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TOPICS TO COVER

• Assessment and diagnosis of “difficult asthma”
• Adherence
• Different types of inhaler
• Different regimens
• New horizons

ASTHMA: PURISM V PRAGMATISM
PURISM

PRAGMATISM

• Patients overestimate how well
controlled their asthma is

• Most patients with asthma
display suboptimal adherence, or
won’t take preventative
treatment when they are well

• Studies show that with good
preventative treatment, well
controlled asthma is achievable
• We should measure asthma
control and maximise
adherence, aiming for excellent
control

• Interventions won’t help much
with this
• We should tailor our treatment
regimens to account for this
behaviour

THE NEW ZEALAND PICTURE

• Prevalence of asthma around 15%1
• Portrait of Health Survey 2006/7 by the
Ministry of Health estimates that there are:
• 109,000 asthmatics aged 2-14 years
• 348,400 adults asthmatics 2

• Estimated cost to NZ $825 million1
1.
2.

Holt S & Beasley R. The Burden of Asthma in New Zealand. 2001. Asthma and Respiratory Foundation of New
Zealand (Inc.) and Medical Research Institute of New Zealand. Available at:
http://www.asthmanz.co.nz/burden_of_asthma_in_nz.php
Ministry of Health. A Portrait of Health: Key Results of the 2006/07 New Zealand Health Survey. 2008. Wellington:
Ministry of Health. Available at: http://www.moh.govt.nz/moh.nsf/indexmh/portrait-of-health

IMPACT OF UNCONTROLLED ASTHMA
Frequency of self-reported symptoms in adult patients

Data from the AIRE study (Western Europe). Adapted from Rabe et al. Eur Respir J. 2000.

IS IT ASTHMA?

NOT ASTHMA

ASTHMA PLUS

• COPD

•

Bronchiectasis

•

Upper airways disease

•

Gastroesophageal reflux

•

ABPA

•

Occupational asthma

• Central tumours

•

NSAIDs and asthma

• Foreign bodies

•

Churg-Strauss syndrome

• Hyperventilation

•

Hyperventilation

• Bronchiectasis
• Upper airways disease
• Gastroesophageal reflux

COMMONLY SEEN PROBLEMS
• Not taking asthma medication correctly, particularly inhaled
therapy – device may not be optimal
• Poor adherence – not taking medication often enough or at
all
• Wrong diagnosis
• Other pathology in addition to asthma, causing
confounding
Majority of patients referred to “difficult asthma’ clinics will
have one or more of these issues

FEATURES THAT INCREASE THE
PROBABILITY OF ASTHMA
• More than one of the following symptoms:
wheeze, breathlessness, chest tightness and
cough particularly if symptoms
- worse at night and morning
- occur with allergen, exercise or cold air
- after aspirin or β blocker
• History of atopic disorder

FEATURES THAT INCREASE THE
PROBABILITY OF ASTHMA (CONTINUED)

• Family history of asthma/atopic disorder
• Wheeze on auscultation
• Unexplained low PEF or FEV1
• Unexplained blood eosinophilia

FEATURES THAT LOWER THE
PROBABILITY OF ASTHMA
• Prominent dizziness, light-headedness, peripheral tingling
• Productive cough in the absence of wheeze or breathlessness
• Repeatedly normal examination when breathless
• Voice disturbance
• Symptoms only with colds
• Significant smoking history(>20 pack years)
• Cardiac disease
• Normal PEF or FEV1 when symptomatic

WHAT IS ”DIFFICULT ASTHMA”?

• Uncontrolled at GINA Step 4 or 5
• Frequent exacerbations
• Ventilation or “near miss” ventilation

GINA – Stepwise escalation of
asthma therapy
Disease severity

Step 5
Step 4
PREFERRED
CONTROLLER
CHOICE

Step 1

Step 2
Low dose ICS

Other
Consider low
controller
dose ICS
options

RELIEVER

Leukotriene receptor antagonists (LTRA)
Low dose theophylline*

As-needed short-acting beta2-agonist (SABA)

Step 3
Low dose
ICS/LABA

Med/high
ICS/LABA

Refer for
add-on
treatment
e.g.
anti-lgE

Med/High dose ICS
High dose
Add low
Low dose
ICS+LTRA
dose OCS
ICS+LTRA
(or + theoph*)
(or + theoph*)
As-needed SABA or low dose
ICS/formoterol**

