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IMPORTANT REMINDER

This Medication Policy has been developed through consideration of medical necessity, generally accepted
standards of medical practice, and review of medical literature and government approval status.

Benefit determinations should be based in all cases on the applicable contract language. To the extent
there are any conflicts between these guidelines and the contract language, the contract language will

control.

The purpose of Medication Policy is to provide a guide to coverage. Medication Policy is not intended to
dictate to providers how to practice medicine. Providers are expected to exercise their medical judgment
in providing the most appropriate care.

Description: Programmed death receptor-1 (PD-1) inhibitors and programmed death-ligand 1 (PD-L1)
inhibitors are intravenous (IV) or subcutaneous (SC) immunotherapies used to treat specific types of

cancer.
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Policy/Criteria
Most contracts require pre-authorization approval of PD-1 and PD-L1 Inhibitor Monoclonal Antibody
Therapies (“PD-1 and PD-L1 Inhibitors,” including all drugs as listed in Table I) prior to coverage.

L Continuation of therapy (COT): PD-1 and PD-L1 Inhibitors may be considered medically
necessary for COT when criterion A, B, or C below is met.

A. For diagnoses NOT listed in the coverage criteria below, criteria 1 and 2 must be met:

1. The patient was established on therapy prior to current health plan membership
AND there 1s documentation that the medication was covered by another health

plan. Examples of documentation include the coverage approval letter from the
previous health plan or paid claim.

AND
2. There is documentation of clinical benefit, such as disease stability as detailed in
the reauthorization criteria.
OR
B. For diagnoses listed in the coverage criteria below, criteria 1 and 2 must be met:
1. The patient was established on therapy prior to current health plan membership
AND attestation that the medication was covered by another health plan.
AND
2. There is documentation of clinical benefit, such as disease stability as detailed in
the reauthorization criteria.
OR
C. The medication was initiated for acute disease management, as part of an acute

unscheduled, inpatient hospital admission.

PLEASE NOTE: Medications obtained as samples, coupons, or promotions, paying cash for a prescription (“out-of-
pocket”) as an eligible patient, or any other method of obtaining medications outside of an established health plan
benefit (from your insurance) does NOT necessarily establish medical necessity. Medication policy criteria apply for
coverage, per the terms of the member contract with the health plan.
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1I. New starts (treatment-naive patients): PD-1 and PD-L1 Inhibitors (as listed in Table 1) may be
considered medically necessary when there is clinical documentation (such as chart notes) that

the indication-based criteria below are met.

A. Alveolar soft part sarcoma (ASPS)

Coverable ALL of the following diagnostic criteria for the requested coverable
medication(s) medication(s) are met:
Tecentriq A. A diagnosis of alveolar soft part sarcoma (ASPS), unresectable
(atezolizumab), or metastatic, when all criteria (1 through 3) below are met:
Tecentriq Hybreza 1. Prior surgical resection, unless the tumor is unresectable
(atezolizumab- .
i ) (attestation).

hyaluronidase-tqjs) ] ) . .

2. Tecentriq (atezolizumab) or Tecentriq Hybreza (atezolizumab-

hyaluronidase-tqjs) will be used as monotherapy.

3. No prior use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix I).
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B. Anal squamous cell carcinoma (aSCC)

C bl
ovt?ra . © ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of anal squamous cell carcinoma (aSCC), recurrent
(pembrolizumab), or metastatic, when all criteria (1 through 3) below are met:
Keytruda Qlex 1. Disease progression on or after first-line cytotoxic
(pembrolizumab- chemotherapy.
bf;ahyalil)romdase 2. Keytruda (pembrolizumab) or Keytruda Qlex
ata-pmp (pembrolizumab- berahyaluronidase alfa-pmph) will be used
as monotherapy.
3. No prior therapy with PD-1/PD-L1 blocking antibody therapy
(see Appendix 1).
Opdivo (nivolumab), | B. A diagnosis of anal squamous cell carcinoma (aSCC), recurrent
Opdivo Qvantig or metastatic, when all criteria (1 through 3) below are met:
(nivolumab- 1. Disease progression on or after cytotoxic chemotherapy.

hyaluronidase-nvhy) . . . ) }
2. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-

hyaluronidase-nvhy) will be used as monotherapy.
3. No prior therapy with PD-1/PD-L1 blocking antibody therapy
(see Appendix 1).

Zynyz (retifanlimab- | C. A diagnosis of anal squamous cell carcinoma (aSCC), when both
dlwr) criteria (1 and 2) below are met:
1. Use in one of the following settings:
a. First line: for inoperable locally recurrent or

metastatic aSCC

i. No prior systemic therapy for advanced aSCC.
ii. Used initially in combination with cytotoxic
chemotherapy.
OR
b. Subsequent line: for recurrent or metastatic aSCC
i. Disease progression on or after cytotoxic
chemotherapy.
ii. Zynyz (retifanlimab) will be used as
monotherapy.
2. No prior therapy with PD-1/PD-L1 blocking antibody therapy

(see Appendix 1).
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C. Basal cell carcinoma (BCC)

Coverable medication(s)

ALL of the following diagnostic criteria are met:

Libtayo (cemiplimab-rwlc)

A. A diagnosis of basal cell carcinoma (BCC), locally
advanced or metastatic, when both criteria (1 and 2) below
are met:

1. Prior hedgehog pathway inhibitor therapy [e.g.,
Odomzo (sonidegib), or Erivedge (vismodegib)] was not
effective or was not tolerated, unless use of hedgehog
pathway inhibitor therapy is not appropriate.

2. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).
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D. Biliary tract cancer (BTC)

PLEASE NOTE: Biliary tract cancer includes intrahepatic cholangiocarcinoma (CCA),
extrahepatic CCA, gallbladder cancer, and ampulla of Vater cancer.

C bl
ovt?ra . € ALL of the following diagnostic criteria are met:
medication(s)
Imfinzi A. A diagnosis of biliary tract cancer (BTC), unresectable locally
(durvalumab) advanced or metastatic, when all criteria (1 through 3) below are
met:
1. No prior systemic treatment in the advanced or metastatic
disease setting.
2. Imfinzi (durvalumab) will be used in combination with
gemcitabine plus cisplatin.
3. No prior use of PD-1/PD-L1 blocking antibody therapy (see
Appendix 1).
Keytruda B. A diagnosis of biliary tract cancer (BTC), unresectable locally
(pembrolizumab), advanced or metastatic, when all criteria (1 through 3) below are
Keytruda Qlex met:
(pembrolizumab- 1. No prior systemic therapy in the advanced disease setting.
ble;ahyalilll)romdase 2. Keytruda (pembrolizumab) or Keytruda Qlex
ata-pmp (pembrolizumab- berahyaluronidase alfa-pmph) will be used
in combination with gemcitabine and cisplatin.
3. No prior therapy with PD-1/PD-L1 blocking antibody therapy
(see Appendix 1).
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E. Breast cancer, triple-negative (TNBC)

1
Covt?rab. € ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of triple-negative breast cancer (TNBC) when one
(pembrolizumab), of the following criteria (1 or 2) below is met:
Keytruda Qlex 1. Will be used in one of the following settings (a or b):
(pembrolizumab- a.  High-risk, early-stage (stage II or IIT) TNBC in
berahyaluronidase . . . .

combination with cytotoxic chemotherapy as a

alfa-pmph)

neoadjuvant therapy and then continued as a single
agent as an adjuvant therapy after surgical excision
AND no prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

OR
b. Recurrent or metastatic TNBC when all criteria
(i through iv) below are met:
i. The tumor is PD-L1 positive as defined by a
Combined Positive Score of 10 or more (CPS
> 10).
ii. No prior systemic therapy in the advanced
disease setting.
iii. Will be given in combination with cytotoxic
chemotherapy.
iv. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).
OR
2. In combination with Trodelvy (sacituzumab

govitecan-hziy): First line TNBC advanced disease
(locally advanced or metastatic) when all criteria (a through
¢) below are met:

a. First line therapy (no prior treatment in the advanced
setting)

b. The tumor is PD-L1 positive as defined by a
Combined Positive Score of 10 or more (CPS > 10).

c. No progression while on, or within six months, of any

prior PD1/PD-L1 blocking antibody therapy (such as
neoadjuvant/adjuvant therapy) (see Appendix I).
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F. Cervical cancer
:::(;‘:Z::ilsn ©) ALL of the following diagnostic criteria are met:
Keytruda A. A diagnosis of cervical cancer when one of the following criteria (1
(pembrolizumab), or 2) below is met:
Keytruda Qlex 1. Diagnosis of cervical cancer, recurrent or metastatic,
(pembrolizumab- when all criteria (a through c) below are met:
Ef;atl;}s;gonidase a. The tumor is PD-L1 positive as defined by a

Combined Positive Score of 1 or more (CPS > 1).

b. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will
be used in one of the following two settings (criterion
1 or ii) i1s met:

i. As monotherapy when there has been disease
progression on or after chemotherapy.

OR

ii. In combination with chemotherapy when used
in patients who have had no prior systemic
therapy for advanced disease.

c. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

OR

2. Diagnosis of cervical cancer, unresectable, locally
advanced, International Federation of Gynecology
and Obstetrics (FIGO) 2014 Stage III to IVA when all
criteria (a through d) below are met:

a. One of the following histologies: squamous cell
carcinoma (SCC), adenocarcinoma, or

adenosquamous carcinoma.

b. No prior definitive surgery, radiation, or systemic
therapy in the advanced disease setting.

c. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will
be used in combination with chemoradiation [e.g., a
platinum plus external beam radiation therapy
(EBRT)].

d. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).
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G. Classical Hodgkin lymphoma (cHL)

Covt?rab.le ALL of the following diagnostic criteria are met:

medication(s)

Keytruda A. A diagnosis of classical Hodgkin Lymphoma (cHL),
(pembrolizumab), relapsed/refractory, when both criteria (1 and 2) below are met:
Keytruda Qlex 1. Disease progression on or after one or more lines of
(pembrolizumab- systemic therapy [such as chemotherapy or a
berahyaluronidase hematopoietic stem cell transplant (HSCT, BMT)].
alfa-pmph)

2. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

Opdivo (nivolumab),
Opdivo Qvantig
(nivolumab-
hyaluronidase-nvhy)

B. A diagnosis of classical Hodgkin lymphoma (CHL) when both
criteria (1 and 2) are met:

1. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

2. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) will be used in one of the following
settings (criterion a or b):

a. Relapsed/refractory, when i and ii are met:

i. Relapse or disease progression in one of the
following two settings (criterion 1 or 2) is
met:

1. After a hematopoietic stem cell
transplant [HSCT; bone marrow
transplant (BMT)] and post-
transplant Adcetris (brentuximab
vedotin).

OR

2.  Disease progression on or after three
or more lines of therapy that includes
an HSCT (BMT).

ii. Opdivo (nivolumab) or Opdivo Qvantig
(nivolumab-hyaluronidase-nvhy) is used as
monotherapy.

OR
b. Previously-untreated, when i through iii are met:

i. Advanced Stage (III or IV), or high-risk IIB
with bulky disease.

ii. No prior chemotherapy or radiation for cHL.

iii.  Will be used in combination with AVD
(doxorubicin, vinblastine, and dacarbazine).
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H. Colorectal cancer (CRC)

C bl
ovt?ra ) € ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of colorectal cancer (CRC), locally advanced or
(pembrolizumab), metastatic, when all criteria (1 through 3) below are met:

Keytruda Qlex 1.  The tumor is microsatellite instability high (MSI-H) or

(pembrolizumab- mismatch repair deficient (dIMMR) CRC by
berahyaluronidase . . . . .
alfa-pmph) 1mmunoh1.stochemlstry (IHC) or polymerase chain reaction
(PCR) testing.
2. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will be used
as monotherapy.
3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).
Opdivo (nivolumab), B. A diagnosis of colorectal cancer (CRC), when all criteria
Opdivo Qvantig (1 through 3) below are met:
(nivolumab- 1. The tumor is microsatellite instability-high (MSI-H) or

hyaluronidase-nvhy) mismatch repair deficient (AIMMR) by

immunohistochemistry (IHC) or polymerase chain reaction
(PCR) testing.
2. Unresectable or metastatic CRC, when criterion a or b is
met
a. Opdivo (nivolumab) [IV only] is used initially in
combination with Yervoy (ipilimumab), followed by
monotherapy Opdivo (nivolumab) or Opdivo Qvantig
(nivolumab-hyaluronidase-nvhy).
OR
b. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) is used as monotherapy after
progression on or after cytotoxic chemotherapy for
metastatic disease (2rd line for metastatic disease).
3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

PLEASE NOTE: Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) is not
indicated for concomitant use with Yervoy (ipilimumab).

© 2026 Regence. All rights reserved.
dru797.9 Page 11 of 154



1. Cutaneous squamous cell carcinoma (¢SCC)
C bl
ovt?ra . € ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of cutaneous squamous cell carcinoma (¢SCC),
(pembrolizumab), when all criteria (1 through 3) below are met:
Keytruda} Qlex 1. Documentation that the disease is metastatic or is not
(pembrohzum.ab- curable with surgical excision or radiation therapy.
berahyaluronidase ]
alfa-pmph) 2. Keytruda (pembrolizumab) or Keytruda Qlex

(pembrolizumab- berahyaluronidase alfa-pmph) will be
used as monotherapy.

3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

Libtayo (cemiplimab- | B. A diagnosis of cutaneous squamous cell carcinoma (¢SCC)
rwle) when both criteria (1 and 2) below are met:
1. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).
2. Libtayo (cemiplimab-rwlc) will be used in one of the
following settings (criterion a or b):
a. Advanced ¢SCC, when 1 and i1 are met:

i.  Documentation that the disease is metastatic
or is not curable with surgical excision or
radiation therapy.

ii. Libtayo (cemiplimab-rwlc) will be used as
monotherapy.

OR
b. Resectable ¢SCC, when 1 and 11 are met:

i.  Documentation of very high-risk nodal or non-
nodal features (see Appendix 4).

ii. Use of Libtayo (cemiplimab-rwlc) after surgical
excision and adjuvant radiation therapy.

Unloxcyt C. A diagnosis of cutaneous squamous cell carcinoma (¢SCC)
(cosibelimab) when all criteria (1 through 3) below are met:

1. Documentation that the disease is metastatic or is not
curable with surgical excision or radiation therapy.

Unloxcyt (cosibelimab) will be used as monotherapy.

3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).
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J. Endometrial cancer

Cov?rab.le ALL of the following diagnostic criteria are met:
medication(s)
Imfinzi A. A confirmed diagnosis of endometrial carcinoma, locally
(durvalumab) advanced or metastatic (Stage III/IV), when all criteria (1
through 4) below are met:
1. First-line: No prior systemic therapy for endometrial
carcinoma in the advanced disease setting.
2. The tumor is mismatch repair deficient (AIMMR).
Imfinzi (durvalumab) will be initiated in combination with
carboplatin and paclitaxel.
4. No prior use of PD-1/PD-L1 blocking antibody therapy (see
Appendix 1).
Jemperli B. A confirmed diagnosis of endometrial carcinoma, locally
(dostarlimab) advanced or metastatic (Stage III/IV), when all other criteria (1
and 2) are met:
1. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).
2. Jemperli (dostarlimab) will be used in one of the following
two settings (criterion a or b):
a. First-line: As part of a front-line regimen, when both
criteria below are met (criterion i and 1i):

i. No prior systemic therapy for endometrial
carcinoma in the advanced treatment setting.

ii. Jemperli (dostarlimab) will be initiated in
combination with carboplatin and paclitaxel.

OR
b. Subsequent line: When all criteria below are met (i

through iii):

i. Disease progression on or following prior
treatment with a platinum-based
chemotherapy regimen.

ii. The tumor is mismatch repair deficient
(dMMR) by immunohistochemistry (IHC) or
polymerase chain reaction (PCR) testing.

iii. Jemperli (dostarlimab) will be used as
monotherapy.

Keytruda C. A diagnosis of endometrial carcinoma, locally advanced or
(pembrolizumab), metastatic (Stage III/IV), when both criteria (1 and 2) below are
Keytruda Qlex met:

(pembrolizumab- 1. Keytruda (pembrolizumab) or Keytruda Qlex
berahyaluronidase
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alfa-pmph)

AND

(pembrolizumab- berahyaluronidase alfa-pmph) will be used
in one of the following two settings (criterion a or b) is met:

a. First-line: when both criteria (i and ii) below are met:
i. No prior systemic therapy for endometrial
carcinoma in the advanced treatment setting.

ii. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-
pmph) is initiated in combination with
carboplatin and paclitaxel.

OR

b. Subsequent line: there has been disease progression
on or after at least one prior systemic therapy.

No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).
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K.

Esophageal cancer

C bl

ovt?ra ) € ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of esophageal cancer when one criterion (1 or 2)
(pembrolizumab), below is met:
Keytruda Qlex 1. A diagnosis of esophageal cancer, squamous cell
(pembrolizumab- carcinoma of the esophagus (ESCC), recurrent
berahyaluronidase unresectable locally advanced or metastatic, when
alfa-pmph)

used in one of the following two settings (a or b):

a. First-line: when all criteria (i through v) below are

met:

i.

ii.

iii.

iv.

OR

The patient is not a candidate for surgical
resection or definitive chemoradiotherapy
(CRT).

The tumor is PD-L1 positive as defined by a
Combined Positive Score of 10 or more (CPS
> 10).

Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-
pmph) will be used in combination with
platinum (e.g., cisplatin or oxaliplatin) and
fluoropyrimidine (e.g., fluorouracil or
capecitabine) based chemotherapy.

No prior systemic therapy in the advanced
disease setting.

No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

b. Subsequent line: when all criteria (i through iv)

below are met:

i.

ii.

iii.

iv.

OR

Disease progression on or after prior
systemic therapy.

The tumor is PD-L1 positive as defined by a
Combined Positive Score of 10 or more (CPS
> 10).

Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-
pmph) will be used as monotherapy.

No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

2. A diagnosis of esophageal adenocarcinoma,
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unresectable locally advanced or metastatic, when all

criteria (a through e) below are met:

a.

b.

The patient is not a candidate for surgical resection
or definitive chemoradiotherapy (CRT).

The tumor is PD-L1 positive as defined by a
Combined Positive Score of 1 or more (CPS > 1).
Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will
be used in combination with platinum (e.g., cisplatin
or oxaliplatin) and fluoropyrimidine (e.g.,
fluorouracil or capecitabine) based chemotherapy.
First-line: No prior systemic therapy in the
advanced disease setting.

No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

Opdivo (nivolumab),
Opdivo Qvantig
(nivolumab-
hyaluronidase-nvhy)

B.

A diagnosis of esophageal cancer when one of the following

criteria (1, 2, or 3) below is met:

1. A diagnosis of esophageal squamous cell carcinoma

(ESCC), unresectable advanced or metastatic when

used in one of the following two settings (a or b):

a.

First-line: when all criteria (i through v) below are

met:

i. The patient is not a candidate for surgical
resection or definitive chemoradiotherapy
(CRT).

ii. One of the following (1 or 2):
1. Opdivo (nivolumab) [IV only] will be

used in combination with fluoro-

pyrimidine (e.g., fluorouracil,

capecitabine)- and platinum (e.g.,

cisplatin, carboplatin)-containing

chemotherapy or Yervoy (ipilimumab)
OR

2. Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) will be used in
combination with fluoropyrimidine
(e.g., fluorouracil, capecitabine)- and
platinum (e.g., cisplatin, carboplatin)-
containing chemotherapy.

iii. The tumor expresses PD-L1 > 1%).

iv. No prior systemic therapy in the advanced
disease setting.
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OR
2.

OR

V. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

OR

b. Subsequent-line: when all criteria (i through 1i1)
below are met:

i. Disease progression on or after, or
intolerance to at least one fluoropyrimidine-
and platinum-containing chemotherapy
regimen.

ii. Opdivo (nivolumab) or Opdivo Qvantig
(nivolumab-hyaluronidase-nvhy) is used as
monotherapy.

iii. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

A diagnosis of esophageal adenocarcinoma, locally
advanced or metastatic when all criteria (a through d) below
are met:

a. First-line: No prior systemic therapy in the
advanced disease setting.

b. The tumor is PD-L1 positive as defined by a
Combined Positive Score of 5 or more (CPS > 5).

c. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) will be administered in
combination with a fluoropyrimidine (e.g.,
fluorouracil, capecitabine) and platinum-containing
(e.g., cisplatin, oxaliplatin) chemotherapy.

d. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

A diagnosis of esophageal (adenocarcinoma or ESCC)
or gastro-esophageal junction (GEJ) cancer,
resectable (stage II or III), when all criteria (a through e)
below are met:

a. Completion of prior neoadjuvant
chemoradiotherapy (must have received both
chemotherapy and radiation in neoadjuvant
setting).

b. The tumor was completely resected.

There is residual pathologic disease (absence of
complete pathological response). [Note: POST OP
notes required to establish absence of complete
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pathological response.]

d. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) will be used as monotherapy.

e. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

PLEASE NOTE: Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) is not
indicated for concomitant use with Yervoy (ipilimumab).

Tevimbra C. A diagnosis of esophageal squamous cell carcinoma (ESCC),
(tislelizumab) unresectable locally advanced or metastatic when all other
criteria are met: (1, 2, and 3).

1. Subsequent-line: Disease progression on or after at least
one prior systemic therapy for advanced disease (locally
advanced or metastatic). [Note: This includes disease
recurring within 6 months of completing neoadjuvant or
neoadjuvant chemotherapy.]

2. Tevimbra (tislelizumab) will be used as monotherapy.

3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).
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L. Gastric or gastroesophageal junction (GEJ) cancer, locally advanced
(unresectable) or metastatic

C bl
ovefra . € ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of gastric or gastroesophageal junction (GEJ)
(pembrolizumab), cancer when one criterion (1, 2, or 3) below is met:
Keytrud? Qlex 1. A diagnosis of HER2-positive gastric or
](Opem}lloroilzumzb- gastroesophageal junction (GEJ) adenocarcinoma,
erafiyaturonidase unresectable locally advanced or metastatic, when all
alfa-pmph)

criteria (a through d) below are met:

a. The tumor expresses PD-L1 as defined by a
Combined Positive Score of 1 or more (CPS >1).

b. First-line: No prior systemic therapy in the
advanced disease setting.

c. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph)
will be used in combination with trastuzumab plus
fluoropyrimidine- (e.g., fluorouracil, capecitabine)
and platinum-containing (e.g., cisplatin,
oxaliplatin) chemotherapy.

d. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

OR

2. A diagnosis of HER2-negative gastric or
gastroesophageal junction (GEJ) adenocarcinoma,
unresectable locally advanced or metastatic, when all
criteria (a through d) below are met:

a. The tumor expresses PD-L1 as defined by a
Combined Positive Score of 1 or more (CPS >1).

b. First-line: No prior systemic therapy in the
advanced disease setting.

c. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph)
will be used in combination with fluoropyrimidine-
(e.g., fluorouracil, capecitabine) and platinum-
containing (e.g., cisplatin, oxaliplatin)
chemotherapy.

d. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

OR
3. A diagnosis of gastroesophageal junction (GEJ)

squamous cell carcinoma, when all criteria (a through
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e) below are met:

a. The patient is not a candidate for surgical resection
or definitive chemoradiotherapy (CRT).

b. The tumor is PD-L1 positive as defined by a
Combined Positive Score of 10 or more (CPS > 10).

c. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph)
will be used in combination with platinum (e.g.,
cisplatin or oxaliplatin) and fluoropyrimidine (e.g.,
fluorouracil or capecitabine) based chemotherapy.

d. First-line: No prior systemic therapy in the
advanced disease setting.

e. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix 1).

Opdivo Qvantig
(nivolumab-
hyaluronidase-nvhy)

Imfinzi B. A diagnosis of gastric or gastroesophageal junction (GEJ)
(durvalumab) cancer when all the following criteria (1 through 6) are met.

1. Resectable disease, defined as Stage II to IVA [>T2 N0-3 MO
or T0-4 N'1-3 MO].

2. PD-L1 expressing (TAP >1% or CPS > 1).

3. Non-diffuse type histology (such as intestinal).

4. Planned surgical resection.

5. Use in combination with fluorouracil, leucovorin,
oxaliplatin, and docetaxel (FLOT) neoadjuvant/adjuvant
chemotherapy, followed by durvalumab monotherapy.

6. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

Opdivo (nivolumab), | C. A diagnosis of gastric or gastroesophageal junction (GEJ)

cancer when one criterion (1 or 2) below is met:

1.

A diagnosis of gastric or gastroesophageal junction
(GEdJ) cancer, locally advanced or metastatic, when
all criteria (a through d) below are met:

a. First-line: No prior systemic therapy in the
advanced disease setting.

b. The tumor is PD-L1 positive as defined by a
Combined Positive Score of 5 or more (CPS > 5).

c. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) will be administered in
combination with a fluoropyrimidine (e.g.,
fluorouracil, capecitabine) and platinum-containing
(e.g., cisplatin, oxaliplatin) chemotherapy.

d. No prior therapy with PD-1/PD-L1 blocking
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OR
2.

antibody therapy (see Appendix 1).

A diagnosis of gastro-esophageal junction (GEJ)

cancer, stage II or III resectable: see criteria under
Esophageal cancer - resectable

Tevimbra
(tislelizumab)

A diagnosis of HER2-negative gastric or gastroesophageal

junction (GEJ) adenocarcinoma, unresectable locally

advanced or metastatic, when all criteria (1 through 4) below

are met:

1.

The tumor expresses PD-L1 as defined by a Tumor Area

Positivity (TAP) score of 1 or more (TAP > 1) OR a
Combined Positive Score of 1 or more (CPS > 1).

First-line: No prior systemic therapy in the advanced
disease setting.

Tevimbra (tislelizumab) will be used in combination with
fluoropyrimidine- (e.g., fluorouracil, capecitabine) and
platinum-containing (e.g., cisplatin, oxaliplatin)
chemotherapy.

No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).
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M.

Head and neck squamous cell cancer (HNSCC)

C bl
ovt?ra . € ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of head and neck squamous cell cancer (HNSCC),
(pembrolizumab), for use in one of the following settings (criteria 1 or 2 below are
Keytruda Qlex met):
:)pem}?roilzumzb' 1. Recurrent or metastatic, and no prior therapy with PD-
eralyaturonigase 1/PD-L1 blocking antibody therapy (see Appendix 1).
alfa-pmph)
OR
2. Resectable, and all the following are met (a through e):

a. Documented stage III or IVA disease

b. The tumor is PD-L1 positive as defined by a
Combined Positive Score of 1 or more (CPS > 1).

c. The patient is eligible for/planning to undergo
primary surgical resection.

d. No prior radiation or systemic anticancer therapy for
HNSCC in any setting, including prior PD-1
inhibitors or PD-L1 inhibitors (see Appendix I).

e. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will
be used as monotherapy in the neoadjuvant setting
(prior to surgical resection) and in combination with
radiation therapy +/- chemotherapy in the adjuvant
setting (after surgical resection).

Opdivo (nivolumab),
Opdivo Qvantig
(nivolumab-
hyaluronidase-nvhy)

B. A diagnosis of head and neck squamous cell cancer (HNSCC),
recurrent or metastatic, when all criteria (1 through 3) below are

met:
1. Disease progression on or after a platinum-containing
chemotherapy regimen.
2. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-

hyaluronidase-nvhy) is used as monotherapy.

3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).
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N. Hepatocellular carcinoma (HCC)

Cov?rab.le ALL of the following diagnostic criteria are met:

medication(s)

Imfinzi A. A diagnosis of hepatocellular carcinoma (HCC),

(durvalumab) unresectable or metastatic, when all criteria (1 through 4)
below are met:

1. First-line: There has been no prior systemic therapy for
unresectable or metastatic HCC.

2. Confirmation of one of the following (a or b): [provider
attestation]

a. Child-Pugh score of 5 to 6 (class A).

OR

b. Child-Pugh Class B AND good performance status
(ECOG 0-1)

3. Imfinzi (durvalumab) will be used in combination with
Imjudo (tremelimumab).

4. No prior use of PD-1/PD-L1 blocking antibody therapy (see
Appendix 1).

Note: use as part of transarterial chemoembolization (TACE) is not
coverable.
Keytruda B. A diagnosis of hepatocellular carcinoma (HCC) when all
(pembrolizumab), criteria (1 through 5) below are met:
Keytruda Qlex 1. The HCC is secondary to hepatitis B virus (HBV) infection.
(pembrolizumab- 2. Confirmation of one of the following (a or b): [provider
berahyaluronidase .
alfa-pmph) attestation]
a. Child-Pugh score of 5 to 6 (class A).
OR
b. Child-Pugh Class B AND good performance status
(ECOG 0-1)

3. Subsequent line: Disease progression on, or intolerance to
at least one prior non-PD-1/PD-L1 inhibitor systemic
therapy for HCC (e.g., sorafenib or lenvatinib).

4. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will be
used as monotherapy.

5. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

Note: use as part of transarterial chemoembolization (TACE) is not
coverable.
Opdivo (nivolumab), | C. A diagnosis of hepatocellular carcinoma (HCC) when all
Opdivo Qvantig criteria (1 through 4) below are met:
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(nivolumab-
hyaluronidase-nvhy)

Confirmation of one of the following (a or b): [provider

attestation]

a. Child-Pugh score of 5 to 6 (class A).

OR

b. Child-Pugh Class B AND good performance status
(ECOG 0-1)

Use in one of the following settings (a or b):

a. Subsequent-line: There has been disease

progression on, or intolerance to an HCC-active oral
tyrosine kinase inhibitor (TKI) [such as Nexavar
(sorafenib) or Lenvima (lenvatinib)].

OR

b. First-line: unresectable or metastatic HCC, when
both criteria 1 and ii are met
i.  No prior systemic therapy for unresectable or
metastatic HCC.

ii.  Use of lower-cost Imfinzi (durvalumab)/Imjudo
(tremelimumab) is not an option (not
tolerated/medically contraindicated).

Opdivo (nivolumab) [IV only] is used initially in
combination with Yervoy (ipilimumab), followed by
nivolumab monotherapy (Opdivo IV or Opdivo Qvantig SC)

No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

PLEASE NOTE: Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) is not
indicated for concomitant use with Yervoy (ipilimumab).

Tecentriq
(atezolizumab),
Tecentriq Hybreza
(atezolizumab-
hyaluronidase-tqjs)

D. A diagnosis of hepatocellular carcinoma (HCC),

unresectable or metastatic, when all criteria (1 through 4)

below are met:

1.

Confirmation of one of the following (a or b): [provider

attestation]

a. Child-Pugh score of 5 to 6 (class A)

OR

b. Child-Pugh Class B AND good performance status
(ECOG 0-1)

First-line: No prior systemic therapy for unresectable HCC.

No prior use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix 1).
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4. Tecentriq (atezolizumab) or Tecentriq Hybreza
(atezolizumab- hyaluronidase-tqjs) will be used in
combination with bevacizumab.
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0.

Malignant pleural mesothelioma (MPM)

Coverable
medication(s)

ALL of the following diagnostic criteria are met:

Opdivo (nivolumab)

A. A diagnosis of malignant pleural mesothelioma (MPM),

unresectable, when all criteria (1 through 3) below are met:

1.

First-line: No prior use of systemic therapy for advanced
disease.

Opdivo (nivolumab) [IV only] is used in combination with
Yervoy (ipilimumab).

No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

PLEASE NOTE: Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) is not
indicated for concomitant use with Yervoy (ipilimumab).

Keytruda
(pembrolizumab),
Keytruda Qlex
(pembrolizumab-
berahyaluronidase
alfa-pmph)

B. A diagnosis of malignant pleural mesothelioma (MPM),

unresectable, when all criteria (1 through 4) below are met:

1.

First-line: No prior use of systemic therapy for advanced
disease.

Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) is used in
combination with pemetrexed plus platin-based
chemotherapy.

No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

If epithelioid histology: bevacizumab in combination
with pemetrexed plus platin-based chemotherapy is not
tolerated or is contraindicated.
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P. Melanoma

C bl
ovt?ra . € ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of melanoma when all criteria (1 through 3) below
(pembrolizumab), are met:
Keytruda Qlex 1. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- . . .
) (pembrolizumab- berahyaluronidase alfa-pmph) will be
berahyaluronidase . . . . .
used in one of the following settings (criterion a or b) is
alfa-pmph)
met:
a. Unresected: unresectable locally advanced or
metastatic melanoma (stage III or IV).
OR
b. As adjuvant therapy (after surgery): stage IIB,

IIC, or III melanoma after complete tumor
resection.

2. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will be
used as monotherapy.

3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

Opdivo (nivolumab),
Opdivo Qvantig
(nivolumab-
hyaluronidase-nvhy)

B. A diagnosis of melanoma when one criterion (1, 2, or 3) below is
met:
1. Unresected Advanced (stage III or IV) melanoma,

when both criteria (a and b) below are met:

a. One of the following is met (i or ii) is met:

i. Opdivo (nivolumab) or Opdivo Qvantig
(nivolumab-hyaluronidase-nvhy) is used as
monotherapy

OR

ii. Opdivo (nivolumab) [IV only] is used in

combination with Yervoy (ipilimumab) and no
prior therapy with Yervoy (ipilimumab)
b. No prior therapy with PD-1/PD-L1 blocking antibody

therapy (see Appendix I).
OR

2. Adjuvant (after surgery), for resected melanoma,
when all criteria (a through c¢) below are met

a. One of the following is met (i or ii) is met:
i. Stage III or IV
OR
ii. Early-stage (IIB or IIC): The tumor is
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completely resected with negative margins
and a negative sentinel lymph node (adjuvant
setting).

b. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) is used as monotherapy

c. No prior systemic therapy, including no prior
therapy with PD-1/PD-L1 blocking antibody therapy
(see Appendix 1).

OR

3. For Opdivo (nivolumab) [IV only], neoadjuvant
(before surgery), followed by adjuvant (after
surgery) for resectable Stage IIl melanoma: when all
criteria (a through d) below are met

a. Use as a neoadjuvant treatment (prior to complete
surgical resection) in combination with Yervoy
(ipilimumab) for the first two doses, followed by
monotherapy in the adjuvant setting.

b. Documentation of pathologic involvement of
regional lymph nodes.

c. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix 1).

d. No prior therapy with Yervoy (ipilimumab).

NOTE: Continued use of Opdivo (nivolumab) after surgery
(adjuvant) is based on pathologic response, as detailed in
the reauthorization criteria.

PLEASE NOTE: Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) is not
indicated for concomitant use with Yervoy (ipilimumab).

Opdualag C. A diagnosis of melanoma, unresectable or metastatic, when
(nivolumab- both criteria (1 and 2) below are met:
relatlimab-rmbw) 1. No prior systemic therapy (including but not limited to
prior use of PD-1 inhibitors or PD-L1 inhibitors) in the
advanced disease setting (see Appendix I).
2. Opdualag (nivolumab-relatlimab-rmbw) will be used as
monotherapy.
Tecentriq D. A diagnosis of cutaneous melanoma, unresectable or
(atezolizumab), metastatic, when all criteria (1 through 3) below are met:

Tecentriq Hybreza
(atezolizumab-
hyaluronidase-tqjs)

1. The cancer is BRAF V600 mutation-positive.

2. Tecentriq (atezolizumab) or Tecentriq Hybreza
(atezolizumab- hyaluronidase-tqjs) will be administered in
combination with Zelboraf (vemurafenib) and Cotellic
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(cobimetinib).
3. No prior use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix 1).
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Q. Merkel cell carcinoma (MCC)

Cov?rab.le ALL of the following diagnostic criteria are met:
medication(s)
Bavencio (avelumab) | A- A diagnosis of Merkel cell carcinoma, metastatic, when both
criteria (1 and 2) below are met:
1. Bavencio (avelumab) will be used as monotherapy.
2. No prior use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix 1).
Keytruda B. A diagnosis of Merkel cell carcinoma (MCC), unresectable
(pembrolizumab), locally advanced or metastatic, when all criteria (1 through 3)
Keytruda Qlex below are met:
(pembrolizumab- 1. No prior systemic therapy (chemotherapy or
berahyaluronidase immunotherapy) used in the advanced setting.
alfa-pmph) 2. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will be
used as monotherapy.
3. No prior use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix 1).
C. A diagnosis of Merkel cell carcinoma (MCC), recurrent

Zynyz (retifanlimab-
dlwr)

locally advanced or metastatic, when all criteria (1 through 3)
below are met:

1. No prior systemic therapy (chemotherapy or
immunotherapy) was used in the advanced disease setting.

2. Zynyz (retifanlimab-dlwr) will be used as monotherapy.

3. No prior use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix 1).
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R. Nasopharyngeal carcinoma (NPC)

Coverable
medication(s)

ALL of the following diagnostic criteria are met:

Loqgtorzi
(toripalimab)

A.

A diagnosis of nasopharyngeal carcinoma (NPC), recurrent
locally advanced (unresectable) or metastatic when both
criteria (1 and 2) below are met:

1.

Logtorzi (toripalimab) will be used in one of the following
settings (criterion a or b) is met:

a.

OR

First-line: when both criteria (i and i1) are met:

i.

ii.

Used in combination with cisplatin and
gemcitabine.

No prior systemic therapy for recurrent or
metastatic disease.

Subsequent-line: when both criteria (1 and ii) are

met:

i.

ii.

Loqgtorzi (toripalimab) is used as
monotherapy.

There has been disease progression on or
after a platinum-containing chemotherapy
regimen.

No prior use of PD-1 inhibitors or PD-L1 inhibitors (see

Appendix 1).

Penpulimab
(unbranded)

A diagnosis of nasopharyngeal carcinoma (NPC), recurrent
locally advanced (unresectable) or metastatic when both
criteria (1 and 2) below are met:

1.

Penpulimab will be used in_one of the following settings
(criterion a or b) is met:

a.

OR

First-line: when both criteria (i and i1) are met:

i.

ii.

Used in combination with either cisplatin or
carboplatin and gemcitabine.

No prior systemic therapy for recurrent or
metastatic disease.

Subsequent-line: when both criteria (i and ii) are

met:

i.

ii.

Penpulimab is used as monotherapy.
There has been disease progression on or
after a platinum-containing chemotherapy
regimen and at least one other prior line of
therapy.

No prior use of PD-1 inhibitors or PD-L1 inhibitors (see

Appendix 1).
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S.

Non-small cell lung cancer (NSCLC)

C bl
ovt?ra . € ALL of the following diagnostic criteria are met:
medication(s)
Imfinzi A. A diagnosis of NSCLC, when one criterion (1, 2, or 3) below is met:
(durvalumab) 1. Locally advanced (unresectable stage III) NSCLC,
when all criteria (a through d) below are met:

a. The patient has received 2 or more cycles of definitive
concurrent platinum-containing chemotherapy and
radiation therapy.

b. There has been no disease progression during or
following platinum-containing chemotherapy and
radiation therapy.

c. Imfinzi (durvalumab) is used as monotherapy.

No prior use of PD-1 inhibitors or PD-L1 inhibitors
(see Appendix 1).
OR
2. Metastatic NSCLC, when all criteria (a through d) below
are met:

a. There has been no prior systemic therapy for
metastatic NSCLC.

b. There are no sensitizing epidermal growth factor
(EGFR) mutations or anaplastic lymphoma kinase
(ALK) genomic tumor aberrations.

c. Imfinzi (durvalumab) will be used in combination
with Imjudo (tremelimumab) AND platin doublet
chemotherapy.

d. No prior use of PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

OR
3. Earlier-stage, resectable NSCLC, as neoadjuvant

therapy followed by adjuvant therapy, when all criteria

(a through c) below are met:

a.

b.

Documented stage II, IIIA, or IIIB disease (tumors >

4 cm and/or node positive)

Imfinzi (durvalumab) is used as follows (both criteria

1 and i1 are met):

i.  In combination with platinum-containing
chemotherapy in the neoadjuvant setting (prior
to surgical resection) for up to four cycles.

ii. As monotherapy in the adjuvant setting
(after surgical resection) for up to 12 cycles.
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C. No prior systemic anticancer therapy for NSCLC in

any setting, including prior PD-1 inhibitors or PD-L1
inhibitors (see Appendix 1).

Keytruda
(pembrolizumab),
Keytruda Qlex
(pembrolizumab-
berahyaluronidase
alfa-pmph)

B. A diagnosis of NSCLC, when one criterion (1, 2, or 3) below is met:

1.

