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Q2 Pathway Updates Effective 7/14/2025

Biliary Tract Cancer (intra and extrahepatic cholangiocarcinoma)

e Add pembrolizumab, gemcitabine and cisplatin to First Line of Therapy (1st line) Unresectable, Metastatic,
Recurrent Disease

e Term gemcitabine and cisplatin from First Line of Therapy (1st line) Unresectable, Metastatic, Recurrent
Disease

Hepatocellular Carcinoma

e Term sorafenib from First Line of Therapy (1st line) Unresectable, Metastatic, Recurrent Disease

Gastric, Esophageal, and Gastroesophageal Junction Adenocarcinoma

e Change CPS requirement for pembrolizumab + chemotherapy regimens from CPS =210 to CPS =25

e Term fluorouracil (5FU) +/- leucovorin and irinotecan (FOLFIRI) from First Line of Therapy, HER2 Negative
disease

Kidney Cancer (Clear Cell Carcinoma)

o Clarify the nivolumab (Opdivo) and ipilimumab (Yervoy) regimen to indicate that it is used for Unfavorable
Risk Tumors only (Previously indicated with footnote)

Melanoma (Cutaneous Melanoma)

e In Adjuvant scenario, add nivolumab to section for Stage IIB — lll. Remove it from Stage lIl only

e Term Second and Subsequent Lines of Therapy (2nd line+) and associated regimen (encorafenib (Braftovi)
and binimetinib (Mektovi))
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Carelon Cancer Treatment Pathways

The goal of the medical oncology programs administered by Carelon Medical Benefits Management on behalf of
our clients is to help provide access to quality and affordable cancer care. Carelon Cancer Treatment Pathways
are a key component of each program.

Carelon Pathways are developed using a rigorous process of evidence-based medicine. Pathways differ from
clinical practice guidelines in that the objective of a Pathway is to identify a subset of regimens supported by
clinical evidence and practice guidelines with the goal of further reducing unwarranted variation in care and cost.
Pathways are selected based on clinical benefit (efficacy), safety/side effects (especially those leading to
hospitalizations & impacting quality of life), strength of national guideline recommendations, and cost of regimens.
Dosage and drug schedules (i.e. the interval between doses) may be considered in the selection of Pathway
regimens. Carelon Pathways are intended to support the use of quality cancer care.

Pathways are not available for every medical condition but are intended to be applicable for individuals with the
most common cancer types. Within each cancer type, separate Pathways are usually available for early stage
and advanced cancer, sub-types of cancer (e.g., HER2 positive) and different lines of therapy. When selecting the
best cancer treatment for a patient a treating oncologist should consider the type of cancer, the stage, the
biomarkers or specific genetic profile of the cancer, and unique aspects the individual's medical condition. Given
the complexity of cancer and all the unique individual circumstances, it would not be possible to have a Pathway
option available for every specific situation. The treating oncologist will determine if, in his/her medical opinion, an
Carelon Pathway treatment regimen is the best option for a patient or whether, given his or her unique
circumstances, another treatment regimen will be a better choice.

It is important to note that, for some health plans, we will review requested services in accordance with client
medical policies and clinical guidelines. If a request is received from a provider that is not an Carelon Pathway
regimen, it may be reviewed and may be authorized if it is determined to be medically necessary pursuant to
medical policies and clinical guidelines.
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Bladder Cancer (Urothelial) Pathways

Neoadjuvant Therapy
¢ Clinical Stage II, lll, or IV Without Evidence of Metastases (cT2, cT3, cT4a, cT4b, MO0)

= ddMVAC*: dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin with G-CSF'-®

Adjuvant Therapy
e Stage 0 (Ta, Tis) or Stage |

o Following Transurethral Resection of Bladder Tumor (TURBT) OR Resection of Recurrent/Persistent
Disease, 1-2 sets of treatment

= BCG: bacillus calmette-guerin, intravesical® '3
o For low-grade histology only, Following TURBT OR Resection of Recurrent/Persistent Disease

