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CONTROLLERS /MAINTENANCE

Objectives

 MEDICATIONS

Review Canadian Thoracic Society (CTS) 2021
asthma guidelines (focus on pediatrics)
* Review evidence behind the main changes

Review commonly used classes of asthma
medications

Develop a strategy to step up therapy for
pediatric patients with poor asthma control

* Review some once daily inhaler options
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::::::

* 14-year-old boy with past spirometry-
confirmed diagnosis of asthma

* On salbutamol prn, with no controller
medication

* Exercise or cold air-induced wheezing or
cough 2x/week (uses salbutamol)

* Nighttime cough 1x/month

* FEV, is normal and at his best in clinic today

2 prior ED visits for asthma (+
dexamethasone), last was 2 years ago




What would you recommend for this patient?

A) PRN short-acting bronchodilator (SABA)
B) PRN budesonide-formoterol
C) PRN long-acting beta agonist (LABA)

D) Daily low dose inhaled corticosteroid
(ICS) and PRN SABA

E) PRN SABA and PRN ICS every time that
SABA is given

What’s up with prn budesonide-formoterol?

Canadian Thoracic Society (CTS)

Box 3-5A Confirmation of diagnosis & necessary %
Adults & adolescents 12+ years :‘ sl e
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+ Risk of exacerbation 03 g 3
+ Spirometry or PEF ?‘e,.e“ 212 yrs: Add LABA
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SYGMA1 (Symbicort Given as Needed in

Mild Asthma) trial

Patients with Week of
Well-Controlled Asthma (%)
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Figure 2. Overall Weeks of Well-Controlled Asthma, According to Data
in the Electronic Diary.
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Total ICS dose in SYGMA 1 and 2:

Median daily ICS dose in prn budesonide—formoterol grp

WERN
17% (SYGMA 1)
25% (SYGMA 2)

of the dose in the budesonide maintenance group

https://www.reddit.com/r/aww/comments/2ru3m4/my_cat
_has_asthma_this_is_the_look_i_get_every/

Our take-
home from
SYGMA 1
and 2

PROS of prn budesonide-formoterol (vs
maintenance budesonide + prn
terbutaline)

Non-inferior risk of severe
exacerbation

Budesonide-formoterol was not
overused in study

No increased risk of adverse events
Less total inhaled steroid dose

May be more appropriate for non
adherent patients

CONS of prn budesonide-formoterol (vs
maintenance budesonide + prn
terbutaline)

Asthma control (symptoms) worse*
- if relief of symptoms is goal and
patient is adherent, maintenance
budesonide likely better option)

Lung function not as good *

* But very small difference
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< Patient currently on PRN SABA OR no medication >

Canadian Thoracic Society 2021 Guideline
update: Diagnosis and management of asthma in
preschoolers, children and adults

Is the patient at higher risk* for asthma exacerbation?

NOT at higher risk YES, at higher risk*
v

\

All ages—stay on PRN SABA
or start daily ICS + PRN SABA

OR

If 212 years of age,
alternative additional option

All ages, start daily ICS
+PRN SABA

OR

If =12 years of age,
alternative additional option

@ Does the patient have well-controlled asthma? m

\J

Review with patient:
« optimizing technique,
« trigger avoidance, and
« co-morbidities
v
All ages—start daily ICS + PRN SABA
OR
If 212 years of age and poor adherence despite substantial

asthma education and support, start PRN bud/form instead of
daily ICS + PRN SABA

Wayne:

14-y.0. on salbutamol prn
No controller medication
Symptoms 2x/wk
Nighttime cough 1x/mo

FEV, is at his best

2 prior ED visits for
asthma

(+ dexamethasone)

PRN bud/form § PRN bud/form
A\
If =18 years of age at higher risk* for asthma exacerbation
If 218 years of age + unable and unable to take daily ICS + PRN SABA or PRN bud/form,
to take daily ICS or PRN consider PRN ICS-SABA
bud/form, consider PRN
ICS-SABA
*Higher risk if a patient had any of the following: § Based on patient preference—the decision

to switch from PRN SABA to daily ICS + PRN
SABA or PRN bud/form is for those that want
better asthma control and to decrease their
risk of exacerbation

1) any history of a previous severe asthma exacerbation requiring:
« systemic steroids,
« ED visit, or
« hospitalization
2) poorly-controlled asthma as per CTS criteria
3) overuse of short-acting beta-agonist (defined as use of more than two inhalers of SABA in a year)
4) current smoker

Dash boxes represent harm reduction strategy

SABA: short-avw..., 72 2nanist- ICS: inhaled corticostarnid-- - 7 pudesonide-formoterol in a single inhaler; ED: emergency department

Figure 3. Treatment approach for patients on PRN SABA or no medication.

Connie L. Yang, et al (2021); Canadian Journal of Respiratory, Critical Care, and Sleep Medicine, 5:6, 348-361

What is the CTS-recommendation for
this patient?
A) PRN short-acting bronchodilator
(SABA)
B) PRN budesonide-formoterol (aka
Symbicort)
C) PRN long-acting beta agonist
(LABA)

D) Daily low dose inhaled
corticosteroid (ICS) and prn SABA

E) PRN SABA and prn ICS every time
that SABA is given

Case 1:
Wayne mild,
well

controlled
asthma, on no
medications




Why is prn SABA incorrect in this patient?

