





Table 3. COPD Taxonomy (Etiotypes)
	Classification
	Description

	Genetically determined COPD
(COPD-G)
	Alpha-1 antitrypsin deficiency (AATD)
Other genetic variants with smaller effects acting in combination

	COPD due to abnormal lung development
(COPD-D)
	Early life events, including premature birth and low birthweight, among others

	Environmental COPD

	
	Cigarette smoking (COPD-C)
	
	· Exposure to tobacco smoke, including in utero or via passive smoking
· Vaping or e-cigarette use
· Cannabis 

	
	Biomass and pollution exposure COPD (COPD-P)
	
	Exposure to household pollution, ambient air pollution, wildfire smoke, occupational hazards

	COPD due to infections (COPD-I)
	Childhood infections, tuberculosis-associated COPD, WHIV-associated COPD 

	COPD & asthma (COPD-A)
	Particularly childhood asthma

	COPD of unknown cause (COPD-U)
	

	From: Global Initiative for Chronic Obstructive Lung Disease 2023 Report









	[bookmark: _Hlk93413434]Tests
	Screen
	Baseline Assessment
	HFNT Device measurements (daily)
	Control group device measurements
	Phone visit at day 7 
(± 5 days
	Phone visits day 15 each month without a scheduled clinic visit
	Clinic Visit month 3
	Follow-up
Clinic Visits months 6, 18*, and 24*
	12 months and/or Final visit

	Obtain informed consent
	X
	
	
	
	
	
	
	
	

	Medical history
	X
	X
	
	
	X
	X
	X
	X
	X

	Physical exam
	
	X
	
	
	
	
	X
	X
	X

	Exacerbation and hospitalization history
	X
	X
	
	
	X
	X
	
X
	X
	X

	Vital signs, BMI
	X
	
	
	
	
	
	X
	X
	X

	SpO2**, HR
	
	
	X
	X
	
	
	
	
	

	Respiratory Rate
	
	
	X
	
	
	
	
	
	

	Diary card
	
	X
	X
	X
	
	
	
	
	

	Medication history
	
	X
	
	
	X
	X
	X
	X
	X

	Smoking history
	X
	
	
	
	X
	X
	X
	X
	X

	Spirometry
	X
	
	
	
	
	
	
	X
	X

	Blood gases** (both venous and arterial) 
	X
	
	
	
	
	
	
	
	

	Blood gases**
(Arterial preferred but venous at least)
	
	
	
	
	
	
	

	X
	X

	Blood pregnancy test (Women of child-bearing potential)
	
	X
	
	
	
	
	
	
	

	COPD Assessment Test
	X
	
	
	
	
	X
	X
	X
	X

	Medical Research Council dyspnea score (mMRC)
	X
	`
	
	
	
	
	X
	X
	X

	STOPBang Questionnaire
	X
	
	
	
	
	
	
	
	

	Pittsburgh Sleep Quality Index
	
	X
	
	
	
	
	
	X
	X

	SF–12 (Quality of Life)
	
	X
	
	
	
	
	
	X
	X

	Severe Respiratory Insufficiency Questionnaire
	
	X
	
	
	
	
	
	X
	X

	St. George’s Respiratory Questionnaire
	
	X
	
	
	
	
	
	X
	X

	EQ–5D (Quality of Life)
	
	X
	
	
	
	
	
	X
	X

	Baseline Dyspnea Index
	
	X
	
	
	
	
	
	
	

	Transitional Dyspnea Index
	
	
	
	
	
	
	X
	X
	X

	6 Minute Walk Distance
	
	X
	
	
	
	
	
	X
	X

	BODE
	
	X
	
	
	
	
	
	X
	X

	Patient stipend
	
	X
	
	
	
	
	X
	X
	X

	Randomization
	
	X
	
	
	
	
	
	
	

	Adverse events
	
	
	
	
	X
	X
	X
	X
	X

	HFNT compliance assessment 
	
	
	X
	
	X
	X
	X
	X
	X

	*only for participants being followed during the active recruitment period
**Supplemental oxygen should be removed for at least 10 minutes prior to collecting SpO2 and blood gas measures


Table 4. Schedule of Activities
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Table 5.  Efficacy assessments

		Efficacy measure

		Determination of efficacy



		SpO2, HR, Respiratory Rate

		Increased SpO2, reduced respiratory rate, reduced heart rate



		Spirometry

		Increase in FEV1 percent predicted by 100 ml or 12%



		Blood Gases (arterial or venous)

		Reduction in pCO2



		COPD Assessment Test

		2 point decrease in test score



		Medical Research Council dyspnea score

		Reduction in dyspnea score



		Pittsburgh Sleep Quality Index

		≥ 3 point improvement in score



		SF–12 (Quality of Life)

		> 7 point improvement



		Severe Respiratory Insufficiency Questionnaire

		≥ 4.5 point improvement



		St. George’s Respiratory Questionnaire

		> 4 unit reduction in total score



		EQ–5D (Quality of Life)

