Z LifeWise

PHARMACY / MEDICAL POLICY - 5.01.540
Miscellaneous Oncology Drugs

Effective Date: Feb. 7, 2025* RELATED MEDICAL POLICIES:
Last Revised: Oct. 8, 2024 None
Replaces: N/A

*Click here to view the current

version.

Select a hyperlink below to be directed to that section.

POLICY CRITERIA | DOCUMENTATION REQUIREMENTS | CODING
RELATED INFORMATION | EVIDENCE REVIEW | REFERENCES | HISTORY

OO Clicking this icon returns you to the hyperlinks menu above.

Introduction

Chemotherapy, often called chemo, is cancer treatment that uses drugs. Radiation and surgery
treat one area of cancer. But chemo usually travels through the bloodstream to treat the whole
body. Treating the whole body is called a systemic treatment. The goal of chemo is to either
treat cancer or ease its symptoms. Treating cancer can be to cure it, decrease the chance it will
return, or stop or slow its growth. Easing cancer symptoms without trying to cure the cancer is
called palliative therapy. Chemotherapy drugs can be used in many different ways. Chemo can
make a tumor smaller before surgery or radiation, destroy cancer cells that surgery or radiation
didn't treat, help other treatments work better, or kill cancer cells that have come back or
spread. Chemotherapy is given in different ways. This includes by mouth (oral), through a vein
(intravenous), by a shot (injection), or with a cream rubbed onto the skin (topical). In some cases,
chemo is injected between the layers of tissue covering the brain and spinal cord (intrathecal), is
given into the belly area (intraperitoneal), or is injected into an artery (intra-arterial). This policy
gives information about many different types of chemo drugs and the criteria for when they
may be 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
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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

Drug ‘

Oral Drugs

Erivedge (vismodegib) oral

Medical Necessity

Erivedge (vismodegib) may be considered medically necessary

for adult individuals with ANY of the following:

e Metastatic basal cell carcinoma (BCC)

OR

e Locally advanced BCC that has recurred following surgery

OR

e Locally advanced BCC in individuals who are not candidates for
surgery or radiation therapy

AND

e The dose is limited to 150 mg per day

Odomzo (sonidegib) oral

Idhifa (enasidenib) oral

Odomzo (sonidegib) may be considered medically necessary

for adult individuals with ANY of the following:

e Locally advanced basal cell carcinoma (BCC) that has recurred
following surgery or radiation therapy

OR

e Locally advanced BCC in individuals who are not candidates for
surgery or radiation therapy

AND

e The dose is limited to 200 mg per day

Idhifa (enasidenib) may be considered medically necessary for:

e Treatment of relapsed or refractory acute myeloid leukemia
(AML) in adult individuals with an isocitrate dehydrogenase-2
(IDH2) mutation
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Drug
Oral Drugs

Tabloid (thioguanine) oral

| Medical Necessity

Tabloid (thioguanine) may be considered medically necessary

for the treatment of acute myeloid leukemia when all of the

following are met:

e The individual has been diagnosed with acute myeloid
leukemia

AND

e Tabloid (thioguanine) will be used for remission induction or
remission consolidation therapy

AND

e The dose is limited to 3 mg/kg per day

Tibsovo (ivosidenib) oral

Tibsovo (ivosidenib) may be considered medically necessary
for use in combination with azacitidine or as monotherapy for
the treatment of adult individuals with newly-diagnosed acute
myeloid leukemia (AML) with a susceptible isocitrate
dehydrogenase-1 (IDH1) mutation who are = 75 years old or
who have comorbidities that preclude use of intensive
induction chemotherapy.

Tibsovo (ivosidenib) may be considered medically necessary
for the treatment of relapsed or refractory acute myeloid
leukemia (AML) in adult individuals with a susceptible IDH1
mutation.

Tibsovo (ivosidenib) may be considered medically necessary
for the treatment of adult individuals with previously treated,
locally advanced or metastatic cholangiocarcinoma with a
susceptible IDH1 mutation.

Tibsovo (ivosidenib) may be considered medically necessary
for the treatment of adult individuals with relapsed or
refractory myelodysplastic syndromes with a susceptible IDH1
mutation.
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Drug
Oral Drugs
Daurismo (glasdegib) oral

Lynparza (olaparib) oral

| Medical Necessity

Daurismo (glasdegib), in combination with low-dose

cytarabine, may be considered medically necessary for newly-

diagnosed acute myeloid leukemia (AML) in:

e Adult individuals who are >75 years old

OR

¢ Who have comorbidities that preclude use of intensive
induction chemotherapy

Lynparza (olaparib) may be considered medically necessary for

the maintenance treatment of adult individuals with advanced

epithelial ovarian, fallopian tube or primary peritoneal cancer

when ALL the following are true:

e The individual has a deleterious or suspected deleterious BRCA
mutation (as confirmed by genetic testing)

AND

e Isin complete or partial response to first-line platinum-based
chemotherapy

Lynparza (olaparib) may be considered medically necessary in
combination with bevacizumab for the maintenance treatment
of adult individuals with advanced epithelial ovarian, fallopian
tube or primary peritoneal cancer when ALL the following are
true:
e The individual is in complete or partial response to first-line
platinum-based chemotherapy
AND
e The cancer is associated with homologous recombination
deficiency (HRD)-positive status defined by:
o A deleterious or suspected deleterious BRCA mutation (as
confirmed by genetic testing)
AND/OR
o Microsatellite instability or SNP analysis (loss of

heterozygosity)
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Drug

Oral Drugs

Medical Necessity

Lynparza (olaparib) may be considered medically necessary for
the maintenance treatment of adult individuals with recurrent
epithelial ovarian, fallopian tube or primary peritoneal cancer,
who are in a complete or partial response to platinum-based
chemotherapy.

