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2019 GINA Difficult-to-treat and severe asthma

Difficult-to-treat asthma is asthma that is uncontrolled despite GINA Step 4 or 5
treatment (e.g. medium or high dose ICS with a second controller; maintenance
OCS), or that requires such treatment to maintain good symptom control and reduce
the risk of exacerbations. It does not mean a ‘difficult patient’. In many cases,
asthma may appear to be difficult-to-treat because of modifiable factors such as
incorrect inhaler technique, poor adherence, smoking or comorbidities, or because
the diagnosis is incorrect.

Severe asthma is a subset of difficult-to-treat asthma. It means asthma that is
uncontrolled despite adherence with maximal optimized therapy and treatment of
contributory factors, or that worsens when high dose treatment is decreased. At
present, therefore, ‘severe asthma’ is a retrospective label. It is sometimes called
‘severe refractory asthma’ since it is defined by being relatively refractory to high
dose inhaled therapy. However, with the advent of biologic therapies, the word
‘refractory’ is no longer appropriate. Asthma is not classified as severe if it markedly
improves when contributory factors such as inhaler technigue and adherence are
addressed.
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Uncontrolled
asthma

Difficult-to-
treat asthma

Severe
asthma

* Poor symptom control (frequent

symptoms or reliever use, activity
limited by asthma, night waking due to
asthma), and/or

Frequent exacerbations (> 2/year)
requiring oral corticosteroids (OCS), or
serious exacerbations (= 1/year)
requiring hospitalization

Uncontrolled despite GINA step 4 or 5
treatment, or that requires such
treatment to maintain good symptom
control and reduce risk of exacerbations
In many cases, asthma may appear
difficult-to-treat because of modifiable
factors such as incorrect inhaler
technique, poor adherence, smoking or
comorbidities, or because of the
diagnosis is incorrect

Uncontrolled despite adherence with
maximal optimized therapy and
treatment of contributory factors, or
that worsens when high dose treatment
is decreased

A retrospective label

Asthma is not classified as severe if it
markedly improves when contributory
factors such as inhaler technique and
adherence are addressed

Uncontrolled asthma defined as at least one of the following: (1) Poor
symptom control: ACQ consistently >1.5, ACT < 20 (or “not well controlled”
by NAEPP/GINA guidelines) (2) Frequent severe exacerbations: two or more
bursts of systemic CS (23 days each) in the previous year (3) Serious
exacerbations: at least one hospitalisation, ICU stay or mechanical
ventilation in the previous year (4) Airflow limitation: after appropriate
bronchodilator withhold FEV1 < 80% predicted (in the face of reduced
FEV1/FVC defined as less than the lower limit of normal)

Inherent in the definition of severe asthma is the exclusion of individuals
who present with “difficult’” asthma in whom appropriate diagnosis and/or
treatment of confounders vastly improves their current condition (see the
evaluation section). Therefore, it is recommended that patients presenting
with “difficult asthma” have their asthma diagnosis confirmed and be
evaluated and managed by an asthma specialist for more than 3 months.
Thus, severe asthma according to the ATS/ERS definition only includes
patients with refractory asthma and those in whom treatment of
comorbidities such as severe sinus disease or obesity remains incomplete.

Asthma which requires treatment with guidelines suggested medications
for GINA steps 4-5 asthma (high dose ICS* and LABA or leukotriene
modifier/theophylline) for the previous year or systemic CS for > 50% of the
previous year to prevent it from becoming “‘uncontrolled” or which
remains “uncontrolled despite this therapy

(* high dose definition is different from GINA)

Patients who do not meet the criteria for uncontrolled asthma, but whose
asthma worsens on tapering of corticosteroids, will also meet the definition
of severe asthma.
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Q6: If patients already use OCS, how to check
the EOS to reflect the real data?
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long and what items should we evaluate
before diagnosing for severe asthma ?
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Major

issues in the diagnosis and management
for severe asthma in Taiwan

Original

Suggestion
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¥+ high dose ICSZ_%+ 7 ¢ ?

Q4. ¥ ¥rsevere asthma 7 & 5:iH3-61% » SMART %5 ?

Q5: When is the right timing to check EOS level? How frequently should we test EOS?

Q6: If patients already use OCS, how to check the EOS to reflect the real data?

Q7: Severe eosinophilic asthma OCS & * % x 4 & 3747 43?
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QQ9: If current treatment is uncontrolled, how long and what items should we evaluate
before diagnosing for severe asthma?
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Q12.% %7 Severe asthma 3 & 35:% iz SAD+E ?

