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Non-Discrimination Statement and Multi-Language Interpreter Services information are located at
the end of this document.

Coverage for services, procedures, medical devices and drugs are dependent upon benefit
eligibility as outlined in the member's specific benefit plan. This Evidence-Based Criteria must be
read in its entirety to determine coverage eligibility, if any.

This Evidence-Based Criteria provides information related to coverage determinations only and
does not imply that a service or treatment is clinically appropriate or inappropriate. The provider
and the member are responsible for all decisions regarding the appropriateness of care. Providers
should provide BCBSAZ complete medical rationale when requesting any exceptions to these
guidelines.

The section identified as “Description” defines or describes a service, procedure, medical device
or drug and is in no way intended as a statement of medical necessity and/or coverage.

The section identified as “Criteria” defines criteria to determine whether a service, procedure,
medical device or drug is considered medically necessary or experimental or investigational.

State or federal mandates, e.g., FEP program, may dictate that any drug, device or biological
product approved by the U.S. Food and Drug Administration (FDA) may not be considered
experimental or investigational and thus the drug, device or biological product may be assessed
only on the basis of medical necessity.

Evidence-Based Criteria are subject to change as new information becomes available.

For purposes of this Evidence-Based Criteria, the terms "experimental” and "investigational” are
considered to be interchangeable.

BLUE CROSS®, BLUE SHIELD® and the Cross and Shield Symbols are registered service marks
of the Blue Cross and Blue Shield Association, an association of independent Blue Cross and
Blue Shield Plans. All other trademarks and service marks contained in this guideline are the
property of their respective owners, which are not affiliated with BCBSAZ.
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Description:

High-dose chemotherapy with hematopoietic cell transplantation (HCT) has been investigated as a
possible therapy in pediatric individuals with brain tumors, particularly in those with high-risk disease. The
use of HCT has allowed for a reduction in the dose of radiation needed to treat both average- and high-
risk disease with a goal of preserving the quality of life and intellectual functioning.

Central Nervous System Embryonal Tumors

Classification of brain tumors is based on both histopathologic characteristics of the tumor and location in
the brain. Central nervous system (CNS) embryonal tumors are more common in children and are the
most common brain tumor in childhood. Medulloblastomas account for 20% of all childhood CNS tumors.

Recurrent childhood CNS embryonal tumors is not uncommon and, depending on which type of treatment
the individual initially received, autologous hematopoietic cell transplantation (HCT) may be an option. For
individuals who receive high-dose chemotherapy and autologous HCT for recurrent embryonal tumors,
the objective response is 50% to 75%; however, long-term disease control is obtained in fewer than 30%
of individuals and is primarily seen in individuals with a first relapse of localized disease at the time of the
relapse.

In general, use of autologous hematopoietic cell transplantation for previously untreated medulloblastoma
has shown no survival benefit for those individuals considered to be at average risk (i.e., age >3 years,
without metastatic disease, and with total or near-total surgical resection [<1.5 cm? residual tumor])
compared with conventional therapies.

Ependymoma
Ependymoma is a neuroepithelial tumor that arises from the ependymal lining cell of the ventricles and is,

therefore, usually contiguous with the ventricular system. An ependymoma tumor typically arises
intracranially in children, while in adults a spinal cord location is more common. Ependymomas have
access to the cerebrospinal fluid and may spread throughout the entire neuroaxis. Ependymomas are
distinct from ependymoblastomas due to their more mature histologic differentiation.

Hematopoietic Cell Transplantation

Hematopoietic cell transplantation is a procedure in which hematopoietic stem cells are intravenously
infused to restore bone marrow and immune function in cancer individuals who receive bone marrow-
toxic doses of cytotoxic drugs with or without whole-body radiotherapy. Hematopoietic stem cells may be
obtained from the transplant recipient (autologous HCT) or a donor (allogeneic HCT [allo-HCT]). These
cells can be harvested from bone marrow, peripheral blood, or umbilical cord blood shortly after delivery
of neonates.
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Description: (cont.)

Hematopoietic Cell Transplantation (cont.)

Immunologic compatibility between infused hematopoietic stem cells and the recipient is not an issue in
autologous HCT. In allogeneic stem cell transplantation, immunologic compatibility between donor and
recipient is a critical factor for achieving a successful outcome. Compatibility is established by typing of
human leukocyte antigens (HLA) using cellular, serologic, or molecular techniques. HLA refers to the
gene complex expressed at the HLA-A, -B, and -DR (antigen-D related) loci on each arm of chromosome
6. An acceptable donor will match the recipient at all or most of the HLA loci.

