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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

Medical Necessity

Hedgehog Pathway Inhibitors
Erivedge® (vismodegib)
oral

Erivedge® (vismodegib) may be considered medically

necessary for adult individuals with ANY of the following:
•
OR
•
OR
•

Metastatic basal cell carcinoma (BCC)

Locally advanced BCC that has recurred following surgery
Locally advanced BCC in individuals who are not candidates for

surgery or radiation therapy

AND
•
Odomzo® (sonidegib) oral

The dose is limited to 150 mg per day

Odomzo® (sonidegib) may be considered medically necessary
for adult individuals with ANY of the following:
•
OR
•

Locally advanced BCC that has recurred following surgery or
radiation therapy

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

AND
•

The dose is limited to 200 mg per day

Drugs Targeting Acute Myeloid Leukemia (AML)
Idhifa® (enasidenib) oral

Idhifa® (enasidenib) may be considered medically necessary
for:

Page | 2 of 59

∞

Drug

Oral Drugs

Medical Necessity
•

Treatment of relapsed or refractory acute myeloid leukemia

(AML) in adult individuals with an isocitrate dehydrogenase-2

Tibsovo® (ivosidenib) oral

(IDH2) mutation

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 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
isocitrate dehydrogenase-1 (IDH1) mutation.

Tibsovo® (ivosidenib) may be considered medically necessary
for the treatment of adult individuals with previously treated,
locally advanced or metastatic cholangiocarcinoma with an

Daurismo® (glasdegib)
oral

IDH1 mutation.

Daurismo® (glasdegib), in combination with low-dose

cytarabine, may be considered medically necessary for newly-

diagnosed acute myeloid leukemia (AML) in:
•
OR
•

Adult individuals who are ≥75 years old

Who have comorbidities that preclude use of intensive
induction chemotherapy

Poly (ADP-ribose) Polymerase (PARP) Inhibitors
Lynparza® (olaparib) oral

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:
•

Individual has a deleterious or suspected deleterious BRCA
mutation (as confirmed by genetic testing)
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AND
•

Individual is in 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:
•

Individual is in complete or partial response to first-line
platinum-based chemotherapy

AND
•

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)

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:
•

Individual has a deleterious or suspected deleterious germline

BRCA-mutation (gBRCAm) (as confirmed by genetic testing)

AND
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•

Individual 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:
•

Individual has a deleterious or suspected deleterious BRCA-

mutation or a PALB2 mutation (as confirmed by genetic
testing)

AND
•

Individual has HER2-negative high risk early breast cancer

AND
•

Individual 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 T0 to T2 and N0
to N1. Locally advanced breast cancer includes stages IIIA to IIIC or

T3N0 and Tx N2-3. Metastatic breast cancer is Tx Nx M1 or Stage IV.

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

Individual has a deleterious or suspected deleterious BRCA

mutation or a PALB2 mutation (as confirmed by genetic
testing)

AND
•

Individual has HER2-negative metastatic breast cancer

AND
•

Individual has been treated with chemotherapy in the
neoadjuvant, adjuvant or metastatic setting

AND
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•

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:
•

Individual has a deleterious or suspected deleterious germline

BRCA-mutation (gBRCAm) (as confirmed by genetic testing)

AND
•

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

Lynparza® (olaparib) may be considered medically necessary
for the treatment of adult individuals with deleterious or
suspected deleterious germline or somatic homologous

recombination repair (HRR) gene-mutated (see Appendix for
biomarker testing) metastatic castration-resistant prostate
cancer (mCRPC) who have progressed following prior

Rubraca® (rucaparib) oral

treatment with Xtandi® (enzalutamide) or abiraterone.

Rubraca® (rucaparib) may be considered medically necessary
for the treatment of adult individuals with:
•

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

OR
•

by genetic testing)

Recurrent epithelial ovarian, fallopian tube, or primary

peritoneal cancer who are in a complete or partial response to
OR

platinum-based chemotherapy as maintenance treatment
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•

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

Talzenna™ (talazoparib)
oral

testing)

Talzenna™ (talazoparib) may be considered medically
necessary for the treatment of adult individuals with:
•

Zejula® (niraparib) oral

Germline BRCA-mutated, HER2‑negative locally advanced or
metastatic breast cancer (as confirmed by genetic testing)

Zejula® (niraparib) may be considered medically necessary for
the treatment of adult individuals with advanced epithelial

ovarian, fallopian tube, or primary peritoneal cancer who are

in a complete or partial response to first-line platinum-based

chemotherapy.

Zejula® (niraparib) may be considered medically necessary for
the 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.
•

Individual must be considered to have platinum sensitive

disease, defined as having a complete or partial response and
disease progression more than 6 months after completion of
the last round of platinum therapy

Cyclin-Dependent Kinases 4 and 6 (CDK4/6) Inhibitors
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Ibrance® (palbociclib) oral

Ibrance® (palbociclib) may be considered medically necessary

Oral Drugs

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

epidermal growth factor receptor 2 (HER2)-negative advanced
or metastatic breast cancer in combination with:
•
OR
•

An aromatase inhibitor as initial endocrine based therapy in
postmenopausal women or in men

Faslodex® (fulvestrant) in individuals with disease progression

following endocrine therapy
Kisqali® (ribociclib) oral

Kisqali® (ribociclib) may be considered medically necessary in
individuals 18 years and older when:
•

Used in combination with an aromatase inhibitor as initial

endocrine-based therapy for the treatment of premenopausal

or postmenopausal women with hormone receptor (HR)-

positive, human epidermal growth factor receptor 2 (HER2)-

OR
•

negative advanced or metastatic breast cancer

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
Kisqali® Femara® Co-Pack
(ribociclib – letrozole) oral

chemotherapy regimens is considered not medically necessary.
Kisqali® Femara® Co-Pack (ribociclib – letrozole) may be

considered medically necessary in individuals 18 years and
older when:

•

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
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Verzenio™ (abemaciclib)
oral

Medical Necessity
Use as maintenance therapy following response to

chemotherapy regimens is considered not medically necessary.
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 and a KiOR
•

67 score ≥20%

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

positive, human epidermal growth factor receptor 2 (HER2)OR
•

negative advanced or metastatic breast cancer

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

OR
•

endocrine therapy

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

Nuclear Export Inhibitors
Xpovio™ (selinexor) oral

chemotherapy in the metastatic setting

Xpovio™ (selinexor), in combination with bortezomib and

dexamethasone, may be considered medically necessary for

Page | 9 of 59

∞

Drug

Oral Drugs

Medical Necessity
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:
•

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

AND
•

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

AND
•

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

isatuximab-irfc)

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.

Inhibitor of Tropomyosin Receptor Tyrosine Kinases
Rozlytrek™ (entrectinib)
oral

Rozlytrek™ (entrectinib) may be considered medically
necessary for the treatment of:
•

OR
•

Adult individuals with metastatic non-small cell lung cancer

(NSCLC) whose tumors are ROS1-positive

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
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AND

o

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

AND

o
Vitrakvi® (larotrectinib)
oral

Have no satisfactory alternative treatments or that have
progressed following treatment

Vitrakvi® (larotrectinib) may be considered medically

necessary for the treatment of adult and pediatric individuals
with solid tumors that:

•

Have a neurotrophic receptor tyrosine kinase (NTRK) gene

fusion without a known acquired resistance mutation

AND
•

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

AND
•

Nitrosoureas

Gleostine® (lomustine)
oral

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:
•

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

•

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

Janus-Associated Kinase Inhibitors
Jakafi® (ruxolitinib) oral

Jakafi® (ruxolitinib) may be considered medically necessary
for:
•
•

Myelofibrosis in adults 18 years of age or older

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

•

Steroid-refractory acute graft-versus-host disease in adult and

pediatric individuals 12 years and older
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•

Chronic graft-versus-host disease after failure of one or two

lines of systemic therapy in adult and pediatric individuals 12
Vonjo™ (pacritinib) oral

years and older

Vonjo™ (pacritinib) may be considered medically necessary for:
•

Adults with intermediate or high-risk primary or secondary

(post-polycythemia vera or post-essential thrombocythemia)
myelofibrosis with a platelet count below 50 × 109/L

AND
•

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.

RET Inhibitors

Gavreto™ (pralsetinib) oral

Gavreto™ (pralsetinib) may be considered medically necessary
for:
•

Adult individuals with metastatic RET fusion-positive non-small

cell lung cancer (NSCLC)

•

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

•

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 iodinerefractory (if radioactive iodine is appropriate)

AND
•
Retevmo™ (selpercatinib)
oral

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

Retevmo™ (selpercatinib) may be considered medically
necessary for:
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•

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

•

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

•

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 iodinerefractory (if radioactive iodine is appropriate)
•

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
•

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

o

Nucleoside Metabolic Inhibitors
Onureg® (azacitidine) oral

240 mg per day (taken as 120 mg twice daily) if < 50 kg

320 mg per day (taken as 160 mg twice daily) if ≥ 50 kg

Onureg® (azacitidine) may be considered medically necessary
for the treatment of:
•

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
•

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

Hypoxia-Inducible Factor Inhibitor
Welireg™ (belzutifan) oral

Welireg™ (belzutifan) may be considered medically necessary
for the treatment of:
•

Adult individuals with von Hippel-Lindau (VHL) disease with ≥ 1
of the following associated with VHL disease:
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o
o
o

AND
•

Renal cell carcinoma (RCC)

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

The individual is not requiring immediate surgery

AND
•

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

AND
•

The dose is limited to 120 mg once daily

Isocitrate Dehydrogenase-1 (IDH1) Inhibitor
Rezlidhia™ (olutasidenib)
oral

Miscellaneous Oral Agents
Balversa™ (erdafitinib) 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.

Balversa™ (erdafitinib) may be considered medically necessary
for treatment of adult individuals with locally advanced or
metastatic urothelial carcinoma (mUC) that has:
•

Susceptible FGFR3 (fibroblast growth factor receptor) or FGFR2
genetic alterations

AND
•

Progressed during or following at least one line of prior

platinum-containing chemotherapy including within 12 months
Inqovi® (decitabine and
cedazuridine)

Inrebic® (fedratinib)

of neoadjuvant or adjuvant platinum-containing chemotherapy

Inqovi® (decitabine and cedazuridine) may be considered

medically necessary for treatment of adult individuals with

myelodysplastic syndromes (MDS), including previously
treated and untreated, de novo and secondary MDS.

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 postessential thrombocythemia) myelofibrosis (MF).
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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.

Lonsurf® (trifluridine and
tipiracil) oral

Lonsurf® (trifluridine and tipiracil) may be considered

medically necessary for treatment of adult individuals with
metastatic colorectal cancer who have been:
•

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

AND
•

Previously treated with an anti-VEGF biological therapy

AND
•

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 gastric or gastroesophageal junction
adenocarcinoma who have been:
•

Treated with at least two prior lines of chemotherapy that

included a fluoropyrimidine, a platinum, either a taxane or

irinotecan

AND
•

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:
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•

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
•
Lytgobi® (futibatinib) oral

The dose is limited to 960 mg per day

Lytgobi® (futibatinib) may be considered medically necessary
for the treatment of:
•

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
•
Ninlaro® (ixazomib) oral

The dose is limited to 20 mg per day

Ninlaro® (ixazomib) may be considered medically necessary

when used in combination with Revlimid® (lenalidomide) and
dexamethasone for the treatment of individuals with multiple

Pemazyre™ (pemigatinib)
oral

myeloma who have received at least one prior therapy.

