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INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular

situation. Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for
treatment and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support
medical necessity and other coverage determinations.

NPF Coverage Policy

Drugs Affected
e Berinert® (C1 esterase inhibitor [human] for IV use)

e Cinryze® (C1 esterase inhibitor [human] for intravenous [IV] use)
¢ Ruconest® (recombinant C1 esterase inhibitor for IV use)

Cigna covers C1 esterase inhibitors (Berinert®, Cinryze®, Ruconest®) as medically necessary when the
following criteria are met for FDA Indications or Other Uses with Supportive Evidence:

Prior authorization is recommended for prescription benefit coverage of Berinert, Cinryze, and Ruconest.
Because of the specialized skills required for evaluation and diagnosis of individuals treated with these products,
approval requires Berinert, Cinryze, or Ruconest to be prescribed by or in consultation with a physician who
specializes in the condition being treated. All approvals are provided for the duration noted below.

Documentation: Documentation will be required where noted in the criteria as [documentation required].
Documentation may include, but is not limited to, chart notes, laboratory records, and prescription claims records.
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I. Coverage of Berinert or Cinryze is recommended in those who meet the following criteria:

FDA Indication(s)

1. Hereditary Angioedema (HAE) Due to C1 Inhibitor (C1-INH) Deficiency [Type | or Type IlI] —
Prophylaxis. Approve Berinert or Cinryze for the duration noted if the individual meets one of the
following criteria (A or B):

A) |Initial therapy. Approve for 1 year if the individual meets both of the following criteria (i and ii):
i. Individual has HAE type | or type Il as confirmed by the following diagnostic criteria (a and b):
a) Individual has low levels of functional C1-INH protein (< 50% of normal) at baseline, as
defined by the laboratory reference values [documentation required]; AND
b) Individual has lower than normal serum C4 levels at baseline, as defined by the laboratory
reference values [documentation required]; AND
ii. The medication is prescribed by or in consultation with an allergist/immunologist or a physician
who specializes in the treatment of HAE or related disorders.
B) Individuals currently receiving Berinert or Cinryze prophylaxis. Approve for 1 year if the individual
meets all of the following criteria (i, ii, and iii):
i. Individual has a diagnosis of HAE type | or Il [documentation required]; AND
ii. According to the prescriber, the individual has had a favorable clinical response since initiating
Berinert or Cinryze prophylactic therapy compared with baseline (i.e., prior to initiating
prophylactic therapy); AND
Note: Examples of favorable clinical response include decrease in HAE acute attack frequency,
decrease in HAE attack severity, or decrease in duration of HAE attacks.
iii. The medication is prescribed by or in consultation with an allergist/immunologist or a physician
who specializes in the treatment of HAE or related disorders.

2. Hereditary Angioedema (HAE) Due to C1 Inhibitor (C1-INH) Deficiency [Type | or Type ll] —
Treatment of Acute Attacks. Approve Berinert or Cinryze for the duration noted if the individual meets
one of the following criteria (A or B):

A) |Initial therapy. Approve for 1 year if the individual meets both of the following criteria (i and ii):
i. Individual has HAE type | or type Il as confirmed by following criteria (a and b):
a) Individual has low levels of functional C1-INH protein (< 50% of normal) at baseline, as
defined by the laboratory reference values [documentation required]; AND
b) Individual has lower than normal serum C4 levels at baseline, as defined by the laboratory
reference values [documentation required]; AND
ii. The medication is prescribed by or in consultation with an allergist/immunologist or a physician
who specializes in the treatment of HAE or related disorders.
B) Individuals who have treated previous acute HAE attacks with Berinert or Cinryze. Approve for 1 year
if the individual meets all of the following criteria (i, ii, and iii):
i. Individual has a diagnosis of HAE type | or Il [documentation required]; AND
ii. According to the prescriber, the individual has had a favorable clinical response with Berinert or
Cinryze treatment; AND
Note: Examples of favorable clinical response include decrease in the duration of HAE attacks,
quick onset of symptom relief, complete resolution of symptoms, or decrease in HAE acute attack
frequency or severity.
iii. The medication is prescribed by or in consultation with an allergist/immunologist or a physician
who specializes in the treatment of HAE or related disorders.

Il. Coverage of Ruconest is recommended in those who meet the following criteria:

FDA Indication(s)

1. Hereditary Angioedema (HAE) Due to C1 Inhibitor (C1-INH) Deficiency [Type | or Type Il] —
Treatment of Acute Attacks. Approve Ruconest for the duration noted if the individual meets one of the
following criteria (A or B):

A) |Initial therapy. Approve for 1 year if the individual meets both of the following criteria (i and ii):
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i. Individual has HAE type | or type Il as confirmed by following criteria (a and b):
a) Individual has low levels of functional C1-INH protein (< 50% of normal) at baseline, as
defined by the laboratory reference values [documentation required]; AND
b) Individual has lower than normal serum C4 levels at baseline, as defined by the laboratory
reference values [documentation required]; AND
ii. The medication is prescribed by or in consultation with an allergist/immunologist or a physician
who specializes in the treatment of HAE or related disorders.
B) Individuals who have treated previous acute HAE attacks with Ruconest. Approve for 1 year if the
individual meets all of the following criteria (i, ii, and iii):
i. Individual has a diagnosis of HAE type | or type Il [documentation required]; AND
ii. According to the prescriber, the individual has had a favorable clinical response with Ruconest
treatment; AND
Note: Examples of favorable clinical response include decrease in the duration of HAE attacks,
quick onset of symptom relief, complete resolution of symptoms, or decrease in HAE acute attack
frequency or severity.
iii. The medication is prescribed by or in consultation with an allergist/immunologist or a physician
who specializes in the treatment of HAE or related disorders.