» Gemcitabine (Gemzar), intravesical'*

First Line of Therapy (1st Line)
e Stages IV or Recurrent

= Enfortumab vedotin plus pembrolizumab' 16

* Administration of ddMVAC is limited to 6 cycles
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Bladder Cancer (Urothelial) References

NCCN Practice Guidelines: Bladder Cancer Version 4.2024

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Bladder Cancer V4.2024. Available
at: http://www.nccn.org. Accessed August 27,2024. © National Comprehensive Cancer Network, 2024. To view the most recent complete
version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care core treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Breast Cancer* Pathways: Neoadjuvant and Adjuvant (Non-Hormonal)

Neoadjuvant Therapy
e HERZ2 Positive
o Stages IAtthrough llIC
= TCH+P: docetaxel (Taxotere), carboplatin, trastuzumab, and pertuzumab (Perjeta)’6
e HER2 Negative, Hormone Receptor (ER or PR) Positive
o Stage I-IlIC*

= ddAC - weekly T: dose dense doxorubicin (Adriamycin) and cyclophosphamide followed by
weekly paclitaxel” "

= Weekly T > ddAC: weekly paclitaxel followed by dose dense doxorubicin (Adriamycin) and
cyclophosphamide’

» TC: docetaxel (Taxotere) and cyclophosphamide' 13
¢ Triple Negative Breast Cancer (ER and PR, HERZ2 negative)
o Stage II-llIC
=  Pembrolizumab (Keytruda), carboplatin, and paclitaxel'

*  Pembrolizumab (Keytruda), doxorubicin, and cyclophosphamide'

Adjuvant Therapy
o HER2 Positive
o Stages |Aand IB
» THS: paclitaxel and trastuzumab 57
o Residual Disease following Neoadjuvant Therapy
»  Ado-trastuzumab emtansine (Kadcyla)'®
¢ HER2 negative, Hormone Receptor (ER or PR) Positive
o Stage I-IlIC*

= ddAC - weekly T: dose dense doxorubicin (Adriamycin) and cyclophosphamide followed by
weekly paclitaxel” "

= Weekly T > ddAC: weekly paclitaxel followed by dose dense doxorubicin (Adriamycin) and
cyclophosphamide’

* TC: docetaxel (Taxotere) and cyclophosphamide' '3
o Triple Negative Breast Cancer (ER, PR, and HER2 negative)
o Stage lI-llIC: Continuation following Neoadjuvant Therapy
*=  Pembrolizumab (Keytruda), following neoadjuvant pembrolizumab-based treatment'*
o Residual Disease following Neoadjuvant Therapy

» Capecitabine (Xeloda)'®

* Breast cancer histologies include invasive ductal, invasive filtrating lobular, inflammatory, and invasive NOS.
1 Stage | tumors must be at least >10 mm

1 Therapy is indicated for T1b or larger tumors for patients under 50 years old with a 21 gene Recurrence Score that is intermediate or high
(16+) or any patient with a 21 gene Recurrence Score that is high (26+)

§ Administration of trastuzumab is limited to 1 year
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Breast Cancer* Pathways: Advanced/Metastatic Disease

First Line of Therapy (1st Line)
e Stage IV and Recurrent, HER2 Positive
*  Pertuzumab (Perjeta), trastuzumab, and docetaxel (Taxotere)'®

= Pertuzumab (Perjeta), trastuzumab, and paclitaxel”°

Second Line of Therapy (2" Line)
e Stage IV and Recurrent
o HER2 Positive
» Fam-trastuzumab deruxtecan-nxki (Enhertu)''-13
o HER2 Low

»  Fam-trastuzumab deruxtecan-nxki (Enhertu)'

First Line of Therapy (1st Line)
e Stage IV and Recurrent
o Triple Negative Breast Cancer (ER, PR, and HER2 negative), CPS = 10
*  Pembrolizumab (Keytruda) and nab-paclitaxel (Abraxane)'®
*  Pembrolizumab (Keytruda) and paclitaxel'®

