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#1 CFC-BDP
100 pg | 200 pg | 300 pg | 400 ug | 200 ug | 400 pg | 600 ug | 800 ug
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1.125 1.182 3.897 2.405 1.863 2.047 4.929 4.499
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(2) 100 200pg/
CFC-BDP 200 400 pg/
100 200 pg/
131.79 cm CFC-BDP 131.33 cm
12 6
(p=0.049) 12 (p=0.150) (p=0.501)
2.74.4-4
2.7.4.4-4 12
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IS N 13179 ... 131.33 |
_______________9._9_1_4________1._5_3_5____ -3.057 3.981 0.796
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2.7.4.6-4
2001.12.3 | 2002.6.3 | 2002.12.3 | 2003.6.3
2002.6.2 | 2002.12.2 | 2003.6.2 |2003.11.11
43 0 0 0 28 28 71
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20 0 0 0 3 3 23
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beclomethasone dipropionate, 400 pg, is as effective as chlorofluorocarbon beclomethasone
dipropionate, 800 ug, for the treatment of moderate asthma. Chest 1999; 115(2): 343-51.
2) Davies RJ, Stampone P, O'Connor BJ. Hydrofluoralkane-134a beclomethasone dipropionate extrafine
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5) ; , ; ) :
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7 . . 2002;9 (9):
100-112.

8) Van Noord JA, Lill H, Carrillo Diaz T, Greefhorst AP, Davies P. Clinical Equivalence of a
Salmeterol/Fluticasone Propionate Combination Product (50/500 pg) Delivered via a
Chlorofluorocarbon-Free Metered-Dose Inhaler with the Diskus'' in Patients with Moderate to Severe
Asthma. Clin Drug Invest 2001; 21(4) :243-255.

9) Bateman ED, Silins V, Bogolubov M. Clinical equivalence of salmeterol/fluticasone propionate in
combination (50/100 pg twice daily) when administered via a chlorofluorocarbon-free metered dose
inhaler or dry powder inhaler to patients with mild-to-moderate asthma. Respiratory Medicine 2001;
95: 136-146.

10) Pieters WR, Stallaert RALM, Prins J, Greefhorst APM, Bosman HG, Van Uffelen R, Schreurs AJM. A
Study on the Clinical Equivalence and Patient Preference of Fluticasone Propionate 250 pug Twice
Daily via the Diskus™ /Accuhaler™ Inhaler or the Diskhaler™ Inhaler in Adult Asthmatic Patients.
Journal of Asthma 1998; 35(4): 337-345.

1) . (2002). ;

2002.
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fluticasone propionate SN411ND
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2.7.6
)
1
P&B 18
1242 200 pg 19
P&B AH
AH BA 200 pg 19
AH
400 pg
200 pg 5
305-4 20
20
100 ug 1 2 108 12
1167 200 pg 1 2 104 19
1 2 107 19
100 ug 1 2 120 12
1343 200 pg 1 2 117 19
1 2 116 20
100 pg 1 2 107 6
304-3 200 pg 1 2 20
20
1 2 394 6
1195 100 19
400 ug 12
CFC-BDP (1 2 126 19
200
800 ug
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1242
1/2

3M Pharmaceuticals

Autohaler™ AH

Press and Breathe P&B

HFA-134a

Harrison LI, Kurup S, Chen LZ, Ekholm BP, Wighton TG, Shapiro GG. Pharmacokinetic comparison
of beclomethasone dipropinate extrafine aerosol from two inhaler devices in children with asthma. Eur J Clin