Pemazyre™ (pemigatinib) may be considered medically
necessary for the treatment of:
•

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
•

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:

•

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

Rydapt® (midostaurin)
oral

The dose is limited to 13.5 mg once daily

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

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

Note:

Tazverik™ (tazemetostat)
oral

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

Tazverik™ (tazemetostat) may be considered medically
necessary for the treatment of:
•

Adult and pediatric individuals aged 16 years and older with

metastatic or locally advanced epithelioid sarcoma not eligible
for complete resection

AND
•
OR
•

Have previously tried and failed chemotherapy or radiation
treatment

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

OR

therapies.
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•

Adult individuals with relapsed or refractory follicular

lymphoma who have no satisfactory alternative treatment
options.

AND
•
Truseltiq® (infigratinib)
oral

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

Truseltiq® (infigratinib) may be considered medically
necessary for the treatment of:
•

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
•
Vitrakvi® (larotrectinib)
oral

The dose is limited to 125 mg once daily for 21 consecutive
days followed by 7 days off therapy in 28-day cycles

Vitrakvi® (larotrectinib) may be considered medically

necessary for the treatment of adult and pediatric individuals
with solid tumors that:

•

Have a neurotrophic receptor tyrosine kinase (NTRK) gene

fusion without a known acquired resistance mutation

AND
•

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

AND
•

Have no satisfactory alternative treatments or that have
progressed following treatment

Drug

Medical Necessity

Intron® A (interferon alfa-

Intron® A (interferon alfa-2b) may be considered medically

Interferon Agents
2b) IL, IM, IV, SC

necessary for the treatment of individuals with:
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•

Hairy cell leukemia and are 18 years of age or older (route is
IM, SC)

•

Malignant melanoma as adjuvant to surgical treatment in

individuals 18 years of age or older who are free of disease but
at high risk for systemic recurrence within 56 days of surgery
(route is IV, SC)

•

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)
•

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])

•

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

•

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)
•

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 18 years of age and older who have relapsed
following alpha interferon therapy (route is IM, SC)

•

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
Sylatron™ (peginterferon
alfa-2b) SC

(route is IM, SC)

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

medically necessary for the treatment of adult individuals for:
•

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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Abraxane® (paclitaxel

Abraxane® (paclitaxel protein-bound particles) may be

Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents
protein-bound particles) IV

considered medically necessary for the treatment of
individuals with:

•

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

•

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
•
Arranon® (nelarabine) IV,
Generic nelarabine IV

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

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
Asparlas™ (calaspargase
pegol - mknl) IV

least two chemotherapy regimens.

Asparlas™ (calaspargase pegol - mknl) may be considered
medically necessary as a component of a multi-agent
chemotherapeutic regimen for the treatment of:
•

Blincyto® (blinatumomab)
IV

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

Blincyto® (blinatumomab) may be considered medically
necessary for the treatment of adults and children with:
•

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%
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Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents
•
Cosela™ (trilaciclib) IV

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

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

Danyelza® (naxitamabgqgk) IV

containing regimen for extensive-stage small cell lung cancer.
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
Darzalex® (daratumumab)
IV

disease to prior therapy.

Darzalex® (daratumumab) may be considered medically

necessary for the treatment of adult individuals with multiple
myeloma when used:
•

In combination with lenalidomide and dexamethasone as firstline 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

•

In combination with bortezomib, thalidomide, and

dexamethasone as first-line therapy in individuals who are
eligible for autologous stem cell transplant

•

In combination with bortezomib and dexamethasone in

individuals who have received at least one prior therapy
•

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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Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents
•

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)

•

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 PI and an immunomodulatory agent

Darzalex Faspro™

Darzalex Faspro™ (daratumumab and hyaluronidase-fihj) may

hyaluronidase-fihj) SC

individuals with multiple myeloma when used:

(daratumumab and

be considered medically necessary for the treatment of adult
•

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
•

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

•

In combination with bortezomib, thalidomide, and

dexamethasone as first-line therapy in individuals who are
eligible for autologous stem cell transplant

•

In combination with bortezomib and dexamethasone in

individuals who have received at least one prior therapy

•

In combination with Pomalyst® (pomalidomide) and

dexamethasone in individuals who have received at least one

prior line of therapy including Revlimid® (lenalidomide) and a
proteasome inhibitor (PI) (e.g., bortezomib, carfilzomib,
ixazomib)
•

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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Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents
•

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 PI and an immunomodulatory agent

Darzalex Faspro™ (daratumumab and hyaluronidase-fihj) may

be considered medically necessary for the treatment of adult
individuals with light chain (AL) amyloidosis when used:
•
Empliciti® (elotuzumab) IV

In combination with bortezomib, cyclophosphamide, and
dexamethasone as first-line therapy

Empliciti® (elotuzumab) may be considered medically
necessary:
•

In combination with Revlimid® (lenalidomide) and

dexamethasone for the treatment of adult individuals with
multiple myeloma who have received one to three prior
therapies
•

In combination with Pomalyst® (pomalidomide) and

dexamethasone for the treatment of adult individuals with
multiple myeloma who have received at least two prior
therapies including Revlimid® (lenalidomide) and a

proteasome inhibitor (e.g., Velcade® [bortezomib], Kyprolis®

[carfilzomib], Ninlaro® [ixazomib])

Erwinaze® (asparaginase

Erwinaze® (asparaginase Erwinia chrysanthemi) may be

IV

agent chemotherapeutic regimen for the treatment of

Erwinia chrysanthemi) IM,

considered medically necessary as a component of a multiindividuals with acute lymphoblastic leukemia (ALL) who have
developed hypersensitivity to E. coli-derived asparaginase
(e.g., Oncaspar® [pegaspargase], Asparlas™ [calaspargase

Gazyva® (obinutuzumab)
IV

pegol – mknl])

Gazyva® (obinutuzumab) may be considered medically
necessary:

Page | 23 of 59

∞

Drug

Medical Necessity

Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents
•

In combination with chlorambucil, for previously untreated
chronic lymphocytic leukemia (CLL)

•

In combination with bendamustine followed by Gazyva®

monotherapy, for relapsed or refractory follicular lymphoma,
following a rituximab-containing regimen

•

In combination with chemotherapy followed by Gazyva®
monotherapy in individuals achieving at least a partial

remission, for the treatment of adult individuals with previously
Halaven® (eribulin
mesylate) IV

untreated stage II bulky, III or IV follicular lymphoma

Halaven® (eribulin mesylate) may be considered medically
necessary for the treatment of individuals with:
•

Metastatic breast cancer who have previously received at least
two chemotherapeutic regimens for the treatment of

metastatic disease. Unless clinically contraindicated prior

therapy must include an anthracycline (e.g., daunorubicin,

doxorubicin, epirubicin, idarubicin, valrubicin) and a taxane

(e.g., docetaxel, paclitaxel) in either the adjuvant or metastatic
setting
•

Unresectable or metastatic liposarcoma who have received a

prior anthracycline (e.g., daunorubicin, doxorubicin, epirubicin,
Jelmyto™ (mitomycin) vial

Kimmtrak® (tebentafusptebn) IV

Kyprolis® (carfilzomib) IV

idarubicin, valrubicin) containing regimen

Jelmyto™ (mitomycin) may be considered medically necessary
for the treatment of adult individuals with low-grade upper
tract urothelial cancer (LG-UTUC).

Kimmtrak® (tebentafusp-tebn) may be considered medically
necessary for the treatment of HLA-A*02:01-positive adult

individuals with unresectable or metastatic uveal melanoma.

Kyprolis® (carfilzomib) may be considered medically necessary
for the treatment of adult individuals when used:
•

In combination with dexamethasone, Revlimid® (lenalidomide)
plus dexamethasone, Darzalex® (daratumumab) plus

dexamethasone, or Darzalex Faspro™ (daratumumab and

hyaluronidase-fihj) plus dexamethasone for the treatment of
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Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents

individuals with relapsed or refractory multiple myeloma who
have received one to three lines of therapy

•

As a single agent for the treatment of individuals with relapsed

or refractory multiple myeloma who have received one or more
Leukine® (sargramostim)
IV, SC

lines of therapy

Leukine® (sargramostim) may be considered medically
necessary for:
•
•

Acute myeloid leukemia following induction chemotherapy
Mobilization and following transplantation of autologous
peripheral blood progenitor cells

•

Myeloid reconstitution after (allogenic or autologous) bone
marrow transplantation

•

Bone marrow transplantation (allogenic or autologous) failure
or engraftment delay

•

Exposure to myelosuppressive doses of radiation

(Hematopoietic Syndrome of Acute Radiation Syndrome)

•

In combination with Danyelza® (naxitamab-gqgk) 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)

Leukine® (sargramostim) may be considered medically

necessary as second-line therapy for the treated of individuals
taking myelosuppressive anti-cancer regimens, at risk of

severe febrile neutropenia** to decrease the incidence of

infection when documentation for one of the following is
provided:
•
OR

Granix® (tbo-filgrastim) or Nivestym® (filgrastim-aafi) has
been tried and failed
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•

There is a contraindication to the use of Granix® (tbofilgrastim) and Nivestym® (filgrastim-aafi)

**The following types of individuals are considered to be at
risk of severe febrile neutropenia:

1. Individuals that have experienced febrile neutropenia during a
previous cycle of treatment with the current chemotherapy

OR

regimen

2. Individuals receiving chemotherapy regimen that is expected to
result in a 20 % or higher incidence of FN, based on guidelines

OR

from the American Society of Clinical Oncology

3. Individuals with bone marrow impairment

OR

4. Individuals that have received 2 or more prior chemotherapy
OR

regimens or extensive radiation

5. Individuals with other serious comorbidities (reviewed on a
case basis)

Rylaze™ (asparaginase

Rylaze™ (asparaginase erwinia chrysanthemi (recombinant)-

(recombinant)-rywn) IM

of a multi-agent chemotherapeutic regimen for the treatment

erwinia chrysanthemi

rywn) may be considered medically necessary as a component
of acute lymphoblastic leukemia (ALL) and lymphoblastic
lymphoma (LBL) in individuals who have developed

hypersensitivity to E. coli-derived asparaginase (e.g.,

Oncaspar® [pegaspargase], Asparlas™ [calaspargase pegol –

Sarclisa® (isatuximab-irfc)
IV

mknl])

Sarclisa® (isatuximab-irfc) may be considered medically

necessary for the treatment of multiple myeloma when all the
following criteria are met:

•

Individual is 18 years of age or older

AND
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•

Sarclisa® (isatuximab-irfc) is given in in combination with
Pomalyst® (pomalidomide) and dexamethasone and the

individual has received at least two prior therapies including
lenalidomide and a proteasome inhibitor (e.g., Velcade®

OR
•

[bortezomib], Kyprolis® [carfilzomib], Ninlaro® [ixazomib])

Sarclisa® (isatuximab-irfc) is given in combination with

Kyprolis® (carfilzomib) and dexamethasone and the individual

Tecvayli™ (teclistamabcqyv) SC

has received 1 to 3 prior lines of therapy

Tecvayli™ (teclistamab-cqyv) may be considered medically

necessary for the treatment of adult individuals with relapsed
or refractory multiple myeloma who have received at least

four prior lines of therapy, including a proteasome inhibitor
(e.g., bortezomib, carfilzomib, ixazomib), an

immunomodulatory agent (e.g., lenalidomide, pomalidomide,
thalidomide), and an anti-CD38 monoclonal antibody (e.g.,
Trodelvy™ (sacituzumab
govitecan-hziy) IV

daratumumab, isatuximab-irfc).

Trodelvy™ (sacituzumab govitecan-hziy) may be considered
medically necessary for the treatment of adult individuals
with:

•

Unresectable locally advanced or metastatic triple-negative

breast cancer (mTNBC) who have received two or more prior

systemic therapies, at least one of them for metastatic disease
•

Locally advanced or metastatic urothelial cancer (mUC) who

have previously received a platinum-containing chemotherapy
and either programmed death receptor-1 (PD-1) or
Velcade® (bortezomib) IV

programmed death-ligand 1 (PD-L1) inhibitor

Velcade® (bortezomib) may be considered medically

necessary for the treatment of adult individuals with any of
the following:
•
•

Multiple myeloma

Mantle cell lymphoma
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Yondelis® (trabectedin) IV

Yondelis® (trabectedin) may be considered medically

Miscellaneous Intramuscular/Intravenous/Subcutaneous Agents

necessary for the treatment of individuals with unresectable or
metastatic liposarcoma or leiomyosarcoma who received a
prior anthracycline (e.g., daunorubicin, doxorubicin,

Zepzelca™ (lurbinectedin)
IV

epirubicin, idarubicin, valrubicin) containing regimen.