OR

OR

Metastatic NSCLC (stage IV disease), when one of the

following criteria below is met (a or b):

a. There is either no prior use of PD-1 inhibitors or PD-
L1 inhibitors (see Appendix 1).

OR

b. Documented prior use of Keytruda (pembrolizumab)
or Keytruda Qlex (pembrolizumab-
berahyaluronidase alfa-pmph) with NO progression of
disease while on Keytruda (pembrolizumab) or
Keytruda Qlex (pembrolizumab- berahyaluronidase
alfa-pmph) adjuvant therapy.

Earlier-stage, resected NSCLC, as adjuvant therapy

only, when all criteria (a through e) below are met:
a. Documented stage IB (T2a >4 cm), 11, or IIIA disease

b. Used in the adjuvant setting, after complete tumor
resection.

c. Used as a monotherapy.

d. There is clinical documentation of previous adjuvant

platinum- containing chemotherapy unless the
patient is ineligible for any platinum-containing
chemotherapy (such as cisplatin or carboplatin).

e. There is no prior use of PD-1 inhibitors or PD-L1
inhibitors (see Appendix 1), including but not limited
to use of Opdivo (nivolumab) or Opdivo Qvantig
(nivolumab-hyaluronidase-nvhy) in the neoadjuvant
setting or Tecentriq (atezolizumab) in the adjuvant
setting.

PLEASE NOTE: Platinum ineligibility may include poor
kidney function, poor performance status (Eastern
Cooperative Oncology Group [ECOG] score > 2), heart
failure, other comorbidities, etc.).

Earlier-stage, resectable NSCLC, as neoadjuvant
therapy followed by adjuvant therapy, when all criteria (a

through c) below are met:
a. Documented stage II, IIIA, or IIIB disease (tumors >
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4 cm and/or node positive)

Keytruda (pembrolizumab) or Keytruda Qlex

(pembrolizumab- berahyaluronidase alfa-pmph) is

used as follows (both criteria i and i1 are met):

i. In combination with platinum-containing
chemotherapy in the neoadjuvant setting
(prior to surgical resection) for up to four
cycles.

ii. As monotherapy in the adjuvant setting (after
surgical resection) for up to 13 cycles.
No prior systemic anticancer therapy for NSCLC in

any setting, including prior PD-1 inhibitors or PD-
L1 inhibitors (see Appendix 1).

Libtayo
(cemiplimab)

A diagnosis of NSCLC, locally advanced (not candidates for

surgical resection or definitive chemoradiation) or metastatic, when

all criteria (1 through 3) below are met:

1.

No prior use of systemic therapy for locally advanced or

metastatic disease.

No prior therapy with PD-1/PD-L1 blocking antibody therapy
(see Appendix 1).

Libtayo (cemiplimab) will be used in one of the following

settings (criterion a or b) is met:

a.

OR
b.

As monotherapy for tumors that express PD-L1 with a
Tumor Proportion Score of at least 50% (TPS > 50%).

In combination with platinum-based chemotherapy for
tumors that do not have EGFR, ALK, or ROS1

aberrations.

Opdivo
(nivolumab),
Opdivo Qvantig
(nivolumab-
hyaluronidase-
nvhy)

D.

A diagnosis of NSCLC, when one criterion (1, 2, or 3) below is met:

1.

Earlier-stage, resectable NSCLC, as neoadjuvant

therapy, (with or without adjuvant therapy), when all

criteria (a through c) below are met:

a.

Documented stage II, IIIA, or ITIIB disease (defined as
tumors > 4 cm and/or node positive)

Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) is used as follows (both criteria 1
and 11 are met):

i. For neoadjuvant doses: In combination
with platinum-containing chemotherapy in
the neoadjuvant setting (prior to surgical
resection) for up to four cycles.

ii. If adjuvant therapy is planned: As
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monotherapy in the adjuvant setting (after
surgical resection) for up to 13 cycles.
c. No prior systemic anticancer therapy for NSCLC in
any setting, including prior PD-1 inhibitors or PD-L1
inhibitors (see Appendix 1).

OR

2. Advanced or metastatic NSCLC, first-line setting, when
all criteria (a through c) below are met.

a. Opdivo (nivolumab) [IV only] is used in combination
with Yervoy (ipilimumab) AND one of the following

(criterion i or i1) is met:

i. The tumor expresses PD-L1 (> 1%).
OR
ii. Given in combination with two cycles of

platinum-doublet chemotherapy (regardless of
PD-L1 status).

b. No prior systemic therapy for advanced disease.

No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix I).

OR
3. Advanced or metastatic NSCLC, subsequent therapy,

when all criteria (a through c) below are met:

a. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) is used as monotherapy.

b. Disease progression on or after a platinum-containing
chemotherapy regimen (such as cisplatin or
carboplatin).

c. No prior therapy with PD-1/PD-L1 blocking antibody

therapy (see Appendix I).

Tecentriq
(atezolizumab),
Tecentriq Hybreza
(atezolizumab-
hyaluronidase-tqjs)

E.

A diagnosis of NSCLC, when one criterion (1 or 2) below is met:

1. NSCLC, metastatic (stage IV), when both criteria (a and
b) below are met.

a. One of the following criteria is met (criterion i or ii):
i. There is either no prior use of PD-1 inhibitors
or PD-L1 inhibitors (see Appendix 1).

OR

ii. Documented prior use of Tecentriq
(atezolizumab) or Tecentriq Hybreza
(atezolizumab- hyaluronidase-tqjs) with NO
progression of disease while on Tecentriq
(atezolizumab) or Tecentriq Hybreza
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OR

(atezolizumab- hyaluronidase-tqjs) adjuvant
therapy.
b. Tecentriq (atezolizumab) will be used in one of the

following settings (criterion i, ii, or iii) below is met:

i. As monotherapy in the first-line setting when
the tumor has high PD-L1 expression. High
PD-L1 expression is defined as PD-L1 stained
> 50% of tumor cells [TC > 50%] or PD-L1
stained tumor-infiltrating immune cells [IC]
covering > 10% of the tumor area [IC > 10%]).

OR

ii. As combination-therapy in the first-line
setting when both criteria (1 and 2) below are
met:

1. The tumor is an adenocarcinoma (non-
squamous).

2. Use is initiated in combination with
chemotherapy, such as a platin and
taxane.

OR

iii. As monotherapy in the recurrent setting when

there has been disease progression on or after
a platin-containing chemotherapy regimen.

NSCLC, stage II-IIIA disease, as adjuvant therapy,
when all criteria (a through e) below are met:

a. Used in the adjuvant setting, after complete tumor
resection.

b. Used as a monotherapy.

c. Documentation of PDL1 expression is provided. PD-

L1 expression is defined as PD-L1 stained > 1% of
tumor cells [TC > 1%].

d. There is clinical documentation of previous adjuvant
platinum- containing chemotherapy, unless the
patient is ineligible for any platinum-containing
chemotherapy (such as cisplatin or carboplatin).

e. There is either no prior use of PD-1 inhibitors or PD-
L1 inhibitors (see Appendix 1), including but not
limited to use of Opdivo (nivolumab) or Opdivo
Qvantig (nivolumab-hyaluronidase-nvhy) in the
neoadjuvant setting.
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PLEASE NOTE: Any platinum ineligibility may include
poor kidney function, poor performance status (Eastern
Cooperative Oncology Group [ECOG] score > 2), heart
failure, other comorbidities, etc.).
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T. Primary mediastinal B-cell lymphoma (PMBCL)

1
Cov?rab. © ALL of the following diagnostic criteria are met:
medication(s)
Keytruda A. A diagnosis of primary mediastinal B-cell lymphoma
(pembrolizumab), (PMBCL) when all criteria (1 through 3) below are met:
Keytruda Qlex 1. Disease progression on or after two or more lines of
(pembrolizumab- therapy [such as chemotherapy or hematopoietic stem cell
berahyaluronidase transplant (HSCT); a.k.a. ASCT or bone marrow
alfa-pmph)
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transplant (BMT)].

2. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-pmph) will be
used as monotherapy.

3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

Page 38 of 154




U.

Renal cell carcinoma (RCC)

Covt?rab.le ALL of the following diagnostic criteria are met:

medication(s)

Keytruda A. A diagnosis of renal cell carcinoma (RCC) when both criteria (1
(pembrolizumab), and 2) below are met:

Keytruda Qlex 1. Clear cell histology.

(pembrolizumab- 2. Keytruda (pembrolizumab) or Keytruda Qlex
berahyaluronidase (pembrolizumab- berahyaluronidase alfa-pmph) will be
alfa-pmph) used in one of the following settings (criterion a or b) below

1s met:
a.

OR

A diagnosis of recurrent or metastatic disease

when all criteria (i through iii) below are met:

i.

ii.

iii.

No prior systemic therapy for advanced
disease.

Use in combination with Inlyta (axitinib) or
Lenvima (Ienvatinib).

No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix 1).

As adjuvant therapy (after surgery) when all

criteria (i1 through 1ii) below are met:

1.

ii.

iii.

No prior systemic therapy for RCC.
Keytruda (pembrolizumab) or Keytruda
Qlex (pembrolizumab- berahyaluronidase
alfa-pmph) will be administered as
monotherapy.

Use in one of the following settings (criterion

1 or 2) below is met:

1. The tumor was completely
resected with clear margins (the
patient is tumor free based on
MRI/CT scan) but there is
intermediate-high or high-risk of
RCC recurrence (per attestation or
Appendix 2).

OR

2. The patient has RCC with stage M1
metastasis but there is no evidence of
disease (M1 NED) after
nephrectomy and resection of
metastatic lesions (per attestation or
Appendix 2).
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Opdivo (nivolumab),
Opdivo Qvantig
(nivolumab-

hyaluronidase-nvhy)

B. A diagnosis of renal cell cancer (RCC), unresectable locally
advanced, or metastatic, with clear cell histology and no prior

therapy with PD-1/PD-L1 blocking antibody therapy (see Appendix
I).

PLEASE NOTE: Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) is not
indicated for concomitant use with Yervoy (ipilimumab).
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V. Small cell lung cancer (SCLC)

1
Covt?rab. € ALL of the following diagnostic criteria are met:
medication(s)
Imfinzi A. A diagnosis of small cell lung cancer (SCLC), when one
(durvalumab) criterion (1 or 2) below is met:

1. A diagnosis of small cell lung cancer, extensive-stage
(ES-SCLC), when all criteria (a through c) below are met:

a. No prior systemic treatment for extensive stage
SCLC (ES-SCLC) [not including any systemic
treatment for early/limited-stage SCLC].
b. Imfinzi (durvalumab) is initiated in combination
with etoposide and either cisplatin or carboplatin.
C. No prior use of PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).
OR
2. A diagnosis of small cell lung cancer, limited-stage

(LS-SCLC) [unresectable stage I to III], when all
criteria (a through f) below are met:

a.

For Stage I-1I: documented as medically inoperable
disease.

The patient has a documented good performance
status (ECOG 0-1).

The patient has received 3 or more cycles of
concurrent etoposide/platinum-containing

chemotherapy and radiation therapy.

There has been no disease progression during or
following platinum-containing chemotherapy and
radiation therapy.

Imfinzi (durvalumab) is used as monotherapy.

No prior use of PD-1 inhibitors or PD-L1 inhibitors
(see Appendix 1).
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Tecentriq
(atezolizumab),
Tecentriq Hybreza
(atezolizumab-
hyaluronidase-tqjs)

B.

A diagnosis of small cell lung cancer, extensive-stage (ES-
SCLC), when all criteria (1, through 4) below are met:

1.

No prior systemic treatment for extensive-stage SCLC (not
including any systemic treatment for early/limited-stage
SCLCO).

Use will be initiated in combination with carboplatin and
etoposide (induction chemoimmunotherapy).

No prior use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix I).

If there has been no disease progression during or following
induction chemoimmunotherapy, plan for maintenance
therapy as one of the following (a or b):

a. As monotherapy
OR
b. In combination with Zepzelca (lurbinectedin)
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W. Urothelial carcinoma (UC)

Cov?rab.le ALL of the following diagnostic criteria are met:

medication(s)

Bavencio (avelumab) | A- A diagnosis of urothelial carcinoma (bladder cancer), locally
advanced or metastatic, when all criteria (1 through 3) below are
met:

1. Prior treatment with platinum-containing chemotherapy.

2. Bavencio (avelumab) will be used as monotherapy.

3. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

Imfinzi B. A diagnosis of resectable muscle-invasive bladder cancer

(durvalumab) (MIBC), when all criteria (1 through 4) below are met:

1. Pathological stage T2, T3, or T4a, NO or N1, and MO.

2. Planned radical cystectomy.

3. Imfinzi (durvalumab) will be used in combination with
gemcitabine/cisplatin neoadjuvant therapy followed by
adjuvant monotherapy.

4. No prior therapy with PD-1/PD-L1 blocking antibody
therapy (see Appendix 1).

Note: use in patients ineligible for cystectomy and/or cisplatin is not
coverable.

Keytruda C. A diagnosis of urothelial carcinoma (UC, bladder cancer),

(pembrolizumab), when both criteria (1 and 2) below are met:

Keytruda Qlex 1. No prior therapy with PD-1/PD-L1 blocking antibody

(pembrolizumab- therapy (see Appendix I).

berahyaluronidase

alfa-pmph) 2. Keytruda (pembrolizumab) or Keytruda Qlex

(pembrolizumab- berahyaluronidase alfa-pmph) will be used
in one of the following settings (criterion a, b, or ¢) below is
met:

a. First-line: A diagnosis of unresectable locally

advanced (stage III) or metastatic (stage IV)

bladder cancer, when both criteria (i and ii) below

are met:

i. The patient has not had prior systemic
therapy (chemotherapy or immunotherapy)
in the advanced disease setting (locally
advanced or metastatic disease).

ii. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-
pmph) will be used in one of the following
settings (criteria a or b below are met):

a. In combination with Padcev (enfortumab
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vedotin).

b. As a monotherapy AND the patient is
ineligible for any platinum-containing

chemotherapy (such as cisplatin or
carboplatin). [Note: Any platinum
ineligibility may include poor kidney
function (CrCl<60), poor performance
status (>2), significant hearing loss (> 25
dB), grade 2-4 peripheral neuropathy, heart
failure, other comorbidities, etc.]

OR
b. Subsequent-line: A diagnosis of unresectable
locally advanced (stage III) or metastatic (stage

IV) bladder cancer, when both (criteria i and ii)

below are met:

i. There is clinical documentation of disease
progression during or following platinum-
containing chemotherapy,

ii. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-
pmph) will be used as monotherapy.

OR

c. A diagnosis of non-muscle invasive bladder
cancer (NMIBC) when all criteria (i through 1iii)
below are met:

i. The tumor is carcinoma in situ (CIS, stage
Tis) OR recurrent Ta/T1 disease within 12
months of BCG therapy.

ii. Prior use of Bacillus Calmette-Guerin (BCG)
therapy documented.

iii. Keytruda (pembrolizumab) or Keytruda Qlex
(pembrolizumab- berahyaluronidase alfa-
pmph) will be used as monotherapy.

Opdivo (nivolumab), | D. A diagnosis of urothelial carcinoma (UC, bladder cancer) in

Opdivo Qvantig
(nivolumab-
hyaluronidase-nvhy)

one of the following settings (criterion 1, 2, or 3) below is met:

1.

Subsequent line: A diagnosis of unresectable locally
advanced (stage III) or metastatic (stage IV), , when all
criteria (a through c) below are met:

a.

Disease progression during or following platinum-
containing chemotherapy (such as cisplatin or
carboplatin).

Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
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hyaluronidase-nvhy) is used as monotherapy.

C. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

OR

2. First-line: A diagnosis of unresectable locally advanced
or metastatic, when all criteria (a through c) below are
met:

a. No prior systemic therapy in the advanced disease
setting.

b. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-
hyaluronidase-nvhy) will be initiated in
combination with cisplatin and gemcitabine.

c. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).

OR
3. Resected muscle-invasive urothelial carcinoma

(MIUC), when all criteria (a through d) below are met:

a. The patient has undergone radical resection of the
bladder.
b. There is high risk of recurrence as defined by one of

the following (criterion i or ii) below is met:

i. Patient received no prior neoadjuvant
cisplatin-based chemotherapy: Pathological
stage of pT3-pT4a, or pN+.

OR
ii. Patient received prior neoadjuvant cisplatin-
based chemotherapy: Pathological stage of
ypT2-ypT4a, or ypN+.
c. Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-

hyaluronidase-nvhy) will be used as an adjuvant
monotherapy.

d. No prior therapy with PD-1/PD-L1 blocking
antibody therapy (see Appendix I).
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I11. Administration, Quantity Limitations, and Authorization Period:

A.

B.

Regence Pharmacy Services considers PD-1 and PD-L1 Inhibitors (as listed in Table 1)
coverable only under the medical benefit (as provider-administered medications).

When pre-authorization is approved, PD-1 and PD-L1 Inhibitors will be authorized in the

following quantities and for the following authorization periods outlined in Table 1.

Reauthorization: Authorization shall be reviewed at least every 24 weeks (unless

otherwise specified in Table I) for documented benefit, as detailed below.

1.

For initial reauthorization after neoadjuvant therapy: Clinical documentation that
the patient is following the treatment plan (such as completion of surgical
resection +/- adjuvant radiation therapy) and the reauthorization request is for
ongoing use in the adjuvant setting, as specified in the disease-specific coverage
criteria. [Subsequent reauthorization will be reviewed for general reauthorization,
detailed below]

General reauthorization: Clinical documentation (such as chart notes) must be
provided to confirm that current medical necessity criteria are met. Specifically,
documentation that the medication is providing clinical benefit, including disease
stability or improvement, and lack of confirmed disease progression (1ICPD), based
on an assessment of change in tumor burden. If there is documentation of potential
disease progression [unconfirmed progressive disease (1UPD)], a shortened
authorization (up to three months) may be approved to allow time for clarification
of response to the PD-1/PD-L1 inhibitor, including clinical re-evaluation of the
patient and reimaging.

PLEASE NOTE: Additional doses of the PD-1/PD-L1 inhibitor will not be authorized without
a documented recent assessment by the treating provider (such as oncologist) with objective

evidence of response to therapy, such as by re-imaging and use of iRECIST criteria.
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Table 1. Administration — Quantity Limit (QL) and Authorization Period

Drug Quantity Limit

Bavencio For up to 24 weeks in doses up to 800 mg every 2 weeks, until disease
(avelumab) progression.

Imfinzi For up to 24 weeks (unless otherwise specified), as follows:
(durvalumab)

Gastric/GEJ cancer, earlier-stage - Neoadjuvant/adjuvant:

Neoadjuvant: up to 2 doses [up to 1500 mg every 4 weeks] pre-surgical
resection, until disease progression or for up to a maximum of 8 weeks [one-
time authorization].

Adjuvant: up to 12 doses [up to 1500 mg every 4 weeks] post-surgical
resection, until disease progression or for up to a maximum of 48 weeks [one-
time authorization].

MIBC, earlier-stage - Neoadjuvant/adjuvant:

Neoadjuvant: up to 4 doses [up to 1500 mg every 3 weeks] pre-surgical
resection, until disease progression or for up to a maximum of 12 weeks [one-

time authorization].
Adjuvant: up to 8 doses [up to 1500 mg every 4 weeks] post-surgical resection,

until disease progression or for up to a maximum of 32 weeks [one-time
authorization].

NSCLC, earlier-stage - Neoadjuvant/adjuvant:

Neoadjuvant: up to 4 doses [up to 1500 mg every 3 weeks] pre-surgical
resection, until disease progression or for up to a maximum of 12 weeks [one-
time authorization].

Adjuvant: up to 12 doses [up to 1500 mg every 4 weeks] post-surgical
resection, until disease progression or for up to a maximum of 48 weeks, as
follows:

Initial Adjuvant: up to 6 doses (24 weeks).

Continued Adjuvant: up to 6 doses (24 weeks).

NSCLC, locally advanced (unresectable, Stage 3) — consolidation
therapy: For up to 24 weeks, up to two, 10 mg/kg infusions every 28 days OR
1500 mg every 4 weeks until disease progression or for up to a maximum of 12
months.

NSCLC, metastatic (in combination with Imjudo): For up to 24 weeks, up
to 1500 mg every 3 weeks for up to 4 cycles, then 1500 mg every 4 weeks until
disease progression.

ES-SCLC: For up to 24 weeks, up to 1500 mg every 3 weeks for up to 6 cycles
then 1500 mg every 4 weeks until disease progression.

LS-SCLC - consolidation therapy: For up to 24 weeks, up to 1500 mg every
4 weeks until disease progression or for up to a maximum of 24 months.

BTC: For up to 24 weeks, up to 1500 mg every three weeks for up to 8 cycles
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Drug

Quantity Limit

then 1500 mg every 4 weeks until disease progression.

- HCC: For up to 24 weeks, up to 1500 mg every four weeks until disease
progression.

- Endometrial carcinoma: For up to 24 weeks, up to 1,120 mg every 3 weeks
for up to 6 cycles then 1,500 mg every four weeks until disease progression.

relatlimab-rmbw)

Jemperl.i For up to 24 weeks, as follows:
(dostarlimab) . . L. .
- Endometrial cancer, front-line setting initiated with chemotherapy:
Initial: 500 mg IV every three weeks for six doses, followed by 1,000 mg IV
every six weeks [7 doses over 24 weeks].
Continued: 1,000 mg IV every six weeks [4 doses over 24 weeks] until disease
progression.
- Endometrial cancer, subsequent-line setting as monotherapy:
Initial: 500 mg IV every three weeks for four doses, followed by 1,000 mg IV
every six weeks [6 doses over 24 weeks].
Continued: 1,000 mg IV every six weeks [4 doses over 24 weeks], until disease
progression.
Keytruda' See Table 1a below.
(pembrolizumab)
Keytruda Qlex See Table 1a below.
(pembrolizumab-
berahyaluronidase
alfa-pmph)
Libtayo For up to 24 weeks, as follows:
(cemiplimab) . ;
- Resected ¢SCC - adjuvant: for up to 48 weeks of total therapy, in doses up to
350 mg every 3 weeks [Alternative dosing: 700 mg every 6 weeks].
- All other uses: For up to 24 weeks in doses up to 350 mg every three weeks,
until disease progression.
Loq'torz'i - In combination with chemotherapy: For up to 24 weeks in doses up to 240
(toripalimab) mg every three weeks until disease progression.
- As monotherapy: For up to 24 weeks in doses up to 3 mg/kg every two weeks
until disease progression.
Opdivo See Table 1b and Table Ic below.
(nivolumab)
Opdivo Qvantig See Table 1b and Table Ic below.
(nivolumab-
hyaluronidase-
nvhy)
Opdualag For up to 24 weeks in doses up to one, 480 mg/160 mg infusion per 4 weeks until
(nivolumab- disease progression.

penpulimab

- In combination with chemotherapy: For up to 24 weeks in doses up to 200
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Drug Quantity Limit

mg every three weeks until disease progression.
- As monotherapy: For up to 24 weeks in doses up to 200 mg every two weeks
until disease progression.

Tecen‘Friq, See Table 1d below

atezolizumab (IV

and SC)

Tgvimbra For up to 24 weeks in doses up to 150 mg every two weeks until disease
(tislelizumab) progression.

[Alternative dosing: 200 mg every three weeks or 300 mg every 4 weeks or 400
mg every 6 weeks].

Unlgxcyt For up to 24 weeks in doses up to 1,200 mg every three weeks, until disease
(cosibelimab) progression.
Zynyz ' For up to 24 weeks in doses up to 500 mg every four weeks, until disease
(retifanlimab) progression.
[Alternative dosing for anal squamous cell carcinoma (aSCC): 375 mg every three
weeks].
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Table 1la: Keytruda (pembrolizumab) and Keytruda Qlex (pembrolizumab- berahyaluronidase alfa-pmph)

QL and Authorization Period[l!

Diagnosis

Keytruda/ Keytruda
Qlex Dose

Treatment Period(s) 2

Total Coverable
Doses and/or
Duration of
Therapy 2

Earlier stage disease (resected or planned resection)

» Neoadjuvant followed by adjuvant

Neoadjuvant/adjuvant
TNBC, early-stage

Neoadjuvant/adjuvant
HNSCC, resectable

Up to the FDA-
approved dose

Neoadjuvant: up to 24 weeks
Adjuvant: up to 27 weeks

Until disease
progression, or
until a total of 51
weeks

Neoadjuvant/adjuvant
NSCLC, earlier-stage

Up to the FDA-
approved dose

Neoadjuvant: up to 12 weeks
Initial Adjuvant: up to 24 weeks

Continued Adjuvant: up to 15
weeks

Until disease
progression, or a
total of 51 weeks

» Adjuvant only

Adjuvant ONLY:

- NSCLC, earlier-
stage

- Melanoma
- RCC

Up to the FDA-
approved dose

Initial Adjuvant: up to 8 doses
(24 weeks)

Continued Adjuvant: up to 10
doses (30 weeks)

Until disease
progression, up to
18 doses (54
weeks)

Advanced disease (non-resectable)

Melanoma,
unresectable or
metastatic

All other covered
diagnoses b

Up to the FDA-
approved dose

Initial / Continued: up to 8 doses
(24 weeks)

Until disease
progression

NSCLC: non-small cell lung cancer; RCC: renal cell carcinoma; TNBC: triple-negative breast cancer

a Total time on treatment, for example 200 mg every 3 weeks for 10 doses is a 30 week treatment period.

b Including advanced forms of diagnoses in the coverage criteria, except as specifically noted above in this table.
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Table 1b: Opdivo (nivolumab) and Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) QL and

Authorization Period

Monotherapy or in Combination with Chemotherapy

Diagnosis

Opdivo/ Opdivo
Qvantig Dose

Treatment
Period(s) 2

Total Duration 2

Neoadjuvant therapy for
RESECTABLE cancer (earlier
stage NSCLC)

Up to the FDA-approved
dose

n/a

One Time: up to
up to 12 weeks.

Adjuvant therapy for
RESECTABLE cancer
(esophageal cancer, GEJ
cancer, muscle-invasive
urothelial carcinoma,
melanoma, or NSCLC)

Up to the FDA-approved
dose

Initial Adjuvant: up
to 24 weeks.
Continued Adjuvant:

up to 28 weeks.

Until disease
progression, or up to
a total of 52 weeks

Classical Hodgkin lymphoma
(cHL), first-line

Up to the FDA-approved
dose

n/a

One Time: up to 24
weeks in 6 cycles
(28-day cycle).

Other (non-resectable):
NSCLC, aSCC, advanced
melanoma, RCC, UC (bladder
cancer), MSI-H/dMMR CRC, r/r
classical HL, HNSCC,
advanced esophageal, gastric,
GEJ cancer

Up to the FDA-approved
dose

Initial / Continued:

up to 24 weeks.

Until disease
progression.

Combination Therapy with Cabometyx (cabozantinib)

dose

up to 24 weeks.

T t t

Diagnosis Dose re:.;\ men Total Duration 2
Period(s) 2

RCC Up to the FDA-approved | Initial / Continued: Until disease

progression.

a Total time on treatment, for example 240 mg every 2 weeks for 12 doses is a 24 week treatment period.
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Table 1c: Opdivo (nivolumab) or Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) with Yervoy

(ipilimumab) QL and Authorization Period

Opdivo IV with Yervoy

advanced (not

every 3 weeks

approved dose.

weeks.

Continued: up to 24
weeks.

Quantity Limit Authorization
Subsequent, Opdivo Period(s
, _ Initial, Opdivo IV | &0 0 cauent, LRy © Total
Diagnosis i 3 . IV or Opdivo .
in combination | Duration 2
A vantig as
with Yervoy ®
monotherapy
Melanoma, Up to the FDA- Reauthorization: Up to Initial neoadjuvant: | Neoadjuvant
Neoadjuvant approved dose the FDA-approved dose | up to 6 weeks. only: 6 weeks
therapy for [based on may be authorized with
RESECTABLE NADINA] documentation of Major | Continued, as If adjuvant is
Stage 111 Pathologic Response adjuvant, if indicated:
(MPR) and no BRAF reauthorization Until disease
mutation, as criteria are met: up | progression,
determined by lymph to 24 weeks. up to 50
node dissection. weeks total
Final authorization, | therapy.
Adjuvant: up to 20
weeks
Melanoma, Up to 3 mg/kg Up to the FDA Initial: up to 12 Until disease

progression.

NSCLC (with 2
cycles platins),
MPM

resected) [based on
CheckMate 511]

HCC Up to the FDA-

CRC (MSI- approved dose

H/dMMR), RCC

ESCC, NSCLC Up to the FDA-

(PD-L1 >1), approved dose

Not applicable (used
with Yervoy in
maintenance phase)

Initial / Continued:

up to 24 weeks.

Until disease
progression.

a Total time on treatment, for example 240 mg every 2 weeks for 12 doses is a 24 week treatment period.

b Limitation of use: Opdivo Qvantig SC is not indicated for concomitant use with Yervoy (ipilimumab).

aSCC: anal squamous cell carcinoma; CRC: colorectal cancer; dAMMR: mismatch repair deficient; GEJ: gastro-esophageal junction; HL:

Hodgkin lymphoma; HNSCC: head and neck squamous cell cancer; IV=intravenous; MPM: malignant pleural mesothelioma; MPR: major

pathological response (defined as <10% residual viable tumor, based on results of lymph node dissection); MSI-H: microsatellite

instability-high; NSCLC: non-small cell lung cancer; RCC: renal cell cancer; SC=subcutaneous; UC: urothelial carcinoma
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Table 1d: Tecentriq (atezolizumab) QL and Authorization Period [2]

Authorization Total Coverable
Diagnosis | Dose Period(s) Duration of
Therapy

Adjuvant IV dosing: Up to a maximum of 420 mg IV per | Initial Adjuvant: | Until disease
NSCLC 7 days (as 840 mg IV every 14 days, 1200 mg up to 24 weeks. progression, up to

IV every 21 days, or 1680mg IV every 28 Continued 12 months.

days). Adjuvant: up to

SC dosing: Up to a maximum of 1,875 mg 28 weeks.

atezolizumab/30,000 units hyaluronidase

(Tecentriq Hybreza) SC every 21 days.
All other IV dosing: Up to a maximum of 420 mg IV per | Initial/Continued: | Until disease
covered 7 days (as 840 mg IV every 14 days, 1200 mg up to 24 weeks. progression.
diagnoses | IV every 21 days, or 1680mg IV every 28

days).

SC dosing: Up to a maximum of 1,875 mg

atezolizumab/30,000 units hyaluronidase

(Tecentriq Hybreza) SC every 21 days.

Key: NSCLC: non-small cell lung cancer

Iv.

Not Medically Necessary Uses:

PD-1 and PD-L1 Inhibitors (as listed in Table 1) are considered not medically necessary when
used for the following conditions:

Drug Not Medically Necessary Uses

Bavencio, avelumab | Bayencio (avelumab) in combination with Inlyta (axitinib) for first-line
advanced clear cell RCC.

Libtayo, Cervical cancer.

cemiplimab

Tecerit.:riq, bV EGFR- or ALK-mutated NSCLC as a second-line therapy, after

atezolizuma . .

and SC) progression on EGFR-or ALK-directed therapy.

Tevimbra, As an add-on to chemotherapy for first-line treatment of locally

tislelizumab

advanced (unresectable) or metastatic ESCC.
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V. Investigational Uses:

PD-1 and PD-L1 Inhibitors (as listed in Table I) are considered investigational when used for all
other conditions, including but not limited to:

Drug Investigational Uses
Bavencio (avelumab) A. Gastric or gastroesophageal junction (GEJ) adenocarcinoma.
B. Non-small cell lung cancer (NSCLC).
C. Renal cell carcinoma (RCC), when used in the subsequent-line
treatment setting.

Imfinzi (durvalumab) A. Non-small cell lung cancer (NSCLC) [other than specified in the
criteria above].

B. Biliary tract cancer (BTC) in the second- and subsequent-line
setting.

C. Cervical cancer.

D. Endometrial sarcoma.

E. Head and Neck cancer (HNSCC).

F. HCC, as monotherapy after transarterial chemoembolization
(TACE)
Advanced urothelial carcinoma (bladder cancer).

Jemperli (dostarlimab) A. Microsatellite instability high (MSI-H) or mismatch repair
deficient (AMMR) tumors [unless specified in the sections
above].

B. Pancreatic cancer

Keytruda (pembrolizumab) Triple negative breast cancer (TNBC) [except as specified in

and Keyt}r uda Qlex the sections above].

(pembrolizumab-

berahyaluronidase alfa- B. Microsatellite instability high (MSI-H) or mismatch repair

pmph) deficient (AMMR) tumors [unless specified in the sections

above].

C. HCC, as monotherapy after transarterial chemoembolization
(TACE)

D. Multiple myeloma.

E. Neuroendocrine tumors (NETS)

F. Ovarian cancer.

G. Pancreatic cancer

H. Prostate cancer

I.  Small cell lung cancer (SCLC).

J. Soft tissue sarcomas (STS), including uterine leiomyosarcoma
(LMS).

K. TMB-H tumors (solid tumors with high mutational burden).
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Drug

Investigational Uses

Opd@vo (nivolqmab) and A. The use of Opdivo (nivolumab) or Opdivo Qvantig

Opdivo QYantlg (hyaluronidase-nvhy) in combination with other targeted anti-

(hyaluronidase-nvhy) .. . -
cancer medications [except with Cabometyx (cabozantinib) for
RCC, Yervoy (ipilimumab) for melanoma, CRC, RCC, NSCLC,
and HCC, or as specified per the coverage criteria above] are
considered investigational.

B. Glioblastoma multiforme.

C. Microsatellite instability high (MSI-H) or mismatch repair
deficient (dAMMR) tumors [unless specified in the coverage
criteria sections above].

D. Multiple myeloma.

E. Ovarian cancer.

F. Neuroendocrine tumors (NETS)

G. Pancreatic cancer

H. Small cell lung cancer (SCLC).

Opduglag (nivolumab- A. Subsequent therapy for previously treated advanced melanoma:

relatlimab-rmbw) Use for disease progression/recurrence on/after use of systemic
therapy in the advanced setting, including but not limited to,
PD-1 inhibitors or PD-L1 inhibitors in the advanced setting (see
Appendix 1).

B. Sequential use of PD-1 inhibitors or PD-L1 inhibitors (see
Appendix 1).

Tecentriq (a!:ezolizumab) A. Tecentriq (atezolizumab) or Tecentriq Hybreza (atezolizumab-
and Tecentriq Hybreza . iy s . . S
. hyaluronidase-tqjs) is considered investigational when
(atezolizumab- o ) . . ]
hyaluronidase-tqjs) administered concomitantly with other anti-cancer immuno-,
and targeted-therapies, with the exception of those specifically
addressed in the coverage criteria above.

B. Renal cell carcinoma (RCC).

C. Breast cancer (including TNBC and HER-2 positive).

D. Urothelial carcinoma (bladder cancer).

E. Prostate cancer.

F. Neuroendocrine tumors (NETs)

G. Ovarian cancer.

H. Soft tissue sarcoma (STS), other than specifically listed above
in the coverage criteria.

Tevimbra (tislelizumab) A. Esophageal adenocarcinoma.
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Position Statement

- Medications in this policy (“PD-1 and PD-L1 Inhibitors”) include human programmed death
receptor-1 (PD-1) blocking monoclonal antibodies and programmed death-ligand (PD-L1) blocking
antibodies. They are immunotherapies used in the treatment of several types of cancers.

- The intent of this policy is to cover PD-1 and PD-L1 Inhibitors in settings where it has been shown
to be safe and effective, as detailed in the coverage criteria, with consideration for other available
treatment options.

* Where there is lack of proven additional benefit and/or lack of demonstrated health outcome
(such as overall survival or improved quality of life) relative to alternative therapies, use of
PD-1 and PD-L1 Inhibitors alone or in combination with other therapies is not coverable
(“not medically necessary” or “investigational”).

* It is important to note that the fact that a medication is FDA approved for a specific

indication does not, in itself, make the treatment medically reasonable and necessary.

- PD-1 and PD-L1 Inhibitors are also FDA approved for use in the following conditions; however,
the health plan considers these uses to be “investigational” (not covered) as the specific PD-1/PD-
L1 inhibitor has not demonstrated to provide any health benefit, based on the currently available

evidence:
* Keytruda (pembrolizumab)
. Adjuvant therapy for Stage IIB and IIC (completely resectable) melanoma.
. MSI-H Tumors, other than CRC and endometrial carcinoma (as described in the
Clinical Efficacy section below).
. Tumor Mutational Burden-High (TMB-H) Solid Tumors (any).
* Jemperli (dostarlimab)
. MSI-H tumors, other than endometrial carcinoma (as described in the Clinical

Efficacy section below).

- Many of the clinical indications for immunotherapies (PD-1, PD-L1, and others) have been
approved by the FDA and endorsed by clinical guidelines based on surrogate measures such as
overall tumor response rate (ORR) and progression-free survival (PFS) which are not proven to
accurately predict clinically important outcomes such as improved overall survival or improved

quality of life.

- PD-L1 expression testing: is required for coverage of many clinical indications for PD-1 and PD-L1
inhibitors.
* There are several ways in which PD-L1 expression can be defined. In addition, how PD-L1

expression is defined varies by tumor type and setting.

* PD-L1 expression is determined by the FDA-approved companion diagnostic testing, based
on both the specific PD-1/PD-L1 inhibitor and the tumor type.

* However, PD-L1 test results are not interchangeable across PD-1/PD-L1 inhibitors and/or
indications. There is no conversion available from one type of test to another, such as
combined positive score (CPS) versus tumor proportion score (TPS) versus percent of tumor
cells (TC). Therefore, the correct test must be conducted for proper selection of patient
populations for a given use.
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- National Comprehensive Cancer Network (NCCN) guidelines recommend each PD-1/PD-L1 inhibitor
as a potential option in each of the treatment settings listed in the coverage criteria. In general,
NCCN recommendations parallel the FDA approved indications.

- The PD-1 and PD-L1 inhibitors have the potential to cause immune-mediated adverse reactions that
can result in pneumonitis, colitis, hepatitis, endocrinopathies, and nephritis.

- PD-1/PD-L1 inhibitor therapy is coverable for up to the dose and quantity as specified in the
coverage criteria.

* It 1s administered until disease progression or unacceptable toxicity, unless specified in the

coverage criteria as a finite course.

* For neoadjuvant/adjuvant therapy for very specific resectable cancers, a pre-specified
number of doses (per the clinical trials) are administered as neoadjuvant therapy before
surgery and, specific number of doses of adjuvant therapy after surgery (or until disease
recurrence or unacceptable toxicity).

* For other advanced, non-resectable indications, it is given until disease progression,
unacceptable toxicity, or for up to a specific timeframe, such as Keytruda (pembrolizumab)
for 24 months in patients without disease progression. Given that trials of Keytruda
(pembrolizumab) for most indications were specifically designed for a 24-month course of
therapy, there is no conclusive additional benefit with higher doses or when given for
longer durations.

- Optimal sequencing of chemotherapy and immunotherapy in many cancers is unknown or the data
1s evolving. At this time, sequential use of immunotherapies is not supported by current evidence.
Specifically, there is no evidence to support the sequential use of different PD-1 or PD-L1 inhibitors
once there is disease progression on prior PD-1 or PD-L1 inhibitor therapy, as well as use of
adjuvant PD-1/PD-L1 inhibitor after neoadjuvant PD-1/PD-L1 inhibitor therapy (unless explicitly
listed in the coverage criteria). Therefore, the use of sequential courses of PD-1/PD-L1
immunotherapy is not coverable.

- Subcutaneous (SC) dosing: There are several PD-1/PD-L1s with subcutaneously administered

formulations. The indications for the SC formulations generally mirror the indications for the IV
formulation. However, when used in combination with other immunotherapy, such as CTLA4 Yervoy
(ipilimumab), there may not be established dosing for the SC PD-1/PD-L1 formulation. While Opdivo
Qvantig (nivolumab-hyaluronidase-nvhy) may be used after completion of Opdivo (nivolumab) IV
plus Yervoy (ipilimumab) combination therapy, it is not indicated for concomitant use with Yervoy
(ipilimumab) per prescribing information, as there is no established dosing of the SC form.