Pharmacol 2002; 58: 191-5

19 19
1 P&B AH
200pg 2 AH
200 400pg 3 2
P&B AH HFA-134a
3
4
05 1 2 4 6 9 24 17-
21- 3
18 18
1 004-AJB 30 1
3
AUC 0.0105 pgx hr/mL
75 17-BMP 17-BMP  AUC
2 17-BMP AUC
20 80%
9 12 6
B 6
B FEV,,
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2/2
1 Hg Hg
50 P&B 200 PD3818
50 AH 200 96-112
100 AH 400 96-113
3 4 24
t Wilcoxon
ANOVA Shapiro-Wilk
Pitman-Morgan Fisher
P&B AH 50pg  HFA-134a BDP
17-BMP 50pg  AH 100pg
AH —
Intention-to-Treat A=200pg AH A=400pg AH
17-BMP  AUC B=200pg P&B B=200pg AH
A pg hr/mL 1211 2716
pg hr/mL 1064 1211
A/B 1.14 2.24
logo 0.048 0.048
95 091 1.43 1.79 281
18 12 66.7 1
17-BMP  AUC P&B AH
BDP HFA-134a
AH 4 200pg  400ug BDP
AH 200 400pg P&B 200pg
4 HFA
19
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172
TMP-96 [ = —
20
20
TMP-96 17-BMP
TMP-96 1 50 pg 1 200 pg

6

5

5

5
1 5 15
2
3 1
4 MDI
5
TMP-96 1 4 1 50 pg
Lot No 40072B
1 10 +2
17-BMP AUCO—( Cmax Tmax 1;1/2
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plot
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) | 1 2) 3)
714 30 1 |2 |4 |6 |9 |12 |24 |2 (7 14
) 3 ) )
[ ]
[ ]
[ ]
[ ] [ ] [ ] [ ] [ ] [ ] [ ] [ )
[ ]
[ ] [ ]
[ ] [ ] [ ] [ ] [
° < > [ )
4 o
3) [ ] [ ]
[ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ] [ ]
[ ]
1) 7 14 1
2 2 3 1
3) 7 14 1
4) FEV,, %FEV,,
5)
AST(GOT) ALT GPT y -GTP ALP
BUN
24
10
17-BMP
6 4
20 20
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20.0)
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3 2
[ ] 5 9.8 1.3 2.9 6 9.0 14
[cm] 5 139.48 7.02 15.70 126.3 134.50 163.7
[kg] 5 39.38 11.63 26.00 22.8 27.40 85.0
[ ] 5 2.0 1.1 2.5 0 1.0 6
[ ] 5 8.8 1.6 3.6 4 10.0 12
FEV, o[mL] 5 1776.0 210.6 471.0 1380 1570.0 2570
%FEV o[%] 5 85.00 3.47 7.77 77.3 82.80 96.8
3)
5 6 14 200 pg 50 ug 4
17-BMP 1
17-BMP 0.5
AUCyy 1659£850 pg h/mL Cp, 8254453
pg/mL tip 2.1+£0.7
(pg/mL)
1400 [
1200 [
1000 [
17 L
| 800 i
B o
600 ®
M L
P 400 '
200 [ \\§
- \§
0 , ) 9 Py 1 1 o—
0 4 8 12 16 20 24 h
1 200 pg 17-BMP
4)
1)
4 5 2 40.0% 2
1 1
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(SOC) (PT)
(2
5
5
1 2
[/uL] 5 5 (100) 0 0
[g/dL] 5 2 (40.0) 3 (60.0) 0
[%] 5 2 (40.0) 3 (60.0) 0
[x10%/uL] 5 5 (100) 0 0
[%] 5 4 (80.0) 1 (20.0) 0
[%] 5 5 (100) 0 0
[%] 5 3 (60.0) 2 (40.0) 0
[%] 5 5 (100) 0 0
[%] 5 5 (100) 0 0
[x10%/uL] 5 5 (100) 0 0
AST(GOT) [IU/L] 5 5 (100) 0 0
ALT(GPT) [IU/L] 5 5 (100) 0 0
y -GTP [IU/L] 5 5 (100) 0 0
ALP [TU/L] 5 4 (80.0) 1 (20.0) 0
[mg/dL] 5 5 (100) 0 0
[g/dL] 5 4 (80.0) 1 (20.0) 0
[g/dL] 5 5 (100) 0 0
[mg/dL] 5 5 (100) 0 0
[mg/dL] 5 3 (60.0) 2 (40.0) 0
BUN [mg/dL] 5 5 (100) 0 0
[mg/dL] 5 3 (60.0) 2 (40.0) 0
[ng/dL] 5 4 (80.0) 1 (20.0) 0
5 5 (100) 0 0
5 5 (100) 0 0
5 5 (100) 0 0
5 5 (100) 0 0
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©)
5 94.0 4.5 10.1 83 90.0 109
5 101.2 8.2 18.2 83 98.0 123
[mmHg] 4 5 102.2 4.8 10.7 88 104.0 114
24 5 109.2 5.7 12.6 97 106.0 123
5 52.8 4.7 10.6 42 55.0 66
5 59.2 59 13.3 45 58.0 79
[mmHg] 4 5 50.4 3.9 8.8 40 47.0 63
24 5 54.8 3.6 8.0 47 52.0 68
5 88.2 1.9 43 83 88.0 93
5 85.8 4.2 9.5 72 87.0 97
[ /1] 4 5 85.2 4.1 9.1 75 84.0 99
24 5 78.2 4.4 9.9 64 79.0 92
5 36.72 0.23 0.51 36.1 36.60 37.5
5 36.82 0.07 0.16 36.7 36.80 37.1
[ 1] 4 5 36.78 0.12 0.28 36.5 36.70 37.2
24 5 36.70 0.22 0.49 36.1 36.60 37.3
5 39.38 11.63 26.00 22.8 27.40 85.0
[kg] 5 39.56 11.79 26.37 23.3 27.08 85.9
[ ]
TMP-96 200 pg 17-BMP 0.5 Cinax 825+ 453 pg/mL
t122.1£ 0.7 9 17-BMP 75 pg/mL
AUCy; 1659+ 850 pg h/mL
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1167
1/4