= Pembrolizumab (Keytruda), gemcitabine (Gemzar), and carboplatin®®

First, Second, and Third Lines of Therapy (1%, 2", and 3" Line)
e Stage IV and Recurrent
o Triple Negative Breast Cancer (ER, PR, and HERZ2 negative)
» Capecitabine (Xeloda)'6-2!
»  Doxorubicin (Adriamycin)?'-2
*  Gemcitabine (Gemzar)?® 3
*  Paclitaxel?" 31-3°
* Vinorelbine (Navelbine)36-38
= Sacituzumab govitecan-hziy (Trodelvy)**#! (third line only)
o Hormone Receptor (ER or PR) Positive and HER2 Negative
» Capecitabine (Xeloda)'6-2!
*  Doxorubicin (Adriamycin)?'-2
*  Gemcitabine (Gemzar)?® 3
*  Paclitaxel?" 31-3
= Vinorelbine (Navelbine)36-38

=  Sacituzumab govitecan-hziy (Trodelvy) (third line only)*> 43

* Breast cancer histologies include invasive ductal, invasive lobular, inflammatory, and invasive NOS.
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Breast Cancer Advanced/Metastatic References
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These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any
kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Breast Cancer* Pathways: Endocrine Therapy for Hormone Receptor
Positive Advanced/Metastatic Disease
First Line of Therapy (15t Line)
e Stages IV and Recurrent
o HER2 Negative
* Anastrozole (Arimidex) and ribociclib (Kisqali)' 2
» Letrozole (Femara) and ribociclib (Kisgali)'™*
= Anastrozole (Arimidex)®13
* Fulvestrant (Faslodex) high dose’-1% 1217
* Fulvestrant (Faslodex) and ribociclib (Kisgali)'® 19
» Letrozole (Femara)?%-2%

= Tamoxifent'® 24.26.27

Second Line of Therapy (2" Line)
o Stages IV and Recurrent
o HER2 Negative

*  Anastrozole (Arimidex)>"
* Fulvestrant (Faslodex) high dose-"% 1217
* Fulvestrant (Faslodex) and ribociclib (Kisgali)*'® 1
* Letrozole (Femara)®-2°
»  Tamoxifent'® 24 26.27

» Exemestane (Aromasin)'® 28-30

Second or Third Line of Therapy (2" or 3™ Line)
e Stages IV and Recurrent
o PIK3CA/AKT1/PTEN Mutated and HER2 Negative
»  Fulvestrant (Faslodex) and alpelisib (PIQRAY)SII31-33
» Fulvestrant (Faslodex) and capivasertib (TRUQAP)!I%

* Breast cancer histologies include invasive ductal, invasive lobular, inflammatory and invasive NOS
1 Tamoxifen is considered pathway for premenopausal individuals with or without ovarian suppression

I Ribociclib regimens are not considered pathway when continued in the second line setting if the patient has received an available CDK4/6
inhibitor regimen in the first line setting

§ Regimen applies only to the subset of PIK3CA mutations
|| After progression on prior therapy with a CDK 4/6 inhibitor
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Breast Cancer Endocrine Therapy for Advanced/Metastatic
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kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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First Line of Therapy (15t Line)
¢ Unresectable, Metastatic, Recurrent Disease

= Durvalumab (Imfinzi), gemcitabine (Gemzar), and cisplatin’
= Pembrolizumab (Keytruda), gemcitabine (Gemzar), and cisplatin®® — Added 7/14/2025
= Gemcitabine (Gemzar) and cisplatin — Termed 7/14/2025
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Chronic Phase Chronic Myelogenous Leukemia (CP-CML) Pathways
New Diagnosis of CML

e Low, Intermediate, or High-Risk Disease*
* |matinib (Gleevec)''3
¢ Intermediate or High-Risk Disease*
= Dasatinib (Sprycel)® % 12 14-16

