.6%0 20 1.3%0 90 3.0%0 500 1.7%0
Constipation 40 2.7%0 40 2.6%0 10 0.7%0 80 2.6%0 10 0.3%0
Vomiting 30 2.0%0 30 2.0%0 50 3.3%0 80 2.6%0 30 1.0%0
Liver function tests abnormal 30 2.0%0 30 2.0%0 20 1.3%0 20 1.3%0 50 1.7%0 50 1.7%0
Stomatitis 20 1.3%0 20 1.3%0 10 0.7%0 30 1.0%0 200 0.7%0
Anorexia 20 1.3%0 20 0.7%0
Dyspepsia 10 0.7%0 10 0.7%0 10 0.7%0 10 0.7%0 20 0.7%0 20 0.7%0
Gastrointestinal moniliasis 10 0.7%0 10 0.7%0 10 0.3%0 10 0.3%0
Flatulence 10 0.7%0 10 0.3%0
Melena 10 0.7%0 10 0.3%0
GGTP increased 10 0.7%0 10 0.7%0 10 0.3%0 10 0.3%0
Rectal disorder 10 0.7%0 10 0.3%0

Endocrine 10 0.7%0 10 0.7%0 20 0.7%0
Diabetes mellitus 10 0.7%0 10 0.3%0
ADH inappropriate 10 0.7%0 10 0.3%0

Hemic and lymphatic 20 1.3%0 10 0.7%0 10 0.7%0 30 1.0%0 10 0.3%0
Ecchymosis 10 0.7%0 10 0.3%0
Eosinophilia 10 0.7%0 10 0.3%0
Leukopenia 10 0.7%0 10 0.7%0 10 0.3%0 10 0.3%0

9: 0 none, 0 possible, 0 probable, (] not assessable
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Table 14-2. Incidence rates of adverse events by body system[] cases valid for the analysis of safety[]

Body system MFLX LVFX Total
COSTART TERM ONDO 1490 OND 1530 ONO 3020
Relation to the drug” gooo ooo ooo ooo ooo ooog
Metabolic and nutritional 10 0.7%0 10 0.3%0
Glycosuria 10 0.7%0 10 0.3%0
Hyperglycemia 10 0.7%0 10 0.3%0
Nervous 60 4.0%0 10 0.7%0 80 5.2%0) 50 3.3%0 140 4.6%0 601 2.0%0
Dizziness 20 1.3%0 10 0.7%0 40 2.6%0 30 2.0%0 60 2.0%0 40 1.3%0
Insomnia 20 1.3%0 10 0.7%0 30 1.0%0
Depersonalization 20 1.3%0 20 1.3%0 20 0.7%0 20 0.7%0
Anxiety 10 0.7%0 10 0.3%0
Neuralgia 10 0.7%0 10 0.3%0
Peripheral neuritis 10 0.7%0 10 0.3%0
Respiratory 150 10.1%0 20 1.3%0 80 5.2%0 230 7.6%0 20 0.7%0
Pharyngitis 50 3.4%0 20 1.3%0 70 2.3%0
Rhinitis 20 1.3%0 10 0.7%0 30 1.0%0
Hemoptysis 20 1.3%0 20 0.7%0
Bronchiolitis 20 1.3%0 10 0.7%0 20 0.7%0 10 0.3%0
Carcinoma of lung 20 1.3%0 20 0.7%0
Asthma 10 0.7%0 10 0.3%0
Aspiration pneumonia 10 0.7%0 10 0.3%0
Atelectasis 10 0.7%0 10 0.3%0
Bronchitis 10 0.7%0 100 0.3%0
Emphysema 10 0.7%0 10 0.3%0
Pneumonia 10 0.7%0 10 0.7%0 10 0.3%0 10 0.3%0
Epistaxis 10 0.7%0 10 0.3%0
Skin and appendages 100 6.7%0 30 2.0%0 80 5.2%0 20 1.3%0 180 6.0%0 50 1.7%0
Rash 40 2.7%0 20 1.3%0 40 2.6%0 10 0.7%0 80 2.6%0 30 1.0%0
Herpes simplex 20 1.3%0 20 1.3%0 40 1.3%0
Eczema 20 1.3%0 10 0.7%0 20 0.7%0 10 0.3%0
Urticaria 10 0.7%0 10 0.7%0 20 0.7%0
Pruritus 20 1.3%0 10 0.7%0 20 0.7%0 10 0.3%0
Sweating 10 0.7%0 10 0.3%0
Special senses 10 0.7%0 10 0.7%0 20 0.7%0
Ear pain 10 0.7%0 10 0.7%0 20 0.7%0
Urogenital 10 0.7%0 10 0.7%0 20 1.3%0 10 0.7%0 30 1.0%0 20 0.7%0
Dysuria 10 0.7%0 10 0.7%0 10 0.3%0 10 0.3%0
Kidney function abnormal 10 0.7%0 10 0.7%0 10 0.3%0 100 0.3%0
Nocturia 10 0.7%0 10 0.3%0
Urinary tract disorder 10 0.7%0 10 0.7%0 10 0.3%0 10 0.3%0