3M Pharmaceuticals

HFA 134a BDP AutohalerTM

1 100 pg 200 pg  HFA-134a
12

Ruff ME, Szefler SJ, Meltzer EO, Berger WE. Efficacy and Safety of Extrafine Beclomethasone
Dipropionate Aerosol Therapy in Children with Asthma: A Twelve-Week Placebo-Controlled Trial. Pediatr Asthma
Allergy Immunol 2003; 16(1):1-13

19 19
Autohaler™ AH HFA-134a HFA 100 pg/ 200 pg/
BDP 1 FEV,,
3
1 100 pg/ 100 pg/ 200 pg/ 200 pg/
2 100 pg/ 200 pg/
AM PM PEF
FVC 25% 75% FEF 50,75 B
B QOL
3 100 pg/ 200 pg/
12
14 8 B
2
AM PM PEF
B 2
B Maxair™ AH
1
FEV,, 50 85%
14 10 B 1 1
12 100 pg/ 1 2
50 pg/ AH 1 200 pg/ 1 2 100 pg/ AH 1
1 2 AH 1
VS.
12 2
AM
PM PEF B B
4 8 12
1 12
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2.7 page 146
(2/4)
1 12 24
24 hr UFC
12
457 319
100 pg/ 108 200 pg/ 104
107 319 150 100 pg/
53 200 pg/ 42 55
FEV]AO FEVI,O 1
2
12 FEV,, 0 +8
FEV,, 14 80
o 0.025
90
6 12
14 10 B 1 1
1 FEV,, 50 85% AH Maxair 400
ng 2 FEV,, 12%
2 12
50 ug/ No.961214 1 2 1
100 png / No0.961213 1 2 1
No.961212 1 2 1
No0.961212
Maxair AH No0.970069 1
246 8 10 12 FEV,, AM PM PEF FVC FEFs0,.750,
B FEV,
24 hr-UFC
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Module 2, Vol. 1

2.7 page 147
3/4
2 4 6 8 10 12 FEV,,
ANOVA 100 pg/
200 pg/ Dunnett
12 FEV,,
Jonckheere
Fisher
3 40% 9.5
20% 3
FEV,, 70%
1 B 1 35 4
Intent-to-treat 100 ng/ 52.8% 200 pg/
41.4% 52.3% 100 pg/
73.6% 200 pg/ 73.2% 72.2% 141 100 pg/
38.9% 200 pg/ 53.9% 40.2% 39.4%
51.4%
100 pg/ intent-to-treat 2 4 6 8 10 12 FEV,,
200 pg/
2 12 FEV,, 100 pg/
7.7% 200 pg/ 3.0%
12 200 pg/ 6.4% p 0.10
FEV,, 2 4 6 8 10
6 8
10 12 6 9
AM PM PEF FEF 50,750, FVC 12
AM PEF 100 pg/ 233 L/ 200 pg/ 16.1 L/ FEV,,
%
% B 1
QOL
3
p=0.029
100 pg/ 51% 200 pg/
68% 63% 200 pg/
50% 50% 100 pg/ 31% p=0.006
2 100 pg/
p=0.069
2 100 pg/
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Module 2, Vol. 1