Lynparza (olaparib) may be considered medically necessary for
the treatment of adult individuals with advanced ovarian
cancer unresponsive to platinum-based chemotherapy when
ALL the following are true:

e The individual has a deleterious or suspected deleterious
germline BRCA-mutation (gBRCAm) (as confirmed by genetic
testing)

AND

e Has been treated with 3+ prior lines of chemotherapy

Lynparza (olaparib) may be considered medically necessary for
the adjuvant treatment of adult individuals with high risk early
breast cancer when ALL the following are true:

e The individual has a deleterious or suspected deleterious
BRCA-mutation or a PALB2 mutation (as confirmed by genetic
testing)

AND

e Has HER2-negative high risk early breast cancer

AND

e Has been treated with chemotherapy in the neoadjuvant or
adjuvant setting

Note: Early breast cancer is distinguished from locally advanced and metastatic
disease. Early breast cancer includes Stages 0 to IIB or TO to T2 and NO
to N1. Locally advanced breast cancer includes stages IlIA to IIIC or
T3NO and Tx N2-3. Metastatic breast cancer is Tx Nx M1 or Stage IV.

00
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Drug ‘ Medical Necessity

Oral Drugs

Lynparza (olaparib) may be considered medically necessary for
the treatment of adult individuals with metastatic breast
cancer when ALL the following are true:

e The individual has a deleterious or suspected deleterious BRCA
mutation or a PALB2 mutation (as confirmed by genetic
testing)

AND

e Has HER2-negative metastatic breast cancer

AND

e Has been treated with chemotherapy in the neoadjuvant,
adjuvant or metastatic setting

AND

e If hormone receptor (HR)-positive, individual should have been
treated with a prior endocrine therapy or be considered
inappropriate for endocrine therapy

Lynparza (olaparib) may be considered medically necessary for
the maintenance treatment of adult individuals with
metastatic pancreatic adenocarcinoma when ALL the following
are true:

e The individual has a deleterious or suspected deleterious
germline BRCA-mutation (gBRCAm) (as confirmed by genetic
testing)

AND

e The disease has not progressed on at least 16 weeks of a first-
line platinum-based chemotherapy regimen

Lynparza (olaparib) may be considered medically necessary for

the treatment of adult individuals:

e For the treatment of deleterious or suspected deleterious
germline or somatic homologous recombination repair (HRR)
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Drug

Oral Drugs

Medical Necessity

gene-mutated (see Appendix for biomarker testing) metastatic
castration-resistant prostate cancer (mCRPC) who have
progressed following prior treatment with Xtandi
(enzalutamide) or abiraterone.

¢ |n combination with abiraterone and prednisone or
prednisolone, for the treatment of deleterious or suspected
deleterious BRCA-mutated (BRCAm) (see Appendix for
biomarker testing) metastatic castration-resistant prostate
cancer (mCRPCQ).

Rubraca (rucaparib) oral

Rubraca (rucaparib) may be considered medically necessary for

the treatment of adult individuals with:

e BRCA mutations (germline and/or somatic) associated epithelial
ovarian, fallopian tube, or primary peritoneal cancer who have
been treated with two or more chemotherapies (as confirmed
by genetic testing)

OR

e Recurrent epithelial ovarian, fallopian tube, or primary
peritoneal cancer who are in a complete or partial response to
platinum-based chemotherapy as maintenance treatment

OR

e BRCA mutations (germline and/or somatic) associated
metastatic castration-resistant prostate cancer (mCRPC) who
have been treated with androgen receptor-directed therapy
and a taxane-based chemotherapy (as confirmed by genetic
testing)

Talzenna (talazoparib) oral

Talzenna (talazoparib) may be considered medically necessary

for adult individuals when:

e Asasingle agent, for the treatment of germline BRCA-mutated,
HER2-negative locally advanced or metastatic breast cancer (as
confirmed by genetic testing)

e In combination with enzalutamide, for the treatment of HRR
gene-mutated metastatic castration-resistant prostate cancer
(mCRPC) (see Appendix)
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Drug

Oral Drugs
Zejula (niraparib) oral

Ibrance (palbociclib) oral

‘ Medical Necessity

Zejula (niraparib) may be considered medically necessary for

the treatment of adult individuals with epithelial ovarian,

fallopian tube, or primary peritoneal cancer if all the following

are met:

e The Individual is aged 18 years or older

AND

¢ Used as a maintenance component of first-line platinum-based
chemotherapy in an individual who has had a complete
response or partial response to platinum-based initial
chemotherapy

OR

e Used as maintenance component of treatment for individuals
with recurrent disease who have achieved a complete response
or partial response after second-line platinum-based
chemotherapy
AND

e The individual has a known or suspected deleterious BRCA
mutation

Ibrance (palbociclib) may be considered medically necessary

for the treatment of hormone receptor (HR)-positive, human

epidermal growth factor receptor 2 (HER2)-negative advanced

or metastatic breast cancer in combination with:

e An aromatase inhibitor as initial endocrine based therapy

OR

e Faslodex (fulvestrant) in individuals with disease progression
following endocrine therapy

Kisqali (ribociclib) oral

Kisqali (ribociclib) may be considered medically necessary in

individuals aged 18 years and older when:

e Used in combination with an aromatase inhibitor as initial
endocrine-based therapy for the treatment of premenopausal

or postmenopausal women with hormone receptor (HR)-
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Drug
Oral Drugs

Medical Necessity

positive, human epidermal growth factor receptor 2 (HER2)-
negative advanced or metastatic breast cancer

OR

e Used for initial treatment or following disease progression on
endocrine therapy, for postmenopausal with HR+, HER2-
advanced or metastatic breast cancer, in combination with
Faslodex (fulvestrant)

Use as maintenance therapy following response to
chemotherapy regimens is considered not medically necessary.

