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Medical Guideline Disclaimer Property of EmblemHealth. All rights reserved.

The treating physician or primary care provider must submit to EmblemHealth, or ConnectiCare, as applicable (hereinafter jointly referred to as
“EmblemHealth”), the clinical evidence that the member meets the criteria for the treatment or surgical procedure. Without this documentation and
information, EmblemHealth will not be able to properly review the request preauthorization or post-payment review. The clinical review criteria expressed
below reflects how EmblemHealth determines whether certain services or supplies are medically necessary. This clinical policy is not intended to pre-empt
the judgment of the reviewing medical director or dictate to health care providers how to practice medicine. Health care providers are expected to exercise
their medical judgment in rendering appropriate care. Health care providers are expected to exercise their medical judgment in rendering appropriate
care.

EmblemHealth established the clinical review criteria based upon a review of currently available clinical information (including clinical outcome studies in
the peer reviewed published medical literature, regulatory status of the technology, evidence-based guidelines of public health and health research
agencies, evidence-based guidelines and positions of leading national health professional organizations, views of physicians practicing in relevant clinical
areas, and other relevant factors). EmblemHealth expressly reserves the right to revise these conclusions as clinical information changes and welcomes
further relevant information. Each benefit program defines which services are covered. 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 and/or paid for by EmblemHealth, as some programs
exclude coverage for services or supplies that EmblemHealth considers medically necessary.

If there is a discrepancy between this guideline and a member's benefits program, the benefits program will govern. Identification of selected brand names
of devices, tests and procedures in a medical coverage policy is for reference only and is not an endorsement of any one device, test or procedure over
another. In addition, coverage may be mandated by applicable legal requirements of a state, the Federal Government or the Centers for Medicare &
Medicaid Services (CMS) for Medicare and Medicaid members. All coding and web site links are accurate at time of publication.

EmblemHealth may also use tools developed by third parties, such as the MCG™ Care Guidelines, to assist us in administering health benefits. The MCG™
Care Guidelines 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. EmblemHealth Services Company, LLC, has adopted this policy in providing management,
administrative and other services to EmblemHealth Plan, Inc., EmblemHealth Insurance Company, EmblemHealth Services Company, LLC, and Health
Insurance Plan of Greater New York (HIP) related to health benefit plans offered by these entities. ConnectiCare, an EmblemHealth company, has also
adopted this policy. All of the aforementioned entities are affiliated companies under common control of EmblemHealth Inc.

Definitions

Adakveo (crizanlizumab-tmca) is a humanized IgG2 kappa monoclonal antibody that binds to P-selectin and blocks
interactions with P-selectin glycoprotein ligand 1. The up-regulation of P-selectin in endothelial cells results in
adhesion of sickle erythrocytes to the endothelium, causing vaso-occlusion. By binding to P-selectin, Adakveo
(Crizanlizumab-tmca) inhibits interactions between endothelial cells, platelets, red blood cells, and leukocytes that
are involved in the pathogenesis of vaso-occulsion, which may result in decreased platelet aggregation,
maintenance of blood flow, and minimized sickle cell-related pain crises.

Adakveo (Crizanlizumab-tmca) is indicated to reduce the frequency of vasoocclusive crises (VOCs) in adults and
pediatric patients aged 16 years and older with sickle cell disease.

Length of Authorization

Coverage will be provided for 12 months and may be renewed.
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Guideline

I. Initial Approval Criteria

1. Reduce The Frequency Of Vaso-Occlusive Crises (VOCs)

Adakveo (crizanlizumab-tmca) may be considered medically necessary when all of the below conditions are met:
A. Patient is 16 years of age or older; AND
B. Diagnosis of sickle cell disease defined as any genotype (HbSS, HbSC, HbS/betaOthalassemia,
HbS/beta+-thalassemia, and others); AND
C. Prior history of one or more sickle cell-related pain crises in the previous 12 months; AND
Patient is currently receiving a hydroxyurea product; OR

E. Patient had an insufficient response to a minimum 3-month trial of hydroxyurea (unless
contraindicated or intolerant)

Limitations/Exclusions
Adakveo (crizanlizumab-tmca) is not considered medically necessary when any of the below conditions are met:
A. Dosing exceeds single dose limit of Adakveo (crizanlizumab-tmca) 5 mg/kg.

B. Indications not supported by CMS recognized compendia or acceptable peer reviewed literature may
be deemed as not approvable and therefore not reimbursable.

Il. Renewal Criteria

Adakveo (crizanlizumab-tmca) may be renewed when all of the below conditions are met:
A. Patient continues to meet initial approval criteria; AND
B. Absence of unacceptable toxicity from the drug (e.g. severe infusion-related reactions); AND
C. Disease stabilization or improvement (e.g. reduction in frequency of VOCs).

Dosing/Administration

Indication

All indications 5 mg/kg by intravenous infusion over 30 minutes at week 0, week 2, and every 4
weeks thereafter.

