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I. Length of Authorization

e Coverage will be provided for a maximum of 2 cycles of induction (6 doses total) and 2
cycles of consolidation (4 doses total) within 6 months. Coverage may not be renewed.

Il. Dosing Limits

A. Quantity Limit (max daily dose) [NDC Unit]:

e Vyxeos single-dose vial: 26 vials total

B. Max Units (per dose and over time) [HCPCS Unit]:

e Induction/Re-Induction (Second Induction): 132 billable units per dose (3 vials per dose; 6
doses total)

e Consolidation: 88 billable units per dose (2 vials per dose; 4 doses total)

lll. Initial Approval Criteria?

Coverage is provided in the following conditions:

e Patient is at least 1 year of age (unless otherwise specified); AND

e Baseline left ventricular ejection fraction (LVEF) is within normal limits and will be
reassessed prior to consolidation and as clinically required; AND

e Cumulative lifetime anthracycline (e.g., daunorubicin, etc.) dose does not exceed 550 mg/m?
(or 400 mg/m? in patients who received radiation to the mediastinum); AND

e  Will not be used in combination with other chemotherapy; AND
Acute Myeloid Leukemia (AML) + 1 @ 13

e Patient has one of the following sub-types of disease:
— Therapy-related acute myeloid leukemia (t-AML)
— AML with myelodysplasia-related changes (AML-MRC)
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— Antecedent myelodysplastic syndrome/chronic myelomonocytic leukemia (antecedent
MDS/CMML) (Note: For antecedent MDS/CMML, use is only allowed in patients age >
60 years of age that are candidates for intensive induction therapy); AND

e Used for one of the following:
— Used as induction therapy for newly diagnosed disease; OR
— Used as re-induction therapy after standard-dose cytarabine induction therapy }; AND

» Used in patients with significant residual disease in the absence of hypocellular
marrow and core binding factor (CBF) abnormalities; OR

— Used as consolidation therapy

+ FDA Approved Indication(s); 3 Compendia Recommended Indication(s); ® Orphan Drug
IV. Renewal Criteria 13

Authorizations may not be renewed.

V. Dosage/Administration 13

Indication Dose

t-AML, First Induction
antecedent |e  daunorubicin 44 mg/m? and cytarabine 100 mg/m? liposome intravenously days
MDS/CMML 1, 3 and 5 for 1 cycle

& AML-MRC o nduction (Second Induction)

e daunorubicin 44 mg/m? and cytarabine 100 mg/m2 liposome intravenously days
1, 3 and 5 for 1 cycle
o Only for patients who fail to respond to the first induction cycle
o May be administered 2 to 5 weeks after the first induction cycle if there
was no unacceptable toxicity
Consolidation

e daunorubicin 29 mg/m? and cytarabine 65 mg/m? liposome intravenously days 1
and 3 for 1 to 2 cycles

o Administer the first consolidation cycle 5 to 8 weeks after the start of
the last induction cycle

o Administer the second consolidation cycle 5 to 8 weeks after the start of
the first consolidation cycle if there was no unacceptable toxicity or
disease progression

VI. Billing Code/Availability Information
HCPCS Code:

e J9153 — Injection, liposomal, 1 mg daunorubicin and 2.27 mg cytarabine; 1 billable unit =1
1 mg daunorubicin and 2.27 mg cytarabine

NDC:
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e Vyxeos (44 mg daunorubicin and 100 mg cytarabine) liposome, single-dose vial:
68727-0745—xx
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Appendix 1 — Covered Diagnosis Codes

ICD-10 ICD-10 Description

C92.00 Acute myeloblastic leukemia not having achieved remission

C92.01 Acute myeloblastic leukemia in remission

C92.50 Acute myelomonocytic leukemia not having achieved remission

C92.51 Acute myelomonocytic leukemia in remission

C92.60 Acute myeloid leukemia with 11g23-abnormality not having achieved remission
C92.61 Acute myeloid leukemia with 11g23-abnormality in remission

C92.A0 Acute myeloid leukemia with multilineage dysplasia not having achieved remission
C92.A1 Acute myeloid leukemia with multilineage dysplasia in remission

C93.00 Acute monoblastic/monocytic leukemia not having achieved remission

C93.01 Acute monoblastic/monocytic leukemia in remission
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Appendix 2 — Centers for Medicare and Medicaid Services (CMS)

Medicare coverage for outpatient (Part B) drugs is outlined in the Medicare Benefit Policy Manual
(Pub. 100-2), Chapter 15, §50 Drugs and Biologicals. In addition, National Coverage
Determination (NCD), Local Coverage Determinations (LCDs), and Local Coverage Articles (LCAs)
may exist and compliance with these policies is required where applicable. They can be found at:

https:!//www.cms.gov/medicare-coverage-database/search.aspx. Additional indications may be

covered at the discretion of the health plan.