- There are ongoing studies using PD-1/PD-L1 inhibitor therapies in a variety of other cancers.
However, although initial evidence may be promising, the potential for clinical benefit in these
conditions is still being investigated. Therefore, use in settings other than that which is described in
the coverage criteria above are considered investigational.

- Various FDA indications have been withdrawn after confirmatory trials failed to demonstrate an
improvement in any health outcome when used in the specified setting, and these uses are
considered investigational. [note: this is not an all-inclusive list]:

* Cervical cancer, recurrent or metastatic: Libtayo (cemiplimab-rwlc)

* Hepatocellular carcinoma (HCC): Opdivo (nivolumab)
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* Small cell lung cancer (SCLC), recurrent or metastatic: Keytruda (pembrolizumab) and
Opdivo (nivolumab)

* Urothelial carcinoma (bladder cancer), subsequent therapy: Imfinzi (durvalumab) and
Tecentriq (atezolizumab)

* Triple negative breast cancer (TNBC), locally advanced or metastatic, PD-L1-positive, front-
line, in combination with Abraxane (nab-paclitaxel): Tecentriq (atezolizumab)

- Reauthorization Criteria: When coverage criteria are met, PD-1/PD-L1 inhibitor therapy is
authorized for up to six months (up to 24 weeks) of therapy, after which time documentation must
be provided to establish that the medication is effective. Specifically, there must be documentation
of clinical benefit, including disease stability or improvement and there is a lack of disease
progression, based on an assessment of change in tumor burden. Documentation of benefit must
include an assessment of the most recent imaging (“restaging scans”) and/or re-biopsy by the
treating oncologist.

Regence Pharmacy Services performs independent analyses of oncology medication evidence,
to establish coverability per the contracts with the health plan.

- Most contracts define coverability based on established clinical benefit in published, peer-
reviewed literature, along with consideration of regulatory status.

- FDA approval does not in itself establish medical necessity, as unpublished, low-quality evidence,
including exploratory analyses and unvalidated surrogate endpoints, may be used as the basis of
approval. Regulatory approval may or may not reflect clinical benefit relative to standard of care
and the recommendations of expert clinical advisors such as the Oncologic Drugs Advisory
Committee (ODAC). FDA approvals generally do not consider cost compared to established
therapies, or value to members.

- Likewise, NCCN clinical practice guidelines assignment of a recommendation (category 1, 2a, or
2b) does not necessarily establish medical necessity. NCCN recommendations are inconsistently
supported by published, peer-reviewed literature and do not uniformly consider value of new
therapies relative to existing equally efficacious potentially higher-value treatment options,
considering effectiveness, safety, and cost. NCCN is a CMS recognized compendium that is
considered a reference standard, rather than a gold standard, of care. NCCN compendia are not
strictly evidence-based and therefore may not be supported by the best available evidence or meet
benefit contract definitions of medical necessity. Medication coverage criteria are developed based
on the ‘medical necessity’ assessment, as described above.

Regence Pharmacy Services analysis and coverage policy may differ from FDA labeled
indication and/or NCCN clinical practice guidelines.

Clinical Efficacy

Alveolar soft part sarcoma (ASPS)

Background

- Alveolar soft part sarcoma (ASPS) is a very rare type of soft tissue sarcoma (STS) (less than 1% of
all STS).18I
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Tecentriq (atezolizumab)

The approval of Tecentriq (atezolizumab) in advanced ASPS is based one unpublished, non-
randomized, multicenter, single-arm phase 2 trial in 49 patients with ASPS not curable by
surgery (ML39345). [24]

* All enrolled patients had prior surgery and were stage IV at the time of diagnosis.

* A majority had prior other treatments (55% more than one), including radiation therapy
(65%), chemotherapy (53%).

* The primary outcome was overall response rate (ORR) (24%). Twelve patients (24%) had a

partial response (PR), and none had a complete response (CR).

* Subsequently, the trial was published with the results from a total of 52 patients [5],
reporting ORR 37% (19 of 52 patients), 18 PR, and one CR.

Guidelines:

The NCCN soft tissue sarcoma guideline includes the use of Tecentriq (atezolizumab) among
preferred recommended options for unresectable or metastatic ASPS. [3]

Anal squamous cell carcinoma (aSCC)

Background!

Squamous cell carcinoma of the anal canal (SCAC), also called anal squamous cell carcinoma
(aSCC), is a relatively rare cancer, accounting for approximately 3% of all GI cancers, with
approximately 11,000 new cases in the US in 2025.

Risk factors for aSCC include human papilloma virus (HPV) infection (anal-genital warts, >90%),
female gender, HIV infection, anal intercourse, immunosuppression, and smoking. High-risk
forms of HPV include HPV-16 and HPV-18. HPV vaccination prevents persistent infection with
nine strains: HPV-6, -11, -16, -18, -33, -45, -52, and -58.

Anal cancer includes cancer of the anus, anal canal (SCAC), and anorectum. Histology subtypes
include large-cell keratinizing, large-cell non-keratinizing (transitional), and basaloid. However,
for the purposes of drug therapy treatment, the guidelines consider all subtypes to be aSCC
(a.k.a. SCAC). Anal cancer (SCAC) is a more general term. However, perianal cancer, from the
anal verge to the perianal skin, is not considered “SCAC” as it arises from the skin.

Approximately 30% of HPV-positive and 40% of HPV-negative aSCC is programmed death-ligand
1 (PD-L1) expressing.

aSCC is typically a chemosensitive tumor; however, responses to chemotherapy are not usually
durable.

Zynyz (retifanlimab)

Zynyz (retifanlimab) received FDA approval for the first-line setting based on meeting its primary
endpoint of progression-free survival (PFS), a surrogate endpoint with unknown clinical value in
one fair confidence phase 3 study (POD1UM-303/InterAACT-2) in patients with locally recurrent
or metastatic SCAC (n=308).[7 The FDA approval in the subsequent line setting was based on one
lower quality (phase 2 trial) evidence (POD1UM-202), with overall response rate (ORR) as the
endpoint, similar to existing evidence for multiple other PD1/PD-L1 inhibitors.[89]

First-line Efficacy [vs placebo, as add-on to standard of care (SOC) cytotoxic chemotherapy]:
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* Marginal response rate is not clinically meaningful endpoint, when SOC therapy has a
high cure rate.

* 1.9 mo difference in PFS vs placebo (PBO); p-value 0.006.

* Interim median OS 29.2 [24.2 to NE] vs. 23.0 mo [15.1 to 27.9], with notable high rate of
crossover from PBO to Zynyz (retifanlimab).

* Limitations: OS not mature (interim analysis), missingness of baseline data (HPV status).

- Subsequent line Efficacy (single-arm) [8]

* The majority of patients with anal SCC respond well to 1st line standard cytotoxic
chemotherapy, with a cure.

* In the phase 2 POD1UM-202 trial: ORR 14%; however, a not clinically meaningful
endpoint. Similar to other PD1/PDL1s in this setting. [9 Specifically, there is phase 2 trial
evidence for Opdivo (nivolumab), Keytruda (pembrolizumab), Bavencio (avelumab),
Tecentriq (atezolizumab)/bevacizumab, and Zynyz (retifanlimab) in aSCC that is
refractory to or recurs on front-line chemotherapy is limited to preliminary data (ORR,
ranging from 11 to 24%, variable with patient population studied). However, cytotoxic
chemotherapy has higher ORR, as well as PFS data.

* Limitations: lack of comparator, unknown clinical outcome, generalizability to platin-
eligible patients.

Keytruda (pembrolizumab)

- Although not FDA-approved for this use, Keytruda (pembrolizumab) and Opdivo (nivolumab)
have been used in anal squamous cell carcinoma that is refractory to or recurs on front-line
chemotherapy based on the lack of effective therapies for refractory disease. The majority of
patients with anal SCC respond well to standard cytotoxic chemotherapy.

- Preliminary studies suggest these therapies have potential activity in this setting:

* A manufacturer-funded study reported an ORR of 17% (all partial responses) in 24
patients with recurrent PD-L1-positive (> 1%) advanced anal SCC who received Keytruda
(pembrolizumab).[10]

* A National Institutes of Health (NIH) funded study reported an ORR of 24% (two complete
and seven partial responses) in 37 patients with treatment refractory metastatic anal SCC
who received Opdivo (nivolumab).[11]

* Additional studies are needed to establish whether there is a lasting clinical benefit with
these PD-1 inhibitors in this treatment setting. However, given the lack of treatment
alternatives in a relatively small patient population, the use of Keytruda (pembrolizumab)
and Opdivo (nivolumab) are considered medically necessary and coverable in chemotherapy-
refractory disease.

- Given the lack of treatment alternatives in a relatively small patient population, the use of
Keytruda (pembrolizumab) is considered medically necessary and coverable in chemotherapy-
refractory disease.

Opdivo (nivolumab)
- Although not FDA-approved for this use, Opdivo (nivolumab) and Keytruda (pembrolizumab)

have been used in anal squamous cell carcinoma that is refractory to or recurs on front-line
chemotherapy due to the lack of other effective therapies.
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- The majority of patients with aSCC respond well to standard cytotoxic chemotherapy.
- Preliminary studies suggest these therapies have potential activity in this setting:

* There was a reported ORR of 17% (all partial responses) in 24 patients with recurrent PD-
L1-positive (> 1%) advanced anal squamous cell carcinoma who received Keytruda
(pembrolizumab).[10]

* There was a reported ORR of 24% (two complete and seven partial responses) in 37
patients with treatment refractory metastatic anal squamous cell carcinoma who received
Opdivo (nivolumab).[11]

* Additional studies are needed to establish whether there is a lasting clinical benefit with
these PD-1 inhibitors in this treatment setting.

- Given the lack of treatment alternatives in a relatively small patient population, the use of Opdivo

(nivolumab) is considered medically necessary and coverable in chemotherapy-refractory disease.

Guidelines:

- Treatment options for aSCC (SCAC) include surgery, radiation, and chemotherapy
(fluoropyrimidine with mitomycin or cisplatin). Most locally advanced aSCC responds to
chemoradiation, but with significant recurrence.

- Refractory aSCC is difficult to treat and has a lack of effective treatment options.
- The NCCN Anal Cancer Guidelines recognize the following (all category 2A, unless noted): [3l

* First-line Therapy: Zynyz (retifanlimab) with carboplatin/paclitaxel as a “preferred”.
“Other Recommended” include carboplatin/paclitaxel, FOLFCIS, and mFOLFOXG6.

* Subsequent Therapy: several PD-1/PD-L1s, if no prior immunotherapy used, as a
“preferred” — Opdivo (nivolumab), Keytruda (pembrolizumab), Zynyz (retifanlimab), based
on phase 2 trial data. More recently, NCCN also endorsed Libtayo (cemiplimab), Jemperli
(dostarlimab), Tevimbra (tislelizumab), and Loqtorzi (toripalimab), based on extrapolation
of data from colorectal cancer (CRC). However, guidelines recognize there is insufficient
clinical trial data to support the use of any of these other PD-1/PD-L1 inhibitors for aSCC.
“Other Recommended” include carboplatin/paclitaxel, FOLFCIS, and mFOLFOXG6.

- All cases of aSCC should be screened for HIV infection and treated with antiretrovirals, if HIV-
positive.

Basal Cell Carcinoma (BCC)
Libtayo (cemiplimab)

- The available evidence for Libtayo (cemiplimab-rwlc) as a monotherapy in BCC is based on a
small, single-arm trial (low-quality evidence) that enrolled 84 patients with locally advanced BCC
(1aBCC) and 48 patients with metastatic BCC (mBCC). [12-14]

* All patients had prior therapy with a hedgehog inhibitor (HHI), the current standard of
care for advanced BCC. Seventy-six percent had disease progression on a prior HHI, 34%
had intolerance to a prior HHI, and 10% had no better than stable disease while on HHI
therapy.

* The primary endpoint of the study was objective response rate (ORR). ORRs ranged from
21% in the mBCC population, to 29% in the 1aBCC population. There were no complete
responses in the mBCC population, while five patients (6%) were considered to have a
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complete response in the 1aBCC group.

* ORR is a surrogate endpoint that does not necessarily predict clinical benefit, such as
improved overall survival or improved quality of life.

Of note, the part of the FDA BCC indication for Libtayo (cemiplimab-rwlc) that refers to “or in

whom a HHI is not appropriate” is not part of a population that was defined or enrolled in the

clinical trial. There are no known objective parameters used to define this subpopulation.

All patients in the trial were naive to prior PD-1/PD-L1 inhibitor therapy. To date, there is no

evidence to support the benefit of sequential PD-1/PD-L1 inhibitor therapy after disease has

progressed on a prior therapy with these agents.

Guidelines:

HHIs and cemiplimab are the only systemic therapies available for the treatment of 1aBCC and
mBCC. The NCCN Basal Cell Skin Cancer guideline recommends Libtayo (cemiplimab-rwlc) for
patients who have been previously treated with a HHI or for whom a HHI is not appropriate. B3]

Biliary Tract Cancer (BTC)

Imfinzi (durvalumab)

FDA approval of Imfinzi (durvalumab) as a front-line therapy for locally advanced and metastatic
BTC was based on a single phase 3 randomized, double-blind, placebo-controlled trial [TOPAZ-1]
that compared the addition of Imfinzi (durvalumab) to gemcitabine plus cisplatin versus
gemcitabine and cisplatin alone.[15]

* Patients had no prior treatment in the advanced disease setting and had no prior exposure
to immune-mediated therapy (e.g., PD-1/PD-L1 inhibitors).

* Eighty-six percent of the population had metastatic adenocarcinoma of the biliary tract,
which included intrahepatic cholangiocarcinoma (CCA), extrahepatic CCA, and
gallbladder cancer. The remainder of the population had unresectable, locally advanced
disease.

* There was a small (~ 5 weeks), but statistically significant difference in OS advantage
favoring the Imfinzi (durvalumab) treatment arm.

Keytruda (pembrolizumab)

An RCT [KEYNOTE-966] evaluated Keytruda (pembrolizumab) in patients with unresectable
locally advanced or metastatic biliary tract cancer (BTC) as an add-on to front-line
chemotherapy.[16

* Patients had histologically confirmed extra- or intrahepatic cholangiocarcinoma (CCA) or
gall bladder cancer and had not received prior therapy for their advanced disease. Patients
treated with neoadjuvant or adjuvant therapy for resectable, non-metastatic disease were
allowed to enroll if their disease recurred at least 6 months after completing these
therapies.

* The study compared Keytruda (pembrolizumab) plus gemcitabine/cisplatin with placebo
plus gemcitabine/cisplatin (chemotherapy alone). Cisplatin was given for up to eight cycles,
and Keytruda (pembrolizumab) was given for up to 35 cycles.

* Sixty-eight percent of the tumors had PD-L1 CPS > 1, though PD-L1 status was not a
condition for enrollment.
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* The median OS was 12.7 months and 10.9 months in the Keytruda (pembrolizumab) and
placebo treatment arms, respectively.

- Imfinzi (durvalumab) is also approved in this treatment setting with similar evidence and
outcomes; however, there is no evidence directly comparing the two therapies.

Guidelines:

- National Comprehensive Cancer Center (NCCN) guidelines list gemcitabine/cisplatin plus either
Imfinzi (durvalumab) or Keytruda (pembrolizumab) among preferred, category 1 recommendations
for the front-line treatment of unresectable or metastatic BTC. (3]

Bladder Cancer

- See Urothelial Carcinoma

Breast Cancer

- See Triple negative breast cancer

Cervical cancer

Keytruda (pembrolizumab)

Recurrent or metastatic

- Keytruda (pembrolizumab) received FDA Accelerated approval for use in recurrent or metastatic
cervical cancer when tumors express PD-L1 (CPS > 1) based on tumor response rates from a
single-arm, open-label study [KEYNOTE-158]. To date, there is no evidence that it improves any
clinically relevant outcome [e.g., improved overall survival (OS), symptom control, function, or
quality of life (QOL)] in this disease setting.[17]

* The current available evidence is limited to two small, uncontrolled, open-label Phase 1b/2
studies evaluated subjects with metastatic cervical cancer who had between one and four
prior systemic therapies. Nearly all tumors expressed PD-L1 with a Combined Positive
Score (CPS) of at least 1%. [18-20]

* The reported objective response rate (ORR) in the pivotal study was 14.6%. Three patients
(3.6%) had a complete response.

* ORR has not been shown to accurately predict improvement in clinical endpoints in
cervical cancer.

- A phase 3, double-blind RCT [KEYNOTE-826] evaluated the addition of Keytruda
(pembrolizumab) to a platinum-based chemotherapy regimen in patients with carcinoma of the
cervix that had not been treated with prior systemic chemotherapy and which was not amenable
to curative treatment.21]

* Patients had persistent, recurrent, or metastatic adenocarcinoma, adenosquamous
carcinoma, or squamous cell carcinoma of the cervix. Patients were naive to prior
systemic chemotherapy and PD-1/PD-L1 inhibitor therapy.

* Patients were enrolled without regard to PD-L1 status; however, all patients were tested
after enrolling in the study. Eighty-nine percent of patients in the study had a PD-L1
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combined positive score (CPS) of at least 1.

Patients received either Keytruda (pembrolizumab) or placebo plus a platinum and
paclitaxel (with or without bevacizumab). Chemotherapy was given for up to six cycles
and Keytruda (pembrolizumab) was given for up to 35 cycles.

OS was significantly longer in the Keytruda (pembrolizumab) versus the placebo arm
among patients with a PD-L1 CPS > 1 (primary analysis population). The HR for death
was 0.64 [95% CI: 0.50 to 0.81] with p < 0.001. There was also a statistically significant
survival benefit in the entire population, which included patients with PD-L1 CPS < 1
(“All comers”). However, patients with a PD-L1 CPS > 1 made up the vast majority
(~90%) of the study population which likely confounded the “All comers” analysis by
enriching the population with potential responders. A sub analysis in patients with PD-
L1 CPS < 1 showed no survival benefit which supports this conclusion.

High-risk, locally advanced (FIGO 2014 Stage I11/1VA)

- Keytruda (pembrolizumab) was also evaluated as an add-on therapy to chemoradiation for high-
risk, locally advanced cervical cancer in a large placebo-controlled RCT [KEYNOTE A-18]. The
current indication in this population is based on a subgroup from this study that had International
Federation of Gynecology and Obstetrics (FIGO) 2014 stage III to IVA disease (tumor involvement
in the lower vagina with or without extension into the pelvic sidewall, or hydronephrosis/non-

functioning kidney, or spread to adjacent pelvic organs). Patients with FIGO stage IVB disease

were excluded from the study.[!

*

The study enrolled patients with the following disease histologies: Squamous cell
carcinoma (SCC), adenocarcinoma, or adenosquamous carcinoma of the cervix.

Patients enrolled in the study had no prior definitive surgery, radiation, or systemic
therapy.

The study compared Keytruda (pembrolizumab) 200 mg IV Q3W for 5 cycles plus cisplatin
(5 to 6 cycles) and radiotherapy, followed by Keytruda (pembrolizumab) 400 mg IV Q6W as
monotherapy for an additional 15 cycles with matching placebo plus chemoradiotherapy as
described above.

Ninety-three percent of the tumors had PD-L.1 CPS > 1.

The median PFS was not reached in either treatment arm. The hazard ratio for progression
or death was 0.59 [95% CI: 0.43, 0.82] in favor of Keytruda (pembrolizumab). At the time of
FDA approval, the impact of this therapy on clinically relevant outcomes was unknown as
the OS data was not mature.

Results from the final OS analysis reported a small difference in 3-year OS [82.6% with
Keytruda (pembrolizumab) vs. 74.8% with placebo [HR 0.67 (CI 0.50, 0.90); p=0.004].[22]

- See ‘Guidelines’ for information on use in patients with FIGO 2018 staging.

Guidelines:

- The NCCN cervical cancer guideline recommends the following: [3]

*

Recurrent or metastatic disease: Front-line platinum-based chemotherapy with or
without bevacizumab. Keytruda (pembrolizumab) can be added for PD-L1-expressing
tumors (CPS > 1%).
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* FIGO 2014 stage IIIA, IIIB, IVA disease: Cisplatin or carboplatin plus external beam
radiation therapy (EBRT) plus Keytruda (pembrolizumab). “Select” FIGO 2018 Stage III-
IVA is a lower category 2B, given the FIGO 2018 stage IIIC is nodal metastasis without
other high-risk tumor features per FIGO 2014 (tumor size and extent). However, when the
FIGO 2018 staging (III) overlaps with FIGO 2014 Stage ITTA/ITIB, the higher-level
recommendation applies.

Note: NCCN workup and recommendations are based primarily on FIGO 2018 staging.

However, some recommendations refer to the FIGO 2014 staging used in clinical trials.
Therefore, some recommendations note “select” FIGO 2018 Stage III-IVA.

Classical Hodgkin lymphoma (cHL)
Keytruda (pembrolizumab)

- Keytruda (pembrolizumab) was FDA-approved in classical Hodgkin lymphoma based on a single-
arm trial [KEYNOTE-087] that evaluated tumor response rates in patients with relapsed or
refractory disease. Patients in the study were heavily treatment-experienced.[! 231 To date, there is
no evidence that Keytruda (pembrolizumab) improves any clinical outcome in this population.

* Subjects enrolled in the trial had received a median of four prior therapies, including prior
autologous hematopoietic stem cell transplant (61%) and/or Adcetris (brentuximab vedotin)
83%.

* The ORR reported in the study was 69%, with 22% complete responses.

- Subsequently, the Keytruda (pembrolizumab) was studied in an open-label (not blinded) phase 3
RCT in an earlier line of therapy for relapsed or refractory cHL, after chemotherapy and/or
hematopoietic stem cell transplant (HSCT), or in patients ineligible for HSCT in one unblinded
Phase 3 trial [KEYNOTE-204]. [

* Keytruda (pembrolizumab) was superior to brentuximab vedotin (BV, Adcetris), based on
an improvement in PFS (13.2 months with pembrolizumab vs. 8.3 months with BV).

* Overall survival data, a co-primary endpoint, was not mature at the time of the interim
data analysis and the FDA approval. Therefore, the clinical benefit is unknown. Of note, a
significant number of subjects received subsequent SCT (30% and 21% in the
pembrolizumab and BV arms, respectively), which will confound future OS results.

- A small (N=38), single-arm, phase 2 study evaluated pembrolizumab plus gemcitabine/
vinorelbine/liposomal doxorubicin (GVD) given for two to four cycles prior to autologous stem cell
transplant as a second-line therapy for patients with relapsed/refractory cHL. [24]

* Ninety-five percent of patients achieved a complete remission and 36 of 38 patients went on to
receive an ASCT.

* It is unknown how pembrolizumab + GVD compares with other regimens used in this setting,
or if it improves long-term outcomes such as overall survival.

Opdivo (nivolumab)

- Refractory/relapsed cHL: Opdivo (nivolumab) received FDA Accelerated approval for as a
monotherapy relapsed or refractory CHL based on two, small, single-arm, trials that measured
tumor response rate [CHECKMATE-205 and -039]. Clinical benefit in this setting has not been
established.[25 26]
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* Subjects had relapsed or refractory disease and had prior high-dose chemotherapy followed
by autologous stem cell transplant rescue, and post-transplantation Adcetris (brentuximab
vedotin). The median number of prior systemic regimens was four. [Note: PD-1 inhibitors,
such as Opdivo (nivolumab), should NOT be given after an allogeneic stem cell transplant
as it may cause serious and potentially fatal immunologic reactions].

* ORR, the primary endpoint, not been shown to correlate with clinical outcomes such as
improved symptom control, function, or quality of life, or prolonged OS.

- Previous-untreated cHL (first-line): The evidence for Opdivo (nivolumab) [as N+AVD] as a

potential therapy for first-line cHL is based on one large NCI/NIH-sponsored phase 3, open-label,
randomized controlled trial (S1826) that reported a progression-free survival (PFS) benefit relative
to Adcetris (brentuximab vedotin) [as BV+AVD] (n=940).27 Overall survival (OS) was a secondary
endpoint, along with safety. Due to the introduction of several potential sources of bias in the study
it is difficult to precisely define a treatment benefit.

* The trial enrolled subjects > 12 years with histologically confirmed advanced (stage III or
IV) cHL and were previously untreated (no prior chemotherapy or radiation).

* Subjects were randomized to one of the following, added to the backbone AVD (doxorubicin,
vinblastine, and dacarbazine)

. Nivolumab 240 mg (or 3 mg/kg for age 12-18) [N+AVD] IV on Days 1 & 15 of each
28-day cycle for up to 6 cycles (n =487)
. Brentuximab vedotin 1.2mg/kg [BV+AVD] IV as above (n = 483)

* At the interim analysis (median follow up 12.1 months), the median PFS was not yet
reached; however, the hazard ratio (HR) was 0.48 [0.27, 0.87] and statistically significant
(p=0.001).

* The primary endpoint of PFS, a surrogate endpoint, has not been validated to be an
accurate indicator of clinically meaningful benefit; however, the 2-year overall survival
reported efficacy consistent with that known of the BV-AVD therapy.

* Despite elements of bias in the trial design (open-label, investigator assessment), the OS
endpoint is clinically meaningful. However, a 2-year OS follow up is relatively short given
the high rate of very long-term survival in cHL.

* Potential harms associated with the use of Opdivo (nivolumab) are well described and
generally tolerable. For 1st line treatment of cHL, N+AVD is potentially better tolerated
than existing BV+AVD. Tolerability is a key factor for long term quality of life in patients
with cHL.

* Longer term follow up is warranted for both safety and efficacy of this place in therapy,
given the younger average patient population and very high long-term survival.

- Combination with Adcetris (brentuximab): There is interest in the use of Opdivo (nivolumab) in

combination with Adcetris (brentuximab vedotin) for cHL. However, there is insufficient evidence at
this time to establish the safety or efficacy of this combination. The evidence for use in the
relapsed/refractory setting is limited to phase 1 and 2 trial interim data.[2829 Additional trials are
ongoing. In the front-line setting in chemotherapy-ineligible patients, the primary endpoint (ORR)
was not met with the use of Opdivo (nivolumab) in combination with Adcetris (brentuximab
vedotin).[30]
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Guidelines:

The NCCN Hodgkin lymphoma guideline lists the following: [l

Keytruda (pembrolizumab) as a treatment option for relapsed/refractory Hodgkin lymphoma.
Opdivo (nivolumab) is listed among several single-agent treatment options for relapsed or
refractory CHL after high-dose chemotherapy with autologous stem cell rescue and Adcetris
(brentuximab vedotin).

Category 1 first-line treatment options for cHL include check point inhibitor (CPI)-containing
regimens [nivolumab + AVD (doxorubicin, vinblastine, dacarbazine)] and brentuximab vedotin
(BV)-based regimens [BrECADD (BV, etoposide, cyclophosphamide, doxorubicin, dacarbazine,
dexamethasone) and BV+AVD]. Bleomycin-containing regimen (ABVD) is now reserved for those
unable to use CPI- or BV-containing regimens [also Category 1]. BV-based regimens are used in
combination with prophylactic granulocyte colony stimulating factor (GCSF, such as pegfilgrastim,
filgrastim) for prevention of febrile neutropenia.

Colorectal cancer (CRC), MSI-H/dMMR

Keytruda (pembrolizumab)

Subsequent-line therapy: Keytruda (pembrolizumab) was initially approved for CRC as a
subsequent therapy for locally advanced or metastatic MSI-H/dMMR CRC, when there is
progression of disease on or after standard front-line therapy with fluoropyrimidine, oxaliplatin,

and irinotecan, based on a combined cohort of 90 patients from several single-arm studies (a
“basket” trial).[t 31]

* The accelerated approval of Keytruda (pembrolizumab) was for microsatellite instability-
high (MSI-H) or mismatch repair deficient (AMMR) tumors was based on preliminary
tumor response [overall response rate (ORR)] and duration of response (DOR) data from a
“basket trial” pooled analysis of 149 patients across five different early phase, open-label
trials (90 patients with CRC and 59 non-CRC patients).

* Subjects enrolled in the basket trial had advanced solid tumors and at least one prior
chemotherapy regimen. CRC-specific trials required prior CRC therapy.

* In 90 CRC patients, tumor response rate was 36%. However, no other outcomes were
measured, and, at the time of FDA approval, clinical benefit had not been established.

* Results from the final OS analysis reported a median OS of 77.8 months with Keytruda
(pembrolizumab) vs. 36.7 months with chemotherapy [HR 0.73].[32]

* Despite the low level of evidence, Keytruda (pembrolizumab) may be a reasonable
treatment alternative in patients with in MSI-H/dMMR CRC when there is progressive
disease on or after standard CRC therapies.

First-line therapy: Subsequently, the FDA approved Keytruda (pembrolizumab) for use as an

initial therapy for MSI-H/dMMR CRC, based on an improvement in PFS in a single unblinded

Phase 3 trial [KEYNOTE-177].131 Keytruda (pembrolizumab) was superior to investigator’s choice

of chemotherapy (fluorouracil-based chemotherapy with or without bevacizumab or cetuximab) for
PFS. However, overall survival data, a secondary endpoint, was not mature at the time of FDA
approval. Therefore, the clinical benefit is unknown. Of note, high crossover to Keytruda
(pembrolizumab) will confound interpretation of future OS results.
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Opdivo (nivolumab)

Subsequent-line therapy Opdivo (nivolumab) [as monotherapy or plus low-dose Yervoy
(ipilimumab)] received FDA Accelerated approval for progressive MSI-H/dMMR metastatic CRC
based on tumor response from an uncontrolled, single-arm (observational) study in cohort of

subjects (N = 53) whose disease had progressed during or after treatment with all standard
options: fluoropyrimidine, oxaliplatin, and irinotecan [CHECKMATE-142].125331 To date, there is
no evidence that it provides any clinical benefit in this setting.

* ORR was 28% (1.9% were considered to have a complete tumor response).
i PD-L1 expression was not a condition for enrollment in the trial.
* ORR has not been shown to accurately predict clinically relevant outcomes. Additional

confirmatory studies are needed to establish clinical benefit.

The confirmatory trial [CHECKMATE-8HW] found an improvement in PFS for the combination of
Opdivo (nivolumab) plus low-dose Yervoy (ipilimumab) induction, followed by Opdivo (nivolumab)
as compared to Opdivo (nivolumab) monotherapy in MSI-H/dMMR metastatic CRC, including both
previously-treated progressive CRC (61% of enrolled subjects), as well as 1st line (39% of
subjects).[34 Median PF'S for “all lines” in the nivolumab plus ipilimumab arm was not reached
(95% CI: 53.8, NE) and nivolumab alone arm was 39 -3 months (95% CI: 22.1, NE).

First-line therapy: Opdivo (nivolumab)/Yervoy (ipilimumab) was later FDA approved for MSI-
H/dMMR unresectable or metastatic CRC in the 1st-line setting based on a pre-defined subset
evaluation of the phase 3 open-label RCT [CHECKMATE-8HW].[331 Opdivo (nivolumab)/Yervoy
(ipilimumab) was superior to investigator’s choice of chemotherapy (fluorouracil-based

chemotherapy with or without bevacizumab or cetuximab) for PFS. However, overall survival data,
a secondary endpoint, was not mature at the time of FDA approval. Therefore, the clinical benefit
is unknown.

Sequential Immunotherapy: Although there is interest in the use of Opdivo (nivolumab)/Yervoy
(ipilimumab), a combination immunotherapy, after progression on other therapies, Opdivo
(nivolumab)/Yervoy (ipilimumab) is only coverable in the settings in which it was studied and NOT
as a salvage therapy. In addition, the use of Opdivo (nivolumab)/Yervoy (ipilimumab) after
progression on a monotherapy PD-1/PD-L1 inhibitor therapy [e.g., Keytruda (pembrolizumab)] is
also not coverable. Trials of Opdivo (nivolumab)/Yervoy (ipilimumab) excluded those with prior use
of immunotherapy (including PD-1/PD-L1 inhibitors and CTLA4s).

Guidelines:

The National Comprehensive Cancer Network (NCCN) guideline recommends: 3]

Against the use of Keytruda (pembrolizumab) for MSI-H CRC in the adjuvant setting, meaning
after surgery, but before any progression of disease. Standard therapies with fluoropyrimidine
(fluorouracil, capecitabine), oxaliplatin, and irinotecan are recommended (with regimens such as

FOLFOX, CAPEOX, or FOLFIRI).

All of the following as first-line or subsequent-line options for unresectable AIMMR/MSI-H CRC
(candidate for immunotherapy and no prior immunotherapy received): Opdivo (nivolumab) +
Yervoy (ipilimumab), Keytruda (pembrolizumab), based on clinical trial data. More recently,
dostarlimab, cemiplimab, retifanlimab, toripalimab, or tislelizumab were added, as the panel felt
all checkpoint inhibitors are interchangeable for this indication, despite the lack of RCT data for
their use. Of note: Opdivo (nivolumab) + Yervoy (ipilimumab) is a lower-level category 2B
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recommendation in the first line setting, due to toxicity concerns.

Cutaneous Squamous Cell Carcinoma (¢cSCC)

Keytruda (pembrolizumab)

- Keytruda (pembrolizumab) was evaluated in a single-arm, non-blinded, multi-cohort, phase 2
trial in patients with ¢cSCC [KEYNOTE-629]. 36l

* The cohort evaluated for the FDA accelerated approval included metastatic ¢cSCC (55) and
advanced recurrent disease that was not curable with surgery or radiation.

* All subjects had prior systemic therapy, and 87% had > 2 prior therapies.

* An ORR of 34% was reported, with 3.8% complete response (CR) and 30% partial response

(PR). However, health outcomes are unknown.

- ORR is an unvalidated surrogate endpoint that has not been shown to accurately predict clinical
outcomes. ORR is a measure of tumor size (visible by physical observation or on x-ray) and is a
combination of complete and partial responses. In advanced disease, ORR may not be
representative of disease that has traveled to lymph nodes of other parts of the body, so it may not
be an accurate measure of clinical benefit.

Libtayo (cemiplimab)

- Advanced (not curable with surgery/radiation): Two small low-quality, single-arm, non-

comparative open-label trials evaluated Libtayo (cemiplimab-rwlc) in patients with cutaneous
squamous cell carcinoma (cSCC) who were not candidates for curative surgical resection or
radiation therapy. [1337]

* One trial (phase 1) included 16 patients with metastatic ¢SCC, and 10 patients with
disease that had recurred after two or more prior surgical procedures and the investigator
expected that curative resection would be unlikely, or surgery would result in substantial
complications or deformity. The second trial (phase 2) included 59 patients with
metastatic ¢SCC.

* Approximately 57% of the subjects in the trials had prior systemic therapy, and about 82%
had prior radiotherapy.

* In the phase 1 trial, the objective response rate (ORR), the primary endpoint, was 50%
[95% CI: 30, 70]. There were no complete responses.

* In the phase 2 trial, the ORR was 47% [95% CI: 34, 61]. There were four (7%) complete
responses.

* The Libtayo (cemiplimab-rwlc) trials evaluated objective response rate (ORR) as a

surrogate endpoint. ORR is a measure of tumor size (visible by physical observation or on
x-ray) and is a combination of complete and partial responses. In advanced disease, ORR
may not be representative of disease that has traveled to lymph nodes of other parts of the
body, so it may not be an accurate measure of clinical benefit. To further complicate
interpretation of these results, there were only four complete responses reported out of the
85 patients enrolled in the trial. The remainder were partial responses. There is currently
no way to predict in advance who might achieve a complete response.

- Resectable ¢SCC with high risk of recurrence: Libtayo (cemiplimab) received FDA approval in the

adjuvant setting based on meeting its primary endpoint of disease-free survival (DFS), a
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surrogate endpoint with unknown clinical value, in one fair confidence trial in patients with
resected ¢SCC, with high risk of recurrence (n=415) [C-POST].[381 DFS has not been validated to
accurately predict clinical benefit such as reduction in need for subsequent therapy, improved
quality of life, or overall survival.

* The trial enrolled subjects with local or regional ¢SCC (83% in the head and neck area)

* All had completed both curative-intent surgery and postoperative radiotherapy (RT) [or
concurrent chemoradiotherapy (CRT)] and had high-risk of recurrence (nodal, non-nodal,
or both). [See Appendix 4]

* Subjects were randomized to one of the following, added after surgery and adjuvant RT:

= Placebo IV every 3 weeks for up to 48 weeks (n =206)
=  Cemiplimab 350 mg IV every 3 weeks for up to 48 weeks (n = 209)
[use of consolidated 700 mg IV every 6 weeks was allowed after the initial 12 weeks]

* At a median follow-up of 24 months, the median disease-free survival (DFS) was not
reached for Libtayo (cemiplimab) and 49.4 months for placebo [HR 0.32 (0.20, 0.51);
p<0.001]. OS results are not yet mature. Estimated 24-month DFS difference of 23%.

* Despite a statistically significant difference in DF'S, the upper bounds for the 95% CI for
the placebo remains ‘not estimable’ such that the clinical significance of the finding is
unclear. Independent of the available data, DFS does not accurately predict improvement
in any clinically relevant outcome. DFS is a surrogate marker with different components
of varying clinical importance: recurrence vs death. Longer term follow up is needed.

* The trial allowed for unblinded cemiplimab after disease recurrence. All of subsequent-
treated placebo arm and 50% of cemiplimab arm patients received subsequent
cemiplimab. Use of subsequent cemiplimab for disease recurrence confounds
interpretation of future OS data.

- It has not yet been determined if Libtayo (cemiplimab-rwlc) provides clinically meaningful benefit
in ¢SCC (any setting) as current studies have used surrogate measures such as overall tumor
response rate (ORR) which are not proven to accurately predict clinically important outcomes
such as improved overall survival or improved quality of life.

- There is no evidence that compares the safety and effectiveness of Libtayo (cemiplimab-rwlc) with
any other therapy that may be used in the advanced (inoperable/metastatic) or resectable cSCC
setting. Libtayo (cemiplimab-rwlc) was only studied as a monotherapy (not in combination with
other systemic therapy).

- Libtayo (cemiplimab-rwlc) has not been studied in patients who have received prior PD-1
inhibitor therapy.

- The quality of the currently available evidence is low. Additional evidence is needed to establish
the clinical benefit (e.g., improved survival, improved quality of life) and the durability of effect of
Libtayo (cemiplimab-rwlc).

Unloxcyt (cosibelimab)

- Unloxcyt (cosibelimab) was evaluated in a single-arm, non-blinded, multi-cohort, phase 2 trial in
patients with ¢SCC [CK-301-101].[39

* The cohorts evaluated for the FDA accelerated approval included subjects with metastatic
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¢SCC (n=78) and locally advanced ¢cSCC (n=31) that was not curable with surgical
resection or radiation.

* Sixty-five to 77% percent of the subjects in the study had prior radiation therapy and 3%
to 9% had prior cytotoxic chemotherapy.

* An ORR of 48% was reported, with 9% complete responses (CR) and 39% partial responses
(PR). However, whether this therapy improves health outcomes is not yet known as ORR
is not a validated surrogate marker for meaningful outcomes such as overall survival.
Additional higher quality evidence is needed to confirm whether Unloxcyt (cosibelimab)
provides any clinically relevant benefit.

Unloxcyt (cosibelimab) has not been compared with any other therapy, including other PD-1
inhibitor therapies. It has also not been studied in subjects who received prior PD-1 inhibitor
therapy. Subjects who had prior PD-1 inhibitor therapy were excluded from the clinical study due
to the identical mechanism of action of these medications.

Guidelines

The National Comprehensive Cancer Center (NCCN) ¢SCC guideline lists the following
recommendations, by risk, resectability/curability, and response to resection: [All are category 2A unless

noted otherwise]: [

Very-high risk ¢SCC, with risk of extensive local recurrence, nodal, or in-transit metastasis:
consider sentinel lymph node biopsy (SLNB) for staging, then surgery (or definitive RT for non-
surgical candidates). Treat based on surgical margins.

* Positive margins: re-resection, RT, or, if surgery + RT not curative, manage as locally
advanced ¢SCC.
* Negative margins: RT. If extremely high risk nodal and non-nodal features:2a RT then

Libtayo (cemiplimab) [Cat 1]
aSee Appendix 4 - Mirrors trial criteria
Locally advanced or metastatic cSCC (1aCSCC or mCSCC) when curative RT or curative surgery

is not feasible: Preferred: Libtayo (cemiplimab), Keytruda (pembrolizumab), clinical trial. ‘Other:’
Unloxcyt (cosibelimab) [2A mCSCC; 2B 1aCSCC]

Endometrial Cancer (EC)

Background 13/

Endometrial cancer (EC) is the most commonly occurring gynecologic cancer in the U.S. Most
cases (75%) are diagnosed at an early stage and can be cured with surgery. However,
approximately 25% are diagnosed in advanced stages.

