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Table 1. Observation and examination schedule
Observation day
Observation/Tests Before Day 80 End of
therapy Day 1-4 | Day5 | Day 6-7 trgatmepf/da_y of
discontinuation[]

Administration of the test drug »

Informed consent o
- | Patient background
"% Compliance of drug
% administration ° °
é Signs and symptoms ° ° °

Adverse events < >
% Laboratory tests . °
& Bacteriological tests ° °
g | Clinical response ° °
g Bacteriological response °
= Overall clinical efficacy °
e : Essential
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Table 2. Evaluation of body temperature
Temperature after the start of treatment] [J [J
0 37 3700 38 3800 39 390

0 37 — Unchanged Unchanged Unchanged
Temperature on 3700 38 Resolved Unchanged Unchanged Unchanged
the initial day of 3800 39 Resolved Improved Unchanged Unchanged
treatment] OJ [

390 Resolved Improved . Slightly Unchanged

improved
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Table 3. Laboratory examination

After completion of
Test item Before therapy treatment(] Day 80J or
upon discontinuation
Red blood cell count ° °
z3 | Hemoglobin ° °
% Hematocrit ° °
é White blood cell count ° °
= | Differential white blood cell count ° °
Platelet count ° °
. CRP ° °
g PT . .
APTT ° °
GOT ° °
GPT ° °
LDH ° °
g y -GTP ° °
'g ALP . .
§ %’ Total bilirubin o o
S £ | Total protein ° °
[} [} .
A ) )
- .
2 7 | Serum creatinine ° °
3 CPK o o
Uric acid . .
Amylase . °
Electrolytes[] Na, K, C1[J . °
Blood glucose ° °
Glucose ° °
Protein . .
” Specific gravity ° °
g pH ° °
& | Ketone bodies ° °
E Occult blood ° °
SedimentD red cells, N A
white cells, casts, crystals[]
Bacteriological examination ° °
e : Mandatory

A: Only when urinary protein positive.
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Table 4. Number of patients evaluated
Diagnostic group
Total
I-a I-b II-a II-b I

Patients enrolled 30 20 60 12 38 160
Safety analysis 3000 100%] 190 95.0%0 | 580 96.7% 1200 100%0 370 97.4%0 | 1560 97.5%
Efficacy analysis 280 93.3%0 160 80.0%0 | 560 93.3%0 1200 100%0 330 86.8%0 | 14500 90.6%0
Bacteriological response | 230 76.7%0 160 80.0%0 | 490 81.7%0 40033.3%0 | 290 76.3%0 | 1210 75.6%0

Table 5. Classification by disease group

Group

Diagnosis

NO %0

Group I O Superficial skin infections[J

I-a: Hair follicle/sweat
apparatus infection

Acute superficial folliculitis

280 19.3%0

I-b: Diffuse superficial
infection

Impetigo contagiosa 30 2.1%0
Ecthyma simplex 10 0.7%0
Secondary skin infections 120 8.3%0

Total 1600 11.0%0
Group II [J Deep skin infectionsJ
II-a: Hair follicle/sweat Furuncle 3000 20.7%0
apparatus/periungual Furunculosis 40 2.8%0
infection
Carbuncle 10 0.7%0
Sycosis barbae 20 1.4%0
Acute suppurative paronychia 130 9.0%0
Whitlow 60 4.1%0

II-b: Diffuse deep
infection

Total 5600 38.6%0
Erysipelas 40 2.8%0
Cellulitis 50 3.4%0
Secondary skin infections 30 2.1%[0
Total 120 8.3%0

