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PRIOR AUTHORIZATION PoOLICY

PoLIicy: Diabetes — Glucagon-Like Peptide-1 Agonists Prior Authorization Policy
e Adlyxin® (lixisenatide subcutaneous injection — sanofi-aventis)
e Bydureon® (exenatide extended-release subcutaneous injection -
AstraZeneca [obsolete 03/10/2021])
e Bydureon BCise® (exenatide extended-release subcutaneous
injection - AstraZeneca)
Byetta® (exenatide subcutaneous injection - AstraZeneca)
Ozempic® (semaglutide subcutaneous injection - Novo Nordisk)
Rybelsus® (semaglutide tablets — Novo Nordisk)
Trulicity® (dulaglutide subcutaneous injection - Eli Lilly)
Victoza® (liraglutide subcutaneous injection — Novo Nordisk)

REVIEW DATE: 10/25/2023

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.

CIGNA NATIONAL FORMULARY COVERAGE:

OVERVIEW

The glucagon-like peptide-1 (GLP-1) receptor agonists addressed in this policy are
indicated as adjuncts to diet and exercise to improve glycemic control in adults with
type 2 diabetes.!"® Victoza, Trulicity, and Bydureon/Bydureon BCise are additionally
indicated for type 2 diabetes in patients > 10 years of age.?37® Victoza, Ozempic,
and Trulicity also have labeled indications related to cardiovascular (CV) risk
reduction in adults with type 2 diabetes.>’:8

Guidelines

According to the American Diabetes Association Standards of Care (2023), first-line
therapy for type 2 diabetes depends on comorbidities, patient-centered treatment
factors, and management needs and generally includes metformin and
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comprehensive lifestyle modification.® Among patients with type 2 diabetes with
established atherosclerotic CV disease (ASCVD) or indicators of high ASCVD risk,
GLP-1 agonists with proven CV disease benefit (i.e., label indication of reducing CV
disease events) or a sodium glucose co-transporter-2 (SGLT-2) inhibitor are
preferred regardless of baseline metformin use. A GLP-1 agonist with proven CV
disease benefit is an alternative to an SGLT-2 inhibitor with primary evidence of
reducing chronic kidney disease (CKD) progression if an SGLT-2 inhibitor is not
tolerated or contraindicated in patients with chronic kidney disease, regardless of
baseline metformin use. GLP-1 agonists are additionally recommended in patients
without other cardiorenal risk factors with or without metformin based on glycemic
needs. No preference is given for one GLP-1 agonist over the others; it is noted that
when choosing an agent, weight loss, glycemic efficacy, administration schedule, and
patient preference should be considered.

American Association of Clinical Endocrinologists statement on the comprehensive
care for type 2 diabetes (2023) provides principles for the management of type 2
diabetes.!? In patients with type 2 diabetes and established ASCVD or at high risk
for ASCVD, GLP-1 agonists and SGLT-2 inhibitors are recommended. In a patient with
type 2 diabetes and established ASCVD or are at high risk, a GLP-1 agonist with
proven CV benefit (Ozempic, Trulicity, or Victoza) should be initiated as a first-line
therapy independent of the glycemic goal or other antihyperglycemic treatments,
including metformin; SGLT-2 inhibitors are an alternative. In patients with type 2
diabetes and ASCVD or at high risk of ASCVD use of a GLP-1 agonist is also
recommended to reduce the risk of stroke. To reduce the risk of progression of
diabetic kidney disease and CV disease in patients with type 2 diabetes SGLT-2
inhibitors are recommended; GLP-1 agonists are also an option to reduce progression
of albuminuria, renal function decline, and ASCVD risk in individuals with type 2
diabetes and diabetic kidney disease (Ozempic and Trulicity are cited). For patients
with type 2 diabetes but without established or high risk for ASCVD, heart failure,
stroke, or CKD, metformin should be the initial therapy unless contraindicated. In
patients who are overweight or obese the following therapies are recommended and
listed in order of preference: Mounjaro, GLP-1 agonists, or SGLT-2 inhibitors. In
patients with a history of hypoglycemia, at high risk of hypoglycemia, or at risk of
severe complications from hypoglycemia, recommended therapies (in order of
preference) are: GLP-1 agonists, SGLT-2 inhibitors, Mounjaro, thiazolidinediones,
and dipeptidyl peptidase-4 inhibitors.

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of the GLP-1
agonists targeted in this policy. Of note, Saxenda® (liraglutide subcutaneous
injection) and Wegovy® (semaglutide subcutaneous injection) are indicated for
chronic weight management, not diabetes, and are not targeted in this policy. All
approvals are provided for the duration noted below.

¢ Adlyxin, Byetta, Ozempic, Rybelsus: If criteria for previous use of an oral
medication for diabetes (not including Rybelsus or single-entity metformin) in
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the past 130 days are not met at the point of service, OR if the patient is < 18
years of age, coverage will be determined by Prior Authorization criteria.

e Bydureon, Bydureon BCise, Trulicity, Victoza: If criteria for previous use
of an oral medication for diabetes (not including Rybelsus or single-entity
metformin) in the past 130 days are not met at the point of service, OR if the
patient is < 10 years of age, coverage will be determined by Prior Authorization
criteria.

