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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

In the matter of Application Serial No.: 85/806,379

Filed: December 19, 2012

For the mark: HOLAIRA

Published in the Trademark Official Gazette on December 3, 2013

Boston Scientific Corporation and Opposition No. 91215699
Asthmatx, Inc.
Opposers,
AFFIDAVIT OF
V. DENNIS HANSEN

Holaira, Inc.

Applicant.

STATE OF MINNESOTA )
) ss.
COUNTY OF HENNEPIN )

Dennis Hansen, being first duly sworn and warned that willful false statements and the
like so made are punishable by fine, or imprisonment, or both, under 18 U.S.C. § 1001, and that

such willful false statements and the like may jeopardize the validity of this document, states the

following:

1. I am an attorney representing Holaira, Inc. (“Applicant”) in the above-captioned
matter (“Opposition”). |

2. The information contained in this Affidavit is Based upon my personal
knowledge.

3. Boston Scientific Corp. and Asthmatix, Inc. (“Opposers”) and Applicant entered
into a stipulation regarding the submission of evidence in the Opposition (the “Stipulation”),

which was executed by Opposers and Applicant on March 3, 2015 and March 6, 2015,



respectively. A copy of the Stipulation was submitted by Opposers as Exhibit 25 to the Affidavit
of Timothy D. Sitzmann.

4. The Parties stipulated that the following documents may be admitted into
evidence through declaration as reflected in the Stipulation.

5. Attached as Exhibit 82 is a true and correct copy of a document entitled “Answer”
and produced at BSC000727 — BSC000731.

6. Attached as Exhibit 83 is a true and correct copy of a document entitled “Alair
Directions For Use” and produced at BSC000662 — BSC000675.

7. Attached as Exhibit 84Ais a true and correct copy of a document entitled “Alair™
Bronchial Thermoplasty Radiofrequency Controller Model ATS 200 Operator’s Manual” and
produced at BSC000677 — BSC000692.

8. Attached as Exhibit 85 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000794.

9. Attached as Exhibit 86 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000797 — BSC000799.

10.  Attached as Exhibit 87 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000803 — BSC000805.

11.  Attached as Exhibit 88 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000812 — BSC000813.

12.  Attached as Exhibit 89 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000814 — BSC000816.

13.  Attached as Exhibit 90 is a true and correct copy of a screenshot of the

‘BTforAsthma website produced at BSC000817 — BSC000818.



14.  Attached as Exhibit 91 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000819 — BSC000821.

15.  Attached as Exhibit 92 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000822 - BSC000824.

16.  Attached as Exhibit 93 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000825 — BSC000827.

17.  Attached as Exhibit 94 is a true and correct copy of a screenshot of the
BTforAsthma website produced at BSC000828 — BSC000829.

18.  Attached as Exhibit 95 is a true and correct copy of a document entitled “A New
‘Procedure for Severe Asthma” and produced at BSC000558 — BSC000569.

19.  Attached as Exhibit 96 is a true and correct copy of a document entitled
“Stratagem Healthcare Communications — Asthmatx” and produced at BSC000623 -
BSC000643, (SUBMITTED UNDER SEAL).

20.  Attached as Exhibit 97 is a true and correct copy of a document entitled
“Trademark Search Report” and produced at BSC000454 — BSC000548.

21.  Attached as Exhibit 98 is a true and correct copy of a document entitled
“Trademark Coexistence Agreement” and produced at BSC000031 _ BSC000063,

(SUBMITTED UNDER SEAL).



FURTHER YOUR AFFAIANT SAYETH NOT

/
Dated: July 6, 2015 /-»

Detfnis Hansel{
Subscribed and sworn to before me
this 6™ day of July, 2015.

Ay /szvf//?m

Notary Public




IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

In the matter of Application Serial No.: 85/806,379

Filed: December 19, 2012

For the mark: HOLAIRA

Published in the Trademark Official Gazette on December 3, 2013

Boston Scientific Corporation and Opposition No. 91215699
Asthmatx, Inc.
Opposers,
: AFFIDAVIT OF SERVICE
V. BY UNITED STATES MAIL

Holaira, Inc.

Applicant.

STATE OF MINNESOTA )
) 8.

COUNTY OF HENNEPIN )

Kathleen Peterson, being first duly sworn upon oath, states that on July 6, 2015, she

served the attached:

1. Affidavit of Dennis Hansen (with Exhibits)

upon the within named counsel by United States Mail, using an envelope addressed as set forth

- below, with postage prepaid, and depositing the same in the United States Mail at Minneapolis,

Minnesota:



Timothy D. Sitzmann, Esq.
Stephen R. Baird, Esq

Bradley J. Walz, Esq.
Winthrop & Weinstine
Capella Tower, Suite 3500
225 South Sixth Street
Minneapolis, MN 55402-4629

Attorneys for Opposers

KATHIEEN PETERSON

Subscribed and sworn to before
this 6th day of July, 2015

Ko [ Bt

Notary Public — State of Minnesota

KRIS K. SCOTT

Notary Public-Minnesota
it > My Commission Expires Jan 81, 2020
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

Proceeding 92051129
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ASTHMATX, INC.

Correspondence ASTHMATX, INC.

Address 888 Ross Drive, 1st Floor
Sunnyvale, CA 94089
UNITED STATES
Iperry@perryip.com

Submission Answer

Filer's Name E. Lynn Perry

Filer's e-mail Iperry@perryip.com

Signature lelp/
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE
BEFORE THE TRADEMARK TRIAL AND APPEAL BOARD

ALERE MEDICAL CORPORATION, )  Cancellation No. 92051129
)
Petitioner, )
) Mark: ALAIR
V. )  Reg. Nos. 2856168 and 3380080
)
ASTHMATX, INC,, )
)
Respondent. )
)
ANSWER

ASTHMATX, INC., Respondent, hercby answers the Petition to Cancel filed by ALERE
MEDICAL CORPORATION, Petitioner, as follows. Respondent is without sufficient knowledge
or information concerning the corporate status and place of business of Petitioner, and on that
basis denies the same, and denies that Petitioner is or would be damaged by registration of ALAIR

Reg. Nos. 2856168 and 3380080 (the “Registrations™). Further answering, Respondent alleges:

1. Respondent admits the allegations in paragraph 1 of the Petition.
2. Respondent admits the allegations in paragraph 2 of the Petition.
3. Respondent is without knowledge or information sufficient to form a belief as to

the truth or falsity of the allegations contained in paragraph 3 of the Petition, and on that basis
denies the same.

4, Respondent is without knowledge or information sufficient to form a belief as to
the truth or falsity of the allegations contained in paragraph 4 of the Petition, and on that basis
denies the same.

5. Respondent admits that copies of print-outs from the USPTO TARR, TESS, and
Assignment databases for Reg. Nos. 2659940 and 3530814 are attached to the Petition.

Respondent is without knowledge or information sufficient to form a belief as to the truth or

-1-

ANSWER
Attorney Docket No. 6067-4
Cancellation No. 92051129
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falsity of the remaining allegations contained in paragraph 5 of the Petition, and on that basis
denies the same.

6. Respondent is without knowledge or information sufficient to form a belief as to
the truth or falsity of the allegations contained in paragraph 6 of the Petition, and on that basis
denies the same.

7. Respondent is without knowledge or information sufficient to form a belief as to
the truth or falsity of the allegations contained in paragraph 8 of the Petition, and on that basis
denies the same.

8. Respondent is without knowledge or information sufficient to form a belief as to
the truth or falsity of the allegations contained in paragraph 8 of the Petition, and on that basis
denies the same.

9. Respondent denies the allegations contained in paragraph 9 of the Petition.

10.  Respondent denies the allegations contained in paragraph 10 of the Petition.

11.  Respondent denies the allegations contained in paragraph 11 of the Petition.
AFFIRMATIVE DEFENSES

1. The Petition fails to state a claim upon which relief can be granted.

2. The marks themselves and the goods and services to which they are applied are

sufficiently different that there is no likelihood of confusion.

3. There is no likelihood of confusion because the parties’ marks have co-existed for
several years with no actual confusion.

4. On information and belief, Respondent used its mark ALAIR in connection with
medical devices and related services in relation to pulmonary diseases prior to any such use by
Petitioner, so Respondent has priority over Petitioner. Therefore, the Petition fails due to lack of

superior rights.

5. Petitioner lacks standing because there is no basis for Petitioner’s belief that it is
damaged by Respondent’s registrations. D
ANSWER

Attorney Docket No. 6067-4
Cancellation No. 92051129
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6. Petitioner is estopped from prevailing in this action by the equitable defense of

laches.

7. Petitioner is estopped from prevailing in this action by the equitable defense of
acquiescence.

8. Petitioner is estopped from prevailing in this action by the equitable defense of

unclean hands in that Petitioner’s sole purpose in filing the Petition is to stop Respondent’s Reg.
No. 2856168 from becoming incontestable and to use the Petition as leverage concerning non-U.S.
matters.

WHEREFORE, Respondent prays that the Cancellation be dismissed with prejudice.

Respectfully submitted,

E. Lynn Perry
Attorneys for Respondent
ASTHMATX, INC.
Perry IP Group ALC
4 Embarcadero Center
39" Floor
San Francisco, CA 94111
415-398-6300 (tel.)
415-398-6306 (fax)
-3-
ANSWER

Attorney Docket No. 6067-4
Cancellation No. 92051129

BSC000730



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

CERTIFICATE OF SERVICE BY MAIL

I am over the age of 18 and not a party to the within action. I am employed in the County
of San Francisco, State of California by Perry IP Group ALC. My business address is 4
Embarcadero Center, 39" Floor, San Francisco, California 94111.

On the date indicated below, I served the following entitled document:

ANSWER

by placing a true and correct copy thereof in a sealed envelope addressed as follows:

Charles E. Weinstein, Esq.
Foley Hoag LLP

Seaport West

155 Seaport Boulevard
Boston, MA 02210-2600

I am readily familiar with the firm’s business practice for collection and processing of
correspondence for mailing with the United States Postal Service. On this day, I placed for
collection and processing the above document to be deposited with the United States Postal
Service in the ordinary course of business. And in the ordinary course of the firm’s business, such
correspondence is deposited with the United States Postal Service the same day that it is collected.

I declare under penalty of perjury under the laws of the United States of America that the
foregoing is true and correct.

Executed on September 1, 2009 at San Francisco, California.

U

E. Lynn Perry

A4-

ANSWER
Attorney Docket No. 6067-4
Cancellation No. 92051129
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Bronchial Thermoplasty Catheter

Directions for Use 3

Boston Scientific {(Master Brand DFU Template 8in x 8in Global, 90106041AL), DFU, MB, Alair Catheter, Canada/Mexico, 90723943-01C
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ALAIR™

Bronchial Thermoplasty Catheter

B ONLY

Caution: Federal Law (USA) restricts this device to sale by or on the order of
a physician.

A

2

FOR PROFESSIONAL USE ONLY

The Alair Catheter must be used by a physician who has training and experience
in performing bronchoscopic procedures.

WARNING

Contents supplied STERILE using a Radiation process. Do not use if sterile
barrier is damaged. If damage is found, call your Boston Scientific Corporation
(BSC) representative.

For single use only. Do not reuse, reprocess or resterilize. Reuse, reprocessing
or resterilization may compromise the structural integrity of the device and/or
lead to device failure which, in turn, may result in patient injury, illness or death.
Reuse, reprocessing or resterilization may also create a risk of contamination of
the device and/or cause patient infection or cross-infection, including, but not
limited to, the transmission of infectious disease(s) from one patient to another.
Contamination of the device may lead to injury, iliness or death of the patient.

After use, dispose of product and packaging in accordance with hospital,
administrative and/or local government policy.

ALAIR BRONCHIAL THERMOPLASTY SYSTEM DESCRIPTION

Figure 1. The Alair Bronchial Thermoplasty System

The Alair Bronchial Thermoplasty System (“Alair System”), manufactured by Boston
Scientific Corporation, consists of the Alair Catheter and the Alair Controller System,
as described below:

Alair Catheter: The Alair Catheter Model ATS 2-5 (“Catheter”) is provided sterile
and is a SINGLE-USE ONLY, disposable device. The Catheter delivers energy from
the Controller to the desired site in the airway and relays temperature feedback to
the Controller. The Alair Catheter Model ATS 2-5 is designed to be used with the
Alair RF Controller Model ATS 200.

Alair Controller System

Alair Radiofrequency (RF) Controller: The Alair RF Controller Model ATS 200
{“Controller”) is designed to provide controlled delivery of RF energy to the
Alair Catheter. Energy from the Controller is delivered to the Catheter through
the electrical cable attached to the proximal end of the Catheter handle.
Actual power delivered is automatically modulated by the Controller based on
temperature control algorithms. The Controller delivers low-power, temperature
controlled RF energy to the airway at a predetermined temperature setting for a
predetermined time period. The Controller incorporates hardware and software
features that limit current, voltage, power, energy, time and temperature
during each application of RF energy. The Controller is not intended to come in
contact with the patient and therefore is not provided as a sterile device. For
information on the installation, use, and other technical specifications, please
read the Alair Radiofrequency Controller Operator's Manual for Model ATS 200.

Footswitch: The Controller is used with a footswitch that allows the operator to
start and stop the delivery of RF energy. The Controller is designed to be used with
the compatible footswitch provided by BSC. The footswitch is not intended to come
into contact with the patient and therefore is not provided as a sterile device.

Patient Return Electrode: The Controller is designed to be used with a gel-type
patient return electrode that is compliant with the applicable portions of IEC
60601-2-2 and/or CE marked. The patient return electrode is used to complete
the return path for the electrical current. Use only patient return electrodes
indicated for use with adults or patients weighing more than 15 kg (33 Ibs).
Examples of acceptable patient return electrodes include Valleylab™ E7506
and ConMed™ 51-7310. Follow the directions for use (DFU) packaged with the
patient return electrode

Contents
One (1) ALAIR Catheter Model ATS 2-5

INDICATION FOR USE

The Alair Bronchial Thermoplasty System is indicated for the treatment of severe
persistent asthma in patients 18 years and older whose asthma is not well
controlled with inhaled corticostercids and long acting beta agonists.

BRONCHOSCOPE REQUIREMENTS

The Catheter is designed to be used with high-frequency compatible flexible
bronchoscopes that have a minimum 2.0 mm working channel, and recommended
5.3 mm or less outer diameter.

MECHANISM OF ACTION

Airway smooth muscle (ASM) consists of muscle tissue within the airway walls
in the lung. Contraction of the ASM is a main cause of airway constriction that
leads to difficulty in breathing during asthma attacks. Severe asthma patients also
experience an increase in ASM mass. This increase, together with inflammation
of the airways, combines to thicken airway walls, which decreases the inside
diameter of the airways when the ASM contracts. The resulting decrease in
airway diameter causes increased resistance to airflow and further contributes
to difficulty in breathing during asthma attacks.

Black (K) AE <56.0
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The Alair™ System is used to deliver thermal energy to the airway wall, to
heat the tissue in a controlled manner in order to reduce ASM mass. Bronchial
thermoplasty is intended to reduce, debulk, or partially eliminate smooth muscle
tissue. In preclinical studies (Danek et al. 2004', Brown et al. 20052, the reduction of
ASM has been shown to decrease the ability of the airways to constrict/contract,
reduce resistance to airflow and responsiveness of the airway, and increase the
resting diameter of the airway.

A
CONTRAINDICATIONS /1
Patients with the following conditions should not be treated:

* Presence of a pacemaker, internal defibrillator, or other implantable
electronic devices,

¢ Known sensitivity to medications required to perform bronchoscopy,
including lidocaine, atropine, and benzodiazepines,

¢ Patients previously treated with the Alair System should not be retreated in
the same area(s). No clinical data are available studying the safety and/or
effectiveness of repeat treatments.

Patients should not be treated while the following conditions are present:

¢ Active respiratory infection,

¢ Asthma exacerbation or changing dose of systemic corticosteroids for
asthma (up or down) in the past 14 days,

¢ Known coagulopathy,

¢ As with other bronchoscopic procedures, patients should stop taking
anticoagulants, antiplatelet agents, aspirin and NSAIDS before the
procedure with physician guidance.

WARNINGS

Read these directions for use in conjunction with the Alair RF Controller Model
ATS 200 Operator's Manual before using the Alair Bronchial Thermoplasty System.
Failure to follow any instructions or failure to heed any warnings or precautions
may resultin harm or injury to patient.

1 Prior to performing the procedure, ensure appropriate training, equipment,
medications and staff are in place to handle any potential bronchoscopic,
respiratory or anesthesia related emergencies. The Alair System should
only be used in a fully equipped bronchoscopy suite with access to full
resuscitation equipment to handle hemoptysis, pneumothorax, and other
respiratory complications including acute exacerbation of asthma and
respiratory failure requiring intubation.

2 Do not deliver energy if the Catheter's electrode array is in contact with a
metal object. This may result in harm or injury to the patient and/or operator.

3 Do not advance the Catheter within the bronchoscope if significant
resistance is felt, as this may result in harm or injury to the patient and/or
cause damage to the Catheter and/or bronchoscope.

4 Do not advance the Catheter into bronchi in which the Catheter cannot be seen
under bronchoscopic vision. Advancing the Catheter beyond this region may
cause patient harm or injury such as pneumothorax or pneumomediastinum.

5 Do not reposition the bronchoscope with the Catheter advanced beyond the
distal end of the bronchoscope as this may result in patient harm or injury.

Black (K) AE <56.0

6 Use of the Alair Catheter with a non-Alair Controller may result in harm or
injury to the patient and/or operator, or may result in product malfunction.