Kisgali Femara Co-Pack
(ribociclib - letrozole) oral

Kisqali Femara Co-Pack (ribociclib - letrozole) may be
considered medically necessary in individuals 18 years and
older when:

e Used for the treatment of premenopausal or postmenopausal
women with hormone receptor (HR)-positive, human epidermal
growth factor receptor 2 (HER2)-negative advanced or
metastatic breast cancer

Use as maintenance therapy following response to
chemotherapy regimens is considered not medically necessary.

Verzenio (abemaciclib) oral

Verzenio (abemaciclib) may be considered clinically necessary

for the treatment of postmenopausal women, or

pre/perimenopausal women whose estrogen levels are

suppressed on GnRH (gonadotrophin releasing hormone)

therapy, who meet ONE of the following indications:

¢ In combination with endocrine therapy (tamoxifen or an
aromatase inhibitor) for the adjuvant treatment of adult
individuals with hormone receptor (HR)-positive, human
epidermal growth factor receptor 2 (HER2)-negative, node-
positive, early breast cancer at high risk of recurrence

OR

e In combination with an aromatase inhibitor as initial endocrine-
based therapy for the treatment of hormone receptor (HR)-

00
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Drug Medical Necessity

Oral Drugs

positive, human epidermal growth factor receptor 2 (HER2)-
negative advanced or metastatic breast cancer

OR

¢ In combination with Faslodex (fulvestrant) for the treatment of
hormone receptor (HR)-positive, human epidermal growth
factor receptor 2 (HER2)-negative advanced or metastatic
breast cancer in women with disease progression following
endocrine therapy

OR

e As monotherapy for the treatment of HR-positive, HER2 —
negative advanced or metastatic breast cancer in individuals
with disease progression following endocrine therapy and prior
chemotherapy in the metastatic setting

Xpovio (selinexor) oral Xpovio (selinexor), in combination with bortezomib and
dexamethasone, may be considered medically necessary for
treatment of adult individuals with multiple myeloma who
have received at least one prior therapy.

Xpovio (selinexor) in combination with dexamethasone may

be considered medically necessary for treatment of adult

individuals with relapsed or refractory multiple myeloma

(RRMM) who have received at least four prior therapies and

whose disease is refractory to:

e At least two proteasome inhibitors (e.g., bortezomib,
carfilzomib)

AND

e At least two immunomodulatory agents (e.g., lenalidomide,
pomalidomide)

AND

¢ An anti-CD-38 monoclonal antibody (e.g., daratumumab,

isatuximab-irfc)
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Drug
Oral Drugs

Rozlytrek (entrectinib) oral

‘ Medical Necessity

Xpovio (selinexor) may be considered medically necessary for
treatment of adult individuals with relapsed or refractory
diffuse large B-cell lymphoma (DLBCL), not otherwise
specified, including DLBCL arising from follicular lymphoma,
after at least 2 lines of systemic therapy.

Rozlytrek (entrectinib) may be considered medically necessary
for the treatment of:
e Adult individuals with metastatic non-small cell lung cancer
(NSCLC) whose tumors are ROS7-positive
OR
e Adult and pediatric individuals 12 years of age and older with
solid tumors that:
o Have a neurotrophic tyrosine receptor kinase (NTRK) gene
fusion without a known acquired resistance mutation
AND
o Are metastatic or where surgical resection is likely to result
in severe morbidity
AND
o Have no satisfactory alternative treatments or that have
progressed following treatment

Vitrakvi (larotrectinib) oral

Vitrakvi (larotrectinib) may be considered medically necessary

for the treatment of adult and pediatric individuals with solid

tumors that:

e Have a neurotrophic receptor tyrosine kinase (NTRK) gene
fusion without a known acquired resistance mutation

AND

e Are metastatic or where surgical resection is likely to result in
severe morbidity

AND
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Drug
Oral Drugs

Gleostine (lomustine) oral

Jakafi (ruxolitinib) oral

Ojjaara (momelotinib) oral

Vonjo (pacritinib) oral

‘ Medical Necessity

e Have no satisfactory alternative treatments or that have
progressed following treatment

Gleostine (lomustine) may be considered medically necessary

for the treatment of individuals with any of the following:

e Primary and metastatic brain tumors following appropriate
surgical and/or radiotherapeutic procedures

e Hodgkin's lymphoma whose disease has progressed following
initial chemotherapy when used as a component of
combination chemotherapy

Jakafi (ruxolitinib) may be considered medically necessary for:

e Mpyelofibrosis in adults 18 years of age or older

e Polycythemia vera in adults 18 years of age or older, after trial
and failure of hydroxyurea

e Steroid-refractory acute graft-versus-host disease in adult and
pediatric individuals 12 years and older

e Chronic graft-versus-host disease after failure of one or two
lines of systemic therapy in adult and pediatric individuals 12
years and older