Medicare Part B Covered Diagnosis Codes (applicable to existing NCD/LCD/LCA): N/A

Medicare Part B Administrative Contractor (MAC) Jurisdictions

Jurisdiction Applicable State/US Territory Contractor
E @) CA, HI, NV, AS, GU, CNMI Noridian Healthcare Solutions, LLC
F((©2 & 3) AK, WA, OR, ID, ND, SD, MT, WY, UT, AZ|Noridian Healthcare Solutions, LL.C
5 KS, NE, IA, MO Wisconsin Physicians Service Insurance Corp (WPS)
6 MN, WI, IL National Government Services, Inc. (NGS)
H4&T7) LA, AR, MS, TX, OK, CO, NM Novitas Solutions, Inc.
8 MI, IN Wisconsin Physicians Service Insurance Corp (WPS)
N (9) FL, PR, VI First Coast Service Options, Inc.
J (10) TN, GA, AL Palmetto GBA, LLC
M (11) NC, SC, WV, VA (excluding below) Palmetto GBA, LLC
L(12) DE, MD, PA, NJ, DC (includes Arlington & Novitas Solutions, Inc.

Fairfax counties and the city of Alexandria in VA)
K (13 & 14) [NY, CT, MA, RI, VT, ME, NH National Government Services, Inc. (NGS)
15 KY, OH CGS Administrators, LLC
VYXEOS® (daunorubicin and cytarabine - liposome)
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Nondiscrimination & Language Access Policy

Aspirus Health Plan, Inc. complies with applicable Federal civil rights laws and does not discriminate on the basis of race, color, national
origin, age, disability, sex, sexual orientation, or gender identity. We do not exclude people or treat them differently because of race, color,
national origin, age, disability, sex, sexual orientation, or gender identity.

We will:
Provide free aids and services to people with disabilities to communicate effectively with us, such as:

- Qualified sign language interpreters

- Written information in other formats (large print, audio, accessible electronic formats, other formats)
Provide free language services to people whose primary language is not English, such as:

- Qualified interpreters

- Information written in other languages

If you need these services, contact us at the phone number shown on the inside cover of this contract, your id card, or aspirushealthplan.com.

If you believe that we have failed to provide these services or discriminated in another way on the basis of race, color, national origin, age,
disability, sex, sexual orientation, or gender identity, you can file a grievance with:

Nondiscrimination Grievance Coordinator
Aspirus Health Plan, Inc.

PO Box 1062

Minneapolis, MN 55440

Phone: 1.866.631.5404 (TTY: 711)

Fax: 763.847.4010

Email: customerservice@aspirushealthplan.com

You can file a grievance in person or by mail, fax, or email. If you need help filing a grievance, the Nondiscrimination Grievance 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, 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.

Language Assistance Services

Albanian: KUJDES: Nése flitni shqip, pér ju ka né dispozicion shérbime té asistencés gjuhésore, pa pagesé.Telefononi né 1.866.631.5404 (TTY: 711).
(711 0 )y pall il 2 3)1.866.631.5404 isledl i o) o doa) . Ulae ol alie &y jall Saeluaal) cilacis (i g jall 4alll iaaTs <€ 13) g5 Arabic

French: ATTENTION : Si vous parlez francais, des services daide linguistique vous sont proposés gratuitement. Appelezle 1.866.631.5404 (ATS : 711).
German: ACHTUNG: Wenn Sie Deutsch sprechen, stehen lhnen kostenlos sprachliche Hilfsdienstleistungen zurVerfiigung. Rufnummer: 1.866.631.5404
(TTY: 711).

Hindi: _amg_: 7_g 311 fOgd Sera g at 3muss foete g_a 9 vrar Ferger Ja1¢ Iue_Y €1 1.866.631.5404 (TTY: 711) W $iet F_|

Hmong: LUS CEEV: Yog tias koj hais lus Hmoob, cov kev pab txog lus, muaj kev pab dawb rau koj. Hu rau 1.866.631.5404 (TTY: 711).

Korean: F7¢]: 3ol 2 A} &84 & A5, o] A1 Y MH] 22 T8 o] 8514 F 5 th. 1.866.631.5404 (TTY: 711)H 0. & M3}l T4 A Q.
Polish: UWAGA: JeZzeli méwisz po polsku, mozesz skorzystac z bezptatnej pomocy jezykowej. Zadzwon pod numer 1.866.631.5404 (TTY: 711).
Russian: BHUMAHME: Ecnu Bbl FOBOpUTE Ha PYCCKOM A3blKe, TO BaM JOCTYMNHbI 6ecnnatHble ycayru nepeeoja.3eoHute 1.866.631.5404 (tenetaiin: 711).
Spanish: ATENCION: si habla espafiol, tiene a su disposicidn servicios gratuitos de asistencia lingiiistica. Llame al 1.866.631.5404 (TTY: 711).

Tagalog: PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nangwalang bayad. Tumawag sa
1.866.631.5404 (TTY: 711)

Traditional Chinese: {¥3%: WRMEMHERE P, B IREEEESERY. 7 3E 1.866.631.5404 (TTY:711).
Vietnamese: CHU Y: N&u ban néi Tiéng Viét, cé cac dich vu hé trg ngdn ngir mién phi danh cho ban. Goi s& 1.866.631.5404 (TTY: 711).

Pennsylvania Dutch: Wann du Deitsch (Pennsylvania German / Dutch) schwetzscht, kannscht du mitaus Koschte ebbergricke, ass dihr helft mit die
englisch Schprooch. Ruf selli Nummer uff: Call 1.866.631.5404 (TTY: 711).

Lao: B0g90: 909 houcbowg a90, novdiSnrngoscFodnwias,loatcdyeny, wivSdsuldity. tns 1.866.631.5404 (TTY:711).
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