7 Do nottreat the right middle lobe because of the potential susceptibility of
the right middle lobe to transient obstruction as a result of inflammation or
edema due to certain anatomical characteristics. The narrow diameter of
the lobar bronchus and acute take-off angle may create poor conditions
of drainage that may cause patient harm or injury such as atelectasis or
difficulty in re-inflation (Right Middle Lobe Syndrome}).

8 No modification of this equipment is allowed.

PRECAUTIONS /1%

1 The Alair Catheter is provided sterile and is SINGLE USE ONLY. Do not use
the Catheter if the package is opened, torn, or damaged. Use of a Catheter
from damaged packaging may result in patient harm or injury. Do not re-
sterilize, reprocess or reuse the Catheter, as this may resultin patient harm
or injury, transmittal of infectious disease or product malfunction.

2 Do notuse the Catheter if it comes in contact with a surface that is not
aseptic (e.g. floor). This may result in patient infection.

3 Do notuse the Catheter ifitis damaged or irregular. Use of a damaged or
irregular Catheter may result in patient harm or injury.

4 Do notuse the Catheter if the marker bands are not visible (See Operational
Instructions, Figure 5).

5 Use care when handling the Catheter to avoid kinking the Catheter shaft.

6 Avoid deflecting the bronchoscope while the electrode array is within the
bend of the bronchoscope’s working channel as this may resultin damage
to the Catheter and failure of the Catheter to operate properly.

7 Before inserting or removing the Catheter from the bronchoscope, ensure
the electrode array is relaxed. Do not use the Catheter if the electrode
array does not expand or relax properly (See Operational Instructions,
Figures 6 and 7).

8 Before delivering energy, make certain that all electrodes are in contact
with the airway wall.

9 Caution should be taken in patients with the following conditions due to a
potential increased risk of adverse events that may be associated with the
procedure. Patients with these conditions were not studied in the pivotal trial
and the safety of Alair treatment for such patients has not been determined:

¢ Post-bronchodilator FEV; < 65% predicted.

¢ Qther respiratory diseases including emphysema, vocal cord
dysfunction, mechanical upper airway obstruction, cystic fibrosis or
uncontrolled obstructive sleep apnea.

¢ Use of short-acting bronchodilator in excess of 12 puffs per day within
48 hours of bronchoscopy (excluding prophylactic use for exercise).

¢ Use of oral corticosteroids in excess of 10 milligrams per day for asthma.

¢ Increased risk for adverse events associated with bronchoscopy or
anesthesia, such as pregnancy, insulin dependent diabetes, epilepsy or
other significant co-morbidities, such as uncontrolled coronary artery
disease, acute or chronic renal failure, and uncontrolled hypertension.

BSC000665



¢ Intubation for asthma, or ICU admission for asthma within the prior
24 months.

¢ Any of the following within the past 12 months:
i. 4 or more lower respiratory tract infections (LRTI)
ii. 3 or more hospitalizations for respiratory symptoms
iii. 4 or more OCS pulses for asthma exacerbation

10 The Alair™ System should only be used by clinicians who are experienced
in bronchoscopy and have undergone adequate training with the device.

11 The Alair System should only be used in patients stable encugh to undergo
bronchoscopy in the judgment of their clinician.

12 Follow local governing ordinances and your institution’s biohazard procedures
regarding disposal of the Alair Catheter and patient return electrode.

CLINICAL STUDIES
Objectives

The pivotal study was a multi-center, randomized, double-blind, sham-controlled
study to demonstrate the safety and effectiveness of the Alair Systemin a population
of subjects with severe asthma.

Effectiveness Endpoints

The primary effectiveness endpoint was the difference between treatment (Alair)
and control (Sham) groups in the change in the Asthma Quality of Life Questionnaire
(AQLQ) score between baseline and the average of 6-, 9-, and 12-month follow-up
visits {integrated AQLQ score). Other endpoints included: rates of severe asthma
exacerbations, proportions of patients with severe asthma exacerbations, and
days lost from work, school, or other daily activities due to asthma symptoms.
In addition, several safety endpoints were considered for effectiveness; these
endpoints included rates of asthma (multiple symptoms)* adverse events,
Unscheduled Physician Office visits for respiratory symptoms, Emergency Room
visits for respiratory symptoms, and Hospitalizations for respiratory symptoms.

* *Asthma {multiple symptoms)” is defined as occurrence or worsening of shortness of breath, wheeze,
cough, productive cough, or some combination of these.

Methods

Thiswas a multicenter, randomized (2 Alair, 1 Sham), double-blind, sham-controlled
clinical trial comparing the effects of treatment with the Alair System to a Sham
treatment in subjects that were optimized to conventional therapy of inhaled
corticosteroids (ICS) and long-acting {3,-agonists (LABA). All subjects included
in the Study were taking ICS (> 1000 pg beclomethasone or equivalent per day)
and LABA (> 100 pg salmeterol or equivalent per day), and were still symptomatic.
Subjects in the Alair and Sham groups were administered the Alair treatment
and Sham bronchoscopies, respectively, by an unblinded bronchoscopy team in
3 separate bronchoscopy sessions. Each bronchoscopy session was separated
by at least 3 weeks. All bronchoscopy sessions were administered under local
anesthesia with sedation. Subjects had follow-up visits with blinded asthma
assessment teams at 6-weeks, 12-weeks, 6-months, 9-months, and 12-months
after the final bronchoscopy session. All subjects were prescribed to take 50 mg
of oral prednisone or prednisolone (or equivalent) each day for 5 days covering the
3 days before the bronchoscopy session, the day of the bronchoscopy session,
and the day after the bronchoscopy session (prophylactic indication).

Statistical Plan

Primary and secondary endpoints, as well as adverse events were analyzed using
Bayesian statistics. The Posterior Probability of Superiority was calculated for the
primary and secondary endpoints, as well as safety outcomes.

Patient Population

Enroliment was limited to patients with severe persistent asthma who were still
symptomatic despite being managed on conventional therapy of high dose ICS and
LABA. Subjects may have been taking up to 10 milligrams of oral corticosteroids per
day. Study subjects were required to meet the following patient selection criteria:

Key Entry Criteria
Inclusion
1. Adult; age 18-65 years.

2. Asthma requiring regular maintenance medication that includes
inhaled corticosteroids {greater than 1000 ug beclomethasone
per day or equivalent) and long-acting 8,-agonists (at least 100 pg
salmeterol per day or equivalent), with or without other asthma
medications. Oral corticosteroids at a dosage of up to, but not greater
than 10 mg per day, or 20 mg every other day are acceptable.

3. Asthma Quality of Life Questionnaire Score during the Baseline Phase
of 6.25 or less.

4. Pre-bronchodilator forced expiratory volume in one second > 60%
predicted (after patients stabilized on inhaled corticosteroids and
long-acting B,-agonists during the Baseline Phase}.

5. Non-smoker x 1 year or greater (if former smoker, less than 10 pack
years total smoking history).

Exclusion

1. Post-bronchodilator FEV; < 65% predicted.

2. Three or more hospitalizations for exacerbations of asthma in the
previous year; OR a history of life-threatening asthma, defined by past
intubations for asthma, or intensive care unit admission for asthma
within the prior 24 months.

3. History of recurrent lower respiratory tract infection requiring
antibiotics (more than 3 in the past 12-Months).

4 History of recurrent oral steroid use for asthma (4 or more pulses of
oral steroids in the past 12-Months).

Demographics

Atotal of 297 subjects between the ages of 18 and 65 were enrolled and randomized
{2 Alair: 1 Sham) in this study. One hundred and ninety (190) subjects received
the Alair treatment and 98 subjects received the Sham control treatment (Intent-
to-Treat population). The Sham procedure was identical to the Alair procedure
except that no energy was delivered through the Catheter.
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There were no statistical differences in demographic measures between the Alair
and Sham groups. Subject demographics are described in Table 1.

Alair Sham
{n=190) (n=98)
Age (years) (Mean + SD) 41+12 41+12
Gender
Male 81(43%) 38(39%)
Female 109 (57%) 60 (61%)

Race/Ethnicity

Caucasian 151 (80%) 72 (74%)
African American / Black 19 (10%) 15 (15%)
Hispanic 6 (3%) 4 (4%)
Asian 4(2%) 1(1%)
Other 10 (5%) 6 (6%)
Height (cm) (Mean + SD) 167 +9 167 + 10
Weight (kg) (Mean + SD) 82+18 82+20

Table 1: Subject Demographics (Intent-to-Treat Population)
Effectiveness Results

Effectiveness analyses were performed for both the Intent-to-Treat (ITT)
population and Per-Protocol (PP) population. The ITT population consisted of all
randomized subjects who have been administered at least one bronchoscopy.
The PP population excluded all subjects in the ITT population who met any of the
following criteria:

* Have taken any interfering concomitant medications.
¢ Have undergone other interfering treatments.

«Did not attend one of the 6-, 9-, 12-month visits, with the exception of a
discontinuation from the Study due to an adverse eventrelated to
Study treatment.

¢ Had missed one or more bronchoscopy procedures.
Effectiveness Endpoints

Although the clinical study was powered only for the primary effectiveness
endpoint (see below), several effectiveness endpoints and safety endpoints
that could also be considered effectiveness endpoints demonstrated clinically
meaningful differences in favor of the Alair group compared to the Sham group. The
effectiveness endpoints were rates of severe asthma exacerbations, proportions
of patients with severe asthma exacerbations, and days lost from work, school, or
other daily activities due to asthma symptoms. The safety endpoints considered
for effectiveness were rates of asthma, emergency room visits for respiratory
symptoms, and hospitalization rates for respiratory symptoms.

Steroid Exacerbations® (Severe Exacerbations Requiring Systemic
Corticosteroids) (ITT Population)

During the Post-Treatment Phase, the severe exacerbation rate for the Steroid
Exacerbations was 0.48 exacerbations/subject/year in the Alair group and 0.70
exacerbations/subject/year in the Sham group [95% CI (Sham - Alair): -0.031, 0.520].
During the Post-Treatment Phase, the proportion of subjects experiencing Steroid
Exacerbations was 26% in the Alair group and 40% in the Sham group [95% ClI
(Sham - Alair): 2.1%, 25.1%].

Black (K) AE <56.0

Steroid Exacerbation rates (annualized rate) and proportion of patients experiencing
Severe Exacerbations for the Post-Treatment Phase are presented graphically in
Figure 2.

Severe Exacerbation Rates (Steroid)
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Figure 2: Severe Exacerbations during the Post-Treatment Phase

aSteroid Exacerhations = Exacerbations treated with oral or intravenous corticosteroids,
OR a doubling of the baseline inhaled corticostercid dose for at least 3 days, OR
any temporary increase in the dosage of oral corticosteroids for a subject taking
maintenance oral corticosteroids at Study entry.

Annualized rates of exacerbations per subject are extrapolated from the 46 week
Post-Treatment Phase from 6 weeks after the last bronchoscopy procedure to the
12 month follow-up visit.

Days Lost from Work, School, or Other Daily Activities due to Asthma Symptoms
(ITT Population)

During the Post-Treatment Phase, subjects in the Alair group lost an average
of 1.3 days/year/subject from work, school, or other daily activities due to
asthma symptoms, compared to the Sham group that lost 3.9 days/year/subject
{annualized rates per subject are extrapolated from the 46 week Post-Treatment
Phase from 6 weeks after the last bronchoscopy procedure to the 12 month
follow-up visit) [95% CI (Sham - Alair): 0.425, 6.397].

Safety Endpoints that Demonstrated Effectiveness

Measures such as Emergency Room visits and Hospitalizations for respiratory
symptoms are generally considered to be important measures of safety, especially
if an intervention results in an increase in the rate of one or more of these events.
However, these measures can also be considered important measures of
effectiveness if an intervention results in a measurable decrease in the rate of
one or more of these events. During longer-term follow-up (> 6 weeks after the last
Alair™ treatment), there was a reduction in asthma (multiple symptoms) adverse
events [95% Cl (Sham - Alair): -0.01, 0.001], Emergency Room visits for respiratory
symptoms [95% Cl (Sham - Alair): 0.1, 0.83], and Hospitalizations for respiratory
symptoms (event rate per group) [95% CI (Sham - Alair): 0.025, 0.172], presented
graphically in Figure 3.

There was a reduction in the proportion of subjects having asthma (multiple
symptoms) adverse events [95% Cl (Sham - Alair): 4.0%, 27.3%], and in the
proportion of subjects having Emergency Room visits for respiratory symptoms
in the Alair group (3.7% in the Alair group compared to 15.3% in the Sham group)
[95% CI (Sham - Alair): 4.6%, 19.7%].
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Safety Endpoints Demonstrating Effectiveness
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Figure 3: Safety Endpoints demonstrating Effectiveness (ITT Population)

Primary Effectiveness Endpoint — Integrated AQLQ Score

The difference between the Alair and Sham groups in the average change in AQLQ
score from Baseline at the 6-, 9-, and 12-month follow-up visits was 0.210 [95% Cl
{Alair - Sham): -0.025, 0.445]. The pre-specified Posterior Probability of Superiority for
the difference between the groups was 96.4%. For the ITT population, the difference
between the groups had a Posterior Probability of Superiority of 96.0%, and for the
PP population, the difference between the groups had a Posterior Probability of
Superiority of 97.9%, demonstrating an improvement in the Asthma Quality of Life
in the Alair group compared to Sham. The results for the change from Baseline of
the Integrated AQLQ score for the Intent-to-Treat and Per Protocol populations are
summarized in Table 2.

Difference Between Groups Posterior Probability

Population in Integrated AQLQ Score of Superiority
(Posterior Mean, 95% Cl} (%)
ITT (Intent-to-Treat) 0.210 96.0
{Alair N=190, Sham N=98) (-0.025, 0.445) :
PP (Per Protocol) 0.244
(Alair N=173, Sham N=95) (0.009, 0.478) 979

Table 2: Primary Effectiveness Endpoint: Integrated AQLQ Score

ADVERSE EVENTS IN PIVOTAL STUDY
Patient Population

The Alair™ System was evaluated in arandomized, double-blind, sham-controlled,
multi-center clinical study — the Asthma Intervention Research 2 (AIR2) Trial. A
total of 297 subjects with severe persistent asthma who were still symptomatic
despite being managed on conventional therapy of high dose ICS and LABA
were randomized — 196 subjects in the Alair group and 101 subjects in the Sham
group. (See the Clinical Data section for key entry criteria.) The Sham procedure
was identical to the Alair procedure except that no energy was delivered to the
Catheter in the sham procedure.

Safety analyses were performed for the Intent-to-Treat (ITT) population (288 subjects)
that consisted of all randomized subjects who have been administered at least
one bronchoscopy.

Observed Adverse Events

The safety of the Alair System was assessed by comparing adverse event profiles
of the Alair and Sham group subjects. Adverse event profiles are compared for
the Treatment Phase (day of first bronchoscopy procedure to 6 weeks after the
last bronchoscopy procedure) and Post-Treatment Phase (6 weeks after the last
bronchoscopy to the 12 month follow-up visit).

Adverse events (whether considered procedure-related or not procedure related
by the investigator) occurring with > 3% incidence in the Alair group are presented
for 288 patients in Table 3.

Treatment* Post-Treatment**
Adverse Event Alair Sham Alair Sham
{N=190) | (N=98) | (N=187) | (N=98)
% % % %
Average duration of period (days) 84 322
Ear, Nose, and Throat
Upper respiratory tract infection 20 1" 30 26
Nasopharyngitis 5 7 1" 5
Throat irritation 5 12 1 3
Viral upper respiratory tractinfection 4 2 6 7
Sinusitis 3 5 6 7
Acute Sinusitis 3 2 4 8
Pharyngolaryngeal pain 3 5 1 2
Allergic rhinitis 2 3 4 4
Rhinitis 2 0 4 6
Lower Respiratory
Asthma (Multiple Symptoms) 52 39 27 43
Wheezing 15 6 4 3
Chest pain 14 13 3 1
Cough 12 14 3 5
Dyspnea 1" 6 2 1
Chest discomfort 9 10 2 1
Lower respiratory tract infection 8 2 3 6
Productive cough 7 9 3 4
Atelectasis 5 0 0 0
Bronchitis 4 2 7 5
Hemoptysis 3 0 0 0
Neurology
Headaches 14 9 5 3
Anxiety 4 0 1 2
Gastrointestinal
Dyspepsia 4 2 2 4
Nausea 3 4 1 1
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Treatment* Post-Treatment**
Adverse Event Alair Sham Alair Sham
{N=190) | (N=98) | (N=187) | (N=98)
% % % %
Non-site specific
Influenza 4 2 4 12
Pyrexia (fever) 4 2 0 1
Other
Back pain 5 6 3 5
Hypertension 3 2 3 3
Urinary tract infection 1 1 3 1

Table 3: Adverse Events with > 3% Incidence (% of subjects) in the Alair Group

* Treatment phase represents adverse events reported between the first
bronchoscopy and 6-weeks post last bronchoscopy.

** Pgst-Treatment phase represents adverse events reported between 6-weeks
post last bronchoscopy and the 12 month visit.

Respiratory adverse events occurring in either the Treatment Phase or in the first
year Post-Treatment at a rate of < 3% and > 1% (whether considered procedure-
related or not procedure-related by the investigator) in the Alair group included
abnormal breath sounds, acute bronghitis, bronchial obstruction, bronchospasm,
discolored sputum (blood-tinged sputum), epistaxis, hypoxia, increased upper
airway secretion, nasal congestion, operative hemorrhage, pneumonia,
pulmonary congestion, rhinorrhea, viral lower respiratory tract infection, and
viral pharyngitis.