Group III 00 Chronic pyodermall

Infected atheroma
Hidradenitis suppurativa
Other subcutaneous abscess

270 18.6%0

30
30

2.1%0
2.1%0

Total

330 22.8%0
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Table 6. Patient background
Diagnostic group
Total
Ia Ib II-a II-b 111 ONO 1450
ONO 280 ONO 160 ONO 560 ONO 120 ONO 330
Sex Male 160 57.1% 80 50.0%0] 300 53.6%0 80 66.7%0] 2500 75.8%0 870 60.0%0]
Female 1200 42.9%0 801 50.0%0 2601 46.4%(] 40 33.3%0 801 24.2%0 5801 40.0%0)
Agell years[] Mean + SD 36+ 17 44+ 17 41+ 17 47+ 18 44+ 18 42+ 17
Min-Max 21-84 20-84 21-76 23-73 21-75 20-84
Height[] cm[ Mean + SD 165.6+ 7.9 1624 + 8.2 1624+ 84 | 1649+ 10.1 1655+ 9.2 164.0+ 8.6
Weight[d kgl Mean + SD 589+ 105 59.3+ 13.7 64.6+ 209 | 639+ 16.1 59.9+ 9.0 61.8+ 159
Hospitalization In patients 40 25.0%0 100 8.3%0 200 6.1%0 70 4.8%[1
Out patients 2801 100%0 120 75.0%0 5601 100% 110 91.7%0 310 93.9%0 | 1380 95.2%[]
Severity of infection Mild 20 7.1%0 10 6.3%0 30 5.4%0 10 3.0%0 70 4.8%0
Moderate 2501 89.3%0] 1200 75.0%0 4501 80.4%01 70 58.3%0) 260 78.8%0 | 1150 79.3%0)
Severe 10 3.6%0 30 18.8%0 801 14.3%0 501 41.7%0 601 18.2%0] 230 15.9%
Causative organism at baseline
Gram[J 0 [J Aerobic
Corynebacterium sp. 1 1 5 3 10
Enterococcus faecalis 1 1
Gram-positive rods aerobic 1 1
Staphylococcus aureus 3 8 15 2 2 30
Staphylococcus epidermidis 12 4 16 1 8 41
Coagulase-negative staphylococci 2 1 8 1 8 20
Streptococcus agalactiae 1 1 2
Streptococcus pyogenes 6 8
Alpha-hemolytic streptococcus sp. 1 1 3
Total 19 21 49 4 23 116
Gram[] 0 [J Anaerobic
Actinomyces odontolyticus 1 1
Peptostreptococcus asaccharolyticus 1 3 4
Peptostreptococcus indolicus 1 2
Peptostreptococcus magnus 2 2 6
Peptostreptococcus micros 1 2
Peptostreptococcus prevotii 1 1
Peptostreptococcus sp. 3 3
Peptostreptococcus tetradius 1 1
Propionibacterium acnes 10 2 12 24
Propionibacterium sp. 1 1
Total 13 2 17 13 45
GramO O [J Aerobic
Escherichia coli 1 1 2
Gram-neg rods fermentative 1 1
enterobacteriaceae
Klebsiella oxytoca 1 1
Klebsiella pneumoniae 1 1
Proteus mirabilis 1 1
Serratia marcescens 2 1 3
Total 5 3 1 9
Gram[] 0 [J Anaerobic
Bacteroides capillosus 1 1
Fusobacterium varium 1 1
Porphyromonas asaccharolytica 1 1 2
Prevotella sp. 1 1
Total 1 1 3 5
Total 32 29 70 4 40 175
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Table 7. Overall clinical efficacy by diagnosis

