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Size of the problemSize of the problem

In the UK:In the UK:

3 million COPD sufferers 3 million COPD sufferers 
2 million of those undiagnosed2 million of those undiagnosed
1 death every 20 minutes from COPD1 death every 20 minutes from COPD
2000 asthma  deaths per annum2000 asthma  deaths per annum
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Asthma GuidelinesAsthma Guidelines
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Aim of treatment is to control the Aim of treatment is to control the 
diseasedisease

No daytime symptomsNo daytime symptoms
No night time awakeningNo night time awakening
No need for rescue treatmentNo need for rescue treatment
No exacerbationNo exacerbation
No limitation on activityNo limitation on activity
Normal lung functionNormal lung function
Minimal side effectsMinimal side effects
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BTS/SIGN Guidelines BTS/SIGN Guidelines (Updated 2009)(Updated 2009)

STEP 1: Mild intermittent asthmaSTEP 1: Mild intermittent asthma
Inhaled SABA as requiredInhaled SABA as required

STEP 2: Regular Preventer TherapySTEP 2: Regular Preventer Therapy
Add i h l d t id 200Add i h l d t id 200 800 /d (BDP i l t)800 /d (BDP i l t)Add inhaled steroid 200Add inhaled steroid 200--800mcg/day (BDP equivalent)800mcg/day (BDP equivalent)
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BTS/SIGN Guidelines BTS/SIGN Guidelines (Updated 2009)(Updated 2009)

STEP 3: Initial AddSTEP 3: Initial Add--on Therapyon Therapy
Add LABAAdd LABA
If benefit but inadequate control, increase If benefit but inadequate control, increase 
inhaler steroid to 800mcginhaler steroid to 800mcggg
If no benefit, stop LABA and increase If no benefit, stop LABA and increase 
inhaled steroid to 800mcg. If control is still inhaled steroid to 800mcg. If control is still 
inadequate, add in LTRA or theophyllineinadequate, add in LTRA or theophylline
In selected patients, consider Symbicort as In selected patients, consider Symbicort as se ected pat e ts, co s de Sy b co t asse ected pat e ts, co s de Sy b co t as
per the SMART protocolper the SMART protocol



4/12/2010

8

LABA and AsthmaLABA and Asthma

LABA should not be used in Asthma without LABA should not be used in Asthma without 
concurrent ICSconcurrent ICS
Use of LABA alone has been linked to Use of LABA alone has been linked to 
i d t liti d t litincreased mortalityincreased mortality



4/12/2010

9

BTS/SIGN Guidelines BTS/SIGN Guidelines (Updated 2009)(Updated 2009)

STEP 4: Persistent poor controlSTEP 4: Persistent poor control
Consider trials of Consider trials of 
–– High dose inhaled steroid 2000mcg/dayHigh dose inhaled steroid 2000mcg/day
–– Addition of a 4Addition of a 4thth drug: LTRA, Theophylline, drug: LTRA, Theophylline, ββ2 agonist tablet2 agonist tablet

STEP 5: Continuous or frequent use of oral steroidSTEP 5: Continuous or frequent use of oral steroid
Use lowest dose of steroid to provide adequate controlUse lowest dose of steroid to provide adequate control
Maintain high dose inhaled steroid 2000mcg/dMaintain high dose inhaled steroid 2000mcg/d
Consider steroid sparing agents: ciclosporinConsider steroid sparing agents: ciclosporinConsider steroid sparing agents: ciclosporin, Consider steroid sparing agents: ciclosporin, 
methotrexate or oral goldmethotrexate or oral gold
Consider referral to a specialist centreConsider referral to a specialist centre
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Remember to step down treatmentRemember to step down treatment
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BTS/SIGN Guidelines BTS/SIGN Guidelines (Updated 2009)(Updated 2009)

