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Introduction

Hematologic malignancies are an umbrella term that talks about cancer in the blood-forming
tissue, such as bone marrow, or the cells of the immune system. Different types of hematologic
malignancies include lymphoma, leukemia, and multiple myeloma. The treatment regimens of
hematologic malignancies include radiation therapy, blood transfusions, chimeric antigen
receptor (CAR) T-cell therapies and Omisirge (omidubicel-onlv). The U.S. Food and Drug
Administration has recently approved Omisirge (omidubicel-onlv), a nicotinamide modified
allogeneic hematopoietic progenitor cell therapy derived from cord blood. This policy described
when Omisirge (omidubicel-onlv) may be considered medically necessary.

Note: The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a

service may be covered.

Policy Coverage Criteria
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Drug Medical Necessity

Omisirge (omidubicel- Omisirge (omidubicel-onlv) is a nicotinamide modified

onlv) allogeneic hematopoietic progenitor cell therapy derived from

cord blood may be considered medically necessary when the

following criteria are met:

e Individual is at least 12 years of age and older

AND

¢ Individual has a diagnosis of hematologic malignancies who are
planned for umbilical cord blood transplantation following
myeloablative conditioning to reduce both:

o Time to neutrophil recovery

o The incidence of infection

AND

e Individual is candidate for myeloablative allogeneic
hematopoietic stem cell transplantation (HSCT)

AND

¢ Individual does not have any of the following:

o Availability of human leukocyte antigen-identical or human
leukocyte antigen-matched donor or human leukocyte
antigen-haploidentical donor

o History of receiving prior allogenic hematopoietic stem cell
transplant

o Other malignancy or significant immunodeficiency disorder

o Active, uncontrolled HCV or HBV infection

AND
e The medication is being prescribed by or in consultation with
hematologist/oncologist

Investigational
Omisirge (omidubicel- All other uses of Omisirge (omidubicel-onlv) for conditions not
onlv) outlined in this policy are considered investigational.

Length of Approval

Approval | Criteria

Initial authorization Omisirge (omidubicel-onlv) may be approved as a one-time
infusion.

00
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Length of Approval

Approval TCriteria
Re-authorization criteria Future re-authorization of Omisirge (omidubicel-onlv) is

considered investigational.

Documentation Requirements
The individual’'s medical records submitted for review for all conditions should document
that medical necessity criteria are met. The record should include the following:
e Individuals is 12 years of age and older
e Diagnosis of hematologic malignancies
¢ Individual does not have:
o Availability of human leukocyte antigen-identical or human leukocyte antigen-matched
donor or human leukocyte antigen-haploidentical donor
o History of receiving prior gene therapy or allogenic hematopoietic stem cell transplant.
o Other malignancy or significant immunodeficiency disorder

o Active, uncontrolled HCV or HBV infection

‘ Description
C9399 Unclassified drugs or biologicals (used to code Omisirge)
J3590 Unclassified biologics (used to code Omisirge)

Note: CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS).

Related Information

Recommended Dose

The single dose of Omisirge consists of a Cultured Fraction (CF) and a Non-cultured Fraction
(NF). In each single dose of Omisirge, cultured Fraction consists of a minimum of 8.0 x 108 total
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viable cells of which a minimum of 8.7% is CD34+ cells and minimum of 9.2 x 10’ CD34+ cells,
while a non-cultured fraction consists of a minimum of 4.0 x 108 total viable cells with a
minimum of 2.4 x 10’ CD3+ cells

Dosing Limits

One intravenous infusion per lifetime

Other Consideration

e Premedicate patients with diphenhydramine 50mg IV (or 0.5 mg/kg up to a maximum of
50mg) or dexchlorpheniramine 10 mg IV, hydrocortisone 50 mg IV (or 0.5 mg/kg up to a
maximum of 50 mg) and acetaminophen 650 mg PO (or 10 mg/kg up to a maximum of 650
mg) approximately 30 to 60 minutes prior to Omisirge infusion

e Do not use methylprednisolone prophylactic in conjunction with Omisirge

e Omisirge (omidubicel-onlv) label contains black-box warning for infusion reactions, graft
versus host disease, engraftment syndrome and graft failure.

e Omisirge usage is contraindicated in individuals with known sensitivity to dimethyl sulfoxide
(DMSO), Dextran 40, gentamicin, human serum albumin or bovine material.

e Avoid using a leukodepleting filter.

e Omisirge administration should be under the supervision of a healthcare provider with
experience in the treatment of hematologic malignancies.

Benefit Application

Omisirge (Omidubicel -onlv) is managed through medical benefit.

