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Coverage Rationale

2 See Benefit Considerations

Tezspire (tezepelumab) has been added to the Review at Launch program. Some members may not be eligible for
coverage of this medication at this time.

Tezspire is proven for add-on maintenance treatment for patients that meet the following criteria:

e Forinitial therapy, both of the following:
o Diagnosis of severe asthma; and
o Will be used as add-on maintenance therapy
o Dosing is in accordance with the United States Food and Drug Administration approved labeling; and
o Initial authorization will be for no more than 6 months.
e For continuation of therapy, all of the following:
o Documentation of positive clinical response; and
o Used in combination with an inhaled corticosteroid (ICS)-containing controller medication; and
o Patient is not receiving Tezspire in combination with any of the following:
=  Anti-interleukin 5 therapy [e.g., Cinqair (reslizumab), Fasenra (benralizumab), Nucala (mepolizumab]
=  Anti-IgE therapy [e.g., Xolair (omalizumab)]
= Anti-interleukin 4 therapy [e.g., Dupixent (dupilumab)]
and
o Dosing is in accordance with the United States Food and Drug Administration approved labeling; and
o Reauthorization will be for no more than 12 months.

Tezspire is medically necessary when all of the following criteria is met:
e Forinitial therapy, all of the following:
o Diagnosis of severe asthma; and
o Classification of asthma as uncontrolled or inadequately controlled as defined by at least one of the following:
=  Poor symptom control (e.g., ACQ score consistently greater than 1.5 or ACT score consistently less than 20); or
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=  Two or more bursts of systemic corticosteroids for at least 3 days each in the previous 12 months; or
=  Asthma-related emergency treatment (e.g., emergency room visit, hospital admission, or unscheduled physician’s
office visit for nebulizer or other urgent treatment); or
= Airflow limitation (e.g., after appropriate bronchodilator withhold FEV1 less than 80% predicted (in the face of
reduced FEV1/FVC defined as less than the lower limit of normal); or
= Patient is currently dependent on maintenance therapy with oral corticosteroids for the treatment of asthma
and
o Used in combination with one of the following:
= One maximally-dosed (appropriately adjusted for age) combination inhaled corticosteroid (ICS)/long-acting beta,
agonist (LABA) product [e.g., Advair/AirDuo Respiclick (fluticasone propionate/salmeterol), Symbicort
(budesonide/formoterol), Breo Ellipta (fluticasone furoate/vilanterol)]; or
= Combination therapy including both of the following:
- One high-dose (appropriately adjusted for age) ICS product [e.g., ciclesonide (Alvesco’), mometasone furoate
(Asmanex®), beclomethasone dipropionate (QVAR®)]; and
- One additional asthma controller medication [e.g., LABA - olodaterol (Striverdi®) or indacaterol (Arcapta’),
leukotriene receptor antagonist - montelukast (Singulair®), theophylline]
and
o Patient is not receiving Tezspire in combination with any of the following:
=  Anti-interleukin 5 therapy [e.g., Cingair (reslizumab), Fasenra (benralizumab), Nucala (mepolizumab]
=  Anti-IgE therapy [e.g., Xolair (omalizumab)]
=  Anti-interleukin 4 therapy [e.g., Dupixent (dupilumab)]
o Tezspire dosing is in accordance with the United States Food and Drug Administration approved labeling; and
o Tezspire is prescribed by a pulmonologist or allergist/immunologist; and
o Initial authorization will be for no more than 6 months.
e For continuation of therapy, all of the following:
o Documentation of a positive clinical response as demonstrated by at least one of the following:
= Reduction in the frequency of exacerbations
= Decreased utilization of rescue medications
= Increase in percent predicted FEV1 from pretreatment baseline
= Reduction in severity or frequency of asthma-related symptoms (e.g., wheezing, shortness of breath, coughing,
etc.)
and
o Used in combination with an ICS-containing controller medication; and
o Patient is not receiving Tezspire in combination with any of the following:
= Anti-interleukin 5 therapy [e.g., Cingair (reslizumab), Fasenra (benralizumab), Nucala (mepolizumab]
= Anti-IgE therapy [e.g., Xolair (omalizumab)]
=  Anti-interleukin 4 therapy [e.g., Dupixent (dupilumab)]
and
o Tezspire dosing is in accordance with the United States Food and Drug Administration approved labeling; and
o Reauthorization will be for no more than 12 months.

Applicable Codes

The following list(s) of procedure and/or diagnosis codes is provided for reference purposes only and may not be all inclusive.
Listing of a code in this policy does not imply that the service described by the code is a covered or non-covered health service.
Benefit coverage for health services is determined by the member specific benefit plan document and applicable laws that may
require coverage for a specific service. The inclusion of a code does not imply any right to reimbursement or guarantee claim
payment. Other Policies and Guidelines may apply.