Zepzelca™ (lurbinectedin) may be considered medically
necessary for the treatment of adult individuals with
metastatic small cell lung cancer (SCLC) with disease

progression on or after platinum-based chemotherapy.

Drug

As listed

Length of Approval
Approval

Initial authorization

Investigational

All other uses of the medications listed in this policy are
considered investigational.

Criteria

Oral administered drugs listed in policy may be approved up
to 3 months.

Intravenous, intramuscular, intralesional, and subcutaneous

administered drugs listed in policy may be approved up to 6
Re-authorization criteria

months.

Future re-authorization of all drugs listed in policy may be
approved up to 12 months as long as the drug-specific

coverage criteria are met and chart notes demonstrate that the
individual continues to show a positive clinical response to
therapy.
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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:
•

Office visit notes that contain the diagnosis, relevant history, physical evaluation and
medication history

Coding

Code

Description

C9095

Injection, tebentafusp-tebn, (Kimmtrak™1 mcg (Code termed effective 10/1/22)

J1448

Injection, trilaciclib, (Cosela™)1 mg

J2820

Injection, sargramostim (GM-CSF), (Leukine®) 50 mcg

J3590

Unclassified biologics (use to report Sylatron™ & Tecvayli™)

J9019

Injection, asparaginase (Erwinaze®),1,000 IU

J9021

Injection, asparaginase, recombinant, (Rylaze™), 0.1 mg

J9039

Injection, blinatumomab, (Blincyto®) 1 mcg

J9041

Injection, bortezomib (Velcade), 0.1 mg

J9046

Injection, bortezomib (Dr. Reddy's), not therapeutically equivalent to J9041, 0.1 mg
(new code effective 1/1/2023)

J9047

Injection, carfilzomib (Kyprolis®), 1 mg

J9048

Injection, bortezomib (Fresenius Kabi), not therapeutically equivalent to J9041, 0.1 mg
(new code effective 1/1/2023)

J9049

Injection, bortezomib (Hospira), not therapeutically equivalent to J9041, 0.1 mg (new
code effective 1/1/2023)

J9118

Injection, calaspargase pegol-mknl (Asparlas™), 10 units

J9144

Injection, daratumumab, 10 mg and hyaluronidase-fihj (Darzalex Faspro™)

HCPCS
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J9176

Injection, elotuzumab, (Empliciti®)1 mg

J9179

Injection, eribulin mesylate, (Halaven®) 0.1 mg

J9214

Injection, interferon, alfa-2b, recombinant (Intron® A), 1 million units

J9223

Injection, lurbinectedin, (Zepzelca™) 0.1 mg

J9227

Injection, isatuximab-irfc, (Sarclisa®) 10 mg

J9261

Injection, nelarabine (Arranon®), 50 mg

J9264

Injection, paclitaxel protein-bound particles, (Abraxane®)1 mg

J9274

Injection, tebentafusp-tebn (Kimmtrak™), 1 mcg (New code effective 10/1/22)

J9281

Mitomycin pyelocalyceal instillation, (Jelmyto™) 1 mg

J9301

Injection, obinutuzumab (Gazyva®), 10 mg

J9317

Injection, sacituzumab govitecan-hziy (Trodelvy™), 2.5 mg

J9348

Injection, naxitamab-gqgk (Danyelza®),1 mg

J9352

Injection, trabectedin, (Yondelis®) 0.1 mg

J9145

Note:

Injection, daratumumab (Darzalex®), 10 mg

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
Consideration of Age
Age limits specified in this policy are determined according to U.S. Food and Drug
Administration (FDA) -approved indications, where applicable.
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Benefit Application
The drugs in this policy that are administered orally are managed through the Pharmacy benefit.
Drugs administered via IV infusion are managed through the Medical benefit.

Evidence Review

Balversa™ (erdafitinib)
Balversa™ (erdafitinib) a kinase inhibitor that binds to and inhibits enzymatic activity of FGFR1,
FGFR2, FGFR3 and FGFR4 based on in vitro data. Balversa also binds to RET, CSF1R, PDGFRA,

PDGFRB, FLT4, KIT, and VEGFR2. Balversa inhibited FGFR phosphorylation and signaling and

decreased cell viability in cell lines expressing FGFR genetic alterations, including point

mutations, amplifications, and fusions. Balversa is the first targeted therapy for metastatic

bladder cancer approved by the FDA. This drug is currently fulfilling a previous unmet space in
therapy for the most common type of bladder cancer; transitional cell carcinoma (urothelial

carcinoma). The overall response rate of the participants in the clinical trial was 32.2% with 2.3%
having a complete response. Warning and precautions regarding Balversa includes ocular

disorders (central serous retinopathy/retinal pigment epithelial detachment) resulting in visual
defects and hyperphosphatemia (76% in treated individuals).

Darzalex® (daratumumab)
Darzalex® (daratumumab) is a CD38-directed cytolytic antibody indicated for the treatment of

adult individuals with multiple myeloma. When used in combination treatment with

lenalidomide and dexamethasone (DRd) in individuals ineligible for autologous stem cell

transplant daratumumab demonstrated an improvement in Progression Free Survival (PFS) in
the DRd arm as compared to the lenalidomide and low-dose dexamethasone (Rd) arm; the

median PFS had not been reached in the DRd arm and was 31.9 months in the Rd arm (hazard

ratio [HR]=0.56; 95% CI: 0.43, 0.73; p<0.0001), representing 44% reduction in the risk of disease

progression or death in individuals treated with DRd. When used in combination treatment with
bortezomib, melphalan and prednisone (VMP) in individuals ineligible for autologous stem cell
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transplant daratumumab demonstrated an improvement in PFS in the D-VMP arm as compared

to the VMP arm; the median PFS had not been reached in the D-VMP arm and was 18.1 months
(95% CI:16.53, 19.91) in the VMP arm (HR=0.5; 95% CI: 0.38, 0.65; p<0.0001), representing 50%
reduction in the risk of disease progression or death in individuals treated with D-VMP. The

most frequently reported adverse reactions (incidence ≥20%) were infusion reactions,

neutropenia, thrombocytopenia, fatigue, asthenia, nausea, diarrhea, constipation, decreased
appetite, vomiting, muscle spasms, arthralgia, back pain, pyrexia, chills, dizziness, insomnia,

cough, dyspnea, peripheral edema, peripheral sensory neuropathy, bronchitis, pneumonia and
upper respiratory tract infection.

Erivedge® (vismodegib)
Erivedge® (vismodegib) is a Hedgehog pathway inhibitor. It binds to and inhibits Smoothened,

a trans-membrane protein involved in Hedgehog signal transduction. The evidence of efficacy
was established in the pivotal Phase II open label trial of vismodegib 150mg once daily. This
study demonstrated a statistically significant single-agent activity for both locally advanced

(42.9% response rate; p<0.0001) and metastatic (30.3% response rate; p=0.0011) basal cell
carcinoma (laBCC and mBCC respectively). Overall median duration of treatment for the

combined cohorts (n=104) was 9.7 months (range 1.1 to 18.7 months). The median duration of
response was 7.6 months and median progression free survival (PFS) was 9.5 months for both

groups (independently). This data is pending press in the New England Journal of Medicine and
is currently only available from the manufacturer. Published efficacy data is only available from

the extension of the open label Phase I study currently ongoing. As of January 2010, there were
2 individuals who achieved complete remission and 17 who achieved partial response from the
original 33 individuals enrolled in the study who had aBCC (overall response of 57%).

Gazyva® (obinutuzumab)
Gazyva® (obinutuzumab) targets the CD20 antigen expressed on the surfaces of pre-B and

mature B-lymphocytes. After binding, obinutuzumab mediates B-cell lysis by engaging immune
effector cells, directly activating direct cell death pathways, and/or activating the complement

cascade. The immune effector cell mechanisms include antibody-dependent cellular cytotoxicity
(ADCC) and antibody-dependent cellular phagocytosis.
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Clinical trials explored the safety of Gazyva® (obinutuzumab) in previously untreated individuals

with CLL. Individuals were treated with chlorambucil alone, obinutuzumab + chlorambucil, or
rituximab + chlorambucil. Adverse reactions included infusion reactions, neutropenia,

thrombocytopenia, leukopenia, pyrexia, diarrhea, constipation, nasopharyngitis, and urinary tract
infections. These adverse reactions are consistent with those seen comparing obinutuzumab +
chlorambucil to chlorambucil alone except back pain (5% vs. 2%), anemia (12% vs. 10%) and

cough (10% vs. 7%), which were observed at a higher incidence in the obinutuzumab treated

individuals. The incidence of Grade 3-4 back pain (<1% vs. 0%), cough (0% vs. <1%) and anemia
(5% vs. 4%) was similar in both treatment arms.

Obinutuzumab was approved on the basis of an improvement in progression-free survival (PFS)

in a randomized, open-label, multicenter trial in individuals with Follicular Lymphoma, which is a
type of the Non-Hodgkin Lymphoma, with no response or who have progressed within 6

months of a rituximab-containing regimen. These individuals were randomized to bendamustine
alone (n = 166) or bendamustine + obinutuzumab (n = 155) for six 28-day cycles. Individuals in

the combination arm who had a complete response (CR), partial response (PR), or stable disease
(SD) at the end continued obinutuzumab monotherapy for two years. The primary endpoints
included PFS. The median PFS in the combination arm was not reported, whereas the

bendamustine arm was 13.8 months. The best overall response was 78.7% for obinutuzumab

combination and 74.7% for bendamustine alone, which was defined as the best CR/PR within 12
months of initiating therapy. The most common adverse reactions (≥ 10%) were infusion
reactions, neutropenia, nausea, fatigue, cough, diarrhea, constipation, pyrexia,

thrombocytopenia, vomiting, upper respiratory tract infection, decreased appetite, arthralgia,

sinusitis, anemia, asthenia, and urinary tract infections. The most common grade 3-4 reactions (≥
10%) were neutropenia, thrombocytopenia, and infusion reactions. The safety profile was
consistent with the overall indolent non-Hodgkin lymphoma population.

Ibrance® (palbociclib)
Ibrance® (palbociclib) is an orally active selective and reversible inhibitor of CDK 4/6. The agent

halts the progression of the cell cycle at G1 via its selective inhibition of CDK 4/6, thereby

preventing cellular proliferation. Palbociclib is indicated in combination with letrozole for the
treatment of postmenopausal women with ER+/HER2- advanced breast cancer as initial
endocrine-based therapy for metastatic disease.
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This indication was approved under accelerated approval based on PFS and continued approval
may be contingent upon verification and description of clinical benefit in a confirmatory trial.

The current approval was based on data from an international, randomized, double-blind,

placebo-controlled, clinical trial (PALOMA-2) that randomized 666 postmenopausal women (2:1)
to palbociclib plus letrozole or placebo plus letrozole. Palbociclib 125 mg or placebo was

administered orally once daily for 21 consecutive days, followed by 7 days off. Letrozole 2.5 mg
was administered orally once daily. Treatment continued until disease progression or

unacceptable toxicity. The median progression-free survival (PFS) was 24.8 months in the

palbociclib plus letrozole arm and 14.5 months in the placebo plus letrozole arm (HR=0.576,
95% CI: 0.463, 0.718, p<0.0001). Overall survival data are immature.