Non-respiratory adverse events occurring in either the Treatment Phase or in the
firstyear Post-Treatment at a rate of < 3% and > 1% (whether considered procedure-
related or not procedure-related by the investigator) in the Alair group included
abdominal pain, acne, allergic dermatitis, arthralgia, back injury, candidiasis,
conjunctivitis, cystitis, depression, diarrhea, dizziness, fatigue, food poisoning,
gastritis, gastroenteritis, gastroesophageal reflux disease, gastrointestinal infection,
heart palpitations, herpes simplex, hiccups, hyperglycemia, hypersensitivity,
hypotension, injury, insomnia, intervertebral disc protrusion, joint sprain, ligament
rupture, migraine, muscle strain, musculoskeletal pain, nephrolithiasis, oral
candidiasis, pain in extremity, peripheral edema, procedural pain, rash, skin
laceration, tendonitis, tonsillitis, tooth abscess, tooth extraction, tooth infection,
toothache, tremor, viral tonsillitis, and vomiting.

There may be other risks associated with the procedure and attendant anesthesia
and medications. Please consult the manufacturers” directions for use for the
equipment and medications used in association with the bronchial thermoplasty
procedure for relevant indications, warnings, precautions, and adverse events.

During the Treatment Phase in the AIR2 Trial, there was a transient increase in
respiratory adverse events, including asthma (multiple symptoms), upper respiratory
tract infection, atelectasis, lower respiratory tract infection, wheezing, hemoptysis,
and anxiety in the Alair group compared to the Sham group. There was a lower
incidence of throat irritation in the Alair group compared to the Sham group. There
were 7 instances of hemoptysis defined as > 5.0 mL (1.3% of bronchoscopies) of
which 2 occurred on the day of the procedure, 2 occurred within 3 days, 2 occurred
at 2 weeks, and one occurred on Day 31 after the procedure. The greatest amount
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of hemoptysis observed was a cumulative total of 150 mL that occurred over 5 days
and was treated with bronchial artery embolization.

During the Treatment Phase (~12 weeks period), the rate of Unscheduled
Physician Office visits (events / subject/ 12 weeks) in the Alair group was 0.230
comparedto 0.133 in the Sham group. The rate of Hospitalizations for respiratory
symptoms (events / subject / 12 weeks) was 0.086 in the Alair group compared
to 0.028 in the Sham group. The rate of Emergency Room visits for respiratory
symptoms (events / subject / 12 weeks) was 0.062 in the Alair group compared
t0 0.075 in the Sham group.

During the Post-Treatment Phase in the AIR2 Trial, there was a lower incidence of
respiratory symptoms in the Alair group compared to the Sham group, including
a 36% reduction in asthma (multiple symptoms) events and proportion of subjects
with asthma (multiple symptoms) events. There was also a lower incidence of
influenza, and a greater incidence of nasopharynagitis, in the Alair group compared
to the Sham group.

High Resolution Computed Tomography (HRCT) Results

In the 150 subjects (100 Alair group and 50 Sham group) assigned to HRCT scan
examinations, at 1-year, there were no difference in signs of gas trapping or
consolidation and there was no evidence of bronchiectasis. A difference was
seen in bronchial wall thickening without gas trapping which occurred only in the
Sham subjects (4%).

Summary of Clinical Findings

Results from the clinical study which evaluated the effectiveness and safety of the
Alair™ System in subjects with severe asthma demonstrated that Alair treatment
resulted in clinically significant reductions in severe exacerbations that required
systemic steroids, the percent of subjects experiencing the severe exacerbations,
the number of Emergency Room visits for respiratory symptoms, the percent
of subjects experiencing Emergency Room visits for respiratory symptoms,
Hospitalizations for respiratory symptoms, and days lost from school/work/
other daily activities due to asthma symptoms. Although bronchial thermoplasty
was associated with an increased rate of respiratory adverse events during the
Treatment Phase (primarily related to asthma), in the Post-Treatment Phase, a
smaller proportion of patients treated with bronchial thermoplasty experienced
respiratory adverse events, including asthma (multiple symptoms).

HOW SUPPLIED

The Alair Bronchial Thermoplasty System Catheter Model ATS 2-5is supplied sterile
and is for SINGLE USE ONLY. Do not re-sterilize, reprocess or reuse the Catheter, as
this may result in patient harm or injury, transmittal of infectious disease, or product
malfunction. Store in a cool, dry, dark place. Do not use if package is opened or
damaged. Do not use if labeling is incomplete or illegible. Rotate inventory so that
product is used prior to the expiration date on package label.

OPERATIONAL INSTRUCTIONS
Alair Catheter Inspection and Preparation
1. The Alair System should only be used by a physician trained in
bronchoscopy. These instructions do not explain bronchoscopic procedures.
2. Please read the Operator's Manual for the Alair RF Controller Model ATS
200 before beginning the procedure.

3. Visually inspect the package for damage before removing the Catheter
from the package. Do not use the Catheter if the package is damaged or
has been previously opened or torn.
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4. Aseptically remove the Catheter from the package tray and inspect for
any damage. The Catheter is packaged with the electrode array retracted
within the protective, removable orange-colored Catheter tip sheath.
Before use, remove the protective orange sheath. Inspect the Catheter
for any damage such as broken or crushed areas of the Catheter, sharp
or protruding edges at the distal tip, or any excessive bends or kinks in
the Catheter shaft. Do not use the Catheter if any damage or irregularity is

found. See Figure 4.

Figure 4. Alair™ Catheter in Tray

5. The distal portion of the Catheter shaft has marker bands that are spaced
5 mm apart to aid in the positioning of the Catheter electrode array. Do not

use the Catheter if the marker bands are not visible. See Figure 5.

Figure 5. Alair Catheter with its four Marker Bands, spaced 5 mm apart

6. Hold the Catheter handle in the palm of your hand, with the thumb and
forefinger just below the Alair logo. Then, squeeze the forward handle back
towards the back handle, ensuring that the electrode array expands properly.

Verify that the electrode array opens fully and evenly. See Figure 6.

U

Figure 6: Alair Catheter Electrode Array Expanded

7. Relax the electrode array by releasing the front handle. See Figure 7. Do not
use the Catheter if the electrode array does not expand or relax properly.

Figure 7: Alair Catheter Electrode Array Relaxed

Alair Bronchial Thermoplasty System Set-up and Operation

The Alair Catheter is intended to be used in conjunction with the Alair Controller.
Please read the Alair RF Controller Model ATS 200 Operator’s Manual before using
the Alair System.

Alair Radiofrequency
Controller

Footswitch

Patient Return
Electrode

Figure 8: Alair RF Controller Model ATS 200 set up

Consult the Alair RF Controller Model ATS 200 Operator’s Manual for specific
instructions on:

Controller Installation;

Controller Power-Up;

Connection of Components and Accessories;
Controller Modes;

Periodic Maintenance and Repair;
Troubleshooting; and

Technical Specifications.

Patient Preparation

1.

Administer prophylactic prednisone or equivalent at a dosage of 50 mg/day
for the 3 days before the procedure, the day of the procedure and the day
after the procedure to minimize post procedure inflammation.

Black (K) AE <56.0
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2. Pre-procedure spirometry: On the day of procedure, perform a post-
bronchodilator (BD) FEV; to assess patient stability pre and post procedure.

Pre-procedure FEV; value should be greater than or equal to 85% of
normal value.

. Verify the patient remains a good candidate for bronchoscopy under

moderate sedation prior to initiation of the procedure (Mayse et al 2007)°.
Postpone the procedure if any of the following conditions apply:

¢ Prescribed prednisone was not taken on the 3 days
before bronchoscopy.

¢ Sp0;is less than 90% on room air.
¢ Increase in asthma symptoms in last 48 hours requiring more than 4

puffs/day on average of rescue bronchodilator over pretreatment usage.

¢ Asthma exacerbation or changing dose of systemic corticosteroids for
asthma (up or down} in the past 14 days.

* Active respiratory infection, active allergic sinusitis, or other
clinical instability.

¢ Physician feels for any reason the procedure should be postponed.

. Prepare the patient for bronchoscopy. Administration of an antisialogogue

{glycopyrrolate or atropine) is recommended to reduce airway secretions
during procedure to improve visibility. Follow patient management
protocols according to staffing, training, and individual institution-specific
policies and guidelines for bronchoscopy.

. Place the patientreturn electrode securely on the patientin accordance

with manufacturer’s instructions.

. Introduce the flexible bronchoscope through the nose or mouth as

appropriate. See Figure 9 below.

3. Avoid deflecting the bronchoscope while the electrode array is within

the bend of the bronchoscope’s working channel as this could result in
damage to the Catheter and failure of the Catheter to operate properly.
See PRECAUTIONS.

. Advance the Catheter through the bronchoscope until the distal tip of

the Catheter shaftis in bronchoscopic view. If the device encounters
significant resistance during insertion, do not force it. In especially tortuous
anatomy it may be necessary to relax the bronchoscope’s deflection
mechanism until the device passes smoothly. See Figure 10 below.

Figure 10: Alair Catheter introduced through working channel of bronchoscope

5. Advance the Catheter to the targeted site under bronchoscopic vision.

Do not advance the Catheter into bronchiin which the Catheter cannot
be seen under bronchoscopic vision. Advancing the Catheter under such
conditions may result in pneumothorax, pneumomediastinum or other harm
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or injury to the patient. See WARNINGS.

6. Do not treat the right middle lobe because of the potential susceptibility of
the right middle lobe to transient obstruction as a result of inflammation or
edema due to certain anatomical characteristics. The narrow diameter of
the lobar bronchus and acute take-off angle may create poor conditions
of drainage that may cause patient harm or injury such as atelectasis or
difficulty in re-inflation (Right Middle Lobe Syndrome). See WARNINGS.

7. Do not reposition the bronchoscope with the Catheter advanced beyond
the distal end of the bronchoscope as this may result in harm or injury to
the patient. See WARNINGS.

8. Once at the targeted site, squeeze the handle together to expand the
electrode array partially so that the electrodes are close to or just
touching the targeted site. With the electrode array partially expanded,
adjust the axial position of the electrodes in the airway to position the
active electrodes (exposed 5 mm center region of the array electrodes)
as desired. Expand the array until all four electrodes firmly contact the
airway wall. Do not over-expand the electrode array as this may cause
one or more of electrodes to deploy inward or ‘invert’. In most cases,
contact with the airway wall will NOT require the Catheter handle to be
squeezed completely. If an electrode inverts, relax the electrode array
and then re-expand the array in a large, straight airway, confirming proper
deployment before returning to the area being treated.

. Proper contact of the electrodes with the airway wall should be confirmed
visually. See Figure 11.

Figure 9: Bronchoscope navigation into patient’s airways

7. Navigate the bronchoscope to the targeted site and position the
bronchoscope so that the targeted site is in bronchoscopic view.

Alair™ Catheter Use
1. Before inserting the Catheter into the bronchoscope, ensure the Catheter

is connected, the Controller is set up properly, and the electrode array
is relaxed.

2. Advance the Catheter into the bronchoscope working channel being g
careful not to kink the Catheter shaft. Kinking of the Catheter shaft could
resultin failure of the Catheter electrode array to open fully in tortuous
anatomy. See PRECAUTIONS.
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Bronchoscope

Figure 11: Alair™ Catheter in the Airway

10. Before delivering RF energy, make certain that all electrodes are in contact
with the airway wall. See PRECAUTIONS.

11. Deliver RF energy to the targeted region by pressing and releasing the
footswitch once. The Controller will deliver energy automatically according
to preset parameters for time, energy, power, and temperature.

12. To manually terminate RF energy delivery, if necessary, press and release
the footswitch again.

Note: The Controller will automatically shut off the RF energy if it detects
atypical energy delivery or temperature response.

13. The Controller is programmed to alert the user with both audible and
visual cues if re-deployment of the electrode array or replacement of the
Catheter is required. Please refer to the Alair RF Controller Model ATS 200
Operator's Manual for more detailed instructions on these audible sounds
and light displays.

Note: If RF energy delivery ends prematurely, it may be necessary to
re-deploy the electrode array and begin RF energy delivery again. If the
problem persists, replace the Catheter.

14. Reposition the Catheter and repeat the steps above making 5 mm
proximally placed contiguous treatments. The Catheter’s marker bands are
spaced 5 mm apart to assist with contiguous placement. See Figure 12.

Catheter placed
distally in airway,
electrode artay
oxpanded and
sontroiter activated

Etectrode aray
pastially colfapsed
and moved 5 mm
proximal to previous
activation

Electrode array
oartiatly coapssd
and moved 5mm
provimal to previcus
activation

Electrode array
expanded and
adjacent but not
overtapping activa-
tort completed

Lon comg:

Figure 12: Contiguous Placement and Activation

15.

It may be necessary to clean the electrode array if accumulated material on
the array impairs visibility. To clean the electrode array follow these steps:

¢ Remove the Catheter from the bronchoscope.

¢ Expand the electrode array and vigorously swish the electrode array in a
sterile container filled with ROOM TEMPERATURE saline.

e DO NOT CLEAN THE ARRAY WITH COLD SALINE as this may trigger the
Catheter failure alarm.

¢ |f further cleaning is necessary, wipe the array gently using a cotton
swab or gauze.

. Once the procedure is complete, relax the Catheter handle to relax the

electrode array before removing the Catheter from the bronchoscope

or before withdrawing the Catheter into the bronchoscope for airway
navigation. To manipulate the bronchoscope with the Catheter in the
working channel, withdraw the Catheter approximately 10 ¢cm into the
bronchoscope so the electrode array is proximal to the bend in the distal tip
of the bronchoscope.

. Once the treatment is complete, remove the Catheter from the

bronchoscope. Disconnect the Catheter from the Controller, and dispose of
the used Catheter per your institution’s bichazard procedures. Remove the
return electrode from the patient. Disconnect the patient return electrode
from the Controller, and dispose of the patient return electrode per your
institution’s bichazard procedures.

Post Procedure Care

1.

Follow appropriate institutional guidelines for post procedure care. Itis
recommended that patients should be carefully monitored and discharged
only after they are deemed to be stable and have adequate (comparable
to pre-procedure) lung function, mental status, and are able to adequately
take liquids.

. Recommended post procedure assessments are based on the criteria that

were used in clinical trials of bronchial thermoplasty (Mayse et al 2007)

and include:

¢ 2to 4 hour recovery/monitoring period following each procedure

¢ Spirometry, breath sounds, and vital signs (heart rate, blood pressure,
temperature, respiratory rate, pulse oximetry) before discharge

* Discharge if post bronchodilator FEV, is within 80% of the pre procedure
value and patient is feeling well

« Verify patient has gag reflex and is able to take liquids

+ Remind patient to take prophylactic prednisone or equivalent the day
following bronchoscopy

« Caution patient about the potential adverse events that they might
experience including hemoptysis, fever, cough, and worsening of
asthma symptoms. Patients should be advised to consult their physician
if they experience any of these adverse events, or asthma symptoms
that are not controlled by their reliever medications.

¢ Contact patient via phone calls at 1,2 and 7 days to assess post
procedure status

« Dffice visit at 2 to 3 weeks to assess clinical stability and schedule
subsequent bronchial thermoplasty procedures as appropriate
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MAINTENANCE AND TROUBLESHOOTING

¢ |fmucus builds up in the airways and obscures visualization, remove the
Catheter from the bronchoscope, provide irrigation with sterile saline, and
suction the resulting fluid from the airways.

¢ |fthe Catheter handle alarm (red light) appears on the Controller front panel
the Catheter should be replaced. The only exception to this instruction
occurs if the Catheter electrode array has been exposed to a low (<16 °C)
temperature. In these limited cases (e.g., cleaning the array in iced saline
or exposing a wet array to cold air resulting in evaporative cooling) the
electrode array should be returned to room temperature and the Catheter
connector should be unplugged and re-connected to the Controller. If the
Catheter handle alarm persists, replace the Catheter and continue with the
bronchial thermoplasty procedure.

¢ [fthe electrode array does not expand or relax properly, remove the
Catheter from the bronchoscope and squeeze and relax the Catheter
handle to visually confirm that the electrode array is functioning properly.
If it is not functioning properly, replace the Catheter and continue with the
bronchial thermoplasty procedure.

¢ Ifyou are alerted to auditory or visual cues from the Controller, consult the
Alair™ Bronchial Thermoplasty RF Controller Model ATS 200 Operator's
Manual for operating and troubleshooting guidelines for the Controller.

¢ [f an electrode inverts, relax the electrode array and then re-expand the
array in a large, straight airway, confirming proper deployment before
returning to the area being treated. In most cases, contact with the airway
wall will NOT require the Catheter handle to be squeezed completely.
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NO IMPLIED LICENSE

The purchase of the Alair Catheter does not grant a license, either expressly, by
implication, estoppel or otherwise under any Boston Scientific patent right or
patent covering or relating to any method or process in which the Alair Catheter
might be used. An implied license only exists for the Alair Catheter used in
conjunction with the Alair ATS 200 Controller. Nothing herein shall be construed
as right or license to (a) make, use, sell, offer to sell, import, lease or distribute
the Alair Catheter with a non-Alair controller or (b) sell or offer to sell the Alair
Catheter to customers that plan to make, have made, use, sell, offer to sell, import,
lease or distribute the Alair Catheter with a non-Alair controller.
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WARRANTY
Catheter - Warranty

Boston Scientific Corporation (BSC) warrants until the expiration marked on each
instrument that reasonable care has been used in the design and manufacture
of this instrument. This warranty is in lieu of and excludes all other warranties
not expressly set forth herein, whether express or implied by operation of
law or otherwise, including, but not limited to, any implied warranties of
merchantability or fitness for a particular purpose. Handling, storage, cleaning
and sterilization of this instrument as well as other factors relating to the patient,
diagnosis, treatment, surgical procedures and other matters beyond BSC's control
may directly affect the instrument and the results obtained from its use. BSC shall
replace any instrument that BSC determines was defective atthe time of shipment
if notice thereof is received before the expiration marked on the instrument. BSC
shall not be liable for any incidental or consequential loss, damage or expense
directly or indirectly arising from the use of this instrument. BSC neither assumes,
nor authorizes any other person to assume for it, any other or additional liability
or responsibility in connection with this instrument. BSC assumes no liability with
respect to instruments reused, reprocessed or resterilized; use by a non-qualified
physician; use contrary to documentation; use with a non-Alair controller.