		> 0.028



		Transitional Dyspnea Index

		> 1 unit reduction



		6 Minute Walk Distance

		> 26 meters increase



		Acute exacerbation of COPD 

		Episodes of worsening of COPD symptoms requiring treatment with antibiotics or corticosteroids



		Hospitalization/death

		# of unscheduled hospitalizations/deaths



		BODE Index

		≥ 1 point reduction
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Table 6. COPD Symptom Reports

Question Response1 Response 2 Response 3 Response 4 Response 5
How difficult is your Easy A little Moderate Very Extrememly
breathing?
How much sputum did No sputum 1teaspoon 2 teaspoons 3 teaspoons 3+
you produce? (low) teaspoons
How thick is your No sputum Watery Thin Thick Very thick
sputum?
What color is your Clear/gray Yellow Green Dark green Brown
sputum? (set1)
How severe is your No cough A little Moderate Very Extremely
cough?
How tired do you feel? Not tired A little Moderate Very Extremely
How severe is your No wheeze A little Moderate Very Extremely
wheeze?
How is your chest No tightness A litte Moderate Very Extremely
tightness?
How congestedisyour  No congestion A little Moderate Very Extremely
nose?
How severe is your No fever A little Moderate Very Extremely
fever?
Are you using None Usual amount For a flare-up
antibiotics?
Are you using oral None Usual amount For a flare-up
steroids?
Are you using your No 1-3 doses 4-6 doses 7-9 doses 9+ doses

rescue inhaler or
nebulizer?
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Table 1

Rationale for non-significant risk device determination

The investigational device is: Y/N
(1) Intended as an implant and N
presents a potential for serious risk
to the health, safety, or welfare of a
subject;

(2) Purported or represented to be N
for use supporting or sustaining
human life and presents a potential
for serious risk to the health, safety,
or welfare of a subject;

(3) For a use of substantial N
importance in diagnosing, curing,
mitigating, or treating disease, or
otherwise preventing impairment of
human health and presents a
potential for serious risk to the
health, safety, or welfare of a
subject;

(4) Otherwise presents a potential N
for serious risk to the health, safety,
or welfare of a subject.
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Table 1

Rationale for non-significant risk device determination

		The investigational device is:

		Y/N



		(1) Intended as an implant and presents a potential for serious risk to the health, safety, or welfare of a subject;

		N



		(2) Purported or represented to be for use supporting or sustaining human life and presents a potential for serious risk to the health, safety, or welfare of a subject;

		N



		(3) For a use of substantial importance in diagnosing, curing, mitigating, or treating disease, or otherwise preventing impairment of human health and presents a potential for serious risk to the health, safety, or welfare of a subject;

		N



		(4) Otherwise presents a potential for serious risk to the health, safety, or welfare of a subject.

		N
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Table 2. Modified Eligibility Criteria

Inclusion criteria:

1.
2.

3.

10.
11.

12.

13.
14.

Provision of signed and dated informed consent form
Stated willingness to comply with all study procedures and availability for the duration of the
study
Male or female, aged 30 years or greater
FEV1/FVC of <70% and an FEV1 of < 80% (GOLD stages Il — IV, Grade E)
» Spirometry performed during the screening visit will be used to confirm GOLD stage. A
prior spirometric test within the past 6 months can be substituted if available.
MRC >2 or CAT > 10
Former smokers or current smokers and never-smokers are eligible for study inclusion
*  Current smokers must refrain from smoking when using supplemental oxygen or the
myAirvo-3 device
History of a severe COPD exacerbation requiring hospitalization in the previous six weeks
»  For the purposes of this study, patients admitted to a CMS-approved Acute Hospital
Care at Home Program (https://qualitynet.cms.gov/acute-hospital-care-at-home) will be
considered admitted to and discharged from the hospital on the days home care starts
and stops respectively.
COPD in a stable state after hospitalization defined as:

*  Clinically stable condition and have had no parenteral therapy for 24 hours.

*  Inhaled bronchodilators are required less than every four hours unless being used at
that frequency prior to the qualifying hospitalization.

*  Oxygen delivery has ceased for 24 hours (unless home oxygen is indicated).

»  If previously able, the patient is ambulating safely and independently, and performing
activities of daily living.

*  The patient can eat and sleep without significant episodes of dyspnea.

*  The patient or caregiver understands and can administer medications.

*  Follow-up and home care arrangements (e.g., home oxygen, homecare, Meals on
Wheels, community nurse, allied health, GP, specialist) have been completed.

Willing to adhere to the daily use of the myAirvo 3 regimen for at least 8 hours each day
preferably at night following being shown and using the device

Willing to record daily symptoms and pulse oximetry and heart rate on daily basis

For females of reproductive potential: use of highly effective contraception for at least 1
month prior to screening and agreement to use such a method during study participation
Highly effective contraception is defined as:

*  Atubal ligation:

*  An approved hormonal contraceptive such as oral contraceptives, emergency
contraception used as directed, patches, implants, injections, rings or intrauterine
devices

Able to read and communicate in English or French Canadian

Have a home environment suitable for myAirvo 3 use.

Agreement to adhere to Lifestyle Considerations (see section 5.3) throughout study duration —
refraining from smoking while receiving supplemental oxygen or the myAirvo-3 device.