NonNon--pharmacological therapypharmacological therapy
Smoking cessationSmoking cessation
Weight lossWeight loss
Breathing control exercisesBreathing control exercises
ImmunotherapyImmunotherapy
Allergen avoidanceAllergen avoidance
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OmalizumabOmalizumab
Monoclonal antiMonoclonal anti--IgE therapyIgE therapy
AddAdd--on therapy to improve asthma control in on therapy to improve asthma control in 
patients with severe persistent allergic asthma, patients with severe persistent allergic asthma, 
who have:who have:

i.i. Proven allergy to perennial aeroallergenProven allergy to perennial aeroallergen
ii.ii. FEVFEV11 <80%<80%
iii.iii.Frequent symptomsFrequent symptoms
iv.iv.Multiple severe asthma exacerbationsMultiple severe asthma exacerbations

Despite high dose ICS and LABADespite high dose ICS and LABA
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Omalizumab Omalizumab (Cochrane Review 2006)(Cochrane Review 2006)

14 trials with a total of 3143 mild to severe allergic 14 trials with a total of 3143 mild to severe allergic 
asthmaticsasthmatics
Omalizumab significantly reduced free IgE compared with Omalizumab significantly reduced free IgE compared with 
placeboplacebo
Significant reduction in inhaled steroid use compared withSignificant reduction in inhaled steroid use compared withSignificant reduction in inhaled steroid use compared with Significant reduction in inhaled steroid use compared with 
placeboplacebo
Significant increases in the number of participants who Significant increases in the number of participants who 
were able to reduce ICS by over 50% (OR 2.50)were able to reduce ICS by over 50% (OR 2.50)
Patients on Omalizumab were less likely to suffer an Patients on Omalizumab were less likely to suffer an 
asthma exacerbation with treatment as an adjunct to ICSasthma exacerbation with treatment as an adjunct to ICSasthma exacerbation with treatment as an adjunct to ICS asthma exacerbation with treatment as an adjunct to ICS 
(OR 0.52)(OR 0.52)
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Bronchial Thermoplasty Bronchial Thermoplasty 
(AIR2 Trial Jan 2010)(AIR2 Trial Jan 2010)

Bronchoscopic procedure applying controlled Bronchoscopic procedure applying controlled 
thermal energy to airway wall decreasing thermal energy to airway wall decreasing 
smooth musclesmooth muscle
Increased hospitalisation up to 6 weeks postIncreased hospitalisation up to 6 weeks postIncreased hospitalisation up to 6 weeks post Increased hospitalisation up to 6 weeks post 
procedureprocedure
LongLong--term improvement in asthmaterm improvement in asthma--specificspecific
quality of life, fewer severe exacerbations and quality of life, fewer severe exacerbations and q y ,q y ,
reduced rate of patient access to healthcarereduced rate of patient access to healthcare
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COPD guidelinesCOPD guidelines
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NICE Guidelines (2004)NICE Guidelines (2004)

Breathlessness and exercise limitationBreathlessness and exercise limitation

Use shortUse short--acting bronchodilator as neededacting bronchodilator as needed
If still symptomatic try combined therapy with a If still symptomatic try combined therapy with a y p y pyy p y py
shortshort--acting beta2acting beta2--agonist and a shortagonist and a short--acting acting 
anticholinergicanticholinergic
OR If still symptomatic use a longOR If still symptomatic use a long--acting acting 
bronchodilator (beta2bronchodilator (beta2--agonist or anticholinergic)agonist or anticholinergic)
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NICE Guidelines (2004)NICE Guidelines (2004)
In moderate or severe COPD ( FEV1 < 50%)In moderate or severe COPD ( FEV1 < 50%)

If still symptomatic consider a combination of a longIf still symptomatic consider a combination of a long--acting acting 
bronchodilator and inhaled corticosteroid;bronchodilator and inhaled corticosteroid;
–– discontinue if no benefit after 4 weeksdiscontinue if no benefit after 4 weeks