Valleylab is a trademark of Covidien AG.

ConMed is a trademark of ConMed Corporation.
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ALAIR™

Bronchial Thermoplasty
Radiofrequency Controller

B, ONLY

Caution: Federal Law (USA) restricts this device to sale by or on the order of a physician.

AN

FOR PROFESSIONAL USE ONLY

The Alair Radiofrequency Controller must be used by a physician who has training
and experience in performing bronchoscopic procedures.

ALAIR BRONCHIAL THERMOPLASTY SYSTEM DESCRIPTION

This Operator's Manual provides instructions for using the Alair Radiofrequency
(RF) Controller Model ATS 200. The Alair RF Controller Model ATS 200 is intended
to be used with the Alair Catheter. The Alair RF Controller is designed to provide
controlled delivery of radiofrequency energy to the Alair Catheter.

Figure 1. The Alair Bronchial Thermoplasty System

The Alair Bronchial Thermoplasty System (“Alair System”), manufactured by
Boston Scientific Corporation (BSC), consists of the Alair Controller System and
the Alair Catheter, as described below:

Alair Controller System

Alair Radiofrequency (RF) Controller: The Alair RF Controller Model ATS 200
{“Controller”) is designed to provide controlled delivery of RF energy to the Alair
Catheter. Energy from the Controller is delivered to the Catheter through the
electrical cable attached to the proximal end of the Catheter handle. Actual power
delivered is automatically modulated by the Controller based on temperature control
algorithms. The Controller delivers low-power, temperature-controlled RF energy
to the airway at a predetermined temperature setting for a predetermined time
period. The Controller incorporates hardware and software features that limit
current, voltage, power, energy, time and temperature during each application of

RF energy. The Controller is not intended to come in contact with the patient and
therefore is not provided as a sterile device.

Footswitch: The Controller is used with a footswitch that allows the operator to start
and stop the delivery of RF energy. The Controller is designed to be used with the
compatible footswitch provided by BSC. The footswitch is not intended to come into
contact with the patient and therefore is not provided as a sterile device.

Patient Return Electrode: The Controller is designed to be used with a gel-type patient
return electrode that is compliant with the applicable portions of IEC 60601-2-2 and/or
CE marked. The patient return electrode is used to complete the return path for the
electrical current. Use only patient return electrodes indicated for use with adults
or patients weighing more than 15 kg (33 Ibs). Examples of acceptable patient return
electrodes include Valleylab™ E7506 and ConMed™ 51-7310. Follow the directions for
use (DFU) packaged with the patient return electrode.

Alair Catheter

The Alair Catheter Model ATS 2-5 (“Catheter”) is provided sterile and is a SINGLE-
USE ONLY, disposable device. The Catheter delivers energy from the Controller to
the desired site in the airway and relays temperature feedback to the Controller.
The Alair Catheter Model ATS 2-5 is designed to be used with the Alair RF Controller
Model ATS 200. For information on the preparation, use and other technical
specifications, please refer to the Alair Catheter directions for use (DFU) that is
supplied with Model ATS 2-5.

Contents

One (1) Alair Radiofrequency Controller Model ATS 200

One (1) Alair Radiofrequency Controller Accessory Kit Model ATS 201
One (1) Footswitch
One (1) Power cord

INDICATION FOR USE

The Alair Bronchial Thermoplasty System is indicated for the treatment of severe
persistent asthma in patients 18 years and older whose asthma is not well
controlled with inhaled corticostercids and long acting beta agonists.

MECHANISM OF ACTION

Airway smooth muscle (ASM) consists of muscle tissue within the airway walls
in the lung. Contraction of the ASM is a main cause of airway constriction that
leads to difficulty in breathing during asthma attacks. Severe asthma patients also
experience an increase in ASM mass. This increase, together with inflammation
of the airways, combines to thicken airway walls, which decreases the inside
diameter of the airways when the ASM contracts. The resulting decrease in
airway diameter causes increased resistance to airflow and further contributes
to difficulty in breathing during asthma attacks.

The Alair System is used to deliver thermal energy to the airway wall, to heat
the tissue in a controlled manner in order to reduce ASM mass. Bronchial
thermoplasty is intended to reduce, debulk, or partially eliminate smooth muscle
tissue. In preclinical studies (Danek et al. 2004", Brown et al. 2005%), the reduction of
ASM has been shown to decrease the ability of the airways to constrict/contract,
reduce resistance to airflow and responsiveness of the airway, and increase the
resting diameter of the airway.

/4
CONTRAINDICATIONS /£
Patients with the following conditions should not be treated:

* Presence of a pacemaker, internal defibrillator, or other implantable
electronic devices,
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¢ Known sensitivity to medications required to perform bronchoscopy,
including lidocaine, atropine, and benzodiazepines,

¢ Patients previously treated with the Alair™ System should not be retreated
in the same areaf(s). No clinical data are available studying the safety
and/or effectiveness of repeat treatments.

Patients should not be treated while the following conditions are present:

¢ Active respiratory infection,

¢ Asthma exacerbation or changing dose of systemic corticosteroids for
asthma (up or down) in the past 14 days,

* Known coagulopathy,

¢ As with other bronchoscopic procedures, patients should stop taking
anticoagulants, antiplatelet agents, aspirin and NSAIDS before the
procedure with physician guidance.

WARNINGS /5,

Read this operator's manual in conjunction with the Alair Catheter Model ATS 2-5
directions for use before using the Alair Bronchial Thermoplasty System. Failure
to follow any instructions or failure to heed any warnings or precautions may
resultin harm or injury to patient.

Controller/RF Energy Warnings:

1 Do notuse RF energy in the presence of flammable anesthesia or other
flammable gases, flammable liquids (such as skin prepping agents and
tinctures), or flammable objects. Non-flammable agents should be used for
cleaning and disinfecting whenever possible. Flammable agents used for
cleaning, disinfecting, or as solvents of adhesives, should be allowed to
evaporate before the application of RF energy.

2 While using this device in oxygen-enriched atmospheres, nitrous oxide (N,0)
atmospheres, or in the presence of other oxidizing agents, follow appropriate
guidelines for reducing the risk of surgical fires.

3 Donotcut a patient return electrode to make it smaller as reducing the size of the
patient return electrode may resultin patient burns due to high current density.

4 Do notwrap the power cord, patient return electrode cord, or Catheter cable
around metal objects as hazardous currents may be induced leading to harm or
injury (e.g. shock) to the patient or medical personnel, or fire.

5 While using this device, the patient should not be allowed to come into
contact with grounded metal objects as harm or injury to the patient may
result. Antistatic sheeting is recommended to prevent the patient from
coming into contact with metal parts which are connected to earth or which
have an appreciable capacitance to earth.

6 Skin-to-skin contact (e.g. contact between the arms and body of the
patient) should be avoided by inserting dry gauze.

7 The electrical cord supplied for the Controller must be connected to a
properly grounded receptacle. Do not use extension cords or adapters.

8 Exposing the Controller to liquids may resultin harm or injury (e.g. electrical
shock) to the patient and/or user or damage to the Controller.

9 Failure of the Controller may resultin an unintended increase of output power.

10 When the Controller and physiclogical monitoring equipment are used
simultaneously on the patient, any monitoring electrodes should be placed
as far as possible from the patient return electrode. Needle monitoring
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electrodes are not recommended. In all cases, monitoring systems
incorporating high frequency current-limiting devices are recommended.

11 The Controller should not be used adjacent to or stacked with other
equipment. If adjacent or stacked use is necessary, the Controller should
be observed to verify normal operation in the configuration in which it will
be used. When RF energy is delivered, conducted and radiated electrical
fields may interfere with other electrical medical equipment stacked with
or placed adjacent to the Controller.

12 Do not open the Controller enclosure or tamper with the Controller in any
way. Harm or injury (e.g. electrical shock) or damage to the Controller may
result. Contact BSC for repair/replacement.

13 Use of the Controller with a non-Alair catheter may resultin harm or injury
to the patient and/or operator, or may resultin product malfunction.

14 To avoid the risk of electric shock, this equipment must only be connected
to a supply mains with protective earth.

15 The use of RF energy can produce unintended neuromuscular stimulation.
Appropriate precautions, including continuous monitoring of the patient
during treatment, should be taken to minimize the risk of patient injury.

16 No modification of this equipment is allowed.

Catheter Warnings:

1 Prior to performing the procedure, ensure appropriate training, equipment,
medications and staff are in place to handle any potential bronchoscopic,
respiratory or anesthesia related emergencies. The Alair System should
only be used in a fully equipped bronchoscopy suite with access to full
resuscitation equipment to handle hemoptysis, pneumothorax, and other
respiratory complications including acute exacerbation of asthma and
respiratory failure requiring intubation.

2 Do not deliver energy if the Catheter's electrode array is in contact with a
metal object. This may result in harm or injury to the patient and/or operator.

3 Do not advance the Catheter within the bronchoscope if significant
resistance is felt, as this may result in harm or injury to the patient and/or
cause damage to the Catheter and/or bronchoscope.

4 Do not advance the Catheter into bronchi in which the Catheter cannot be seen
under bronchoscopic vision. Advancing the Catheter beyond this region may
cause patient harm or injury such as pneumothorax or pneumomediastinum.

5 Do not reposition the bronchoscope with the Catheter advanced beyond the
distal end of the bronchoscope as this may result in patient harm or injury.

6 Use of the Alair Catheter with a non-Alair controller may result in harm or
injury to the patient and/or operator, or may result in product malfunction.

7 Do nottreat the right middle lobe because of the potential susceptibility of
the right middle lobe to transient obstruction as a result of inflammation or
edema due to certain anatomical characteristics. The narrow diameter of
the lobar bronchus and acute take-off angle may create poor conditions
of drainage that may cause patient harm or injury such as atelectasis or
difficulty in re-inflation (Right Middle Lobe Syndrome}).

8 No modification of this equipment is allowed.

N
PRECAUTIONS /1)
Controller/RF Energy Precautions:

1 Alair System components and accessories need to be rated for atleast the
maximum peak output voltage as specified in the Technical Specifications
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section of this manual. The Catheter designed for use with this Controller
is rated for the maximum peak output voltage as specified in the Technical
Specifications section of this manual.

2 Use a Valleylab™ E7506, ConMed™ 51-7310, or a similar gel-type patient return
electrode that is compliant with the applicable portions of IEC 60601-2-2 and/or
CE marked. Use only patient return electrodes indicated for use with adults or
patients weighing more than 15 kg (33 Ibs).

3 Verify that all oxygen circuit connections are leak-free before and during
the use of RF energy. Verify that the endotracheal tube (if used) is leak-free,
and that the cuff is properly sealed to prevent oxygen leaks.

4 The RF delivery tones and indicator lights on the front panel are important
safety features. Do not obstruct your view of the Controller’s front panel.

5 Proper placement of a patient return electrode is required for the use
of this device. Ensure the entire patient return electrode is securely
placed on a suitably prepared area on the patient in accordance with the
manufacturer’s instructions. Check the patient return electrode before and
periodically during system use to ensure thatitis in firm contact with the
skin, especially whenever the patient is repositioned.

6 The Catheter cable should be positioned in such a way that contact with
the patient return electrode cable or other wires is avoided.

7 The Alair™ System needs special precautions regarding Electromagnetic
Compatibility (“"EMC”). Portable and mobile communications devices can
affect proper operation of the Alair System. The Alair System should be
installed and used in accordance with the EMC information provided in this
Operator's Manual.

8 The use of components or accessories other than an Alair Catheter, or as
suggested by BSC, may result in increased electromagnetic emissions or
decreased electromagnetic immunity of the Controller.

9 Follow local governing ordinances and your institution’s biohazard procedures
regarding disposal of the Alair Controller, Footswitch, and Power Cords.

Catheter Precautions:

1 The Alair Catheter is provided sterile and is SINGLE USE ONLY. Do not use the
Catheter if the package is opened, torn, or damaged. Use of a Catheter from
damaged packaging may result in patient harm or injury. Do not re-sterilize,
reprocess or reuse the Catheter, as this may result in patient harm or injury,
transmittal of infectious disease or product malfunction.

2 Do notuse the Catheter if it comes in contact with a surface that is not
aseptic (e.g. floor). This may result in patient infection.

3 Do notuse the Catheter ifitis damaged or irregular. Use of a damaged or
irregular Catheter may result in patient harm or injury.

4 Do notuse the Catheter if the marker bands are not visible.

5 Use care when handling the Catheter to avoid kinking the Catheter shaft.

6 Avoid deflecting the bronchoscope while the electrode array is within the
bend of the bronchoscope’s working channel as this may resultin damage
to the Catheter and failure of the Catheter to operate properly.

7 Before inserting or removing the Catheter from the bronchoscope, ensure
the electrode array is relaxed. Do not use the Catheter if the electrode
array does not expand or relax properly.

8 Before delivering energy, make certain that all electrodes are in contact
with the airway wall.

9 Caution should be taken in patients with the following conditions due to a
potential increased risk of adverse events that may be associated with the
procedure. Patients with these conditions were not studied in the pivotal trial
and the safety of Alair treatment for such patients has not been determined:

¢ Post-bronchodilator FEV; < 65% predicted.

¢ Other respiratory diseases including emphysema, vocal cord dysfunction,
mechanical upper airway obstruction, cystic fibrosis or uncontrolled
obstructive sleep apnea.

¢ Use of short-acting bronchodilator in excess of 12 puffs per day within
48 hours of bronchoscopy (excluding prophylactic use for exercise).

¢ Use of oral corticosteroids in excess of 10 milligrams per day for asthma.

¢ Increased risk for adverse events associated with bronchoscopy or
anesthesia, such as pregnancy, insulin dependent diabetes, epilepsy or
other significant co-morbidities, such as uncontrolled coronary artery
disease, acute or chronic renal failure, and uncontrolled hypertension.

¢ Intubation for asthma, or ICU admission for asthma within the prior 24 months.
¢ Any of the following within the past 12 months:
i. 4 or more lower respiratory tract infections (LRTI)
ii. 3 or more hospitalizations for respiratory symptoms
iii. 4 ormore OCS pulses for asthma exacerbation

10 The Alair System should only be used by clinicians who are experienced in
bronchoscopy and have undergone adequate training with the device.

11 The Alair System should only be used in patients stable encugh to undergo
bronchoscopy in the judgment of their clinician.

12 Follow local governing ordinances and your institution’s biohazard procedures
regarding disposal of the Alair Catheter and patient return electrode.

CLINICAL STUDIES
Objectives

The pivotal study was a multi-center, randomized, double-blind, sham-controlled
study to demonstrate the safety and effectiveness of the Alair Systemin a population
of subjects with severe asthma.

Effectiveness Endpoints

The primary effectiveness endpoint was the difference between treatment (Alair)
and control (Sham) groups in the change in the Asthma Quality of Life Questionnaire
(AQLQ) score between baseline and the average of 6-, 9-, and 12-month follow-up
visits {integrated AQLQ score). Other endpoints included: rates of severe asthma
exacerbations, proportions of patients with severe asthma exacerbations, and days
lost from work, school, or other daily activities due to asthma symptoms. In addition,
several safety endpoints were considered for effectiveness; these endpoints
included rates of asthma (multiple symptoms)* adverse events, Unscheduled
Physician Office visits for respiratory symptoms, Emergency Room visits for
respiratory symptoms, and Hospitalizations for respiratory symptoms.

* “Asthma (multiple symptoms)” is defined as occurrence or worsening of shortness of breath, wheeze,
cough, productive cough, or some combination of these.

Methods
This was a multicenter, randomized (2 Alair, 1 Sham), double-blind, sham-controlled
clinical trial comparing the effects of treatment with the Alair System to a Sham

treatment in subjects that were optimized to conventional therapy of inhaled
corticosteroids {ICS) and long-acting 8,-agonists (LABA). All subjects included in
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the Study were taking ICS (> 1000 pg beclomethasone or equivalent per day) and
LABA (> 100 pg salmeterol or equivalent per day), and were still symptomatic.

Subjects in the Alair and Sham groups were administered the Alair treatment
and Sham bronchoscopies, respectively, by an unblinded bronchoscopy team in
3 separate bronchoscopy sessions. Each bronchoscopy session was separated
by at least 3 weeks. All bronchoscopy sessions were administered under local
anesthesia with sedation. Subjects had follow-up visits with blinded asthma
assessment teams at 6-weeks, 12-weeks, 6-months, 9-months, and 12-months
after the final bronchoscopy session.

All subjects were prescribed to take 50 mg of oral prednisone or prednisclone
{or equivalent) each day for 5 days covering the 3 days before the bronchoscopy
session, the day of the bronchoscopy session, and the day after the bronchoscopy
session (prophylactic indication).

Statistical Plan

Primary and secondary endpoints, as well as adverse events were analyzed using
Bayesian statistics. The Posterior Probability of Superiority was calculated for the
primary and secondary endpoints, as well as safety outcomes.

Patient Population

Enroliment was limited to patients with severe persistent asthma who were still

symptomatic despite being managed on conventional therapy of high dose ICS and

LABA. Subjects may have been taking up to 10 milligrams of oral corticosteroids per

day. Study subjects were required to meet the following patient selection criteria:
Key Entry Criteria

Inclusion

1. Adult; age 18-65 years.

2. Asthma requiring regular maintenance medication thatincludes
inhaled corticosteroids {(greater than 1000 pg beclomethasone per day
or equivalent) and long-acting B,-agonists (at least 100 pg salmeterol
per day or equivalent), with or without other asthma medications. Oral
corticosteroids at a dosage of up to, but not greater than 10 mg per day, or
20 mg every other day are acceptable.