Evidence Review
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Description

Hematologic malignancies are an umbrella term that talks about cancer in the blood-forming
tissue, such as bone marrow, or the cells of the immune system. Different types of hematologic
malignancies include lymphoma, leukemia, and multiple myeloma. Leukemia is a type of blood
cancer in the blood and bone marrow, where the abnormal white blood cells grow rapidly.
Lymphoma is a type of blood cancer in the lymphatic system, where abnormal lymphocytes
grow rapidly impairing the immune system. Myeloma is a type of cancer, where abnormal
plasma cells grow rapidly. It is estimated that more than 553,000 people in the United States
might be suffering from various hematologic malignancies.

Hematologic malignancies is primary a disease of older adults, with a median age of diagnosis
at 65 years or older.

The treatment regimens of hematologic malignancies include radiation therapy, blood
transfusions, chimeric antigen receptor (CAR) T-cell therapies and Omisirge (omidubicel-onlv).

Omisirge (omidubicel-onlv)

Omisirge is a nicotinamide modified allogeneic hematopoietic progenitor cell therapy derived
from umbilical cord blood indicated for use in individuals 12 years and older with hematologic
malignancies who are planned for umbilical cord blood transplantation following myeloablative
conditioning to reduce the time to neutrophil recovery and the incidence of infection.

Omisirge (omidubicel-onlv) contains the allogeneic hematopoietic stem cells from umbilical
cord blood (UCB) that are processed and cultured with nicotinamide. Omisirge is manufactured
by the proprietary NAM based technology producing enriched HPCs. Umibilical cord blood
derived HPCs in presence of NAM leads to the preservation of their stemness, and retained
engraftment capacity as shown by rapid neutrophil engraftment and multi lineage immune
reconstituation.

The safety and efficacy of Omisirge (omidubicel-onlv) was studied in a phase 3, open-label,
multicenter, randomized clinical trial (P0501) where 125 individuals were randomized to receive
Omisirge (n = 62) or umbilical cord blood (UCB) transplantation (n = 63). The inclusion criteria
required individuals to have total nucleated viable cell (TNVC) count of 8.0 x 10%cells and CD34+
cell count of 5.6 X 10”. The efficacy was established based on the time to neutrophil recovery
after transplantation and incidence of BMT CTN Grade 2/3 bacterial or Grade 3 fungal infections
through Day 100 following transplantation.
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The median time to neutrophil recovery was 12 days (95% CI: 10-15 days) in the Omisirge
groups versus 22 days (95% Cl: 19-25 days) in the UCB group, with the absolute difference of 10
days (95% ClI: 6 -14 days). The time to neutrophil recovery was defined as the time from
transplantation to the earliest of 3 consecutive measurements on different days with absolute
neutrophil count greater than or equal to 0.5 Gi/L assessed with 42 days of follow up. Overall,
87% of individuals in the Omisirge group and 83% in the UCB group achieved neutrophil
recovery. The incidence of Grade 2/3 bacterial or Grade 3 fungal infections through 100 days
following transplantation was 39% in the Omisirge group compared to 60% in the UCB group
with absolute difference of 22% (95% Cl: 4%-39%).

One-year post-transplantation data shows that Omisirge led to sustainable clinical benefits such
as significant reduction in infectious complications, reduced non-relapse mortality, and no
significant increase in the rates of relapse or GVHD.

A planned pooled analysis of 5 multicenter clinical trials worldwide with 105 patients with
hematologic malignancies or sickle cell hemoglobinopathy who underwent Omisirge
transplantation showed a 3-year estimated overall survival rate of 62.5% and disease-free
survival rate of 54.0%. The incidence of grade 2 to 4 acute graft-vs-host disease (aGVHD) at day
100 was 62% in the Omisirge group vs 43% in the control group.

The most common adverse reactions are graft versus host disease, infusion related reactions
and infections.
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https://classic.clinicaltrials.gov/ct2/show/NCT02730299
https://classic.clinicaltrials.gov/ct2/show/NCT02730299

09/01/23 New policy, approved August 8, 2023. Added coverage criteria for Omisirge
(omidubicel-onlv) for the treatment of 12 years of age and older with hematologic
malignancies who are planned for umbilical cord blood transplantation following
myeloablative conditioning to reduce the time to neutrophil recovery and the
incidence of infection. HCPCS codes J3590 and C9399 added for Omisirge.

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The
Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and
local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review
and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit
booklet or contact a member service representative to determine coverage for a specific medical service or supply.
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2023 Premera
All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.
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Discrimination is Against the Law

Premera Blue Cross (Premera) complies with applicable Federal and Washington state civil rights laws and does not discriminate on the basis of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera does not exclude people or treat them differently because of race,
color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera provides free aids and services to people with disabilities to
communicate effectively with us, such as qualified sign language interpreters and written information in other formats (large print, audio, accessible
electronic formats, other formats). Premera provides free language services to people whose primary language is not English, such as qualified interpreters
and information written in other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera has failed to
provide these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation,
you can file a grievance with: Civil Rights Coordinator — Complaints and Appeals, PO Box 91102, Seattle, WA 98111, Toll free: 855-332-4535, Fax: 425-918-5592,
TTY: 711, Email AppealsDepartmentinquiries@Premera.com. You can file a grievance in person or by mail, fax, or email. If you need help filing a
grievance, the Civil Rights 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 Ave 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.