Exclusion criteria:
An individual who meets any of the following criteria will be excluded from participation in this study:

1.

2.
3.
4.

Current self-reported chronic use of positive airway pressure (PAP) therapy; continuous
positive airway pressure (CPAP), or non-invasive positive pressure ventilation (NPPV)

A STOPBang Questionnaire score > 5*

Pregnancy or lactation

Treatment with another investigational drug or other intervention within the previous 30 days
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2.  Stated willingness to comply with all study procedures and availability for the duration of the 

study  
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Table 2.  Modified Eligibility Criteria

Inclusion criteria:

1. Provision of signed and dated informed consent form

2. Stated willingness to comply with all study procedures and availability for the duration of the study 

3. Male or female, aged 30 years or greater

4. FEV1/FVC of < 70% and an FEV1 of < 80% (GOLD stages II – IV, Grade E) 

•	Spirometry performed during the screening visit will be used to confirm GOLD stage. A prior spirometric test within the past 6 months can be substituted if available.

5. MRC ≥ 2 or CAT ≥ 10

6. Former smokers or current smokers and never-smokers are eligible for study inclusion

•	Current smokers must refrain from smoking when using supplemental oxygen or the myAirvo-3 device

7. History of a severe COPD exacerbation requiring hospitalization in the previous six weeks 

•	For the purposes of this study, patients admitted to a CMS-approved Acute Hospital Care at Home Program (https://qualitynet.cms.gov/acute-hospital-care-at-home) will be considered admitted to and discharged from the hospital on the days home care starts and stops respectively.

8. COPD in a stable state after hospitalization defined as:

•	Clinically stable condition and have had no parenteral therapy for 24 hours.

•	Inhaled bronchodilators are required less than every four hours unless being used at that frequency prior to the qualifying hospitalization.

•	Oxygen delivery has ceased for 24 hours (unless home oxygen is indicated).

•	If previously able, the patient is ambulating safely and independently, and performing activities of daily living.

•	The patient can eat and sleep without significant episodes of dyspnea.

•	The patient or caregiver understands and can administer medications.

•	Follow-up and home care arrangements (e.g., home oxygen, homecare, Meals on Wheels, community nurse, allied health, GP, specialist) have been completed.

9. Willing to adhere to the daily use of the myAirvo 3 regimen for at least 8 hours each day preferably at night following being shown and using the device

10. Willing to record daily symptoms and pulse oximetry and heart rate on daily basis 

11. For females of reproductive potential: use of highly effective contraception for at least 1 month prior to screening and agreement to use such a method during study participation 

Highly effective contraception is defined as:

•	A tubal ligation: 

•	An approved hormonal contraceptive such as oral contraceptives, emergency contraception used as directed, patches, implants, injections, rings or intrauterine devices

12. Able to read and communicate in English or French Canadian

13. Have a home environment suitable for myAirvo 3 use.

14. Agreement to adhere to Lifestyle Considerations (see section 5.3) throughout study duration – refraining from smoking while receiving supplemental oxygen or the myAirvo-3 device.



Exclusion criteria:

An individual who meets any of the following criteria will be excluded from participation in this study:

1. Current self-reported chronic use of positive airway pressure (PAP) therapy; continuous positive airway pressure (CPAP), or non-invasive positive pressure ventilation (NPPV)

2. A STOPBang Questionnaire score > 5*

3. Pregnancy or lactation

4. Treatment with another investigational drug or other intervention within the previous 30 days

5. Life expectancy less than 12 months due to COPD or other comorbid condition.

6. Recent upper airway surgery (within the previous month)

7. Recent head or neck trauma (within the previous month)

8. Inability to tolerate nasal prongs.

9. Requirement of oxygen greater than 15 L/min 

*subjects with a STOPBang questionnaire score of > 5 may be eligible if a recent sleep study (within the previous 3 months) shows the absence of obstructive sleep apnea or the subject has, or is at risk of OSA, but refuses to use an OSA device and all other eligibility criteria are met.
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Table 5.

Efficacy assessments

Efficacy measure

Determination of efficacy

SpOy, HR, Respiratory Rate

Increased SpOy, reduced respiratory rate, reduced heart rate

Spirometry Increase in FEV1 percent predicted by 100 ml or 12%
Blood Gases (arterial or venous) Reduction in pCO;
COPD Assessment Test 2 point decrease in test score

Medical Research Council dyspnea score

Reduction in dyspnea score

Pittsburgh Sleep Quality Index

2 3 point improvement in score

SF-12 (Quality of Life)

> 7 point improvement

Severe Respiratory Insufficiency Questionnaire

> 4.5 point improvement

St. George’s Respiratory Questionnaire

> 4 unit reduction in total score

EQ-5D (Quality of Life)

>0.028

Transitional Dyspnea Index

> 1 unit reduction

6 Minute Walk Distance

> 26 meters increase

Acute exacerbation of COPD

Episodes of worsening of COPD symptoms requiring treatment
with antibiotics or corticosteroids

Hospitalization/death

# of unscheduled hospitalizations/deaths

BODE Index

> 1 point reduction