3. Asthma Quality of Life Questionnaire Score during the Baseline Phase of
6.25 or less.

4. Pre-bronchodilator forced expiratory volume in one second > 60%
predicted (after patients stabilized on inhaled corticostercids and long-
acting B,-agonists during the Baseline Phase).

5. Non-smoker x 1 year or greater (if former smoker, less than 10 pack
years total smoking history).

Exclusion

1. Post-bronchodilator FEV; < 65% predicted.

2. Three or more hospitalizations for exacerbations of asthma in the
previous year; OR a history of life-threatening asthma, defined by past
intubations for asthma, or intensive care unit admission for asthma within
the prior 24 months.

3. History of recurrent lower respiratory tract infection requiring antibiotics
{more than 3 in the past 12-Months).

4 History of recurrent oral steroid use for asthma (4 or more pulses of oral
steroids in the past 12-Months).
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Demographics

Atotal of 297 subjects between the ages of 18 and 65 were enrolled and randomized
{2 Alair: 1 Sham) in this study. One hundred and ninety (190) subjects received
the Alair treatment and 98 subjects received the Sham control treatment (Intent-
to-Treat population). The Sham procedure was identical to the Alair procedure
except that no energy was delivered through the Catheter.

There were no statistical differences in demographic measures between the Alair
and Sham groups. Subject demographics are described in Table 1.

Alair Sham
{n=190) {n=98)
Age (years) (Mean + SD) 41+12 41+12
Gender
Male 81(43%) 38(39%)
Female 109 (57%) 60 (61%)

Race/Ethnicity

Caucasian 151 (80%) 72 (74%)
African American / Black 19 (10%) 15 (15%)
Hispanic 6 (3%) 4 (4%)
Asian 4(2%) 1(1%)
Other 10 (5%) 6 (6%)
Height (cm) (Mean + SD) 167 +9 167 + 10
Weight (kg) (Mean + SD) 82+18 82+20

Table 1: Subject Demographics {Intent-to-Treat Population)
Effectiveness Results

Effectiveness analyses were performed for both the Intent-to-Treat (ITT) population
and Per-Protocol (PP) population. The ITT population consisted of all randomized
subjects who have been administered atleast one bronchoscopy. The PP population
excluded all subjects in the ITT population who met any of the following criteria:

* Have taken any interfering concomitant medications.
¢ Have undergone other interfering treatments.

« Did not attend one of the 6-, 9-, 12-month visits, with the exception of a
discontinuation from the Study due to an adverse eventrelated to
Study treatment.

*Had missed one or more bronchoscopy procedures.
Effectiveness Endpoints

Although the clinical study was powered only for the primary effectiveness
endpoint (see below), several effectiveness endpoints and safety endpoints
that could also be considered effectiveness endpoints demonstrated clinically
meaningful differences in favor of the Alair group compared to the Sham group. The
effectiveness endpoints were rates of severe asthma exacerbations, proportions
of patients with severe asthma exacerbations, and days lost from work, school, or
other daily activities due to asthma symptoms. The safety endpoints considered
for effectiveness were rates of asthma, emergency room visits for respiratory
symptoms, and hospitalization rates for respiratory symptoms.
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Steroid Exacerbations® (Severe Exacerbations Requiring Systemic
Corticosteroids) (ITT Population)

During the Post-Treatment Phase, the severe exacerbation rate for the Steroid
Exacerbations was 0.48 exacerbations/subject/year in the Alair group and 0.70
exacerbations/subject/year in the Sham group [95% CI (Sham - Alair): -0.031, 0.520].
During the Post-Treatment Phase, the proportion of subjects experiencing Steroid
Exacerbations was 26% in the Alair group and 40% in the Sham group [95% ClI
(Sham - Alair): 2.1%, 25.1%].

Steroid Exacerbation rates (annualized rate) and proportion of patients
experiencing Severe Exacerbations for the Post-Treatment Phase are presented
graphically in Figure 2.

Severe Exacerbation Rates (Steroid) .

1.0 q Proportion of Subjects
40 {

39.8
35 4

30
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25 4
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o
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Percent Subjects with Severe Exacerbations

Sham Alair Sham Alair

Figure 2: Severe Exacerbations during the Post-Treatment Phase

2 Steroid Exacerbations = Exacerbations treated with oral or intravenous
corticosteroids, OR a doubling of the baseline inhaled corticosteroid dose for at
least 3 days, OR any temporary increase in the dosage of oral corticosteroids for
a subject taking maintenance oral corticosteroids at Study entry.

Annualized rates of exacerbations per subject are extrapolated from the
46 week Post-Treatment Phase from 6 weeks after the last bronchoscopy
procedure to the 12 month follow-up visit.

Days Lost from Work, School, or Other Daily Activities due to Asthma Symptoms
(ITT Population)

During the Post-Treatment Phase, subjects in the Alair group lost an average
of 1.3 days/year/subject from work, school, or other daily activities due to
asthma symptoms, compared to the Sham group that lost 3.9 days/year/subject
{annualized rates per subject are extrapolated from the 46 week Post-Treatment
Phase from 6 weeks after the last bronchoscopy procedure to the 12 month
follow-up visit) [95% CI (Sham - Alair): 0.425, 6.397].

Safety Endpoints that Demonstrated Effectiveness

Measures such as Emergency Room visits and Hospitalizations for respiratory
symptoms are generally considered to be important measures of safety,
especially if an intervention results in an increase in the rate of one or more
of these events. During longer-term follow-up (> 6 weeks after the last Alair
treatment), there was a reduction in asthma (multiple symptoms) adverse events
[95% CI (Sham - Alair): -0.01, 0.001], Emergency Room visits for respiratory
symptoms [95% Cl (Sham - Alair): 0.11, 0.83], and Hospitalizations for respiratory
symptoms (event rate per group) [95% Cl (Sham - Alair): 0.025, 0.172], presented
graphically in Figure 3.

There was a reduction in the proportion of subjects having asthma (multiple
symptoms) adverse events [95% Cl (Sham - Alair): 4.0%, 27.3%], and in the proportion
of subjects having Emergency Room visits for respiratory symptoms in the Alair
group (3.7% in the Alair group compared to 15.3% in the Sham group) [95% CI
(Sham - Alair): 4.6%, 19.7%].

Safety Endpoints Demonstrating Effectiveness
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Figure 3: Safety Endpoints demonstrating Effectiveness (ITT Population)

Primary Effectiveness Endpoint - Integrated AQLQ Score

The difference between the Alair and Sham groups in the average change in AQLQ
score from Baseline at the 6-, 9-, and 12-month follow-up visits was 0.210 [95% Cl
{Alair - Sham): -0.025, 0.445]. The pre-specified Posterior Probability of Superiority for
the difference between the groups was 96.4%. For the ITT population, the difference
between the groups had a Posterior Probability of Superiority of 96.0%, and for the
PP population, the difference between the groups had a Posterior Probability of
Superiority of 97.9%, demonstrating an improvement in the Asthma Quality of Life in
the Alair group compared to Sham.

The results for the change from Baseline of the Integrated AQLQ score for the
Intent-to-Treat and Per Protocol populations are summarized in Table 2.

Difference Between Groups Posterior Probability

Population in Integrated AQLQ Score of Superiority
(Posterior Mean, 95% Cl} (%)
ITT {Intent-to-Treat) 0.210
(Alair N=190, Sham N=98) (-0.025, 0.445) %0
PP (Per Protocol) 0.244
(Alair N=173, Sham N=95) (0.009, 0.478) 973

Table 2: Primary Effectiveness Endpoint: Integrated AQLQ Score

ADVERSE EVENTS IN PIVOTAL STUDY
Patient Population

The Alair™ System was evaluated in arandomized, double-blind, sham-controlled,
multi-center clinical study — the Asthma Intervention Research 2 (AIR2) Trial. A
total of 297 subjects with severe persistent asthma who were still symptomatic
despite being managed on conventional therapy of high dose ICS and LABA
were randomized — 196 subjects in the Alair group and 101 subjects in the Sham
group. (See the Clinical Data section for key entry criteria.) The Sham procedure
was identical to the Alair procedure except that no energy was delivered to the
Catheter in the sham procedure.

Black (K) AE <56.0
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Safety analyses were performed for the Intent-to-Treat (ITT) population (288 subjects)
that consisted of all randomized subjects who have been administered at least
one bronchoscopy.

Observed Adverse Events

The safety of the Alair™ System was assessed by comparing adverse event
profiles of the Alair and Sham group subjects. Adverse event profiles are compared
for the Treatment Phase (day of first bronchoscopy procedure to 6 weeks after the
last bronchoscopy procedure) and Post-Treatment Phase (6 weeks after the last
bronchoscopy to the 12 month follow-up visit).

Adverse events (whether considered procedure-related or not procedure related
by the investigator) occurring with > 3% incidence in the Alair group are presented
for 288 patients in Table 3.

Treatment* Post-Treatment**
Adverse Event Alair Sham Alair Sham
(N=190) | (N=98) | (N=187) | (N=98)
% % % %
Average duration of period (days) 84 322
Ear, Nose, and Throat
Upper respiratory tract infection 20 1" 30 26
Nasopharyngitis 5 7 1" 5
Throat irritation 5 12 1 3
Viral upper respiratory tractinfection 4 2 6 7
Sinusitis 3 5 6 7
Acute Sinusitis 3 2 4 8
Pharyngolaryngeal pain 3 5 1 2
Allergic rhinitis 2 3 4 4
Rhinitis 2 0 4 6
Lower Respiratory
Asthma (Multiple Symptoms) 52 39 27 43
Wheezing 15 6 4 3
Chest pain 14 13 3 1
Cough 12 14 3 5
Dyspnea 1" 6 2 1
Chest discomfort 9 10 2 1
Lower respiratory tract infection 8 2 3 6
Productive cough 7 9 3 4
Atelectasis 5 0 0 0
Bronchitis 4 2 7 5
Hemoptysis 3 0 0 0
Neurology
Headaches 14 9 5 3
Anxiety 4 0 1 2

Black (K) AE <56.0

Treatment* Post-Treatment**
Adverse Event Alair | Sham | Alair | Sham
{Continued) (N=190) | (N=98) | (N=187) | (N=98)
% % % %
Dyspepsia 4 2 2 4
Nausea 3 4 1 1
Non-site specific
Influenza 4 2 4 12
Pyrexia (fever) 4 2 0 1
Other
Back pain 5 6 3 5
Hypertension 3 2 3 3
Urinary tract infection 1 1 3 1

Table 3: Adverse Events with > 3% Incidence (% of subjects) in the Alair Group

" Treatment phase represents adverse events reported between the first
bronchoscopy and 6-weeks post last bronchoscopy.

" Post-Treatment phase represents adverse events reported between 6-weeks
post last bronchoscopy and the 12 month visit.

Respiratory adverse events occurring in either the Treatment Phase or in the first
year Post-Treatment at a rate of < 3% and > 1% (whether considered procedure-
related or not procedure-related by the investigator) in the Alair group included
abnormal breath sounds, acute bronghitis, bronchial obstruction, bronchospasm,
discolored sputum (blood-tinged sputum), epistaxis, hypoxia, increased upper
airway secretion, nasal congestion, operative hemorrhage, pneumonia,
pulmonary congestion, rhinorrhea, viral lower respiratory tract infection, and
viral pharyngitis.

Non-respiratory adverse events occurring in either the Treatment Phase or in the
firstyear Post-Treatment at a rate of < 3% and > 1% (whether considered procedure-
related or not procedure-related by the investigator) in the Alair group included
abdominal pain, acne, allergic dermatitis, arthralgia, back injury, candidiasis,
conjunctivitis, cystitis, depression, diarrhea, dizziness, fatigue, food poisoning,
gastritis, gastroenteritis, gastroesophageal reflux disease, gastrointestinal infection,
heart palpitations, herpes simplex, hiccups, hyperglycemia, hypersensitivity,
hypotension, injury, insomnia, intervertebral disc protrusion, joint sprain, ligament
rupture, migraine, muscle strain, musculoskeletal pain, nephrolithiasis, oral
candidiasis, pain in extremity, peripheral edema, procedural pain, rash, skin
laceration, tendonitis, tonsillitis, tooth abscess, tooth extraction, tooth infection,
toothache, tremor, viral tonsillitis, and vomiting.

There may be other risks associated with the procedure and attendant anesthesia
and medications. Please consult the manufacturers” directions for use for the
equipment and medications used in association with the bronchial thermoplasty
procedure for relevant indications, warnings, precautions, and adverse events.

During the Treatment Phase in the AIR2 Trial, there was a transient increase in
respiratory adverse events, including asthma (multiple symptoms), upper respiratory
tract infection, atelectasis, lower respiratory tract infection, wheezing, hemoptysis,
and anxiety in the Alair group compared to the Sham group. There was a lower
incidence of throat irritation in the Alair group compared to the Sham group. There
were 7 instances of hemoptysis defined as > 5.0 mL (1.3% of bronchoscopies) of
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which 2 occurred on the day of the procedure, 2 occurred within 3 days, 2 occurred
at 2 weeks, and one occurred on Day 31 after the procedure. The greatest amount
of hemoptysis observed was a cumulative total of 150 mL that occurred over 5 days
and was treated with bronchial artery embolization.

During the Treatment Phase (~12 weeks period), the rate of Unscheduled Physician
Office visits (events / subject / 12 weeks) in the Alair group was 0.230 compared to
0.133 in the Sham group. The rate of Hospitalizations for respiratory symptoms (events
/ subject/ 12 weeks)was 0.086 in the Alair group compared to 0.028 in the Sham group.
The rate of Emergency Room visits for respiratory symptoms (events / subject / 12
weeks) was 0.062 in the Alair group compared to 0.075 in the Sham group.

During the Post-Treatment Phase in the AIR2 Trial, there was a lower incidence of
respiratory symptoms in the Alair group compared to the Sham group, including a
36% reduction in asthma (multiple symptoms} events and proportion of subjects with
asthma (multiple symptoms) events. There was also a lower incidence of influenza, and
a greater incidence of nasopharyngitis, in the Alair group compared to the Sham group.

High Resolution Computed Tomography (HRCT) Results

In the 150 subjects (100 Alair group and 50 Sham group) assigned to HRCT scan
examinations, at 1-year, there were no difference in signs of gas trapping or
consolidation and there was no evidence of bronchiectasis. A difference was
seen in bronchial wall thickening without gas trapping which occurred only in the
Sham subjects (4%).

Summary of Clinical Findings

Results from the clinical study which evaluated the effectiveness and safety of the
Alair™ System in subjects with severe asthma demonstrated that Alair treatment
resulted in clinically significant reductions in severe exacerbations that required
systemic steroids, the percent of subjects experiencing the severe exacerbations,
the number of Emergency Room visits for respiratory symptoms, the percent
of subjects experiencing Emergency Room visits for respiratory symptoms,
Hospitalizations for respiratory symptoms, and days lost from school/work/
other daily activities due to asthma symptoms. Although bronchial thermoplasty
was associated with an increased rate of respiratory adverse events during the
Treatment Phase (primarily related to asthma), in the Post-Treatment Phase, a
smaller proportion of patients treated with bronchial thermoplasty experienced
respiratory adverse events, including asthma (multiple symptoms).

INSTALLATION

Inspect the Controller for any signs of physical damage. If physical damage is found
do not use. Please contact BSC for repair/replacement.

Preparing the Alair Controller for Use

The Controller should be placed on a sturdy cart, table, or platform. Provide at least
four to six inches of space around the sides and top of the Controller to allow adequate
ventilation. Itis normal for the top and rear panel to be warm under continuous use.

Power Cord

The Controller is intended for use with a Boston Scientific approved power cord.
Do not use extension cords or adapters. The power cord is to be used to isolate
the Alair Controller from the supply mains. Do not position the Alair Controller so
thatitis difficult to disconnect.

Proper Grounding
To ensure patient safety, the Controller must be properly grounded. The ground
wire in the power cord is connected to the Controller chassis and ensures that no

dangerous currents will flow from the Controller chassis in the event of internal
electrical failure.

Routine Inspections and Maintenance

The power cord assembly should be periodically checked for damage to the insulation
or connectors. In the event that the Controller requires repair/replacement, please
contact BSC. If needed, only your institution’s biomedical engineering representatives
should replace the Controller fuses. Routine maintenance and calibration of the
Controller are not required.

Cleaning and Disinfecting Instructions

Disconnect the power cord before cleaning or disinfecting the unit. Use a mild
non-abrasive detergent or cleaning/disinfecting solution and damp cloth to clean
the Controller enclosure, front panel, and power cable. Do not allow fluids to enter
the enclosure, power cable connections, or component/accessory connections.
Do not attempt to clean the unit while it is plugged into an electrical outlet.

Note: Do not spray or pour liquid onto the Controller. Exposure of the Controller to
liquids may result in electrical shock to the user or damage to the Controller.

Front Panel Indicators, Display, and Receptacles

A description of the front panel indicators, control buttons and their functions is given
below. Please refer to Figure 4 for the location of each item on the front panel.

10 9 8 7

Figure 4. Alair Controller Front Panel

INDICATORS

1. Status Indicator — This indicator gives the user a signal
about the overall readiness of the Alair System. When the

m Status Indicator light is green the Controller is in READY

mode and able to deliver RF energy.

aﬁw@‘; When the Status Indicator lightis amberthe Controller is in

STANDBY mode and is not capable of delivering RF energy.

More detail on the Controller modes is provided below.