Surgery is used for staging. Therefore, treatment is classified as “Primary” or “Adjuvant” for new
diagnoses. For previously treated endometrial cancer, treatment is referred to as “Recurrent” or
“Subsequent.”

For advanced disease, first-line therapy with surgery and platinum-containing chemotherapy
(standard of care) results in overall survival ranging between 13 and 29 months with tumor
response rates of 40 to 62%.

Upon disease progression in the advanced disease setting, tumor response rates are generally in
the 7 to 14% range with single-agent chemotherapy.
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It is estimated that approximately 25% to 30% of endometrial tumors may have a high frequency
of somatic mutations which are attributable to deficiencies in DNA mismatch repair (AMMR)
making these tumors a possible target of immunotherapies such as programmed death receptor-1
inhibitors.

Imfinzi (durvalumab)

First-line: A double-blind RCT [DUO-E] evaluated Imfinzi (durvalumab) versus placebo in
combination with chemotherapy (carboplatin/paclitaxel) followed by maintenance therapy with
Imfinzi (durvalumab) or placebo after completion of chemotherapy in patients with newly
diagnosed stage III (unresectable) or stage IV (metastatic) endometrial carcinoma. The trial also
enrolled patients with recurrent disease if there was a low potential for cure with radiation
therapy or surgery.[40 41]

* For patients with recurrent disease, prior chemotherapy in the adjuvant setting was
allowed only if at least 12 months had passed from the time of completion of adjuvant
chemotherapy to the time of relapse.

* The trial included patients with all histologies of endometrial carcinomas (including
carcinosarcomas) but excluded those with endometrial sarcoma.

* Randomization was stratified by tumor mismatch repair status [deficient (AMMR) vs.
proficient (pMMR) tumors].

* The trial demonstrated a statistically significant improvement in progression-free survival
(PFS) in the overall population; however, a preplanned subgroup analysis showed that
this improvement was primarily due to patients with dMMR tumors. For this reason,
Imfinzi (durvalumab) was FDA-approved in and is only covered in patients with dMMR

tumors.

* The study also employed an Imfinzi (durvalumab) plus Lynparza (olaparib) treatment
arm; however, the relative PFS values for Imfinzi (durvalumab) vs. placebo and for Imfinzi
(durvalumab) plus Lynparza (olaparib) vs. placebo were similar in patients with dAMMR
tumors suggesting no added benefit with the addition of Lynparza (olaparib) to the
regimen in this population.

Jemperli (dostarlimab)

Subsequent-line: The efficacy of Jemperli (dostarlimab) was evaluated in a small, non-

comparative, non-blinded study [GARNET] that evaluated tumor response in patients with
advanced EC.[4243] The quality of this data is poor due to the lack of randomization, blinding, and
comparator. Furthermore, tumor response is not predictive of improvement in any clinically
relevant outcome.

* The population evaluated for the EC indication was a specific cohort from a larger study
that included patients with many different types of solid tumors. All patients in the EC
cohort had mismatch repair deficient (AMMR) EC that could not be cured with surgery
(advanced or metastatic disease) and had progressed on or after platinum doublet therapy.

* Tumor response (objective response rate) was 42% with 12.7% complete responses.
Seventy-three percent of patients had a duration of response of 6 months or longer.
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The following patients were excluded from the study: Patients with endometrial sarcoma
and patients who had prior therapy with a PD-1/PD-L1 inhibitor.

First-line: Subsequently, Jemperli (dostarlimab) was evaluated in a large, randomized, double-
blind, placebo-controlled trial [ENGOT-EN6/GOG-3031/RUBY] as part of a front-line regimen for
patients with advanced endometrial cancer for tumors that are dMMR or microsatellite
instability-high (MSI-H). [44]

*

Patients enrolled in the study had no prior systemic therapy in the advanced disease
setting, including no prior PD-1/PD-L1 inhibitor therapy. More specifically, patients
included in the study had:

. Primary advanced stage III or IV disease,
. Initial recurrent disease without prior systemic therapy, or
. Recurrent disease previously treated with neoadjuvant or adjuvant systemic

therapy with recurrence or progression at least 6 months after completion or

treatment (first recurrence).

Jemperli (dostarlimab) or placebo was initiated in combination with carboplatin plus
paclitaxel chemotherapy for six cycles and was then continued as a single agent until
disease progression.

The study enrolled patients with both mismatch repair deficient (dMMR) and mismatch
repair proficient (pMMR) tumors. Though an initial interim analysis of progression-free
survival (PFS) concluded that any benefit was attributable to the dMMR subgroup, a later
analysis of the mature overall survival (OS) endpoint demonstrated a statistically
significant and clinically relevant OS advantage that extended to patients with tumor that
were MMR proficient (pMMR tumors).[45]

The median OS reported in the study was 44.6 months and 28.2 months in the Jemperli
(dostarlimab) and placebo treatment arms, respectively (HR 0.69 [95% CI 0.54, 0.89]; p =
0.002).

Keytruda (pembrolizumab)

Subsequent-line:

*

With lenvatinib: Keytruda (pembrolizumab) received Accelerated FDA-approval for use in
patients with metastatic endometrial carcinoma, in combination with Lenvima
(lenvatinib), in patients whose disease progressed on prior therapy in any treatment
setting and curative surgery or radiation is not an option. It was approved in this setting
based on a cohort of patients from a small, single-arm trial that evaluated tumor response
rate [KEYNQOTE-146).1461 Clinical benefit has not been established.

As monotherapy: The evidence supporting the use of Keytruda (pembrolizumab) as a single
agent in unresectable or metastatic, MSI-H/dMMR endometrial carcinoma after
progression on standard front-line therapies is of poor quality. It is derived from a multi-
cohort, single-arm trial that reported tumor response rate as the endpoint [KEYNOTE-
158]. There is currently no comparative data or information related to improvement in any

clinical outcome.[47]

First-line: Subsequently, Keytruda (pembrolizumab) was evaluated in a large (N=816),

randomized, double-blind, placebo-controlled trial [NRG-GY018] as part of a front-line regimen
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for advanced endometrial cancer where it was found to improve PFS.[48]

* Patients enrolled in the trial had no prior systemic therapy in the advanced disease
setting, including no prior PD-1/PD-L1 inhibitor therapy.

* Keytruda (pembrolizumab) was initiated in combination with carboplatin plus paclitaxel
chemotherapy for six cycles and was then continued as a single agent until disease

progression.

* Patients in the Keytruda (pembrolizumab) treatment arm had improved median PFS
relative to those who received placebo. This PFS benefit extended to both mismatch repair
proficient and deficient tumors (pMMR and dMMR).

* PFS has not been shown to accurately predict any beneficial clinical outcome (it is an
unvalidated surrogate endpoint).

* The overall survival data from this study are not mature; however, interim results have
not yet detected any survival difference between treatment groups.

Guidelines
The NCCN Uterine Cancer guideline, which includes endometrial carcinoma, lists the following:[3

- First-line, primary or adjuvant (Stage ITI-IV): Imfinzi (durvalumab) [dMMR only], Jemperli

(dostarlimab), or Keytruda (pembrolizumab), in combination with carboplatin/paclitaxel as
preferred, category 1 for stage III and stage IV endometrial carcinomas, as well as for “First-line
for Recurrent Disease.” For Stage I-1V, carboplatin/paclitaxel (with or without prior
chemoradiation with cisplatin) is the preferred regimen.

- Second-line or Subsequent: many single-agent and combination chemotherapy regimens as

recommended regimens, including the following “Useful in Certain Circumstances.”

* For MSI-H/dMMR: Keytruda (pembrolizumab) monotherapy. Jemperli (dostarlimab)
monotherapy.
* For pMMR: Keytruda (pembrolizumab) plus Lenvima (lenvatinib)

Esophageal Cancer [including esophageal adenocarcinoma, esophageal squamous cell carcinoma (ESCCO)]
Background

- Esophageal cancers are classified by histology as either squamous cell carcinoma (ESCC) or

adenocarcinoma.

- There are differences in the treatment pathways based on disease histology, resectability, PD-L1
expression, or other tumor markers.

Imfinzi (durvalumab)

See Gastric and gastroesophageal junction (GEJ) Cancer (adenocarcinoma)

Keytruda (pembrolizumab)
Advanced Esophageal (Adenocarcinoma or ESCC) Cancer - First-line setting, High-PD-L1 expressing:

- A double-blind RCT [KEYNOTE-590] evaluated the addition of Keytruda (pembrolizumab) to
standard first-line chemotherapy relative to placebo plus chemotherapy in patients with locally

advanced or metastatic esophageal or gastroesophageal junction (GEJ) carcinoma. The coprimary
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endpoints were PFS and OS. [149]

* The trial included patients with esophageal cancer with either squamous cell carcinoma or
adenocarcinoma histology. GEJ cancers were included if they had an epicenter 1 to 5
centimeters above the GEJ.

* Therapy was continued until disease progression, unacceptable toxicity, or for up to a
maximum of two years.

* Patients enrolled in the trial were not candidates for surgical excision of their tumor or for
definitive chemoradiation (CRT) and had no prior treatment in the advanced disease
setting. The majority (54%) of patients enrolled had tumors that had a PD-L1 CPS > 10.

* The median OS in the overall population was 12.4 months and 9.8 months in the Keytruda
(pembrolizumab) and placebo treatment arms, respectively; and the median OS in the PD-
L1 CPS > 10 population was 13.5 months and 9.4 months, respectively. An exploratory
analysis found there was no difference in median OS in the PD-L.1 CPS < 10 population
(10.5 months and 10.6 months, respectively), suggesting that efficacy of Keytruda
(pembrolizumab) was being driven by PD-L1 expression.

Advanced Esophageal Cancer (ESCC) - Subsequent-line setting:

- Keytruda (pembrolizumab) was evaluated in a randomized, controlled trial in patients with
recurrent locally advanced, or metastatic esophageal carcinoma who progressed on or after on
prior systemic therapy [KEYNOTE-181].501 The trial included both squamous cell carcinoma
(ESCC) and adenocarcinoma. However, the primary efficacy endpoint was OS in patients with
ESCC, patients with tumors expressing PD-L1 CPS > 10, and all randomized patients.

* Keytruda (pembrolizumab) as a single agent was compared with investigator’s choice of
chemotherapy.
* Patients with HER2/neu-positive disease were required to have received treatment with

an approved HER2/neu targeted therapy [e.g., trastuzumab].

* The primary analysis for this study was in the subgroup of patients with PD-L1
expressing ESCC (CPS > 10) found an overall survival advantage with Keytruda
(pembrolizumab) relative to cytotoxic chemotherapy. There was no survival difference
between the groups when the intent-to-treat population was analyzed so the FDA-
approval excluded PD-L1 negative tumors.

* Subpopulations with tumor histologies other than ESCC (e.g., patients with esophageal
adenocarcinoma) were not part of the primary analysis so are not included as part of the
FDA indication.

* Randomization was not stratified by PD-L1 status which is a potential limitation of this
data.

- The use of Keytruda (pembrolizumab) for advanced esophageal adenocarcinoma in the subsequent
line setting is considered investigational.

Opdivo (nivolumab)
FEarly-Stage (Resectable) Esophageal (Adenocarcinoma or ESCC) or GEJ Cancer — as ADJUVANT therapy

- The efficacy of Opdivo (nivolumab) in esophageal or gastroesophageal junction (GEdJ) cancer is
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based on a phase 3, randomized, double-blind controlled trial [CheckMate-577] that compared
adjuvant treatment with Opdivo (nivolumab) versus placebo in patients with stage II or III
(resectable) esophageal or GEJ. [2551]

* The trial included tumors with both adenocarcinoma (71%) and squamous cell carcinoma
(29%) histology.
* All patients had to have completed neoadjuvant chemoradiotherapy (CRT) followed by a

complete resection where the patient was rendered free of disease.

* Additionally, all patients had residual pathological disease (absence of pathological
complete response) after their initial treatment. Patients with resectable metastatic
disease were not eligible to participate in the study.

* Patients were randomized to either nivolumab or placebo for a total duration of up to one
year of adjuvant therapy.

* Efficacy was based on disease-free survival, an unvalidated surrogate endpoint. Median
DFS was 22.4 months and 11.0 months in the Opdivo (nivolumab) and placebo treatment
arms, respectively. OS results are not mature.

Advanced Esophageal Squamous Cell Cancer (ESCC) - Subsequent-line setting:

The efficacy of Opdivo (nivolumab) in refractory, unresectable advanced, recurrent, or metastatic
ESCC is based on a phase 3, open label, randomized controlled trial that compared Opdivo
(nivolumab) with investigator's choice of taxane (paclitaxel or docetaxel). There was a modest OS
improvement with Opdivo (nivolumab) relative to chemotherapy [ATTRACTION-3].[52

* Patients were refractory or intolerant to at least one fluoropyrimidine- and platinum-based
regimen.
* At a minimum follow-up time (i.e., time from random assignment of the last patient to data

cutoff) of 17.6 months, OS was statistically significantly improved with Opdivo (nivolumab)
versus chemotherapy (median 10.9 vs 8.4 months).

Although there is interest in the use of Opdivo (nivolumab)/Yervoy (ipilimumab), a combination
immunotherapy, after progression on other therapies, Opdivo (nivolumab)/Yervoy (ipilimumab) is
only coverable in the settings in which it was studied and NOT as a salvage therapy. In addition,
the use of Opdivo (nivolumab)/Yervoy (ipilimumab) after progression on a monotherapy PD-1/PD-
L1 inhibitor therapy [e.g., Keytruda (pembrolizumab)] is also not coverable.

Advanced Esophageal Squamous Cell Cancer (ESCC) - First-line setting:

Opdivo (nivolumab) was approved as a potential first-line therapy in combination with
fluoropyrimidine- and platin-based chemotherapy or ipilimumab for unresectable advanced or
metastatic ESCC based on a large randomized, open-label trial that demonstrated a 2- to 2.5-
month improvement in median OS relative to chemotherapy alone.[®3] This is likely an
overestimate of expected survival benefit in the general population due to the following:

* The trial was enriched with patients whose tumors overexpressed PD-L1 (PD-L1 > 1%) and
were therefore more likely to respond to this immunotherapy combination. Subgroup
analyses support this analysis as there was a 6-month improvement in median OS relative
to standard chemotherapy in the PD-L1 > 1% population; however, there was no survival
benefit relative to chemotherapy in the PD-L1 < 1% population. (Note: 49% of the study
population had PD-L1 expression > 1%)
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* Only 16% of patients in the chemotherapy arm received a PD-(L)1 inhibitor after disease
progression. Follow-on therapy with a PD-(LL)1 inhibitor is standard of care in the US based
on current guidelines. There are currently two PD-1 inhibitors approved as monotherapy
for ESCC in the second-line setting (after progression on chemotherapy).

- Optimal sequencing of therapies in esophageal carcinomas has not yet been determined.

Advanced Esophageal Adenocarcinoma - First-line setting:

- The efficacy of Opdivo (nivolumab) in advanced esophageal adenocarcinoma is based on a phase 3,

open-label, randomized controlled trial [CheckMate-649] that compared first-line treatment with
Opdivo (nivolumab) plus chemotherapy versus chemotherapy alone in patients with unresectable
advanced, or metastatic gastric or GEJ cancer, or esophageal adenocarcinoma. (25541 Note: This

same trial was used for the approval of Opdivo (nivolumab) in advanced gastric and GEJ cancer.
(See “Gastric and GEdJ cancer (adenocarcinoma)”)

Tevimbra (tislelizumab)

- Advanced ESCC - Subsequent therapy: The efficacy of Tevimbra (tislelizumab) as a single agent in

recurrent (previously treated) locally advanced (unresectable) or metastatic esophageal squamous
cell carcinoma (ESCC) was evaluated in a randomized controlled trial (RCT) where it was
compared with single-agent chemotherapy [RATIONALE-302 Study; N=512].55]

* Patients enrolled in the study had disease progression on or after prior systemic therapy
in the advanced or metastatic disease setting. The study also included patients whose
disease recurred within 6 months of completing a course of neoadjuvant or adjuvant
chemotherapy or chemoradiotherapy.

* Patients with active brain metastases, histology other than ESCC, or who had prior PD-
1/PD-L1 inhibitor therapy were excluded from the study.

* The study compared Tevimbra (tislelizumab) 200 mg IV every 3 weeks versus
investigator’s choice of single agent chemotherapy (paclitaxel, docetaxel, or irinotecan).

* Median overall survival (OS) was 8.6 months and 6.3 months in the Tevimbra
(tislelizumab) and chemotherapy treatment arms, respectively. This is a statistically
significant difference.

* Advanced ESCC - First-line therapy: A second RCT [RATIONALE-306; N=649] studied
Tevimbra (tislelizumab) as an add-on to standard front-line chemotherapy in patients

with locally advanced (unresectable) or metastatic ESCC where it was compared with
placebo plus standard front-line chemotherapy. 561 The study enrolled patients who had
no prior therapy for their locally advanced or metastatic ESCC and the disease was not
amenable to definitive therapies (curative intent) including surgery and radiation. If
patients had received prior neoadjuvant or adjuvant platinum-based chemotherapy, a
treatment-free interval (no disease progression) of at least 6 months was required.

* Patients with active brain metastases, histology other than ESCC, or who had prior PD-
1/PD-L1 inhibitor therapy were excluded from the study.

* The study compared Tevimbra (tislelizumab) plus a platinum doublet with placebo plus a
platinum doublet. The platinum (cisplatin or oxaliplatin) was stopped after six cycles.
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Tevimbra (tislelizumab) was continued until disease progression.

* An OS benefit was observed with Tevimbra (tislelizumab) relative to placebo with median
OS of 17.2 months and 10.6 months, respectively.

* Opdivo (nivolumab), Keytruda (pembrolizumab), and Tevimbra (tislelizumab) are now
FDA approved in this first-line treatment setting. Although there is no directly
comparative evidence, all three PD-1/PD-L1 inhibitor therapies appear similar with
respect to safety and efficacy. However, the cost of Tevimbra (tislelizumab) is significantly
higher. Therefore, Tevimbra (tislelizumab) is considered ‘not medically necessary’ in the
front-line setting for advanced ESCC as it is not proven to be safer or more effective, but is
more costly than alternatives.

Guidelines:
The NCCN Esophageal/Esophagogastric Junction Cancer and Gastric Cancer guidelines list the following
recommendations, based on histology, resectability, and line of therapy: [3]
- Resectable esophageal or GEJ cancer (adenocarcinoma), in those medically fit:
* Staging is based on clinical and pathological findings [TNM; tumor size, nodal involvement,

and metastases], using AJCC staging system. Risk is based on lymphovascular invasion
(LVI), histology, and staging.

* Primary treatment for resectable esophageal/GEJ adenocarcinoma, high-risk lesions (LVI,
>3 cm, poorly differentiated; cT'1b-cT2,N+ or cT3-cT4a, any N): [cat 2A, unless noted] -
Perioperative chemotherapy (preferred) [category 1 option]:

. Preferred: fluorouracil, leucovorin, oxaliplatin, and docetaxel (FLOT), based on
evidence for overall survival
. Preferred: FLOT + durvalumab for PD-L1 CPS>1 (or TAP>1%) [cat 1 for

gastric/GEdJ; cat 2A for esophageal] (footnote: no EFS advantage in diffuse-type
gastric/GEJ cancer).

. ‘Other Recommended’: fluorouracil/cisplatin; fluoropyrimidine/oxaliplatin [2A]

* Adjuvant therapy is based on surgical outcomes/pathological findings, including extent of
LN resection (D1 vs. D2 dissection for GC). In those who received systemic therapy:

. RO: systemic therapy, if preoperative chemotherapy [cat 1]; For esophageal/GEdJ yp
T+ and/or N+: nivolumab adjuvant [see below]

. R1: CRT, observation, or consider re-resection.

. R2: CRT or palliative care

RO resection (no cancer at resection margins); R1 (microscopic residual cancer); R2 (macroscopic residual cancer or M1)
- Resected esophageal or GEJ cancer (adenocarcinoma or squamous cell carcinoma):
* Adjuvant: Opdivo (nivolumab) is listed as preferred, category 1 for adjuvant use in resected

esophageal or esophagogastric junction cancer with residual disease, after pre-operative
chemoradiation (CRT).

- Squamous cell carcinoma (ESCC or gastric SCC) - unresectable locally advanced, recurrent, or
metastatic:

* First-line: for-PD-L1 CPS > 1: Opdivo (nivolumab), Keytruda (pembrolizumab), or
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Tevimbra (tislelizumab) in combination with fluoropyrimidine/oxaliplatin (or cisplatin) are
listed as preferred, category 1. [nivolumab/ipilimumab is a category 2A]

Second- and subsequent-line: Single agent Opdivo (nivolumab), Keytruda

(pembrolizumab), or Tevimbra (tislelizumab); OR single agent docetaxel, paclitaxel, or
irinotecan [all preferred, category 1]. Keytruda (pembrolizumab) is only recommended for
tumors with PD-L1 CPS > 10.

The use of PD-1 inhibitors [such as Opdivo (nivolumab) or Keytruda (pembrolizumab)] is
only recommended if there has been no prior tumor progression on checkpoint inhibitor
therapy (e.g., PD-1 or PD-L1 inhibitor).

- Adenocarcinoma (esophageal, gastric or GE<J cancer) - unresectable locally advanced, recurrent —

first-line
* First-line:
. HERZ2-positive disease: Fluoropyrimidine/oxaliplatin (or cisplatin) plus trastuzumab

is a preferred regimen. Keytruda (pembrolizumab) may be added for PD-L1 CPS>1
(also preferred, category 1).
. HERZ2-negative disease:

- PD-L1 CPS > 5: Opdivo (nivolumab), Keytruda (pembrolizumab), or Tevimbra
(tislelizumab) in combination with fluoropyrimidine/oxaliplatin (or cisplatin)
are listed as preferred, category 1 recommendations.

- PD-L1 CPS > 1: These combination therapy recommendations drop to
category 2A for CPS > 1.

Subsequent-line: The use of PD-1/PD-L1s as subsequent therapy for esophageal or

gastric/GEdJ adenocarcinoma is not supported by guidelines.

Gastric and Gastroesophageal junction (GEJ) Cancer (adenocarcinoma)

Imfinzi (durvalumab)

Resectable gastric (GC) and GE<J cancer (GEJC), adenocarcinoma — perioperative (neoadjuvant/adjuvant):

- Imfinzi (durvalumab) received FDA approval in the perioperative setting based on meeting its
primary endpoint of event-free survival (EFS), a surrogate endpoint with unknown clinical value,
in one low confidence multinational, randomized, double-blind, placebo-controlled trial
[MATTERHORN] in patients with previously untreated, resectable GC/GEJC (Stage II to Stage
IVA) [n=948].157

*

Included resectable adenocarcinoma, Stage II to IVA [>T2 NO0-3 MO or T0-4 N1-3 MO per
AJCC 8th Edition]. GEJC includes Siewert type 2 and 3 tumor (type 1 was also eligible, as
long as treated as 2/3).

All patients were medically fit for FLOT chemotherapy and surgical resection.

The trial evaluated the addition of Imfinzi (durvalumab) to standard of care (SOC)
perioperative FLOT chemotherapy (cycles every 4 weeks), as follows:

. Durvalumab/FLOT x 2 neoadjuvant, surgery, then adjuvant durvalumab/FLOT x 2,
durvalumab monotherapy x 10 (up to 12 total adjuvant cycles)

. Placebo/FLOT x 2 neoadjuvant, surgery, then adjuvant placebo/FLOT x 2, then
placebo monotherapy x 10 (up to 12 total adjuvant cycles)
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At a median follow-up of 31.5 months, the median EFS was not reached for Imfinzi
(durvalumab) and 32.2 months for placebo [HR 0.68 (0.56, 0.84); p<0.001]. At this time,
health outcomes are unknown, as the overall survival results are not yet mature. 24-month
EFS difference of 8.9%.

The trial enrolled subjects independent of PD-L1 expression or histologic type. However,
post-hoc analyses found better response (EFS) in those with PD-L1 expressing tumors (TAP
>1% or CPS > 1) as compared to those with TAP<1 (or CPS<1). Additionally, there was no
EFS benefit in diffuse histology tumors as compared to placebo. Therefore, Imfinzi
(durvalumab) in this setting is coverable only for those with PD-L1 expressing tumors with
a non-diffuse histology type (such as intestinal or indeterminate).

Keytruda (pembrolizumab)

Advanced HERZ2-positive gastric and GE<J adenocarcinoma — First line:

- A multicenter, randomized, double-blind, placebo-controlled trial [KEYNOTE-811] evaluated the
addition of Keytruda (pembrolizumab) to standard of care (SOC) trastuzumab plus chemotherapy
relative to placebo plus SOC in patients with HER2-positive, locally advanced unresectable, or
metastatic gastric or gastroesophageal junction (GEJ) adenocarcinoma. [15859]

*

All patients enrolled in this study had no prior therapy for metastatic disease, no prior PD-
1/PD-L1 inhibitor therapy and had good performance status (PS).

Patients received SOC trastuzumab plus chemotherapy [either CAPEOX (87%) or
fluorouracil plus cisplatin (13%)] in addition to either Keytruda (pembrolizumab) or placebo.

Approximately 87% of patients had a PD-L1 CPS of 1% or more.

There was no difference in median OS between the Keytruda (pembrolizumab) and placebo
treatment arms in the intent-to-treat population. A subgroup analysis suggests a significant
improvement in median OS in the patients with PD-L1-expressing tumors (CPS > 1). Based
on this information, the FDA updated the indication for Keytruda (pembrolizumab) in
HER2-positive, advanced/metastatic gastric or GEJ adenocarcinoma to limit use to the PD-
L1 CPS > 1 subpopulation.

Advanced HERZ2-negative gastric and GEJ adenocarcinoma — First line:

- A second, similarly designed trial [KEYNOTE-859] evaluated Keytruda (pembrolizumab) as an
add-on to SOC chemotherapy as a front-line therapy for HER2-negative, locally advanced
unresectable, or metastatic gastric or GEJ adenocarcinoma.[60]

*

As in the study above, all patients enrolled in this study had no prior therapy for
metastatic disease, no prior PD-1/PD-L1 inhibitor therapy and had good PS.

Patients received SOC chemotherapy [either CAPEOX (86%) or fluorouracil plus cisplatin
(14%)] in addition to either Keytruda (pembrolizumab) or placebo.

Approximately 78% of patients had a PD-L1 CPS of 1% or more and 35% had a CPS > 10.

There was a significant improvement in median OS in the Keytruda (pembrolizumab)
treatment arm relative to the placebo arm in the intent-to-treat population (12.9 months
and 11.5 months, respectively). The difference in median OS was greater in the subgroups
with high levels of PD-L1 expression suggesting results may have been driven by PD-L1
expression. The median OS in patients with tumors that had PD-L.1 CPS > 10 was 15.7
months and 11.8 months in the Keytruda (pembrolizumab) and placebo arms, respectively.
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Advanced Esophageal (Adenocarcinoma or ESCC) and GEJ Cancer - Front-line setting, High-PD-L1
expressing: see “Esophageal cancer”

Advanced gastric and GEJ adenocarcinomas — Subsequent line:

- Keytruda (pembrolizumab) received Accelerated approval as a monotherapy for recurrent locally
advanced or metastatic gastric or GEJ adenocarcinoma in tumors expressing PD-L1 (CPS > 1)
when disease progressed on or after two or more lines of therapy [KEYNOTE-059]. Subsequently,
this indication was voluntarily withdrawn by the manufacturer because clinical benefit was not

demonstrated in confirmatory trials. [1 611 Therefore, use of Keytruda (pembrolizumab) in the
subsequent-line advanced gastric and GEJ adenocarcinoma settings is considered investigational.

- Several other Keytruda (pembrolizumab) trials have also failed to establish clinical benefit in
various gastric cancer settings:

* Keytruda (pembrolizumab) in the second-line setting failed to meet the primary endpoints of
PFS and OS as compared to paclitaxel in a phase 3 trial [KEYNOTE-061].(621 All subjects
had gastric/GEJ cancer with a PD-L1 CPS of 1 or higher that progressed on first-line
chemotherapy with a platinum and fluoropyrimidine.

* In the first-line setting, Keytruda (pembrolizumab), as a monotherapy or in combination
with chemotherapy, failed to improve PFS and OS as compared to chemotherapy alone in a
phase 3 trial [KEYNOTE-062].631 All subjects had gastric/GEdJ cancer with a PD-L1 CPS of 1
or higher. Among patients with a CPS of > 10, Keytruda (pembrolizumab) was numerically,
but not statistically, superior to chemotherapy. Of note, 15% of patients in the control arm
were treated with post-trial immune checkpoint inhibitors.

Opdivo (nivolumab)

Advanced Gastric, GEJ, and Esophageal Adenocarcinoma - First-line setting

- The efficacy of Opdivo (nivolumab) in gastric, GEJ, and advanced esophageal cancer is based on a
phase 3, open-label, randomized controlled trial [CheckMate-649] that compared front-line
treatment with Opdivo (nivolumab) plus chemotherapy versus chemotherapy alone in patients
with unresectable advanced, or metastatic gastric or GEJ cancer and esophageal
adenocarcinoma.[25 54]

. Seventy percent of the population had gastric cancer, 18% had GEJ cancer, and the
remaining 12% had esophageal adenocarcinoma. Ninety-six percent of the population had
metastatic disease.

. Opdivo (nivolumab) was given in combination with fluoropyrimidine (fluorouracil or
capecitabine) plus oxaliplatin chemotherapy. Patients in the comparator arm received the
same chemotherapy regimen given alone.

. The trial initially enrolled patients regardless of PD-L1 CPS status; however, a protocol
amendment was made when the trial was underway which required a PD-L1 CPS of 5% or
more. This resulted in an overall population of patients with tumors that had a higher-
than-average PD-L1 CPS expression (the population was enriched with high PD-L1-
expressing tumors).

. Efficacy was based on the primary efficacy population of patients with tumors with a PD-
L1 CPS > 5. The median OS was 14.4 months and 11.1 months in the Opdivo (nivolumab)
and comparator arms, respectively.
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. Results in the ITT population (all patients, regardless of tumor PD-L1 CPS expression) are
not reliable as this population was enriched with patients whose tumors had high PD-L1
CPS expression and were more likely to respond to PD-1 inhibitor therapy.

FEarly-Stage (Resectable) GEJ Cancer — as ADJUVANT therapy — see _Esophageal Cancer

Tevimbra (tislelizumab)

First line: A phase 3 trial [RATIONALE-305] evaluated Tevimbra (tislelizumab) as an add-on to
SOC chemotherapy as a first-line therapy for HER2-negative, locally advanced unresectable, or

metastatic gastric or GEJ adenocarcinoma. (641

. All patients enrolled in this study had no prior therapy for metastatic disease, no prior PD-
1/PD-L1 inhibitor therapy and had good PS (ECOG 0-1).

. Patients received SOC chemotherapy [either CAPEOX or fluorouracil plus cisplatin] in
addition to either Tevimbra (tislelizumab) or placebo.

. Patients were enrolled regardless of PD-L1 expression status. Approximately 45% of
patients had a PD-L1 Tumor Area Positivity (TAP) of less than 5% and 55% had a TAP > 5.

. The primary endpoint was overall survival in the patients with TAP > 5. There was a

significant improvement in median OS in the Tevimbra (tislelizumab) treatment arm
relative to the placebo arm in the TAP > 5 population (16.4 months and 12.8 months,
respectively as well as in the intent-to-treat population (15.0 months and 12.9 months,
respectively). The difference in median OS was greater in the subgroups with high levels of
PD-L1 expression suggesting results may have been driven by PD-L1 expression.

. The prespecified determination of PD-L1 expression was done using TAP with the
VENTANA PD-L1 (SP263) platform. However, Combined Positive Score (CPS) was also
assessed post hoc using the samples from which the prespecified TAP score was assessed.
The investigators reported high concordance of results (82%) between the test results from
TAP and CPS. The ODAC recommended labeling the indication based on “PD-L1
expression > 1,” without a specific required testing method. Therefore, the coverage criteria
allow for use of either the TAP or CPS testing for expression of PD-L1 expression.

Guidelines:

[see Esophageal Cancer - Guidelines]:

Head and neck squamous cell cancer (HNSCC, SCCHN)

Background!3 65 6¢]

Head and neck cancers are divided into two categories: non-nasopharyngeal and nasopharyngeal
(NPC). NPC cancers are not included in this section [See Nasopharyngeal carcinoma (NPC)].

Non-NPC HNSCC includes oral cancers (of the oral cavity, oropharynx, hypopharynx) and
laryngeal cancer.

HNSCC is more prevalent in those with a history of tobacco (all), along with heavy alcohol use
and human papillomavirus (HPV) infection for oral cancers.

Most HNSCC is locally advanced (LA) at diagnosis. Treatment goals vary based on site of the
tumor, disease categorization as well as site.
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* Oral cavity: buccal mucosa, floor of mouth, oral tongue, alveolar ridge, retromolar trigone,

hard palate
* Oropharynx: base of tongue, tonsil, posterior pharyngeal wall, soft palate
* Hypopharynx
* Larynx (glottic and supraglottic)
* Sinus (ethmoid and maxillary)

- Most patients with LA HNSCC are treated with chemoradiotherapy or surgery, followed by
radiotherapy with or without chemotherapy as the standard of care.

- HPV-negative (pl6-negative) HNSCC are at higher risk of recurrence.
Keytruda (pembrolizumab)

- First-line, unresectable or metastatic: Keytruda (pembrolizumab) was FDA approved as a first-

line treatment for unresectable or metastatic HNSCC as a monotherapy OR in combination with
standard chemotherapy, based on small improvement in overall survival (OS) in an open-label
phase 3 trial [KEYNOTE-048]:(67

* The combination of Keytruda (pembrolizumab) and a platin plus fluorouracil improved
median OS relative to Erbitux (cetuximab) plus a platin and fluorouracil (13.0 months
versus 10.7 months, respectively; p = 0.0067).

* A small survival advantage (statistically significant) was noted with use of Keytruda
(pembrolizumab) monotherapy relative to Erbitux (cetuximab) plus a platin and
fluorouracil in PD-L1-positive tumors (CPS > 1). Median OS was 12.3 months and 10.3
months in the Keytruda (pembrolizumab) and chemotherapy arms, respectively. The
advantage did not extend to the overall population (OS superiority was only for tumors
with CPS > 1).

- Subsequent-line, recurrent or metastatic: Keytruda (pembrolizumab) also has approval

(Accelerated) as a subsequent-line therapy for recurrent or metastatic HNSCC as a single agent

when used after progression of disease on or after a platinum-containing chemotherapy.

* Efficacy was based on improved tumor response rates in two uncontrolled, open-label
studies [KEYNOTE-012], with a 16% objective response rate (ORR). A small proportion of
complete responses (4.6%) was reported in one of the trials. The remainder were partial
responses. To date, there is no evidence that it improves any clinically relevant outcome
(e.g., improved survival, symptom control, function, or quality of life) in this setting. [* 68]

* There is no evidence to support the use of Keytruda (pembrolizumab) as a second-line
therapy in patients unable to use first-line platinum-based chemotherapy for HNSCC.

- Perioperative (neoadjuvant/adjuvant). resectable locally advanced (LA): Keytruda (pembrolizumab)

received FDA approval in the perioperative setting based on meeting its primary endpoints of
event free survival (EFS), a surrogate endpoint with unknown clinical value, in one low confidence
open-label Phase 3 trial [KEYNOTE-689] in patients with resectable LA HNSCC (Stage III-IVA)

(n=714).1691

* The trial enrolled adults with newly diagnosed, nonmetastatic, resectable LA HNSCC (26%
stage III, 74% stage IVA).

* Subjects had to be eligible for cisplatin-based chemotherapy (CrCl > 60) and eligible

for/planning to undergo primary surgery.
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* No prior radiotherapy or systemic anticancer therapy (including PD1/PD-L1) for treatment
of HNSCC was allowed.

* Although not required for trial enrollment, 96% of randomized subjects had PD-1.1
expressing (CPS >1) HNSCC.
* Patients were randomized to perioperative add-on or standard of care (SOC)

chemoradiotherapy (CRT).

=  Pembrolizumab: neoadjuvant 200 mg Q3W x 2 cycles, followed by resection, then
adjuvant radiotherapy (RT) + cisplatin plus pembrolizumab Q3W x 15 cycles (n =363)

= Control: Placebo, followed by resection, a then adjuvant RT =+ cisplatin 2 (n =351) 2 Addition
of cisplatin to the adjuvant RT was based on risk for recurrence (in about half of the
enrolled subjects):

=  High risk: positive margins (<1 mm) or extranodal extension; CRT (RT plus cisplatin
Q3W x 3 cycles).

=  Low-risk disease: no positive margins or extranodal extension; RT (no cisplatin).

* Efficacy was based on a statistically significant difference in event-free survival (EFS).
Although EFS is usually not considered a clinically meaningful endpoint, the difference in
EFS (30 months) may be meaningful in a population where recurrence/progression is
common and subsequent therapies (such as radiation) have significant morbidity.

* There was no difference in secondary endpoints of major pathological response (mPR) or
clinical outcome, interim overall survival (OS).

* Limitations: unknown health outcome, lack of blinding introduces bias, high differential
dropout rate.

- There is insufficient evidence for the use of Keytruda (pembrolizumab) in patients with LA
HNSCC who are not a candidate for primary surgery. Keytruda (pembrolizumab) was studied in a
phase 3 placebo-controlled RCT study [KEYNOTE-412] as add-on to concurrent CRT for locally
advanced (LA) HNSCC in patients who were candidates for definitive chemoradiotherapy, but not
for primary surgery. Both arms received standard CRT.[79 The study failed to meet its EF'S
endpoint.

Opdivo (nivolumab)

- Subsequent-line, recurrent or metastatic: Opdivo (nivolumab) received approval for recurrent or

metastatic HNSCC based on improved overall survival (OS), a clinically relevant endpoint, relative
to investigator’s choice of Erbitux (cetuximab) or single-agent chemotherapy in an open-label
randomized controlled trial (N = 361) [CHECKMATE-141].[2571]

* The trial included cancer of the oral cavity, pharynx, or larynx that was not amenable to
curative therapy and progressive disease within 6 months of receiving platinum-based
chemotherapy.

* Median OS was 7.5 months and 5.1 months in the Opdivo (nivolumab) and investigator’s

choice of therapy treatment arms, respectively. A subgroup analysis demonstrated greater
improvement in median OS with Opdivo (nivolumab) when at least 1% of the cells in the
tumor expressed PD-L1 (tumor proportion score of > 1%).
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Guidelines:
The National Comprehensive Cancer Network (NCCN) head and neck cancers guideline lists:[3]
- For recurrent, unresectable, or metastatic HNSCC:
* Use of Keytruda (pembrolizumab) for recurrent, unresectable, or metastatic HNSCC when

used in the front-line treatment setting, as well as when used in the subsequent-line
treatment setting.

* Opdivo (nivolumab) monotherapy among treatment options for non-nasopharyngeal
HNSCC subsequent-line therapy, when there has been disease progression on or after
platinum-containing chemotherapy.

- For resectable non-nasopharyngeal HNSCC:
* Primary treatment is based on pathological risk (tumor stage and nodal status).
* For less advanced/aggressive HNSCC, primary treatment is surgery, with the addition of
pembrolizumab if CPS >1 (neoadjuvant + adjuvant with cisplatin for extranodal disease
for Stage III/IVA), or radiotherapy (RT) [chemoradiotherapy (CRT) or definitive RT)].

Induction chemotherapy is recommended only in hypopharynx and larynx (select T 3-4a
and/or node +).

* Adjuvant RT or CRT is recommended for most HNSCC when there are adverse
pathological features, extranodal extension, or positive margin after surgery. Addition of
Keytruda (pembrolizumab) is recommended (if used neoadjuvant).

Hepatocellular Carcinoma (HCC)

Disease Background: Child Pugh Scoring

- Various rating scales may be used to estimate degree of hepatic dysfunction with chronic liver
disease.