Global Initiative for Asthma. Pocket Guide for Asthma Management and Prevention; 2016. Available from: https://www.ginasthma.org/. ICS, inhaled corticosteroid;
LABA, long-acting β-agonist; LTRA, leukotriene receptor antagonists; OCS, oral corticosteroid; SABA, short-acting β2-agonist

PATIENTS OVERESTIMATE THEIR
LEVEL OF CONTROL
Self-assessed asthma ‘control’ in adults in the last 4 weeks by symptom frequency index.*

* Participants were asked, ‘Overall, how well would you say your asthma has been controlled in the last 4 weeks?’
Adapted from Marks et al. Respirology. 2007

ASTHMA CONTROL TEST

TM

asthmacontrol.co.nz

GOAL STUDY DESIGN

FP, fluticasone propionate; GINA, Global Initiative for Asthma.
Adapted from Bateman et al. Am J Respir Crit Care Med. 2004

SERETIDE MAINTAINS GUIDELINEDEFINED CONTROL: GOAL POST-HOC
Proportion of patients who achieved at least well-controlled asthma in the Seretide group
during phase II of the GOAL study

Proportion of patients maintaining control in phase II was similar for the fluticasone group. GOAL
post-hoc: examined the relationship between the level of control achieved during phase I (the
current level of control) and future risk of instability (weeks in which control is lost), exacerbations
and unscheduled healthcare resource use.
Adapted from Bateman et al. Allergy. 2008

FACTORS IN POORLY CONTROLLED
ASTHMA
• Difficult asthma
• Other diseases in association with asthma

•Psychological issues
•Adherence/compliance issues

PRESCRIPTION FILLING AND
HEALTHCARE UTILISATION
Prescription filling

Gamble et al AJRCCM 2009

ORAL STEROID COMPLIANCE

Gamble et al AJRCCM 2009

Adapted from http://ccn.health.nz/FocusAreas/ServiceLevelAlliances/Pharmacy/tabid/1347/ArticleID/1307/Funded-Inhalers-in-New-Zealand-2016.aspx
(accessed 20/03/2017) ICS = inhaled corticosteroid; LABA = long acting beta2 agonist; LAMA = long acting muscarinic antagonist

BREO ELLIPTA EFFECTIVENESS TRIAL –
THE SALFORD LUNG STUDY IN ASTHMA

SIGNIFIC ANTLY MORE PATIENTS ON BREO
ELLIPTA EXPERIENCED IMPROVED ASTHMA
CONTROL

SINGLE INHALER AS MAINTENANCE
AND RELIEVER
• It’s in the title….inhaler should be used BD + PRN
• Only works when using an ICS/LABA where the LABA has a fast onset of
action
• Best study is Beasley et al Lancet Respiratory Medicine 2013 (independently
funded)
• Found to reduce exacerbations at an equivalent steroid dose (single inhaler –
more inhaled steroid but less oral steroid)
• (Most interesting data in my opinion was from the microchipped inhalers,
showing actual patterns of use!)

ASTHMA CONTROL REQUIRES TREATING
UNDERLYING PATHOPHYSIOLOGY
Symptoms and exacerbations represent only the ‘tip of the iceberg’

Schematic representation of underlying inflammation and AHR resulting in symptoms and exacerbations of asthma,
with the latter representing the ‘tip of the iceberg’.
Adapted from Currie et al. J Asthma. 2004

WHAT TO DO WITH DIFFICULT
ASTHMA?
Disclaimer: my opinion!
• Assess severity – and use objective measure
• Assess adherence – ask positively, use objective measures if able
• Is it asthma? Is it asthma plus…?
• Optimise preventative treatment aiming for good control with
ICS/LABA
• Look at device, delivery, technique, timing and dosing

• If adherence remains an issue
• Re-evaluate and retry
• Consider single inhaler therapy (but no salbutamol!)