Definitions:
Allogeneic: From a third-party donor.
Autologous: From an individual’'s own bone marrow and/or circulating blood.

Consolidation therapy: Therapy administered to a cancer individual after the disease is in remission.

Induction therapy: The first major treatment or therapy administered to a cancer individual.

Tandem autologous: Two autologous transplants performed with a period of no more than six months.
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Criteria:

Stem cell transplants will be reviewed by the medical director(s) and/or clinical advisor(s).

Embryonal Tumors of the Central Nervous System:

Autologous Hematopoietic Cell Transplantation

» Autologous hematopoietic cell transplantation as consolidation therapy for previously untreated
embryonal tumors of the central nervous system (CNS) that show partial or complete response to
induction chemotherapy, or stable disease after induction therapy is considered medically
necessary.

» Autologous hematopoietic cell transplantation for the treatment of recurrent embryonal tumors of the
CNS is considered medically necessary.

» Tandem autologous hematopoietic cell transplantation for the treatment of embryonal tumors of the
CNS is considered experimental or investigational when any ONE or more of the following criteria
are met:

1.
2.
3.
4

5.

Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug
Administration); or

Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or
Insufficient evidence to support improvement of the net health outcome; or

Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives; or

Insufficient evidence to support improvement outside the investigational setting.

Allogeneic Hematopoietic Cell Transplantation

» Allogeneic hematopoietic cell transplantation for the treatment of embryonal tumors of the CNS is
considered experimental or investigational when any ONE or more of the following criteria are met:

1.

2.
3.
4

Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug
Administration); or

Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or
Insufficient evidence to support improvement of the net health outcome; or

Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives; or

Insufficient evidence to support improvement outside the investigational setting.
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Ependymoma:

» Autologous, tandem autologous, and allogeneic hematopoietic cell transplantation for the treatment of
ependymoma is considered experimental or investigational when any ONE or more of the following
criteria are met:

1.

Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug
Administration); or

2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or
3. Insufficient evidence to support improvement of the net health outcome; or
4. Insufficient evidence to support improvement of the net health outcome as much as, or more
than, established alternatives; or
5. Insufficient evidence to support improvement outside the investigational setting.
Resources:

Literature reviewed 03/07/23. We do not include marketing materials, poster boards and non-
published literature in our review.

Resources prior to 03/07/23 may be requested from the BCBSAZ Medical Policy and Technology
Research Department.

1.

Alsultan A, Alharbi M, Al-Dandan S, et al. High-dose Chemotherapy With Autologous Stem Cell
Rescue in Saudi Children Less Than 3 Years of Age With Embryonal Brain Tumors. J Pediatr
Hematol Oncol. Apr 2015;37(3):204-8. doi:10.1097/mph.0000000000000301

Bergthold G, El Kababri M, Varlet P, et al. High-dose busulfan-thiotepa with autologous stem cell
transplantation followed by posterior fossa irradiation in young children with classical or
incompletely resected medulloblastoma. Pediatr Blood Cancer. May 2014;61(5):907-12.
doi:10.1002/pbc.24954

Bode U, Zimmermann M, Moser O, et al. Treatment of recurrent primitive neuroectodermal
tumors (PNET) in children and adolescents with high-dose chemotherapy (HDC) and stem cell
support: results of the HITREZ 97 multicentre trial. J Neurooncol. Dec 2014;120(3):635-42.
doi:10.1007/s11060-014-1598-8

Chintagumpala M, Hassall T, Palmer S, et al. A pilot study of risk-adapted radiotherapy and
chemotherapy in patients with supratentorial PNET. Neuro Oncol. Feb 2009;11(1):33-40.
doi:10.1215/15228517-2008-079
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protocols. Pediatr Blood Cancer. Jun 2008;50(6):1169-75. doi:10.1002/pbc.21525
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Dufour C, Kieffer V, Varlet P, et al. Tandem high-dose chemotherapy and autologous stem cell
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neuro-ectodermic tumors. Pediatr Blood Cancer. Aug 2014;61(8):1398-402.
doi:10.1002/pbc.25009

