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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 Medical Coverage Guideline must
be read in its entirety to determine coverage eligibility, if any.

This Medical Coverage Guideline 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.

Medical Coverage Guidelines are subject to change as new information becomes available.

For purposes of this Medical Coverage Guideline, 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:

Chronic myeloid (myelogenous) leukemia (CML) is a hematopoietic stem-cell disorder that is
characterized by the presence of a chromosomal abnormality called the Philadelphia chromosome. This
cytogenetic change results in constitutive activation of BCR-ABL, a tyrosine kinase (TK) that stimulates
unregulated cell proliferation, inhibition of apoptosis, genetic instability, and perturbation of the
interactions between CML cells and the bone marrow stroma only in malignant cells. The natural history
of the disease consists of an initial chronic phase, lasting a median of 3 years, which typically transforms
into an accelerated phase, followed by a "blast crisis," which is usually the terminal event. Conventional-
dose regimens used for chronic-phase disease can induce multiple remissions and delay the onset of
blast crisis to a median of 4-6 years. However, successive remissions are invariably shorter and more
difficult to achieve than their predecessors.

Hematopoietic Cell Transplantation (HCT):

Hematopoietic stem cells form blood and immune cells. HCT is a procedure in which hematopoietic stem
cells are infused into a recipient with deficient bone marrow function. Bone marrow stem cells may be
obtained from the transplant recipient (autologous SCT) or a donor (allogeneic SCT). They can be
harvested from bone marrow, peripheral blood, or umbilical cord blood and placenta shortly after a
delivery. HCT may also be referred to as bone marrow transplant (BMT) or stem cell transplantation
(SCT).

High-Dose Chemotherapy (HDC):

HDC is the administration of myelotoxic agents at doses sufficient to cause bone marrow failure.
Myeloablative chemotherapy eradicates cancerous cells from the blood and bone marrow and inhibits the
immune response against the donor bone marrow. HDC may be given with or without total body radiation.

Nonmyeloablative Chemotherapy With Allogeneic Hematopoietic Cell Transplantation (HCT):
Nonmyeloablative or reduced-intensity conditioning (RIC) is the administration of a lower dose of
chemotherapy that is sufficient to eradicate the hematopoietic cells but does not completely destroy the
bone marrow. RIC regimens attempt to reduce adverse effects secondary to bone marrow toxicity and
allow for relatively prompt hematopoietic recovery. Nonmyeloablative chemotherapy may also be referred
to as RIC, “mini transplant” or “transplant lite”.

Donor Types:
= Allogeneic: From a third-party donor
= Autologous: From an individual's own bone marrow and/or circulating blood
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Criteria:

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

Human Leukocyte Antigen (HLA) typing and Matched Unrelated Donor (MUD) searches may be
approved by the coordinator if medical necessity criteria are met. HLA typing may use serologic
tissue and/or DNA (gene) for more precise matching.

Pretransplantation Evaluation:

The psychosocial criteria listed below must only be met prior to the actual transplant procedure.
» Pretransplantation evaluation with documentation of ALL of the following:
1. Psychosocial screen with documentation of ALL of the following:

= Drug/alcohol screen with documentation of ONE of the following:
- No drug/alcohol abuse by history
- Drug and alcohol free for a period greater than or equal to 6 months

= Behavioral health disorder screening with documentation of ONE of the following:
- No behavioral health disorder by history and physical exam
- Behavioral health disorder treated

2. Adequate social/family support
3. Performance status! with documentation of ONE of the following:

= Karnofsky score greater than or equal to 70%

= Eastern Cooperative Oncology Group (ECOG) score 0-2

= For ages 10 or under: Lansky Play score greater than or equal to 70. A Lansky Play score
less than 70 will be reviewed by the medical director(s) and/or clinical advisor(s).

1 Performance status tables are located at the end of the Criteria section.
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Criteria: (cont.)

>

HDC with allogeneic HCT for an individual with chronic myeloid leukemia is considered medically
necessary with documentation of ALL of the following:

1. Pretransplantation evaluation criteria above is met
2. ONE of the following:

=  Chronic phase
= Accelerated phase
= Blast crisis

3. No response or incomplete response to bosutinib (Bosulif®), imatinib (Gleevec®), dasatinib
(Sprycel®), nilotinib (Tasigna®) or ponatinib (Iclusig®)

HDC with allogeneic HCT for an individual with chronic myeloid leukemia for all other indications not
previously listed or if above criteria not met is considered experimental or investigational® based
upon:

1. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes,
and

2. Insufficient evidence to support improvement of the net health outcome, and

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

Nonmyeloablative reduced-intensity conditioning (RIC) with allogeneic HCT for an individual with
chronic myeloid leukemia who meets criteria for allogeneic HCT but is medically unable to tolerate
HDC is considered medically necessary.

HDC with autologous HCT for an individual with chronic myeloid leukemia is considered
experimental or investigational® based upon:

1. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes,
and

2. Insufficient evidence to support improvement of the net health outcome, and

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

Although specific transplantation procedures may be considered experimental or investigational and
therefore not eligible for coverage under standard medical benefits, these procedures may be eligible
for coverage based upon Arizona Revised Statutes §20-2326 concerning Cancer Clinical Trials.
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Criteria: (cont.)

Performance Status Tables:

Eastern Cooperative Oncology Group (ECOG) Score (Also known as Zubrod Score):

Asymptomatic. Fully active, able to carry on all pre-disease performance without
restriction.