- In the trials for the use of PD1 and PD-L1 inhibitor therapy for HCC, the Child-Pugh (CP) score
for cirrhosis mortality was used to screen for HCC patients with less severe liver disease.

- The CP score is an estimate of chronic liver disease and cirrhosis and is used as a prognostic
indicator. Points are assigned for markers of hepatic dysfunction, including liver function tests,
ascites, and encephalopathy. CP score is reported as a range, given it is an estimation assigned by
the treating provider. Based on score, a CP class is assigned. The lower end of the reported range
may be used as a marker for illness/prognosis (e.g., CP A6/B7 meets intent of coverage criteria of
class A) (see Appendix 3).

- The evidence for use of systemic anticancer therapy in Child-Pugh class B HCC is limited to small
numbers of patients across pivotal trials. All included patients had good performance status
(ECOG 0-1). Additionally, patients with Child-Pugh class C were not included due to their poor
performance status. Therefore, coverage of systemic therapies for HCC is limited to patients with
good performance status (ECOG 0-1).

Imfinzi (durvalumab)

- First-line, unresectable or metastatic: A large, phase 3 RCT (HIMALAYA) compared the
combination of Imjudo (tremelimumab) + Imfinzi (durvalumab) with sorafenib in adults with

unresectable, previously untreated HCC not amenable to locoregional treatment. [72 73]
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* The majority of patients (563%) had extrahepatic spread of their disease and nearly all
(99%) had Child-Pugh Class A disease (score of A5, 73%; and score of A6, 26%). All
enrolled patients had good performance status (ECOG 0-1).

* An overall survival (OS) advantage in favor of Imjudo (tremelimumab) + Imfinzi
(durvalumab) was reported in the study.

* The study also employed a parallel Imfinzi (durvalumab) monotherapy arm. The median
OS in the Imfinzi (durvalumab) monotherapy arm was numerically similar to the median
OS in the Imjudo (tremelimumab) + Imfinzi (durvalumab) arm. However, a statistical
difference was not demonstrated for the comparison between Imfinzi (durvalumab)
monotherapy and sorafenib. A likely reason a statistical difference was not demonstrated
is because of the lack of statistical power allocated to this secondary analysis (a non-
inferiority analysis was done).

Endpoint T+D (n=393) | D (n=389) S (n=389) HR [95% CI]; p-value

OS, median | 16.4 mos | ------ 13.8 mos 0.78 [0.66, 0.92]; 0.004

OS, median | ------ 16.5 mos 13.8 mos 0.86 [0.73, 1.03]; non-inferior

D = durvalumab; T+D = tremelimumab+ durvalumab; S = sorafenib

* Based on this evidence it is unclear whether the addition of Imjudo (tremelimumab) to
Imfinzi (durvalumab) results in a clinically relevant improvement in OS over sorafenib
relative to Imfinzi (durvalumab) alone. (Note: Durvalumab monotherapy has not been FDA
approved for advanced HCC but is listed in NCCN guidelines as a potential treatment
option).

Keytruda (pembrolizumab)

Subsequent line, advanced (unresectable or metastatic):

- Keytruda (pembrolizumab) received Accelerated FDA approval for use in HCC after progression of
disease on, or intolerance to, first-line Nexavar (sorafenib) based on a small, single-arm, open-label
Phase 2 preliminary study [KEYNOTE-224] in patients with Child-Pugh (CP) Class A disease that
evaluated tumor response rate. Clinical benefit in this setting has not been demonstrated.l[’4 The
confirmatory phase 3 trial [KEYNOTE-240] failed to demonstrate PFS or OS benefit. A subsequent
phase 3 trial [KEYNOTE-394] demonstrated a very small improvement in OS in a more limited
population and the FDA narrowed the approved indication to relapsed/refractory HCC due to
hepatitis B virus (HBV), in CP-Class A only.

* Subjects enrolled in the trial had progressive disease while on Nexavar (sorafenib) or had
intolerable adverse effects to Nexavar (sorafenib) therapy.

* Nearly all of the patients were Child-Pugh Class A (score of A5 or A6); however, a small
portion (6%) had a score of B7/B8 (Class B). All enrolled patients had good performance
status (ECOG 0-1).

* Most patients (64%) had disease that had spread beyond the liver.

* An ORR of 17% was reported in the trial. ORR has not been shown to accurately predict
clinically relevant outcomes. Additionally, it is not known how Keytruda (pembrolizumab)
compares with other second-line HCC therapies.
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- The confirmatory phase 3 RCT [KEYNOTE-240] evaluating Keytruda (pembrolizumab) relative to
placebo (best supportive care) in the second-line advanced HCC setting failed to meet the primary
endpoints of PFS and OS.[73 There is the potential for this indication to be withdrawn in the future
based on FDA guidance for Accelerated approvals that states: “Continued approval for this
indication may be contingent upon verification and description of clinical benefit in the

confirmatory trials”.

- Narrowed indication - HBV: A subsequent RCT [KEYNOTE-394] intended as the confirmatory trial
for Keytruda (pembrolizumab) in relapsed or refractory unresectable or metastatic HCC

demonstrated a <1-month improvement in median OS relative to placebo. The trial evaluated Asian
patients (primarily conducted in China) who had HCC secondary to hepatitis B virus (HBV)
infection. All patients had Child-Pugh Class A disease, and all had prior systemic therapy for HCC,
the majority (83%) with sorafenib. The FDA subsequently updated the Keytruda (pembrolizumab)
HCC indication to reflect the population used in this study (more narrow than initially
approved).[76]

Opdivo (nivolumab)

- Subsequent line, unresectable or metastatic:

* Combination therapy: Opdivo (nivolumab) received FDA Accelerated approval for use in
HCC after progression of disease on, or intolerance to, Nexavar (sorafenib) when given in
combination with Yervoy (ipilimumab) based on a small, single-arm, preliminary study
[CHECKMATE-040] that evaluated tumor response rate. Clinical benefit in this setting
has not been demonstrated. [2577]

=  Subjects had progressive disease while on, or had intolerance to, Nexavar (sorafenib)
therapy.

=  Patients had Child-Pugh Class A disease (a score of A5 in 82%, and A6 in 18% of
patients) and 80% had disease that had spread beyond the liver. All enrolled patients
had good performance status (ECOG 0-1).

=  An ORRs of 33% was reported with this regimen. ORR has not been shown to
accurately predict clinically relevant outcomes. Additionally, it is not known how
Opdivo (nivolumab) plus Yervoy (ipilimumab) compares with other second-line HCC
therapies.

* Monotherapy: The Accelerated FDA indication for use of Opdivo (nivolumab) as a
monotherapy in HCC after progression of disease on, or intolerance to, Nexavar (sorafenib)
was withdrawn by the manufacturer in July of 2021 because clinical benefit was not
demonstrated in confirmatory trials.

- First-line, unresectable or metastatic: A large, phase 3 RCT [CHECKMATE-9DW] compared the
combination of Opdivo (nivolumab)/Yervoy (ipilimumab) with investigator’s choice of TKI

(Ienvatinib or sorafenib) in adults with unresectable, previously untreated HCC not amenable to

locoregional treatment (n=668).[78!

* The majority of patients (54%) had extrahepatic spread of their disease and nearly all
(97%) had Child-Pugh Class A disease (score of A5, 78%; and score of A6, 19%). All
enrolled patients had good performance status (ECOG 0-1).
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* An overall survival (OS) advantage in favor of Opdivo (nivolumab)/Yervoy (ipilimumab)
was reported in the study (median +3.1 months). However, there was an early increase in
death with Opdivo (nivolumab)/Yervoy (ipilimumab) and significantly higher rate of
treatment-related adverse event (TRAE) discontinuations and hepatic related deaths.

* There was a potential safety signal for this new indication, with a 17% incidence of serious
liver-related AEs, not seen in the lenvatinib/sorafenib arm. There were 12 treatment-
related deaths in the Opdivo (nivolumab)/Yervoy (ipilimumab) arm, of which 11 occurred
in the 1st 6 months after randomization, and 9 were attributed to fatal hepatic events in
patients with underlying liver disease, as compared to three deaths in the TKI (lenvatinib
or sorafenib) arm (one hepatic). This safety signal, in addition to the early deaths, lowers
certainty in the overall health benefit of this regimen.

* In addition, the use of Opdivo (nivolumab)/Yervoy (ipilimumab) is significantly more costly
than other established treatment options for 15t line unresectable HCC [such as Imfinzi
(durvalumab)/Imjudo (tremelimumab)]. Therefore, Opdivo (nivolumab)/Yervoy
(ipilimumab) is coverable only when other established treatment options [such as Imfinzi
(durvalumab)/Imjudo (tremelimumab), or as detailed in the coverage criteria] are not a
treatment option.

- Sequential Immunotherapy: Although there is interest in the use of Opdivo (nivolumab)/Yervoy

(ipilimumab), a combination immunotherapy, after progression on other therapies, Opdivo
(nivolumab)/Yervoy (ipilimumab) is only coverable in the settings in which it was studied and NOT
as a salvage therapy. In addition, the use of Opdivo (nivolumab)/Yervoy (ipilimumab) after
progression on a monotherapy PD-1/PD-L1 inhibitor therapy [e.g., Keytruda (pembrolizumab)] is
also not coverable. Trials of Opdivo (nivolumab)/Yervoy (ipilimumab) excluded those with prior use
of immunotherapy (including PD-1,/PD-L1 inhibitors and CTLA4s).

Tecentriq (atezolizumab)

- First-line, unresectable or metastatic: The initial approval in HCC was based on the results of one

open-label, phase 3 RCT [IMbravel50] in patients with previously untreated, unresectable, or
metastatic HCC.[2 79

* The trial compared Tecentriq (atezolizumab) given in combination with bevacizumab with
Nexavar (sorafenib) as a monotherapy.

* All patients included in the study had Child-Pugh (CP) class A disease. The trial excluded
sicker patients (Class B and C; see Appendix 3). All enrolled patients had good
performance status (ECOG 0-1).

* An early analysis of overall survival (OS) favored Tecentriq (atezolizumab) plus
bevacizumab over Nexavar (sorafenib), with median OS reached in the Nexavar
(sorafenib) arm at 13.2 months but not been reached in the Tecentriq (atezolizumab) plus
bevacizumab combination arm at 17 months.

* Subsequently, an updated analysis after 12 additional months reported median OS of 19.2
months with Tecentriq (atezolizumab) plus bevacizumab and 13.4 months with Nexavar
(sorafenib).[80]

* It is unknown how Tecentriq (atezolizumab) plus bevacizumab compares to either agent
alone in this setting. In addition, the safety and efficacy of Tecentriq (atezolizumab) in
combination with medications other than noted above is unknown. A phase 3 trial of
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Tecentriq (atezolizumab) in combination with Cometriq (cabozantinib) was non-inferior to
Nexavar (sorafenib) monotherapy.[81]

Adjuvant therapy: see Investigational Uses.

Guidelines:

The NCCN Hepatocellular Carcinoma guideline lists:

First-line: all recommended therapies are the higher Category 1, except for Opdivo
(nivolumab)/Yervoy (ipilimumab)

* Preferred: Tecentriq (atezolizumab)/bevacizumab; Imfinzi (durvalumab)/ Imjudo
(tremelimumab)
* Other recommended: Imfinzi (durvalumab), Lenvima (lenvatinib), sorafenib; Opdivo

(nivolumab)/Yervoy (ipilimumab)[2A]

* It is not known how the front-line immunotherapy options compare with one another for
unresectable HCC, given the lack of head-to-head trials.

Subsequent therapy: several recommended therapies for subsequent therapy for HCC. Keytruda

(pembrolizumab) monotherapy, Opdivo (nivolumab) monotherapy and in combination with Yervoy
(ipilimumab) are listed as an options for patients who have not had prior checkpoint inhibitor
therapy.

Guidelines acknowledge that the evidence for use of immunotherapy is largely based on trials in
patients with a Child-Pugh (CP) [or Child-Turcotte-Pugh (CTP)] score of A (5-6). However, use

in patients with a higher degree of liver dysfunction, such as CP/CTP B (B7), may be

considered with careful assessment of individual patient characteristics.

Malignant pleural mesothelioma (MPM)
Keytruda (pembrolizumab)

First-line: Efficacy in MPM was studied in a phase 3, randomized, open-label trial in patients
with unresectable advanced MPM and no prior systemic therapy for advanced/metastatic disease.
Patients received either Keytruda (pembrolizumab) for up to two years in combination with
pemetrexed and platinum-based chemotherapy for up to 6 cycles or pemetrexed and platinum-
based chemotherapy for up to 6 cycles [KEYNOTE-483]. [182]

The primary endpoint of median overall survival (OS) was 17.3 months for Keytruda
(pembrolizumab) with chemotherapy versus 16.1 months for chemotherapy alone (hazard ratio
[HR] 0.79 [95% CI: 0.64, 0.98]).

Opdivo (nivolumab)

First-line: The efficacy of Opdivo (nivolumab) in combination with Yervoy (ipilimumab) for
unresectable MPM in the first-line setting is based on one randomized, open-label trial, which
found improved OS relative to chemotherapy (platinum plus pemetrexed) alone (18.1 vs. 14.1
months) [CHECKMATE-743]. [8384]

Although there is interest in the use of Opdivo (nivolumab)/Yervoy (ipilimumab), a combination
immunotherapy, after progression on other therapies, Opdivo (nivolumab)/Yervoy (ipilimumab) is
only coverable in the settings in which it was studied and NOT as a salvage therapy. In addition,
the use of Opdivo (nivolumab)/Yervoy (ipilimumab) after progression on a monotherapy PD-1/PD-
L1 inhibitor therapy [e.g., Keytruda (pembrolizumab)] is also not coverable.
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Guidelines:

The NCCN guideline for MPM lists: 8]

Platinum-based chemotherapy +/- bevacizumab; Keytruda (pembrolizumab) plus platinum-based
chemotherapy; and Opdivo (nivolumab) plus Yervoy (ipilimumab) as first-line, preferred
regimens.

Opdivo (nivolumab) with or without Yervoy (ipilimumab) (if not used in 1st-line) is also listed as a
second-line, treatment option. However, there are no high-quality trials for the use of Opdivo
(nivolumab) with or without Yervoy (ipilimumab) as a second-line therapy. Therefore, the use of
Opdivo (nivolumab) in the 2nd line setting is not coverable.

Melanoma

Keytruda (pembrolizumab)

Advanced (Unresectable or Metastatic) Melanoma

The efficacy of Keytruda (pembrolizumab) in malignant melanoma (unresectable or metastatic) is
based on two, multi-center, open-label, pivotal clinical trials; one in Yervoy (ipilimumab)-
refractory subjects and the other in Yervoy (ipilimumab)-naive subjects.

* One trial [KEYNOTE-006] compared Keytruda (pembrolizumab) in doses of 10 mg/kg IV
every 2 weeks or every 3 weeks with Yervoy (ipilimumab) 3 mg/kg IV every 3 weeks in
progressive, unresectable, or metastatic disease. [1 851 Progression-free survival (PFS) and
12-month survival were superior in the Keytruda (pembrolizumab) treatment arms.
Overall survival (OS) was not yet mature. [Note: The FDA-approved dosing of Keytruda
(pembrolizumab) is 2 mg/kg IV every 3 weeks, so the applicability of these results is

uncertain]

* A second trial [KEYNOTE-002] compared Keytruda (pembrolizumab) 2 mg/kg or 10 mg/kg
IV every 3 weeks with investigator’s choice of chemotherapy in progressive, unresectable,
or metastatic disease.[! 8] There was a statistically significant improvement in median
PFS with Keytruda (pembrolizumab) relative to the chemotherapy arm; however, the
clinical relevance of the small numerical difference (0.2 months) is uncertain. There was no
difference in PFS between the two Keytruda (pembrolizumab) dosing arms. Overall
survival is not mature.

* There is no evidence to date that Keytruda (pembrolizumab) has any clinical benefit
(improved overall survival, symptom control, function, or quality of life) in melanoma.
Additionally, much of the available evidence is for doses that are much higher than the
FDA-approved dose of Keytruda (pembrolizumab).

Adjuvant Therapy for Resectable Melanoma

Stage IIIB, IIIC, IV: Keytruda (pembrolizumab) was evaluated as an adjuvant therapy in patients
with resectable stage IIIB/C or stage IV (metastatic) melanoma after complete surgical resection
[KEYNOTE-054].87

* The study compared Keytruda (pembrolizumab) with placebo, dosed every 3 weeks for 18

cycles. Treatment was started within 13 weeks of tumor resection and was continued for
up to one year.
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* There was a statistically significant improvement in recurrence-free survival (RFS) with
Keytruda (pembrolizumab). At the time of FDA approval, it was unknown whether initial
RFS would eventually translate to improvement in OS, a clinically relevant endpoint.

* OS results are expected at 10 years (estimated November 2026).

Stage IIB, IIC: Keytruda (pembrolizumab) was also evaluated as an adjuvant therapy for stage IIB
and IIC (completely resectable) melanoma [KEYNOTE-716] where it was found to improve RFS and
distant metastasis-free survival (DMFS) relative to placebo.88] There is currently no evidence of
clinical benefit, such as improved OS. Since there is a high cure rate with complete resection alone in
early melanoma the potential for introducing serious side effects with adjuvant immunotherapy
should be carefully considered, particularly in the absence of clinical outcomes data.

* Mature survival data are not expected for many years because the prognosis for these
early-stage melanoma patients is good, and life expectancy is relatively long with five-year
survival rates approaching 99%.

* Based on preliminary results, fourteen patients would need to be treated with Keytruda
(pembrolizumab) for one patient to avoid disease relapse within the first year; however,
only seven patients would need to be treated for one patient to discontinue Keytruda
(pembrolizumab) due to a severe AE by one year.

Opdivo (nivolumab)

First-line Advanced (Unresectable or Metastatic) Melanoma Setting, Monotherapy

The primary evidence of efficacy for Opdivo (nivolumab) in previously untreated (first-line
setting) patients with unresectable (stage IIIB) or metastatic (stage IV) melanoma is based on a
phase 3, double-blind randomized controlled trial that compared Opdivo (nivolumab)
monotherapy with dacarbazine [CheckMate 066]. [25 89

* All enrolled subjects were without a BRAF mutation.

* Progression-free survival (PFS), a secondary endpoint, was 5.1 months with Opdivo
(nivolumab) and 2.2 months with dacarbazine.

* Preliminary survival rates at 1 year were 72.9% and 42.1% with Opdivo (nivolumab) and
dacarbazine, respectively. In a subsequent three-year analysis, median OS was
substantially longer in the Opdivo (nivolumab) group in a subsequent analysis.[90

First-line Advanced (Unresectable or Metastatic) Melanoma, in Combination with Yervoy (ipilimumab)

The efficacy of Opdivo (nivolumab) when administered in combination with Yervoy (ipilimumab)
for unresectable or metastatic melanoma in the first-line setting is based two RCTs [CheckMate
067], which found improved PFS relative to monotherapy with either drug alone. OS data was not
yet mature at the time these trials were published.[2591]

A follow-on study [CheckMate 511] was conducted to determine whether adjustments in the
dosing of Opdivo (nivolumab) and Yervoy (ipilimumab) might improve the tolerability of the
combination. The currently approved dose is Opdivo (nivolumab) 1 mg/kg plus Yervoy
(ipilimumab) 3 mg/kg IV every 3 weeks for 4 doses. The study found that Opdivo (nivolumab) 3
mg/kg plus Yervoy (ipilimumab) 1 mg/kg IV every 3 weeks for 4 doses was better tolerated
without negatively impacting tumor response rate after a minimum of 12 months follow up. The
median OS was not reached in either group.[2]
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Subsequent Therapy for Advanced Melanoma, Monotherapy

Opdivo (nivolumab) has also been evaluated in patients with advanced melanoma whose disease
was refractory to therapy with Yervoy (ipilimumab) and, if BRAF mutation positive, BRAF
inhibitor therapy.[251 [93]

* Efficacy was based on improved tumor response rates relative to chemotherapy. There was
no information with regard to improvement in any clinically relevant outcome in this setting
at the time these trials were published.

* Confirmatory evidence of efficacy in this melanoma setting was not yet mature at the time
the trial was published.

Although there is interest in the use of Opdivo (nivolumab)/Yervoy (ipilimumab), a combination
immunotherapy, after progression on other therapies, Opdivo (nivolumab)/Yervoy (ipilimumab) is
only coverable in the settings in which it was studied and NOT as a salvage therapy. In addition,
the use of Opdivo (nivolumab)/Yervoy (ipilimumab) after progression on a monotherapy PD-1/PD-
L1 inhibitor therapy [e.g., Keytruda (pembrolizumab)] is also not coverable.

Adjuvant Only Therapy for Resectable Melanoma, Monotherapy

Stage ITIB, IIIC, IV: Opdivo (nivolumab) was evaluated as an adjuvant therapy in patients with
resectable stage ITIIB/C or stage IV (metastatic) melanoma after complete surgical resection, as
compared to Yervoy (ipilimumab) [CHECKMATE-238].[94]

* Treatment was started within 12 weeks of tumor resection and was continued for up to one
year.
* There was a statistically significant improvement in recurrence-free survival (RFS) with

Opdivo (nivolumab) relative to Yervoy (ipilimumab). However, improvement in OS, a
clinically relevant endpoint, is unknown.

Stage IIB, IIC: Opdivo (nivolumab) was evaluated as an adjuvant therapy in patients with early-
stage (IIB/C) after complete surgical resection (negative margins and negative sentinel lymph
node) where it was compared with placebo (best supportive care) [CHECKMATE-76K].[95]

* Patients in the study were naive to prior systemic therapy and treatment with Opdivo
(nivolumab) was started within 12 weeks of tumor resection and was continued for up to one
year.

* There was a statistically significant improvement in recurrence-free survival (RFS) with
Opdivo (nivolumab) relative to Yervoy (ipilimumab). However, improvement in OS, a
clinically relevant endpoint, is unknown.

Neoadjuvant +/- Adjuvant Therapy for Resectable Melanoma, in Combination with Yervoy (ipilimumab)

A multicenter, randomized, open-label, active-controlled trial [NADINA] evaluated Yervoy
(ipilimumab) plus Opdivo (nivolumab) as a potential neoadjuvant therapy for resectable cutaneous
melanoma.l%8] [Note: This is an interim analysis (preliminary evidence) and this use is not currently
FDA approved]

* Patients enrolled in the trial had resectable cutaneous melanoma with one or more

macroscopic lymph node metastases (clinically detectable) [Stage 3] and a maximum of three
additional resectable in-transit metastases. Exclusion criteria included prior
immunotherapy targeting CTLA-4, PD-1, PD-L1, or LAG-3; and prior therapy targeting
BRAF and/or MEK.
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* The study compared neoadjuvant therapy using Yervoy (ipilimumab) plus Opdivo
(nivolumab) with standard adjuvant Opdivo (nivolumab) used as monotherapy.
. Neoadjuvant arm: Yervoy (ipilimumab) 80 mg plus Opdivo (nivolumab) 240 mg every
three weeks for 2 cycles, followed by therapeutic lymph node dissection (TLND).
Adjuvant therapy was determined by pathologic response.
° If a major pathologic response (MPR) was achieved (<10% residual viable

tumor), the patient was followed up with a CT scan every 12 weeks.
. If an MPR was not achieved, one of the following was given:

- BRAF V600E/K mutation-positive: Tafinlar (dabrafenib) plus
Mekinist (trametinib) for up to 46 weeks

- Without a BRAF V600E/K mutation: Opdivo (nivolumab) 480 mg
every 4 weeks x 11 cycles

. Adjuvant arm: TNLD was followed by standard Opdivo (nivolumab) monotherapy for
up to twelve, 4-week cycles.

* The study evaluated event-free survival (EFS) as a surrogate endpoint. The median EFS
was not reached in either treatment arm. The hazard ratio was 0.32 [99.9% CI: 0.15, 0.66]
(p-value not reported) in favor of the neoadjuvant therapy arm. The MPR in the neoadjuvant
therapy arm was 59%, including 47% pathologic complete responses (pCR).

Although this preliminary analysis looks promising, results are only reported in relative terms
which generally favors the new intervention, and the EFS endpoint has not been shown to correlate
well with clinical benefit. There are no mature outcomes data to date.

Opdualag (nivolumab-relatlimab-rmbw)

Opdualag (nivolumab-relatlimab-rmbw) is a combination of nivolumab, a programmed death
receptor-1 (PD-1) blocking antibody and relatlimab, a lymphocyte activation gene-3 (LAG-3)
blocking antibody. Blocking these pathways inhibits tumor growth and promotes tumor regression.

First-line for advanced (unresectable or metastatic) melanoma: The efficacy of Opdualag

(nivolumab-relatlimab-rmbw) was studied in a fair quality randomized controlled trial
[RELATIVITY-047] in patients with previously untreated, unresectable metastatic melanoma.
The trial compared Opdualag (nivolumab-relatlimab-rmbw) with Opdivo (nivolumab) and
evaluated progression-free survival (PFS) as the primary endpoint.[97]

* Patients in the trial had no prior systemic therapy for their advanced disease. Approximately
8% of the population had prior neoadjuvant or adjuvant therapy which may have included
immunotherapy or BRAF/MEK inhibitors; however:

. Of the previously treated patients, the majority (6.3%) had interferon. Only one
patient (0.14%) had a prior CTLA4/PD-1 inhibitor, and five patients (0.7%) had a
prior PD-1 inhibitor.

. The adjuvant therapy must have been completed at least 6 months prior to the
current recurrence.

. All previously treated patients must have returned to baseline or stabilized.
Progressive disease was excluded.

* Patients with uveal melanoma were excluded from the trial.
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Approximately 90% of patients had metastatic disease and all had good performance
status.

All patients were required to have a tumor tissue sample available for biomarker analysis.
Randomization was stratified by PD-L1 expression, LAG-3 expression, BRAF status, and
tumor stage.

Seventy-five percent of tumors had LAG-3 expression of at least 1%. In an earlier phase 1
study, a greater than 3-fold increase in tumor response to Opdualag (nivolumab-relatlimab-
rmbw) was observed when LAG-3 expression was > 1% versus < 1%.

The use of Opdualag (nivolumab-relatlimab-rmbw) after disease progression/recurrence
on/after chemotherapy and/or immunotherapy for advanced melanoma is not coverable at
this time. A small percent of patients enrolled in the RELATIVITY-047 trial received prior
immunotherapy in the non-advanced adjuvant setting for resectable melanoma. Patients
with prior use of systemic therapy for advanced melanoma were excluded from the trial.
Therefore, the use of Opdualag (nivolumab-relatlimab-rmbw) is coverable only when there is
no prior systemic therapy in the advanced setting.

Median PFS was improved with Opdualag (nivolumab-relatlimab-rmbw) relative to Opdivo
(nivolumab); however, at the time of FDA approval, there was no mature overall survival
(OS) data available. OS is the clinical outcome of interest in this population. PFS has not
been proven to be an accurate predictor of OS benefit. More information is needed before a
better estimate of net health benefit can be made.[®7 At four year interim OS analysis,
median OS was 53.3 months with Opdualag (nivolumab-relatlimab-rmbw) versus 33.2
months with Opdivo (nivolumab) [HR 0.77 (0.64, 0.94)].[98

Additionally, similar to what was observed in an earlier phase 1 trial (Study CA224020), a
subgroup analysis appears to show that tumors with a LAG-3 expression > 1% show a
better response to Opdualag (nivolumab-relatlimab-rmbw) than those with LAG-3
expression < 1%.[97 Whether this has any application in a clinical setting is yet to be
determined.

- Subsequent therapy:

*

There is interest in the use of Opdualag (nivolumab-relatlimab-rmbw) as a subsequent
therapy for metastatic melanoma. However, the use of Opdualag (nivolumab-relatlimab-
rmbw) after disease progression/recurrence on/after chemotherapy and/or immunotherapy
for advanced melanoma is not coverable at this time.

The evidence is limited to the Phase 1/2 RELATIVITY-020 trial, a single-arm, open-label
trial in deeply pre-treated melanoma. [99. Given the lack of controls in the trial, overall low
response rate compared to serious treatment-related adverse reaction rate, it is not known if
patients are likely to benefit from sequential therapy. Additional trials are ongoing.

As noted above, a small percent of patients enrolled in the pivotal RELATIVITY-047 trial [97]
received prior immunotherapy in the non-advanced adjuvant setting for resectable
melanoma. However, this trial does not support the use of sequential therapies for advanced
melanoma.

Given the lack of available clinical trial evidence (and ongoing trials), use of Opdualag
(nivolumab-relatlimab-rmbw) as a subsequent therapy for metastatic melanoma is
considered investigational per this policy.
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- Other therapies with higher levels of evidence include Opdivo (nivolumab), with or without
concomitant Yervoy (ipilimumab), and Keytruda (pembrolizumab).

Tecentriq (atezolizumab)

Cutaneous Melanoma, BRAF mutation-positive

- The approval of Tecentriq (atezolizumab) in BRAF mutation-positive cutaneous melanoma is
based on a large, double-blind, placebo-controlled RCT [IMspirel150 study] that compared
Tecentriq (atezolizumab) plus Zelboraf (vemurafenib) plus Cotellic (cobimetinib) with placebo plus
Zelboraf (vemurafenib) plus Cotellic (cobimetinib).[2 100]

* Subjects in the study had unresectable stage IIIC or stage IV (metastatic) cutaneous
melanoma with a BRAF V600 mutation.

* All patients were naive to prior systemic therapy in the metastatic disease setting.

* There was a PFS advantage of approximately four and a half months in the Tecentriq
(atezolizumab) versus the placebo treatment arm [15.1 months and 10.6 months,
respectively]. These results were statistically significant; however, the clinical
meaningfulness of this difference is not known.

* The OS data in this trial are not yet mature. No statistical difference in survival between
the two therapy arms has been detected to date.

- Due to the design of this study and the current lack of proven clinical benefit, it is not known if
adding Tecentriq (atezolizumab) to front-line BRAF inhibitors is superior to waiting to use anti-
PD-1/PD-L1 therapies in the subsequent-line setting in BRAF mutation-positive melanoma. This
should be considered in the decision when choosing a front-line therapy as sequential use of anti-
PD-1/PD-L1 therapies is not covered by the health plan.

Guidelines
The NCCN Cutaneous Melanoma guideline includes the following: (3]
- For metastatic/unresectable melanoma, BRAF V600 wild-type:

* First-line: Keytruda (pembrolizumab), Opdivo (nivolumab) monotherapy, Opdivo
(nivolumab) in combination with Yervoy (ipilimumab), or Opdualag (nivolumab-relatlimab-
rmbw). Therapies with higher levels of evidence than Opdualag (nivolumab-relatlimab-
rmbw) include Opdivo (nivolumab), with or without concomitant Yervoy (ipilimumab), and
Keytruda (pembrolizumab).

* Second/subsequent line:

" Guidelines recommend that, following progression or poor response, subsequent
lines of therapy should use different mechanisms of action.

= Options include: Keytruda (pembrolizumab), Opdivo (nivolumab), as monotherapy
or in combination with Yervoy (ipilimumab).

] In addition, Opdualag (nivolumab-relatlimab-rmbw) is now also listed as an option
for subsequent-line therapy of advanced melanoma. However, at this time, there is
no robust comparative clinical trial evidence to support the use of Opdualag
(nivolumab-relatlimab-rmbw) after progression on previous therapy, and as such
this use is considered investigational per this policy.

- Uveal melanoma: Opdualag (nivolumab-relatlimab-rmbw) is not listed among the
recommendation for uveal melanoma (the pivotal trial excluded patients with uveal melanoma).
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Adjuvant (after complete resection), based on stage:
* Stage IIIB, IIIC, and IV disease: Keytruda (pembrolizumab), Opdivo (nivolumab)

* Stage IIB and IIC disease: observation or adjuvant PD-1 therapy [Keytruda
(pembrolizumab) or Opdivo (nivolumab)] are listed as recommendations. If Keytruda
(pembrolizumab) or Opdivo (nivolumab) is considered, the guideline states the need for
careful assessment of risk versus benefit as there is currently no information evaluating its
impact on overall survival in this population.

BRAF-mutated: the use of Tecentriq (atezolizumab) in combination with Zelboraf (vemurafenib)
and Cotellic (cobimetinib) among recommended options for treatment of BRAF mutation-positive

metastatic or unresectable melanoma.

Merkel Cell Carcinoma (MCCQC)

Background [3101]

Merkel cell carcinoma (MCC) is a rare, aggressive neuroendocrine carcinoma of the skin. It
predominantly affects older adults (mean age of 75 years) with light skin types.

Localized disease can generally be cured with surgical excision and radiotherapy. For patients
with locally advanced or metastatic disease that is not amenable to curative surgery or radiation,
systemic therapy may be used.

Bavencio (avelumab)

Bavencio (avelumab) is approved for the treatment of metastatic MCC, regardless of prior
therapy.

Subsequent therapy: Initial FDA approval of Bavencio (avelumab) in MCC was based on results
from a single-group, open-label (observational) trial [JAVELIN Merkel 200] that evaluated it in
patients with stage IV (metastatic) MCC that had progressed after cytotoxic chemotherapy.[102 103]

* All subjects in the study had progressed on at least one prior line of chemotherapy in the
metastatic setting.

* The study reported overall tumor response rate (ORR) as the primary endpoint. The
clinical meaningfulness of this endpoint is unclear, as it has not been shown to accurately
predict any clinically relevant outcome.

* An overall ORR of 33% was reported in the trial. The duration of response ranged from 2.8
months to upwards of 23 months.

First-line: Approval in treatment-naive MCC patients was extrapolated from this initial study.

However, there is now an ongoing study prospectively evaluating Bavencio (avelumab) in the

first-line MCC setting.

The relative safety and effectiveness of Bavencio (avelumab) in MCC is unknown as it has not

been compared with either best supportive care, or with any other therapy. .

Keytruda (pembrolizumab)

First-line:

* Keytruda (pembrolizumab) was FDA-approved as a single agent for locally advanced or
metastatic MCC, previously untreated with systemic therapy for advanced disease, based
on a small, single-arm Phase 2 trial that evaluated tumor response rate [KEYNOTE-
017].[1041  [105]

* One phase 3 open-label, single arm confirmatory trial [KEYNOTE-913] also reported ORR
with use of pembrolizumab.
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* A clinically relevant benefit, such as improved OS relative to standard of care, has not
been established.[106]
- The relative safety and effectiveness of Keytruda (pembrolizumab) in MCC is unknown as it has not
been compared with either best supportive care, or with any other therapy.

Zynyz (retifanlimab-diwr)
- First-line: The efficacy of Zynyz (retifanlimab-dlwr) was evaluated in a single-arm, open-label
study in adults with recurrent locally advanced or metastatic MCC. The study evaluated tumor

response as a primary surrogate endpoint. [107]

* The MCC was not amenable to curable surgical resection or radiotherapy.

* No prior systemic therapies, including prior programmed death receptor-1 (PD-1) blocking
antibodies, were allowed in the study population.

* Zynyz (retifanlimab-dlwr) was used as monotherapy.

* The reported objective response rate (ORR) was 52% with 18% complete responses.

* The duration of response was 6 months or longer in 76% of patients and 12 months or

longer in 62% of patients.

- The evidence for Bavencio (avelumab) and Keytruda (pembrolizumab) in advanced MCC is also
based on small, single-arm studies that evaluated ORR as a surrogate endpoint. There is no
outcomes evidence for any of the PD-1 inhibitors approved for use in MCC. The relative safety
and effectiveness of Zynyz (retifanlimab-dlwr) in MCC is unknown as it has not been compared
with either best supportive care, or with any other therapy.

Guidelines

The NCCN Merkel Cell Carcinoma guideline includes the following:[3]

- Lists Bavencio (avelumab), Keytruda (pembrolizumab), and Zynyz (retifanlimab-dlwr) among
potential systemic therapeutic options that can be used for locally advanced and metastatic MCC.

- Chemotherapy historically has been the standard approach for advanced MCC. Although MCC
appears to be chemosensitive, the duration of response is limited. The impact of chemotherapy on
survival in patients with metastatic MCC is unclear.

Nasopharyngeal carcinoma (NPC)
Background 3 108]

- Nasopharyngeal carcinoma (NPC) is classified as a head and neck cancer; however, it differs in
epidemiology, histology, natural history, and response to treatment. Because it is generally more
difficult to treat than head and neck cancer, patients with NPC have been historically excluded
from enrollment in head and neck cancer clinical trials.

- NPC is most prevalent in Southeast Asia, especially Southern China. It is much less common in
the U.S. and Western Europe.

- The two most common histological subtypes of NPC are keratinizing squamous cell carcinoma
(SCC) and non-keratinizing SCC. NPC with keratinizing histology is less responsive to radiation
therapy and is associated with lower survival rates. This more difficult to treat histology makes
up only 2% of cases in SE Asia, but up to 25% of cases in North America.

- NPC tends to metastasize early. At the time of diagnosis lymph node metastasis is present in 75%
to 90% of cases, and distant metastasis is present in 5% to 11% of cases.
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Loqtorzi (toripalimab)

The efficacy of Loqtorzi (toripalimab) in locally advanced (unresectable) or metastatic

nasopharyngeal carcinoma (NPC) was evaluated in two pivotal studies:

Front-line setting in combination with chemotherapy [JUPITER-02]109]

*

This randomized, double-blind controlled trial enrolled patients with primary recurrent or
metastatic NPC whose disease was not amenable to local/regional or curative treatment
and who had no prior systemic therapy in this setting.

The study was conducted in Southeast Asia. Nearly all (99%) patients in the study had
NPC with nonkeratinizing histology.

Seventy-five percent of patients had NPC tumors that were PD-L1 positive (> 1%).

Patients received either Loqtorzi (toripalimab) in combination with standard-of-care
platinum-based chemotherapy or chemotherapy alone (placebo group) every 3 weeks for up
to 6 cycles, followed by monotherapy (toripalimab or placebo) every 3 weeks, until disease
progression or unacceptable toxicity or a maximum of 24 months.

Median progression-free survival (PFS) was 11.7 months and 8 months in the Loqtorzi
(toripalimab) and placebo groups, respectively. The data for the overall survival endpoint
1s not mature.

Study limitations include lack of representation of tumors with keratinizing histology
which is present in up to 25% of cases in the U.S., the high proportion (75%) of PD-L1-
postive tumors which may have driven the PFS results, and the use of a surrogate
endpoint that has not been shown to predict improvement in clinical outcomes.

Subsequent-line setting as monotherapy [POLARIS-02] [110]

*

This uncontrolled (single-arm) observational study enrolled patients with recurrent or
metastatic (98%) NPC that progressed on or after standard-of-care platinum-based
chemotherapy.

The study was conducted in China. Nearly all (96%) patients had NPC with
nonkeratinizing histology, the predominant histology in this geographic region.

All patients received Loqtorzi (toripalimab) as monotherapy every two weeks until disease
progression.

The study evaluated tumor response as the primary endpoint. The objective response rate
(ORR) was 20.5% with a complete response rate of 2.6%.

Study limitations include high potential for bias due to single-arm study design, lack of
representation of tumors with keratinizing histology which is present in up to 25% of cases
in the U.S. and generally has poorer outcomes, and use of a surrogate endpoint which is
not predictive of clinical benefit.

NPC is considered a head and neck cancer; however, because it is more difficult to treat, patients

with NPC have historically been excluded from head and neck cancer clinical trials. Loqtorzi
(toripalimab) is the first PD-1 inhibitor to specifically be studied in NPC. Though it shows
promise in this treatment setting, there is no data to date showing that it improves clinical

outcomes such as overall survival or quality of life.
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Penpulimab (unbranded)

- The efficacy of penpulimab in locally advanced (unresectable) or metastatic nasopharyngeal

carcinoma (NPC) was evaluated in two pivotal studies:

- Front-line setting in combination with chemotherapy [AK 105-304] [105111]

*

This randomized, double-blind controlled trial enrolled patients with primary recurrent or
metastatic NPC whose disease was not amenable to local/regional or curative treatment
and who had no prior systemic therapy in this setting.

The study was conducted in Asia. Nearly all (96%) patients in the study had NPC with
nonkeratinizing histology.

Thirty-eight percent of patients had NPC tumors with PD-L1 tumor proportion score (TPS)
of 50% or greater and 50% of the tumors had a PD-L1 TPS of 1 to 49%.