Dunkel 1J, Boyett JM, Yates A, et al. High-dose carboplatin, thiotepa, and etoposide with
autologous stem-cell rescue for patients with recurrent medulloblastoma. Children's Cancer
Group. J Clin Oncol. Jan 1998;16(1):222-8. doi:10.1200/jc0.1998.16.1.222
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Egan G, Cervone KA, Philips PC, Belasco JB, Finlay JL, Gardner SL. Phase | study of
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Transplant. Apr 2016;51(4):542-5. doi:10.1038/bmt.2015.313

Fangusaro J, Finlay J, Sposto R, et al. Intensive chemotherapy followed by consolidative
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children with newly diagnosed supratentorial primitive neuroectodermal tumors (sPNETS): report
of the Head Start | and Il experience. Pediatr Blood Cancer. Feb 2008;50(2):312-8.
doi:10.1002/pbc.21307

Friedrich C, von Bueren AO, von Hoff K, et al. Treatment of young children with CNS-primitive
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different chemotherapy regimens and radiotherapy. Neuro Oncol. Feb 2013;15(2):224-34.
doi:10.1093/neuonc/nos292

Gaijjar A, Chintagumpala M, Ashley D, et al. Risk-adapted craniospinal radiotherapy followed by
high-dose chemotherapy and stem-cell rescue in children with newly diagnosed medulloblastoma
(St Jude Medulloblastoma-96): long-term results from a prospective, multicentre trial. Lancet
Oncol. Oct 2006;7(10):813-20. doi:10.1016/s1470-2045(06)70867-1
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with dose-intensive chemotherapy followed by autologous hematopoietic stem cell rescue.
Pediatr Blood Cancer. Jul 2009;53(1):33-6. doi:10.1002/pbc.21985
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History: Date: Activity:

Medical Policy Panel 03/07/23 Review with revisions

Pediatric Subspecialty Advisory 11/30/22 Review with no revisions
Sub-Committee

Medical Policy Panel 08/02/22 Approved guideline (Effective 9/19/22)

Policy Revisions:

03/07/23 Added: “Insufficient evidence to support improvement of the net health outcome;
or”, and “Insufficient evidence to support improvement of the net health
outcome as much as, or more than, established alternatives, or” to
experimental or investigational criteria bullets

03/07/23 Revised: “Insufficient evidence to support improvement outside the investigational
setting” from #3 to #5 in experimental or investigational criteria bullets

03/07/23 Removed: HCPCS codes: J9000-J9999, Q0083, Q0084, Q0085
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Non-Discrimination Statement:

Blue Cross Blue Shield of Arizona (BCBSAZ) complies with applicable Federal civil rights laws
and does not discriminate on the basis of race, color, national origin, age, disability or sex.
BCBSAZ provides appropriate free aids and services, such as qualified interpreters and written
information in other formats, to people with disabilities to communicate effectively with us.
BCBSAZ also 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, call (602) 864-4884 for Spanish and (877) 475-4799 for all other languages and other aids
and services.

If you believe that BCBSAZ has failed to provide these services or discriminated in another way
on the basis of race, color, national origin, age, disability or sex, you can file a grievance with:
BCBSAZ'’s Civil Rights Coordinator, Attn: Civil Rights Coordinator, Blue Cross Blue Shield of
Arizona, P.O. Box 13466, Phoenix, AZ 85002-3466, (602) 864-2288, TTY/TDD (602) 864-4823,
crc@azblue.com. You can file a grievance in person or by mail or email. If you need help filing a
grievance BCBSAZ’s 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://locrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health
and Human Services, 200 Independence Avenue SW., Room 509F, HHH Building, Washington, DC
20201, 1-800-368-1019, 800-537-7697 (TDD). Complaint forms are available at
http://www.hhs.gov/ocr/office/file/index.html

Multi-Lanquage Interpreter Services:

Spanish: 5l usted, o alguien a quien usted esta ayudando, tiene preguntas acerca de Blue Cross Blue Shield of Arizona,
tiene derecho a obtener ayuda e informacion en su idioma sin costo alguno. Para hablar con un intérprete, llame al
602-B64-4884.