2.7 page 148
4/4
100 pg/ 15.7% 200 pg/ 14.4%
22.4% 13.1%
100 pg/ 2.8% 200 pg/ 9.6%
100 pg/ 2
1
6
24 hr-UFC
200 pg/
500 mL 24 hr-UFC
100 pg/
100 pg/
200 pg/
2
200 pg/ 53.9% 100 pg/ 38.9%
200 ng/ 100 ng/
200 pg/
100 pg/
200 pg/
19
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Module 2, Vol. 1

2.7 page 149
1343
(1/4)
3M Pharmaceuticals
HFA 134a BDP Autohaler™
Autohaler™ 1 100 pg 200 pg
HFA-134a 12

Nayak A, Lanier R, Weinstein S, Stampone P, Welch M. Efficacy and Safety of
Beclomethasone Dipropionate Extrafine Aerosol in Childhood Asthma. A 12-Week, Rondomized, Double-Blind
Placebo-Controlled Study. Chest 2002; 122:1956-1965

19
19
20
5 12
100 pg/ 200 ng/ HFA-134a
1 FEV,,
Autohaler AH

3

100 pg/ 100 pg/ 200 pg/ 200 pg/
100 pg/ 200 pg/

AM PM PEF 3
12
13 ACTH
100 pg/ 200 pg/
12
14 8 B
2
AM PM PEF
B 2
B Maxair™ AH
1
FEV,, 50 80%
B 1 1
12 100 pg/ 1 2 50 pg/
AH 1 200 pg/ 1 2 100 pg/ AH 1
1 2 AH 1
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Module 2, Vol. 1

2.7 page 150
2/4
AM PM PEF B
12 2
13 ACTH
684 353
100 pg/ 120 200 pg/ 117
116 353 218
100 pg/ 65 200 pg/ 75 78
12
FEV,, FEV, 1
12 FEV,, 0
+7.5 FEV,, 12
65 a 0.025
90 20 35
126
5 12
B 1 1
1 FEV,, 50 80% Maxair AH 2
FEV,, 12%
2 12
AH
pg/
50 CM-99-00002 2004 2 28
100 CM-99-00005 2004 2 28
12
AH
png/
CM-99-00001
0 CM-99-00003 2003 12 31
CM-99-00004
12 FEV,,
AM PM PEF B
13 ACTH
2 4 6 8 10 12 FEV,,
ANOVA
100 pg/ 200 pg/ Dunnett
12 FEV,,
Jonckheere
Fisher
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Module 2, Vol. 1

2.7 page 151
3/4
3 36.5% 63.5%
9.1 22% 85.3%
5 853% 3
FEV,, 71%
B
1 2 25
30% 200 pg/ 100 pg/
299% 27.6% 37.5%
Intent-to-treat 12 FEV,, 100 pg/
200 pg/ 9.19% 10.02% 3.87% 100 pg/
200 ng/ p<0.01
12 100 pg/ 10
p 0.05 100 ng/ 200 pg/
10 FEV,, 100 pg/ 200 pg/
7.67% 7.92% 3.97% 10 200 pg/
p 0.05 12
12
10
10 100 pg/ p 0.05
Intent-to-treat Jonckeere 12
FEVi,
AM PM PEF
B
B
100 pg/
200 pg/
1
200
ng/ 100 pg/
p=0.474 2
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2.7 page 152
4/4
3
p=0.013 0.041 1
200 pg/
5.4%
200 pg/ 1 1
2
1
1
200 pg/
17
100 ug/ 200 ug/
100 pg/
3 p=0.041
ACTH ACTH
ACTH
fluticasone
100 200 pg/
20
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