2. Patient Return Electrode Icon — When the Patient Return

'I";-: Electrode Icon lightis amberthe user should ensure that
{*"N the patientreturn electrode gel pad is correctly applied to
x“%‘ﬁ% the pat|ent..
& After ensuring proper electrode placement, proceed by
i‘% re-expanding the Catheter electrode array, taking care to
*“M,,k}w ensure proper contact of all electrodes with the airway
Kot wall, and ensuring minimal movement of the electrode array

during delivery of RF energy; then, continue.
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INDICATORS (continued)

3. Catheter Electrode Array Icon — When the Catheter
Electrode Array Icon light is amberthe user should re-
expand the Catheter electrode array, taking care to ensure
proper placement and contact of all electrodes with
the airway wall and ensuring minimal movement of the
electrode array during delivery of RF energy; then, continue.

4. Catheter Handle Icon — When the Catheter Handle Icon is
flashing redthe Catheter should be discarded and replaced
with a new Catheter.

The only exception to this instruction occurs if the Catheter
array has been exposed to a low {<16 °C} temperature.

In these limited cases {e.g., cleaning the array in iced

saline or exposing a wet array to cold air resulting in
evaporative cooling}, the electrode array should be returned
to room temperature and the catheter connector should

be unplugged and re-connected to the Controller. If the
Catheter Handle alarm persists, replace Catheter and
continue with the bronchial thermoplasty procedure.

5. RF Energy Icon — When the RF Energy Icon light is biuethe
Controller is delivering RF energy. This icon lights only while
RF energy is being delivered.

DISPLAY

6. Activation Counter Digital Display — Displays the number of
complete activations performed during device use.

7. Activation Counter Button — When the counter button is
depressed and released, the counter displays the number of
incomplete activations for 5 seconds.

When the counter button is depressed and held for 4
seconds, the complete and incomplete activation counters
are reset to zero.

Note: The activation counter will not reset during the
display of incomplete activations. Reset the activation
counter only during the display of
complete activations.

RECEPTACLES

8. Catheter Receptacle — The greyreceptacle accepts
Catheter connectors and is keyed to ensure proper
orientation. This connector is isolated from ground and AC
mains to protect the patient from electrical hazards.

9. Patient Return Electrode Receptacle — This receptacle
accepts any standard, 2-pin patient return electrode
connector. This connector is isolated from ground and AC
mains to protect the patient from electrical hazards.

10. Footswitch Receptacle — The black footswitch receptacle
accepts the footswitch connector and is keyed to insure
proper orientation. A single activation of the footswitch will
turn the RF output ON if it was OFF, and turn the RF output
OFF if it was ON.

Black (K) AE <56.0

Rear Panel Indicators and Functions

A description of the rear panel indicators and functions is given below. Please
refer to Figure 5 for the location of each item on the rear panel.

Figure 5. Alair™ Controller Rear Panel

1. Serial Communication Port — For service by authorized personnel only. Not
for use by user.

2. Power Entry Module — This module contains both the ON/OFF switch (1/0)

and the power connection.

3. Equipotentiality Connector — Provides a means of securely linking the

chassis of the Controller to the potential equalization system at the
installation site.

4. Program Memory Enable Screw — For service by authorized personnel
only. Not for use by user.

OPERATIONAL INSTRUCTIONS
Alair Controller Power-Up

1. Plug the Controller into a grounded receptacle. Do not use extension cords
or adapters.

2. Turn the power on using the ON/OFF switch that is located on the Power
Entry Module on the rear panel of the Controller {see Figure 5 ahove). The
Controller will perform a number of internal self-tests: a tone will sound and
all indicators will light for approximately 1 second. Do not use the Controller
if any of the indicators fails to light or this tone is not heard. In the event of
malfunction, contact BSC for repair or replacement.

3. Once the self-testis completed, the Controller will enter STANDBY mode
with the digital display showing zero [0] and the Status Indicator illuminated
amber (refer to Figure 4 above for the location of all controls and indicators).

4. The Status Indicator light will transition from amberto green once all
component and accessory connections have been made.

5. If the Controller goes directly into FAULT mode with all lights flashing upon
start-up (see the Controller Modes section below for explanation of FAULT
mode conditions), turn the Controller power switch OFF and ON again. If
the Controller continues to enter the FAULT mode contact BSC for repair or
replacement information.
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Connection of Alair™ System Components and Accessories

1. Connect a suitable, 2-pin patient return electrode to the
corresponding electrode receptacle on the front panel of the
Controller following the manufacturer's DFU (see illustration
at left). This receptacle has a patient return electrode icon
directly above it. Place the patient return electrode securely
on the patient in accordance with the patient return electrode
manufacturer’s instructions.

N

Connect the black footswitch cable connector supplied with
the Controller to the matching black footswitch receptacle on
the front panel of the Controller (see illustration at left). The
appropriate receptacle has a footswitch icon directly above it.
Ensure that the connector is securely attached to the Alair
Controller before proceeding.

3. Connectthe grey Catheter electrical cable to the matching grey
Catheter receptacle on the Controller front panel {see illustration
at left). The appropriate receptacle has a Catheter icon directly
above it. Ensure that the connector is securely attached to the
Alair Controller before proceeding.

If all the component and accessory connections have been made
and the Controller has been powered ON, the Status Indicator light
will be green (see illustration at left). If the Catheter, or footswitch,
or return electrode connections described above have not been
completed, the Controller will remain in the STANDBY mode and
the Status Indicator light will remain amber.

Alair Controller Modes

{:"34.

SELF-TEST Mode — This mode lasts approximately 2 seconds and occurs automatically
upon turning on the power to the Controller. The Controller performs a number of
internal tests to verify correct functioning of the Controller, including:

« the function of all displays and the “RF On"” tone

e the accuracy of the power, voltage, and current measurements

« the return pad current measurement accuracy

« the A/D calibration accuracy

¢ RAM functionality

¢ Firmware cyclical redundancy checks on the software

All of the indicators should light and the digital display should show [188]. A long tone
should be heard during the SELF-TEST. This mode automatically transitions to either
STANDBY or READY mode when it is completed.

STANDBY Mode — The STANDBY mode indicates that the Controller has passed its
SELF-TEST and is standing by for component and accessory connections to be made
in preparation for use. The Status Indicator light is amber when the Controller is in
STANDBY mode. This mode is entered automatically after the SELF-TEST mode if any
of the components or accessories (Catheter, footswitch, or patient return electrode)
are not connected to the Controller.

READY Mode — The READY mode indicates that all required component and
accessory connections (Catheter, footswitch, and patient return electrode) have
been made and that the Controller is ready to deliver energy. The Status Indicator
light is green when the Controller is in READY mode.

RF ON Mode — RF energy is being delivered in this mode. The RF Energy Icon light is
blue when RF energy is being delivered. When the footswitch is depressed a short
tone signals the start of RF energy delivery, and an intermittent dual tone sounds at
2-second intervals during RF energy delivery. The Controller delivers energy until the
activation is complete or until the footswitch is depressed a second time, discontinuing
RF energy delivery. After the completion of each activation, a long tone signals the
termination of RF energy delivery and the Controller returns to the READY mode.

FAULT Mode — This mode indicates that a safety algorithm has been triggered or
a non-recoverable error has occurred. In the case of a non-recoverable error, the
digital display will flash [188] and all other indicators will flash. A non-recoverable
error can only be reset by turning the Controller off, then on again. If FAULT mode
persists, please contact BSC for repair or replacement information.

ALAIR CONTROLLER SHUT DOWN

Turn the power off using the ON/OFF switch that is located on the Power Entry Module
on the rear panel of the Controller (See Figure 5).

MAINTENANCE AND TROUBLESHOOTING

Routine maintenance and calibration of the Controller are not required since
the SELF-TEST Mode, activated automatically upon turning on the power to the
Controller, verifies correct functioning of the Controller. The power cord assembly
should be periodically checked for damage to the insulation or connectors.

In the event that the Controller requires repair or replacement, please contact BSC.
Only a qualified biomedical engineering representative at your institution should
replace the Controller fuses.

If you encounter problems while using the Controller, check the following:

Problem/Error Message Check the following

* Ensure that the switch at the rear of the
Controller is in the “ON” position
¢ Check power cord connection at the rear
of the Controller
Check that the Controller power cord is
connected to an appropriate power supply
(see the Technical Specifications Section).
Have a qualified biomedical engineering
representative at your institution check the
Controller fuses or contact BSC for repair
or replacement information.

Controller does not power on

The status indicator does not
transition from the Standby
Mode {amber)to the Ready
Mode (green)

Ensure that the Alair Catheter, patient
return electrode and footswitch are all
properly connected to the Controller

RF Energy is not delivered
when the footswitch pedal
is depressed

Check that the Controller is powered on
Ensure that the Alair Catheter, the patient
return electrode and footswitch are all
properly connected to the Controller

Black (K) AE <56.0
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Problem/Error Message Check the following

Catheter icon on Controller is
flashing red and the Controller
is not responding

¢ Replace the Alair™ Catheter with a new
Alair Catheter

¢ The only exception to this instruction occurs
if the Catheter array has been exposed to
a low (<16 °C) temperature. In these limited
cases (e.g., cleaning the array iniced saline
or exposing a wet array to cold air resulting
in evaporative cooling), the electrode array
should be returned to room temperature and
the catheter connector should be unplugged
and re-connected to the Controller. If the
Catheter Handle alarm persists, replace
Catheter and continue with the bronchial
thermoplasty procedure.

If any of these problems persist, please contact BSC for repair or replace-
ment information.

TECHNICAL SPECIFICATIONS

According to the IEC 60601-1 standard for medical devices, the Controller is
classified as Class 1 equipment.

RF OUTPUT (not user adjustable)
Waveform - 461 kHz, sinusoidal
Maximum Output Values
¢ Power: 25 Watts; limited by software to 18 watts
¢ Voltage: 85Vrms, 120V peak, 240V peak-to-peak
¢ Current: 0.90 Arms

Maximum Power Output over the Range of Load Resistance (see Figure 6):
Actual power delivered will be automatically adjusted by the Controller based on
temperature control algorithms.

:

POWER (WATTS)
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LOAD RESISTANCE (OHMS)
Figure 6: Maximum Power Given Load Resistance

Shutdown Limits
¢ Measured Temperature: < 10 °C or > 15 °C above set temperature
¢ Measured Impedance: <250, or > 9000
Mechanical Specifications
e Size:53inx123inx154in (13.5¢mx31.2 cm x 39.1 ¢cm)
¢ Measured Temperature Accuracy: + 0.6% +25°C
¢ Weight: 12.51bs. (5.6 kg)

Black (K) AE <56.0

Environmental Storage and Transport Conditions

¢ Storage temperature: 10 °C to 40 °C

¢ Transportation conditions: -40 °C to 70 °C

¢ Ensure that the unitis at room temperature for one hour before use if unit

has been exposed to extreme temperature conditions

Operational Conditions
¢ Temperature: 18 °C to 40 °C
¢ Humidity: 30% to 75% (non-condensing)
¢ Pressure: > 800 millibars

AC Input Specifications
e 100120V~ 50/60 Hz, 1.0 A
e 220-240V~50Hz, 05 A
Replace mains fuses as marked: 1.25 A/250 V, T-lag, 5x20 mm

EMC TEST LEVELS, COMPLIANCE LEVELS, AND ENVIRONMENTAL GUIDANCE

Guidance and Manufacturer's Declaration: Electromagnetic Immunity

The Alair RF Controller Model ATS 200 is intended for use in the
electromagnetic environment specified below. The user of the Controller
should assure that it is used in such an environment.

Immunity
Test

IEC 60601
Test Level

Compliance
Level

EMC
Environmental
Guidance

Electrostatic
discharge (ESD)

IEC 61000-4-2

+6 kV contact

+8 kV air

+6 kV contact

+8 kV air

Floors should be
wood, concrete
or ceramic

tile. If floors

are covered
with synthetic
material, the
relative humidity
should be at
least 30%.

Electrical fast

+2 kV for power

+2 kV for power

Mains power

+2 kV common
mode

+2 kV common
mode

transient/burst supply lines supply lines quality should be
that of a typical
IEC 61000-4-4 +1kV for input/ NA - no input/ commercial
output lines output lines or hospital
environment.
Surge +1kV differential | £1kV differential | Mains power
mode mode quality should be
IEC 61000-4-5 that of a typical

commercial
or hospital
environment.
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Guidance and Manufacturer's Declaration: Electromagnetic Immunity {Continued)

The Alair™ RF Controller Model ATS 200 is intended for use in the electro-
magnetic environment specified below. The customer or the user of the
Controller should assure thatit is used in such an environment

Immunity IEC 60601 Compliance EMC
Test Test Level Level Environmental
Guidance
Voltage <5% Ut (>95% <5% UT (>95% Mains power
dips, short dip in UT) for dip in UT) for quality should be
interruptions 0,5 cycle 0,5 cycle that of a typical
and voltage commercial
variations on 40% Ut (60% dip | 40% Ut (60% dip | or hospital

power supply
input lines

IEC 61000-4-11

in Ut) for 5 cycles

70% Ut (30% dip
in Ut) for
25 cycles

<5% UT (>95%
dip in UT) for
hsec

in Ut) for 5 cycles

70% Ut (30% dip
in Ut) for
25 cycles

<5% UT (>95%
dip in UT) for
hsec

environment.

If the user of
the Controller
requires
continued
operation

during power
interruptions, it
is recommended
that the
Controller be
powered from an
uninterruptible
power supply or
a battery.

Power frequency
(50/60 Hz)
magnetic field

IEC 61000-4-8

3A/m

3A/m

Power frequency
magnetic fields
should be atlevels
characteristic of
a typical location
inatypical
commercial

or hospital
environment.

NOTE Uris the a.c. mains voltage prior to application of the test level.

Guidance and Manufacturer's Declaration: Electromagnetic Immunity {Continued)

Immunity IEC 60601 | Compliance EMC
Test Test Level Level Environmental Guidance

Portable and mobile RF
communications equipment should
be used no closer to any part of
the Controller, including cables,
than the recommended separation
distance calculated from the equation

Conducted RF | 3V, 3V, applicable to the frequency of the

IEC 61000-4-6 | 150 kHz to transmitter.

80 MHz Recommended separation

distance:

Radiated 3V/m 3V/m .

61000-4-3 25GHz d= [Ll’/’]«v’? MHz to 800 MHz

d =[2.33WP MHzto 2.5 GHz

where Pis the maximum ocutput
power rating of the transmitter
in watts (W) according to the
transmitter manufacturer and d
is the recommended separation
distance in meters (m).

Field strengths from fixed RF
transmitters, as determined
by an electromagnetic site
survey,® should be less than
the compliance level in each
frequency range®.

Interference may occur in the

vicinity of equipment marked ({ey
with the following symbol: ((A))

NOTE1 At 80 MHz and 800 MHz, the higher frequency range applies.

NOTE2 These guidelines may not apply in all situations. Electromagnetic
propagation is affected by absorption and reflection from structures,
objects and people.

2 Field strengths from fixed transmitters, such as base stations for radio
{cellular/cordless) telephones and land mobile radios, amateur radio, AM
and FM radio broadcast and TV broadcast cannot be predicted theoretically
with accuracy. To assess the electromagnetic environment due to fixed
RF transmitters, an electromagnetic site survey should be considered. If
the measured field strength in the location in which the Alair RF Controller
Model ATS 200 or any of its components or accessories are used exceeds
the applicable RF compliance level above, the Controller should be observed
to verify normal operation. If abnormal performance is observed, additional
measures may be necessary, such as reorienting or relocating components
or accessories or the entire Alair Bronchial Thermoplasty System.

=

Over the frequency range 150 kHz to 80 MHz, field strengths should be less
than 3 V/m.

Black (K) AE <56.0
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Guidance and Manufacturer's Declaration: Electromagnetic Emissions

The Controller is intended for use in the electromagnetic environment
specified below. The customer or the user of the Controller should assure that
itis used in such an environment.

Emissions Test Compliance EMC Environmental Guidance
Level

RF Emissions Group 1 The Controller must emit

CISPR 11 electromagnetic energy in order
to perform its intended function.
Nearby electronic equipment
may be affected.

RF Emissions Class A The Controller is suitable for

CISPR 11 use in all establishments, other
than domestic and those directly

Harmonic emissions Class A connected to the public low-

IEC 61000-3-2 voltage power supply network
that supplies buildings used for

Voltage fluctuations / Complies domestic purposes.

flicker emissions

IEC 61000-3-3

IEC Recommended Separation of RF Communication Equipment

Recommended separation distances between portable and mobile RF
communications equipment and the Alair™ RF Controller Model ATS 200 System

The Alair RF Controller Model ATS 200 is intended for use in an electromagnetic
environment in which radiated RF disturbances are controlled. The customer

or the user of the Controller can help prevent electromagnetic interference by
maintaining a minimum distance between portable and mobile RF communications
equipment (transmitters) and the Controller as recommended below, according to
the maximum output power of the communications equipment.

Separation distance according to frequency of
transmitter M
R":‘"’t'“a""““"; 150 kHz to 80 MHz to 800 MHz to
OUptRt power o 80 MHz 800 MHz 25GHz
transmitter W 15 5 .
d =[NP d=["WP d =[P
7, 4 E,
0.01 0.12 0.12 0.23
0.1 0.37 0.37 0.74
1 117 117 233
10 3.69 3.69 7.38
100 11.67 11.67 23.34

Black (K) AE <56.0

For transmitters rated at a maximum output power not listed above, the
recommended separation distance d in meters (m) can be determined using
the equation applicable to the frequency of the transmitter, where P is the
maximum output power rating of the transmitter in watts (W) according to the
transmitter manufacturer.

NOTE 1 At 80 MHz and 800 MHz, the separation distance for the higher
frequency range applies.