Patients received either penpulimab in combination with standard-of-care platinum-based
chemotherapy (cisplatin or carboplatin) and gemcitabine or chemotherapy alone (placebo
group) every 3 weeks for up to 6 cycles, followed by monotherapy (penpulimab or placebo)
every 3 weeks, until disease progression or unacceptable toxicity or a maximum of 24
months.

Median progression-free survival (PFS) was 9.6 months and 7 months in the penpulimab
and placebo groups, respectively. The data for the overall survival endpoint is not mature.

Study limitations include lack of representation of tumors with keratinizing histology
which 1s present in up to 25% of cases in the U.S., the potential that PD-L1-postive tumors
may have driven the PFS results, and the use of a surrogate endpoint (PFS) that has not
been shown to predict improvement in clinical outcomes.

- Subsequent-line setting as monotherapy [AK 105-202] (105 111112]

*

Guidelines

This uncontrolled (single-arm) observational study enrolled patients with recurrent or
metastatic NPC that progressed on or after standard-of-care platinum-based
chemotherapy and at least one additional systemic therapy.

The study was conducted in China. All patients had NPC with nonkeratinizing histology,
the predominant histology in this geographic region.

All patients received penpulimab as monotherapy every two weeks until disease
progression for up to 24 months.

The study evaluated tumor response as the primary endpoint. The objective response rate
(ORR) was 28% with a complete response rate of 0.8%.

Study limitations include high potential for bias due to single-arm study design, lack of
representation of tumors with keratinizing histology which is present in up to 25% of cases
in the U.S. and generally has poorer outcomes, and use of a surrogate endpoint (ORR)
which is not predictive of clinical benefit.

The NCCN Head and Neck Cancer guideline lists Logtorzi (toripalimab) among potential first- and

subsequent-line therapy options for recurrent or metastatic NPC when surgery and radiation are not

curative options. Penpulimab is also listed as an option in these settings; however, it is given a lower

level of recommendation and is restricted to patients with non-keratinizing NPC. 3]
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Non-small cell lung cancer (NSCLC)

Imfinzi (durvalumab)

Earlier stage NSCLC, resectable - Neoadjuvant therapy followed by adjuvant therapy

A double-blind, placebo-controlled RCT [AEGEAN] evaluated Imfinzi (durvalumab) in resectable
NSCLC as an add-on to platinum-containing chemotherapy used in the neoadjuvant setting (prior
to surgical resection), and then continued as a monotherapy in the adjuvant setting (after surgical
resection) (n=802).[113]

* Patients had pathologically confirmed stage II (29%), I1IA (46%), or I1IB (25%) NSCLC.
Approximately 50% were N2 stage, with involvement of > 1 ipsilateral mediastinal lymph
node or subcarinal lymph node.

* Randomization was stratified by stage (II vs. III) and PD-L1 expression (>1% or <1%).
Patients with known EGFR mutations or ALK rearrangements were enrolled prior to a
protocol amendment but excluded from the efficacy analyses (n=62).

* Imfinzi (durvalumab) was given 1,500 mg every three weeks for 4 cycles (4 doses) prior to
surgical resection, and then continued until disease progression or up to a maximum of 12
cycles (12 doses, as 1,500 mg every 4 weeks) after surgical resection.

* The primary endpoints were event-free survival (EFS) and pathological complete response
(pCR). The median EFS was not reached in the Imfinzi (durvalumab) treatment arm and
was 25.9 months in the placebo arm with a hazard ratio of 0.68 [95% CI: 0.53, 0.88] and p-
value 0.004. The results are based on the first interim analysis of EFS (with 31.9% data
maturity). OS results are not available to date.

EFS is not a validated surrogate endpoint. It has not been shown to accurately predict significant
improvement in clinical endpoints of interest such as OS and quality of life.

Currently, several PD-1 inhibitors are now approved in this population as a
neoadjuvant/adjuvant. One of the outstanding questions from the currently available data is the
extent to which continuing a PD-1 inhibitor as an adjuvant therapy may (or may not) contribute
to the efficacy of this longer regimen. Additional evidence, including impact on clinical outcomes,
is needed.

Unresectable, stage 111 disease as maintenance

Imfinzi (durvalumab) was approved for use in unresectable, locally advanced (stage II1I) NSCLC
that has not progressed after concurrent chemoradiation therapy. The FDA approval was based on
one phase 3, randomized, double-blind, placebo-controlled trial that reported overall survival (OS)
benefit at an interim analysis.[114]

* Imfinzi (durvalumab) was given as monotherapy and was continued until disease
progression (or until intolerable adverse effects) for a maximum of 12 months.

* The 24-month overall survival rate was 66.3% (95% confidence interval [CI], 61.7 to 70.4) in
the Imfinzi (durvalumab) group, compared with 55.6% (95% CI, 48.9 to 61.8) in the placebo
group (p=0.005).

* Median OS was not reached in the Imfinzi (durvalumab) group compared to 28.7 months in
the placebo group (HR 0.68, 95% CI 0.53 to 0.87, p = 0.0025).
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- It is unknown if there are any differences in safety or effectiveness relative to other therapies
because the study did not employ any active comparators.

- Platinum-based chemotherapy is the standard of care for the first-line treatment of advanced
NSCLC in tumors without driver mutations. However, the use of immunotherapy is becoming
quickly adopted as an alternative in many first and second-line metastatic NSCLC settings.

Metastatic disease setting

- A large, phase 3 RCT (POSEIDON) compared the combination of Imfinzi (durvalumab) + Imjudo
(tremelimumab) + platinum chemotherapy with platinum chemotherapy alone in adults with

metastatic, previously untreated NSCLC. [115116]

* The trial excluded patients with sensitizing EGFR and ALK genetic alterations and
symptomatic brain metastases. Approximately 64% of the population had tumors that were
PD-L1-positive (PD-L1 TC > 1%).

* An OS advantage in favor of Imjudo (tremelimumab) + Imfinzi (durvalumab) + platinum
chemotherapy was reported in the trial (HR 0.72 [95% CI: 0.65, 0.92]; p=0.003).

- Limitations of the evidence include but are not limited to: It is not known how Imjudo
(tremelimumab) + Imfinzi (durvalumab) + platinum chemotherapy compares with Keytruda
(pembrolizumab) + platinum chemotherapy which is the gold standard in this treatment setting
based on NCCN guidelines. [3l

- There have been no direct comparisons of Imjudo (tremelimumab) and Yervoy (ipilimumab), the
other commercially available CTLA-4 inhibitor.

Keytruda (pembrolizumab)
Advanced (unresectable or metastatic) NSCLC

- Keytruda (pembrolizumab) improves overall survival (OS) relative to cytotoxic chemotherapy in
patients with metastatic NSCLC in the following treatment settings:

* Front-line therapy for nonsquamous disease when administered with a platinum plus Alimta
(pemetrexed) [KEYNOTE-021].1117]

* First-line therapy for squamous disease when administered with carboplatin plus a taxane
[KEYNOTE-407].[118]

* First- or subsequent-line therapy for PD-L1-positive tumors [Tumor Proportion Score (TPS) >

50% first-line; > 1% subsequent] when used as a single agent [KEYNOTE-024, -010]. [119120]

- An FDA-approved test (PD-L1 IHC 22C3 pharmDx) was developed in conjunction with Keytruda
(pembrolizumab). The TPS measures the proportion of viable tumor cells that show partial or
complete membrane staining on immunohistochemical (IHC) assay. [121]

FEarlier stage NSCLC, resected - Adjuvant therapy

- Keytruda (pembrolizumab), as a single agent, demonstrated improved disease-free survival (DFS)
relative to best supportive care in the adjuvant setting for patients with stage IB (T2a >4 cm), II,
or ITTA NSCLC after complete tumor resection and standard adjuvant therapy with a platinum-
based chemotherapy regimen, based on an interim analysis. [1 122]

* Patients in the experimental arm received Keytruda (pembrolizumab) every 3 weeks for
one year (up to 18 cycles) unless disease recurrence or unacceptable toxicity occurred.
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Patients in the trial received a median of four cycles of adjuvant cisplatin-based
chemotherapy after complete resection.
* Prior use of PD-1/PD-L1 inhibitors was not allowed, such as in the neoadjuvant setting.

* Although patients with TC >1% PD-L1 expression demonstrated a DFS benefit, patients
with a high PD-L1 expression (T'C >50%) appeared to have the most significant DFS
benefit based on a pre-determined subgroup analysis.

* DFS is not a validated endpoint in adjuvant NSCLC and has not been correlated to
meaningful clinical outcomes such as overall survival.

FEarlier stage NSCLC, resectable - Neoadjuvant therapy followed by adjuvant therapy

- An RCT [KEYNOTE-671] evaluated Keytruda (pembrolizumab) in resectable NSCLC as an add-on
to platinum-containing chemotherapy used in the neoadjuvant setting (prior to surgical resection)

and then continued as a monotherapy in the adjuvant setting (after surgical resection). [123]

* Patients had pathologically confirmed stage II, IIIA, or IIIB NSCLC [involvement of >1
ipsilateral mediastinal lymph node or subcarinal lymph node (N2 stage)].

* Keytruda (pembrolizumab) was given 200 mg every three weeks for 4 cycles (4 doses) prior
to surgical resection and then continued until disease progression or up to a maximum of
13 cycles (13 doses, as 200 mg every 3 weeks) after surgical resection.

* The primary endpoint was event-free survival (EFS). The median EFS was not reached in
the Keytruda (pembrolizumab) treatment arm and was 17 months in the placebo arm with
a hazard ratio of 0.58 [95% CI: 0.46, 0.72] and p-value <0.001. OS results are not mature;
however, no difference in OS has been detected to date.

- EFS is not a validated surrogate endpoint. It has not been shown to accurately predict significant
improvement in clinical endpoints of interest such as OS and quality of life.

- Currently, several PD-1 inhibitors are now approved in this population as a neoadjuvant/adjuvant.
One of the outstanding questions from the currently available data is the extent to which
continuing a PD-1 inhibitor as an adjuvant therapy may (or may not) contribute to the efficacy of
this longer regimen. Additional evidence, including impact on clinical outcomes, is needed.

Libtayo (cemiplimab)
Front-line therapy, as monotherapy — NSCLC

- The evidence for Libtayo (cemiplimab-rwlc) as a front-line monotherapy for advanced NSCLC
when tumors have a PD-L1 of at least 50% [tumor proportion score (TPS) > 50%] is derived from
an open-label, randomized controlled trial (N = 710) that compared it with standard platinum
doublet chemotherapy (EMPOWER-Lung 1).[124]

* The population included patients with locally advanced (stage IIIB or IIIC, 15%) or
metastatic (stage IV, 85%) NSCLC. Patients were naive to prior therapy for advanced
disease and had TPS > 50%.

* Patients with EGFR mutations, ALK translocations, or ROS1 fusions were excluded from
the trial because therapy with targeted agents is the standard front-line therapy in these

populations.
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* The median overall survival (OS) in the Libtayo (cemiplimab-rwlc) treatment arm was
superior to that in the cytotoxic chemotherapy arm (22.1 months and 14.3 months,
respectively; HR 0.68 [95%CI: 0.53, 0.87], p = 0.0022).

* Libtayo (cemiplimab-rwlc) was found to improve median overall survival (OS) relative to
standard of care cytotoxic chemotherapy when used as a front-line therapy for advanced
NSCLC when the TPS > 50%. However, its relative effectiveness when compared to
Tecentriq (atezolizumab) or Keytruda (pembrolizumab), which are also each approved as
monotherapy in this setting, is not known. There is not head-to-head data that compares
any of these agents with one another.

Front-line therapy, in combination with platin-based chemotherapy — NSCLC

- Libtayo (cemiplimab-rwlc) was also approved as part of a front-line regimen for advanced NSCLC
based on a randomized, double blinded, phase 3 trial that compared Libtayo (cemiplimab-rwlc)
and placebo. Both arms were given in combination with four cycles of platinum-doublet
chemotherapy (followed by pemetrexed maintenance as indicated) (EMPOWER-Lung 3).1125]

* The population included patients with locally advanced (stage III, 14.8%) or metastatic
(stage IV, 85.2%) NSCLC. Patients were naive to prior therapy for advanced disease.

* Patients were negative for therapeutically actionable genetic mutations (EGFR mutations,
ALK translocations, or ROS1 fusions).

* Patients were enrolled irrespective of PD-L1 expression (29.8% PD-L1 <1%) or histology
(57.1% non-squamous).

* Libtayo (cemiplimab-rwlc) was initiated with investigators’ choice of histology-specific
platin-based chemotherapy as induction (four cycles) and then continued as monotherapy
versus platin-based chemotherapy induction followed by pemetrexed switch maintenance or
best supportive care (BSC).

* The Libtayo (cemiplimab-rwlc) treatment arm demonstrated improved overall survival
relative to the placebo arm, with an 8.9-month improvement in median OS, with 21.9
months [95% CI: 15.5, NE] and 13.0 months [95% CI: 11.9, 16.1] in the Libtayo
(cemiplimab-rwlc) and placebo groups, respectively.

* It was noted that the combination of Libtayo (cemiplimab-rwlc) with chemotherapy may
add additional toxicity relative to either therapy alone.

As with other PD-1/PD-L1 inhibitors in their many other treatment settings, there is no evidence
to support the benefit of sequential PD-1/PD-L1 inhibitor therapy after disease has progressed on a
prior therapy with these agents.

Opdivo (nivolumab)

FEarlier NSCLC (resectable): Neoadjuvant (prior to surgical resection)

- The efficacy of Opdivo (nivolumab) as a neoadjuvant therapy for resectable NSCLC was evaluated
in an open-label randomized controlled trial [CHECKMATE 816] that evaluated event-free
survival (EFS) and pathological complete response (pCR) as surrogate endpoints. The trial
compared the addition of Opdivo (nivolumab) to a platinum doublet with the platinum doublet
alone. Therapy was given prior to surgical resection every three weeks for a total of 3 doses. [126]
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* Patients enrolled in the trial had resectable disease with tumors > 4 cm and/or positive

nodes.
* Approximately 50% of the population had PD-L1 expression > 1%.
* The median EFS was 31.6 months and 20.8 months in the Opdivo (nivolumab)/platinum

doublet and platinum doublet treatment arms, respectively [HR 0.63 (97.5% CI: 0.43,
0.91); p=0.005].
* The rate of pCR was 24% and 2.2% in the Opdivo (nivolumab)/platinum doublet and
platinum doublet treatment arms, respectively.
* Data for overall survival (OS) were not mature in either treatment arm at the time of FDA
approval.
Limitations of the study include the use of surrogate endpoints which do not accurately reflect
relevant clinical outcomes, and potential undertreatment of patients in the comparator arm as
standard of care neoadjuvant therapy in this setting is generally four doses of platinum doublet
therapy.
At the final analysis of OS at 5 years, survival was statistically higher with Opdivo
(nivolumab)/chemotherapy (65.4%) as compared to chemotherapy alone (55%) [HR 0.72; 95% CI,
0.52, 0.998; p=0.048].[127]

Neoadjuvant therapy followed by adjuvant therapy for earlier NSCLC

An RCT [CHECKMATE 77T] evaluated Opdivo (nivolumab) in resectable NSCLC as an add-on to

platinum-containing chemotherapy used in the neoadjuvant setting (prior to surgical resection),

and then continued as a monotherapy in the adjuvant setting (after surgical resection).[128]

* Patients had pathologically confirmed stage II, IIIA, or IIIB NSCLC [involvement of >1
ipsilateral mediastinal lymph node or subcarinal lymph node (N2 stage)], no EGFR

mutations or known ALK translocations, and no prior systemic anticancer treatment.

* Placebo or Opdivo (nivolumab) was given 360 mg every three weeks for 4 cycles (4 doses)
prior to surgical resection, and then placebo or Opdivo (nivolumab) 480 mg every 4 weeks
was continued until disease progression or up to a maximum of one year [up to 13 cycles
(13 doses, as 360 mg every 4 weeks)] after surgical resection. All patients received
neoadjuvant platinum-doublet chemotherapy every 3 weeks for 4 cycles.

* The primary endpoint was event-free survival (EFS). The median EFS was not reached in
the Opdivo (nivolumab) treatment arm and was 18.4 months in the placebo arm with a
hazard ratio of 0.58 [97.63% CI: 0.42, 0.81] and p-value <0.001. OS results are not mature;
however, no difference in OS has been detected to date.

EFS is not a validated surrogate endpoint. It has not been shown to accurately predict significant
improvement in clinical endpoints of interest such as OS and quality of life.

Currently, several PD-1 inhibitors are now approved in this population as a
neoadjuvant/adjuvant. One of the outstanding questions from the currently available data is the
extent to which continuing a PD-1 inhibitor as an adjuvant therapy may (or may not) contribute
to the efficacy of this longer regimen. Additional evidence, including impact on clinical outcomes,
is needed.

Metastatic -Front-line use

In Combination with Yervoy (ipilimumab) and Platinum-Doublet for mNSCLC

The efficacy of Opdivo (nivolumab) when administered in combination with Yervoy (ipilimumab)
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and two cycles of platinum-doublet chemotherapy for recurrent or metastatic NSCLC in the first-

line setting is based on one randomized, open-label trial, which found improved OS relative to

chemotherapy alone [CHECKMATE-9LA].[25]

* Subjects received Opdivo (nivolumab) 360 mg IV every 3 weeks, Yervoy (ipilimumab) 1
mg/kg IV every 6 weeks, and platinum-doublet chemotherapy IV every 3 weeks for 2
cycles; or platinum-doublet chemotherapy administered every 3 weeks for 4 cycles. Study
treatment continued until disease progression, unacceptable toxicity, or for up to 2 years.

* Patients received no prior systemic therapy for metastatic disease.

* OS was 14.1 months with the addition of nivolumab/ipilimumab versus 10.7 months with
chemotherapy alone. These efficacy results are from the prespecified interim analysis
when 351 events were observed (87% of the planned number of events for final analysis).
With an additional 4.6 months of follow-up, the hazard ratio for overall survival was 0.66
(95% CI: 0.55, 0.80) and median survival was 15.6 months (95% CI: 13.9, 20.0) and 10.9
months (95% CI: 9.5, 12.5) for patients in the treatment arm or control arm, respectively.

In Combination with Yervoy (ipilimumab) for mNSCLC

- The efficacy Opdivo (nivolumab) with Yervoy (ipilimumab) for metastatic NSCLC in the first-line
setting 1s based on one open-label, phase 3 trial, which found improved OS versus chemotherapy
in PD-L1 expressing tumors [CHECKMATE-227]. [129]
* Patients had received no prior systemic therapy for metastatic disease.
* Among the patients with a PD-L1 expression level of 1% or more, the median OS was 17.1
months with nivolumab plus ipilimumab vs. 14.9 months with chemotherapy, with 2-year
overall survival rates of 40.0% and 32.8%, respectively.

Monotherapy for mNSCLC

- Front-line treatment of metastatic NSCLC with single agent Opdivo (nivolumab) was not superior
to chemotherapy based on a phase 3 trial in this setting. The study failed to meet its primary
endpoint of PFS [KEYNOTE-026].[130] No information on OS has been released to date.

Metastatic -Subsequent-line use
Opdivo (nivolumab) as Subsequent Therapy for Metastatic NSCLC

- The efficacy of Opdivo (nivolumab) in metastatic NSCLC is based on two RCTs, one in subjects

with squamous histology and one in subjects with nonsquamous histology.[25 131 132]

* Subjects enrolled in the trials had progression of disease during or after chemotherapy
with a platinum doublet. Patients with a known EGFR mutation or ALK translocation
were allowed to have one additional line of tyrosine kinase inhibitor therapy. The studies
compared Opdivo (nivolumab) 3 mg/kg IV every two weeks with docetaxel 75 mg/m?2 IV
every three weeks. Both were administered as monotherapy.

* Median OS was statistically superior in the Opdivo (nivolumab) treatment arm relative to
the docetaxel arm in both squamous and nonsquamous populations. The difference was
considered to be clinically relevant.

* In the population with nonsquamous histology, it was noted that there was a positive
correlation between the level of PD-L1 expression and the efficacy of Opdivo (nivolumab)
in metastatic NSCLC. Although Opdivo (nivolumab) therapy is currently not selected
based on level of PD-L1 expression, future studies may help to clarify the role of testing in
the selection of patients who are most likely to benefit from this therapy.
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* The clinical utility of nivolumab as a first-line therapy in NSCLC (nonsquamous or
squamous) has not been demonstrated.

- Although there is interest in the use of Opdivo (nivolumab)/Yervoy (ipilimumab), a combination
immunotherapy, after progression on other therapies, Opdivo (nivolumab)/Yervoy (ipilimumab) is
only coverable in the settings in which it was studied and NOT as a salvage therapy. In addition,
the use of Opdivo (nivolumab)/Yervoy (ipilimumab) after progression on a monotherapy PD-1/PD-
L1 inhibitor therapy [e.g., Keytruda (pembrolizumab)] is also not coverable.

Tecentriq (atezolizumab)
Adjuvant therapy — NSCLC

- Tecentriq (atezolizumab), as a single agent, demonstrated improved disease-free survival (DFS)
relative to best supportive care in the adjuvant setting for patients with stage II-IIIA NSCLC after

complete tumor resection and standard adjuvant therapy with a platinum-based chemotherapy

regimen and, if the tumor is >1% PD-L1 positive, defined as PD-L1 stained > 1% of tumor cells [TC >

1%] [IMpower010]. Patients in the experimental arm received Tecentriq (atezolizumab) every 3

weeks for 16 cycles unless disease recurrence or unacceptable toxicity occurred.2133]

* Patients in the trial received a median of four cycles of adjuvant cisplatin-based
chemotherapy after complete resection.

* Prior use of PD-1/PD-L1 inhibitors was not allowed, such as in the neoadjuvant setting.

* Although patients with TC >1% PD-L1 expression demonstrated a DFS benefit, patients
with a high PD-L1 expression (T'C > 50%) appeared to have the most significant DFS
benefit based on a pre-determined subgroup analysis.

* DFS is not a validated endpoint in adjuvant NSCLC and has not been correlated to
meaningful clinical outcomes such as overall survival.

* At 5-year follow up, Tecentriq (atezolizumab) was superior to best supportive care across
groups, including in patients with TC >1% PD-L1 expression [HR 0.76 (0.55, 1.04)] and
high PD-L1 expression [HR 0.44 (0.26, 0.74)].[134]

Front-line therapy (as monotherapy) - mINSCLC

- The approval of Tecentriq (atezolizumab) as a front-line agent (as monotherapy) for metastatic
NSCLC with high PD-L1 expression was based on an open-label (not blinded), phase 3 trial

[IMpower110 study] that compared Tecentriq (atezolizumab) with platinum doublet chemotherapy.2
135]

* Patients previously treated with PD-1/PD-L1 inhibitors, including in the neoadjuvant,
adjuvant, or advanced setting were excluded from inclusion in the trial.

* The primary endpoint of OS was tested hierarchically according to PD-L1 expression
status. Only those in the high PD-L1 expression group (defined as PD-L1 stained > 50% of
tumor cells [TC > 50%] or PD-L1 stained tumor-infiltrating immune cells [IC] covering >
10% of the tumor area [IC > 10%] met the prespecified efficacy boundary.

* At interim, a seven-month improvement in median OS was reported in the Tecentriq
(atezolizumab) arm for patients with high PD-L1 expression.
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* Patients with EGFR or ALK aberrations were enrolled in the trial after progression on
ALK/EGFR-directed therapies but excluded from the primary analysis. In an exploratory
analysis, monotherapy with Tecentriq (atezolizumab) was not superior to use of
chemotherapy. Therefore, the use of Tecentriq (atezolizumab) for NSCLC after EGFR- or
ALK-directed therapy is considered ‘not medically necessary’ and not coverable.

Front-line therapy, in combination with chemotherapy plus bevacizumab - mNSCLC

- The approval of Tecentriq (atezolizumab) as a front-line therapy for non-squamous metastatic
NSCLC was based on a randomized, open-label (not blinded), phase 3 trial

- [IMpower150] that compared atezolizumab (A, Tecentriq)/ carboplatin (C)/ paclitaxel
(P)/bevacizumab (B) [ABCP] with BCP alone in patients with metastatic, non-squamous NSCLC.[136]

* Patients with EGFR or ALK aberrations were excluded from inclusion in the trial.

* A 4-month survival advantage was reported in the ABCP group relative to the BCP group,
with a median OS of 19.2 months, and 7.0 months, respectively [HR 0.71; 95% CI, 0.59,
0.85; p = 0.0002].

* There were many threats to the reliability of these results, including the lack of blinding
and numerous protocol changes during the trial which altered the predetermined efficacy
analysis (high potential for bias in the results).

* Despite the positive OS results, it is not known whether the addition of bevacizumab to
Tecentriq (atezolizumab) plus platin-based chemotherapy is superior to Tecentriq
(atezolizumab) plus platin-based chemotherapy alone, or whether the additional risks with
this multi-drug regimen are acceptable, as ABCP was not formally compared with ACP.
However, the median OS for these two groups was numerically similar suggesting a lack
of any survival benefit (19.2 months and 19.4 months, respectively). Furthermore, it is not
known if the addition of Tecentriq (atezolizumab) to platin-based chemotherapy is
superior to platin-based chemotherapy alone. This is an area of ongoing investigation.

* Additionally, the lack of formal comparison between the ABCP and ACP groups does not
allow for an accurate assessment of the potential added safety risks when bevacizumab is
added to an immunotherapy-based regimen.

Front-line therapy, in combination with a platinum plus a taxane — NSCLC

- Tecentriq (atezolizumab) was also approved as part of a front-line regimen for non-squamous
metastatic NSCLC based on a randomized, open-label (not blinded), phase 3 trial that compared
Tecentriq (atezolizumab) plus nab-paclitaxel and carboplatin with nab-paclitaxel and carboplatin
with or without pemetrexed switch maintenance.[137]

* Most patients had no EGFR or ALK aberrations.

* Tecentriq (atezolizumab) was initiated with chemotherapy (carboplatin and nab-
paclitaxel) as induction and then continued as monotherapy versus carboplatin plus nab-
paclitaxel induction followed by pemetrexed switch maintenance or best supportive care
(BSC).

* The Tecentriq (atezolizumab) treatment arm demonstrated improved overall survival
relative to the chemotherapy arm, with a 4.7-month improvement in median OS and 1.5-
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month improvement in median PFS.

* It was noted that the combination of Tecentriq (atezolizumab) with chemotherapy may
add additional toxicity relative to either therapy alone.

* Applicability of the results to patients with squamous histology or patients with EGFR or
ALK genetic aberrations cannot be determined as the sample size for these groups was too

small.

Subsequent-line therapy (after disease progression on platinum-based front-line therapy) - NSCLC

Tecentriq (atezolizumab), as a single agent, demonstrated improved OS relative to docetaxel in
patients with locally advanced or metastatic NSCLC who had disease progression after standard
therapy with a platinum-based chemotherapy regimen and, if the tumor was EGFR- or ALK-
positive, an appropriate tyrosine kinase inhibitor.[138 139]

* A three- to four-month improvement in median overall survival was demonstrated with
Tecentriq (atezolizumab) relative to docetaxel. Benefit was noted regardless of PD-L1

expression.

* Prior treatment with PD-1/PD-L1 inhibitors was not allowed.

Guidelines

The National Comprehensive Cancer Network (NCCN) NSCLC treatment guideline lists the following: (3l

Subsequent therapy (dependent on PD-L1 expression and histology): Tecentriq (atezolizumab),
Opdivo (nivolumab), and Keytruda (pembrolizumab) among preferred category 1 recommendations,
for locally advanced or metastatic NSCLC that progressed on or after standard front-line therapy

when there has been no prior use of anti-PD-1/PD-L1 therapy.

First-line therapy: Level of recommendation and regimen (monotherapy or with chemotherapy) is

based on PD-L1 expression and histology.

* Preferred PD-1/PD-L1 regimens include Keytruda (pembrolizumab), Libtayo (cemiplimab-
rwlc), Tecentriq (atezolizumab).

* ‘Other recommended’ options include Imfinzi (durvalumab)/Imjudo
(tremelimumab),Tecentriq (atezolizumab)/carboplatin/nab-paclitaxel, Tecentriq
(atezolizumab)/carboplatin/paclitaxel/bevacizumab. Opdivo (nivolumab)/Yervoy
(ipilimumab).

Consolidation therapy for unresectable Stage III: Imfinzi (durvalumab) as consolidation therapy

when there is no progression after 2 or more cycles of definitive concurrent platinum-based

chemoradiation.
For resectable NSCLC:

* Neoadjuvant only: neoadjuvant therapy with Opdivo (nivolumab) among treatment options
for resectable NSCLC (three cycles total). Platinum doublet therapy is also an option (four
cycles total), as are various adjuvant therapies.

* Neoadjuvant followed by adjuvant: neoadjuvant platinum-doublet therapy with addition of
immunotherapy [Opdivo (nivolumab), Keytruda (pembrolizumab), or Imfinzi (durvalumab)]
prior to surgical resection followed by adjuvant immunotherapy as monotherapy for up
approximately one year (12-13 cycles; See “Quantity Limit”).
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* Adjuvant only: for completely resected NSCLC in patients who received previous
adjuvant chemotherapy - Tecentriq (atezolizumab) [stage IIB-IITA or high-risk stage IIA
PD-L1 > 1%] and Keytruda (pembrolizumab) [stage II-IIIA, with a note that the value of
adjuvant therapy in PD-Li1 negative NSCLC is unclear].

Primary mediastinal B cell lvmphoma (PMBCL)

Keytruda (pembrolizumab)

- Keytruda (pembrolizumab) received FDA Accelerated approval for use in relapsed or refractory
PMBCL based on tumor response rates from a single-arm, open-label study [KEYNOTE-170]. I To
date, there is no evidence that it improves any clinically relevant outcome (e.g., improved survival,
symptom control, function, or quality of life) in this disease setting.

* Two small, uncontrolled, open-label studies evaluated patients with relapsed or refractory
PMBCL who failed to achieve a complete remission after, or were ineligible for, an
autologous stem cell transplant.[140-142]

* Patients received a median of three prior therapies prior to Keytruda (pembrolizumab), and
all had prior rituximab.

* The reported objective response rate (ORR) was 45.3% and 47.6%. Six patients (11.3%) and
seven patients (33.3%) had complete responses, respectively.

* ORR has not been shown to accurately predict improvement in clinical endpoints in
PMBCL.

Guidelines

The NCCN B-cell Lymphomas guideline lists rituximab-containing chemotherapy regimens among
recommended therapy options for relapsed or refractory PMBCL when patients are not candidates for
high-dose therapies with stem cell rescue. Keytruda (pembrolizumab) is listed as a treatment option for
relapsed disease.[3]

Renal Cell Carcinoma (RCC)

Bavencio (avelumab)

- Bavencio (avelumab) is approved for the treatment of advanced (unresectable or metastatic) renal
cell carcinoma (RCC) as a front-line therapy when used in combination with Inlyta (axitinib).

- First-line: The approval was based on interim results from a phase 3, open-label (not blinded),
randomized controlled trial (RCT) in patients with advanced, clear cell RCC in the front-line
treatment setting, comparing the combination of Bavencio (avelumab) plus Inlyta (axitinib) with
sunitinib monotherapy [JAVELIN Renal 101 study].[143 144] Sunitinib, like Inlyta (axitinib), is an
orally administered tyrosine kinase inhibitor.

* All patients in the trial had a clear cell component (histology) and good performance
status. The trial protocol allowed patients with advanced or metastatic disease. All
enrolled subjects had at least one measurable lesion according to the Response Evaluation
Criteria in Solid Tumors (RECIST). Most enrolled subjects (80%) had prior nephrectomy.

* Median progression-free survival (PFS) was greater in the combination treatment arm
[13.8 months and 8.4 months in the Bavencio (avelumab)/Inlyta (axitinib) and sunitinib
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treatment arms, respectively].

There was no difference in overall survival (OS) detected between groups at the time of the
interim analysis, and it was not known if Bavencio (avelumab)/Inlyta (axitinib) improves
any clinical outcome at this time.

At the final analysis, there was no statistically significant difference between survival in
the Bavencio (avelumab)/Inlyta (axitinib) and sunitinib arms (43 vs. 36 months,
p=0.0755).1145] Therefore, the use of Bavencio (avelumab)/Inlyta (axitinib) for first-line
advanced clear cell RCC is considered ‘not medically necessary,” as it is not safer or more
effective than low-cost generic sunitinib, but it is more costly.

There was a slight increase in grade 3 and 4 adverse effects in the combination arm.
Additionally, 11% of subjects in the combination arm had immune-mediated AEs that
required 40 mg or more per day of prednisone.

- Subsequent: There is no evidence supporting the use of Bavencio (avelumab) in subsequent-line

RCC settings, or as a monotherapy for RCC.

- The ideal sequencing of immunotherapies [such as Bavencio (avelumab), Opdivo (nivolumab),

Keytruda (pembrolizumab), and Yervoy (ipilimumab)] and tyrosine kinase inhibitor (TKI)

therapies [Inlyta (axitinib), Cabometyx (cabozantinib), Lenvima (Lenvatinib), Votrient

(pazopanib), and sunitinib] in advanced RCC has not been established. Further study is needed.

Keytruda (pembrolizumab)

First-line -Advanced:

- FDA approval for Keytruda (pembrolizumab) in combination with Inlyta (axitinib) was based on

interim PFS results from a phase 3, open-label (not blinded) randomized controlled trial (RCT)

versus Sutent (sunitinib) monotherapy in patients with advanced, clear cell RCC in the front-line

treatment [KEYNOTE-426].[146] Overall survival, the co-primary endpoint, was not mature at the

time of approval.

*

All patients in the trial had a clear cell component (histology) and good performance
status. The trial protocol allowed patients with locally advanced/metastatic disease (i.e.,
Stage IV RCC per American Joint Committee on Cancer) or have recurrent disease. More
than 99% of enrolled subjects had metastatic disease.

Median progression-free survival (PFS) was greater in the combination treatment arm
[15.1 months versus 11.1 months with sunitinib].

Median overall survival was not met in either treatment arm at the time of the interim
analysis.

In a subsequent analysis of overall survival, the median OS was not reached with

pembrolizumab/axitinib and was 35.7 months in the sunitinib treatment arm.[147]

There was a slight increase in grade 3 and 4 adverse effects in the combination arm.
Additionally, 27% of subjects in the combination arm had immune-mediated AEs that
required 40 mg or more per day of prednisone. [1

- FDA approval of Keytruda (pembrolizumab) in combination with Lenvima (lenvatinib) is based on

results from a phase 3, open-label (not blinded) RCT where this combination was found to show

improved PFS relative to Sutent (sunitinib) monotherapy in patients with advanced, clear cell
RCC in the front-line treatment [KEYNOTE-581/CLEAR Study]. [ 148

© 2026 Regence. All rights reserved.

dru797.9

Page 110 of 154



All patients in the trial had a clear cell component (histology) and good performance
status. The trial protocol allowed unresectable, advanced or metastatic. More than 99% of
enrolled subjects had metastatic disease

The median PFS was 23.9 months versus 9.2 months in the Keytruda (pembrolizumab)-
Lenvima (lenvatinib) and Sutent (sunitinib) treatment arms, respectively.
Median OS was not met in either treatment arm.

Limitations of this study include, but are not limited to:

» PFSis a surrogate radiographic endpoint that may not accurately predict that a
patient will live a longer or better life.

*  Front-line therapies for advanced RCC have evolved such that Sutent (sunitinib) is no
longer considered a standard of care. The efficacy and safety of Keytruda
(pembrolizumab) plus Lenvima (lenvatinib) relative to other available standards of
care is not known.

- Adjuvant for Resected RCC: The use of Keytruda (pembrolizumab) as an adjuvant therapy for

patients with resected RCC with a high risk of recurrence was based on a RCT [KEYNOTE-564]
that compared it with best supportive care. Keytruda (pembrolizumab) or placebo was given every
3 weeks for a maximum of 17 cycles (one year).[149]

Patients had either localized, resectable RCC; or had RCC with a fully resectable
metastatic lesion [M1 No Evidence of Disease (NED)] and had a high risk of disease
recurrence (refer to Appendix 2 for definitions).

Only patients with RCC with a clear cell component were included. No prior systemic
therapy for RCC was allowed.

The primary endpoint was disease-free survival (DFS), a non-validated endpoint. At 24
months, 77% and 68% of patients in the Keytruda (pembrolizumab) and placebo arms
were alive and recurrence free, respectively. Overall survival data is not yet mature.

- Subsequent therapy: Currently, there is no evidence supporting the use of Keytruda

(pembrolizumab) in subsequent-line RCC settings, or as a monotherapy for advanced RCC.

Opdivo (nivolumab)

First-line use

In Combination with Yervoy (ipilimumab)

- A large, randomized, open-label trial compared the combination of Yervoy (ipilimumab) plus

Opdivo (nivolumab) with Sutent (sunitinib) as initial therapy for patients with intermediate- to
poor risk, unresectable or metastatic RCC [CHECKMATE-214].1150]

*

Yervoy (ipilimumab) was initiated for four doses with Opdivo (nivolumab) then Opdivo
(nivolumab) monotherapy was continued until disease progression.

The population included favorable-, intermediate-, or poor-risk disease; however, only
patients with intermediate- or poor risk disease were evaluated for efficacy.

There was no statistical difference in PF'S between the two treatment groups. Efficacy was
based on a modest improvement in survival at 18 months (interim analysis) relative to
Sutent (sunitinib). Median survival had not been reached in either group at the time of
approval. Therefore, it was too soon to make conclusions regarding its net health benefit in
this setting. At 8 yr follow up, median OS was higher for nivolumab/ipilimumab with 46.7
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months vs. sunitinib 26 months [HR 0.69, 95% CI 0.59-0.81]. However, there was no
significant difference in OS for the favorable-risk disease group.[151l

In Combination with Cabometyx (cabozantinib)

- A large, open-label, randomized active-controlled trial compared the combination of Opdivo
(nivolumab) plus cabozantinib with Sutent (sunitinib) in treatment-naive patients with locally
advanced (unresectable) or metastatic RCC with clear cell histology [CHECKMATE-9ER]. (25

* Patients were enrolled regardless of tumor PD-L1 expression.

* The population included patients with favorable-, intermediate-, and poor-risk disease;
however, approximately 75% had intermediate- to poor-risk disease.

* The median PFS was 16.6 months and 8.3 months in the Opdivo (nivolumab)/Cabometyx
(cabozantinib) and Sutent (sunitinib) treatment groups, respectively.

* Median OS was not reached in either group; however, early results favor the Opdivo
(nivolumab)/Cabometyx (cabozantinib) treatment arm.

- A more informative comparator would have been a monotherapy Cabometyx (cabozantinib) arm.
In combination with Yervoy (ipilimumab) and Cabometyx (cabozantinib)

- A large, phase 3, RCT [COSMIC-313] compared the combination of Opdivo (nivolumab)/ Yervoy
(ipilimumab)/Cabometyx (cabozantinib) with Opdivo (nivolumab)/Yervoy (ipilimumab)/placebo in

patients with intermediate- to poor-risk advanced or metastatic RCC with a clear cell component. An
incremental improvement in PFS was noted in the ‘triple therapy’ group; however, there is no mature
outcomes data from the study.[152]

- The risk of significant AEs was greater in the Opdivo (nivolumab)/Yervoy(ipilimumab)/ Cabometyx
(cabozantinib) treatment arm with grade 3 or 4 AEs occurring in 79% of the patients in the ‘triple
therapy group’ versus 56% in the control group.

- It is not known how Opdivo (nivolumab)/Yervoy (ipilimumab)/Cabometyx (cabozantinib) compares
with Opdivo (nivolumab)/Cabometyx (cabozantinib) which is already FDA approved and coverable in
this population.

- The NCCN guideline does not endorse the use of Opdivo (nivolumab)/Yervoy (ipilimumab)/Cabometyx
(cabozantinib) for RCC. [8153]

Subsequent-line use

- The primary evidence of efficacy in RCC is based on a phase 3, double-blind randomized
controlled trial [CHECKMATE 025] that compared Opdivo (nivolumab) monotherapy with
Afinitor (everolimus) in patients with refractory unresectable or metastatic RCC, after prior
antiangiogenic therapy with bevacizumab or a multi-kinase inhibitor.[25 154]

* Subjects were previously treated with at least one of the following: bevacizumab, Sutent
(sunitinib), Votrient (pazopanib), Inlyta (axitinib), or Nexavar (sorafenib).