If still symptomatic consider adding theophyllineIf still symptomatic consider adding theophylline
Offer pulmonary rehabilitation to all patients who consider themselves Offer pulmonary rehabilitation to all patients who consider themselves 
functionally disabledfunctionally disabled
Consider referral for surgery: bullectomy, lung volume reduction, Consider referral for surgery: bullectomy, lung volume reduction, 
transplantationtransplantation
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NICE Guidelines (2004)NICE Guidelines (2004)
Frequent ExacerbationsFrequent Exacerbations

Offer annual influenza vaccinationOffer annual influenza vaccination
Pneumococcal vaccinationPneumococcal vaccination
SelfSelf management advicemanagement adviceSelfSelf--management advicemanagement advice
Optimise bronchodilator therapy with one or more Optimise bronchodilator therapy with one or more 
longlong--acting bronchodilator acting bronchodilator (LABA or LAMA)(LABA or LAMA)
Add inhaled corticosteroids if FEV1 ≤ 50% and >2 Add inhaled corticosteroids if FEV1 ≤ 50% and >2 
exacerbations in 1 yrexacerbations in 1 yryy

(NB these will usually be used with long(NB these will usually be used with long--acting acting 
bronchodilators)bronchodilators)
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NICE Guidelines (2004)NICE Guidelines (2004)
Respiratory FailureRespiratory Failure

LTOT assessmentLTOT assessment
–– Based on MRC(1981) and NOTT(1980) trialBased on MRC(1981) and NOTT(1980) trial
–– Reduction in mortalityReduction in mortalityReduction in mortalityReduction in mortality
–– 16 hours of O2 supplementation if PaO2 < 7.4 or <8.0 if PHT, Cor 16 hours of O2 supplementation if PaO2 < 7.4 or <8.0 if PHT, Cor 

pulmonalepulmonale
Short burst and ambulatory O2 therapyShort burst and ambulatory O2 therapy
Domicillary NIVDomicillary NIV

Poor evidence to datePoor evidence to date–– Poor evidence to date Poor evidence to date 
–– Currently, main indication is recurrent admission with AHRFCurrently, main indication is recurrent admission with AHRF
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NICE Guidelines (2004)NICE Guidelines (2004)

Cor PulmonaleCor Pulmonale
–– NB no evidence for use of vasodilators in NB no evidence for use of vasodilators in 

secondary pulmonary hypertensionsecondary pulmonary hypertension
Abnormal BMIAbnormal BMIAbnormal BMIAbnormal BMI
Anxiety/DepressionAnxiety/Depression
Palliative CarePalliative Care
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Smoking CessationSmoking Cessation

–– Reduces rate of decline of FEV1Reduces rate of decline of FEV1
–– Reduction in mortalityReduction in mortality
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Latest EvidenceLatest Evidence
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SeretideSeretide

Does combination therapy affect mortality in Does combination therapy affect mortality in 
COPDCOPD

patients?patients?

TORCH StudyTORCH Study
Absolute risk reduction for death 2.6% for Absolute risk reduction for death 2.6% for 
seretide vs placeboseretide vs placebopp
Hazard ratio was 0.825 (P=0.052)Hazard ratio was 0.825 (P=0.052)

–– N Engl J Med. 2007 Feb 22;356(8):775N Engl J Med. 2007 Feb 22;356(8):775--89.89.



4/12/2010

24



4/12/2010

25

TiotropiumTiotropium

UPLIFT StudyUPLIFT Study
N Engl J Med. 2008 Oct N Engl J Med. 2008 Oct 

9;359(15):15439;359(15):1543--54 54 ; ( ); ( )
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UPLIFT StudyUPLIFT Study

Improvement in quality Improvement in quality 
of life and reduction in of life and reduction in 
exacerbation rateexacerbation rate
No significantNo significantNo significant No significant 
reduction in rate of reduction in rate of 
FEV1 declineFEV1 decline
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SymbicortSymbicort