. . Remarkably . Slightly . Cure rate ”
Group/Diagnosis effective Effective effective Ineffective 0 95%CI°° [T %00
Group I0 Superficial skin infections
I-a: Hair follicle/sweat apparatus infection
[0 Acute superficial folliculitis 8 14 3 3 78.600 59.0, 91.700
I-b: Diffuse superficial infection
0 Impetigo contagiosa 1 2 1000 29.2, 1000
[ Ecthyma simplex 1 1000 2.5, 1000
[1 Secondary skin infections 8 3 1 91.700 61.5, 99.8[1
Total 10 5 1 93.800 69.8, 99.800
Group IIC] Deep skin infections[]
II-a: Hair follicle/sweat apparatus/
periungual infection
0 Furuncle 11 9 9 1 66.70 47.2, 82.70]
[ Furunculosis 1 3 1000 39.8, 1000
O Carbuncle 1 1000 2.5, 1000
0 Sycosis barbae 2 1000 15.8, 1000
[0 Acute suppurative paronychia 6 5 1 1 84.600 54.6, 98.101
O Whitlow 1 2 2 1 50.000 11.8, 88.200
Total 19 22 12 3 73.20 59.7, 84.200
II-b: Diffuse deep infection
0 Erysipelas 2 2 1000 39.8, 1000
0 Cellulitis 2 3 10001 47.8, 1000
[J Secondary skin infections 2 1000 29.2, 10000
Total 5 7 1000 73.5, 1000
Group IIIJ Chronic pyodermal]
[ Infected atheroma 4 10 7 6 51.90 31.9, 71.30
[J Hidradenitis suppurativa 1 2 33.30 0.8, 90.60
0 O Other subcutaneous abscess 3 0.00 0.0, 70.80
Total 4 11 12 6 45.50 28.1, 63.60]
Total 46 59 27 13 72.40 64.4, 79.50

71 Remarkably effective [ Effective[]/ No. of cases x 100, " CI: Confidence interval
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Table 8. Overall clinical efficacy by diagnostic group—Bacteriological response evaluated—
. . Remarkably . Slightly . Cure rate ©
Group/Diagnosis effective Effective effective Ineffective 0 95%CI2E 0
Group 100 Superficial skin infectionsd
I-a: Hair follicle/sweat 6 12 2 3 78.300 56.3, 92.501
apparatus infection
I-b: Diffuse superficial infection 10 5 1 93.800 69.8, 99.801
Group IIT] Deep skin infections
II-a: Hair follicle/sweat 17 22 7 3 79.600 65.7, 89.8[1
apparatus/periungual infection
II-b: Diffuse deep infection 1 3 1000 39.8, 1000
Group III00 Chronic pyodermall
3 9 11 6 41.40 23.5, 61.10
Total 37 51 20 13 72.70 63.9, 80.400
11 Remarkably effective [ Effectivel(]/ No. of cases x 100, “" CI: Confidence interval
Table 9. Clinical response by diagnostic group
. . - Slightly | Unchanged or | Improvement
Group/Diagnosis Visit Cured | Improved improved aggravated rate 0
Group 10 Superficial skin infections
I-a: Hair follicle/sweat Day 4 2 7 13 3 36.0%0 9/250
apparatus infection EOT 17 6 3 2 82.1%0 23/2801
I-b: Diffuse superficial infection Day 4 1 9 5 66.7%0 10/150
EOT 9 6 1 93.8%0 15/160
Group II0J Deep skin infections
II-a: Hair follicle/sweat Day 4 4 13 33 2 32.7%0 17/520
apparatus/pen'ungual infection EOT 24 17 14 1 73.2%0 41/5601
II-b: Diffuse deep infection Day 4 1 4 5 50.0%0 5/100
EOT 6 6 100%0 12/120
Group III0J Chronic pyodermal]
Day 4 6 18 5 20.7%0 6/290
EOT 8 9 13 3 51.5%0 17/330
Total Day 4 8 39 74 10 35.9%0 47/1310
EOT 64 44 30 7 74.5%0 108/1450

T Cured O Improved(d/ No. of cases x

100, EOT: End of therapy

Table 10. Bacteriological response by diagnostic group
Eradication/ Persist- Super Eradication rate ”
Group/Diagnosis presumed Colonization | Dupe 095%CI1°°0
A ence infection
eradication 0 %0
Group I0 Superficial skin infections[]
I-a: Hair follicle/sweat 18 4 1 78.30 56.3, 92.500
apparatus infection
I-b: Diffuse superficial infection 12 4 75.000 47.6, 92.700
Group IITJ Deep skin infections[]
II-a: Hair follicle/sweat 37 10 2 75.500 61.1, 86.70
apparatus/periungual infection
II-b: Diffuse deep infection 4 1000 39.8, 1000
Group III0 Chronic pyodermal]
20 7 1 1 69.000 49.2, 84.701
Total 91 25 3 2 75.2[0 66.5, 82.60