Ojjaara (momelotinib) may be considered medically necessary

for adults when all of the following are met:

e Theindividual is aged 18 years or older

AND

e Has been diagnosed with intermediate or high-risk
myelofibrosis (MF), including primary MF or secondary MF
(post-polycythemia vera and post-essential thrombocythemia)

AND

e Has been diagnosed with transfusion-dependent anemia
associated with MF

AND

e The dose is limited to 200 mg daily

Vonjo (pacritinib) may be considered medically necessary for:
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Drug Medical Necessity

e Adults with intermediate or high-risk primary or secondary
(post-polycythemia vera or post-essential thrombocythemia)
myelofibrosis with a platelet count below 50 x 10°%/L

AND
e The dose is limited to 400 mg per day (taken as 200 my twice
daily)

Note: Documentation for intermediate or high-risk primary myelofibrosis
should include a statement about risk stratification and/or genetically
inspired prognostic scoring system (GIPSS) of >2 or a GIPSS of 1-2 plus
MIPPS70 of >4. Documentation of intermediate or high-risk secondary
myelofibrosis should include a statement about risk stratification and
record of post-polycythemia vera or post-essential thrombocythemia.

Gavreto (pralsetinib) oral Gavreto (pralsetinib) may be considered medically necessary

for:

e Adult individuals with metastatic RET fusion-positive non-small
cell lung cancer (NSCLC)

e Adult and pediatric individuals 12 years of age and older with
advanced or metastatic RET fusion-positive thyroid cancer who
require systemic therapy and who are radioactive iodine-
refractory (if radioactive iodine is appropriate)

AND

e The dose (for all indications) is limited to 400 mg once daily

Retevmo (selpercatinib) Retevmo (selpercatinib) may be considered medically

oral necessary for:

e Adult individuals with metastatic RET fusion-positive non-small
cell lung cancer (NSCLC)

e Adult and pediatric individuals aged 12 years and older with
advanced or metastatic RET-mutant medullary thyroid cancer
(MTC) who require systemic therapy

e Adult and pediatric individuals aged 12 years and older with

advanced or metastatic RET fusion-positive thyroid cancer who
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Drug
Oral Drugs

Onureg (azacitidine) oral

Purixan (mercaptopurine)
oral

Welireg (belzutifan) oral

‘ Medical Necessity

require systemic therapy and who are radioactive iodine-
refractory (if radioactive iodine is appropriate)

e Adult individuals with locally advanced or metastatic RET
fusion-positive solid tumors that have progressed on or
following prior systemic treatment or who have no satisfactory
alternative treatment options

AND

e The dose (for all indications) is limited to:

o 240 mg per day (taken as 120 mg twice daily) if < 50 kg
o 320 mg per day (taken as 160 mg twice daily) if > 50 kg

Onureg (azacitidine) may be considered medically necessary

for the treatment of:

e Adult individuals with acute myeloid leukemia (AML) who
achieved first complete remission (CR) or complete remission
with incomplete blood count recovery (CRi) following intensive
induction chemotherapy and are not able to complete intensive
curative therapy.

AND

e The dose is limited to 300 mg once daily for 14 consecutive
days followed by 14 days off therapy in 28-day cycles

Purixan (mercaptopurine) may be considered medically

necessary for the treatment of individuals with acute

lymphoblastic leukemia (ALL) as part of a combination
chemotherapy maintenance regimen.

Welireg (belzutifan) may be considered medically necessary
for the treatment of adult individuals with von Hippel-Lindau
(VHL) disease when all of the following are met:

e Theindividual is aged 18 years and older

AND

e Has > 1 of the following associated with VHL disease:

o Renal cell carcinoma (RCC)
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Drug
Oral Drugs

‘ Medical Necessity

o Central nervous system (CNS) hemangioblastomas
o Pancreatic neuroendocrine tumors (pNET)

AND

e Is not requiring immediate surgery

AND

e The diagnosis of VHL disease is confirmed by a germline
alteration in the VHL gene

AND

e The dose is limited to 120 mg once daily

Welireg (belzutifan) may be considered medically necessary

for the treatment of adult individuals with advanced renal cell

carcinoma (RCC) when all of the following are met:

e Theindividual is aged 18 years or older

AND

e Has been diagnosed with advanced RCC

AND

e Has been previously treated with a programmed death
receptor-1 (PD-1) or programmed death-ligand 1 (PD-L1)
inhibitor

AND

e Has been previously treated with a vascular endothelial growth
factor (VEGF) tyrosine kinase inhibitor

AND

e The dose is limited to 120 mg once daily

Rezlidhia (olutasidenib)
oral

Rezlidhia (olutasidenib) may be considered medically
necessary for the treatment of adult individuals with relapsed
or refractory acute myeloid leukemia (AML) with a susceptible
isocitrate dehydrogenase-1 (IDH1) mutation.
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Drug

Oral Drugs
Voranigo (vorasidenib)
oral

Balversa (erdafitinib) oral

‘ Medical Necessity

Voranigo (vorasidenib) may be considered medically necessary

for the treatment of Grade 2 astrocytoma or

oligodendroglioma when all the following are met:

e Theindividual is aged 12 years and older

AND

e Individual is diagnosed with Grade 2 astrocytoma or
oligodendroglioma with a susceptible IDH1 or IDH2 mutation
following surgery including biopsy, sub-total resection, or gross
total resection