¢ Adlyxin® (lixisenatide subcutaneous injection - sanofi-aventis)
e Bydureon® (exenatide extended-release subcutaneous injection -
AstraZeneca [obsolete 03/10/2021])
e Bydureon BCise® (exenatide extended-release subcutaneous injection
- AstraZeneca)
Byetta® (exenatide subcutaneous injection — AstraZeneca)
Ozempic® (semaglutide subcutaneous injection - Novo Nordisk)
Rybelsus® (semaglutide tablets — Novo Nordisk)
Trulicity® (dulaglutide subcutaneous injection - Eli Lilly)
e Victoza® (liraglutide subcutaneous injection — Novo Nordisk)
is(are) covered as medically necessary when the following criteria is(are)
met for FDA-approved indication(s) or other uses with supportive evidence
(if applicable):

FDA-Approved Indication

1. Type 2 Diabetes Mellitus. Approve for 1 year if the patient meets one of the
following (A or B):
A) Adlyxin, Byetta, Ozempic, Rybelsus: Approve if the patient is > 18 years of
age; OR
B) Bydureon, Bydureon BCise, Trulicity, Victoza: Approve if the patient is > 10
years of age.

CONDITIONS NOoT COVERED

Adlyxin® (lixisenatide subcutaneous injection — sanofi-aventis)
e Bydureon® (exenatide extended-release subcutaneous injection -
AstraZeneca [obsolete 03/10/2021])
e Bydureon BCise® (exenatide extended-release subcutaneous injection
- AstraZeneca)
Byetta® (exenatide subcutaneous injection - AstraZeneca)
Ozempic® (semaglutide subcutaneous injection - Novo Nordisk)
Rybelsus® (semaglutide tablets — Novo Nordisk)
Trulicity® (dulaglutide subcutaneous injection — Eli Lilly)
Victoza® (liraglutide subcutaneous injection - Novo Nordisk)
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is(are) considered experimental, investigational or unproven for ANY other
use(s) including the following (this list may not be all inclusive; criteria will
be updated as new published data are available):

1.

Weight Loss Treatment. Saxenda contains the same chemical entity as Victoza
and is indicated at a higher dose for chronic weight management. Wegovy
contains the same chemical entity as Ozempic and is indicated at a higher dose
for chronic weight management. Endocrine Society guidelines for pharmacological
management of obesity (2015) advise against off-label prescribing of medications
such as GLP-1 receptor agonists for the sole purpose of producing weight loss.!°
The American Gastroenterology Association guidelines for pharmacological
interventions for adults with obesity only provide recommendations for the GLP-1
agonists approved for weight loss (i.e., Saxenda and Wegovy).!! The GLP-1
agonists are not FDA-approved for weight loss in a patient who is overweight
(body mass index [BMI] = 27 kg/m?) or obese (BMI = 30 kg/m?) without type 2
diabetes. Note: If the patient has type 2 diabetes, refer to FDA-Approved
Indication.

. Type 1 Diabetes Mellitus. None of the GLP-1 agonists are indicated for patients

with type 1 diabetes.'® Addition of GLP-1 receptor agonists to insulin therapy
resulted in small (0.2%) reductions in hemoglobin Aic among patients with type
1 diabetes compared with insulin alone.®

. Prediabetes/Diabetes Prevention. GLP-1 agonists are not indicated in a

patient with elevated blood glucose who does not have type 2 diabetes. The
American Diabetes Association Standards of Care (2023) state that metformin
therapy should be considered in adults at high-risk of diabetes.® Further, the
standards note that metformin has the longest history of safety data as a
pharmacologic therapy for diabetes prevention. Note: If the patient has type 2
diabetes, refer to FDA-Approved Indication.

. Metabolic Syndrome. The GLP-1 agonists are not indicated in a patient with

metabolic syndrome who does not have type 2 diabetes. Note: If the patient has
type 2 diabetes, refer to FDA-Approved Indication.
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HISTORY
Type of Summary of Changes Review Date
Revision
Annual No criteria changes. 11/16/2022
Revision
Selected Trulicity: Automation and criteria were updated to reflect that the 11/30/2022
Revision age of approval for Trulicity has been lowered from 18 years of age to
10 years of age. In automation, a claim for Trulicity will adjudicate if
the patient meets the lookback for one oral medication for diabetes
and the patient is = 10 years of age (previously = 18 years of age).
In criteria, Trulicity will approve for a diagnosis of type 2 diabetes if
the patient is = 10 years of age (previously = 18 years of age).
Selected Automation: Automation for all products was updated to remove 03/01/2023
Revision single-entity metformin as an oral medication that has been used for
diabetes in the past 130 days. Previously, Rybelsus was the only oral
agent not included in this automation.
Selected Conditions Not Covered: 07/05/2023
Revision Metabolic Syndrome was added to Conditions Not Covered; this
applies to patients without a diagnosis of type 2 diabetes.
Early Annual No criteria changes. 10/25/2023
Revision

"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, Evernorth Behavioral Health, Inc.,
Cigna Health Management, Inc., and HMO or service company subsidiaries of Cigna Health
Corporation. © 2023 Cigna
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