Conditions Not Covered

C1 esterase inhibitors (Berinert®, Cinryze®, Ruconest®) is considered experimental, investigational or unproven
for ANY other use including the following (this list may not be all inclusive):

1. Hereditary Angioedema (HAE) Prophylaxis (Ruconest ONLY). Ruconest is not FDA-approved for
prophylaxis of HAE attacks. A small (n = 32) Phase Il, randomized, double-blind, placebo-controlled trial in
adults and adolescents = 13 years of age showed efficacy of Ruconest over placebo for reducing mean
monthly rate of HAE attacks (P < 0.0001).12 At this time, evidence is not sufficient to support Ruconest use
for HAE prophylaxis. Note: This Condition Not Recommended for Approval does not apply to Berinert or
Cinryze.

Background

Overview

Berinert, Cinryze, and Ruconest are C1 esterase inhibitor (C1-INH) replacement therapies for hereditary
angioedema (HAE).1-3 Cinryze and Berinert are human plasma-derived C1-INH; Ruconest is a recombinant C1-
INH purified from milk of transgenic rabbits. Berinert is indicated for the treatment of acute abdominal, laryngeal,
or facial attacks of HAE in adult and pediatric individuals.? Cinryze is indicated for routine prophylaxis against
angioedema attacks in pediatric, adolescent, and adult individuals with HAE.! Ruconest is indicated for the
treatment of acute HAE attacks in adult and adolescent individuals.®

Of note, although Cinryze is labeled for use in the prophylactic setting and Berinert is labeled for use in the acute
treatment setting, guidelines do not differentiate between these products. Plasma-derived C1-INH therapy is
supported for both acute treatment and prophylactic therapy.*589° Additionally, use of Cinryze for acute treatment
of acute HAE attacks has been reported in literature.'°

Disease Overview

HAE due to C1-INH deficiency has two subtypes: HAE type | and HAE type Il. HAE diagnosis can be confirmed
by measuring functional C1-INH protein levels (usually < 50% of normal in individuals with HAE), C4 levels, and
C1-INH antigenic levels.*5 Individuals with HAE type | have low C4 and C1-INH antigenic protein levels, along
with low levels of functional C1-INH protein. Individuals with HAE type Il have low C4 and functional C1-INH
protein level, with a normal or elevated C1-INH antigenic protein level. C1-INH replacement therapies are
appropriate for both HAE type | and type Il

Individuals with the third type of HAE called HAE with normal C1-INH (HAE nC1-INH), previously referred to as
HAE type IIl, have normal C4 and C1-INH antigenic protein levels. HAE nC1-INH is much less prevalent than
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HAE types l/ll, and the exact cause of HAE nC1-INH has not been determined.*® Pathogenic variants in the
genes encoding for Factor Xl (regulates bradykinin generation), angiopoietin-1 (involved in vascular
permeability), and plasminogen have been associated with HAE nC1-INH; however, the majority of cases have
unknown etiology. There are no randomized or controlled clinical trial data available with any therapy for use in
HAE nC1-INH.58

Guidelines

Per the World Allergy Organization/European Academy of Allergy and Clinical Immunology guidelines (2017), all
HAE type /Il attacks should be considered for acute treatment; treatment is mandatory for any attack potentially
affecting the upper airway (HAE nC1-INH is not addressed within the scope of the guideline).5 Attacks should be
treated as early as possible. Self-administration at home facilitates earlier response. The guidelines
recommend C1-INH products (Berinert, Cinryze, or Ruconest), Kalbitor® (ecallantide injection), or icatibant
injection (Firazyr®, generics) as first-line treatment options. Androgens and anti-fibrinolytics are not effective as
acute treatment. Individuals should carry acute treatment with them at all times and should have enough supply
on hand for treatment of two attacks. Other guidelines from the US Hereditary Angioedema Association Medical
Advisory Board (2013), a practice parameter update from a Joint Task Force (2013), and an international and
Canadian guideline (2019) have similar recommendations for acute treatment of HAE type I/ll attacks.6%1

The decision to initiate long-term prophylaxis is individualized based on multiple factors and should be made by
the individual and an HAE specialist.? C1-INH concentrate and Takhzyro™ (lanadelumab-flyo injection) are
recognized as treatment options for long-term prophylaxis of HAE type I/l attacks.>® Androgens are not
considered first-line and are contraindicated in certain groups (e.g., pregnancy, prepubescent children,
androgen-dependent malignancy).® In other populations, the use of androgens for long-term prophylaxis may be
considered as second-line but should be considered critically due to potential for adverse events. Therefore,
guidelines note that androgens should not be used in individuals who have a preference for alternative therapy
and that individuals should not be required to fail anabolic androgen therapy as a prerequisite to receiving
prophylactic C1-INH or Takhzyro therapy.6°
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Last Revision Details

Annual All indications: Examples of response to therapy moved to a note (previously these 08/26/2020
revision were listed in criteria).

“Cigna Companies” refers to operating subsidiaries of Cigna Corporation. All products and services are provided exclusively by or through
such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life Insurance Company, Cigna
Behavioral Health, Inc., Cigna Health Management, Inc., QualCare, Inc., and HMO or service company subsidiaries of Cigna Health
Corporation. The Cigna name, logo, and other Cigna marks are owned by Cigna Intellectual Property, Inc. © 2021 Cigna.
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