* Efficacy was based on improved OS with Opdivo (nivolumab), a clinically relevant
endpoint, relative to Afinitor (everolimus) at the time of the prespecified interim analysis
(median OS of 25 months and 19.6 months, respectively).

- Although there is interest in the use of Opdivo (nivolumab)/Yervoy (ipilimumab), a combination
immunotherapy, after progression on other therapies, Opdivo (nivolumab)/Yervoy (ipilimumab) is
only coverable in the settings in which it was studied and NOT as a salvage therapy. In addition,
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the use of Opdivo (nivolumab)/Yervoy (ipilimumab) after progression on a monotherapy PD-1/PD-
L1 inhibitor therapy [e.g., Keytruda (pembrolizumab)] is also not coverable.

Guidelines
The NCCN kidney guideline lists: [3]
- First-line treatment for advanced, clear cell RCC:
* The recommendation ratings vary, based on risk assessment.
* Immunotherapy options include: Keytruda (pembrolizumab) with Inlyta (axitinib) or
Lenvima (Ienvatinib); Opdivo (nivolumab) with Cabometyx (cabozantinib); Opdivo

(nivolumab) with Yervoy (ipilimumab) are all category 1 preferred options. Bavencio
(avelumab) with Inlyta (axitinib) is listed under ‘Other Recommended’.

- Subsequent therapy for unresectable or metastatic RCC, after progression of disease on front-line
therapy [e.g. multi-kinase inhibitors, bevacizumab]: Opdivo (nivolumab) among several treatment
options.

- For resectable RCC with high risk of recurrence, Keytruda (pembrolizumab) as a single agent or
surveillance are listed among recommendations for clear cell, previously untreated disease.

Small Cell Lung Cancer (SCLC)
Imfinzi (durvalumab)

Extensive-stage SCLC (ES-SCLC) — First line
- The initial FDA approval in SCLC was based on a single phase 3 randomized controlled trial that

compared Imfinzi (durvalumab) plus chemotherapy (etoposide plus carboplatin or cisplatin) with

chemotherapy alone (placebo arm) in patients with untreated extensive-stage SCLC (ES-

SCLC).[155 156]

* Subjects included in the study had no prior treatment for ES-SCLC. If they had prior
treatment for limited-stage SCLC (LS-SCLC), they had to have been treated with curative
intent and must have had a treatment-free interval of at least 6 months since their last
chemotherapy, radiotherapy, or chemoradiotherapy. However, no prior use of anti-PD-
1/PD-L1 therapy was allowed.

* Patients with untreated or symptomatic CNS metastasis were not included in the study.
* Imfinzi (durvalumab) was initiated with chemotherapy (given for four cycles) and was
then continued as maintenance until disease progression.
* After a median follow-up of 25.1 months. Median OS was 12.9 months [95% CI: 11.3 to
14.7] and 10.5 months [95% CI: 9.3 to 11.2], respectively.
- There was a small, but statistically significant difference in OS that favored patients in the
Imfinzi (durvalumab) group.
- Optimal sequencing of chemotherapy and immunotherapy in SCLC has not been studied.
Sequential use of immunotherapies (e.g., PD-1/PD-L1 inhibitors) is not supported by current
evidence.

Limited-stage SCLC (LS-SCLC) — Consolidation therapy, after concurrent chemoradiation (cCRT)

- The FDA approval in limited-stage SCLC (LS-SCLC) was based on an interim analysis of phase 3
randomized placebo-controlled trial as consolidation therapy in patients with inoperable LS-SCLC
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who did not have disease progression after concurrent chemoradiation therapy (cCRT).[157]

*

All patients had stage I, II, or IIT LS-SCLC. Patients with stage I or II disease had to have
medically inoperable disease.

Enrollment was limited to patients with a good performance status (PS), defined as a
WHO/ECOG PS score of 0 or 1. Patients with ECOG>1 were excluded from the trial.

All patients received four cycles of definitive cCRT with etoposide plus a platinum
(cisplatin or carboplatin). Three cycles of cCRT was allowed if the patient had disease
control and the investigator documented no likely additional benefit from a fourth cycle.
Only patients with no disease progression (partial response, complete response, or stable

disease) were randomized.

Patients were randomized to consolidation therapy with Imfinzi (durvalumab)
monotherapy (n=264) or placebo (standard surveillance) (n=266), dosed every four weeks
for up to 24 months or until disease progression. Prophylactic cranial irradiation (PCI)
after cCRT was allowed, at the investigator’s discretion. However, patients with untreated
or symptomatic CNS metastasis were not included in the study.

After a median follow-up of 37.2 months, median OS was 55.9 months [95% CI:37.3, not
reported] with Imfinzi (durvalumab) and 33.4 months [95% CI: 25.5, 39.9] with placebo,

based on an interim analysis.

Of note: the trial also included a combination arm of Imfinzi (durvalumab) with Imjudo
(tremelimumab) (n=200). However, enrollment in the combination arm was stopped based
on a protocol amendment, given emerging OS data for ES-SCLC with the addition of PD-1
therapy to chemotherapy and the uncertain benefit of CTLA-4 therapy for ES-SCLC. The
interim data analysis used for the FDA approval of Imfinzi (durvalumab) did not include
the combination arm. Therefore, the use of Imfinzi (durvalumab) in combination with
Imjudo (tremelimumab) for LS-ESCLC is considered investigational.

There is no evidence to support the use of Imfinzi (durvalumab) in LS-SCLC in patients
unable to tolerate prior concurrent chemoradiotherapy (cCRT) with etoposide plus a
platinum, such as those with a poor performance status (ECOG>1). The trial only enrolled
patients who had disease stability or response with cCRT (as detailed above). Therefore,
Imfinzi (durvalumab) in LS-SCLC not previously treated with cCRT is considered
investigational.

Tecentriq (atezolizumab)
Extensive-stage SCLC (ES-SCLC) — First line

- Induction with chemotherapy, then maintenance monotherapy: The initial approval in SCLC was

based on the results of a phase 3 RCT [IMpower133] that compared Tecentriq (atezolizumab) plus

chemotherapy (carboplatin plus etoposide) with chemotherapy alone (placebo arm) in patients

with untreated, extensive-stage SCLC (ES-SCLC). There was a small, but statistically significant

difference in the 1-year survival rate that favored patients in the Tecentriq (atezolizumab)

treatment arm.[2 158]

*

Subjects included in the study had no prior treatment for extensive-stage SCLC. If they
had prior treatment for limited-stage SCLC (LS-SCLC), they had to have been treated with
curative intent and must have had a treatment-free interval of at least 6 months since
their last chemotherapy, radiotherapy, or chemoradiotherapy. However, no prior use of
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anti-PD-1/PD-L1 therapy was allowed.
* Patients with untreated or symptomatic CNS metastasis were not included in the study.

* Tecentriq (atezolizumab) was initiated with carboplatin plus etoposide (given for four
cycles) and was then continued as maintenance until disease progression.

* Overall survival at 12 months was 51.7% and 38.2% in the Tecentriq (atezolizumab) and
placebo arms, respectively [HR 0.70; 95% CI: 0.54, 0.91; p = 0.007]. Median OS was 12.3
months [95% CI: 10.8, 15.9] and 10.3 months [95% CI: 9.3, 11.3], respectively. No p-value
was reported for the medians. Because the confidence intervals overlap, the
meaningfulness of these findings is difficult to interpret.

Induction with chemotherapy, then maintenance in combination with Zepzelca (lurbinectedin):
More recently, Tecentriq (atezolizumab) was studied in the front-line setting in a phase 3 trial
[IMforte], when given as part of induction chemoimmunotherapy, followed by maintenance
therapy with Zepzelca (lurbinectedin) in patients with ES-SCLC who had not progressed after
induction therapy as compared to maintenance therapy with Tecentriq (atezolizumab)
monotherapy.[159 Maintenance therapy with Tecentriq (atezolizumab) with Zepzelca
(lurbinectedin) demonstrated improved overall survival (OS) relative to maintenance therapy
with Tecentriq (atezolizumab) monotherapy. However, it was also associated with nearly double
the adverse effects.

* Patients in the trial completed four cycles of induction chemoimmunotherapy with
Tecentriq (atezolizumab) combined with carboplatin and etoposide before being
randomized into maintenance treatment of either Zepzelca (lurbinectedin) combined with
Tecentriq (atezolizumab) or Tecentriq (atezolizumab) monotherapy. All patients had an
Eastern Cooperative Oncology Group (ECOG) performance status (PS) of either 0 or 1
after induction.

* The median overall survival (OS) for the combination arm was 13.2 months compared to
10.6 months with Tecentriq (atezolizumab) monotherapy (HR = 0.73, p=0.0174).

* No new safety signals were identified but adverse events were observed at roughly double
the incidence of Tecentriq (atezolizumab) alone despite pre-emptive filgrastim (G-CSF).

Optimal sequencing of chemotherapy and immunotherapy in SCLC has not been studied.
Sequential use of immunotherapies is not supported by current evidence.

Other Neuroendocrine Tumors: Neuroendocrine tumors include a variety of tumor types, such as

GI tract bronchopulmonary (including SCLC), thymic, and pancreatic, among others.31 Although
SCLC is classified as a neuroendocrine tumor. Tecentriq (atezolizumab) is coverable only for
neuroendocrine that is "managed as SCLC" per guidelines or trial evidence. There is insufficient
evidence at this time to conclude safety or efficacy of Tecentriq (atezolizumab) for any other type
of neuroendocrine tumor, aside from SCLC.

Guidelines
The NCCN SCLC guidelines include the following:[3]

For extensive-stage SCLC (ES-SCLC), initial therapy (first-line), preferred options include:
Imfinzi (durvalumab) with chemotherapy for induction, followed by maintenance Imfinzi
(durvalumab) monotherapy; Tecentriq (atezolizumab) with chemotherapy for induction, followed
by maintenance Tecentriq (atezolizumab) monotherapy or in combination with Zepzelca
(lurbinectedin).

© 2026 Regence. All rights reserved.
dru797.9 Page 115 of 154



- For limited-stage SCLC (LS-SCLC), initial therapy (first-line), preferred options include:

*

Primary therapy: surgical resection (preferred, when possible, for stage I-1IA), followed by
concurrent chemoradiotherapy (cCRT) with thoracic radiation and platin/etoposide
chemotherapy [performance status (PS) and stage dependent].

Consolidation therapy: Imfinzi (durvalumab) is a category 1 recommendation in patients
with complete response, partial response, or stable disease after primary therapy with
cCRT, limited to those with good PS and who are inoperable (or decision made to not
pursue surgical resection). Other treatment options are limited to prophylactic cranial
irradiation, in specific patients, or surveillance.

Squamous cell carcinoma of the head and neck (SCCHN)

- See HNSCC

Triple-negative breast cancer (TNBC)

Keytruda (pembrolizumab) [V

- Advanced (locally advanced or metastatic) triple-negative breast cancer (TNBC)

*

FDA approval in TNBC is based on an RCT that studied the addition of Keytruda
(pembrolizumab) to standard chemotherapy (paclitaxel, paclitaxel protein-bound, or
gemcitabine and carboplatin) relative to chemotherapy alone (placebo arm) in patients
with locally recurrent unresectable or metastatic TNBC who had not been previously
treated with chemotherapy in the metastatic setting [KEYNOTE-355].[1601 In patients with
PD-L1 CPS > 10, the addition of Keytruda (pembrolizumab) to standard chemotherapy
improved OS, relative to chemotherapy alone.

" The trial enrolled patients regardless of their PD-L.1 status. When it became
apparent that there was no PFS difference between the treatment groups, the
protocol was amended to change the primary analysis from all comers to the
subpopulation with a PD-L1 combined positive score (CPS) > 10.

" In subjects with a PD-L.1 CPS of > 10, the median PFS was 9.7 months and 5.6
months in the Keytruda (pembrolizumab)/chemotherapy and chemotherapy only
treatment arms, respectively. The secondary endpoint was PFS in the PD-L1 CPS
> 1 subgroup. No difference in PFS was demonstrated in this population.

" A subsequent analysis reported a statistically significant improvement in median
OS for the subpopulation with PD-L1 CPS > 10. The median OS was 23.0 months
and 16.1 months in the Keytruda (pembrolizumab)/chemotherapy and
chemotherapy only treatment arms, respectively [HR 0.73 (95% CI: 0.55, 0.95)].
There was no difference in OS detected between the Keytruda (pembrolizumab)
and placebo groups in the subgroup with PD-L1 CPS > 1 or in the ITT population
(‘All comers’ regardless of PD-L1 status).[161]

More recently, Keytruda (pembrolizumab) was studied in a phase 3 RCT for newly
diagnosed PD-L1 expressing advanced TNBC in combination with Trodelvy (sacituzumab
govitecan-hziy) vs. standard of care cytotoxic chemotherapy plus Keytruda
(pembrolizumab) [(n=443); ASCENT04/KEYNOTE-D19].[162]
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=  All patients were previously untreated in the advanced (inoperable or metastatic)
setting (“first-line advanced TNBC”) and had PD-L1-positive tumors (CPS>10).

o 34% were metastatic at diagnosis.

e For patients with previously treated TNBC in the non-advanced setting
(neoadjuvant/adjuvant therapy), no prior systemic anticancer therapy was
allowed within 6 months. At least 52% received previous neoadjuvant/adjuvant
therapy (but only 1.3% had prior PD1/PDL1).

*  The primary endpoint was progression-free survival (PFS) for both trials.

e Median PFS was +2.4 months with sacituzumab govitecan versus standard
cytotoxic chemotherapy (11.2 vs. 7/8 months), HR 0.65 [0.51, 0.84]. At this time,
OS is unknown; however, high rates of crossover from the chemotherapy arm to
sacituzumab govitecan limit interpretation of future OS data.

e In addition, a very low percent of enrolled patients had prior PD1/PDL1 in the
neoadjuvant/adjuvant setting. Therefore, generalizability of these results to a US
patient population, where use of neoadjuvant/adjuvant pembrolizumab is

standard of care, is uncertain.
NCCN guidelines list the use of Keytruda (pembrolizumab) among recommended

therapies for PD-L1-positive advanced TNBC, in combination with chemotherapy or
Trodelvy (sacituzumab govitecan-hziy). [3]

- Neoadjuvant/adjuvant triple-negative breast cancer (TINBC)

FDA approval of Keytruda (pembrolizumab) in combination with chemotherapy as a neoadjuvant

therapy and then continued as a single agent as an adjuvant therapy after surgical excision was

based on a double-blind, placebo-controlled RCT that compared pembrolizumab (plus

chemotherapy) with placebo (plus chemotherapy) and evaluated event-free survival (EFS) as a
surrogate endpoint. [KEYNOTE-522] [1 163] The health benefit of the addition of Keytruda
(pembrolizumab) to chemotherapy relative to alternatives (chemotherapy alone) for early TNBC is

currently unknown. EFS is not a validated endpoint for predicting an OS benefit.

*

Patients had newly diagnosed early-stage, high-risk TNBC who had no prior systemic
therapy for their disease and were newly diagnosed. Patients with metastatic disease were
excluded from the study.

Keytruda (pembrolizumab) was given with chemotherapy for eight total 3-week cycles prior
to surgical excision and was continued as monotherapy as a single agent for up to 9
additional, 3-week cycles [total of up to one year of Keytruda (pembrolizumab)].

There was a relative improvement in EFS reported for patients in the Keytruda
(pembrolizumab) arm of the study in a preliminary analysis. The OS data was not mature
at the time of FDA approval.

EFS is not a validated endpoint for predicting an OS benefit. Therefore, it is not currently
known if Keytruda (pembrolizumab) contributes to a better or a longer life when used in
this setting.

. The FDA allows the use of EFS as a surrogate marker for the approval of drugs in
early-stage breast cancer; however, its accuracy in predicting clinically relevant
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outcomes is controversial.[164 This scenario is analogous to the use of PFS (another
radiographic surrogate endpoint) for drug approvals for advanced breast cancer
where several medications were found to improve PFS without confirmation of any
clinical benefit in follow up trials.

. A recent publication analyzed EFS as a surrogate for OS in early breast cancer. The
analysis included 7 studies for this surrogacy analysis. The authors concluded that
although EFS moderately correlated with improved OS in early breast cancer in the
neoadjuvant setting, the confidence intervals are wide, and the association was not

significant.[164]

* Results from the final OS analysis reported a small difference in 5-year OS [86.6% with
Keytruda (pembrolizumab) vs. 81.7% with placebo (p=0.002)].[165]

* The current NCCN guidelines list the use of adjuvant or neoadjuvant Keytruda
(pembrolizumab) among potential treatment options for early-stage, high-risk TNBC. [

Urothelial Carcinoma (UC)

Background [3 16¢]

UC can develop from the renal pelvis to the ureter, bladder, and proximal two-thirds of the

urethra. However, more than 90% of cases originate in the bladder.

Bladder cancers are divided into three categories: Non-muscle-invasive bladder cancer (NMIBC),

muscle-invasive bladder cancer (MIBC), and metastatic bladder cancer.

Most bladder cancer is non-muscle invasive at diagnosis. Approximately 10% to 15% of cases go on

to become invasive, locally advanced, or metastatic (incidence estimated at 3.8 cases per 100,000).

Treatment goals vary based on disease categorization:

* NMIBC: Reduce recurrences and prevent progression to a more advanced stage.

* MIBC (T2-4aNOMO): Determine whether bladder should be removed or if it can be
preserved without compromising survival, and to determine if systemic therapy is
required to improve the likelihood of a cure. Neoadjuvant cisplatin-based chemotherapy
followed by radical cystectomy is the existing standard of care. Most recently,
perioperative “sandwich therapy” with PD-1 (durvalumab) is being used as add-on to
standard neoadjuvant cisplatin-based chemotherapy, then continued as adjuvant after
cystectomy.

* Metastatic bladder cancer: Prolong survival and maintain quality of life.

Muscle-invasive bladder cancer (MIBC) is a more aggressive subset of bladder cancer, managed

with surgery and systemic therapy, dependent on staging. Although radical resection for MIBC is

done with curative intent, > 50% of patients w/ pathological evidence of cancer involving
surrounding tissues or regional lymph nodes with have metastatic recurrence.

Bavencio (avelumab)

Bavencio (avelumab) is approved in two advanced (locally advanced/metastatic) bladder cancer

settings:[144]

* As a subsequent-line therapy when there has been progression of locally advanced or
metastatic disease after front-line platinum-containing chemotherapy.

* As switch maintenance when there has been no progression of disease after front-line
platinum-containing chemotherapy.
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- Subsequent-line: The initial FDA approval for Bavencio (avelumab) in bladder cancer was based on

a phase 1, non-blinded, single-arm cohort from a larger study in a variety of solid tumors.[167 168]

* The study evaluated ORR as the primary endpoint. ORR is not a validated surrogate
endpoint. It has not been shown to accurately predict any clinically relevant benefit in
locally advanced or metastatic bladder cancer.

* The reported ORR was 14.8% and the duration of response was not estimable.

- To date, Bavencio (avelumab) has only been studied after platinum-based therapy.
- Switch maintenance (first-line after induction chemotherapy): More recently, avelumab

(Bavencio) was approved as switch maintenance therapy for locally advanced or metastatic

bladder cancer after successful treatment with platinum-containing chemotherapy [JAVELIN

Bladder 100 study].[69l

* Subjects in the trial were initially treated with four to six cycles of a platinum plus
gemcitabine. If the tumor decreased in size or did not progress on the initial
chemotherapy, subjects were given Bavencio (avelumab) or best supportive care until
disease progression.

* Subjects in the Bavencio (avelumab) treatment arm were noted to have improved survival
relative to those who received best supportive care with a median OS of 21.4 months and
14.3 months, respectively.

- Platinum-based chemotherapy is the standard of care for front-line treatment of advanced or
metastatic bladder cancer as it is associated with improved OS. Ideal sequencing of therapies in
bladder cancer is still under investigation. Because only 43% of subjects in the chemotherapy only
arm of the JAVELIN Bladder 100 study received a PD-1 or PD-L1 inhibitor after disease
progression, it cannot be determined whether Bavencio (avelumab) maintenance is superior to
waiting until disease progression before beginning anti-PD-1/PD-L1 therapy.

Imfinzi (durvalumab)

- Perioperative (neoadjuvant/adjuvant) for early-stage resectable MIBC: In the perioperative

setting, Imfinzi (durvalumab) has an unclear benefit improvement in pathological complete

response (pCR) and event-free survival (EFS) as add-on to standard neoadjuvant chemotherapy,

followed by radical cystectomy and adjuvant therapy, as compared to standard of care
neoadjuvant chemotherapy, when used for resectable MIBC. Though there was reported
improvement in this surrogate endpoint (pCR), there is uncertainty in the quality of the trial
data, and it is still not known whether this will translate to a better or a longer life for the
patient. Additional information demonstrating improvement in a clinically relevant outcome is
needed. Although the safety surrounding Imfinzi (durvalumab) is generally acceptable in the
advanced or metastatic disease setting, this may not hold in earlier disease settings where no
proven benefit has been demonstrated. Specifically:

* Imfinzi (durvalumab) received FDA approval in the perioperative setting based on
meeting its co-primary endpoints of pathologic complete response (pCR) and event free
survival (EFS), surrogate endpoints with unknown clinical value, in one low confidence
Phase 3 open-label trial [NIAGARA] in patients with resectable MIBC (n=1063).[170]

. The trial enrolled adults with resectable muscle-invasive urothelial carcinoma of
the bladder stage T2-T4alN0-1MO with transitional and mixed transitional cell
histology

" Subjects had to be eligible for cisplatin-based chemotherapy (CrCl > 40) and
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planning to undergo a radical cystectomy.

. No prior systemic chemotherapy or immunotherapy for treatment of MIBC was
allowed. Exception: prior Bacillus-Calmette Guerin (BCG).

. Subjects were randomized to one of two arms:

- Neoadjuvant durvalumab 1500 mg + gemcitabine-cisplatin every 3 weeks for
4 cycles, followed by cystectomy, then adjuvant durvalumab 1500 mg every 4
weeks for up to 8 cycles.

- Neoadjuvant gemcitabine-cisplatin every 3 weeks for 4 cycles, followed by
cystectomy.

. There was a marginal response rate in a not clinically meaningful endpoint.
Specifically, 8% difference in pCR vs. SOC neoadjuvant chemotherapy; it was
initially found to be a non-significant finding due to missing data but was found to
be statistically significant (9.8%, p=0.001) upon re-analysis. EFS and overall
survival (OS) results are not yet mature.

Limitations of the available data include unknown health outcome at this time, lack of
blinding in the trial introduces bias, and unclear integrity of the data. In addition, there is
no comparison of this regimen to other available PD1/PD-L1 therapies for resectable
MIBC, such as adjuvant Opdivo (nivolumab).

- Advanced (locally advanced or metastatic) UC: See Investigational Uses.

Keytruda (pembrolizumab)

- Advanced disease (locally advanced or metastatic), first-line therapy (cisplatin ineligible) - as

Monotherapy: A single-arm, open-label trial [KEYNOTE-052] evaluated Keytruda
(pembrolizumab) in subjects with locally advanced or metastatic urothelial carcinoma who were
ineligible for treatment with a cisplatin-based regimen. Approval was based on tumor response. [1

171]
*
*

*

ORR was 29%, with 7% of the responses considered complete.
Response rate was higher in patients with a combined positive score (CPS) > 10%.[171]

There is no evidence that Keytruda (pembrolizumab) improves any clinically relevant
outcome in this population. Although a median OS was reported, this information is of
little relevance as there was no comparator group to allow any conclusion of a health
benefit relative any other therapy.

- Advanced disease (locally advanced or metastatic), first-line therapy - In combination with Padcev

(enfortumab vedotin): Padcev (enfortumab vedotin) was also evaluated as a front-line therapy for

locally advanced or metastatic UC in combination with Keytruda (pembrolizumab) [Study EV-
302/KEYNOTE-A39]. The evidence is based on a large (N=886), open-label RCT that compared this
combination with a platinum-based chemotherapy regimen.[172173]

*

Patients enrolled in the study had no prior therapy for advanced disease and were eligible
to receive platinum-based chemotherapy. Prior neoadjuvant or adjuvant chemotherapy was
allowed if there had been no disease recurrence within 12 months after its completion.

Padcev (enfortumab vedotin) was given in 21-day cycles until disease progression.
Keytruda (pembrolizumab) was given in 21-day cycles until disease progression or for a
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maximum of 35 cycles (2 years).

* Ninety-five percent of the population had metastatic disease. Approximately 27% had
upper tract UC while the remaining 73% had lower tract UC.

* The median OS was 33.8 months and 15.9 months in the Padcev (enfortumab vedotin) plus
Keytruda (pembrolizumab) and chemotherapy treatment arms, respectively.

* The combination of Padcev (enfortumab vedotin) plus Keytruda (pembrolizumab) has not
been compared to front-line platinum-based chemotherapy followed by maintenance
therapy with a PD-1 inhibitor, such as gemcitabine/cisplatin followed by Bavencio
(avelumab), a combination which has also been shown to improve median OS relative to
platinum-based chemotherapy alone. Therefore, it is not known whether Padcev
(enfortumab vedotin) plus Keytruda (pembrolizumab) is safer or more effective than the
existing standard of care treatment of platinum-based chemotherapy followed by a PD-1
inhibitor.

Advanced disease (locally advanced or metastatic) - Subsequent therapy: A randomized, active-

controlled, open-label trial [KEYNOTE-045] evaluated Keytruda (pembrolizumab) versus

investigator’s choice of single-agent chemotherapy in subjects with locally advanced or metastatic

urothelial carcinoma who had disease progression on or after platinum-containing chemotherapy.
[1174]

* Fifteen percent of subjects enrolled in the trial had disease progression following platinum-
containing neoadjuvant or adjuvant chemotherapy.

* The median OS was statistically greater with pembrolizumab vs. chemotherapy (10.3
months versus 7.4 months, respectively).

For BCG-unresponsive non-muscle invasive bladder cancer (NMIBC): A small, single-arm, non-
blinded study evaluated Keytruda (pembrolizumab) in subjects with high-risk, recurrent or
persistent NMIBC that was unresponsive to adequate treatment with Bacillus Calmette-Guerin
(BCG) therapy who were either not eligible for a cystectomy (bladder removal), or did not elect to
undergo cystectomy [KEYNOTE-057]. [t 175]

* All patients had NMIBC with carcinoma in situ [stage Tis (63%), Ta (25%), or T1 (13%)].

* Adequate BCG therapy was defined as having at least 5 of 6 induction intravesicular
instillations AND either 2 of 3 maintenance instillations, or at least 2 of 6 doses of a second
induction course. The median number of BCG instillations in the trial was 12.

* Complete response (CR) was the study endpoint and was achieved in 41% of patients. The
median duration of response was 16.2 months. Overall response rate (ORR) is an
unvalidated surrogate endpoint that has not been shown to accurately predict clinical
outcomes.

Opdivo (nivolumab)

Advanced (locally advanced or metastatic) UC, subsequent-line setting: Opdivo (nivolumab)
received FDA Accelerated approval for unresectable or metastatic bladder cancer based on a
single-arm, observational trial that evaluated tumor objective response rates (ORR)
[CHECKMATE-275].125 176 Clinical benefit has not been established.
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Subjects had disease that progressed during or following a platinum-containing
chemotherapy regimen, or progressive disease within 12 months of treatment with a
platinum-containing chemotherapy regimen administered in the adjuvant (after surgical
resection) or neoadjuvant (prior to surgical resection) settings.

ORR was 19.6%, of which the vast majority (17%) were partial responders.

ORR has not been shown to accurately predict clinically relevant outcomes. Additional
confirmatory studies are needed to establish a clinical benefit.

- Advanced (unresectable locally advanced or metastatic) UC, first-line setting: Opdivo (nivolumab)

received FDA approval as a first-line therapy for unresectable locally advanced or metastatic

bladder cancer when initiated in combination with cisplatin plus gemcitabine and then continued

as monotherapy. Approval was based on a randomized, open-label trial [CheckMate-901] that

compared this combination with cisplatin plus gemcitabine alone.[177]

*

Subjects were previously untreated in the advanced treatment setting; however, prior
neoadjuvant or adjuvant chemotherapy was allowed as long as recurrence took place 12 or
more months after completion of therapy. Patients who were not eligible for cisplatin-
based chemotherapy were excluded from the study.

Opdivo (nivolumab) was initiated in combination with cisplatin plus gemcitabine which
were given for up to six cycles, after which Opdivo (nivolumab) was continued every four
weeks as monotherapy until disease progression, or for up to two years maximum from the
first dose.

The study demonstrated a survival advantage with median OS of 21.7 months and 18.9
months in the Opdivo (nivolumab) and chemotherapy only treatment arms, respectively
(HR 0.78 [95% CI: 0.63, 0.96]; p-value = 0.017).

- Adjuvant therapy for early-stage resected MIUC: Opdivo (nivolumab) received FDA approval as an

adjuvant therapy (after complete surgical resection) for patients with early-stage muscle-invasive
urothelial carcinoma (MIUC) [also known as muscle-invasive bladder cancer (MIBC)] with good

performance status and a high risk of disease recurrence. Approval was based on a randomized,
double-blind, placebo-controlled trial [CHECKMATE-274] that evaluated disease-free survival
(DFS) as the primary endpoint (n=709).[178]

*

The population was primarily White, male, and with a median age of 66 years (generally
younger than a typical patient which has a median age of 73 years at diagnosis). Forty
percent had a PD-L1 > 1%.

Approximately 80% of patients had tumors originating in the bladder, with the remaining
20% originating in the renal pelvis or ureter.

Approximately 44% of subjects had prior neoadjuvant cisplatin-based chemotherapy.
Patients were randomized to either Opdivo (nivolumab) 240 mg or to placebo IV every 2
weeks for up to 1 year of adjuvant treatment.

The DFS was 20.8 months and 10.8 months in the Opdivo (nivolumab) and placebo arms,
respectively (HR 0.70; [95% CI: 0.57, 0.86]; p = 0.0008).

DFS has not been shown to accurately predict improvement in any clinically relevant
outcome in early-stage MIUC. It is not known if adjuvant therapy will ultimately improve
overall survival (OS), the outcome of interest. In addition, the ideal sequencing of agents
in this clinical setting has not been determined.
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Guidelines

Results at 3 years were maintained, with a DFS of 22 months with nivolumab and 10.9

months with placebo.[17] Interim report of overall survival (74% mature) was 69.5 months
(568.1, NE) with nivolumab and 50.1 months (38.2, NE) with placebo [HR 0.76, 95% CI
(0.61, 0.96)].

The NCCN guideline lists the use of PD-1/PD-L1 immunotherapy for UC as follows:[3!

- Advanced (locally advanced or metastatic disease):

*

Front-line:

Category 1 recommendations for cisplatin-eligible patients include cisplatin plus

gemcitabine followed by Bavencio (avelumab) maintenance, Opdivo (nivolumab)
plus gemcitabine/cisplatin followed by Opdivo (nivolumab) maintenance, Padcev
(enfortumab vedotin) plus Keytruda (pembrolizumab), and dose-dense
methotrexate/vinblastine/doxorubicin/cisplatin followed by Bavencio (avelumab)
maintenance therapy.

Both Padcev (enfortumab vedotin) plus Keytruda (pembrolizumab), and
gemcitabine plus carboplatin followed by Bavencio (avelumab) maintenance
therapy are also listed as category 1 recommendations for cisplatin-ineligible

patients.

Of note - Ineligibility for cisplatin in clinical trials was defined as CrCl 30 to 60
mL/min, poor kidney function (CrCl < 60 mL/min), poor performance status (>2),
significant hearing loss (> 25 dB), grade 2-4 peripheral neuropathy, heart failure,
other comorbidities.[171] Ineligibility for cisplatin is mentioned in NCCN as renal
impairment (CrCl < 60 mL/minute) or comorbidities. Ineligibility for any platinum-
containing chemotherapy is not explicitly defined by the clinical trials or NCCN.
However, NCCN notes that carboplatin can be substituted for cisplatin for patients
with a CrCl < 60 mL/min. Overall comorbidities should be considered for platinum
eligibility (such as cardiac disease, advanced age, performance status, or “if the
patient is unfit”).

Second- and subsequent-line: Keytruda (pembrolizumab) after initial therapy with a

platinum-containing regimen when used as monotherapy [preferred, category 1]; and

Padcev (enfortumab vedotin) monotherapy is listed among several category 2A

recommendations. Bavencio (avelumab) and Opdivo (nivolumab) are lower level (Cat 2B)

options after prior chemotherapy.

- NMIBC, BCG-unresponsive: In patients with NMIBC, the NCCN lists Keytruda (pembrolizumab)
as a recommended option for recurrent or persistent disease unresponsive to BCG and the patient

1s ineligible for a cystectomy or chooses not to have one.

- Adjuvant therapy for newly diagnosed MIUC with a high risk of recurrence: Opdivo (nivolumab),

among potential therapy options.
- Resectable MIBC (category 2A, unless noted)

*

Primary treatment, Stage II/IIIA: neoadjuvant cisplatin-based chemotherapy followed by

radical cystectomy, based on evidence for OS.

Perioperative “sandwich therapy” preferred [Cat 1] with Imfinzi

(durvalumab)/gemcitabine/cisplatin neoadjuvant prior to cystectomy, then Imfinzi
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(durvalumab) after cystectomy.

* Adjuvant therapy based on pathological risk and prior therapy [if not using sandwich
therapy]: Adjuvant cisplatin-based chemotherapy [preferred for some staging]. Adjuvant
Opdivo (nivolumab) monotherapy may be considered.

Reauthorization Criteria

- When coverage criteria are met, PD-1 and PD-L1 inhibitor therapy is authorized for six months
(24 weeks) of therapy, after which time documentation must be provided to establish that the
medication is effective. Specifically, there must be documentation of clinical benefit, including
disease stability or improvement and there is a lack of disease progression, based on an
assessment of change in tumor burden. Alternatively, if the request is for reauthorization after
neoadjuvant treatment, the patient must have completed surgical resection +/- adjuvant radiation
based on the specified disease specific coverage criteria, as well as standard follow up radiologic
assessment.

* The standard of care for evaluation of response to cancer immunotherapy, such as PD-1
and PD-L1 inhibitor therapy, is use of the iRECIST criteria for assessment of tumor
burden.[180]

* The iIRECIST criteria include use of quantitative and qualitative criteria for assessment of
change in tumor burden for target lesions and non-target lesions.[181]

. Quantitative measurements for target lesions (tumor size and % change)
. Qualitative evaluation for non-target lesions (present/disappeared/ unequivocal
progression)

* Documentation of benefit must include an assessment of the most recent imaging
(“restaging scans”) by the treating oncologist. Given the complexity of the evaluation,
including use of the iRECIST criteria, PD-1 and PD-L1 inhibitor therapy will not be
reauthorized without an assessment of response to therapy, such a partial response (iPR),
complete response (iCR), or stable disease (1SD).

* Use of immunotherapy may result in pseudoprogression, due to immune and T-cell
activation, which can appear similar to tumor flare. If there is documentation of potential
disease progression [“unconfirmed progressive disease (UPD)”], a shortened authorization
(up to three months) may be approved to allow time for clarification of response to PD-1
and PD-L1 inhibitor therapy, including clinical re-evaluation of the patient and reimaging.
Guidelines recommend reimaging for iUPD after 4-8 weeks.

* If a patient has confirmed, unequivocal new lesions (progression of disease, iPD), additional
doses of PD-1 and PD-L1 inhibitor therapy is not coverable. If a new lesion is equivocal,
iUPD reassessment by the treating oncologist with repeat imaging would apply (as noted
above).

Not Medically Necessary Uses
Bavencio (avelumab)

- See “Renal Cell Carcinoma — Bavencio (avelumab), First-line”

Libtayo (cemiplimab)

- Libtayo (cemiplimab-rwlc) was studied in recurrent cervical cancer where it was found to improve
overall survival relative to single-agent chemotherapy. The manufacturer withdrew its
application to expand use of Libtayo (cemiplimab-rwlc) in this population. Keytruda
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(pembrolizumab) is already approved for use in cervical cancer.[182]
Tecentriq (atezolizumab)

- See “Non-small cell lung cancer (NSCLC) — Tecentriq (atezolizumab)”

Tevimbra (tislelizumab)

- See “Esophageal and GEJ Cancer [including Esophageal adenocarcinoma, Esophageal squamous

cell carcinoma (ESCC)] - Tevimbra (tislelizumab)”

Investigational Uses

Bavencio (avelumab)

- Bavencio (avelumab) is actively being studied to determine if there is benefit in treating other
types of cancers including gastric or gastroesophageal junction (GEJ) adenocarcinoma (including
esophageal) and NSCLC.[103] To date, there are no studies establishing a clinical benefit in these
settings.

- There is an early phase, published study evaluating Bavencio (avelumab) in NSCLC. However,
larger, well-controlled studies are necessary to establish the safety and effectiveness of Bavencio
(avelumab) in this setting.[183]

Imfinzi (durvalumab)

- Urothelial carcinoma (UC, bladder cancer) Advanced (unresectable locally advanced or
metastatic):

* Subsequent-line setting: Imfinzi (durvalumab) initially received Accelerated approval as a

subsequent therapy (after disease progression on a cisplatin-based chemotherapy regimen)
for unresectable or metastatic bladder cancer based on tumor response rate in a non-
comparative (single-arm), observational study.

* First-line setting: A subsequent phase 3 trial (DANUBE study) intended to confirm the
efficacy of Imfinzi (durvalumab) in the unresectable, locally advanced or metastatic
bladder cancer setting failed to demonstrate an OS advantage over standard
chemotherapy. Based on this failed confirmatory trial the manufacturer voluntarily
withdrew the bladder cancer indication. Because there is no proven net health benefit
relative to the standard of care, the use of Imfinzi (durvalumab) for advanced bladder
cancer is considered investigational.[184]

- Head and neck squamous cell cancer (HNSCC). Imfinzi (durvalumab) failed to show a benefit
relative to standard of care for HNSCC in two different settings: a phase 3 trial (EAGLE study) in
as a front-line therapy for PD-L1-postive advanced HNSCC [185] and in an open label phase 2/3

trial NRG-HNO004) as concurrent and adjuvant therapy for locoregionally advanced HNSCC, in
patients with a contraindication to cisplatin.[186] Because there is no proven net health benefit
relative to the standard of care, the use of Imfinzi (durvalumab) for HNSCC is considered
investigational.

- Cervical cancer: A phase 3, double-blind RCT [CALLA study] compared Imfinzi (durvalumab)
with placebo in patients with untreated, locally advanced cervical cancer.['87l Therapy was

initiated with chemoradiotherapy, and then continued as maintenance after completion of the
chemoradiotherapy. The primary endpoint was progression-free survival (PFS). However, there
was no difference in PFS detected between the two treatment groups. There were five treatment-
related deaths in the Imfinzi (durvalumab) treatment arm and one treatment-related death in the
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placebo arm.

- Hepatocellular carcinoma —for transarterial chemoembolization (TACE): There is interest in the
use of PD-1/PD-L1 therapy as follow-on therapy after TACE in patients with unresectable HCC
that is amenable to chemoembolization (TACE). However, there is insufficient evidence to

establish the superiority of the combination therapy with a PD-1/PD-L1 as compared to
bevacizumab monotherapy. A phase 3 trial [EMERALD-1] studied Imfinzi
(durvalumab)/bevacizumab vs. Imfinzi (durvalumab) monotherapy. [188] There was an
improvement in PFS with the combination therapy, as compared to Imfinzi (durvalumab)
monotherapy. However, the PFS with Imfinzi (durvalumab) monotherapy was numerically
similar to PFS with placebo control arm. Therefore, the value of Imfinzi (durvalumab) in the
combination regimen, relative to bevacizumab alone, is unclear and the use of Imfinzi
(durvalumab) for TACE is considered investigational.

- There are also ongoing studies designed to evaluate Imfinzi (durvalumab) in other solid
tumors.[105]

Jemperli (dostarlimab)

- Jemperli (dostarlimab) is actively being studied to determine if there is benefit in treating other
types of cancers including non-small cell lung cancer and malignant melanoma.105] To date,
studies are preliminary and ongoing and the risk versus potential for clinical benefit remains

under investigation.
- dMMR Solid Tumors [other than endometrial carcinoma (EC)] 189

* Jemperli (dostarlimab) is FDA approved as a treatment option for patients with any

progressive dMMR solid tumor (“tumor agnostic’) when no satisfactory treatment
alternatives are available.