Safety data was evaluated in 444 individuals who received palbociclib plus letrozole.

Neutropenia was the most frequently reported adverse reaction in PALOMA-2 with an incidence
of 80%. The most common adverse reactions observed in 10% or more of individuals taking
palbociclib were neutropenia, infections, leukopenia, fatigue, nausea, alopecia, stomatitis,

diarrhea, anemia, rash, asthenia, thrombocytopenia, vomiting, decreased appetite, dry skin,

pyrexia, and dysgeusia. The most frequently reported grade 3 or greater adverse reactions in
individuals receiving palbociclib plus letrozole were neutropenia, leukopenia, infections, and
anemia

Idhifa® (enasidenib)
The efficacy of Idhifa® (enasidenib) 100 mg was evaluated in an open-label, single-arm,

multicenter, two-cohort clinical trial of 199 individuals with relapsed or refractory AML and an
IDH2 mutation. IDH2 mutations were identified by a local diagnostic test and retrospectively
confirmed by the Abbott RealTime IDH2 assay or prospectively identified by the Abbott

RealTime IDH2 assay. Efficacy was based off of the rate of complete response (CR)/complete

response with partial hematologic recovery (CR/CRh), the duration of CR/CRh, and the rate of
conversion from transfusion dependence to transfusion independence. For individuals who

achieved a CR/CRh, the median time to first response was 1.9 months and the median time to
best response was 3.7 months. Of the 157 individuals who were dependent on red blood cell

and/or platelet transfusions at baseline, 34% became independent of transfusions during any

56-day post baseline period.
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Kisqali® (ribociclib)
Kisqali® (ribociclib) offers a favorable overall response rate of 52.7% versus 37.1% in the

ribociclib plus letrozole versus the placebo plus letrozole, respectively, and a median duration of

response hazard ratio of 0.59 (95% CI: 0.41,0.85, P=.002). The evidence supporting efficacy are
limited to the completed placebo-controlled and ongoing dose expansion-crossover Phase 3

trials, it does however present in favor of ribociclib when used in combination with letrozole.

This drug is conveniently dosed in an oral, film-coated tablet has a diverse adverse effect profile
with an increased risk of QT prolongation, hepatobiliary toxicity, neutropenia, embryo-fetal

toxicity, and a warning for avoidance of the use in pregnancy. Post-marketing surveillance and
close-monitoring will be critical.

Lartruvo® (olaratumab)
Lartruvo® (olaratumab) is a human IgG1 antibody that binds platelet-derived growth factor

receptor alpha (PDGFR- α). PDGFR- α is a receptor tyrosine kinase expressed on cells of

mesenchymal origin. Signaling through this receptor plays a role in cell growth, chemotaxis, and
mesenchymal stem cell differentiation. The receptor has also been detected on some tumor and
stromal cells, including sarcomas, where signaling can contribute to cancer cell proliferation,
metastasis, and maintenance of the tumor microenvironment. The interaction between

olaratumab and PDGFR- α prevents binding of the receptor by the PDGF-AA and –BB ligands as

well as PDGF-AA, -BB, and –CC-induced receptor activation and downstream PDGFR- α pathway
signaling. Olaratumab exhibits in vitro and in vivo anti-tumor activity against selected sarcoma

cell lines and disrupted the PDFGR- α signaling pathway in vivo tumor implant models.

The efficacy of Lartruvo® (olaratumab) was demonstrated in Trial 1, an open-label, randomized,
active-controlled study. Eligible individuals were required to have soft tissue sarcoma not

amenable to curative treatment with surgery or radiotherapy, a histologic type of sarcoma for
which an anthracycline-containing regimen was appropriate but had not been administered,
ECOG PS of 0-2, and tumor specimen available for assessment of PDGFR-α expression by an
investigational use assay. Individuals were randomized (1:1) to receive olaratumab in

combination with doxorubicin or doxorubicin as a single agent. PDGFR-α expression (positive

versus negative), number of previous lines of treatment (0 versus 1 or more), histological tumor
type (leiomyosarcoma versus synovial sarcoma versus all others), and ECOG PS (0 or 1 versus 2)
were used to allocate individuals in the randomization. olaratumab was administered at 15
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mg/kg as an intravenous infusion on Days 1 and 8 of each 21-day cycle until disease

progression or unacceptable toxicity. All individuals received doxorubicin 75 mg/m2 as an

intravenous infusion on Day 1 of each 21-day cycle for a maximum of eight cycles and were

permitted to receive dexrazoxane prior to doxorubicin in Cycles 5 to 8. Individuals randomized
to receive doxorubicin as a single agent were offered olaratumab at the time of disease

progression. The efficacy outcome measures were overall survival (OS), and progression-free

survival (PFS) and objective response rate (ORR) as assessed by investigator and by independent
review according to RECIST v1.1. A total of 133 individuals were randomized, 66 individuals to
the LARTRUVO plus doxorubicin arm and 67 individuals to the doxorubicin arm. Baseline

demographics and disease characteristics were: median age of 58 years (range 22 to 86); 44%

men; 86% White, 8% Black, 3% Asian, and 2% Other; 56% ECOG PS 0 and 39% ECOG PS 1; 65%
no prior chemotherapy (excluding adjuvant and neoadjuvant therapy); 38% leiomyosarcoma,

1.5% synovial sarcoma, and 61% other histologies [17% liposarcoma (8% dedifferentiated, 4%
myxoid, 3% well-differentiated, 1.5% pleomorphic, 1% liposarcoma not otherwise specified

(NOS)), 11% undifferentiated pleomorphic sarcoma, 5% angiosarcoma, 5% undifferentiated

sarcoma NOS, 3% extraskeletal myxoid chondrosarcoma, 2% malignant peripheral nerve sheath
tumor, 2% myxofibrosarcoma, 2% malignant solitary fibrous tumor, 2% endometrial stromal

sarcoma, 1.5% chondrosarcoma, 1.5% epithelioid sarcoma, 1.5% fibrosarcoma, 1.5% low-grade
fibromyxoid sarcoma, and 5% other histologies with one individual each]. All individuals had
metastatic disease and were enrolled at U.S. sites. Among individuals randomized to

doxorubicin, 30 (45%) individuals received LARTRUVO as a single agent at the time of disease

progression. Trial 1 demonstrated a significant improvement in overall survival.

Lonsurf® (trifluridine and tipiracil)
Lonsurf® is a combination of trifluridine, a nucleoside metabolic inhibitor, and tipiracil, a

thymidine phosphorylase inhibitor. Inclusion of tipiracil increases trifluridine exposure by

inhibiting its metabolism by thymidine phosphorylase. Following uptake into cancer cells,

trifluridine is incorporated into DNA, interferes with DNA synthesis and inhibits cell proliferation.

Trifluridine/tipiracil demonstrated anti-tumor activity against KRAS wild-type and mutant human

colorectal cancer xenografts in mice.

The clinical efficacy and safety of Lonsurf® (trifluridine and tipiracil) were evaluated in an

international, randomized, double-blind, placebo-controlled study conducted in individuals with
previously treated metastatic colorectal cancer (CRC).
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A total of 800 individuals were randomized 2:1 to receive Lonsurf® (N=534) plus best

supportive care (BSC) or matching placebo (N=266) plus BSC. Randomization was stratified by

KRAS status (wild-type vs. mutant), time since diagnosis of first metastasis (<18 months vs. ≥ 18
months), and region (Japan vs. U.S., Europe and Australia). Key eligibility criteria included prior

treatment with at least 2 lines of standard chemotherapy for metastatic CRC, ECOG 0-1, absence
of brain metastasis, and absence of ascites requiring drainage in the past four weeks. Individuals
received 35 mg/m2 Lonsurf® or matching placebo orally twice daily after meals on Days 1 - 5

and 8 – 12 of each 28-day cycle until disease progression or unacceptable toxicity. The major

efficacy outcome measure was overall survival (OS), and an additional efficacy outcome measure
was progression-free survival (PFS). The median age was 63 years, 61% were male, 58% and 35%
were White and Asian respectively, and all individuals had baseline ECOG Performance Status

(PS) of 0 or 1. The primary site of disease was colon (62%) or rectum (38%). KRAS status was

wild-type (49%) or mutant (51%) at study entry. All individuals received prior treatment with

fluoropyrimidine-, oxaliplatin-, and irinotecan-based chemotherapy. All but one individual
received bevacizumab, and all but two individuals with KRAS wild-type tumors received

panitumumab or cetuximab. A statistically significant improvement in overall survival and
progression-free survival were demonstrated in individuals in the Lonsurf® plus BSC arm
compared to those who received placebo plus BSC.

Lynparza™ (olaparib)
There is limited evidence from a non-randomized open-label study in individuals with

deleterious or suspected deleterious gBRCAm-associated advanced ovarian cancer. All

individuals (N=193) were treated with Lynparza™ (olaparib) with an objective response rate of

31% and a median duration of response of 7.4 months.5 In the subgroup of individuals who had

3 or more lines of prior chemotherapy (n=137), ORR was 34%, mostly classified as partial
response (CR 2%, PR 32%). Median duration of response was 7.9 months. A separate

randomized open-label study showed similar progression free survival (8.8 vs. 7.1 months) and

objective response rate (31% vs. 18%, NS) after treatment with olaparib or pegylated liposomal

doxorubicin, respectively, in 97 gBRCAm individuals. Over half of the individuals had received 3
or more prior chemotherapy regimens.9 The use of olaparib as a maintenance agent following
objective response to chemotherapy was not well supported by current evidence and not

approved by the FDA. No evidence of real-world effectiveness was found at the time of review.

An indirect comparison of response rates for olaparib (from the single pivotal trial) to historically
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reported response rates of other therapeutic agents in heavily pretreated advanced ovarian

cancer individuals was performed by the FDA. Estimated response rate to 4th- line alternative

chemotherapy regimens is 10-20%,2 but it is expected gBRCAm individuals would have a higher

response rate. Olaparib appears to provide at least a similar to a more favorable response rate in
this heavily pretreated population, with a response rate of 34% from the pivotal trial.

The incidence of myelodysplastic syndrome and/or acute myeloid leukemia (MDS/AML) in

olaparib clinical trials is higher than that reported generally in ovarian cancer individuals, 0.8% to
3.1% vs. 0.0033% respectively.2 Seventeen of the 22 cases found in olaparib clinical trials were

fatal. Post-marketing surveillance and monthly monitoring of complete blood count is

warranted. Other serious concerns include potential development of secondary malignancy and
pneumonitis. Common adverse events include mostly gastrointestinal complaints and fatigue.

Anemia is the most frequently reported serious adverse event. In the comparative trial against

liposomal doxorubicin, olaparib is associated with numerically less serious adverse events than

liposomal doxorubicin. The most reported serious adverse events were anemia for olaparib and
palmar-plantar erythrodysesthesia syndrome for liposomal doxorubicin.

Ovarian cancer (OC) is the leading cause of death in women with gynecological cancer and is the
5th most common cause of cancer mortality in women. Most individuals are diagnosed at

advanced stage (stage III or above) with a median age of diagnosis at 63. Epithelial ovarian
cancer accounts for the majority (90%) of OC cases. The incidence rate for ovarian cancer

between 2006 and 2010 was 12.5 cases per 100,000 women. Women with a family history of

ovarian cancer, such as first-degree family members with ovarian cancer and BRCA1 or BRCA2

mutation, are at increased risk of developing advanced OC. Other risk factors for ovarian cancer

include nulliparity, older age at pregnancy and first birth, hormone therapy, pelvic inflammatory
disease, etc.

Possible causes of OC include incessant ovulation, increasing age and hormonal exposure.