Q1: What is the definitions of uncontrolled, difficult-to-treat and

severe asthma? (Q1)

Q2: How to evaluate patients with difficult-to-treat asthma
before they were diagnosed as having severe asthma? (Q4, Q9,
Q12)

Q3: For patients with difficult-to-treat asthma, how to evaluate
their inhaler techniques? (Q10)

Q4: For patients with difficult-to-treat asthma, what

comorbidities should be evaluated and corrected? (Q11)

Q5: Can we make the diagnosis of severe asthma for patients
without using high-dose ICS? (Q3)

Q6: For patients with severe asthma, when is the right time to

measure blood eosinophil counts? (Q5, Q6)

Q7: For patients with uncontrolled severe asthma, what

treatment options do we have? (Q2, Q8)




Q1: What are the definitions of uncontrolled,
difficult-to-treat, and severe asthma?

e Recommendation:
We recommend adopting the GINA definitions for
uncontrolled asthma, difficult-to-treat asthma, and severe
asthma.

* Uncontrolled asthma: one or both of the following
— Poor symptom control: ACT < 20, ACQ consistently 21.5

— Frequent exacerbations (> 2/year) requiring OCS, or
serious exacerbations (> 1/year) requiring hospitalization



Q1: What is the definitions of uncontrolled,
difficult-to-treat and severe asthma?

e Difficult-to-treat asthma:

— Uncontrolled despite GINA step 4 or 5 treatment, or requires such
treatment to maintain good symptom control and reduce risk of
exacerbations.

— In many cases, asthma may appear to be difficult-to-treat because of
modifiable factors such as incorrect inhaler technique, poor adherence,
smoking or comorbidities, or incorrect diagnosis.

e Severe asthma:

— Asthma remains difficult-to-treat (requiring GINA Step 4 or 5 treatment)
after correction for modifiable factors (adherence, inhaler technique,
comorbidity, obesity, smoking)

— The diagnosis should be retrospectively made after 3-6 months of
optimized treatment



Q2: What evaluations and managements
should be performed in patients with difficult-
to-treat asthma before making the diagnosis of
severe asthma?

* Recommendation:
We recommend confirming the diagnosis of asthma,
checking and correcting inhaler technique and adherence,
treating modifiable risk factors and comorbidities in patients
with difficult-to-treat asthma before making the diagnosis of

severe asthma.



Q3: For patients with difficult-to-treat asthma,
how to check their inhaler technique and

adherence?

e Recommendation:
We recommend using a check list, including self-report from

the patients and direct observation from the healthcare
providers, to evaluate the inhaler technique and adherence.

— Does the patient use the inhaler regularly?

— Does the patient’s inhaler technique re-confirmed by a trained
medical provider?

— Does the patient use a spacer (if needed)?



Q4: For patients with difficult-to-treat asthma,
what comorbidities and other modifiable risk
factors should be evaluated and corrected?

e Recommendation:
We recommend using a check list to evaluate the modifiable
risk factors, including smoking status, exposures to
environmental tobacco, allergens, indoor and outdoor air
pollutions. We also recommend using a check list to
evaluate comorbidities, including GERD, COPD, OSA, cardiac
disease, bronchiectasis, chronic rhinosinusitis, anxiety and
depression, obesity.



Q5: Can we make the diagnosis of severe
asthma for patients without using high-dose

ICS?

* Recommendation:
We recommend the diagnosis of severe asthma is made

when using at least medium-dose inhaled corticosteroid.

The estimated clinical comparability of inhaled
corticosteroids is based on Taiwan Asthma Guideline.

— By definition, using high-dose ICS is not a required criteria for the
diagnosis of severe asthma

— High-dose ICS is a treatment option for severe asthma



Q6: For patients with severe asthma, when is
the right time to measure blood eosinophil
counts?

Recommendation:

We recommend measuring blood eosinophil counts when:
(1) initiating treatment, (2) asthma uncontrolled, (3) before
using systemic steroids. Also, we recommend repeating
measurement of blood eosinophil count for up to 3 times
before defining a non-Type 2 asthma.

— When patients are using oral corticosteroid, we recommend
measuring blood eosinophil at least 2 weeks at lowest dose of oral
corticosteroid, or 4 weeks after acute exacerbation.



Q7: For patients with uncontrolled severe
asthma, what treatment options do we have?

* Recommendation:
We recommend maximize non-biological treatment before
using biological agents.

— Non-pharmacological interventions: smoking cessation, physical
exercise, healthy diet, weight loss, mucus clearance strategies,
influenza vaccination, and allergen avoidance.

— Non-biological add-on therapy: high-dose ICS, LAMA (Tiotropium),
leukotriene antagonist, ICS-formoterol maintenance and reliever
therapy, and OCS.

— For severe asthma patients with Th2 phenotype, add-on biological
agents (anti-IgE and anti-IL-5/IL-5R) is highly recommended for
those needing OCS or experiencing repeated exacerbation.
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