• Refer for specialist opinion if needed

NEW DRUGS (MABS)
• Omalizumab
• Funded in NZ
• Criteria recently broadened

• Mepolizumab
• Not funded yet

• All relatively expensive

OMALIZUMAB

MEPOLIZUMAB

CONCLUSION
• Diagnosis is very important
• Adherence, and treatment and device optimization are very
important
• Patients may overestimate their asthma control
• Most patients can get good control on ICS/LABA with reliever
• Single inhaler therapy is a good option for some, but has
limitations
• Number with truly “refractory asthma” is small
• New drugs may help this group

THANK YOU

Seretide® (fluticasone propionate/salmeterol xinafoate inhaler 50/25 or 125/25mcg per actuation and Accuhaler® 100/50, 250/50mcg per actuation) is a
Prescription Medicine. Seretide is indicated for the treatment of children (4 years and older) and adults with reversible obstructive airway disease (ROAD)
including asthma, and for the treatment of adults with chronic obstructive pulmonary disease (COPD). Seretide is a fully funded medicine. Seretide
250/25mcg inhaler is a private purchase medicine; a prescription charge will apply. Maximum Daily Dose: Metered Dose Inhaler (MDI) 2 puffs twice daily,
Accuhaler 1 inhalation twice daily. Maintenance Dose: Titrate to lowest effective dose 1-2 times daily. This medicine has risks and benefits. Warnings and
Precautions: Not for relief of acute symptoms. Do not discontinue abruptly. Use care when co-administering strong CYP3A4 inhibitors (e.g. ketoconazole) or
in patients with pulmonary tuberculosis or thyrotoxicosis. Common Side Effects: Hoarseness/dysphonia, throat irritation, headache, oral candidiasis and
palpitations. Paradoxical bronchospasm may occur. Avoid beta-blockers if possible. Before prescribing Seretide, please review the Data Sheet at
www.medsafe.govt.nz.
Seretide and Accuhaler are registered trade marks of the GlaxoSmithKline group of companies. Marketed by GlaxoSmithKline NZ Limited, Auckland.
Nucala® (mepolizumab 100mg) is a Prescription Medicine. Nucala is indicated as an add-on treatment for severe refractory eosinophilic asthma in patients 12
years and over. Nucala is currently not funded. Precautions: Should not be used to treat acute asthma exacerbations. Asthma-related adverse events or
exacerbations may occur during treatment. Patients should seek medical advice if asthma remains uncontrolled or worsens after initiation. Abrupt
discontinuation of corticosteroids after initiations is not recommended. Acute and delayed systemic reactions, including hypersensitivity reaction (urticaria,
angioedema, rash, bronchospasm, hypotension) have occurred following administration, some had a delayed onset (i.e. days). Pre-existing helminth
infections should be treated prior to Nucala therapy. Opportunistic infection from herpes zoster. Pregnancy: Effect on human pregnancy is unknown. There is
no data available for lactation and fertility in humans. Paediatric use: Safety and efficacy in children under 12 years of age has not been established.
Interactions: No formal interaction studies have been performed with Nucala. Adverse reactions: Headache, injection site reactions, back pain, fatigue,
influenza, urinary tract infection, upper abdominal pain, pruritus, eczema, muscle spasms, pharyngitis, lower respiratory tract infections, nasal congestion,
dyspnoea, skin rash, fever, dizziness, nausea, vomiting, infection with herpes zoster. This is not a full list, please see full Data Sheet. Immunogenicity: Patients
may develop antibodies to mepolizumab following treatment. Neutralising antibodies were detected in one subject in clinical trials. Dosage and
Administration: Patients should have a blood eosinophil count of ≥150 cells/µl at initiation of treatment or ≥300 cells/µl in the prior 12 months. Adults and
adolescents (12 years and older). Nucala should be reconstituted by a healthcare professional (see full Data Sheet) and administered as a subcutaneous
injection (e.g. upper arm, thigh or abdomen) once every four weeks. Safety and efficacy not established in adolescents weighing less than 45kg. Not
recommended in children below 12 years. Before prescribing Nucala, please review the Data Sheet at www.medsafe.govt.nz. Nucala is a registered trade
mark of the GlaxoSmithKline group of companies. Marketed by GlaxoSmithKline NZ Limited, Auckland.
Adverse events involving GlaxoSmithKline products should be reported to GSK Medical Information on 0800 808 500.
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