HCPCS Code Description
C9399 Unclassified drugs or biologicals
J3490 Unclassified drugs
J3590 Unclassified biologics
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Diagnosis Code Description

J45.50 Severe persistent asthma, uncomplicated

J45.51 Severe persistent asthma with (acute) exacerbation
J45.52 Severe persistent asthma with status asthmaticus
J82.83 Eosinophilic asthma

Asthma is a common chronic inflammatory disease of the airways that affects an estimated 24 million adults and children.
Although the disease is well controlled with inhaled therapy in most patients, approximately 1.2 to 2.4 million people have
severe asthma (i.e., 5 to 10% of the asthma population) that is associated with substantial morbidity, mortality, and economic
effects. Asthma has been divided into various clinical presentations or phenotypes. Key asthma phenotypes include allergic
asthma, eosinophilic asthma, and non-eosinophilic asthma. Eosinophilic asthma is characterized by an increase in the blood
and sputum eosinophil (EOS) levels; fractional exhaled nitric oxide (FeNO) also provides an indication of level of eosinophilic
inflammation in the lung. In contrast, allergic asthma is characterized by a positive perennial aeroallergen skin test and/or
increased levels of serum IgE. In current clinical practice, such phenotypic biomarkers are central to the management of severe,
uncontrolled asthma as existing asthma biologic therapies are targeted at either eosinophilic or allergic asthma.' Approximately
one-half of patients may present with overlapping or changing phenotypes, and almost 30% may not have a defined
inflammatory pathway.?

Tezepelumab is a human monoclonal antibody that acts at the top of the inflammatory cascade by specifically binding TSLP,
blocking TSLP from interacting with its receptor. Blocking TSLP with tezepelumab reduces downstream markers of
inflammation, including blood EOS, immunoglobulin E (IgE), fractional exhaled nitric oxide (FeNO), interleukin 5 (IL-5), and
interleukin 13 (IL-13).2 Unlike other FDA-approved biologic therapies for severe asthma that target downstream inflammatory
pathways and are indicated for specific patient phenotypes, because of its upstream activity early in the inflammatory cascade,
tezepelumab is suitable for a broad spectrum of severe asthma patients irrespective of asthma phenotype.

Benefit Considerations

Some Certificates of Coverage allow for coverage of experimental/investigational/unproven treatments for life-threatening
illnesses when certain conditions are met. The member specific benefit plan document must be consulted to make coverage
decisions for this service. Some states mandate benefit coverage for off-label use of medications for some diagnoses or under
some circumstances when certain conditions are met. Where such mandates apply, they supersede language in the benefit
document or in the medical or drug policy. Benefit coverage for an otherwise unproven service for the treatment of serious rare
diseases may occur when certain conditions are met. Refer to the Policy and Procedure addressing the treatment of serious
rare diseases.

Clinical Evidence

Proven

Tezepelumab is indicated for the add-on maintenance treatment of adult and pediatric patients aged 12 years and older with
severe asthma.*

The efficacy of tezepelumab was established in two randomized, double-blind, placebo-controlled studies in 1,609 patients 12
years of age and older with severe asthma. PATHWAY was a 52-week dose-ranging study in which patients received
tezepelumab-ekko 70 mg every 4 weeks, Tezspire 210 mg every 4 weeks, tezepelumab-ekko 280 mg every 2 weeks, or
placebo. NAVIGATOR was a 52-week study in which patients received Tezepelumab 210 mg every 4 weeks or placebo. The
primary endpoint in both studies was the rate of clinically significant asthma exacerbations measured over 52 weeks. Asthma
exacerbations were defined as worsening of asthma requiring the use of or increase in oral or injectable corticosteroids for at
least 3 days, or a single depo-injection of corticosteroids, and/or emergency department visits requiring use of oral or injectable
corticosteroids and/or hospitalization. In PATHWAY, the annualized rate of asthma exacerbations was 0.20 with tezepelumab
vs. 0.72 with placebo (rate ratio 0.29, 95% CI: 0.16, 0.51). In NAVIGATOR, the annualized rate of asthma exacerbations was
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0.93 with tezepelumab vs. 2.10 with placebo (rate ratio 0.44, 95% CI: 0.37, 0.53). In NAVIGATOR, patients receiving
tezepelumab experienced fewer exacerbations than those receiving placebo regardless of baseline levels of blood eosinophils
or fractional exhaled nitric oxide (FeNO). Similar results were seen in PATHWAY.