NOTE 2 These guidelines may not apply in all situations. Electromagnetic
propagation is affected by absorption and reflection from structures,
objects and people.

NOTE 3 V,is 3 Vi per the conducted emissions compliance level indicated in
the table above

NOTE 4 Eis 3 V/m per the radiated emissions compliance level indicated in
the table above

REFERENCES

1 Danek CJ, Lombard CM, Dungworth DL, Cox PG, Miller JD, Biggs MJ, Keast
TM, Loomas BE, Wizeman WJ, Hogg JC, Leff AR. Reduction in airway
hyperresponsiveness to methacholine by the application of RF energy in
dogs. J Appl Physiol. 2004, 97(5):1946-53.

2 Brown RH, Wizeman W, Danek C, Mitzner W. Effect of bronchial
thermoplasty on airway distensibility. Eur Respir J. 2005 Aug;26(2):277-82.

NO IMPLIED LICENSE

The purchase or rental of the Alair™ Controller does not grant a license, either
expressly, by implication, estoppel or otherwise under any Boston Scientific
patent right or patent covering or relating to any method or process in which
the Alair Controller might be used. An implied license only exists for the Alair
Controller used in conjunction with the Alair ATS 2-5 Catheter. Nothing herein shall
be construed as a right or license to (a) make, use, sell, offer to sell, import, lease
or distribute the Alair Controller with a non-Alair catheter or (b) sell or offer to sell
the Alair Controller to customers that plan to make, have made, use, sell, offer to
sell, import, lease or distribute the Alair Controller with a non-Alair catheter.

WARRANTY

Boston Scientific Corporation (BSC) warrants for one year from the date of purchase
that reasonable care has been used in the design and manufacture of this product.
This warranty is in lieu of and excludes all other warranties not expressly set forth
herein, whether expressed or implied by operation of law or otherwise, including,
but not limited to, any implied warranties of merchantability or fitness for a particular
purpose. Handling, cleaning and storage of the product as well as other factors
relating to the patient, diagnosis, treatment, surgical procedures, and other matters
beyond Boston Scientific Corporation’s control may directly affect the product and
results obtained from it. Boston Scientific Corporation shall repair or replace, at its
option, any part of the product that Boston Scientific Corporation determines was
defective at time of shipment if notice thereof is received within one year of shipment.
Boston Scientific Corporation shall not be liable for any incidental or consequential
loss, damage, or expense directly or indirectly arising from the use of the product.

BSC000690



Boston Scientific Corporation neither assumes, nor authorizes any other person to
assume for it, any other or additional liability or responsibility in connection with
the product. BSC assumes no liability with respect to product use by a non-qualified

physician; use contrary to documentation; use with a non-Alair catheter.

Buyer shall be responsible for the ongoing support and maintenance of the product
not covered by this one-year warranty and after the one year warranty period has
expired. Buyer may, at its sole cost and expense, purchase an extended warranty

from Boston Scientific Corporation (BSC) to extend the term of this warranty.

Valleylab is a trademark of Covidien AG.

ConMed is a trademark of ConMed Corporation.
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Black (K) AE <56.0

Legal
Manufacturer
Manufactured for:
Boston Scientific Corporation
One Boston Scientific Place
Natick, MA 01760-1537
USA
USA Customer Service 888-272-1001

Do not use if package
is damaged.

Recyclable
Package

© 2013 Boston Scientific Corporation or its affiliates. All rights reserved.
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This information is for use only in countries with applicable health authority product registrations. The information on this site is provided for informational purposes only
and 1s not intended or recommended as a substitute for professional medical advice or for diagnosis purposes.

CAUTION:
Federal (U.S ) law restricts this device to sale by or on the order of a physician. Refer to PRESCRIPTIVE INFORMATION for Indications for Use, Contraindications, Potential
Complications, and Warnings and Precautions

ENDO-142305-AE April 2014

http://www.btforasthma.com/
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Support for
patients

Physician
information
request

Home > Request more information > Support for patients

Start your BT journey with a FREE DVD
and continued support

Ready for a bigger world with fewer
asthma attacks?

Complete the fields below to request
your FREE DVD and connect with the
BT 1-2-3 Support Program

R R e

i 2
Pt Ve (2 ie N

s e
LA G st Rk
o

N o

Thank you for your interest in Bronchial Thermoplasty (BT). Your requested
information is on its way to you. In the meantime, we invite you to explore the
BTforAsthma.com website to learn more about this revolutionary procedure. if you
have questions about BT, taik to your doctor or call our patient support line at 1-877-
810-6060.

If you have any questions, please call our patient support line at 877-810-6060.

BSC Privacy Policy

http://www btforasthma.com/get-more-info/patient-info-request
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How much does
asthma limit your
choices?

Take this short quiz to
find out,

sy oo ot ot
o i S 5o
peime s

“It's amazing to see
the difference. | feel
like the sky’s the
limit.”

Hear patients with severe
asthma talk about life
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you by traderarks are the property of their respective ovmers SITE MAP
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Thus information is for use only in countries with applicable heaith authority product registrations. The information on this site is provided for informational purposes only
and is not intended or recommended as a substitute for professional medical advice or for diagnosis purposes.

CAUTION-

Federal (U.S.) law restricts this device to sale by or on the order of a physician. Refer to PRESCRIPTIVE INFORMATION for Indications for Use, Contraindications, Potential
Complications, and Warnings and Precautions.

ENDO-142305-AE April 2014

http://Awww btforasthma.com/get-more-info/patient-info-request
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Help your patients
recognize severe
asthma by
downloading the
Asthma Impact Survey,

Support for
physicians

Request more information
about BT, BT training
opportunities, and
referring patients for
treatment,

To assist patients m finding
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This information is for use only in countries with applicable health authority product registrations. The information on this site is provided for informational purposes only
and is not intended or recommended as a substitute for professional medical advice or for diagnosis purposes.

CAUTION
Federal (U.S ) law restricts this device to sale by or on the order of a physician Refer to PRESCRIPTIVE INFORMATION for Indications for Use, Contraindications, Potential
Complications, and Wamnings and Precautions.

ENDO-142305-AF April 2014

htip://www btforasthma.com/physician-resources/the-alair-system
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BT.. |

Because your world is bigger.

than your .as;ﬁm

Take the Asthma
Impact Survey

Are you a BT
candidate?

About asthma

Current treatment
options

Connecttothe

Ready for a iife
3 less defined by asthma?
. Get the support and
tnformation you need!

| STARTHERE

By submutting, | agree
to 1eceive occasional,
relevant information
about BT

Home > Are you a BT candidate? > Current treatment options

Current treatment options for severe asthma

Many drugs can be prescribed to manage asthma symptoms. The severity of a patient's
asthma often plays a large role in how successful a medication wil be.
Some major types of currently-used asthma medications include:

http://www.btforasthma.com/is-it-right-for-you/current-treatment-options
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Current treatment options | Bronchial Thermoplasty 9/10/2014

Anti-inflammatory drugs. Inhaled corticosteroids are the key drugs used for controlling
the underlying inflammation in asthma.

Bronchodilators widen the airways by relaxing airway smooth muscle, though they do
not reverse airway inflammation. Bronchodilators come in 2 basic forms:

Maintenance medications, such as long-acting beta-agonists that work up to 12
hours.

Rescue (short-acting) medications that work quickly to ease severe asthma
symptoms for 4 to 6 hours.

Medications for long-term control, including methyixanthines, anticholinergics,
leukotriene inhibitors, and IgE inhibitors such as Xolair.

Oral corticosteroids such as prednisone, when used for maintenance, are reserved for
patients with severe asthma. These drugs typically serve as maintenance medications.

Medications have limitations

These medications treat asthma symptoms, but there are limitations—especially for
patients with severe asthma. Studies show how hard it can be to manage asthma:

Limited efficacy in patients with severe asthma: A number of recent surveys show that
symptoms are poorly controlled by asthma medications in patients with severe asthma.
These patients often continue to experience frequent and serious symptoms despite
taking regular doses of asthma medications.” Even this limited efficacy is only possible
when the patient takes his or her medicine as prescribed, typically twice a day, every
day.

Not taking medications as prescribed

A 2012 report by the Global Initiative for Asthma estimated that approximately 50% of
patients with asthma do not take their medications as prescribed.2 Non-compliance may
be a reason for an increase in emergency room visits and hospitalizations among patients
with severe asthma.

Side effects

Asthma medications can have potentially serious side effects. As with any medication,
side effects become a greater concern when treatment is ongoing and as dosages
increase, which is the case for patients with severe asthma.

Corticosteroids (oral steroids): Side effects of prednisone and other oral corticosteroids
range from mild annoyances to serious, irreversible damage. These side effects occur
more frequently with higher doses and longer treatment. Side effects with ongoing use
include suppression of the immune system, adrenal system, and growth; osteoporosis;
skin thinning; hypertension; cataracts; glaucoma; muscle weakness; and increased risk
of infection. Short-term side effects include stomach upset, headache, dizziness,
trouble sleeping, fluid retention, weight gain, high blood pressure, loss of potassium,
elevation of cholesterol levels and vision changes.

Bronchodilators: The possible side effects of short-acting rescue medications include
rapid heartbeat, skeletal muscle tremor, potassium deficiency, increased lactic acid,
headache and hyperglycemia. Long-acting beta-agonists may even cause severe
asthma symptoms in some patients, and death when those episodes occur.z

Other drugs: The side effects of omalizumab (Xotair~) include anaphylaxis, injection-
site reactions, and viral infections.

Lifestyle burdens

Because existing medications provide poor symptom control for some patients with
severe asthma, they often must miss work or school. In addition, severe symptoms can
require unscheduled doctor office visits, emergency room visits, and hospitalizations.

References:

1. Partridge MR. Examining the unmet need in adults with severe asthma Eur Respir Rev.
2007;16:104,67-72.

2. GINA (Global Initiative for Asthma) 2012 Global Strategy for Asthma Management and Prevention
Workshop report in collaboration with National Institutes of Health (NiH) National Heart, Lung, and
Biood Institute NHLB/WHO 2007.

All trademarks are the property of their respective owners
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How much does
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Take the Asthma
impact Survey

Are you a BT
candidate?

About asthma

Current treatment
options

Ready for a ife
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¢ Get the support and
* information you need!
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" refevant information
« about BT

Home > Are you a BT candidate? > Are you a BT candidate?

Are you a BT candidate?

You may be eligible for Bronchial Thermoplasty (BT) treatment if:

You are 18 years or older with severe asthma, AND

http://www btforasthma.com/is-it-right-for-you/is-bronchial-thermoplasty-right-for-you
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You have asthma symptoms despite taking inhaled corticosteroids and long-acting
beta-agonists such as Advair=, Dulera~, or Symbicort.

Take the Asthma Impact Survey to discover more about how asthma symptoms may be
affecting your life.

You are not a candidate for BT if:

You have a pacemaker, internal defibrillator, or other implantable electronic device.

You have a known sensitivity to medications required to perform bronchoscopy,
including lidocaine, atropine, and benzodiazepines.

You've been treated previously with BT.

Who performs the BT procedure?

BT is performed by a specially trained pulmonologist. If your reguiar doctor currently
managing your asthma is an allergist, family practice physician, general practitioner,
internist or other physician, he or she will be able to refer you to a BT Clinic for a
consultation with a pulmonologist. After your BT treatment is completed, you will return to
your regular asthma doctor to manage your asthma.

For help with discussing this treatment with your doctor:

Complete the Asthma Impact Survey.
Share your survey results with the physician who manages your asthma.

All trademarks are the property of their respective owners.
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© Get the support and
 information you need!
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i

| START HERE |

i

Home > Are you a BT candidate? > Take the Asthma Impact Survey
How much does asthma affect your quality of life?

See for yourself: If asthma is limiting the choices you make in life, perhaps it’s time to look
beyond medication alone. The following survey was created by a doctor and can help you
recognize the many ways severe asthma may be affecting your life.

http://www.btforasthma.com/is-it-right-for-you/self-assessment?q=11,11,11,11,11,11
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Be sure to share your answers with your doctor—and discover how Bronchial

Thermoplasty (BT) may help you live a fuller life. BT, delivered by the Alair~ System, is
not another medication—it's a revolutionary and safe procedure proven to provide a long-

lasting reduction in asthma attacks.:

e THE ASTHMA IMPALY SURVEYS

Congratulations on taking an important step
toward a new life with fewer asthma attacks

Your responses indicate that asthma has a
severe impact
on your quality of life

MY ASTHMA

i § t H
NO IMPACT SEVERE IMPACT

h Print my Survey results and letter to my doctor
ere.

This survey is a diagnostic tool to assess the impact asthma has on
your daily lifestyle. You should check with your doctor to make sure
that you are taking your medication appropriately and consistently.
Your medication dosage may need to be adjusted to help provide

better symptom control. If you are taking the maximum tolerated

medication regularly and continue to have asthma symptoms that
impact your daily life, you may be a candidate for the BT treatment

and you should consult an asthma specialist to learn more about
your options.

Take this survey and the letter with you to your doctor. It will help
your doctor determine whether you might be a candidate for BT.

Nevin e R . C e e
Asthma Impact Survey~ © 2002 by Quality Metric Incorporated All Rights Reserved.
Asthma Impact Survey « 1s a trademark of Quality Metric Incorporated.

References-

1. Wechsler M, et al, for the AIR2 Trial Study Group. J Allergy Clin Immunol. 2013;132.1295-1302.
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Pamphlet for Patients.
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US availability

International
Availability

Connect tothe

e

Ready for a life

less defined by asthma?
Get the support and
information you need!

| START HERE

By submitting, { agree
to receive occasional,
t relevant information
about BT.

Home > Find a BT Clinic > US availability

Find a BT Clinic
Type in your zip code or click on a state on the US map to see a list of physicians offering
Bronchial Thermoplasty (BT) in that state.

Boston Scientific maintains an updated list of physicians who are trained to perform BT.
The list is based upon location only.

http://www.btforasthma.com/find-clinic/physician-focator
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If there isn't a BT Clinic in your area, contact Boston Scientific.

Not in the United States? View a list of hospitals outside of the US with BT Clinics

(* Required)
Zip Code: * i

How far are you willing to [50 miles M
travel? *

Search ;

OR

Find Physicians in your state: Select

s
Aiaw and &F are registered rademarhs of

sousnio Bogton,, sy . foow [ 8 €8 StARE  HOME US NOTICES INTERNATIONAL NOTICES

you by ﬁC trademarks ace the property of their respectve owners SITE MAP

clentl

2014 Boston Scentfic Corporation
of s affifates At nghts reserved

This information is for use only in countries with applicable health authority product registrations. The information on this site is provided for informational purposes only
and is not intended or recommended as a substitute for professional medical advice or for diagnosis purposes.

CAUTION:

Federal (U S.) law restricts this device to sale by or on the order of a physician Refer to PRESCRIPTIVE INFORMATION for Indications for Use, Contraindications, Potential
Complications, and Warnings and Precautions.

ENDO-142305-AE April 2014

http://www .btforasthma.com/find-clinic/physician-locator

BSC000818



APPLICANT’S EXHIBIT 91




Patient stories | Bronchial Thermoplasty 9/9/2014 Page 1 of 3

NEW 5 YEAR DATA  For Health Care Professionals @ =
: UNITED STATES
y Bronchial
. Ther moptastg BRONCHIAL THERMOPLASTY REAL PEOPLE, REAL RESULTS ARE YOU A BT CANDIDATE?  FIND ABT CLINIC  Zip Codle

Y

Patient stories
Physician stories
In the news

Press releases

éaxxne& Wihe

BT 1:;

Ready for a iife
less defined by asthma?
Get the support and
information you need!

| START HERE

By submitting, | agree
to receive ceeasional,

T relevant information
about BT.

Home > Real people, real results > Patient stories

Real people, real results
Listen and watch as people with severe asthma discuss the dramatic difference Bronchial
Thermoplasty (BT) has made in their lives.

Please note that individual BT treatment results may vary. BT is an add-on therapy that
supplements your current asthma medications. BT, delivered by the Alair~ System, is

http://www.btforasthma.com/people-are-talking/patient-testimonials
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indicated for the treatment of severe asthma in people 18 years and older whose asthma
is not well controlled with inhaled corticosteroids and long-acting beta-agonists.

Angel's Story

“I've been able to cut the grass. I've been able to work on my car.
I wasn't able to travel. I've been able to travel, something | haven't
done for years.”

VIEW VIDEO

Laretta's Story

“Now [ can live life and go and do those fun activities that | hadn't
done before. If you really want to live life and you really don't want
a disease that’s controlling your life or defining you, have BT.”

VIEWVIDEOQ

Mike’s and Jenny's Story

“l just feel like I'm free... | feel like the sky’s the limit.”

VIEW VIDEQ

Chris's Story

“It was @ moment of revelation. It's that sun breaking through the
clouds and you go, ‘It worked.”

VIEW VIDEG

Debbie's Story

“I noticed doing things around the house, things that | would get
out of breath with before. Like carrying up laundry from the
basement, just something as simple as that... | wasn't as winded.”

VIEW VIDEQ

John's Story

“I've gone from torture to being able to live my life, | feel like I've
got a second chance.”

VIEW VIDEOQ

Brenda's Story

“I would highly recommend this to somebody else. It's just a
simple procedure and it's a great benefit.”

VIEW VIDEQ

Jeff's Story

http://www btforasthma.com/people-are-talking/patient-testimonials

Page 2 0of 3
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“My life has changed due to the treatment in a way that I'm not
afraid to go hiking in the mountains.”

VIEW VIDEQ

How much does
asthma limit your
choices?
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Home > Real people, real results > Physician stories

Physician stories
Listen and watch as physicians discuss the positive results they’ve seen in their patients
with this revolutionary treatment for severe asthma.