Balversa (erdafitinib) may be considered medically necessary

for treatment of adult individuals with locally advanced or

metastatic urothelial carcinoma (mUC) that has:

e Susceptible FGFR3 (fibroblast growth factor receptor) genetic
alterations

AND

e Progressed during or following at least one line of prior
systemic therapy

Casodex (bicalutamide)
oral

Casodex (bicalutamide) may be considered medically

necessary for the treatment of adults with metastatic

carcinoma of the prostate when all the following are met:

e Theindividual is aged 18 years or older

AND

e Has been diagnosed with metastatic carcinoma of the prostate

AND

e (Casodex (bicalutamide) will be used in combination with
gonadotropin releasing hormone (GnRH) analogs (e.g.,
leuprolide or goserelin)

AND

e Has tried and had an inadequate response or intolerance to
generic bicalutamide

AND

e The dose is limited to 50 mg daily
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Drug Medical Necessity

Oral Drugs

Eulexin (flutamide) oral Eulexin (flutamide) may be considered medically necessary for

the treatment of adults with locally confined or metastatic

carcinoma of the prostate when all the following are met:

e The individual is aged 18 years or older

AND

e Has been diagnosed with locally confined or metastatic
carcinoma of the prostate

AND

e Eulexin (flutamide) will be used in combination with
gonadotropin releasing hormone (GnRH) analogs (e.g.,
leuprolide or goserelin)

AND

e The individual has tried and had an inadequate response or
intolerance to generic bicalutamide

AND

e The dose is limited to 750 mg daily

Inqovi (decitabine and Inqovi (decitabine and cedazuridine) may be considered
cedazuridine) oral medically necessary for treatment of adult individuals with
myelodysplastic syndromes (MDS), including previously
treated and untreated, de novo and secondary MDS.

Inrebic (fedratinib) oral Inrebic (fedratinib) may be considered medically necessary for
treatment of adult individuals with intermediate-2 or high-risk
primary or secondary (post-polycythemia vera or post-
essential thrombocythemia) myelofibrosis (MF).

Note: Documentation for intermediate-2 or high-risk primary myelofibrosis
should include a statement about risk stratification and/or genetically
inspired prognostic scoring system (GIPSS) of >2. Documentation of
intermediate-2 or high-risk secondary myelofibrosis should include a
statement about risk stratification and record of post-polycythemia vera
or post-essential thrombocythemia.
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Drug
Oral Drugs

Iwilfin (eflornithine) oral

‘ Medical Necessity

Iwilfin (eflornithine) may be considered medically necessary

for the treatment of adult and pediatric individuals with high-

risk neuroblastoma when all of the following are met:

e The individual is diagnosed with high-risk neuroblastoma

AND

e Has demonstrated at least a partial response to prior
multiagent, multimodality therapy including anti-GD2
immunotherapy (e.g., naxitamab-gqgk or dinutuximab)

AND

e The dose is limited to 768 mg twice daily

Krazati (adagrasib) oral

Krazati (adagrasib) may be considered medically necessary for

the treatment of:

e Adult individuals with KRAS G12C-mutated locally advanced or
metastatic non-small cell lung cancer (NSCLC) who have
received at least one prior systemic therapy

AND

e The dose is limited to 1,200 mg per day (taken as 600 mg twice
daily)

Lonsurf (trifluridine and
tipiracil) oral

Lonsurf (trifluridine and tipiracil) may be considered medically

necessary for treatment of adult individuals with metastatic

colorectal cancer as a single agent or in combination with

bevacizumab in those who have been:

e Previously treated with fluoropyrimidine, oxaliplatin, and
irinotecan-based chemotherapy

AND

e Previously treated with an anti-VEGF biological therapy

AND

e If the tumor is RAS wild-type, previously treated with an anti-
EGFR therapy

Lonsurf (trifluridine and tipiracil) may be considered medically

necessary for treatment of adult individuals with metastatic
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Drug

Oral Drugs

Medical Necessity

gastric or gastroesophageal junction adenocarcinoma who

have been:

e Treated with at least two prior lines of chemotherapy that
included a fluoropyrimidine, a platinum, either a taxane or
irinotecan

AND

o If appropriate, HER2/neu-targeted therapy*

Note: *Individuals with HER2/neu-positive tumors must have received prior
HER2/neu-targeted therapy. Example of HER2/neu-targeted therapy is
Herceptin (trastuzumab).

Lumakras (sotorasib) oral

Lumakras (sotorasib) may be considered medically necessary

for the treatment of:

e Adult individuals with KRAS G12C-mutated locally advanced or
metastatic non-small cell lung cancer (NSCLC), as determined
by an FDA-approved test, who have received at least one prior
systemic therapy

AND

e The dose is limited to 960 mg per day

Lysodren (mitotane) oral

Lysodren (mitotane) may be considered medically necessary
for the treatment of inoperable, functional or nonfunctional,
adrenal cortical carcinoma.

Lytgobi (futibatinib) oral

Lytgobi (futibatinib) may be considered medically necessary

for the treatment of:

e Adult individuals with previously treated, unresectable, locally
advanced or metastatic intrahepatic cholangiocarcinoma
harboring fibroblast growth factor receptor 2 (FGFR2) gene
fusions or other rearrangements

AND

e The dose is limited to 20 mg per day

Matulane (procarbazine
hydrochloride) oral

Matulane (procarbazine hydrochloride) may be considered
medically necessary for the treatment of stage Ill and IV
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Drug
Oral Drugs

| Medical Necessity

Hodgkin’s disease, when used in combination with other
anticancer drugs.