Applicable Procedure Codes

‘ Description

J0791 Injection, crizanlizumab-tmca, 5 mg (Adakveo). J-Code effective date: 07/01/2020

Applicable NDCs

Code Description

00078-0883-XX Adakveo 100 mg/10 mL single-dose vial

ICD-10 Diagnoses

Code Description
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D57.0 Hb-SS disease with crisis
D57.00 Hb-SS disease with crisis unspecified
D57.01 Hb-SS disease with acute chest syndrome
D57.02 Hb-SS disease with splenic sequestration
D57.03 Hb-SS disease with cerebral vascular involvement
D57.09 Hb-SS disease with crisis with other specified complication
D57.1 Sickle cell disease without crisis
D57.2 Sickle cell/Hb-C disease
D57.20 Sickle cell/Hb-C disease without crisis
D57.21 Sickle cell/Hb-C disease with crisis
D57.211 Sickle cell/Hb-C disease with acute chest syndrome
D57.212 Sickle cell/Hb-C disease with splenic sequestration
D57.213 Sickle-cell/Hb-C disease with cerebral vascular involvement
D57.218 Sickle-cell/Hb-C disease with crisis with other specified complication
D57.219 Sickle cell/Hb-C disease with crisis, unspecified
D57.3 Sickle-cell trait
D57.4 Sickle cell thalassemia
D57.40 Sickle cell thalassemia without crisis
D57.41 Sickle cell thalassemia with crisis
D57.411 Sickle cell thalassemia with acute chest syndrome
D57.412 Sickle cell thalassemia with splenic sequestration
D57.413 Sickle-cell thalassemia, unspecified, with cerebral vascular involvement
D57.418 Sickle-cell thalassemia, unspecified, with crisis with other specified complication
D57.419 Sickle cell thalassemia with crisis, unspecified
D47.42 Sickle-cell thalassemia beta zero without crisis
D57.431 Sickle-cell thalassemia beta zero with acute chest syndrome
D57.432 Sickle-cell thalassemia beta zero with splenic sequestration
D57.433 Sickle-cell thalassemia beta zero with cerebral vascular involvement
D57.438 Sickle-cell thalassemia beta zero with crisis with other specified complication
D57.439 Sickle-cell thalassemia beta zero with crisis unspecified
D57.44 Sickle-cell thalassemia beta plus without crisis
D57.451 Sickle-cell thalassemia beta plus with acute chest syndrome
D57.452 Sickle-cell thalassemia beta plus with splenic sequestration
D57.453 Sickle-cell thalassemia beta plus with cerebral vascular involvement
D57.458 Sickle-cell thalassemia beta plus with crisis with other specified complication
D57.459 Sickle-cell thalassemia beta plus with crisis unspecified
D57.8 Other sickle cell disorders
D57.80 Other sickle cell disorders without crisis
D57.81 Other sickle cell disorders with crisis
D57.811 Other sickle cell disorders with acute chest syndrome
D57.812 Other sickle cell disorders with splenic sequestration
D57.813 Other sickle-cell disorders with cerebral vascular involvement
D57.818 Other sickle-cell disorders with crisis with other specified complication
D57.819 Other sickle cell disorders with crisis unspecified

Revision History
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Company(ies) DATE REVISION

EmblemHealth & 8/11/2023 IAnnual Review:

ConnectiCare Reduce The Frequency Of Vaso-Occlusive Crises (VOCs) Initial Criteria:
Removed_“Prior history of 2 or more sickle cell-related pain crises in the
previous 12 months; AND” Replaced with “Prior history of one or more
sickle cell-related pain crises in the previous 12 months; AND”

Removed “If receiving hydroxyurea, treatment must be prescribed for at least 6
months; AND on a stable dose of hydroxyurea for at least 3 months.”
IAdded “Patient is currently receiving a hydroxyurea product; OR
Patient had an insufficient response to a minimum 3-month trial of hydroxyurea
(unless contraindicated or intolerant)”
Added codes:
D57.03 Hb-SS disease with cerebral vascular involvement
D57.09 Hb-SS disease with crisis with other specified
complication
D57.213 Sickle-cell/Hb-C disease with cerebral vascular
involvement
D57.218 Sickle-cell/Hb-C disease with crisis with other specified
complication
D57.413 Sickle-cell thalassemia, unspecified, with cerebral
vascular involvement
D57.418 Sickle-cell thalassemia, unspecified, with crisis with
other specified complication
D47.42 Sickle-cell thalassemia beta zero without crisis
D57.431 Sickle-cell thalassemia beta zero with acute chest
syndrome
D57.432 Sickle-cell thalassemia beta zero with splenic
sequestration
D57.433 Sickle-cell thalassemia beta zero with cerebral vascular
involvement
D57.438 Sickle-cell thalassemia beta zero with crisis with other
specified complication
D57.439 Sickle-cell thalassemia beta zero with crisis unspecified
D57.44 Sickle-cell thalassemia beta plus without crisis
D57.451 Sickle-cell thalassemia beta plus with acute chest
syndrome
D57.452 Sickle-cell thalassemia beta plus with splenic
sequestration
D57.453 Sickle-cell thalassemia beta plus with cerebral vascular
involvement
D57.458 Sickle-cell thalassemia beta plus with crisis with other
specified complication
D57.459 Sickle-cell thalassemia beta plus with crisis unspecified
D57.813 Other sickle-cell disorders with cerebral vascular
involvement
D57.818 Other sickle-cell disorders with crisis with other
specified complication
EmblemHealth & 3/17/2022 Transferred policy to new template

ConnectiCare
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EmblemHealth & 6/10/2020 Added J-Code (J0791) Injection, crizanlizumab-tmca, 5 mg (Adakveo). J-

ConnectiCare Code effective date: 07/01/2020
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