Cigna National Preferred Formulary Coverage Policy
e
N2 C 0
N Cigna
/""") — g .
Coverage Policy Number ..........cccoovvvvnnenn. NPF522

Prior Authorization
Oncology — Jakafi® (ruxolitinib tablets)

Table of Contents Related Coverage Resources

NPF Medical Necessity.........ccccoeevvvveeeeeessiicvnnnnnn. 1
Conditions Not Covered.........cccccceeeeviiicivineneeeennn, 2
Background.........cccccovviiiiiiiiee e 2
REFEIENCES ...uvvviiiie e 3
ReVision HIiStory.........cccvvevvieee e 4

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 Medical Necessity

Cigna covers ruxolitinib (Jakafi®) 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 Jakafi. All approvals are provided for
the durations noted below.

FDA Indication(s)

1. Graft versus Host Disease, Acute. Approve for 1 year if the individual meets the following criteria (A and
B):
A) Individual is = 12 years of age; AND
B) Individual has tried one systemic corticosteroid.

2. Myelofibrosis (MF), including Primary MF, Post-Polycythemia Vera MF, and Post-Essential
Thrombocythemia MF. Approve for 3 years if the individual is = 18 years of age.
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3. Polycythemia Vera. Approve for 3 years if the individual meets the following criteria (A and B):
A) Individual is = 18 years of age; AND
B) Individual has tried hydroxyurea.

Other Uses with Supportive Evidence

4. Acute Lymphoblastic Leukemia. Approve for 3 years if the individual meets the following criteria (A and B)
A) Individual is < 21 years of age; AND
B) The mutation/pathway is Janus Associated Kinase-related.

5. Atypical Chronic Myeloid Leukemia. Approve for 3 years if the individual meets the following criteria (A or
B):
A) Individual has a CSF3R mutation; OR
B) Individual has a Janus Associated Kinase mutation.

6. Chronic Monomyelocytic Leukemia-2. Approve for 3 years if the individual meets the following criteria (A
and B):
A) Individual is = 18 years of age; AND
B) Individual is also receiving a hypomethylating agent.
Note: Examples of hypomethylating agents include azacitidine and decitabine.

7. Graft versus Host Disease, Chronic. Approve for 1 year if the individual meets the following criteria (A and
B):
A) Individual is = 12 years of age; AND
B) Individual has tried one conventional systemic treatment for graft versus host disease.
Note: Examples include systemic corticosteroids (methylprednisolone, prednisone), cyclosporine,
tacrolimus, mycophenolate mofetil, Imbruvica® (ibrutinib capsules and tablets), and imatinib.

Conditions Not Covered

Ruxolitinib tablets (Jakafi®) is considered experimental, investigational or unproven for ANY other use.

Overview
Jakafi, an inhibitor of Janus Associated Kinases (JAKs) JAK1 and JAK2, is indicated for treatment of patients
with:?
e Graft versus host disease, acute treatment, in adult and pediatric patients = 12 years of age.
e Mpyelofibrosis, intermediate or high risk, including primary myelofibrosis, post-polycythemia vera
myelofibrosis, and post-essential thrombocythemia myelofibrosis in adults.
e Polycythemia vera, in adults who have had an inadequate response to or are intolerant of hydroxyurea.

Disease Overview

Myelofibrosis, polycythemia vera, and essential thrombocythemia are a group of uncommon heterogeneous
disorders involving the hematopoietic system.2# In the US, the prevalence of myelofibrosis, essential
thrombocythemia, and polycythemia vera were approximately 13,000, 134,000, and 148,000 cases respectively.?
It is a cancer that impacts the normal production of red blood cells and involves the replacement of bone marrow
by fibrous scare tissue. There is a lack of red blood cells, and an overabundance of white blood cells. The
symptom profile in myeloproliferative neoplasms is complex and symptoms vary among the subtype. Patients
may experience fatigue, pruritis, weight loss, splenomegaly, and various laboratory abnormalities (e.g.,
erythrocytosis, thrombocytosis, and leukocytosis). The disease can be slowly progressive and early in the
disease process patients may be asymptomatic. However, some patients with this condition may have the
disease transform into acute myeloid leukemia which is associated with a poor prognosis. The management of
myeloproliferative neoplasms involves identification of specific mutations which guide targeted therapies and
have resulted in improvement of disease symptoms. Other treatment are symptom-based.
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Guidelines
Several guidelines by the National Comprehensive Cancer Network (NCCN) address Jakafi.?

e Acute Lymphoblastic Leukemia (ALL): The NCCN guidelines for pediatric ALL (version 2.2021 —
October 22, 2020) recommend Jakafi in a variety of regimens for pediatric patients and young adults
with ALL (category 2A).5 The utility of Jakafi is described primarily in patients in which the
mutation/pathway is JAK-related.

e Graft Versus Host Disease: The NCCN has guidelines regarding hematopoietic cell transplantation
that discuss graft versus host disease (version 1.2021 — January 28, 2021) that include Jakafi. Jakafiis
recommended among patients with steroid-refractory chronic graft versus host disease in the acute
(category 1) and chronic (category 2A) setting.6® Supportive data are available.”® A variety of other
agents are also recommended such as cyclosporine, tacrolimus, mycophenolate mofetil, Imbruvica®
(ibrutinib capsules and tablets), and imatinib.

e Myelodysplastic Syndromes: NCCN guidelines for myelodysplastic syndromes (version 3.2021 —
January 16, 2021) state that patients with atypical chronic myeloid leukemia with CSF3R or JAK-2
mutations may respond to Jakafi (category 2A).1° Additionally, in patients with chronic monomyelocytic
leukemia 2, benefits have been shown in patients receiving hypomethylating agents with Jakafi
(category 2A).

o Myeloproliferative Neoplasms: NCCN guidelines for myeloproliferative neoplasms (version 1.2020 —
May 21, 2020) recommend Jakafi among patients with lower- and higher-risk myelofibrosis (category
2A).2 Itis also a recommended therapy for patients with low- or high-risk polycythemia vera after other
agents (e.g., hydroxyurea) [category 2A].
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Revision History

Type of Summary of Changes Review Date
Revision
Annual Revision | The following changes were made: 03/31/2021

1.Graft Versus Host Disease, Acute: Criteria were added that the patient is
> 12 years of age.

2.Myelofibrosis, including Primary Myelofibrosis, Post-Polycythemia
Vera Myelofibrosis, and Post-Essential Thrombocythemia
Myelofibrosis. Criteria were added that the patient is = 18 years of age.

3.Polycythemia Vera: Criteria were added that the patient is =2 18 years of
age.

4.Acute Lymphoblastic Leukemia: Changed the duration of approval from 1
year to 3 years.

5.Atypical Chronic Myeloid Leukemia: Criteria were added to approve for 3
years if the patient has a CSF3R mutation or a Janus Associated Kinase
(JAK) mutation.

6.Chronic Monomyelocytic Leukemia 2: Criteria were added to approve for
3 years if the patient is = 18 years of age and the patient is also receiving a
hypomethylating agent. Examples of hypomethylating agents are provided
in a Note.

7.Graft Versus Host Disease, Chronic: Criteria were added that the patient
is = 12 years of age.

8.0Other Uses with Supportive Evidence: Removed “Other Refractory
Leukemias” from the list of indications since criteria were added regarding
other leukemias.

“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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