Tezepelumab was also evaluated in a randomized, double-blind, placebo-controlled clinical study in 150 adult patients with
severe asthma requiring treatment with daily oral corticosteroids (OCS). Patients received tezepelumab 210 mg every 4 weeks
or placebo. The primary endpoint was categorized percent reduction from baseline of the final OCS dose at week 48 (= 90%
reduction, = 75% to < 90% reduction, = 50% to < 75% reduction, > 0% to < 50% reduction, and no change or no decrease in
OCS), while maintaining asthma control. Tezspire did not demonstrate a statistically significant reduction in maintenance OCS
dose vs. placebo (cumulative odds ratio 1.28, 95% CI: 0.69, 2.35).

Professional Societies

Global Initiative for Asthma

The Global Initiative for Asthma (GINA, 2021) recommends that for Step 5 treatment, adults and adolescents, may be treated
with Fasenra (benralizumab), Dupixent (dupilumab), Nucala (mepolizumab), Xolair (omalizumab) or Cinquair (reslizumab)
as follows:'

o Refer for expert assessment, phenotyping, and add-on therapy. Patients of any age with persistent symptoms or
exacerbations despite correct inhaler technique and good adherence with Step 4 treatment and in whom other controller
options have been considered, should be referred to a specialist with expertise in investigation and management of severe
asthma (Evidence D).

e Add-on treatment for moderate or severe allergic asthma that is uncontrolled on Step 4-5 treatment: anti-immunoglobulin E
(subcutaneous omalizumab for patients = 12 years) (Evidence A).

¢ Add-on treatment for severe eosinophilic asthma that is uncontrolled on Step 4-5 treatment: anti-interleukin 5/5R treatment
(subcutaneous mepolizumab for patients aged = 6 years; intravenous reslizumab for ages = 18 years or subcutaneous
benralizumab for ages = 12 years) (Evidence A)

e Add-on treatment for severe Type 2 asthma or requiring treatment with maintenance OCS: anti-interleukin-4R o treatment
(subcutaneous dupilumab for ages = 6 years) (Evidence A)

Institute for Clinical and Economic Review (ICER)

On November 4, 2021, the Institute for Clinical and Economic Review (ICER) released a clinical report entitled, “Tezepelumab

for Severe Asthma.” ICER recommendations are as follows: ®

¢ |CER rates the net health benefit of tezepelumab added to standard-of-care therapy without biologics, compared with
standard-of-care therapy alone in adults and adolescents with severe, uncontrolled asthma as “Comparable or Better”
(C++).

¢ ICER judges the current body of evidence tezepelumab compared with dupilumab in patients with eosinophilic asthma as
“Insufficient” (I). In the subgroup of patients with eosinophilic asthma, reductions in AAER and (small) improvements in
daily symptoms and quality of life seem similar to those seen with dupilumab. Dupilumab has substantially more evidence
on long-term safety.

¢ |CER judges the current body of evidence for tezepelumab compared with omalizumab in patients with allergic asthma as
“insufficient” (l).

s ICER rates the treatment of patients with steroid-dependent asthma as “Comparable or Inferior” (C-) to treatment with
dupilumab.

U.S. Food and Drug Administration (FDA)

This section is to be used for informational purposes only. FDA approval alone is not a basis for coverage.

Tezspire (tezepelumab) is indicated for the add-on maintenance treatment of adult and pediatric patients aged 12 years and
older with severe asthma. Tezepelumab is not indicated for the relief of acute bronchospasm or status asthmaticus.'
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Instructions for Use

This Medical Benefit Drug Policy provides assistance in interpreting UnitedHealthcare standard benefit plans. When deciding
coverage, the member specific benefit plan document must be referenced as the terms of the member specific benefit plan
may differ from the standard plan. In the event of a conflict, the member specific benefit plan document governs. Before using
this policy, please check the member specific benefit plan document and any applicable federal or state mandates.
UnitedHealthcare reserves the right to modify its Policies and Guidelines as necessary. This Medical Benefit Drug Policy is
provided for informational purposes. It does not constitute medical advice.

This Medical Benefit Drug Policy may also be applied to Medicare Advantage plans in certain instances. In the absence of a
Medicare National Coverage Determination (NCD), Local Coverage Determination (LCD), or other Medicare coverage guidance,
CMS allows a Medicare Advantage Organization (MAO) to create its own coverage determinations, using objective evidence-
based rationale relying on authoritative evidence (Medicare IOM Pub. No. 100-16, Ch. 4, §90.5).