Mavajo: Dii kwea'é atah nilinigii Blue Cross Blue Shield of Arizona haada yit'éego bina'idilkidgo &i doodago Haida bija
anilyeedigii t'aadoo le'é yina'iditkidgo beehaz'danii halg dil t'ad hazaadk’ehji haka a’doowolgo bee haz'a doo bagh
ilinigod. Ata’ halne’fgl'l' koj" bich'}" hodiilnih 877-475-47593,

Chinese: S 1E, HEEEERAEHE, FHMEATENATE Blue Cross Blue Shield of Arizona 75 E B9
B EHEEMNREBELUSOEESIINEIAE. AN (uMER, FRER EUHBEART 877-475-4799,

Vietnamese: Néu quy vi, hay ngudi ma quy vi dang gidp d&, ¢ ciu hdi vé Blue Cross Blue Shield of Arizona guy vi s
cd quyén dugc gidp va oo thém thong tin bing ngdn ngii cia minh mign phi. D& ndi chuyén vdi mat thang dich vién,
xin goi 877-475-4799.
Arabic:
il glaall g e boall o pemall A 3adl i sBlue Cross Blue Shield of Arizona e seade 3l saelold sl zal ol elaad fi8 0
BIT-475-4799, — Joal pa fie e Sioatll G31C8300 5 gn e 2liale iy gy gl
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HEMATOPOIETIC CELL TRANSPLANTATION FOR CENTERAL NERVOUS
SYSTEM (CNS) EMBRYONAL TUMORS AND EPENDYMOMA (cont.)

Multi-Language Interpreter Services: (cont.)

Tagalog: Kung ikaw, o ang iyong tinutulangan, ay may mga katanungan tungkol sa Blue Cross Blue Shield of Arizona,
may karapatan ka na makakuha ng tulong at impormasyon sa iyong wika ng walang gastos. Upang makausap ang
isang tagasalin, tumawag sa 877-475-4759,

Korean: IH2F A&l L= Ha2 =10 2= HE AFE 0| Blue Cross Blue Shield of Arizona Ml &1 &H 2 20|
QO FEl= DHEt T2 HEES 62 HHE HE 2EEQ 25 &= 2= A2)17 UsLICH O H
ESAE WIS I 877-475-4799 £ MBS A A 2.

French: 5i vous, ou quelgu'un gue vous &tes en train d'aider, a des guestions a propos de Blue Cross Blue Shield of
Arizona, vous avez le droit d'obtenir de I'aide et l'information dans votre langue 3 aucun colt. Pour parler & un
interpréte, appelez 877-475-4799.

German: Falls Sie oder jemand, dem Sie helfen, Fragen zum Blue Cross Blue Shield of Arizona haben, haben 5ie das
Recht, kostenlose Hilfe und Informationen in lhrer Sprache zu erhalten. Um mit einem Dolmetscher zu sprechen,
rufen Sie bitte die Nummer 877-475-4799 an,

Russian: EcaM y BaC MAK AKMLUA, KOTOPOMY Bhl NOMOTaeTe, MMEIOTCA BONPOCs No noecgy Blue Cross Blue Shield of
Arizona, TO Bbl MMEETE NPABo Ha BECNAATHOE NOAYYEHHE NOMOWK M HHGODMaLMK Ha Bawem A3ike, [na pasrosopa
C NEPEBOAMMKOM NOSBOHKTE Mo Tenadory 877-475-4795.

Japanese: CF MR, EREEEHOEDE Y MDA TH. Blue Cross Blue Shield of Arizona (22T ZHMAS
CEVWELEL, CHRFOERTHR—FERITEY., @HREAFLEUTAIENTEET. HEXH
hUEEA, BREBEENHIBE, 8774754799 FTHBELEE L,
Farsi:
3Bl 48 3l | gl Ba 2l 43205 4 Blue Cross Blue Shield of Arizona 3 s 33 Jlsw o 26855e Sl gl g lad a8 o8 ad 81
BT7-475-4799 spbad Sl 2 8505 ukay 1 24 o g ekl
el Jesla ela]
Assyrian;
.ebubans (hase esabicl . esel tBlue Cross Blue Shield of Arizona ses iS5oes .eaediel . ahe cooioss Bogid e o ooobel o]
BTT-A475-4799 posw (asde A e 148 Jamiises p. mh pmeesed belibe  asessls Jhasbjams Lhhes

Serbo-Croatian: Ukoliko Vi il neko kome Vi pomaiete ima pitanje o Blue Cross Blue Shield of Arizona, imate pravo da
besplatno dohijete pomod i infarmacije na Vasem jeziku, Da biste razgovarali sa prevodiocem, nazovite 877-475-4759,

Thai: WIAANL WIDAUWVAMLATAITIULWRAUATIOIUALIAL Blue Cross Blue Shield of Arizona
anuananaslasuaummvwaauasuadaTua e 1adralaTnoluueTdae waronuaty Tws 877-475-4799
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