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‘ DISCLAIMER

This Molina Clinical Policy (MCP) is intended to facilitate the Utilization Management process. It expresses Molina's
determination as to whether certain services or supplies are medically necessary, experimental, investigational, or
cosmetic for purposes of determining appropriateness of payment. The conclusion that a particular service or supply is
medically necessary does not constitute a representation or warranty that this service or supply is covered (i.e., will be
paid for by Molina) for a particular member. The member's benefit plan determines coverage. Each benefit plan defines
which services are covered, which are excluded, and which are subject to dollar caps or other limits. Members and their
providers will need to consult the member's benefit plan to determine if there are any exclusion(s) or other benefit
limitations applicable to this service or supply. If there is a discrepancy between this policy and a member's plan of
benefits, the benefits plan will govern. In addition, coverage may be mandated by applicable legal requirements of a
State, the Federal government or CMS for Medicare and Medicaid members. CMS's Coverage Database can be found on
the CMS website. The coverage directive(s) and criteria from an existing National Coverage Determination (NCD) or
Local Coverage Determination (LCD) will supersede the contents of this Molina Clinical Policy (MCP) document and
provide the directive for all Medicare members."

DESCRIPTION OF PROCEDURE/SERVICE/PHARMACEUTICAL ‘

Bronchial thermoplasty is a minimally invasive treatment that uses thermal energy (radiofrequency ablation) to weaken
and partially destroy the smooth muscle in the lungs that constricts the airway during asthma attacks. This procedure is
intended for treatment of severe, persistent asthma in patients who are age 18 years or older and with asthma that has not
been well controlled by long-acting bronchodilators or glucocorticoids. * The procedure generally involves three separate
bronchoscopies under moderate sedation about three weeks apart. A radiofrequency controller and a specialized catheter
are used to administer thermal energy (target tissue temperature 65°C) to the airway walls. All reachable airways distal to
the mainstem bronchus that are 3 to 10 mm in diameter are treated once, except those in the right middle lobe, which are
left untreated due to difficulty with access. ! 32

The Alair Bronchial Thermoplasty System (Boston Scientific Corp.) is regulated via the Premarket Approval (PMA)
process as a Class III (high-risk) device and it is subject to the most stringent regulations enforced by the FDA. The FDA
has classified it as a bronchial thermoplasty system and it received FDA approval on April 27, 2010. ?

RECOMMENDATION ¢ |

Bronchial Thermoplasty is considered investigational and unproven for the treatment of asthma due to insufficient
evidence in the peer reviewed literature.

SUMMARY OF MEDICAL EVIDENCE >

A small body of low-quality evidence suggests that during the first year after thermoplasty, benefits were observed,
including improved quality of life (QOL), symptom relief, reduced medication use, and reductions in emergency
department (ED) visits. Bronchial thermoplasty did not reduce hospitalizations following treatment and there was no
evidence of improved lung function (e.g., forced expiratory volume in 1 second [FEV1]). Although preliminary evidence
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suggests that this treatment poses little long-term safety risk, there is insufficient evidence concerning the long-term safety
and efficacy of bronchial thermoplasty. A summary of the evidence is provided below.

Three randomized controlled trials (RCTs) have evaluated the Alair Bronchial Thermoplasty System for treatment of
severe asthma. °>®7 Although all of these studies were RCTs, one study enrolled less than 50 patients ” and two studies did
not involve blinding or placebo controls. ®7 All of the reviewed studies evaluated thermoplasty as an adjunct to continued
drug therapy for asthma using outcome measures, including respiratory parameters, medication usage, exacerbations of
asthma, hospital visits, and assessments of quality of life. The initial reports of the RCTs involved only 1 year of follow-
up; however, subsequent reports for two of the RCTs extended this follow-up to 2 or 5 years for patients who underwent
Thermoplasty *® and one of these extensions included a subset of control group patients with 3 years follow-up. ® All of
the studies were supported by the device manufacturer and performed in part by investigators who had financial
relationships with the device manufacturer. 3¢7

The largest available controlled study of thermoplasty for severe asthma was the Asthma Intervention Research (AIR2)
trial that randomized 190 patients to thermoplasty and 98 patients to placebo treatment. > Throughout the study, all
patients continued drug therapy with no intentional or directed changes in medication use. At 1 year follow-up, the
thermoplasty group had meaningful improvements compared with the control group for the following measures: severe
exacerbations (0.48 versus 0.70 per patient annually, PPS=0.96), emergency department visits (0.07 versus 0.43 per
patient annually, PPS>0.99), and days lost from work, school, or other activities due to asthma (1.3 versus 3.9 per year,
PPS=0.99). In addition, the thermoplasty group had meaningful improvements in mean + standard deviation (SD) Asthma
Quality of Life Questionnaire (AQLQ) scores (1.4 £ 1.1 versus 1.2 £ 1.2, PPS=0.96); however, the degree of
improvement in this measure (difference = 0.2) was much smaller than the improvement in the control group (+1.2),
which can presumably be attributed to a placebo effect. Despite these improvements, no meaningful differences were
noted between the thermoplasty group and the control group in mean respiratory parameters, total symptom score,
symptom-free days, rescue medication use, unscheduled physician visits, hospitalizations, or the Asthma Control
Questionnaire (ACQ) scores at 1 year follow-up. > An additional year of uncontrolled follow-up of the thermoplasty group
evaluated with traditional statistical tools showed no statistically significant differences within this group between 1 year
and 2 years follow-up in severe exacerbations, asthma symptoms, emergency department visits or hospitalizations follow-
up.