¢ Nilandron (nilutamide)
oral
e Generic nilutamide oral

Nilandron (nilutamide) may be considered medically necessary

for the treatment of adults with metastatic prostate cancer

when all the following are met:

e Theindividual is aged 18 years or older

AND

e Has been diagnosed with metastatic prostate cancer

AND

e Nilandron (nilutamide) will be used in combination with a
bilateral orchiectomy

AND

e Has tried and had an inadequate response or intolerance to
generic bicalutamide

AND

e The dose is limited to 300 mg daily for 30 days followed by 150
mg daily

Ninlaro (ixazomib) oral

Ninlaro (ixazomib) may be considered medically necessary
when used in combination with Revlimid (lenalidomide) and
dexamethasone for the treatment of individuals with multiple
myeloma who have received at least one prior therapy.

Ogsiveo (nirogacestat) oral

Ogsiveo (nirogacestat) may be considered medically necessary

when all of the following are met:

e Theindividual is aged 18 years or older

AND

e Is diagnosed with progressing desmoid tumors that require
systemic treatment

AND

e Has tried and had an inadequate response or intolerance to
generic sorafenib

AND

e The dose is limited to 150 mg twice daily
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Drug

Oral Drugs

Pemazyre (pemigatinib)
oral

‘ Medical Necessity

Pemazyre (pemigatinib) may be considered medically

necessary for the treatment of:

e Adults with previously treated, unresectable locally advanced or
metastatic cholangiocarcinoma with a fibroblast growth factor
receptor 2 (FGFR2) fusion or other rearrangement as detected
by an FDA-approved test

AND

e The dose is limited to 13.5 mg once daily for 14 consecutive
days followed by 7 days off therapy in 21-day cycles

Pemazyre (pemigatinib) may be considered medically

necessary for the treatment of:

e Adults with relapsed or refractory myeloid/lymphoid neoplasms
(MLNs) with fibroblast growth factor receptor 1 (FGFR1)
rearrangement

AND

e The dose is limited to 13.5 mg once daily

Rydapt (midostaurin) oral

Rydapt (midostaurin) may be considered medically necessary

for the treatment of adult individuals with:

¢ Newly diagnosed acute myeloid leukemia (AML) that is FLT3
mutation-positive as detected by an FDA-approved test, in
combination with standard cytarabine and daunorubicin
induction and cytarabine consolidation
o Documentation of genetic testing is required for coverage

consideration

e Aggressive systemic mastocytosis (ASM), systemic mastocytosis
with associated hematological neoplasm (SM-AHN), or mast
cell leukemia (MCL)

Note: Rydapt is not indicated as a single-agent induction therapy for the
treatment of individuals with AML

Generic temozolamide oral

Generic temozolamide may be considered medically necessary
for the treatment of adult individuals with:

00
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¢ Newly diagnosed glioblastoma concomitantly with
radiotherapy, and then as maintenance treatment

e Refractory anaplastic astrocytoma, where individual has
experienced disease progression on a drug regimen containing
nitrosourea and procarbazine

Tazverik (tazemetostat)
oral

Tazverik (tazemetostat) may be considered medically

necessary for the treatment of:

e Adult and pediatric individuals aged 16 years and older with
metastatic or locally advanced epithelioid sarcoma not eligible
for complete resection

AND

e Have previously tried and failed chemotherapy or radiation
treatment

OR

e Adult individuals with relapsed or refractory follicular
lymphoma whose tumors are positive for an EZH2 (enhancer of
zeste homolog 2 protein) mutation as detected by an FDA-
approved test and who have received at least 2 prior systemic
therapies.

OR

e Adult individuals with relapsed or refractory follicular
lymphoma who have no satisfactory alternative treatment
options.

AND

e The quantity prescribed is limited to 240 tablets per 30 days (4
x 200 mg taken orally twice daily)

Temodar (temozolomide)
oral

Temodar (temozolamide) may be considered medically
necessary for the treatment of adult individuals when all of the
following are met:

e The individual is aged 18 years or older

AND
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e s newly diagnosed with glioblastoma and Temodar
(temozolomide) will be used concomitantly with radiotherapy,
and then as maintenance treatment

OR

e Is newly diagnosed with anaplastic astrocytoma

OR

e Is diagnosed with refractory anaplastic astrocytoma, where
individual has experienced disease progression on a drug
regimen containing nitrosourea and procarbazine

AND

e The individual has tried and failed generic temozolomide

Generic temozolomide oral

Generic temozolomide may be considered medically necessary

for the treatment of adult individuals when all of the following

are met:

e Theindividual is aged 18 years or older

AND

e s newly diagnosed with glioblastoma and Temodar
(temozolomide) will be used concomitantly with radiotherapy,
and then as maintenance treatment

OR

e Theindividual is newly diagnosed with anaplastic astrocytoma

OR

e The individual is diagnosed with refractory anaplastic
astrocytoma, where individual has experienced disease
progression on a drug regimen containing nitrosourea and
procarbazine

Thalomid (thalidomide)
oral

Thalomid (thalidomide) may be considered medically

necessary for the treatment of individuals with:

¢ Newly diagnosed multiple myeloma when used in combination
with dexamethasone

e Cutaneous manifestations of moderate to severe erythema
nodosum leprosum (ENL)
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Vistogard (uridine Vistogard (uridine triacetate) may be considered medically

triacetate) oral necessary for the emergency treatment of adult and pediatric
individuals:

e Fluorouracil or capecitabine overdose regardless of the
presence of symptoms

OR

e Early-onset, severe or life-threatening toxicity affecting cardiac
or central nervous system OR early-onset, unusually severe
adverse reactions (e.g., gastrointestinal toxicity or neutropenia)
within 96 hours (4 days) following the end of fluorouracil or
capecitabine administration

Vitrakvi (larotrectinib) oral | Vitrakvi (larotrectinib) may be considered medically necessary

for the treatment of adult and pediatric individuals with solid

tumors that:

e Have a neurotrophic receptor tyrosine kinase (NTRK) gene
fusion without a known acquired resistance mutation

AND

e Are metastatic or where surgical resection is likely to result in
severe morbidity

AND

e Have no satisfactory alternative treatments or that have

progressed following treatment

Drug Medical Necessity

Interferon Agents

Intron A (interferon alfa- Intron A (interferon alfa-2b) may be considered medically
2b) IL, IM, IV, SC necessary for the treatment of individuals with:
e Hairy cell leukemia and are 18 years of age or older (route is
IM, SC)
e Malignant melanoma as adjuvant to surgical treatment in
individuals 18 years of age or older who are free of disease but

00
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at high risk for systemic recurrence within 56 days of surgery
(route is IV, SC)

e Clinically aggressive follicular Non-Hodgkin's Lymphoma in
conjunction with anthracycline-containing combination
chemotherapy in individuals 18 years of age or older (route is
SC)

e Condylomata acuminata involving external surfaces of the
genital and perianal areas for intralesional treatment of
individuals 18 years of age or older (route is intralesional [IL])

e AIDS Related Kaposi's Sarcoma in individuals 18 years of age or
older (route is IM, SC)

e Chronic hepatitis C in individuals 18 years of age or older with
compensated liver disease who have a history of blood or
blood-product exposure and/or are HCV antibody positive
(route is IM, SC)

e Chronic hepatitis C, when used in combination with ribavirin, in
individuals 3 years of age and older with compensated liver
disease previously untreated with alpha interferon therapy and
in individuals aged 18 years and older who have relapsed
following alpha interferon therapy (route is IM, SC)

e Chronic hepatitis B in individuals 1 year of age or older with
compensated liver disease and who have been serum HBsAg
positive for at least 6 months and have evidence of HBV
replication (serum HBeAg positive) with elevated serum ALT
(route is IM, SC)

Sylatron (peginterferon Sylatron (peginterferon alfa-2b) may be considered medically

alfa-2b) SC necessary for the treatment of adult individuals for:
e The adjuvant treatment of melanoma with microscopic or gross
nodal involvement within 84 days of definitive surgical

resection including complete lymphadenectomy
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Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents

e Abraxane (paclitaxel
protein-bound particles)
v

e Brand paclitaxel protein-
bound particles
(American Regent-
unbranded) IV

e Brand paclitaxel protein-
bound particles (Teva-
unbranded) IV

Abraxane (paclitaxel protein-bound particles), brand paclitaxel
protein-bound particles (American Regent — unbranded), and
brand paclitaxel protein-bound particles (Teva — unbranded)
may be considered medically necessary for the treatment of
individuals who meet the following:

e Metastatic breast cancer, after failure of combination
chemotherapy for metastatic disease or relapse within 6
months of adjuvant chemotherapy. Prior therapy must include
an anthracycline (e.g., daunorubicin, doxorubicin, epirubicin,
idarubicin, valrubicin) unless clinically contraindicated

OR

e Locally advanced or metastatic non-small cell lung cancer
(NSCLC), as first-line treatment in combination with
carboplatin, in individuals who are not candidates for curative
surgery or radiation therapy

OR

e Metastatic adenocarcinoma of the pancreas as first-line
treatment, in combination with gemcitabine

OR

e As an alternative to paclitaxel when there has been a
documented paclitaxel infusion reaction

Amtagvi (lifileucel) IV

Amtagvi (lifileucel) may be considered medically necessary for

the treatment of individuals with unresectable or metastatic

melanoma when all the following are met:

e Theindividual is aged 18 years or older

AND

e The individual has been diagnosed with unresectable or
metastatic melanoma

AND

e Has been treated with a programmed death receptor-1 (PD-1)
or programmed death-ligand 1 (PD-L1) blocking antibody such
as pembrolizumab, nivolumab, or atezolizumab

AND
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e Is BRAF V600 mutation-positive, the individual has been treated
with a BRAF inhibitor with or without a MEK inhibitor

AND

e Has not been previously treated with Amtagvi (lifileucel)

AND

e Amtaguvi (lifileucel) is prescribed by or in consultation with an

oncologist

Aphexda (motixafortide)
SC

Aphexda (motixafortide) may be considered medically

necessary to mobilize hematopoietic stem cells for collection

and subsequent autologous transplantation in individuals with

multiple myeloma when all the following are met:

e The individual has been histologically diagnosed with multiple
myeloma

AND

e s eligible for autologous hematopoietic stem cell transplant

AND

e Documentation of a valid medical rationale is provided for why
the individual is not able to use generic plerixafor

Arranon (nelarabine) IV,
Generic nelarabine IV

Arranon (nelarabine) and generic nelarabine may be
considered medically necessary for the treatment of
individuals with T-cell acute lymphoblastic leukemia (T-ALL)
and T-cell lymphoblastic lymphoma (T-LBL) in adult and
pediatric individuals age 1 year and older whose disease has
not responded to or has relapsed following treatment with at
least two chemotherapy regimens OR as first-line therapy
when added to the ABFM (augmented Berlin-Frankfurter
Muenster) regimen in intermediate to high-risk individuals or
ABFM regimen induction failures.