1] Eradication 0 Presumed eradication[]/ No. of cases x 100, P" CI: Confidence interval
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Table 11. Bacteriological response according to causative organism

Diagnostic group
Organism Total
I-a Ib II-a II-b I
Gram[] 0J [J Aerobic
Corynebacterium sp. 1/1 1/1 4/5 3/3 9/10
Enterococcus faecalis 1/1 1/1
Gram-positive rods aerobic 1/1 1/1
Staphylococcus aureus 2/3 5/8 12/15 2/2 1/2 22/30
Staphylococcus epidermidis 10/12 4/4 14/16 11 6/8 35/41
Coagulase-negative staphylococci 2/2 1/1 7/8 1/1 6/8 17/20
Streptococcus agalactiae 1/1 11 2/2
Streptococcus pyogenes 6/6 2/2 8/8
Alpha-hemolytic streptococcus sp. 1/1 1/1 1/1 3/3
16/19 18/21 42/49 4/4 18/23 98/116
TotallJ %0 0 84.50
Gram[] 00 [J Anaerobic
Actinomyces odontolyticus 11 1/1
Peptostreptococcus asaccharolyticus 11 3/3 4/4
Peptostreptococcus indolicus 1/1 1/1 2/2
Peptostreptococcus magnus 2/2 2/2 2/2 6/6
Peptostreptococcus micros 11 1/1 2/2
Peptostreptococcus prevotii 0/1 0/1
Peptostreptococcus sp. 2/3 2/3
Peptostreptococcus tetradius 1/1 1/1
Propionibacterium acnes 9/10 2/2 8/12 19/24
Propionibacterium sp. 11 11
Total %0 12/13 2/2 13/17 11/13 D3§Zi5m
Gram[] 0 [J Aerobic
Escherichia coli 11 1/1 2/2
Gram-neg rods fermentative enterobacteriaceae 1/1 1/1
Klebsiella oxytoca 1/1 1/1
Klebsiella pneumoniae 1/1 1/1
Proteus mirabilis 11 11
Serratia marcescens 12 11 2/3
Total %0 4/5 3/3 171 . 5?8/.99D
Gram[] 0 [J Anaerobic
Bacteroides capillosus 1/1 1/1
Fusobacterium varium 11 11
Porphyromonas asaccharolytica 171 171 2/2
Prevotella sp. 1/1 1/1
1/1 1/1
Total] %0 / / 33 0 15(/)%D
Total] %0 28/32 25/29 59/70 4/4 33/40 149/175
08750 | 086.20 |084.30 | 01000 |O8250 | O85.10

Eradicated / No. of strains
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0000000000000000000 84.5[1098/
160000000000 84.40138/450 M 000
000000 8898/ I ODIODDODDO 1000
05/500000000000 00 Staphylococcus aureus
73.30 0 22/30 O I Staphylococcus epidermidis 85.40
0 35/41 O OO Coagulase-negative staphylococci 0 CNSO
85.00 0 17/20 O I Streptococcus pyogenes 1000 00 8/8
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Table 12. Overall clinical efficacy by causative organism

