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Onset of typical asthma

Yes No Total

Atopic cough 7 kE — % i

Definite 0 (0.0%)* 24 (100.0%) 24%

Probable 1 (1.7%)** 57 (98.3%) 58

Toal 1 (1.2%) 81 (98.8%) 828
Cough variant asthma 1 0% &

With BDP 2 (5.7%) 33 (94.3%) 35%

Without BDP 6 (30.0%) 14 (70.6%) 20

Total 8 (14.5%) 47 (85.5%) 55

NS=statistically not significant; BDP=beclomethasone dipropionate.
*p=0.0030, **p<0.0001 v cough variant asthma without BDP; tdifference between patients with definite

and probable atopic cough not significant; $p=0.014 v cough variant asthma without BDP; §p=0.002 v all
patients with cough variant asthma.

Comparison of atopic cough with cough variant asthma: is atopic cough a precursor.
M Fujimura Thorax
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Once—Daily Bronchodilators for Chronic Obstructive Pulmonary Di
Indacaterol Versus Tiotropium
James F. Donohue

Am J Respir Crit Care Med Vol 182. pp 155-162, 2010

(a) ©~¢ Indacaterol 150 pg q.d. (n = 82) -8 Indacaterol 300 pg q.d. (n = 90)
@@ Tiotropium (n = 90) X=X Placebo (n = 69)
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(b) < Indacaterol 150 ug q.d. (n = 82) -8 Indacaterol 300 pg q.d. (n = 91)
30 @@ Tiotropium (n = 87) =X Placebo (n = 70)
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Steroid—sparing effects of fluticasone propionate 100 U g
and salmeterol 50 ( g administered twice daily in a single
product in patients previously controlled with fluticasone
propionate 250 U g administered twice daily
William Busse, MD,
J Allergy Clin Immunol 2003;111:57-65.

Probability
o
o]

0.65 -
0.6 1
0.55 -

0.75 1

o
3
.

e S T

—— FP100/salmeterol BID
—=— FP250mcg BID

05

2 4 6 8 10

Weeks

—+—FP100/Salm eterol BID
—=—FP250 BID

12

50 A

40

30 A

20 A

Mean change fom baseling in A PEF, Umin

it

Endpoint

-0.1

Reduction in Albuterol Use from Baselin

-06 -

5 10 15 20
Weeks

25

-0.3 1

-0.4 A

-0.5 A

—+—FP100/Salmeterol BID
—=—FP250BID

Weeks

! 8. = el =
| L/F\/\J/ \/ A\/ =

-0.2

Endpoint

*




Meta—Analysis: Effect of Long—Acting 3 —Agonists on Sevé

Exacerbations and Asthma—Related Deaths
Shelley R. Salpeter, MD;
Ann Intern Med. 2006:144:904-912.

Study, Year Patients Receiving Patients Receiving Peto Odds Ratio (95% CI)
(Reference) B-Agonist, Placebo,
n/n n/n

Bensch et al., 2002 (33) 18/342 0/176 | | —I—I
Busse et al., 2004 (34) 1/80 0/80 =
Foradil 040 trial, 2001 (43) 5/269 0/135 =
Foradil 041 trial, 2001 (44) 6/275 2/141 —r—
Foradil 2307 trial, 2005 (45) 7/1054 1/527 T
Levy et al., 2005 (37) 1/127 0/122 o
Lockey et al., 1999 (38) 2/240 2/240 l
Rosenthal et al., 1999 (40) 2/202 1/206 =
Serevent 3014 trial, 2001 (46) 1/229 0/110 &
Steffensen et al., 1995 (41) 0/103 1/101 o
Taylor et al., 1998 (42) 6/60 3/65 —
Weinstein et al., 1998 (49) 4/102 2/105 —

Total 53/3083 12/2008 ‘
Test for heterogeneity: chi-square = 6.24 (P = 0.86); I = 0% | | | |

Test for overall effect: Z = 3.69 (P < 0.001) 0.01 0.1 1 10 100

Favors (3-Agonist Favors Placebo




Meta—Analysis: Effect of Long—Acting 3 —Agonists on Se

Exacerbations and Asthma—Related Deaths
Shelley R. Salpeter, MD;

Ann Intern Med. 2006:144:904-912.
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A 4-Year Trial of Tiotropium in Chronic Obstructive Pulmonar
Donald P. Tashkin
N Engl J Med 2008;359:1543-54.