Epithelial OC comprises the majority of primary OC. Histologically, serous tumors account for

the majority and are typically associated with a poorer prognosis. Due to deleterious mutations

of a tumor suppressor BRCA genes, about 10-15% of epithelial OC and up to 50% of high-grade
serous tumors are affected by homologous DNA repair defects. The enzymes poly (ADP-ribose)
polymerase (PARP) are required for efficient DNA repair. Inhibition of PARP ensures that DNA

breaks cannot be repaired and thus results in cell death. Lynparza™ (olaparib) is an inhibitor of

PARP enzymes, including PARP1, PARP2, and PARP3. PARP enzymes are involved in normal

cellular homeostasis, such as DNA transcription, cell cycle regulation, and most notably DNA
repair. Olaparib disrupts cellular homeostasis and induces cell death by inhibiting PARP
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enzymatic activity. In the presence of deleterious BRCA mutation, DNA single strand breaks

occur which would require PARP enzymes for repair. PARP inhibitors disable this repair pathway
rendering cell death.

Current standard treatment for advanced OC include cytoreductive surgery followed by
chemotherapy with platinum and taxane based agents. However, there is a high risk for

recurrence and developing drug resistance. Individuals who relapse within 6 months after initial
chemotherapy are termed platinum-resistant. Platinum resistance is associated with lower

subsequent response rate to subsequent regimens and lower survival.

Ninlaro® (ixazomib)
Ninlaro® (ixazomib) is a reversible proteasome inhibitor. It preferentially binds and inhibits the
chymotrypsin-like activity of the beta 5 subunit of the 20S proteasome. Lxazomib induced

apoptosis of multiple myeloma cell lines in vitro. It demonstrated in vitro cytotoxicity against
myeloma cells from individuals who had relapsed after multiple prior therapies, including

bortezomib, lenalidomide, and dexamethasone. The combination of ixazomib and lenalidomide
demonstrated synergistic cytotoxic effects in multiple myeloma cell lines. In vivo, ixazomib
demonstrated antitumor activity in a mouse multiple myeloma tumor xenograft model.

The efficacy and safety of Ninlaro® in combination with lenalidomide and dexamethasone was
evaluated in a randomized, double-blind, placebo-controlled, multicenter study in individuals

with relapsed and/or refractory multiple myeloma who had received at least one prior line of
therapy. Individuals who were refractory to lenalidomide or proteasome inhibitors were

excluded from the study. A total of 722 individuals were randomized in a 1:1 ratio to receive
either the combination of Ninlaro®, lenalidomide and dexamethasone (N=360; Ninlaro®

regimen) or the combination of placebo, lenalidomide and dexamethasone (N=362; placebo
regimen) until disease progression or unacceptable toxicity. Randomization was stratified

according to number of prior lines of therapy (1 versus 2 or 3), myeloma International Staging

System (ISS) (stage I or II versus III), and previous therapy with a proteasome inhibitor (exposed
or naïve). Twenty three percent (N=166) of the individuals had light chain disease and 12%

(N=87) of individuals had free light chain-measurable only disease. Thromboprophylaxis was
recommended for all individuals in both treatment groups according to the lenalidomide

prescribing information. Antiemetics were used in 19% of individuals in the Ninlaro® regimen

and 12% of individuals in the placebo regimen; antivirals in 64% and 60%, respectively, and
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antihistamines in 27% and 19%, respectively. These medications were given to individuals at the
physician's discretion as prophylaxis and/or management of symptoms. Individuals received

Ninlaro® 4 mg or placebo on Days 1, 8, and 15 plus lenalidomide (25 mg) on Days 1 through 21

and dexamethasone (40 mg) on Days 1, 8, 15, and 22 of a 28-day cycle. Individuals with renal

impairment received a starting dose of lenalidomide according to its prescribing information.
Treatment continued until disease progression or unacceptable toxicities. The efficacy of

Ninlaro® was evaluated by progression-free survival (PFS) according to the 2011 International
Myeloma Working Group (IMWG) Consensus Uniform Response Criteria as assessed by a
blinded independent review committee (IRC) based on central lab results. Response was
assessed every four weeks until disease progression.

The approval of Ninlaro® was based upon a statistically significant improvement in PFS of the
Ninlaro® regimen compared to the placebo regimen. The median time to response was 1.1

months in the NINLARO regimen and 1.9 months in the placebo regimen. The median duration
of response was 20.5 months in the Ninlaro® regimen and 15 months in the placebo regimen
for responders in the response evaluable population. A non-inferential PFS analysis was

conducted at a median follow up of 23 months with 372 PFS events. Hazard ratio of PFS was
0.82 (95% confidence interval [0.67, 1.0]) for Ninlaro® regimen versus placebo regimen, and

estimated median PFS was 20 months in the Ninlaro® regimen and 15.9 months in the placebo
regimen. At the same time, a planned interim OS analysis was conducted with 35% of the

required number of deaths for final OS analysis; there were 81 deaths in the Ninlaro® regimen
and 90 deaths in the placebo regimen. An OS benefit was not demonstrated.

Odomzo® (sonidegib)
The safety of Odomzo was evaluated in Study 1, a randomized, double-blind, multiple cohort

trial in which 229 individuals received Odomzo at either 200 mg (n=79) or 800 mg (n=150) daily.
The frequency of common adverse reactions including muscle spasms, alopecia, dysgeusia,

fatigue, nausea, decreased weight, decreased appetite, myalgia, pain, and vomiting was greater
in individuals treated with Odomzo 800 mg as compared to 200 mg. The data described below

reflect exposure to Odomzo 200 mg daily in 79 individuals with locally advanced BCC (laBCC;

n=66) or metastatic BCC (mBCC; n=13) enrolled in Study 1. Individuals were followed for at least

18 months unless discontinued earlier. The median duration of treatment with Odomzo was 11.0
months (range 1.3 to 33.5 months). The study population characteristics were: median age of 67
years (range 25 to 92; 59% were ≥65 years), 61% male, and 90% white. The majority of
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individuals had prior surgery (75%), radiotherapy (24%), systemic chemotherapy (4%), or topical
or photodynamic therapies (18%) for treatment of BCC. No individual had prior exposure to a

hedgehog pathway inhibitor. Odomzo was permanently discontinued in 34% of individuals or

temporarily interrupted in 20% of individuals for adverse reactions. Adverse reactions reported
in at least two individuals that led to discontinuation of the drug were: muscle spasms and
dysgeusia (each 5%), asthenia, increased lipase, and nausea (each 4%), fatigue, decreased

appetite, alopecia, and decreased weight (each 3%). Serious adverse reactions occurred in 18%
of individuals. The most common adverse reactions occurring in ≥10% of individuals treated

with Odomzo 200 mg were muscle spasms, alopecia, dysgeusia, fatigue, nausea, musculoskeletal
pain, diarrhea, decreased weight, decreased appetite, myalgia, abdominal pain, headache, pain,
vomiting, and pruritus.

Rozlytrek™ (entrectinib)
Rozlytrek™ (entrectinib) is an oral inhibitor of the tyrosine kinases TRKA, TRKB, TRKC, ROS1, and

ALK. Pooled analyses of ALKA-372-001, STARTRK-1, and STARTRK-2 demonstrated that

entrectinib was efficacious in adult individuals with neurotrophic tropomyosin receptor kinase
(NTRK) fusion-positive tumors and adult individuals with ROS1-positive non-small cell lung
cancer (NSCLC). The overall response rate (ORR) of 77.4% in the latter, however, was more

compelling than the ORR in the former. The 57.4% ORR rate in individuals with NTRK fusion-

positive tumors, along with uncertainty about which cancer types would benefit in a larger

individual sample, results in less certainty regarding the efficacy of entrectinib in this individual

population. Although overall response rates (ORR) were similar in individuals with and without
central nervous system (CNS) disease at baseline, which support findings of the ability of

entrectinib to cross the blood-brain barrier (BBB), the median duration of response (DOR) and
progression-free survival (PFS) were shorter for individuals with CNS disease. In the STARTRK-

NG study of primarily pediatric individuals, entrectinib demonstrated efficacy in individuals with
NTRK and ROS1 fusion-positive tumors. These findings further demonstrate its efficacy in

individuals with NTRK and ROS1 gene fusions, especially in those with high-grade CNS tumors
and extracranial tumors. Among individuals with neuroblastoma (n=15), however, only one
individual (ALK fusion-positive) achieved complete response (CR).
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Rubraca® (rucaparib)
Rubraca® (rucaparib) is an inhibitor of poly (ADP-ribose) polymerase (PARP) enzymes, including
PARP-1, PARP-2, and PARP-3, which play a role in DNA repair. In vitro studies have shown that

rucaparib-induced cytotoxicity may involve inhibition of PARP enzymatic activity and increased
formation of PARP-DNA complexes resulting in DNA damage, apoptosis, and cell death.

Increased rucaparib-induced cytotoxicity was observed in tumor cell lines with deficiencies in

BRCA1/2 and other DNA repair genes. Rucaparib has been shown to decrease tumor growth in
mouse xenograft models of human cancer with or without deficiencies in BRCA.

Rubraca® (rucaparib) 600mg twice daily as monotherapy has been studied in 377 individuals

with ovarian cancer treated in two open label, single arm trials. In these individuals, the median
age was 62 years (range 31 to 86), 100% had an Eastern Cooperative Oncology Group (ECOG)
performance status of 0 or 1, 38% had BRCA-mutated ovarian cancer, 45% had received 3 or

more prior lines of chemotherapy, and the median time since ovarian cancer diagnosis was 43
months (range 6 to 197). Adverse reactions led to dose reduction or interruption in 62% of

individuals, most frequently from anemia (27%), and fatigue/asthenia (22%). Adverse reactions
led to dose discontinuation in 10% of individuals, most frequently from fatigue/asthenia (2%).
The median duration of treatment was 5.5 months (range 0.1 to 28.0).

Rydapt® (midostaurin)
Rydapt® (midostaurin) is approved for the first-line treatment of adults with FMS-like tyrosine
kinase 3 mutation-positive (FLT3+) acute myeloid leukemia (AML) as detected by an FDAapproved test, in combination with chemotherapy. It is also approved to treat adults with

aggressive systemic mastocytosis (ASM), systemic mastocytosis with associated hematological
neoplasm (SM-AHN) or mast cell leukemia (MCL). The recommended dose for AML is 50mg

twice daily with food. For ASM, SM-AHN and MCL, the recommended dose is 100mg twice daily
with food. It will be available through open distribution.

This is the first significant advance in treatment of a subset of AML individuals. AML is difficult to
treat, with one year survival rates less than 50%.
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The safety and efficacy of Rydapt for individuals with AML were studied in a randomized trial of
717 individuals who had not been treated previously for AML. In the trial, individuals who

received Rydapt in combination with chemotherapy lived longer than individuals who received

chemotherapy alone, although a specific median survival rate could not be reliably estimated. In
addition, individuals who received Rydapt in combination with chemotherapy in the trial went

longer (median 8.2 months) without certain complications (failure to achieve complete remission
within 60 days of starting treatment, progression of leukemia or death) than individuals who
received chemotherapy alone (median three months).

Common side effects of Rydapt in individuals with AML include low levels of white blood cells
with fever (febrile neutropenia), nausea, inflammation of the mucous membranes (mucositis),
vomiting, headache, spots on the skin due to bleeding (petechiae), musculoskeletal pain,

nosebleeds (epistaxis), device-related infection, high blood sugar (hyperglycemia) and upper
respiratory tract infection. Rydapt should not be used in individuals with hypersensitivity to

midostaurin or other ingredients in Rydapt. Women who are pregnant or breastfeeding should
not take Rydapt because it may cause harm to a developing fetus or a newborn baby.

Individuals who experience signs or symptoms of lung damage (pulmonary toxicity) should stop
using Rydapt.

Rydapt was also approved today for adults with certain types of rare blood disorders (aggressive
systemic mastocytosis, systemic mastocytosis with associated hematological neoplasm or mast
cell leukemia). Common side effects of Rydapt in these individuals include nausea, vomiting,

diarrhea, swelling (edema), musculoskeletal pain, abdominal pain, fatigue, upper respiratory
tract infection, constipation, fever, headache, and shortness of breath.