Symptomatic, fully ambulatory. Restricted in physically strenuous activity but able to
carry out work of a light or sedentary nature.

Symptomatic, in bed less than 50% of the day. Capable of all self-care but unable to
carry out any work activities.

Symptomatic, in bed or chair more than 50% of the day but not bedridden. Capable
of only limited self-care.

Bedridden. Cannot perform any self-care.

5

Dead

Karnofsky Performance Score:

100% | Able to carry on normal activity, no evidence of disease.
90% | Able to carry on normal activity, minor signs or symptoms of disease.
80% | Normal activity with effort, some signs and symptoms of disease.
70% | Cares for self, unable to carry on normal activity or to work.
60% Requires occasional assistance from others but able to care for most needs
50% Requires considerable assistance from others and frequent medical care
40% Disabled, requires special care and assistance.
30% | Severely disabled, hospitalization indicated, death not imminent.
20% | Very sick, hospitalization indicated, active support treatment necessary.
10% Moribund
0% Dead
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Criteria: (cont.)

Performance Status Tables: (cont.)

Lansky Play Score (Also known as Lansky Play - Performance Scale):

100 Fully active, normal.
90 Minor restrictions in physically strenuous activity
80 Active, but tires more quickly.
70 Both greater restriction of and less time spent in play activity
60 Up and around, but minimal active play; keeps busy with quieter activities.
50 Gets dressed but lies around much of the day, no active play but able to participate in all
quiet play and activities.
40 Mostly in bed; participates in quiet activities.
30 In bed; needs assistance even for quiet play.
20 Often sleeping; play entirely limited to very passive activities.
10 No play; does not get out of bed.
0 Unresponsive
Resources:

Literature reviewed 02/20/18. We do not include marketing materials, poster boards and non-
published literature in our review.

The BCBS Association Medical Policy Reference Manual (MPRM) policy is included in our
guideline review. References cited in the MPRM policy are not duplicated on this guideline.

Resources prior to 03/12/13 may be requested from the BCBSAZ Medical Policy and Technology
Research Department.

1. 8.01.30 BCBS Association Medical Policy Reference Manual. Hematopoietic Cell Transplantation

for Chronic Myeloid Leukemia. Re-issue date 02/08/2018, issue date 12/01/1999.
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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://ocrportal.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-Language Interpreter Services:

Spanish: 5i 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
&02-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"dadoo le’é yina'iditkidgo beehaz danii hdlg dii t'33 hazaadk’'ehji haka 2'doowolgo bee haz'a doo bagh
ilinigdd. Ata’ halne'igii ko))" bich'|” hodiilnih 877-475-4799,

Chinese: S 1E, HEEEERAEHE, FHMEATENATE Blue Cross Blue Shield of Arizona 75 E B9
H CEEMNRHLZMNEESIIEBHINAER. S uMER SRESE TUEART 877475479,

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 B77-475-4799.
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. = Joatl pa jlo pa Sioatl] A31€8 300 5 gn e il gy el
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Multi-Lanquage Interpreter Services:

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 ivong wika ng walang gastos. Upang makausap ang
isang tagasalin, tumawag sa 877-475-4799,

Korean: 2H2F HE = HEH7 120 %= HE ALE 0| Blue Cross Blue Shield of Arizona Ml &k 2 F0|
ACHH FEls OMHE T2 HEE 52 HHE HIZE BEEO SE £+ 2= 217 2UsLICL OZH
SEAZ WHINED MMM 877-475-4799 £ M ESIE A2,

French: 5i vous, ou guelgu'un gue vous &tes en train d'aider, a des questions a propos de Blue Cross Blue Shield of
Arizona, vous avez le droit d'obtenir de I'aide et l'information dans votre langue & aucun codt. 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 Sie 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 NPAED Ha BECNAATHOE NONYYEHHE NOMOLLM W WHDOPMaUKMK HA Bawem A3ke, [lns pasroeopa
C NEPEBDAYMMKOM NOIBOHKTE No Tenadony 877-475-4799,

Japanese: ZF AR, £EEEEHFORZODE Y DA TH. Blue Cross Blue Shield of Arizona (22T ZH A
CEVWELES, CRFOEBRTHR— L2 EY. @REAFLEUTAILATEET. #HElXD
Y EREA, BREBESHDHES, 8774754799 FTHBE L&,
Farsi:
g fad 4 gz | o Bl 43213 . Blue Cross Blue Shield of Arizona 2 53 D s 385 Sl oy laiag 81 el A
B77-475-4799 sphai iy 32 98405 syla s 15348 oy 4 Sle ikl
ahal Juala ]
Assyrian:
.ebubans (hase esabicl . esel tBlue Cross Blue Shield of Arizona ses iSoes .eaediel . ehe cooiess Bogid e o coobel o]
BTT-475-4799 foaw eshs Ab . am. 148 Jasd Shes g mh fmopmed Bulils  sseswhs Jhasbaems [hdm

Serbo-Croatian: Ukolike Vi ili neko kome Vi pomaiete ima pitanje o Blue Cross Blue Shield of Arizona, imate pravo da
besplatno dobijete pomod | infarmacije na Vasem jeziku, Da biste razgovarali sa prevodiocem, nazovite 877-475-47599,

Thai: WINANL WIDAUMAMATAITILWABUA IO IULAEIAU Blue Cross Blue Shield of Arizona
amnuananIslaTuAT U mwasuazraualua e vasrlninoluuaitysne weaonuaty Tns 877-475-4799
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