U: 0 none, 0 possible, [ probable, [ not assessable

0 0O C. pneumoniae n00 630540 0 0 0 O M. pneumo-
nia@lnd 290250 (000000 O00O0MFLX 10O 400
mglO 10 10000000000000000O00O00OO
0000000000000 ooooooo®™ooo
000D0000ooooooooooooooooooon
000D0000ooooooooooooooooooon
0000000000000 o0ooMFLXOODOO
gob0il10400mglD 1000000O0O0OOOOO
goob0obOOoO0o0oo™obo esooooooOobOoboono
od

O000000DooOoooooo MFLXODOOoOoO

gooddddoooooooooooobooobooo
gooddddoooooooooooobooobooo
MFLX OO LVEXOOO4Ooooogooooooooo
gooddddoooooooooooobooobooo
0000000000000000000 35.0010 86/246
gooddddoooooooooooobooobooo
0 O gatifloxacind GFLXO vs LVFXO O 27.90* 0 00 O
0000000000000 0000oodtelithromy-
cinvs LVFX[(D 34400 0000000OMFLXO OO
gooddddoooooooooooobooobooo
gooddddoooooooooooobooobooo



42 oooooboooaoand

DEC. 2005

Table 15-1. Deaths, other serious adverse events, and significant adverse events[] MFLX groupl]

Investigator's term 2~

Premature Relationship to

o 0 COSTARTO Seriousness discontinuation test drug Outcome
1 BOOP U BronchiolitisJ Serious Yes Possible Resolved
2 Rash [ Rash[] Not serious Probable Resolved

[J Significant[
3 Pneumonitis J Pneumonial] Not serious Yes Possible Resolved
0 Significant[]
4 Small cell lung cancer Serious None Improved
[0 Carcinoma of lung[]
5 Leucopenia [0 Leukopeniall Not serious Probable Improved
0 Significantd
6 Function liver abnormal Not serious Yes Probable Resolved
0 Liver function tests abnormall] [ Significantd
7 Glutamic pyruvic Not serious Yes Probable Resolved
transam increased 0 Significant[]
0 Liver function tests abnormall]
Glutamic oxaloacetic transam increased Not serious Yes Probable Resolved
0 Liver function tests abnormall] [0 Significant[]
8 Diarrhoea [ Diarrheall Not serious Probable Resolved
[J Significant[
Vomiting [J Vomiting[] Not serious Probable Resolved
0 Significant[]
Diarrhoea [ Diarrheal] Not serious Yes Probable Resolved
0 Significant
Vomiting [J Vomiting[] Not serious Yes Probable Resolved
[J Significant[
9 Increased serum Creatinine Serious Yes Possible Resolved
0 Kidney function abnormalll
Renal disorder Serious Yes Possible Resolved
0 Urinary tract disorder[]
10  Pulmonary carcinoma Serious Yes None Death
[J Carcinoma of lung[]
11  Diarrhoea [J Diarrheal] Not serious Yes Probable Resolved
0 Significant
12 Glutamic oxaloacetic transam increased Not serious Yes Possible Resolved
[ Liver function tests abnormall] [J Significant[]
Glutamic pyruvic transam increased Not serious Yes Possible Resolved
0 Liver function tests abnormall] 0 Significant(
13 Aspiration pneumonia Serious None Resolved
[J Aspiration pneumonial]
14  Eczema face [J Eczemal] Not serious Yes Probable Resolved
0 Significant
15  Emphysema pulmonary [J Emphysemal] Serious None Resolved