Tazverik™ (tazemetostat)
Tazemetostat is an inhibitor of the methyltransferase, enhancer of zeste homolog 2 (EZH2), and

some EZH2 gain-of-function mutations including Y646X and A687V. EZH2 is a methyltransferase
associated with inhibition of apoptosis and increased cellular proliferation that is mutated or

overexpressed in a variety of solid and hematological cancers. Epithelioid sarcoma (ES) is a rare
type (≤1%) of soft tissue sarcoma (STS), a solid malignancy arising from connective tissue that
comprises approximately 1% of all cancers. Two subtypes of ES, classic (distal type) which
typically affects the distal upper extremity of adolescents and young adults and the less

common and more aggressive proximal variant that affects young to middle-aged adults. The
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efficacy of tazemetostat was evaluated in an open-label, single-arm cohort (Cohort 5) of a multi-

center study (Study EZH-202) in individuals with histologically confirmed, metastatic or locally

advanced epithelioid sarcoma. Individuals were required to have INI1 loss, detected using local
tests, and an Eastern Cooperative Oncology Group (ECOG) performance status (PS) of 0-2.
Individuals received tazemetostat 800 mg orally twice daily until disease progression or

unacceptable toxicity. Tumor response assessments were performed every 8 weeks. The major

efficacy outcome measures were confirmed overall response rate (ORR) according to Response
Evaluation Criteria in Solid Tumors (RECIST) v1.1 as assessed by blinded independent central
review (BICR) and duration of response (DOR). Median duration of follow-up was 14 months

(range 0.4 to 31). In study EZH-202 the overall response rate (95% CI) for tazemetostat was 15%
(7%, 26%).

Tibsovo™ (ivosidenib)
Tibsovo™ (ivosidenib) is the first approved oral therapy that targets mutant IDH1 in AML IDH1 is
one of three known driver mutations with poor prognosis in AML. The efficacy of ivosidenib was
evaluated in a Phase I, multicenter, open-label, dose-escalation and expansion clinical study of
orally administered AG-120 in subjects with advanced hematologic malignancies with an IDH1

mutation. The first portion of the study is a dose-escalation to find the highest tolerable dose of
the combination of ivosidenib that can be given to individuals with relapsed or refractory AML

with IDH1 mutation. The second part of the study or dose expansion found the highest tolerable
dose of ivosidenib that can help to control the disease.

In the dose-escalation and expansion clinical trial of ivosidenib, the primary outcome was an

objective re-sponse rate (ORR) of 41.6%. Ivosidenib induced a complete response (CR) or a CR
with a partial hematologic recovery (CPh) in 30.4% of the study population. The secondary

outcome was a median duration of response of 9.3 months for individuals who achieved a CR,

8.2 months for those who achieved a CR/CRh, and 6.5 months for all responders. The median

time to first response was 1.9 months, median time to CR was 2.8 months, and the median time
to CR/CRh was 2.7 months.

The safety of ivosidenib was evaluated in the Phase I dose-escalation and dose expansion study
mentioned above. The most common adverse events were diarrhea (33.3%), elevated levels of
white blood cells (30.2%), nausea (29.5%), fatigue (28.7%), and febrile neutropenia (25.2%); 10

(8%) of 125 individuals had grade 3 QT prolongation. Ivosidenib was reduced in one individual
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and held in five individuals (for any grade of QT prolongation), and no cases were Grade 4 or

fatal. The prevalence of differentiation syndrome (DS) was observed in 11.2% of individuals, but
no instances of DS leading to permanent treatment discontinuation or death.

Verzenio™ (abemaciclib)
Verzenio™ (abemaciclib) selectively inhibits cyclin-dependent kinases (CDK) 4 and 6 (CDK 4/6). It

blocks retinoblastoma tumor suppressor protein phosphorylation and prevents progression
through the cell cycle, resulting in arrest at the G1 phase.

The efficacy of Verzenio™ (abemaciclib) in combination with Faslodex® (fulvestrant) was

evaluated in the Monarch 2 trial. Monarch 2 was a randomized, placebo-controlled, multicenter
study in 669 women with HR-positive, HER2-negative metastatic breast cancer in individuals
with disease progression on endocrine therapy. The primary endpoint was progression-free

survival. The median extended progression free survival duration for abemaciclib plus fulvestrant

vs. fulvestrant alone was 16.4 months vs. 9.3 months. The efficacy of Verzenio ™ as monotherapy
was evaluated in the Monarch 1 trial. Monarch 1 was a single-arm, open-label, multicenter study
in 132 women with measurable HR-positive, HER2-negative metastatic breast cancer whose
disease progressed during endocrine therapy, had received taxane in any setting, and who

received 1 or 2 prior chemotherapy regimens in the metastatic setting. The primary objective of
Monarch 1 was investigator-assessed objective response rate. Other endpoints were clinical

benefit rate, progression-free survival, and overall survival. At the 12-month final analysis, the

confirmed objective response rate was 19.7%, median progression-free survival was 6 months
and median overall survival was 17.7 months.

Xpovio™ (selinexor)
Xpovio™ (selinexor) is a first-in-class, oral selective inhibitor of nuclear export (SINE) protein

XPO1. This leads to accumulation of tumor suppressor proteins in the cell nucleus and selective
induction of apoptosis in cancer cells. Selinexor has been granted Orphan Drug designation in

multiple myeloma (MM) and Fast Tract approval in combination with dexamethasone (DEX) for
the treatment of individuals with relapsed/refractory (R/R) MM who have received ≥4 prior

therapies and whose disease is triple therapeutic class refractory (i.e., preteosome inhibitor,

immunomodulatory agent, and anti-CD38 monoclonal antibody), based upon the STORM study.
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A pivotal, randomized, open-label, Phase III trial (BOSTON) of selinexor in combination with

bortezomib (VELCADE) and DEX in individuals with R/R MM is ongoing. The FDA extended the

review period for selinexor from April to July 2019 in order to also review data from the BOSTON
trial.

Zejula® (niraparib)
Zejula® (niraparib) offers a significant increase in PFS in individuals with platinum sensitive

recurrent epithelial ovarian cancer. This is also the first PARPi to demonstrate efficacy in this

population irrespective of BRCA mutation status. This is useful in that the individual will not be
required to undergo expensive genetic testing prior to therapy.

The evidence supporting Zejula’s efficacy is sufficient and was demonstrated in the multi-center,
randomized, double-blind, placebo-controlled ENGOT-OV16/NOVA trial that included 553

individuals. The once-daily dosing and oral dosage form are also aspects which increase ease of
use. Zejula has an extremely diverse adverse effect profile including an increased risk in

MDS/AML and a warning for fetal toxicity. Post-marketing surveillance and individual reporting
will be critical.

2013 Update
Policy was updated to reflect new NCCN guidelines which recommend abiraterone as an initial
therapy for metastatic castrate-resistant prostate cancer.

2014 Update
A literature search from 7/1/12 to 10/31/14 found no new evidence requiring changes to this
policy.
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2015 Update
A literature search from 1/1/14 to 3/31/15 found no new evidence requiring changes to the
Erivedge® (vismodegib) policy. Added criteria for two recently approved drugs: Opdivo®

(nivolumab) and Lynparza™ (olaparib). Added criteria for recently approved drug: Ibrance®
(palbociclib).

2016 Update
A literature search and review were conducted focusing on recently FDA-approved indications

for use of Opdivo® (nivolumab) and Keytruda® (pembrolizumab) in non-small cell lung cancer,

and for nivolumab in renal cell carcinoma. We also reviewed this evidence for combined use of

nivolumab and ipilimumab in unresectable or metastatic melanoma. Medical necessity language
was updated per new product labels.

Reasonable evidence exists to support the use of ipilimumab, nivolumab, the combination of
ipilimumab + nivolumab and Keytruda® (pembrolizumab) in the treatment of advanced and

metastatic melanoma. Median survival benefits seem to fall in the range of 3-4 months, with the
combination PD-1/CTLA-4 inhibition yielding slightly longer survival. To date the evidence is

spotty and lacking in head-to-head comparisons. NCCN guidelines do not rate one option over

others. Given the number of different molecular targets now available (PD-1, CTLA-4, BRAF

V600, MEK) it is impossible to say at this point which is the best treatment sequence to follow.
Tecentriq’s label criteria was added to the policy, along with description and rationale sections
for this drug. Keytruda recently got a new recommendation for use in NSCLC as a first-line
agent. Added criteria (along with description and rationale) for recently approved drugs:

Lonsurf®, Ninlaro, and Lartruvo. Tecentriq’s recent approval in the setting of NSCLC was also

added to the policy.

Added criteria per label for Rubraca® (rucaparib), along with the drug description and clinical
trials rationale.
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2017 Update
Added two new indications for Opdivo® (nivolumab). Added four new indications for
Keytruda® (pembrolizumab) and included their references.

2018 Update
Added Paloma-2 study for Ibrance® (palbociclib) and Rydapt® (midostaurin) safety and efficacy
study in drug description.

2019 Update
Reviewed prescribing information for all drugs and updated Tibsovo® (ivosidenib) coverage

criteria. No new evidence was identified that would require changes to other drugs listed in this
policy. Added coverage criteria for the new drug Balversa™ (erdafitinib).

2021 Update
Reviewed prescribing information for all drugs in policy and no new evidence was identified
from prescribing information that would require changes to the drugs listed in this policy.

Added trial and failure with Ibrance® (palbociclib) or Verzenio® (abemaciclib) requirement to
Kisqali® (ribociclib) and Kisqali® Femara® Co-Pack (letrozole-ribociclib).

2022 Update
Reviewed prescribing information for all drugs in policy. Removed Aliqopa® (copanlisib) as
coverage criteria for Aliqopa are captured under Policy 5.01.592. Added to Darzalex®

(daratumumab) coverage for use in combination with carfilzomib and dexamethasone in

individuals with relapsed or refractory multiple myeloma who have received one to three prior

lines of therapy. Added a new indication to Tibsovo® (ivosidenib) for use in combination with
azacitidine or as monotherapy for the treatment of newly diagnosed acute myeloid leukemia.
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Added coverage for Leukine® (sargramostim) as second-line therapy for the treated of

individuals taking myelosuppressive anti-cancer regimens, at risk of severe febrile neutropenia.
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Appendix
Biomarker Testing For Lynparza Individual Selection
Indication

Biomarker

Sample type
Tumor

Germline or somatic

ATMm, BRCA1m,

HRR gene-mutated

BRCA2m, BARD1m,

castration-resistant

CHEK1m, CHEK2m,

metastatic

prostate cancer

Blood

Plasma

(ctDNA)

X

BRIP1m, CDK12m,

FANCLm, PALB2m,

RAD51Bm, RAD51Cm,
RAD51Dm, RAD54Lm
gBRCA1m, gBRCA2m
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ATMm, BRCA1m,

X

BRCA2m

History

Date

06/12/12
07/08/13

Comments

New policy, add to Prescription Drug section. Reviewed by Pharmacy & Therapeutics
Committee, June 2012.

Minor Update – Clarification was added to the policy that it is managed through the
member’s pharmacy benefit; this is now listed in the header and within the coding
section.

10/14/13

Replace policy. Policy updated to reflect new NCCN guidelines which recommend

11/11/13

Replace policy. Policy section updated with the removal of Zytiga® (abiraterone);

abiraterone as an initial therapy for metastatic castrate-resistant prostate cancer.

Rationale section updated in accordance with this change. (See policy 5.01.544 for
coverage on Zytiga®).

12/08/14

Annual Review. Policy updated with literature review; no change in policy statement.