Another RCT that enrolled 109 patients who had severe, persistent asthma found improvements similar to those reported
above despite differences in study design. ¢ This trial was not blinded or placebo controlled and most of the outcomes
were measured after attempted withdrawal of patients from long-acting b2-agonist (LABA) use. At 1 year follow-up,
compared with the control group, thermoplasty was associated with statistically significant improvements in mean change
in the following measures: AQLQ (higher score better) (+1.3 versus +0.6, P<0.005), ACQ (lower score better) (—1.2
versus —0.5, P<0.005), symptom free days (+41% versus +17%, P<0.01), symptom scores (lower score better) (—1.9
versus —0.7, P<0.05), rescue bronchodilator use (—8.9 versus —1.2 puffs per week, P<0.05), morning peak expiratory flow
(+39 versus 9 liters per minute, P<0.005), mild exacerbations without LABA (-0.16 versus +0.04, P<(.01), and mild
exacerbations with LABA (—0.17 versus +0.03, P<0.05). In contrast, at 1 year follow-up, no significant differences were
seen between the thermoplasty group and the control group in severe exacerbations, airway responsiveness, or forced
expiratory volume in 1 second (FEV1). ¢ A second report of this study extended follow-up to 5 years for 45 (82%)
thermoplasty group patients and to 3 years for 24 (44%) control group patients. ® Thermoplasty was not associated with
any serious long-term adverse events and at 3 years follow-up, airway responsiveness measured based on doublings of
methacholine dose giving a 20% decrease in FEV1 increased 1.3 doublings for the thermoplasty group versus a decrease
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of 0.4 doublings for the control group (P<0.05). However, at 3 years follow-up, there were no significant differences
between the thermoplasty group and the control group in other respiratory parameters, oral glucocorticoid use, worsening
of asthma, emergency department visits, or hospitalizations.® The apparent loss of benefits of thermoplasty during longer
follow-up may indicate loss of effectiveness over time or may be an artifact of selective dropping out of control group
patients who have the most poorly controlled asthma.

In the Research In Severe Asthma (RISA) trial 32 patients with severe asthma (prebronchodilator FEV1 >50 percent of
predicted) were randomly assigned to BT or control (without sham procedure) but investigators were not blinded. 7 This
trial was not blinded or placebo controlled and patients underwent attempted weaning from oral and inhaled
glucocorticoids during weeks 22 to 36 of the study and maintenance of reduced steroid use during weeks 37 to 52 of the
study. Compared with the control group at 22 weeks follow-up (before steroid weaning), thermoplasty was associated
with statistically significant improvements in mean change in the following measures: FEV1 (+15% versus —1%, P<0.05),
AQLAQ (higher score better) (+1.2 versus +0.2, P<0.05), ACQ (lower score better) (—1.0 versus —0.1, P<0.05), and rescue
bronchodilator use (—27% versus —2%, P<0.05). Except for FEV1, improvements in these measures remained statistically
significant at 52 weeks follow-up, after reduction of steroid dosages. Compared with the control group at 52 weeks,
thermoplasty was associated with statistically significant improvements in mean AQLQ (higher score better) (+1.5 versus
+0.4, P<0.05), mean ACQ (lower score better) (—1.0 versus —0.2, P<0.05), and mean rescue bronchodilator use (—26%
versus —6%, P<0.05). *

In a follow-up of 162 patients who underwent BT in the AIR2 trial, the effectiveness and safety of BT was evaluated in a
prospective study 5 years after therapy.’ Outcomes assessed after BT included severe exacerbations, adverse events,
health care use, spirometric data, and high-resolution computed tomographic scans. The proportion of subjects
experiencing severe exacerbations and emergency department (ED) visits and the rates of events in each of years 1 to 5
remained low and were less than those observed in the 12 months before BT treatment (average 5-year reduction in
proportions: 44% for exacerbations and 78% for ED visits). Respiratory adverse events and respiratory-related
hospitalizations remained unchanged in years 2 through 5 compared with the first year after BT. Prebronchodilator FEV1
values remained stable between years 1 and 5 after BT, despite a 18% reduction in average daily inhaled corticosteroid
dose. High-resolution computed tomographic scans from baseline to 5 years after BT showed no structural abnormalities
that could be attributed to BT. However; there was no follow up of the control group, making comparisons difficult.’