Washington residents: You can also file a civil rights complaint with the Washington State Office of the Insurance Commissioner, electronically through
the Office of the Insurance Commissioner Complaint Portal available at https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by
phone at 800-562-6900, 360-586-0241 (TDD). Complaint forms are available at https://fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.

Alaska residents: Contact the Alaska Division of Insurance via email at insurance@alaska.gov, or by phone at 907-269-7900 or 1-800-INSURAK (in-state,
outside Anchorage).

Language Assistance
ATENCION: si habla espafiol, tiene a su disposicién servicios gratuitos de asistencia lingiiistica. Liame al 800-722-1471 (TTY: 711).
PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 800-722-1471 (TTY: 711).
A R EHEAERE T B LI B RE SRR o S5EE 800-722-1471 (TTY : 711) -
LUY: Néu ban noi Tiéng Viét, ¢ cac dich vu hd tro ngdn ngtr mién phi danh cho ban. Goi 56 800-722-1471 (TTY: 711).
FO: =2 E MEotA= B2, A0 XN& NHIASE SEZ 0/S06ta == UASLICH 800-722-1471 (TTY: 711) B2 M3l FHA L.
BHVMAHWE: Ecnv Bbl roBopuTe Ha PyCCKOM Si3biKe, TO BaM JOCTYNHbI BecnnatHble yenyri nepesoaa. 3soHute 800-722-1471 (teneTaitn: 711).
LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 800-722-1471 (TTY: 711).
MO LOU SILAFIA: Afai e te tautala Gagana fa'a Samoa, o loo iai auaunaga fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711).
{U0990: 11999 WIVEDIWIFI 290, MVOINIVFoBCHOGMVWIZY, Loeticdyen, ccuvduavlvivio. s 800-722-1471 (TTY: 711).
AEEE: AREZEINGGS. BHOSEXREIHAVEIEZEET, 8007221471 (TTY711) FT, BEFCTIER LI,
PAKDAAR: Nu saritaem ti llocano, ti serbisyo para i baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam. Awagan ti 800-722-1471 (TTY: 711).
YBATA! IKwwio B pO3MOBAIAETE YKPAIHCbKOIO MOBOIO, BU MOXETe 3BEPHYTUCA L0 He3KOLITOBHOI CNyK6M MOBHOI NiaTpMMKKM. TenedoHyiTe 3a
Homepom 800-722-1471 (tenetain: 711).
[Uhs: 1GusSMysSunw Manisl, NSSWiRAMan IwSSSS N SHSEISINUUITHEAY G SI00) 800-722-1471 (TTY: 711)4
TNFOF; 0.5t RI% ATICT NPT PRCTIP ACST SCERTE NI ALIHPT HHIPHPA: OL TntAd- &TC 2Lm<t 800-722-14T1 (0@t AtagFo- 711).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711).
(T 228005 ol e o8 5) 800-722-1471 e doal ol el 8 55 & galll Sae Lusal) ot 8 all) S Giaati i€ 1) casale
fimis 8. 7 3T Uarslt Soe I, 3 3 &9 AofesT AT 3973 B8 Has Qumsd 1 800-722-1471 (TTY: 711) '3 oS 3
Gou: hguyane Insguaunsaldusmssemaomennlans Tns 800-722-1471 (TTY: 711).
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfligung. Rufnummer: 800-722-1471 (TTY: 711).
UWAGA: Jezeli méwisz po polsku, mozesz skorzysta¢ z bezptatnej pomocy jezykowej. Zadzwor pod numer 800-722-1471 (TTY: 711).
ATANSYON: Siw pale Kreyol Ayisyen, gen sévis &d pou lang ki disponib gratis pou ou. Rele 800-722-1471 (TTY: 711).
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711).
ATENCAOQ: Se fala portugués, encontram-se disponiveis servigos linguisticos, grétis. Ligue para 800-722-1471 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia ['italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 800-722-1471 (TTY: 711).
280 i 800-722-1471 (TTY: T11) b 23L (o0 pa) i Ladk (1 (Sl &y grar (5 gt €3S o S8 b ()40 R) 14058

Premera Blue Cross is an independent licensee of the Blue Cross Blue Shield Association serving businesses and residents of Alaska and Washington State, excluding Clark County.
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