Improved ability to carry out morning activitiesImproved ability to carry out morning activities
Symbicort / tiotropium vs tiotropium alone provides Symbicort / tiotropium vs tiotropium alone provides 
rapid and sustained improvements in lung rapid and sustained improvements in lung 
function, health status, morning symptoms andfunction, health status, morning symptoms andfunction, health status, morning symptoms and function, health status, morning symptoms and 
ADL’s and reduces severe exacerbationsADL’s and reduces severe exacerbations

Welte et al Efficacy and tolerability of budesonide/formoterol added toWelte et al Efficacy and tolerability of budesonide/formoterol added to
tiotropium in patients with chronic obstructive pulmonary disease. Am Jtiotropium in patients with chronic obstructive pulmonary disease. Am J
Respir Crit Care Med. 2009 Oct 15;180(8):741Respir Crit Care Med. 2009 Oct 15;180(8):741--50.50.
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Lung Volume Reduction Surgery:Lung Volume Reduction Surgery:
What have we learnt from NETT?What have we learnt from NETT?

N Engl J Med. 2003 May 22;348(21):2059N Engl J Med. 2003 May 22;348(21):2059--7373
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Bronchoscopic LVRBronchoscopic LVR
(Emphysis Medical)(Emphysis Medical)
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Bronchoscopic LVRSBronchoscopic LVRS
The image cannot be displayed. Your computer may not have enough memory to open the image, or the image may have been corrupted. Restart your computer, and then open the file again. If the red x still appears, you may have to delete the image and then insert it again.
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Bronchoscopic Lung Volume Bronchoscopic Lung Volume 
ReductionReduction

Report of 98 patients (MultiReport of 98 patients (Multi--centre Trial)centre Trial)
–– RV decreased by 4.9 +/RV decreased by 4.9 +/-- 17.4% (p = 0.025)17.4% (p = 0.025)
–– FEV1 increased by 10.7 +/FEV1 increased by 10.7 +/-- 26.2% (p = 0.007)26.2% (p = 0.007)
–– FVC increased by 9.0 +/FVC increased by 9.0 +/-- 23.9% (p = 0.024)23.9% (p = 0.024)
–– 66--min walk distance increased by 23.0 + 55.3%min walk distance increased by 23.0 + 55.3%66 min walk distance increased by 23.0  55.3% min walk distance increased by 23.0  55.3% 
(p = 0.001)(p = 0.001)
–– 90 day complication rate 8.4%90 day complication rate 8.4%

Wan IY Toma TP Geddes DM Snell G Williams T Venuta F Yim APWan IY Toma TP Geddes DM Snell G Williams T Venuta F Yim APWan IY, Toma TP, Geddes DM, Snell G, Williams T, Venuta F, Yim AP. Wan IY, Toma TP, Geddes DM, Snell G, Williams T, Venuta F, Yim AP. 
Bronchoscopic lung volume reduction for endBronchoscopic lung volume reduction for end--stage emphysema: report on stage emphysema: report on 
the first 98 patients. Chest. 2006 Mar;129(3):518the first 98 patients. Chest. 2006 Mar;129(3):518--26.26.
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Airway Bypass SurgeryAirway Bypass Surgery

Radiofrequency balloon catheter establishes Radiofrequency balloon catheter establishes 
a "fenestration," between central airway and a "fenestration," between central airway and 
hyperinflated lunghyperinflated lung
Fenestration facilitates lung emptyingFenestration facilitates lung emptyingFenestration facilitates lung emptying, Fenestration facilitates lung emptying, 
reducing endreducing end--expiratory volume without expiratory volume without 
altering lung recoil altering lung recoil per seper se
Trials have focused primarily on patients Trials have focused primarily on patients 
with homogeneous diseasewith homogeneous diseasewith homogeneous disease with homogeneous disease 
EASE trial ongoingEASE trial ongoing
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Bronchial fenestrationBronchial fenestration
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TheophyllineTheophylline
B h dil t ti b PDE i hibitiB h dil t ti b PDE i hibitiBronchodilatation by PDE inhibition Bronchodilatation by PDE inhibition 
Increased FEV1 of 100ml in COPDIncreased FEV1 of 100ml in COPD