UnitedHealthcare may also use tools developed by third parties, such as the InterQual® criteria, to assist us in administering
health benefits. UnitedHealthcare Medical Benefit Drug Policies are intended to be used in connection with the independent
professional medical judgment of a qualified health care provider and do not constitute the practice of medicine or medical

advice.
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@7 ASPIRUS

HEALTH PLAN

Nondiscrimination & Language Access Policy

Aspirus Health Plan, Inc. complies with applicable Federal civil rights laws and does not discriminate on the basis of race, color, national
origin, age, disability, sex, sexual orientation, or gender identity. We do not exclude people or treat them differently because of race, color,
national origin, age, disability, sex, sexual orientation, or gender identity.

We will:
Provide free aids and services to people with disabilities to communicate effectively with us, such as:

- Qualified sign language interpreters

- Written information in other formats (large print, audio, accessible electronic formats, other formats)
Provide free language services to people whose primary language is not English, such as:

- Qualified interpreters

- Information written in other languages

If you need these services, contact us at the phone number shown on the inside cover of this contract, your id card, or aspirushealthplan.com.

If you believe that we have failed to provide these services or discriminated in another way on the basis of race, color, national origin, age,
disability, sex, sexual orientation, or gender identity, you can file a grievance with:

Nondiscrimination Grievance Coordinator
Aspirus Health Plan, Inc.

PO Box 1062

Minneapolis, MN 55440

Phone: 1.866.631.5404 (TTY: 711)

Fax: 763.847.4010

Email: customerservice@aspirushealthplan.com

You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, the Nondiscrimination Grievance Coordinator is
available to help you.

You can also file a civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights, electronically
through the Office for Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at:

U.S. Department of Health and Human Services
200 Independence Avenue, SW

Room 509F, HHH Building

Washington, D.C. 20201

1-800-368-1019, 800-537-7697 (TDD)

Complaint forms are available at http://www.hhs.gov/ocr/office/file/index.html.

Language Assistance Services

Albanian: KUJDES: Nése flitni shqip, pér ju ka né dispozicion shérbime té asistencés gjuhésore, pa pagesé.Telefononi né 1.866.631.5404 (TTY: 711).
(711 0 )y pall il 2 3)1.866.631.5404 isledl i o) o doa) . Ulae ol alie &y jall Saeluaal) cilacis (i g jall 4alll iaaTs <€ 13) g5 Arabic

French: ATTENTION : Si vous parlez francais, des services daide linguistique vous sont proposés gratuitement. Appelezle 1.866.631.5404 (ATS : 711).
German: ACHTUNG: Wenn Sie Deutsch sprechen, stehen lhnen kostenlos sprachliche Hilfsdienstleistungen zurVerfiigung. Rufnummer: 1.866.631.5404
(TTY: 711).

Hindi: _amg_: 7_g 311 fOgd Sera g at 3muss foete g_a 9 vrar Ferger Ja1¢ Iue_Y €1 1.866.631.5404 (TTY: 711) W $iet F_|

Hmong: LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 1.866.631.5404 (TTY: 711).

Korean: F7¢]: 3ol 2 A} &84 & A5, o] A1 Y MH] 22 T8 o] 8514 F 5 th. 1.866.631.5404 (TTY: 711)H 0. & M3}l T4 A Q.
Polish: UWAGA: JeZzeli méwisz po polsku, mozesz skorzystac z bezptatnej pomocy jezykowej. Zadzwon pod numer 1.866.631.5404 (TTY: 711).
Russian: BHUMAHME: Ecnu Bbl FOBOpUTE Ha PYCCKOM A3blKe, TO BaM JOCTYMNHbI 6ecnnatHble ycayru nepeeoja.3eoHute 1.866.631.5404 (tenetaiin: 711).
Spanish: ATENCION: si habla espafiol, tiene a su disposicidn servicios gratuitos de asistencia lingiiistica. Llame al 1.866.631.5404 (TTY: 711).

Tagalog: PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nangwalang bayad. Tumawag sa
1.866.631.5404 (TTY: 711)

Traditional Chinese: {¥3%: WRMEMHERE P, B IREEEESERY. 7 3E 1.866.631.5404 (TTY:711).
Vietnamese: CHU Y: N&u ban néi Tiéng Viét, cé cac dich vu hé trg ngdn ngir mién phi danh cho ban. Goi s& 1.866.631.5404 (TTY: 711).

Pennsylvania Dutch: Wann du Deitsch (Pennsylvania German / Dutch) schwetzscht, kannscht du mitaus Koschte ebbergricke, ass dihr helft mit die
englisch Schprooch. Ruf selli Nummer uff: Call 1.866.631.5404 (TTY: 711).

Lao: B0g90: 909 houcbowg a90, novdiSnrngoscFodnwias,loatcdyeny, wivSdsuldity. tns 1.866.631.5404 (TTY:711).
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