Diagnostic group
Organism Total
l-a Ib II-a II-b il
Single organism
Gram[ O [J Aerobic
0 Corynebacterium sp. 1/1 0/1 1/2
00 Staphylococcus aureus 1/3 1/1 9/11 2/2 12 14/19
0 Staphylococcus epidermidis 5/5 2/2 6/7 11 3/5 17/20
0 Coagulase-negative staphylococci 2/2 2/3 1/1 2/6 /12
[J Streptococcus pyogenes 1/1 1/1
0 Alpha-hemolytic streptococcus sp. 11 0/1 12
8/10 4/4 19/23 4/4 6/15 41/56
Total(] %] 073.20
Gram[] 0 [J Anaerobic
0 Peptostreptococcus asaccharolyticus 2/3 2/3
[ Peptostreptococcus magnus 11 0/1 12
[ Peptostreptococcus sp. 172 12
O Peptostreptococcus tetradius 11 11
O Propionibacterium acnes 3/4 0/1 3/5 6/10
3/4 0/1 4/6 4/7 11/18
Total( %0 06110
Gram[] 0 [J Aerobic
0 Escherichia coli 0/1 0/1
0 Serratia marcescens 11 0/1 12
11 0/2 1/3
Total(J %] 033.30
Multiple organisms
7/9 10/10 16/18 2/7 35/44
Totall %[ 07950
18/23 15/16 39/49 4/4 12/29 88/121
Totalld 960 07830 | 093.80 | 079.60 | 01000 | 04140 | 07270

Eradicated / No. of strains
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Table 13. Adverse reactions
Event eggﬁtos f[

Nausea 90 5.8%0
Diarrhea 800 5.1%[1
Dyspepsia 80 5.1%0
Dizziness 30 1.9%0
Somnolence 30 1.9%0
Vomiting 20 1.3%0
Abdominal pain 20 1.3%0
Headache 20 1.3%0
Abnormal liver function tests 20 1.3%0
Creatine phosphokinase elevated 20 1.3%0
Bilirubinemia 20 1.3%0
Albuminuria 20 1.3%0
Asthenia 10 0.6%0
Vasodilatation 10 0.6%0
Dry mouth 10 0.6%0
Ketosis 10 0.6%0
Dyspnea 10 0.6%0
Rash 10 0.6%0
Urticaria 10 0.6%0
Subconjunctival ecchymosis 10 0.6%0
Hematuria 10 0.6%0

No. of Cases 400 25.6%0

U Relationship to MFLX judged “possible”,
“probable” , or “not assessable”.
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BAY 12-803901 moxifloxacinll Phase Il study for the treatment
of skin and skin structure infections

Jiro Arata’, Shinichi Watanabe™, Yoshiki Miyachi*and Masataka Furue®

"Department of Dermatology, Okayama University Medical SchoolO Present: Yoyukai Nakashima Hospital,
1878 Senoo, Okayama, Japan{]

“PDepartment of Dermatology, School of Medicine, Teikyo University

*Department of Dermatology, Graduate School of Medicine, Kyoto University

“Department of Dermatology, Graduate School of Medical Sciences, Kyusyu University

The clinical efficacy and safety of BAY 12-8032 moxifloxacin: MFLX[] a novel new quinolone compound,
were evaluated in patients with skin and skin structure infections. The dosage of MFLX was 400 mg once daily
for 7 days.

The overall clinical efficacy was 78.60 0 22,/280 in group I-a, 93.80 O 15/160 in group I-b, 73.20 O 41/560 in
group ll-a, 1000 O 12/120 in group 1l-b and 45.50 O 15/330 in group 1.

The bacteriological eradication rate was 78.300 18/230in group l-a, 75.000 12/160in group I-b, 75.500 37/
490 in group Il-a, 1000 O 4/40 in group I1-b and 69.00 0 20/290 in group 111. The patients for group II did not
improve sufficiently even though causative organisms were eliminated. It may be because infections in group 111
were based on local underlying conditions. Therefore, antibacterial drugs alone are insufficient to improve
these infections. For group Il1, further assessment is required.

The incidence of adverse drug reactions was 25.6[1] 40/156[1 The most common adverse drug reactions were
digestive disorders, such as nausea, diarrhea, and stomach discomfort. All of symptoms were mild to moderate.

The results suggest that MFLX tablet will be clinically useful for the treatment of skin and skin structure in-
fections.