05/27/15

Annual Review. Policy updated with literature review. Title changed to match the scope
of the policy which is no longer limited to oral medications. New policy statements

added: nivolumab and olaparib may be considered medically necessary; Opdivo for
treatment metastatic squamous non-small cell lung cancer with progression on or

after platinum-based chemotherapy may be considered medically necessary; all other

uses of Erivedge, Lynparza or Opdivo are considered investigational. Rationale section
updated in accordance with this change and new references added. The word "oral"
removed from the title to match the scope of the policy.
07/14/15

Interim Update. Added new policy statements for newly approved drug palbociclib.

01/19/16

Coding update. New HCPCS codes J3380 and J9299 – effective 1/1/16 – added to

01/29/16

Minor update. Removed code J3380.

04/01/16

Annual Review, approved March 8, 2016. Policy updated to reflect current labeling

05/26/16

Coding update. J9271 added, effective 1/1/16.

policy.

indications.
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Date

10/01/16

Comments

Interim Review, approved September 13, 2016: inclusion of a new indication for

Opdivo and Keytruda. Addition of length of approval as 3 months. Inclusion of Gazyva
criteria, and rationale for Yervoy.

11/01/16

Interim Review, approved October 11, 2016. Tecentriq criteria and description added

12/01/16

Interim Review, approved November 8, 2016. Keytruda’s criteria was updated to reflect

to the policy.

first-line use in NSCLC. Also, Lonsurf, Ninlaro, and Lartruvo criteria was added to the
policy. Tecentriq’s newest indication for NSCLC was also added to the policy.

01/01/17

Interim Review, approved December 13, 2016. Minor clarifications made to the criteria

02/01/17

Annual Review, approved January 10, 2017. Added rupacarib’s labeled criteria, as well

language. Also, Yervoy’s criteria has been expanded based on NCCN guidelines.

as drug description and clinical trials rationale. References section has been updated
accordingly.

03/01/17

Interim Review, approved February 14, 2017. Added two new indications for nivolumab
(recurrent or metastatic squamous cell carcinoma of the head and neck; urothelial
carcinoma).

04/01/17

Interim Review, approved March 14, 2017. Updated criteria for Lartruvo.

06/01/17

Interim Review, approved May 16, 2017. Updated an indication for Tecentriq. Updated
criteria for Ibrance to include any aromatase inhibitor therapy. Fixed minor

grammatical/formatting errors. Added coverage criteria for Odomzo® (sonidegib).
07/01/17

Interim Review, approved June 13, 2017. Added coverage criteria for Kisqali®, Zejula®,

09/01/17

Minor update; updated title of related policy 5.01.543.

10/01/17

Interim Review, approved September 21, 2017. Added coverage criteria for Idhifa®.

11/01/17

Interim Review, approved October 19, 2017. Added coverage criteria for Verzenio™.

12/01/17

Interim Review, approved November 14, 2017. Added new indications for Keytruda®

01/01/18

Coding update, added HCPCS codes J9022, J9023, and J9285 (new codes effective

02/01/18

Interim Review, approved January 16, 2018. Added coverage criteria for Aliqopa™

03/01/18

Interim Review, approved February 27, 2018. Added new indication for Lynparza -

Bavencio®, Rydapt®, and Imfinzi®.

and its new references. Added new indication for Lynparza™.
1/1/18).

(copanlisib) and added new indication for Opdivo®

deleterious or suspected deleterious germline BRCA-mutated (gBRCAm), human

epidermal growth factor receptor 2 (HER2)-negative metastatic breast cancer who

have been previously treated with chemotherapy either in the neoadjuvant, adjuvant
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Date

Comments

or metastatic setting. Updated Opdivo and Imfinzi criteria to include all FDA approved
indications.

06/01/18

Interim Review, approved May 3, 2018. Updated criteria for combination therapy with
Opdivo and Yervoy as well as Rubraca to include newly approved FDA labeled
indications.

07/01/18

Annual Review, approved June 22, 2018. Added Paloma-2 study for Ibrance and safety
and efficacy study for Rydapt. Updated Keytruda criteria for clarity. Added general
reauthorization criteria and documentation requirements.

11/01/18

Interim Review, approved October 26, 2018. Added Tibsovo (ivosidenib). Updated
indications for all agents per labels. Added criteria for Talzenna (talazoparib).

Organized by pharmacology. Moved immunotherapy drugs to new policy 5.01.591.
Removed HCPCS codes J9022, J9228, J9271, and J9299.
01/01/19

Coding update, added new HCPCS code J9057 (new code effective 1/1/19).

02/01/19

Interim Review, approved January 8, 2019. Added coverage criteria for Daurismo
(glasdegib) and Vitrakvi (larotrectinib) and added new indication for Lynparza
(olaparib).

04/01/19

Interim Review, approved March 12, 2019. Updated criteria for Erivedge (vismodegib),

07/01/19

Interim Review, approved June 4, 2019. Updated criteria for Ibrance (palbociclib).

08/01/19

Annual Review, approved July 9, 2019. Added coverage criteria for Balversa™

10/01/19

Interim Review, approved September 10, 2019, effective January 3, 2020. Bavencio®

Odomzo (sonidegib) and Lonsurf (trifluridine and tipiracil).
Removed HCPCS code J3490.

(erdafitinib). Updated criteria for Tibsovo® (ivosidenib).

(avelumab) moved to policy 5.01.591 Immune Checkpoint Inhibitors. Added coverage
criteria for Asparlas™ (calaspargase pegol-mknl), Intron® A (interferon alfa-2b), and

Sylatron™ (peginterferon alfa-2b). Removed HCPCS code J9023, added HCPCS codes
J9118 (new code effective 10/1/19) and J9213.
12/01/19

Interim Review, approved November 12, 2019. Added coverage criteria for Piqray

(alpelisib), Rozlytrek (entrectinib), Vitrakvi (larotrectinib), Xpovio (selinexor), and Kisqali
Femara co-pack (ribociclib – letrozole).

02/01/20

Interim Review, approved January 14, 2020. Added criteria for Inrebic per August 2019

03/01/20

Interim Review, approved February 11, 2020. Updated coverage criteria for Lynparza

P&T. Removed HCPCS code J9213, added HCPCS code J9214.

(olaparib) and Zejula (niraparib) effective for dates of service on or after March 1, 2020.
Added coverage criteria for Darzalex (daratumumab) (HCPCS code J9145) which
becomes effective for dates of service on or after June 5, 2020.
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Date

04/01/20

Comments

Interim Review, approved March 10, 2020. Added Padcev (enfortumab vedotin-ejfv) to
policy with coverage criteria for urothelial cancer, effective for dates of service on or

after July 2, 2020, after provider notification. Added Tazverik (tazemetostat) to policy

with coverage criteria for epithelioid sarcoma; these criteria become effective April 1,
2020.
07/01/20

Annual Review, approved June 9, 2020, effective July 1, 2020. Added a dose limit of
200 mg per day to Odomzo (sonidegib). Added a dose limit of 150 mg per day to

Erivedge (vismodegib). Added new indication to Zejula (niraparib) for the treatment of
advanced ovarian cancer. Added new indications to Lynparza (olaparib) for the

treatment of ovarian cancer when used in combination with bevacizumab and for the
treatment of prostate cancer. Added new indication to Rubraca (rucaparib) for the

treatment of prostate cancer. Added coverage criteria for Pemazyre (pemigatinib) for
the treatment of cholangiocarcinoma. Added coverage criteria for Gleostine

(lomustine) for the treatment of brain tumors and Hodgkin’s lymphoma. Added

coverage criteria for Sarclisa (isatuximab-irfc) for the treatment of multiple myeloma.

Added coverage criteria for Trodelvy (sacituzumab govitecan-hziy) for the treatment of
mTNBC. Removed Lartruvo (olaratumab) from policy as drug was withdrawn from the
market on April 25, 2019. Changes to Kyprolis (carfilzomib) and Velcade (bortezomib)

are effective for dates of service on or after October 2, 2020, following 90-day provider
notification. Added coverage criteria for Velcade (bortezomib) for the treatment of
multiple myeloma and mantle cell lymphoma. Added coverage criteria for Kyprolis

(carfilzomib) for the treatment of multiple myeloma. Added J9177 effective 7/2/20.
Added codes J9041 and J9047 effective 10/2/20. Removed code J9285 effective
7/1/20.
09/01/20

Interim Review, approved August 11, 2020, effective September 1, 2020. Added

coverage criteria for Blenrep (belantamab mafodotin-blmf) for the treatment of

multiple myeloma. Added coverage criteria for Darzalex Faspro (daratumumab and

hyaluronidase-fihj) for the treatment of multiple myeloma. Added new indications to
Tazverik (tazemetostat) for the treatment of follicular lymphoma. Added new

indication to Xpovio (selinexor) for the treatment of diffuse large B-cell lymphoma.
Added Blincyto (blinatumomab) to policy with coverage criteria for acute

lymphoblastic leukemia (ALL) effective for dates of service on or after December 3,
2020, after provider notification. Added Leukine (sargramostim) to policy with

coverage criteria for AML, progenitor cell mobilization, progenitor cell transplantation,
BMT failure or engraftment delayed, and H-ARS effective for dates of service on or

after December 3, 2020, after provider notification. Added HCPCS J2820 and J9039.
10/01/20

Coding update. Added HCPCS code J9227.

11/01/20

Interim Review, approved October 13, 2020. Added Jakafi (ruxolitinib) for the

treatment of myelofibrosis, polycythemia vera, and acute GVHD. Added Zepzelca

(lurbinectedin) for the treatment of metastatic SCLC. Added Inqovi (decitabine and
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Comments

cedazuridine) for the treatment of MDS. Added Retevmo (selpercatinib) for the
treatment of NSCLC, MTC, and thyroid cancer. Added a dose limit to Pemazyre
(pemigatinib). Added Zepzelca™ to J3590.

01/01/21

Interim Review, approved December 8, 2020. Updated Kyprolis (carfilzomib) criteria
adding in combination with daratumumab plus dexamethasone for relapsed or

refractory multiple myeloma. Added new HCPCS codes C9069, J9144, J9281, and J9317
- effective 1/1/21. Added HCPCS J9280 for Jelmyto. Added Jelmyto (mitomycin) to

policy with coverage criteria for LG-UTUC effective for dates of service on or after April
7, 2021, after provider notification.
02/01/21

Interim Review, approved January 12, 2021. Added Gavreto (pralsetinib) for the

treatment of NSCLC, MTC, and thyroid cancer. Added Danyelza (naxitamab-gqgk) for
the treatment of relapsed or refractory high-risk neuroblastoma in the bone or bone
marrow. Updated Leukine (sargramostim) criteria to include in combination with
Danyelza (naxitamab-gqgk) for the treatment of relapsed or refractory high-risk

neuroblastoma in the bone or bone marrow. Added Onureg (azacitidine) for the

treatment of AML. Added new indication to Xpovio (selinexor) for treatment of MM in
combination with bortezomib and dexamethasone. Added drug name Danyelza® to
HCPC code J3590.
04/01/21

Coding update. Added term date to HCPC C9069 and added new HCPC code J9037.

04/07/21

Coding update. Added HCPC code J9280.

06/01/21

Interim Review, approved May 11, 2021. Added Pepaxto (melphalan flufenamide) for
the treatment of MM. Added Cosela (trilaciclib) to decrease the incidence of

chemotherapy-induced myelosuppression for extensive-stage SCLC. Added new
indication to Sarclisa (isatuximab-irfc) for use in combination with Kyprolis

(carfilzomib) and dexamethasone for MM. Added coverage for Darzalex Faspro

(daratumumab and hyaluronidase-fihj) for use in combination with bortezomib,

thalidomide, and dexamethasone as first-line therapy for MM. Added new indication
to Darzalex Faspro for the treatment of light chain (AL) amyloidosis. Updated criteria
for Trodelvy (sacituzumab govitecan-hziy) for treatment of TNBC to include

unresectable locally advanced. Added new indication to Trodelvy (sacituzumab
govitecan-hziy) for the treatment of urothelial cancer.
07/01/21

Annual Review, approved June 8, 2021. Added trial and failure with Ibrance

(palbociclib) or Verzenio (abemaciclib) requirement to Kisqali (ribociclib) and Kisqali
Femara Co-Pack (letrozole-ribociclib). Added HCPCS C9078, C9080 and J9348.