Please note that individual BT treatment results may vary. BT is an add-on therapy to
current asthma medications. BT, delivered by the Alair~ System, is indicated for the

http://www btforasthma.com/people-are-talking/physician-testimonials
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treatment of severe asthma in people 18 years and older whose asthma is not well
controlled with inhaled corticosteroids and long-acting beta-agonists.

Dr. Mario Castro

Washington University, St. Louis, MO

“The benefits that we have seen with Bronchial Thermoplasty
include an improvement in their quality of life, an improvement in
their asthma symptoms, a decrease in the frequency that they end
up in the emergency room and in turn towards decreased
hospitalizations as well, and we also see that they are missing
less work or school after the treatment itself.”

Dr. Gerard P. Cox

McMaster University, St. Joseph's Healthcare, Hamilton, Ontario,
Canada

“Bronchial Thermoplasty represents an opportunity, different from
anything that's been done before therapeutically for these patients
fo help control asthma.”

<
I
I

[

=3

=W VIDEO

Dr. David R. Duhamel

Virginia Hospital Center, Arlington, VA
“I'm very excited about this new technology. | really think it offers
a new opportunity to greatly impact our patient’s lives.”

VIEWVIDEQ

Dr. Jeff B. Hales

Virginia Hospital Center, Arlington, VA
“The patients that | followed as an assessment physician through
this AIR2 trial are walking on cloud nine.”

VIEWVIDEQ

Dr. Armin Ernst and Patricia DiGiusto

“Patricia was the perfect first patient for any new procedure that
you want to introduce into a hospital. She was looking for other
options and really came to us to gef a better idea of what
Bronchial Thermoplasty was all about.”

VIEW VIDEO

How much does

asthma limit your
choices?

find out.

http://www.btforasthma.com/people-are-talking/physician-testimonials
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Learn more about BT with
this FREE DVD for
patients with asthma,
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Overview for
Physicians

Performing BT
The Alair™ System
Clinical Studies
AIR2 Trial
RISA Trial

Bibliography

Home > Healthcare Professionals > Overview for Physicians

Do your asthma patients know what they are missing?

Now, a revolutionary procedure can help them lead a fuller life.

Frequent asthma exacerbations can have a profound impact on a patient’s lifestyle.
Severe asthma places limitations on work, school, and other activities. However, patients
may not acknowledge—or even recognize—that their asthma symptoms are severe. Over
time, these patients may try to avoid exacerbations by modifying daily activities—even
those that they enjoy.

Bronchial Thermoplasty (BT), delivered by the Alair~ System, is a safe, minimally invasive
outpatient procedure for the treatment of severe asthma in adults. If you have patients
who you believe may benefit from this procedure, the information in this section will help
you identify the appropriate BT candidates.

Who is appropriate for BT?

Aduit patients with severe asthma (at least 18 years old)

Patients whose asthma is not well controlled despite taking a combination of inhaled
corticosteroids and long-acting beta-agonists such as Advair~, Symbicort~, or Dulera~

Patients able to safely undergo bronchoscopy per hospital guidelines
Help your patients recognize severe asthma: The online Asthma Impact Survey is

intended to help you determine how asthma may be influencing the choices your patient
makes every day.

A recent study has shown that the interference of asthma with daily activities is a key
predictor for the risk of future exacerbations.: In fact, in an analysis of the quality-of-fife
survey you see here, patients with severe health impairment related to asthma were 70%
o 4 times as likely to manifest adverse outcomes like ER visits and oral corticosteroid
use.

Who is not appropriate for BT?

Patients who have a pacemaker, internal defibrillator, or other implantable electronic
device

Patients who have a known sensitivity to medications required to perform
bronchoscopy, including lidocaine, atropine, and benzodiazepines

Patients who have previously been treated with BT
BT should be delayed when any of the following conditions are present:

Active respiratory infection

Asthma exacerbation or changing dose of systemic corticosteroids (up or down) in the
past 14 days

Known coagulopathy

http://www btforasthma.com/physician-resources/physician-overview
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Patient is unable to stop taking anticoagulants, antiplatelet agents, aspirin, or non-
steroidal anti-inflammatory medications (NSAIDS) before the procedure with physician
guidance

Who performs the BT procedure?

Pulmonologists who are experienced in bronchoscopy
BT training is required, and includes:

Review of Alair System Catheter Directions for Use and Controller Operator's
Manual

Guided didactic instruction in computer simulation-based Bronchial Thermoplasty
Learning Center

Detailed in-service training of the Alair System
Hands-on training with Alair System in a lung mode! prior to initial cases

Proctoring of initial cases by Boston Scientific Health Care Industry Representative
(HCIR)

Ongoing support of cases when requested

Where is the procedure performed?

At facilities that are appropriately equipped to perform bronchoscopy and are equipped
to handle respiratory emergencies

How is the procedure performed?

Click here to view the video

Review a complete list of indications for use, contraindications and precautions.

If you would like to refer a patient for BT or are interested in performing the procedure
yourself, please complete the Physician information request form.

References.
1. Schatz M, et al Chest 2012;41:66-72
2. Schatz M, et at J Allergy Clin Immunol. 2011,128;1:44-49.e1.

All trademarks are the property of their respective owners.

See how BT works

View an animation of the BT
procedure in: English,
Francais, Deutsch,
Htaliano

BT to patients with severe
asthma.
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Hélp your patients
recognize severe
asthma by

http://www.bt{orasthma.com/physician-resources/physician-overview
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downloading the
Asthma Impact Survey.

Support for
physicians
Request more information

To assist patients in finding
a BT Clinic, click here.
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Home > Request more information > Physician information request
Physician information request

If you would like more information on Bronchial Thermoplasty (BT), please complete the
information requested below and a representative from Boston Scientific will follow up
with you.

http://www btforasthma.com/get-more-info/physician-info-request
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Please select one of the following:

O 1 am interested in referring patients for Bronchial Thermoplasty treatment.

O | currently provide or am interested in providing Bronchial Thermoplasty treatments to
patients.

(* Required)

Title [Please Select...
Specialty IPIease Select... E/]
First Name * .
Last Name * i
Hospital/Clinic * SO
Address 1* i !
Address 2 U
State * [Please Select...
Zip/Postal code* i — |
Country o _ 1
Phone S o |
Email * S
| currently perform bronchoscopy OYes ONo

| perform approximately the following IP!ease Select...
number of bronchoscopies per month

I see in my office the following number [Please Select... ~
of severe asthma patients per month

How did you hear about us? * |Please Select... N

[J 1 am interested in learning more about the BT
training program

[[11 am interested in referring a patient(s) for BT

[ 1 would like to receive more information on BT

Comments:

Submit!

Boston Scientific Corporation

150 Baytech Drive

San Jose, CA 95134

T: 877-810-6060 F: 408-419-0199

I
Brought to B t Ao a0 &7 ave registered ademarks of
bg OS On Boston Smentific Comporaton or its affilates All other FOLLOW:
you oy S Cl en-tlﬁc rademarks are the property of their respective owners

& 2014 Boston Scientific Cotparatan
or ffs affiates Al nghts reserved
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This brochure describes
a new procedure for
treating severe asthma
in adults.

HNOW AVAHLABLE from Boston Solentific
for the treatment of severe asthma in adults
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About severe asthma

Why do doctors do this treatment?
What is the Alair™ System?

What is Bronchial Thermoplasty (BT)?

Who can have this treatment?
(Indication for Use)

Who cannot have this treatment?
(Contraindications)

What are the risks and side effects of BT?
What are the benefits of BT?

What will happen if you decide to have the
BT treatment for your severe asthma?

What happens after each BT treatment?

When to call the doctor

N
N
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What happens when you have severe asthma?

Air travels in and out of your lungs through airways,
which are tubes. There are tiny muscles in the walls of
the airways. People who have severe asthma have larger
muscles in their airways than other people. The airways
close down when these muscles contract.

What happens when your airways close down?

When airways close down it can be harder to breathe.
Your chest may feel tight. You may wheeze or cough.
Asthma medicines usually open up the airways. These
medicines do not always work well in patients who have
severe asthma.

You have severe asthma. Your asthma is severe because
the asthma drugs you take now do not control your
asthma symptoms.

Your doctor wants to use the Alair™ System to treat

your severe asthma. This treatment is called Bronchial
Thermoplasty (BT). BT is a procedure and not an asthma
medicine. Your doctor thinks your health is good enough
to have this treatment.

If you decide to have this treatment, you will need to do
what your doctor asks you to do or you may be harmed.

The Alair System is the tool that your doctor will use to
perform BT. The Alair System has two main parts:

# A small tube with 4 wires at the end. See Figure 1.
# A machine that heats the wires ;

You need to decide if BT is right for
you. You will be treated by a doctor
who has been trained and knows
how to use it correctly.

Figure 1: Actual size of tip of Alair tube
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The Alair™ System mildly heats your airway walls. This
heating reduces some of the extra muscle present in the
airways. This may allow your airways to stay more open
and help you breathe better.

(Indication for Use)

The Alair Bronchial Thermoplasty System is indicated for
the treatment of severe persistent asthma in patients 18
years and older whose asthma is not well controlled with
inhaled corticosteroids and long-acting beta-agonists.

(Contraindications)
You cannot have this treatment if you have:

= An implant with electronics. Tell your doctor if you
have any implants with electronics, such as a pacemaker.
BT may keep the implant from working correctly.

= Problems taking certain medicines. Tell your doctor if
you have ever had a problem taking any kind of medicine.
Your doctor will use some medicines to perform BT. Your
doctor needs to make sure the medicine he or she uses
will not hurt you.

+ Have had this treatment before. Tell your doctor if you
have had BT before.

# You cannot have this treatment if you are less than 18
years old. No one has tested BT in patients younger than
18 years.
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You cannot have this treatment while the following
conditions are present:

= An active respiratory infection. Tell your doctor if you
think you have an infection, fever, or your asthma is worse
than usual. If your infection is in your lungs or airway, BT
may harm you.

# Have had an asthma attack or changed your oral
corticosteroid dose in the last 2 weeks. Tell your doctor if
either of these has happened in the last 2 weeks. If you have
had an asthma attack or changed your oral corticosteroid
dose in the last 2 weeks, BT may harm you.

# A blood-clotting problem. Tell your doctor if you take any
drugs to keep your blood from clotting. Some call these
drugs blood thinners. If you have a blood-clotting problem,
BT may harm you.

In 2007, doctors studied nearly 300 patients who had severe
asthma. In this study, they saw how well BT worked and what
side effects patients had. Doctors treated about 200 people
with BT. This was the “BT Group.” Doctors treated another
group in a similar way, but they did not heat their airways.
This was the “Sham Group.” Patients did not know which
group they were in. Doctors studied these patients for a year
after their last treatment. We do not know how well patients
did beyond one year. This is still being studied.

R
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Right after their doctors treated them, many patients in the
study had side effects. Table 1 shows how many people had
each side effect. The table shows side effects that occurred
in 3 or more in every 100 patients in the BT group.

How to read this table:

# Short-term: from start of first treatment until 6 weeks
after third treatment.

# Long-term: from 6 weeks after last treatment until
1year after last treatment.

#|n the table, some patients had more than one side effect.

# Look at Table 1.

~~~~~~~~~~~ Think of a group of 100 patients.
»»»»»»»»»»» Look at the column that says “Short-term period.”

~~~~~ Go down that column to the row that reads “More than
one symptom of asthma.”

----------- This row means that 52 out of every 100 patients
in the BT Group had “more than one symptom of
asthma” sometime after their first treatment until
6 weeks after their third treatment.

~~~~~~~~~~~ On the same row, now look at the “Long-term
period” column.

~~~~~~~~~~~ You see there were 27 out of every 100 patients in
the BT Group who had “more than one symptom of
asthma” in the long-term period.

~~~~~~~~~~~ The 52 and the 27 are not separate groups of patients.
Some patients may be counted in both groups:

# One or more patients who had a “short-term period”
effect may have also had a “long-term period” effect.
Meaning he or she did not get better.

# One or more patients who did not have a “short-term
period” effect may have had a “long-term period”
effect. Meaning he or she got worse later.

# One or more patients who had a “short-term period”
effect may not have had a “long-term period” effect.
Meaning their problem went away.

Other side effects related to the lungs, ear, nose, and throat occurred in the
short-term or long-term periods in the BT group. The following side effects
occurred in 1or more in every 100 patients in the BT group, but less often than
the side effects in Table 1: abnormal breath sounds, acute swelling of the airways,
blocked airways, bleeding during the procedure, bloody mucus, bloody nose, chest
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Table 1: Short-term and Long-term side effects

Short-term period Long-term period

BT Sham BT

Type of Side Effect Group | Group Group
Related to Breathing OUT OF EVERY 100 PATI
More than one symptom of asthma 52 39 27
Wheezing 15 6 4
Chest pain 14 13 3
Cough 12 14 3
Shortness of breath 1 6 2
Chest discomfort 9 10 2
Infection in the lower airways 8 2 3
Productive cough 7 9 3
Collapse of part of the lung 5 0 Q
Swelling of the airways 4 2 7
Bleeding 3 0 0
Related to Ear, Nose, and Throat

Infection in the upper airways 20 1 30
Swelling of the nose and/or throat 5 7 11
Throat irritation 5 12 1
e byains T A28
Sinusitis 3 5 6
Acute sinusitis 3 2 4
Sore throat 3 5 1
Allergic rhinitis 2 3 4
Rhinitis 2 0 4
All Other

Headaches 14 9 5
Back pain 5 6 3
Fever 4 2 0
Influenza 4 2 4
Upset stomach 4 2 2
Anxiety 4 0 1
Nausea 3 4 1
High blood pressure 3 2 3
Urinary tract infection 1 1 3

*One instance of bleeding occurred 31 days after a BT treatment and was treated
with a medical procedure.

congestion, increased mucus in upper airways, infection in the lower airways
caused by a virus, low oxygen in the blood, narrowing of airways, nasal congestion,
pneumonia, runny nose, and swelling of the throat caused by a virus.

Ask your doctor about other uncommon side effects that are not related to the
lungs, ear, nose, and throat.
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The study showed that the people in the BT Group had
fewer severe asthma attacks, visits to the emergency room,
and asthma symptoms, as shown in Figure 2.

Figure 2. Benefits of BT
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The BT Group also lost on average 3 fewer days per patient
from work, school, or other daily activities due to asthma
symptoms. This was for one year after treatment compared
to the Sham Group. This is not shown in Figure 2.

Figure 3. Placement of bronchoscope into your lungs

% Bronchoscope placed through
the mouth into the lung
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# There will be 3 treatments. There will be 3 weeks in
between each treatment.

# You will prepare for each treatment by taking a 50 mg
steroid pill by mouth once a day for 3 days before
the treatment.

= You will also take a 50 mg steroid pill on the day of
the treatment.

# On each BT treatment day, your doctor will test your
lungs. He or she will do this by checking how much air
you can blow out.

# Your doctor will make sure you don’t have an infection.
Aninfection would delay the treatment.

# Your doctor will tell you what he or she will do during BT.
% Your doctor will:
1. Give you medicine to make you sleepy.

2. Put a small tube called a bronchoscope through
your mouth into your airways. See Figure 3.

3. Put the smaller Alair™ tube through the bronchoscope.
The wires on its end will touch your airways.
See Figure 4.

Figure 4. Placement of Alair tube in your lungs

# Wires of Alair tube
opened to contact the
inside of your airways
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4. Heat the wires on the end of the small Alair™ tube
to reduce some of the airway muscle tissue. You
won't feel this because your doctor gave you
medicine. See Figure 5 for how airways look before
and after Bronchial Thermoplasty treatment.

Figure 5. Airways before and after BT treatment

= Normal band of airway muscle

#  Open airway where air travels

= More airway muscle
causes airway to narrow

% This is the area where Alair
applies heat to the airway
wall during BT treatment

~=% Reduced airway muscle
after BT treatment

'''''''''''''''' % After BT, the inside airway
wall and other tissue heals,
but airway muscle is reduced

5. Move the small Alair tube to more places and
treat them the same way.

6. Take the small Alair tube and the bronchoscope out.

7. Watch over you as you wake up and recover.

10
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# You need to take a 50 mg steroid pill the day after.

= Your doctor will contact you by phone to check on you:
~~~~~ The day after your treatment
~~~~~~~~~~~ The day after that, and
~~~~~~~~~~~ A week after your treatment

# You will still need to take your asthma medicine.

After your airways heal from your first treatment, you will
g0 back to your doctor for your second treatment. Your
doctor will treat more of your airways. After you get well
from that, your doctor will treat the rest of your airways in
your third treatment.

Use your rescue inhaler if your asthma symptoms get bad.
Tell your doctor if you needed to use your rescue inhaler.

If you have this treatment, contact your doctor if your
asthma symptoms get worse and do not get better after
using your rescue inhaler.

Brief Statement of Relevant Indications for Use,
Contraindications, Warnings, and Adverse Events:

The Alair™ Bronchial Thermoplasty System is indicated for the
treatment of severe persistent asthma in patients 18 years and
older whose asthma is not well controlled with inhaled
corticosteroids and long-acting beta-agonists. The Alair System
is not for use in patients with an active implantable electronic
device or known sensitivity to medications used in bronchoscopy.
Previously treated airways of the lung should not be retreated
with the Alair System. Patients should be stable and suitable to
undergo bronchoscopy. The most common side effect of BT is an
expected transient increase in the frequency and worsening of
respiratory-related symptoms.

1
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Boston Scientific Corporation

One Boston Scientific Place
Natick, MA 01760-1537

Alair and are registered trademarks of Boston Scientific Corporation or its affiliates.
© 2013 Boston Scientific Corporation or its affiliates. All rights reserved. 12217 Rev. A 2013-03
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