2 Investigator’'s terms in Japanese are expressed in J-ART terms here.
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Table 15-2. Deaths, other serious adverse events, and significant adverse eventsl LVFX group[]
No Investigator’'s term 2" Seriousness Premature Relationship Outcome
: 0 COSTARTO discontinuation to test drug
1 Headache [J HeadachelJ Not serious Yes Probable Resolved
0 Significant[]
2 Neuropathy peripheral Serious None Improved
[ Peripheral neuritis[J
3 Glutamic pyruvic Not serious Yes Possible Resolved
transam increased [J Significant[]
[ Liver function tests abnormall]
4 Abdominal pain O Abdominal pain[] Not serious None Resolved
0 SignificantJ
Diarrhoea [ Diarrheal] Not serious None Resolved
0 Significantd
5 Nausea [J Nauseall Not serious Yes Probable Resolved
0 Significant[]
6 Atelectasis [J Atelectasis[] Serious None Resolved
7 Glutamic oxaloacetic transam increased Not serious Yes Possible Resolved
[ Liver function tests abnormall] 0 Significant
Glutamic pyruvic transam increased Not serious Yes Possible Resolved
[ Liver function tests abnormall] 0 Significant[]
Gamma-GT increased] GGTP increased]  Not serious Yes Possible Resolved
[J Significant]
Alkaline phosphatase increased Not serious Yes Possible Resolved

[ Liver function tests abnormall]

0 Significant

a: Investigator's terms in Japanese are expressed in J-ART terms here.
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Phase 11l double-blind comparative study of BAY 12-8038] moxifloxacin(]
versus levofloxacin in patients with community-acquired pneumonia

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 Rspiratory Diseases, Kanagawa Prefectural Cardiovascular and Respiratory Diseases Center Hospital
O 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( Present: The Japanese Red Cross Nagasaki Genbaku Isahaya Hospital[(l

The clinical efficacy and safety of moxifloxaciil MFLXO a novel new quinolone compound, and levofloxacin
O LVFXO were compared in the treatment patients with community-acquired pneumonia in a double-blind, ran-
domized, group comparative study. Patients were treated for 10 days with either MFLX 400 mg orally once daily
O MFLX groupO or LVFX 100 mg three times dail{l LVFX group
Overall clinical reponse in 246 patients evaluable for efficacy were 94.0010 110/117 patientsO in the MFLX
group and 94.6(10 122/1290 in the LVFX group. It was demonstrated that MFLX is not inferior to LVFX. Overall
bacteriological response in 86 patients evaluable for bacteriological efficacy was 92.3[11 36,/39 patients( in the
MFLX group and 82.610 38/460 in the LVFX group. Eradication rate by causative organisms in overall bacterio-
logical response was 92.7[11 38/4100n the MFLX group and 84.3(10 43/510in the LVFX group. The incidence rate
of adverse drug reaction was 16.8[1] 25,/149 patientsCin the MFLX group and 11.101] 17/153Cin the LVFX group.
The above results suggested that a 400 mg oral dose of MFLX once daily for 10 days should be very useful
clinically in the treatment of community-acquired pneumonia.