Ram FS. Use of theophylline in chronic obstructive pulmonary Ram FS. Use of theophylline in chronic obstructive pulmonary 
disease: examining the evidence. Curr Opin Pulm Med. 2006 disease: examining the evidence. Curr Opin Pulm Med. 2006 
Mar;12(2):132Mar;12(2):132--99; ( ); ( )

Reduced activity of histone deacetylases Reduced activity of histone deacetylases 
(HDAC) contributes to enhanced (HDAC) contributes to enhanced 
inflammation in stable COPDinflammation in stable COPD
Theophylline restores HDAC activity at lowTheophylline restores HDAC activity at lowTheophylline restores HDAC activity at low Theophylline restores HDAC activity at low 
dosedose
Clinical significance ? No RCT to dateClinical significance ? No RCT to date
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RoflumilastRoflumilast
PDEPDE--4 inhibitor4 inhibitor
Recent multicentre study Recent multicentre study roflumilast (n=1537) vs placebo roflumilast (n=1537) vs placebo 
(n=1554)(n=1554)
PrePre-- bronchodilator FEV1 increased by 48 mL with bronchodilator FEV1 increased by 48 mL with 
roflumilast vs placebo (p<0.0001) roflumilast vs placebo (p<0.0001) 
R t f b ti ti t 1 14 ithR t f b ti ti t 1 14 ithRate of exacerbations per patient per year was 1.14 with Rate of exacerbations per patient per year was 1.14 with 
roflumilast vs1.37 with placebo (reduction 17%) , p<0.0003 roflumilast vs1.37 with placebo (reduction 17%) , p<0.0003 

Calverley PM, Rabe KF, Goehring UM, Kristiansen S, Fabbri LM, Calverley PM, Rabe KF, Goehring UM, Kristiansen S, Fabbri LM, 
Martinez FJ; M2Martinez FJ; M2--124 and M2124 and M2--125 study groups. Roflumilast in 125 study groups. Roflumilast in 
symptomatic chronic obstructive pulmonary disease: two randomised symptomatic chronic obstructive pulmonary disease: two randomised 
clinical trials Lancet 2009 Aug 29;374(9691):685clinical trials Lancet 2009 Aug 29;374(9691):685 9494clinical trials. Lancet. 2009 Aug 29;374(9691):685clinical trials. Lancet. 2009 Aug 29;374(9691):685--94.94.
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COPD and StatinCOPD and Statin

I i idI i idIncreasing evidence Increasing evidence 
of benefit of statins of benefit of statins 
in COPDin COPD

Dobler CC, Wong KK,Dobler CC, Wong KK,
Marks GB. AssociationsMarks GB. Associations
between statins andbetween statins and
COPD: a systematicCOPD: a systematic
review. BMC Pulm Med.review. BMC Pulm Med.
2009 Jul 12;9:322009 Jul 12;9:322009 Jul 12;9:32.2009 Jul 12;9:32.
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COPD COPD –– not just an airways diseasenot just an airways disease

"spill"spill--over" of inflammatory mediators into the over" of inflammatory mediators into the 
circulation leading to systemic manifestations of circulation leading to systemic manifestations of 
the disease such as skeletal muscle wasting and the disease such as skeletal muscle wasting and 
cachexiacachexia

Systemic inflammation may also initiate or worsen Systemic inflammation may also initiate or worsen 
coco--morbid diseases, such as IHD, heart failure, morbid diseases, such as IHD, heart failure, 
osteoporosis normocytic anaemia lung cancerosteoporosis normocytic anaemia lung cancerosteoporosis, normocytic anaemia, lung cancer, osteoporosis, normocytic anaemia, lung cancer, 
depression and diabetesdepression and diabetes
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ConclusionConclusion

Important conditionsImportant conditions
Area of ongoing researchArea of ongoing research
Less lung orientated approach to Less lung orientated approach to 
management of COPD?management of COPD?