08/01/21

Interim Review, approved July 13, 2021. Added Empliciti (elotuzumab) for the

treatment of multiple myeloma. Added Yondelis (trabectedin) for the treatment of

unresectable or metastatic liposarcoma or leiomyosarcoma. Added Halaven (eribulin

mesylate) for the treatment of metastatic breast cancer and unresectable or metastatic
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liposarcoma. Added Erwinaze (asparaginase Erwinia chrysanthemi) as a component of
a multi-agent chemotherapeutic regimen for the treatment of ALL. Added Abraxane
(paclitaxel protein-bound particles) for the treatment of metastatic breast cancer,
locally advanced or metastatic NSCLC, and metastatic adenocarcinoma of the

pancreas. Added Arranon (nelarabine) for the treatment of T-ALL and T-LBL. Added

Rylaze (asparaginase erwinia chrysanthemi (recombinant)-rywn) as a component of a
multi-agent chemotherapeutic regimen for the treatment of ALL and LBL. Added

Lumakras (sotorasib) for the treatment of KRAS G12C-mutated locally advanced or
metastatic NSCLC. Added Truseltiq (infigratinib) for the treatment of unresectable
locally advanced or metastatic cholangiocarcinoma. Policy updates for Abraxane,

Arranon, Empliciti, Erwinaze, Halaven, and Yondelis are effective for dates of service on
or after November 5, 2021, after provider notification. Added HCPCS codes J9019,
J9176, J9179, J9261, J9264 and J9352.
10/01/21

Interim Review, approved September 14, 2021. Added Welireg (belzutifan) for

treatment of adult patients with von Hippel-Lindau disease who require therapy for

associated RCC, CNS hemangioblastomas, or pNET. Added a new indication to Padcev
(enfortumab vedotin-ejfv) for the treatment of UC for patients ineligible for cisplatincontaining chemotherapy who have previously received one or more prior lines of

therapy. Added a new indication to Darzalex Faspro (daratumumab and hyaluronidasefihj) for the treatment of multiple myeloma in combination with pomalidomide and

dexamethasone. Added a new indication to Tibsovo (ivosidenib) for the treatment of
cholangiocarcinoma with an IDH1 mutation. Updated Tibsovo criteria for newly

diagnosed AML to require a susceptible IDH1 mutation. Removed effective date

10/1/2020 from HCPC code J9227. Added HCPC code J9281 for Jelmyto and removed
HCPC code J9280. Added HCPCS J1448 and J9247.
01/01/22

Interim Review, approved December 14, 2021. Added a new indication to Jakafi

(ruxolitinib) for the treatment of chronic graft-versus-host disease. Added a new

indication to Verzenio (abemaciclib) for the treatment of early breast cancer at high

risk of recurrence and a Ki-67 score ≥20%. Added a new indication to Darzalex Faspro
(daratumumab and hyaluronidase-fihj) for the treatment of multiple myeloma in

combination with Kyprolis (carfilzomib) and dexamethasone. Added a new indication
to Kyprolis (carfilzomib) for the treatment of multiple myeloma in combination with

Darzalex Faspro (daratumumab and hyaluronidase-fihj) and dexamethasone. Added
generic nelarabine to policy with identical coverage criteria as brand Arranon

(nelarabine). Removed Pepaxto (melphalan flufenamide) from policy as drug was

withdrawn from the market on October 22, 2021. Moved Padcev (enfortumab vedotinejfv) from Policy 5.01.540 to Policy 5.01.582 with no changes to coverage criteria.
Added HCPCS J9021. Removed HCPCS J9177.
06/01/22

Interim Review, approved May 10, 2022. Added Vonjo (pacritinib) for the treatment of
adults with myelofibrosis . Added Kimmtrak (tebentafusp-tebn) for the treatment of
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Date

Comments

adult patients with unresectable or metastatic uveal melanoma. Added a new

indication to Lynparza (olaparib) for the adjuvent treatment of adult patients with high
risk early breast cancer. Updated Lynparza indication for metastatic breast cancer to

include PALB2 mutation and to require cancer is HER2-negative. Removed from Kisqali
(ribociclib) and Kisqali Femara Co-Pack (ribociclib – letrozole) the requirement to have
previously tried and failed Ibrance (palbociclib) or Verzenio (abemaciclib). Added a

note to Inrebic (fedratinib) regarding documentation of intermediate-2 or high-risk
MF. Removed HCPCS code C9069.
07/01/22

Annual Review, approved June 14, 2022. Added HCPCS code C9095. Removed HCPCS
code J9057 and J9247. Removed Aliqopa (copanlisib) as coverage criteria for Aliqopa
are captured under Policy 5.01.592. Moved Piqray (alpelisib) from Policy 5.01.540 to
Policy 5.01.592 with no changes to coverage criteria. Added coverage for Leukine
(sargramostim) as second-line therapy for the treated of patients taking

myelosuppressive anti-cancer regimens, at risk of severe febrile neutropenia. Added to
Darzalex (daratumumab) coverage for use in combination with carfilzomib and

dexamethasone in patients with relapsed or refractory MM who have received one to
three prior lines of therapy. Added a new indication to Tibsovo (ivosidenib) for use in

combination with azacitidine or as monotherapy for the treatment of newly diagnosed
AML.
10/01/22

Coding update. Added HCPCS code J9274.

11/01/22

Interim Review, approved October 11, 2022. Updated Pemazyre (pemigatinib) criteria
to include coverage for relapsed or refractory myeloid/lymphoid neoplasms (MLNs)
with FGFR1 rearrangement. Removed from Zejula (niraparib) coverage for the

treatment of advanced homologous recombination deficiency (HRD) positive ovarian

cancer after > 3 lines of chemotherapy, as GSK voluntarily withdrew indication. Added
a new indication to Retevmo (selpercatinib) for the treatment of locally advanced or

metastatic RET fusion-positive solid tumors. Added coverage for Lytgobi (futibatinib)
for the treatment of intrahepatic cholangiocarcinoma. Changed the wording from
"patient" to "individual" throughout the policy for standardization.
01/01/23

Interim Review, approved December 13, 2022. Added coverage for Rezlidhia

(olutasidenib) for the treatment of adult individuals with relapsed or refractory AML

with a susceptible IDH1 mutation. Added coverage for Tecvayli (teclistamab -cqyv) for
the treatment of adult individuals with relapsed or refractory multiple myeloma.
Removed Blenrep (belantamab mafodotin-blmf) from policy as drug is being

withdrawn from market by the manufacturer due to lack of efficacy in follow-up trials.
Added new HCPC codes J9046, J9048, J9049. Added name Tecvayli™ to HCPC J3590.

Removed HCPC code J9037. Removed termed codes C9078 and C9080. Removed new
code date from J9021.
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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
ATENCIÓN: si habla español, tiene a su disposición servicios gratuitos de asistencia lingüística. Llame 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).
注意：如果您使用繁體中文，您可以免費獲得語言援助服務。請致電 800-722-1471 (TTY：711）。
CHÚ Ý: Nếu bạn nói Tiếng Việt, có các dịch vụ hỗ trợ ngôn ngữ miễn phí dành cho bạn. Gọi số 800-722-1471 (TTY: 711).
주의: 한국어를 사용하시는 경우, 언어 지원 서비스를 무료로 이용하실 수 있습니다. 800-722-1471 (TTY: 711) 번으로 전화해 주십시오.
ВНИМАНИЕ: Если вы говорите на русском языке, то вам доступны бесплатные услуги перевода. Звоните 800-722-1471 (телетайп: 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 Sāmoa, o loo iai auaunaga fesoasoan, e fai fua e leai se totogi, mo oe, Telefoni mai: 800-722-1471 (TTY: 711).
ໂປດຊາບ: ຖ້ າວ່ າ ທ່ ານເວ້ າພາສາ ລາວ, ການບໍລິການຊ່ ວຍເຫຼື ອດ້ ານພາສາ, ໂດຍບໍ່ເສັຽຄ່ າ, ແມ່ ນມີພ້ ອມໃຫ້ ທ່ ານ. ໂທຣ 800-722-1471 (TTY: 711).
注意事項：日本語を話される場合、無料の言語支援をご利用いただけます。800-722-1471 （TTY:711）まで、お電話にてご連絡ください。
PAKDAAR: Nu saritaem ti Ilocano, ti serbisyo para ti baddang ti lengguahe nga awanan bayadna, ket sidadaan para kenyam. Awagan ti 800-722-1471 (TTY: 711).
УВАГА! Якщо ви розмовляєте українською мовою, ви можете звернутися до безкоштовної служби мовної підтримки. Телефонуйте за
номером 800-722-1471 (телетайп: 711).
ប្រយ័ត្ន៖ បរើសិនជាអ្ន កនិយាយ ភាសាខ្មែ រ, បសវាជំនួយខ្ននកភាសា បោយមិនគិត្ឈ្នល
ួ គឺអាចមានសំរារ់រំប រ ើអ្ន ក។ ចូ រ ទូ រស័ព្ទ 800-722-1471 (TTY: 711)។
ማስታወሻ: የሚናገሩት ቋንቋ ኣማርኛ ከሆነ የትርጉም እርዳታ ድርጅቶች፣ በነጻ ሊያግዝዎት ተዘጋጀተዋል፡ ወደ ሚከተለው ቁጥር ይደውሉ 800-722-1471 (መስማት ለተሳናቸው: 711).
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltiidhaan ala, ni argama. Bilbilaa 800-722-1471 (TTY: 711).
.)711 : (رقم هاتف الصم والبكم800-722-1471  اتصل برقم. فإن خدمات المساعدة اللغوية تتوافر لك بالمجان، إذا كنت تتحدث اذكر اللغة:ملحوظة
ਧਿਆਨ ਧਿਓ: ਜੇ ਤੁਸੀਂ ਪੰ ਜਾਬੀ ਬੋਲਿੇ ਹੋ, ਤਾਂ ਭਾਸ਼ਾ ਧ ਿੱ ਚ ਸਹਾਇਤਾ ਸੇ ਾ ਤੁਹਾਡੇ ਲਈ ਮੁਫਤ ਉਪਲਬਿ ਹੈ। 800-722-1471 (TTY: 711) 'ਤੇ ਕਾਲ ਕਰੋ।
เรี ยน: ถ้าคุณพูดภาษาไทยคุณสามารถใช้บริ การช่วยเหลือทางภาษาได้ฟรี โทร 800-722-1471 (TTY: 711).
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfügung. Rufnummer: 800-722-1471 (TTY: 711).
UWAGA: Jeżeli mówisz po polsku, możesz skorzystać z bezpłatnej pomocy językowej. Zadzwoń pod numer 800-722-1471 (TTY: 711).
ATANSYON: Si w pale Kreyòl Ayisyen, gen sèvis èd pou lang ki disponib gratis pou ou. Rele 800-722-1471 (TTY: 711).
ATTENTION : Si vous parlez français, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 800-722-1471 (ATS : 711).
ATENÇÃO: Se fala português, encontram-se disponíveis serviços linguísticos, grátis. Ligue para 800-722-1471 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia l'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 800-722-1471 (TTY: 711).
. تماس بگیريد800-722-1471 (TTY: 711)  با. تسهیالت زبانی بصورت رايگان برای شما فراهم می باشد، اگر به زبان فارسی گفتگو می کنید: توجه

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.
052493 (07-01-2021)