Note: The ABFM induction therapy consists of vincristine, daunorubicin,
prednisone, asparaginase, intrathecal cytarabine, and intrathecal
methotrexate.

Page | 27 of 91 m




Drug Medical Necessity

Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents

Asparlas (calaspargase Asparlas (calaspargase pegol - mknl) may be considered

pegol - mknl) IV medically necessary as a component of a multi-agent

chemotherapeutic regimen for the treatment of:

e Acute lymphoblastic leukemia in pediatric and young adult
individuals aged 1 month to 21 years

e Brand bendamustine IV Brand bendamustine, Belrapzo (bendamustine), Bendeka
* Belrapzo (bendamustine) | (bendamustine), and Vivimusta (bendamustine) may be
v considered medically necessary for the treatment of

* Bendeka (bendamustine) | ;.\ ividuals with chronic lymphocytic leukemia (CLL) or

“{ . . indolent B-cell non-Hodgkin lymphoma (NHL) that has
e Vivimusta (bendamustine) i L i
v progressed during or within 6 months of treatment with
rituximab or a rituximab-containing regimen

Blincyto (blinatumomab) Blincyto (blinatumomab) may be considered medically

v necessary for the treatment of adults and children with:

e B-cell precursor acute lymphoblastic leukemia (ALL) in first or
second complete remission with minimal residual disease
(MRD) greater than or equal to 0.1%

e Relapsed or refractory B-cell precursor acute lymphoblastic
leukemia (ALL)

Cosela (trilaciclib) IV Cosela (trilaciclib) may be considered medically necessary to
decrease the incidence of chemotherapy-induced
myelosuppression in adult individuals when administered prior
to a platinum (e.g., cisplatin, carboplatin,
oxaliplatin)/etoposide-containing regimen or topotecan
containing regimen for extensive-stage small cell lung cancer.

Dacogen (decitabine) IV Dacogen (decitabine) may be considered medically necessary

for the treatment of adults with myelodysplastic syndromes
(MDS) when all the following are met:

e The individual is aged 18 years or older

AND

e Has been diagnosed with MDS*

AND
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e Has tried and had an inadequate response to generic
decitabine

Note:  Including previously treated and untreated, de novo and secondary MDS
of all French-American-British subtypes (refractory anemia, refractory
anemia with ringed sideroblasts, refractory anemia with excess blasts,
refractory anemia with excess blasts in transformation, and chronic
myelomonocytic leukemia) and intermediate-1, intermediate-2, and
high-risk International Prognostic Scoring System groups

Danyelza (naxitamab-
gqgk) IV

Danyelza (naxitamab-gqgk), in combination with GM-CSF
(e.g., sargramostim), may be considered medically necessary
for the treatment of pediatric individuals 1 year of age and
older and adult individuals with relapsed or refractory high-
risk neuroblastoma in the bone or bone marrow who have
demonstrated a partial response, minor response, or stable
disease to prior therapy.

Darzalex (daratumumab)
v

Darzalex (daratumumab) may be considered medically
necessary for the treatment of adult individuals with multiple
myeloma when used:

e In combination with lenalidomide and dexamethasone as first-
line therapy and in individuals with relapsed or refractory
multiple myeloma who have received at least one prior therapy

¢ In combination with bortezomib, melphalan and prednisone as
first-line therapy

e In combination with bortezomib, thalidomide, and
dexamethasone as first-line therapy in individuals who are
eligible for autologous stem cell transplant

e In combination with bortezomib and dexamethasone in
individuals who have received at least one prior therapy

e In combination with Kyprolis (carfilzomib) and dexamethasone
in individuals with relapsed or refractory multiple myeloma who
have received one to three prior lines of therapy
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e In combination with pomalidomide and dexamethasone in

individuals who have received at least two prior therapies
including lenalidomide and a proteasome inhibitor (e.g.,
bortezomib, carfilzomib, ixazomib)

e As monotherapy, in individuals who have received at least three
prior lines of therapy including a proteasome inhibitor (PI) (e.g.,
bortezomib, carfilzomib, ixazomib) and an immunomodulatory
agent (e.g., thalidomide, pomalidomide, lenalidomide) or who
are refractory to a Pl and an immunomodulatory agent

Darzalex Faspro Darzalex Faspro (daratumumab and hyaluronidase-fihj) may
(daratumumab and be considered medically necessary for the treatment of adult
hyaluronidase-fihj) SC individuals with multiple myeloma when used:

e |n combination with bortezomib, lenalidomide, and
dexamethasone for induction and consolidation in newly
diagnosed individuals who are eligible for autologous stem cell
transplant

e In combination with Revlimid (lenalidomide) and
dexamethasone as first-line therapy and in individuals with
relapsed or refractory multiple myeloma who have received at
least one prior therapy

e |n combination with bortezomib, melphalan and prednisone as
first-line therapy

e In combination with bortezomib, thalidomide, and
dexamethasone as first-line therapy in individuals who are
eligible for autologous stem