Because he has had prior severe exacerbations

e Patients with mild asthma are still at risk for exacerbations
* 30-40% of ER exacerbations are in patients with mild asthma

e SABA-only use is associated with
* Higher risk of exacerbations
* Lower lung function

Dusser et al, Allergy 2007: 62: 591-604
(2019 Gina Guidelines)
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Why is ‘PRN ICS every
time that PRN SABA is
given’ incorrect?




TREXA

Maintenance

Alb + Bec

“Combined”

Bec Alb + Placebo
Placebo Alb + Bec
SV Placebo Alb + Placebo

Bec = Beclomethasone
Alb=Albuterol

Lancet 2011; 377: 650-57

TREXA 1° outcome: time to first exacerbation
requiring prednisone

1.0+
Hazard ratio* dj 1 hberg adjusted
{95% C1) pvalue pvalue
0-8 1 Daily beclomethasane main effect 066(044-099) 0033
Rescue beclomethasone main effect 084 (0:56-1.26) o280
6 Combined vs placebo 056 (0-32-0-96) 0.033 0066
L [ e Daily beclomethasane vs placebo 049 (0-28-085) o011 0033
""" Rescue beclomethasone vs placebo 062 (0.37-1-05) 0073 0073
0-4 *For palrwise comparisons, the hazard ratio s the group receiving beclomethasone compared with placebo. Hochberg
—— Combined adjusted pvalues ane for comparison with the placebo group.
---- Daily Table 2:Treatment effects
0-24 —— Rescue
- Placebo
0 T T T T T T T 1
0 50 100 150 200 250 300 350 400
Days
Number at risk
Combined 71 66 60 56 52 49 r'e
Daily 72 65 62 58 56 54 48
Rescue 71 66 56 49 48 47 39
Placcbo 74 59 52 43 40 38 35

Figure 2: Kaplan-Meier curves showing the time to first exacerbation

Lancet 2011; 377: 650-57




TREXA

Maintenance

Exacerbation Treatment failure Linear growth
frequency (2x pred in 6 mo)

compared to compared to placebo | compared to placebo +
placebo + prn + prn albuterol grp prn albuterol grp
albuterol grp (49%) | (23%)

P Bec Alb + Bec 31%, p=0.07 5.6%, p=0.012 1.1 cm less, p<0-0001
“Daily” Bec Alb + Placebo 28%, p=0.03 2.8%, p=0.009 1.1 cm less, p<0-0001
Rescue” S Alb + Bec 35%, p=0.07 8.5%, p=0.024 No different
Alb + Placebo 49% (ref) 23% (ref) ref

e

Bec = Beclomethasone

Alb=Albuterol

Lancet 2011, 377: 650-57

Why the controversy in ages 6-11...

to prevent exacerbations
and control symptoms

Other

controlleroptions

RELIEVER

pediatrics

STEP1

GINA recommends these 2 options as
Low dose ICS equivalent but in TREXA, ICS maint+SABA prn

taken whenever
SABA taken™; or

iy low dose 1CS was superior to ICS+SABA prn for time
- to exacerbations.

* CTS guidelines 2021 recommended against this approach in

* If recommending this off-label strategy, do not exceed the maximum
approved daily ICS dose




Wayne is started on low-dose ICS and returns for follow-up
6 months later with poor control. What is your next step?

* If poor compliance: e
* discuss with patient o [

 consider once daily ICS at equivalent dose | S=F =W -

* Otherwise, once compliance, technique, other
factors considered and ruled out:

* Step up therapy

Step-up from low dose ICS

Medium ICS* Refer to
(LTRA) specialist
ICS+LABA
Medium ICS JQULIT e
ICS+LTRA specialist
ICS+LABA* ICS+LABA & Refer to
(ICS+LTRA) LTRA or N
(Medium ICS) Tiotropium P

Bud/form SMART




You start Wayne on
Fluticasone-Salmeterol
125 mcg BID. At any age:

He asks if he should take Do not double ICS dose
“extra puffs” when he is in
the yellow zone?

>16 yo with history of
severe exacerbation:

® 4-5xICS dose x 7-14 days
® Bud/form: max4inhBIDx 7-14 d

(Yang et al, 2021)

Wayne is not adherent to BID
Fluticasone-Salmeterol and
asks if there is a once daily

inhaler he could use instead?
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(Van et al, 2020)

* PRN SABA only for those with no risk factors

* PRN bud-form (Symbicort) is suggested for
>12 yo with mild asthma with poor
adherence to daily ICS

* PRN ICS with SABA is not supported by CTS
* No indication to double ICS dose in yellow

MeSSages zone but can quadruple if > 16 yo

* For patients with poor control secondary to
poor adherence, consider once daily options
at equivalent doses

Take-home




Thank you!
Questions?