A COPD Exacerbation

80
< Placebo - Tiotropium
= 60
S
— B ]
N 3]
COPDIZX 9 HLAMADZI R P
>
3 204 Hazard ratio, 0.86
o & (95% Cl, 0.81-0.91)
Lﬁ Mﬁ (? I FDt@A) 'i Ky P<0.001
0 — T T T T T T T T T T T

7°3—|27'§‘ &ODJ:I:$§’C°7 =i

No. at Risk
I Tiotropium 2986 1996 1496 1223 983 838 709 610 26
E IL.\ - Placebo 3006 1815 1284 1010 776 634 545 460 21

B Death from Any Cause
20

154
Placebo .

Tiotropium

Hazard ratio, 0.89
(95% Cl, 0.79-1.02)

Probability of Death from Any Cause (%)
S
I

P=0.09
O T T S
0 6 12 18 24 30 36 42 48
Month
No. at Risk
Tiotropium 2986 2948 2899 2851 2785 2721 2646 2574 2306
Placebo 3006 2961 2903 2836 2772 2696 2624 2523 2249
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Efficacy and safety of NVA237 versus placebo and tiotropium
in patients with COPD: the GLOW2 study

Edward Kerwin

NVA237 = glycopyrronium bromide

Eur Respir J 2012; 40: 1106-1114

NVA237 M Placebo M Tiotropium

91 mL** 83 mL*** 97 mL*** 83 mL*** 134 mL***# 84 mL*** 108 mL***89 mL***

1.478 ‘ ‘
I 1.471 1.4169 1455 1458

1.408 1.412

1.392

Day 1 Week 12 Week 26 Week 52
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COPDIZxt9 HLAMAD R
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Patients exacerbation free %

NVA237
=—u Placebo

A—A Tiotropium

Number at risk
NVA237 495
Placebo 229
Tiotropium 245

4 8 12 16 20 24 28 32 36 40 44 48 52
Time in weeks to first exacerbation

451 426 394 370 360 341 335 318 310 296 282 239
202 188 168 159 153 142 137 129 129 122 116 98
222 209 200 190 184 176 169 166 163 157 155 129
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C Severe Exacerbation
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é:‘% ] Placebo
Tiotropium in Asthma Poorly Controlled 3% -
with Standard Combination Therapy E;Ej 204 e =" Totropium
Huib A.M. Kerstjens, M.D. g¥o0y e
0

n engl J med 367,1 3 September 27’ 201 2 0 25 50 75 100 125 150 175 200 225 250 275 300 325
Days
No. at Risk

Placebo 454 435 412 338 379 367 356 339 332 319 303 290 282 272
Tiotropium 453 430 409 401 389 378 363 353 348 339 331 319 308 298
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Enhanced synergy between fluticasone propionate and salmeterol in
from a single inhaler versus separate inhalers
Harold S. Nelson, MD

A Concurrent therapy ' Combination therapy

- ] N
more effective . more effective
]

Study Protocol
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Bateman et al15 - — O I
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Van den Berg et al18 1 — O |
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0.5 2 4

Log odds ratio of achieving >15 L/min
improvement in amPEF

ITT results: fixed-effects model
Heterogeneity test: P=0.993
Pooled difference: P = 0.008

FIG 2. A, Odds of achieving a greater than 15 L/min improvement in mean morning PEF (amPEF) with com-
bination therapy compared with concurrent therapy (ITT results). B, Odds of achieving a greater than 30
L/min improvement in morning PEF with combination therapy compared with concurrent therapy (ITT

results).
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»DPI : dry powder inhaler

»pMDI : pressurized metered-dose inhaler
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» The effect of aerosol
distribution on airway

responsiveness to inhaled
methacholine in patients with
asthma

»Beth L. Laube, Allergy Clin
Immunol. 1992
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