
AHM 2011

Alyn Morice

University of Hull

HYMS

COPD:

ICS NOT

indicated



Prof  P Calverley Gerald the Gnome



What is COPD?

Asthma (eosinophilic bronchitis)

Emphysema Chronic Bronchitis
(neutrophilic bronchitis)
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• Once-daily beta2-agonists or ultra long-acting beta2-agonists 
(LABAs) are under development for asthma and COPD. 

• Ultra-LABAs under development for treatment of asthma and 
COPD include:
- carmoterol

- indacaterol

- vilanterol

• Indacaterol is the only once-daily ultra-LABA approved for 
COPD maintenance.

Ultra-LABAs



INDACETEROL ALONE AND COMBINED WITH 
GLYCOPYRRONIUM -14 DAY DATA

Vogelmeier et al. Respir Res 2010 Van Noord et al. Thorax 2010
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Withdrawal – Szafranski1 Optimisation – Calverley2,3
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p<0.001 Symbicort vs eformoterol 
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*
**

**p=0.01 eformoterol vs placebo
*p<0.05 budesonide vs placebo
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Ref:   

1. Szafranski W, European Respiratory Journal 2003

2. Calverley P, Thorax 2002

3. AstraZeneca UK Ltd Data on File SYM\037\APR2003







Effect of pre-treatment
with ICS in Optimal

Tiotropium
+ placebo
+ Tiotropium
+ Tiotropium and FP



SFC/SLK/07/33347/1

Date of preparation November 2007.  Prescribing Information can be found at the end of this presentation and is available on request.

3-year study duration (6,112 patients)

Vestbo et al.  Eur Respir J 2004

SeretideTM 500 Accuhaler™

Salmeterol 50 mcg 

Placebo* group

2 week

run-in

Fluticasone propionate 500 mcg 

n=1,533

n=1,534 

n=1,521

n=1,524 

1 Year 2 Years 3 Years

TORCH: study design

*The control group received usual medications

other than ICS or long-acting bronchodilators



SFC/SLK/07/33347/1

Date of preparation November 2007.  Prescribing Information can be found at the end of this presentation and is available on request.

SALM FP

All-cause mortality at 3 years
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Yes No

Salmeterol 13% 16% RR 0.83

Fluticasone 14% 14% RR 1.0

The addition of fluticasone has no 
effect on mortality



SFC/SLK/07/33347/1

Date of preparation November 2007.  Prescribing Information can be found at the end of this presentation and is available on request.

Most common reported AEs which started during 

treatment: Rate per treatment year

SFC
(N = 1546)

COPD exacerbations

FP
(N = 1552)

SALM
(N = 1542)

Placebo
(N = 1544)

0.92 0.76 0.78 0.67

Upper respiratory tract infection 0.10 0.08 0.09 0.11

Nasopharyngitis 0.09 0.09 0.10 0.10

Pneumonia 0.04 0.04 0.07 0.07

Bronchitis 0.05 0.05 0.05 0.05

Headache 0.08 0.06 0.06 0.05

Back pain 0.04 0.04 0.04 0.04

Sinusitis 0.03 0.03 0.04 0.04

Cough 0.03 0.03 0.04 0.03

Hypertension 0.03 0.03 0.03 0.02

Calverley et al. NEJM 2007



What is known on the comparative effectiveness of 

ICS/LABAs in COPD?

• Both fluticasone propionate/salmeterol (FPS) and budesonide/formoterol 
(BF) are perceived to reduce exacerbations similarly in COPD patients. 