* The Accelerated approval of Jemperli (dostarlimab) for all AMMR solid tumors was based
on preliminary results from a ‘basket trial’ [GARNET] which included patients with any
type of solid tumor as long as it was dMMR.

. Fourteen types of solid tumors were represented in the non-EC cohort of 106
patients. Ten tumor types were represented by only one or two patients.

. The sample size for most tumors was very small with most tumor types being
represented in only one or two patients. Colon cancer was the most common tumor
type (n=69), followed small intestine (n=11), gastric (n=6), and pancreatic (n=4).
Additionally, the population did not include all types of solid tumors.

" Subjects enrolled in the trial had advanced solid tumors, at least one prior
chemotherapy regimen, and no acceptable treatment alternatives.

* Although reported tumor response rates appear promising, it is not known if Jemperli
(dostarlimab) improves tumor response in all dIMMR solid tumors or positively impacts any
clinically relevant outcome. Confirmatory studies are necessary to establish clinical benefit.
Therefore, the use of Jemperli (dostarlimab) for dAMMR tumors (other than EC) is considered
investigational.

Keytruda (pembrolizumab)

- Keytruda (pembrolizumab) is actively being studied to determine if there is benefit in treating
other types of cancers including multiple myeloma (MM), and ovarian cancer. To date, studies are
preliminary and ongoing and the risk versus potential for clinical benefit remains under
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investigation.[105]

- Vulvar Cancer

*

The evidence for Keytruda (pembrolizumab) in vulvar cancer is limited to an ongoing,
single-arm, basket study (KEYNOTE-158) in multiple types of solid tumors. The cohort of
patients with metastatic and/or unresectable vulvar squamous cell carcinoma consisted of
101 patients. The tumor response rate for this cohort was 10.9% with only 1 complete
response. There is no comparative evidence or outcomes data available in this
population.[190]

The NCCN vulvar cancer guideline lists Keytruda (pembrolizumab) as a potential
biomarker-directed systemic therapy for recurrent or metastatic vulvar cancer for tumors
that are TMB-H, MSI-H/dMMR, or PD-L1 (CPS) > 1. 8

- Hepatocellular carcinoma —for transarterial chemoembolization (TACE): There 1s interest in the

use of PD-1/PD-L1 therapy as follow-on therapy after TACE in patients with unresectable HCC
that is amenable to chemoembolization (TACE). However, there is insufficient evidence to
establish the efficacy of Keytruda (pembrolizumab) in this setting. A phase 3 trial [LEAP-012]
studied Keytruda (pembrolizumab)/Lenvima (lenvatinib) vs. placebo.['91 There was an

improvement in PFS with the combination therapy, as compared to placebo. However, the OS was

not met. Therefore, the use of Keytruda (pembrolizumab) for TACE is considered investigational.

- MSI-H Tumors (other than CRC and endometrial carcinoma)

%

Keytruda (pembrolizumab) is FDA approved as a treatment option for patients with any
progressive MSI-H/dMMR solid tumor (“tumor agnostic”) when no satisfactory treatment
alternatives are available.lll However, currently there is insufficient evidence to establish
the efficacy or safety of Keytruda (pembrolizumab) in patients with other MSI-H/dMMR
tumors.[1 192 193]

The Accelerated approval of Keytruda (pembrolizumab) for MSI-H or AMMR tumors was
based on preliminary tumor response [overall response rate (ORR)] and duration of response
(DOR) data from a “basket trial” pooled analysis of 149 patients across five different early
phase, open-label trials (90 patients with CRC and 59 non-CRC patients). [192194]

Subjects enrolled in the trial had advanced solid tumors and at least one prior chemotherapy

regimen.

. This tumor agnostic approval includes use in many cancer types that were either not
tested in the “basket trial” or were only tested in very low numbers (n < 14) of
patients.

. Fourteen types of solid tumors were represented in the non-CRC cohort of 59
patients. Nine tumor types were represented by only one or two patients.

No patients with uterine cancer (leiomyosarcoma) were represented in the sample.

Subsequently, one non-randomized, single-arm Phase 2 trial evaluated Keytruda
(pembrolizumab) for non-CRC MSI-H/dMMR solid tumors.

. The trial enrolled 233 patients with 27 tumor types.
. Similar to the basket trial above, ORR was used as the primary endpoint.
. An ORR of 34% was reported. However, health outcomes are unknown.

© 2026 Regence. All rights reserved.

dru797.9

Page 127 of 154



. Endometrial cancer was the most common tumor type (n=49), followed by gastric
(n=24), cholangiocarcinoma (n=22), and pancreatic (n=22). However, insufficient
details were reported to establish if the endometrial tumors were sufficiently treated
with standard therapies (“treatment alternatives”).

* Although reported tumor response rates appear promising, it is not known if Keytruda
(pembrolizumab) improves tumor response in all MSI-H/dMMR solid tumors or positively
impacts any clinically relevant outcome. Confirmatory studies are necessary to establish
clinical benefit. Therefore, the use of Keytruda (pembrolizumab) for MSI-H/dMMR tumors
(other than CRC and endometrial carcinoma, or as detailed in the coverage criteria) is
considered investigational.

- Ovarian cancer

* The evidence for the use of Keytruda (pembrolizumab) is limited to a non-randomized,
non-comparative phase 2 trial for advanced recurrent ovarian cancer [KEYNOTE-100].[195]
Although this initial evidence of overall response rate (ORR) is promising, along with
other posters reporting single-arm data, there is insufficient data at this time to establish
an improvement in clinically meaningful endpoints in ovarian cancer such as survival or
quality of life. Therefore, the use of Keytruda (pembrolizumab) for ovarian cancer is
considered investigational.

- Neuroendocrine tumors (not covered in other indications, such as SCLC)

* The evidence for Keytruda (pembrolizumab) for locally advanced or metastatic NET is
based on cohorts of patients from a single-arm, open-label trials [KEYNOTE-028,
KEYNOTE-0158] that evaluated tumor response rates as an endpoint.[196 1971 In
previously-treated PD-L1 expressing well-differentiated or moderately-differentiated
NETs [carcinoid (n=25) and pancreatic neuroendocrine tumors (n=16)], ORR was 12% and
6.3%. In a larger trial of previously-treated NETSs of the lung, appendix, small intestine,
colon, rectum, or pancreas (n=107). Keytruda (pembrolizumab) was ineffective with ORR
of 3.7%

* In one phase 2 pilot study of extrapulmonary poorly differentiated neuroendocrine
carcinomas (EP-PDNECs), Keytruda (pembrolizumab) was ineffective, either as
monotherapy (n=14) or in combination with chemotherapy (n=22). ORR was low in both
groups (7% and 5%, respectively).[198]

- Prostate cancer: There is interest in the use of Keytruda (pembrolizumab) for prostate cancer. Trials

of Keytruda (pembrolizumab) as add-on therapy for prostate cancer (various settings) have failed to
demonstrate efficacy [KEYNOTE-921, KEYNOTE-991].[199 200]

- Sarcoma (including STS, osteosarcoma)

* There is interest in the use of Keytruda (pembrolizumab) for various soft tissue sarcomas
(STS) including liposarcoma, as well as osteosarcoma.

* Keytruda (pembrolizumab) is included in the NCCN STS guidelines as an option for
salvage therapy for certain types of STS, such as undifferentiated pleomorphic sarcoma
(UPS).[8 However, the recommendation is based on one phase 2 trial in STS and
osteosarcoma which did not meet the primary endpoint.[201]

* A second trial in osteosarcoma also did not meet the primary endpoint.[2021 Additional
trials are ongoing.[195] Therefore, the use of Keytruda (pembrolizumab) for STS and
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osteosarcoma is considered investigational.
- Small cell lung cancer (SCLC)

*

Keytruda (pembrolizumab) received Accelerated approval for metastatic SCLC, based on

cohort of patients from single-arm, open-label trials that evaluated tumor response rates

as an endpoint with pretreated metastatic (after a platinum-based chemotherapy and at

least one other prior systemic regimen).[203]

However, subsequent trials [KEYNOTE-604] failed to demonstrate a proven health benefit
and the company withdrew the FDA indication.[204] Therefore, the use of Keytruda

(pembrolizumab) for SCLC is considered investigational at this time.

- Tumor mutational burden-high (TMB-H) solid tumors

*

Keytruda (pembrolizumab) received Accelerated FDA approval in patients with solid

tumors that have high tumor mutational burden (TMB-H, based on genetic testing) and

who have no remaining satisfactory treatment options, based on a ‘basket trial’ in a small

number of patients with tumors that were found to be TMB-H.[1 2051 Accelerated approval

means that no clinical benefit has yet been demonstrated. The available evidence is of very

poor quality. Additional clinical trials are needed to establish clinical benefit.

Patients were enrolled based on having TMB-H solid tumors. Inclusion was
independent of tumor type or site. Pembrolizumab was given and tumor size
monitored using x-rays, for overall response rate (ORR).

Small sample size, heterogeneity of tumor types, and lack of clinical outcomes limit
interpretation of the data for estimation of clinical benefit.

o A very small number of types of tumors were represented, only nine at the
time of the initial data cut. ORR varied widely across tumor types with some
types showing no response (e.g., salivary, thyroid, and mesothelioma).

o ORR has not been shown to accurately predict clinical benefit such as
improved survival, quality of life, or symptom control.

A high tumor mutational burden (TMB-H) was defined as having 10 or more
mutations per megabase (mut/Mb) as determined by the FoundationOne CDx panel.
The selection of 10 mut/Mb as a cutoff for administration of Keytruda
(pembrolizumab) is arbitrary. Use of this definition is not associated with
improvement in any clinically important outcome. Furthermore, this definition is
based specifically on the FoundationOne CDx genetic test. Since there is no current
standard for determining TMB-high status across different genetic tests, selection of
appropriate patients may be confounded.

TMB is heterogeneous both within and across different tumor types. The

extrapolation of this evidence from this small sample of tumors across all tumor
types is not a valid predictor of potential for benefit.

The NCCN compendium generally aligns with the FDA label and recommends Keytruda

(pembrolizumab) in TMB-high tumors when there are no other treatment options.[153]

However, for the reasons stated above, the use of Keytruda (pembrolizumab) in TMB-H

tumors is considered investigational.
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Libtayo (cemiplimab)

- There is the potential for off-label use of Libtayo (cemiplimab-rwlc) based on its mechanism of
action (immune checkpoint inhibition).

- There are currently no published clinical trials that evaluate Libtayo (cemiplimab-rwlc) outside of
the settings described above.

Loqtorzi (toripalimab)

- Logtorzi (toripalimab) is currently being studied in several other types of cancer including other
head and neck cancers, such as squamous cell carcinoma of the head and neck (SCCHN), and
small cell lung cancer (SCLC).[205] However, to date, Loqtorzi (toripalimab) has not been shown to
be an effective therapy for any other type of cancer.

Opdivo (nivolumab)

- Colorectal cancer (CRC), resectable: Use of Opdivo (nivolumab)/ Yervoy (ipilimumab) as neoadjuvant

therapy for resectable MSI-H/dMMR colorectal cancer (CRC) is considered investigational. Although
there is interest in the use of neoadjuvant ipilimumab/nivolumab for resectable dMMR CRC, the

evidence is limited to a single-arm, phase 2 trial (n=115) with interim 3-year disease-free survival
data. Given the lack of comparator, interpretation of the disease-free survival endpoint is difficult.
Benefit versus existing therapies (chemotherapy or no neoadjuvant therapy) is unknown at this time.
Although the NCCN recommends the use of Yervoy (ipilimumab)/Opdivo (nivolumab) for "Clinical
T4b or bulky nodal disease" as neoadjuvant therapy, the recommendation is one of three possible
options: "Consider neoadjuvant therapy: Immunotherapy (preferred) OR chemotherapy (FOLFOX or
CAPEOX) [both Category 2A]," or no neoadjuvant therapy, such that the use of any neoadjuvant
therapy is not clearly defined.[206] In addition, the recommendation for neoadjuvant immunotherapy
1s not specific to ipilimumab/nivolumab. The footnote on the recommendation lists seven different PD-
1/PD-L1 options, noting that combination PD-L1/CTLA4 therapy is associated with greater toxicity.
For these reasons, the use of Yervoy (ipilimumab)/Opdivo (nivolumab) is considered investigational.
Additional trials are ongoing.[207]

- Hepatocellular carcinoma (HCC), with sorafenib: A confirmatory phase 3 trial (CheckMate 459)
comparing Opdivo (nivolumab) with Nexavar (sorafenib) as a front-line therapy for advanced HCC

failed to show any overall survival advantage with Opdivo (nivolumab). Coverage is only provided for
Opdivo (nivolumab) when it is given in combination with Yervoy (ipilimumab), as detailed in the
coverage criteria.[208]

- Glioblastoma: Two open-label, phase 3 studies [CHECKMATE-489 (NCT02617589), NRG-BN007
(NCT04396860)] compared Opdivo (nivolumab) +/- Yervoy (ipilimumab) plus radiotherapy with
temozolomide plus radiotherapy in patients with newly diagnosed glioblastoma multiforme.
Temozolomide plus radiotherapy, the standard of care, demonstrated superior overall survival

relative to Opdivo (nivolumab) plus radiotherapy.[209 210]

- Melanoma, adjuvant Opdivo (nivolumab) plus Yervoy (ipilimumab): A phase 3, double-blind RCT

[CheckMate 915] compared Opdivo (nivolumab) plus Yervoy (ipilimumab) with Opdivo (nivolumab)
plus placebo as an adjuvant therapy for up to one year after resection (with no evidence of residual
disease) of their stage IIIB-D or IV cutaneous melanoma. The trial found that the addition of
Yervoy (ipilimumab) to adjuvant Opdivo (nivolumab) did not improve relapse-free survival rates;
however, the risk of grade 3 or 4 adverse effects (AEs) and discontinuation of therapy due to AEs
was greater.[211]
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- Neuroendocrine tumors (not covered in other indications, such as SCLC)

* The evidence for Opdivo (nivolumab)/Yervoy (ipilimumab) for previously-treated, locally
advanced or metastatic NET is based on various cohorts of patients from a single-arm, open-
label basket trial [SWOG S1609 DART] that evaluated tumor response rates as an endpoint.

. Neuroendocrine cohort (n=19) [unknown primary (21%), rectum, GEdJ, cervix, and
pancreas (11%)]. All were unfavorable biology, with a median Ki-67 of 80%. Reported
ORR 26%.[212]

= Nonpancreatic neuroendocrine cohort (n=32) [GI (47%), lung (19%)]. Reported ORR
25% [for high grade, ORR 44%].[213]
] Adrenocortical carcinoma cohort (n=21) — Reported ORR 14%.1214]
* For treatment-naive advanced high-grade (Grade 3) digestive neuroendocrine neoplasms

(NENSs), the evidence is limited to one phase 2 single-arm trial [NICE-NEC] of Opdivo
(nivolumab) plus carboplatin/etoposide (n=37) [pancreas (38%), stomach (16%), colon (11%)].
Two-thirds (67.6%) were poorly differentiated carcinomas (NECs) and/or had a Ki67 index
>55%. The primary endpoint, 12-month OS, was not met.[215]

* Given the lack of comparator and small sample size of various cohorts, evidence for efficacy
remains insufficient. Additional trials are ongoing.

-  RCC, Adjuvant for Resected: Two trials [CheckMate 914, PROSPER ECOG-ACRIN EA8143] of
Opdivo (nivolumab) as an adjuvant therapy for patients with resected RCC with a high risk of

recurrence failed to meet the primary endpoint of disease-free survival (DFS) or recurrence free
survival (RFS).[216 217]

- Sarcoma (including osteosarcoma): The evidence for various soft tissue sarcomas (STS) including

Ewing sarcoma, spindle cell sarcoma, and osteosarcoma, is limited to a single open-label, non-
comparative phase 2 trial of Opdivo (nivolumab) with or without Yervoy (ipilimumab). The primary
endpoint (ORR) was not met in the nivolumab monotherapy arm. Additional trials are ongoing with
combination therapy.[105 218]

- Small cell lung cancer (SCLC)

* Opdivo (nivolumab) received Accelerated approval for in metastatic SCLC, based on a small,

single-arm, open label study that evaluated tumor response rate in a cohort of patients with
pretreated metastatic SCLC [CHECKMATE-032].1219]

* However, subsequent trials [CHECKMATE -451 and -331) failed to demonstrate a proven
health benefit and the company withdrew the FDA indication.[220] Therefore, the use of
Opdivo (nivolumab) for SCLC is considered investigational at this time.

- TMB-H solid tumors, including pancreatic cancer: The evidence for various TMB-H advanced solid
tumors is limited to one small phase 2 basket trial [CheckMate 848] that investigated ORR with the
use of Opdivo (nivolumab) plus Yervoy (ipilimumab) versus Opdivo (nivolumab). 2211 ORR is a

preliminary endpoint. Additional trials are needed to establish efficacy in this tumor type.

- Other cancers: PD-1 inhibitor medications, including Opdivo (nivolumab), are actively being studied
in many different cancers. Ongoing areas of research include, but are not limited to, use in multiple
myeloma, ovarian cancer, pancreatic (neoadjuvant), and DLBCL (other than listed in the coverage
criteria).[222-2241 Whether Opdivo (nivolumab) provides any clinical benefit in these settings is still
being investigated. The evidence is limited to early phase trials. Larger trials are needed to
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establish the safety and efficacy of Opdivo (nivolumab) in these conditions.

- Sequential therapy: The study of Opdivo (nivolumab) in combination and in sequence with other

immunotherapies and targeted therapies is underway. Early results appear promising; however,

the optimal sequencing, patient selection, and overall benefit of combination therapies has not yet

been determined. [105]

* There is an ongoing study of Opdivo (nivolumab) given sequentially with Yervoy
(ipilimumab) in patients with advanced or metastatic melanoma [CHECKMATE-064 trial].
(2251 The most recent trial result was from 2016.

* There is a phase 2 trial in progress that combines Sutent (sunitinib) plus Opdivo
(nivolumab) in KIT-mutated advanced melanoma.

Opdualag (nivolumab-relatlimab-rmbw)

- There is interest in using Opdualag (nivolumab-relatlimab-rmbw) in other tumors that express
LAG-3; however, there are currently no well-controlled, published trials supporting its safety and
efficacy in other cancers at this time.[105]

- For discussion of sequential use: see “Melanoma — Opdualag (nivolumab-relatlimab-rmbw)”

- There is no evidence to support the use of Opdualag (nivolumab-relatlimab-rmbw) in combination
with any other melanoma therapy.

Tecentriq (atezolizumab)
Triple Negative Breast Cancer (TNBC)

Front-line advanced [locally advanced (unresectable) or metastatic] treatment setting: The FDA
indication for use as a front-line therapy for locally advanced or metastatic, PD-L1-positive, triple
negative breast cancer ('NBC) when used in combination with Abraxane (nab-paclitaxel) was
approved on a modest improvement in in a surrogate endpoint (PFS) [IMpassion130 study] and
later withdrawn after a confirmatory trial failed to demonstrate any clinical benefit in this

treatment setting (no proven overall survival benefit). While post-hoc subgroup analyses
suggested a potential benefit in the PD-L1 positive population, this result was not statistically
significant by the predefined endpoints in the trial (using a priori study criteria).[226 2271 Ag a
result, the coverage of Tecentriq (atezolizumab) for TNBC is considered investigational. Further
data in the metastatic setting from the IMpassion-132 trial has been delayed after a major
expansion in the population was announced.[228]

- Neoadjuvant TNBC:

* The IMpassion-031 trial found an improvement in of pathological complete response (cPR)
rates, the co-primary endpoint, associated with the addition of Tecentriq (atezolizumab) to
neoadjuvant chemotherapy [Abraxane (nab-paclitaxel)] as compared to use of Abraxane
(nab-paclitaxel) alone in patients with early TNBC (568% vs. 41%, respectively). [229]

* Subsequently, the NeoTRIPaPDL1 trial found no difference in the secondary pathological
complete response (cPR) associated with the addition of Tecentriq (atezolizumab) to
neoadjuvant chemotherapy [carboplatin/Abraxane (nab-paclitaxel)] versus chemotherapy
alone. [230]

Other breast cancer

- One Phase 3 trial found no benefit with the addition of Tecentriq (atezolizumab) to neoadjuvant
chemotherapy for HER2-positive BC (Impassion050).[231]
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Currently, there is insufficient evidence for the use of Tecentriq (atezolizumab) for breast cancer
in all other BC settings, including adjuvant, and subsequent therapy (second-line or beyond)
settings for breast cancer (TNBC or other).

Hepatocellular Carcinoma, Adjuvant Use

A phase 3, open-label RCT [IMbrave050] evaluating Tecentriq (atezolizumab) in combination with
bevacizumab as an adjuvant therapy (after surgical resection) in patients with high-risk, resectable
hepatocellular carcinoma improved recurrence-free survival (RFS) relative to active surveillance;
however, there are currently no mature outcomes data available. This is not an FDA-approved use
for Tecentriq (atezolizumab).[232]

Neuroendocrine tumors (NETs): There is insufficient evidence for the use of Tecentriq (atezolizumab) in

NETSs. The evidence is limited to one phase 2 basket trial of Tecentriq (atezolizumab) plus bevacizumab.

From the cohort of previously treated grade 1-2 neuroendocrine tumors (NET), including pancreatic
(pNET; n=20) and extrapancreatic (epNET; n=20), ORR was low in both groups (20% for pNET and 15%
for epNET). Additional trials are need to establish the efficacy of this regimen.[233]

Urothelial Carcinoma (UC, Bladder cancer)

Subsequent therapy: Tecentriq (atezolizumab) initially received Accelerated approval as a
subsequent therapy (after disease progression on a cisplatin-based chemotherapy regimen) for
unresectable or metastatic bladder cancer based on tumor response rate in a non-comparative
(single-arm), observational study [IMvigor-210 study].[234

A subsequent phase 3 trial [IMvigor-211 study] intended to confirm the efficacy of Tecentriq
(atezolizumab) in the bladder cancer setting failed to demonstrate an OS advantage over standard
chemotherapy in the second-line setting. 2351 Based on this failed confirmatory trial the
manufacturer voluntarily withdrew the bladder cancer indication. Because there is no proven net
health benefit relative to the standard of care, the use of Tecentriq (atezolizumab) for bladder cancer
is considered investigational.

An additional follow-on, phase 3 trial of Tecentriq (atezolizumab) in the adjuvant muscle-invasive
bladder cancer (MIBC) setting failed to meet its primary end-point (disease-free survival) versus
best supportive care [IMvigor-010 study]. (236

Renal Cell Carcinoma (RCC)

A phase 3 study [IMmotion 151] of Tecentriq (atezolizumab) plus bevacizumab versus Sutent
(sunitinib) in patients with clear cell or sarcomatoid, metastatic renal cell carcinoma (RCC) reported
a PFS advantage for the combination therapy treatment arm in patients with PD-L1-positive tumors
(PD-L1 > 1%).12371 However, there was no OS benefit seen at the final analysis.[238]

A phase 3 trial of adjuvant Tecentriq (atezolizumab) for high-risk RCC failed to meet the
prespecified endpoints.239 Tecentriq (atezolizumab) was studied in combination with Cabometyx
(cabozantinib) in patients with advanced RCC who had progressed after immune checkpoint
inhibitor therapy [CONTACT-03]. The addition of Tecentriq (atezolizumab) to Cabometyx
(cabozantinib) did not improve clinical outcomes and led to increased toxicity versus Cabometyx
(cabozantinib) alone.

Other phase 3 trials that did not demonstrate a clinical benefit: [105 240-246]

Tecentriq (atezolizumab) failed to meet its prespecified endpoints, and/or overall survival, in several
additional studies including colorectal cancer [IMblaze-370], HNSCC [IMvoke010], ovarian cancer
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[IMagyn050, ENGOT-OV41/GEICO 69-O/ANITA], pleural mesothelioma [ETOP 13-18 BEAT-meso],
and prostate cancer [IMbassador250, CONTACT-02].

- A phase 3, open-label RCT [IPSOS] evaluating Tecentriq (atezolizumab) as a front-line therapy in
patients with stage IIIB or IV NSCLC who were deemed unsuitable to receive standard platinum-
based chemotherapy due to an ECOG PS of 2 to 3 demonstrated an improvement in OS relative to
single-agent chemotherapy. Though the OS difference was statistically significant it was not
clinically relevant (median OS improvement of 1 month).[247]

- Multiple trials are ongoing in various soft tissue sarcomas (STS) (other than ASPS).
Tevimbra (tislelizumab)

- Tevimbra (tislelizumab) is currently being studied in several other types of cancers including non-
small cell lung cancer (NSCLC), squamous cell cancer of the head and neck (SCCHN), ovarian
cancer, and gastric cancer.[1051 However, to date, Tevimbra (tislelizumab) has not been shown to
be an effective therapy for these cancers.

Zynyz (retifanlimab)
- Zynyz (retifanlimab-dlwr) is currently being studied in several other types of cancer including

gastroesophageal adenocarcinoma.l105] However, to date, Zynyz (retifanlimab-dlwr) has not been
shown to be an effective therapy for any other type of cancer.

Safety [248]

- The primary adverse effects (AEs) of interest for PD-1 and PD-L1 inhibitors include immune-
mediated reactions and infusion reactions. Immune-related AEs can affect any organ system or
tissue (e.g., colitis, pneumonitis, hepatitis, endocrinopathies, nephritis with renal dysfunction,
and dermatologic reactions).

- Overall, the safety of appears to be similar to among the available PD-1 and PD-L1 inhibitors.

- For the combination product, Opdualag (nivolumab-relatlimab-rmbw): Qualitatively, the adverse
effects reported in the Opdualag (nivolumab-relatlimab-rmbw) clinical trial were similar to those
reported with Opdivo (nivolumab). However, as relatlimab is a new entity and safety experience
1s limited, it cannot be ruled out that additional harms may become known in the future.
Approximately one in two to three patients receiving Opdualag (nivolumab-relatlimab-rmbw) in
the pivotal trial experienced a dose interruption, or permanent discontinuation due to AEs.[97]

Dosing [248]

- Dose interruptions: For patients who have the course of therapy interrupted or doses delayed, dose

authorization periods (date range of the authorization) may be extended to allow the full course
(such as 12- or 24-months) to be completed, not to exceed the number of doses that would be given
in a contiguous period.

- Coverable doses mirror the FDA labeling and/or clinical trials.
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Appendix 1: FDA-Approved PD-1 and PD-L1 Blocking Monoclonal Antibody Therapies

FDA-Approved PD-1 and PD-L1 Blocking Monoclonal Antibody Therapies 2

Programmed death receptor-1 (PD-1) inhibitors

Jemperli (dostarlimab)

Keytruda IV (pembrolizumab); Keytruda Qlex (pembrolizumab and berahyaluronidase alfa-pmph) for
SC use

Libtayo (cemiplimab)

Loqtorzi (toripalimab)

Opdivo IV (nivolumab); Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) for SC use

penpulimab (unbranded)

Tevimbra (tislelizumab)

Zynyz (retifanlimab)

Programmed death ligand-1 (PD-L1) inhibitors

Bavencio (avelumab)

Imfinzi (durvalumab)

Tecentriq IV (atezolizumab); Tecentriq Hybreza (atezolizumab- hyaluronidase-tqjs) for SC use

Unloxcyt (cosibelimab)

Combination Products

Opdualag (nivolumab-relatlimab-rmbw) [PD-1 plus a lymphocyte activation gene-3 (LAG-3) inhibitor]

aQr as listed on the FDA.gov website | KEY: IV=intravenous; SC=subcutaneous
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Appendix 2: Definition for High-Risk of Renal Cell Carcinoma (RCC) Recurrence

Definition for High-Risk of Renal Cell Carcinoma (RCC) Recurrencel149]

Intermediate-High Risk

- pT2, Grade 4 (histology) or sarcomatoid, NO, MO (nodes negative, no metastases)
OR

- pT3, Any Grade (histology), NO, MO (nodes negative, no metastases)
High-Risk

- pT4, Any Grade 4 (histology), NO, MO (nodes negative, no metastases)
OR

- pT Any Stage, Any Grade (histology), N+, MO (nodes positive, no metastases)

M1 No Evidence of Disease (NED)

RCC is present not only with the primary kidney tumor but also solid, isolated, soft tissue metastasis
that can be completely resected at the time of nephrectomy

T = tumor; N = lymph nodes; M = metastases

Appendix 3: Child Pugh (CP) Score [a.k.a. Child-Turcotte-Pugh (CTP)]

Child Pugh (CP) Score 2
Points Class

5-6 Class A
7-9 Class B
10-15 Class C

a CP is reported as a range, given it is an estimation of chronic liver disease. The lower end of the reported
range may be used as a marker for illness/prognosis (example: a CP score of A6/B7 meets intent of coverage

criteria of “class A”). However, CP scoring was developed for use in determining surgical risk and not
specifically as a marker for cancer.
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Appendix 4: Very High-Risk Features for Cutaneous Squamous Cell Carcinoma (CSCC)
Recurrence

Very High-Risk Nodal or Non-Nodal Features for CSCC Recurrence!38

Defined as at least one of the following (nodal, non-nodal, or both):

Nodal Non-nodal
+ Extracapsular extension (ECE) * In-transit metastases
with >1 LN, >20 mm in diameter *  Perineural invasion (PNI)

« >3 involved LN regardless of ECE. | * T4 primary tumor (with bone invasion)
e Local recurrent disease with >1 other adverse feature:

- >N2b

- >T3 [diameter >4.0 cm]

- Poorly differentiated with recurrent lesion >20 mm in
diameter

Cross References

Cross References

Molecular Analysis for Targeted Therapy of Non-Small Cell Lung Cancer (NSCLC), Medical Policy
Manual, Genetic Testing Policy No. 56

Yervoy, ipilimumab, Medication Policy Manual, Policy No. dru238

Adcetris, brentuximab vedotin, Medication Policy Manual, Policy No. dru264

Inlyta, axitinib, Medication Policy Manual, Policy No. dru273

Cabozantinib-Containing Medications, Medication Policy Manual, Policy No. dru290

Abraxane, nab-paclitaxel (a.k.a. albumin bound paclitaxel, paclitaxel albumin-stabilized nanoparticle
formulation, ABI-007), Medication Policy Manual, Policy No. dru310

Lenvima, lenvatinib, Medication Policy Manual, Policy No. dru398

Padcev, enfortumab vedotin, Medication Policy Manual, Policy No. dru622

Products with Therapeutically Equivalent Biosimilars/Reference Products, Medication Policy Manual,
Policy No. dru620

KRAS G12C Inhibitors, Medication Policy Manual, Policy No. dru683

BRAF Inhibitors, Medication Policy Manual, Policy No. dru728

Mitogen-Activated Extracellular Signal-Regulated Kinase (MEK) Inhibitors [Cotellic (cobimetinib),
trametinib (Mekinist), Mektovi (binimetinib)], Medication Policy Manual, Policy No. dru727

Imjudo, tremelimumab, Medication Policy Manual, Policy No. dru737
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Codes Number | Description

HCPCS J3490 Unclassified drugs

HCPCS J9022 Injection, atezolizumab (Tecentriq), 10 mg

HCPCS J9024 Injection, atezolizumab and hyaluronidase-tqjs (Tecentriq Hybreza), 5mg
HCPCS J9023 Injection, avelumab (Bavencio), 10 mg

HCPCS J9119 Injection, cemiplimab-rwlc (Libtayo), 1 mg

HCPCS J9272 Injection, dostarlimab-gxly (Jemperli), 10mg

HCPCS J9173 Injection, durvalumab (Imfinzi), 10 mg

HCPCS J9299 Injection, nivolumab (Opdivo), 1 mg

HCPCS J9289 Injection, nivolumab, (Opdivo Qvantig), 2 mg

HCPCS J9298 Injection, nivolumab and relatlimab-rmbw (Opdualag), 3 mg/1 mg
HCPCS J9271 Injection, pembrolizumab (Keytruda), 1 mg

HCPCS J9345 Injection, retifanlimab-dlwr (Zynyz), 1mg

HCPCS J9329 Injection, tislelizumab-jsgr (Tevimbra), Img

HCPCS J3263 Injection, toripalimab-tpzi (Loqtorzi), 1 mg

HCPCS J9275 Injection, cosibelimab-ipdl (Unloxcyt), 2 mg
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Revision History

Revision Revision Summary
Date
6/4/2026 Effective 8/1/26:

- Added alternate dosing for Zynyz (retifanlimab-dlwr) for anal squamous cell carcinoma
(aSCCQ).

- Added coverage criteria for Keytruda (pembrolizumab) in combination with Trodelvy
(sacituzumab govitecan-hziy) in newly diagnosed advanced TNBC (previously untreated
advanced disease), PD-L1 expressing tumors (CPS > 10).

4/2/2026 Effective 6/1/2026:

- Updated quantity limit (QL) table for operational ease.

- Clarified criteria for the following sections with no change to intent: Keytruda
(pembrolizumab) for HNSCC, Opdivo (nivolumab)/Yervoy (ipilimumab) for neoadjuvant
melanoma, and Opdivo (nivolumab)/Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) for

CRC.

3/5/2026 Effective 5/1/2026:

- Added coverage criteria for the following new FDA indications, based on clinical trial
evidence:

* Libtayo (cemiplimab) for resected cutaneous squamous cell carcinoma (CSCC), at
very high risk of recurrence, as adjuvant therapy.

* Imfinzi (durvalumab) for resectable gastric/GEdJ cancer, as perioperative add-on
therapy (neoadjuvant and adjuvant) to chemotherapy.

- Added coverage criteria for Opdivo (nivolumab) in combination with AVD chemotherapy
for classical Hodgkin lymphoma (cHL) in the first-line setting, based on evidence from
the S1826 trial.

- Updated dosing for Tevimbra (tislelizumab) to include every 6-week dosing (label).

- Clarified Initial Reauthorization criteria for reauthorization after neoadjuvant dosing (no
change to intent).

- Updates made to drug name formatting within policy criteria with no change to intent.

12/4/2025 Effective 3/1/2026:

- Clarified criteria for coverage of Tecentriq for HCC is limited to use in combination with
bevacizumab.
- Updated the use of Bavencio (avelumab)/Inlyta (axitinib) for first-line advanced clear cell
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RCC to ‘not medically necessary.’

- Investigational Uses updated to include the use of PD-1/PD-L1s for unresectable HCC
that is amenable to transarterial chemoembolization (TACE) [Imfinzi (durvalumab),
Keytruda (pembrolizumab)].

12/4/2025

Effective 2/1/2026:

- Added new subcutaneous product Keytruda Qlex (pembrolizumab-berahyaluronidase
alfa-pmph) to policy.

- Added coverage criteria for the following new FDA indications, based on clinical trial
evidence outcomes:

* Zynyz (retifanlimab) for recurrent or metastatic anal squamous cell carcinoma
(aSCCQ) in the first-line in combination with cytotoxic chemotherapy as well as in
the subsequent line setting as monotherapy.

* Imfinzi (durvalumab) for resectable muscle invasive bladder cancer (MIBC), as
perioperative add-on therapy (neoadjuvant and adjuvant) to standard of care
neoadjuvant chemotherapy.

* Keytruda (pembrolizumab) for resectable head and neck squamous cell carcinoma

(HNSCC), as neoadjuvant therapy followed by add-on adjuvant therapy with
standard of care chemoradiation (CRT).

* Opdivo (nivolumab) in combination with Yervoy (ipilimumab) for unresectable
hepatocellular carcinoma (HCC) in the first-line setting, when lower-cost Imfinzi
(durvalumab)/Imjudo (tremelimumab) is not a treatment option (not tolerated or
use is contraindicated).

* Opdivo (nivolumab) in combination with Yervoy (ipilimumab) unresectable MSI-
H/dMMR colorectal cancer (CRC), in the first-line setting.

- Added coverage of Opdivo (nivolumab) in the neoadjuvant melanoma setting when used
in combination with Yervoy (ipilimumab) based on evidence from the NADINA study, to
match existing the Yervoy (ipilimumab) policy coverage criteria.

- Clarified criteria for the following for operational consistency:

* Opdivo and Keytruda 1st line esophageal adenocarcinoma to mirror gastric/GEJ
adenocarcinoma [no change to intent]

* Simplified endometrial carcinoma criteria across covered options [no change to
intent].

- Removed requirement for platin-ineligibility for first-line use of Keytruda plus Padcev in

advanced UC.
- Clarified Opdualag dosing for operational consistency (changed to every 4 weeks, rather
than ‘monthly’).
- Investigational Uses clarified [pancreatic cancer for Jemperli, Keytruda, Opdivo;
neuroendocrine tumors (NETs) for Tecentriq, Keytruda, Opdivo; prostate cancer for
Keytruda].

9/4/2025

Effective 11/1/2025:

- Added coverage criteria for penpulimab (unbranded) for patients with recurrent locally
advanced (unresectable) or metastatic, nasopharyngeal carcinoma (NPC) in (1) the first-
line setting when used in combination with a platin and gemcitabine; and, (2) in the
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Revision Revision Summary

Date
subsequent-line setting as a monotherapy when there has been disease progression on or
after platinum-containing chemotherapy and at least on other line of therapy.

- Added coverage for Tecentriq (atezolizumab) for ES-SCLC, when given as
chemoimmunotherapy induction with carboplatin plus etoposide, then in combination
with chemotherapy Zepzelca (lurbinectedin) as maintenance therapy.

6/5/2025 - Added coverage criteria for Unloxcyt (cosibelimab) in locally advanced or metastatic
cutaneous squamous cell carcinoma (¢SCC) when patients are not candidates for curative
surgery or curative radiation. Criteria mirrors those for Keytruda (pembrolizumab) and
Libtayo (cemiplimab).

- Added coverage criteria for two new indications:

* Tevimbra (tislelizumab) for HER-2-negative, PD-L1 expressing locally advanced
unresectable, or metastatic gastric or GEJ adenocarcinoma, in the first-line
setting.

* Added coverage for Imfinzi (durvalumab) for inoperable limited-stage small cell
lung cancer (LS-SCLC) (Stage I-III), if disease has not progressed following
concurrent platinum/etoposide-based chemoradiotherapy, and good PS (0-1).

- For Keytruda (pembrolizumab), moved coverage criteria for GEJ SCC from “Esophageal”
to “Gastric or GEJ” section, for administrative consistency (no change to intent).

- Updated dosing for Tevimbra (tislelizumab) based on prescribing information update
(added every 2-week and every 4-week dosing options).

- Clarified quantity limits [no change to intent].

3/6/2025 - Added coverage criteria for Keytruda (pembrolizumab) for malignant pleural
mesothelioma (MPM) [new indication].

- Added coverage for Imfinzi (durvalumab) for neoadjuvant/adjuvant therapy for
resectable earlier stage NSCLC. [new indication].

- Updated coverage criteria for PD1/PDL1s for hepatocellular carcinoma (HCC) to include
Child-Pugh B with good performance status (ECOG 0-1).

2/15/2025 Added new subcutaneous product Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) to policy.
Note: Opdivo Qvantig (nivolumab-hyaluronidase-nvhy) is not approved for concomitant use
with Yervoy (ipilimumab).

12/12/2024 New policy effective 2/1/2025.

- Combined 11 existing individual PD1/PDL1 policies:

*  Keytruda, pembrolizumab, dru367

*  Opdivo, nivolumab, dru390

*  Tecentriq, atezolizumab, dru463

*  Bavencio, avelumab, dru499

*  Imfinzi, durvalumab, dru500

*  Libtayo, cemiplimab-rwlc, dru565

*  Jemperli, dostarlimab, dru673

*  Opdualag, nivolumab-relatlimab-rmbw, dru718

*  Zynyz, retifanlimab-dlwr, dru751

*  Loqtorzi, toripalimab, dru774
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*  Tevimbra, tislelizumab, dru785
No change to intent to any of the existing policies. No change to coverage criteria. Re-

wording for consistency/clarity across medications and within diagnoses.
Updated “Table 1. Administration — Quantity Limit (QL) and Authorization Period” for

consistent administration of authorizations.
Added Tecentriq Hybreza, a new formulation for subcutaneous (SC) administration.

Drug names identified in this policy are the trademarks of their respective owners.
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