Cochrane: A 2014 Cochrane review was published on the efficacy and safety of bronchial thermoplasty in adults with
bronchial asthma. Three trials (429 participants) were included (two trials compared bronchial thermoplasty vs medical
management and the other compared bronchial thermoplasty vs a sham intervention). The results from two trials showed a
lower rate of exacerbation after 12 months of treatment for participants who underwent bronchial thermoplasty. The trial
with sham intervention showed a significant reduction in the proportion of participants visiting the emergency department
for respiratory symptoms, from 15.3% on sham treatment to 8.4% over 12 months following thermoplasty. The trials
showed no significant improvement in pulmonary function parameters (with the exception of a greater increase in
morning peak expiratory flow (PEF) in one trial). Treated participants who underwent bronchial thermoplasty had a
greater risk of hospitalization for respiratory adverse events during the treatment period (3 trials, 429 participants; risk
ratio 3.50, 95% CI 1.26 to 9.68; high-quality evidence), which represents an absolute increase from 2% to 8% (95% CI
3% to 23%) over the treatment period. This means that six of 100 participants treated with thermoplasty (95% CI 1 to 21)
would require an additional hospitalization over the treatment period. No significant difference in the risk of
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hospitalization was noted at the end of the treatment period. The review concluded that bronchial thermoplasty for
patients with moderate to severe asthma provides a modest clinical benefit in quality of life and lower rates of asthma
exacerbation, but no significant difference in asthma control scores. °

Professional Organizations 2>

American College of Allergy, Asthma and Immunology (ACAAI): Guidelines published in 2015 indicate that bronchial
thermoplasty is a well-studied treatment for patients with very severe asthma who continue to be symptomatic despite

maximal medical treatment including steroids, long acting beta agonists (LABAs), long-acting muscarinic agents
(LAMASs), leukotriene antagonists and biologics. The device to deliver this therapy is FDA approved. The scientific
literature supports bronchial thermoplasty as a therapeutic consideration for some carefully chosen patients with severe
asthma. Carefully selected patients with severe, persistent asthma who have persistent burden of disease, asthma
exacerbations, emergency department visits or hospitalizations despite maximal medical treatment may benefit from this
procedure. Therefore, ACAAI recommends that insurers provide coverage bronchial thermoplasty for those adult patients
who meet the stringent requirements. %

American College of Chest Physicians (CHEST): A Coverage and Payment for Bronchial Thermoplasty for Severe

Persistent Asthma document published in 2014 notes that bronchial thermoplasty offers an important treatment option for
adult patients with severe asthma who continue to be symptomatic despite maximal medical treatment and, therefore
should not be considered experimental. It should be noted that this document is not a guideline. *°

British Thoracic Society (BTS) & Scottish Intercollegiate Guidelines Network: Guidelines prepared jointly in 2019
indicate that: “Bronchial thermoplasty may be considered for the treatment of adult patients who have poorly controlled

asthma despite optimal therapy. Patients being considered for bronchial thermoplasty should be assessed to confirm the
diagnosis of asthma, that uncontrolled asthma is the cause of their ongoing symptoms, and that they are adherent with
current treatment.” %

Global Initiative for Asthma (GINA): Updated guidelines (2020) indicate that “bronchial thermoplasty is a potential
treatment option for adult patients whose asthma remains uncontrolled despite optimized therapeutic regimes and referral
to an asthma specialty center. (Evidence level B)” ¥’

National Institute for Health and Clinical Excellence (NICE): Updated guidelines (2018) indicate that “Current evidence
on the safety and efficacy of bronchial thermoplasty for severe asthma is adequate to support the use of this procedure

provided that standard arrangements are in place for clinical governance, consent and audit. The procedure should only be
done by a multidisciplinary team in specialist centres with on-site access to intensive care. It should only be done by
clinicians with training in the procedure and experience in managing severe asthma. 2

CODING INFORMATION: THE CODES LISTED IN THIS POLICY ARE FOR REFERENCE PURPOSES ONLY. LISTING OF A SERVICE
OR DEVICE CODE IN THIS POLICY DOES NOT IMPLY THAT THE SERVICE DESCRIBED BY THIS CODE IS A COVERED OR NON-
COVERED. COVERAGE IS DETERMINED BY THE BENEFIT DOCUMENT. THIS LIST OF CODES MAY NOT BE ALL INCLUSIVE.

CPT Description

31660 Bronchoscopy, rigid or flexible, including fluoroscopic guidance, when performed; with bronchial
thermoplasty, 1 lobe
31661 Bronchoscopy, rigid or flexible, including fluoroscopic guidance, when performed; with bronchial

thermoplasty, 2 or more lobes
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HCPCS | Description

N/A
ICD-10 Description: [For dates of service on or after 10/01/2015]
J45.20-J45.998 Asthma code range
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Review/Revision History:

6/12/14: Policy created

12/16/15 & 6/15/16: Policy reviewed, no changes

3/30/17 & 7/10/18: Policy was reviewed and the clinical criteria section did not change. The following sections were
updated: Summary of medical evidence, guidelines and references.

6/19/19: Policy reviewed, no changes.

6/17/20: Policy reviewed, no new randomized clinical trials or meta-analysis reports were found in the literature to
change our recommendation. This procedure remains experimental, investigational and unproven as a treatment for
asthma. Updated references, guideline sections.
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