• No double-blind prospective RCTs have compared exacerbation rates 
between FPS vs. BF in COPD patients 

• One propensity matched Canadian COPD cohort study of 1 year duration, 
suggested that efficacy differences may exist between the ICS/LABAs in 
favour of BF.1

• FPS use has been shown to increase pneumonia in COPD patients2-6 and 
also increases exacerbations requiring antibiotic use vs. tiotropium.5 The 
pneumonia risk with FPS also increases with disease severity.3

• No similar increase in pneumonia risk has been reported in COPD patients 
using BF  at 1 year 6,7,8

1. Blais L et al Clinical Therapeutics 2010; 32: 1320 

2. Crim et al Eur Respir J 2009, 34: 641 

3. Jenkins et al Respir. Research  2009 10:59

4. Calverley et al. Chest 2011;139:505

.
5. Wedzicha JA, et al. AJRCCM 2008

6. Singh S et al Curr Opin Pulm Med. 2010; 16: 118

7. Halpin D et al., Int J Clin Pract. 2011, 65, 764

8. Sin DD et al. Lancet 2009; 374:712



Pneumonia Risk in COPD Patients (Stratified by ICS Type) 
Meta-analysis of ICS use for <3 years duration

Singh S et al Curr Opin Pulm Med. 2010; 16: 118 

Corticosteroid type

(No. of studies)

ICS containing 

regimen

n/N (%)

Non ICS 

control

n/N (%)

Adjusted  Pneumonia 

Odd Ratio

(95% CI)

Fluticasone (16)* 612 / 7,919  

(7.7)

364 / 7,705  

(4.7)

1.67 (1.47, 1.89) **

Budesonide ( 6)* 124 / 3,656

(3.3)

70 / 2,615 

(2.7)

1.34 (1.01, 1.79)

Mometasone (1) 25 / 616 

(4.1)

6 / 295

(2.0)

2.00 (0.83, 4.81) [ns]

* data inclusive of combinations with exposure lasting up to 3 years with fluticasone and budesonide

** statistically significant increase with fluticasone p<0.0001

[ns] = no statistically significant increase in risk detected 

 Up to 3 years exposure with fluticasone was associated with a significant 67% increase in risk. 

 1 of the 24 trials focused on mometasone for <1 year, i.e. long-term risk with this ICS is unclear    



Abstracts presented at ERS 2012

Effectiveness of fixed ICS/LABA combinations in COPD – A population 

based register linkage study

B. Stallberg, C. Janson, K. Lisspers, G. Johansson, L. Jörgensen, G. Stratelis, G. 

Telg, K. Larsson (Uppsala,

Södertälje, Stockholm, Sweden)

Pneumonia in COPD patients treated with fixed ICS/LABA combinations

C. Janson, K. Larsson, K. Lisspers, B. Ställberg, G. Stratelis, G. Telg, L. 

Jörgensen, G. Johansson (Uppsala,

Stockholm, Södertälje, Sweden)



ERS Abstract:  Exacerbation rate in the matched cohort 

with censoring for 14 days to avoid double counting events

Stallberg B et al ERJ 2012 ERS Abstract #4339

27% fewer events

with bud/form p<0.001  

29% fewer events

with bud/form p<0.001
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Budesonide/formoterol TBH, n=2734

Fluticasone/salmeterol DPI, n=2734

Exacerbations defined as a script of oral steroids alone or antibiotics alone or ER visits for 

COPD were all significantly fewer in the budesonide/formoterol group (p<0.001)



ERS Abstract : Pneumonia rate in the matched cohort with 

censoring for 14 days to avoid double counting events
Janson C et al ERJ 2012 ERS Abstract #2897

44% fewer events

with bud/form p<0.0001 # 

45% fewer events

with bud/form p<0.0001#
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Budesonide/formoterol TBH, n=2734

Fluticasone/salmeterol DPI,  n=2734

Pneumonia hospital days per 100 patient-treatment years were on budesonide/formoterol (34 days) 

vs fluticasone/salmeterol (63 days), i.e. a 46% reduction with Budesonide/formoterol (p<0.0001)

# NB: 44-45% reductions in rate with bud/form 

correspond to an ~ 1.79 to 1.82 fold increase in event 

rate with fluticasone/salmeterol