= Nilotinib (Tasigna)'® ' 13.17-13

Second Line of Therapy (2" Line)

 Resistant disease to primary treatment, Suboptimal Responset, or Intolerance to 15t Line
=  Bosutinib (Bosulif)®: 2021
» Dasatinib (Sprycel)® 2226
* Nilotinib (Tasigna)'® 9. 27-30

o Presence of T315] mutation

»  Ponatinib (Iclusig)?®' 32

* For patients with intermediate or high-risk disease based on Sokal or Hasford score:
Sokal: Intermediate Risk=0.8-1.2; High Risk>1.2
Hasford: Intermediate Risk=781-1480; High Risk>1480

1 Defined as lack of complete hematologic response or BCR-ABL1 transcripts > 10% (IS) or lack of partial cytogenetic response on bone
marrow cytogenetics.
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Adjuvant Therapy
e Stagel lll
o Limited to Colon Cancer
=  Capecitabine (Xeloda)'
= FULV: fluorouracil (5FU) and leucovorin'-®
* CAPOX: capecitabine (Xeloda) and oxaliplatin (limited to 3 months duration)®5 %12

*  FOLFOX: fluorouracil (5-FU), leucovorin, and oxaliplatin® # 12 13-20

First or Second Lines of Therapy (15t or 2" Line)
e Stages IV and Recurrent
o RAS Wild Type (WT) or Mutant (MT)
= Capecitabine (Xeloda)?" 22
o RAS Wild Type (WT) or Mutant (MT) - Can Be Used With or Without Bevacizumab
*  FOLFIRI: fluorouracil (5FU), leucovorin, and irinotecan (Camptosar)?>-%
*  FOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin'® %
*  mFOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin™3 36
* FOLFOX: fluorouracil (5FU), leucovorin, oxaliplatin'é 17 23, 28, 32,33, 37-44
»  FULV: fluorouracil (5FU) and leucovorin® 22 30,31, 45-48
o RAS Wild Type (WT) and BRAF Wild Type (WT)

* FOLFIRI + panitumumab: fluorouracil (5FU), leucovorin, and irinotecan (Camptosar) with
panitumumab (Vectibix)®-51

» FOLFOX + panitumumab: fluorouracil (5-FU), leucovorin, and oxaliplatin with panitumumab
(Vectibix)r557

* Irinotecan (Camptosar) and panitumumab (Vectibix)t*: 50. 58.59
o  MSI-H or dMMR

*  Pembrolizumab (Keytruda)+°-63

* Modified FOLFIRINOX: Bolus 5-FU is not administered and Irinotecan dose is 150mg/m2
1 EGFR inhibitor (panitumumab) Limit to one line of therapy

¥ Administered at a dose of 200 mg every 3 weeks OR 400 mg every 6 weeks per the FDA label OR 2 mg/kg (up to a maximum of 200 mg)
every 3 weeks, as clinically appropriate
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Rectal Cancer V4.2024. Available at: http://www.nccn.org. Accessed August 27, 2024. ©National Comprehensive Cancer Network, 2024. To
view the most recent and complete version of the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any
kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Gastric, Esophageal, and Gastroesophageal Junction Adenocarcinoma
Pathways

Neoadjuvant Therapy (Pre-Operative, Peri-Operative, Primary Therapy)
¢ Potentially Resectable Disease
*  FLOT: Fluorouracil (5FU), leucovorin, oxaliplatin, and docetaxel (Taxotere)"?

» Paclitaxel and carboplatin with concurrent RT*3#

Adjuvant Therapy (Post Operative-Adjuvant)
¢ Resected Disease
*  Fluorouracil (5FU) and leucovorin with concurrent RT®-7

= Nivolumab (Opdivo)*T®

First Line of Therapy
e Locally Advanced, Metastatic, or Recurrent Disease
o Unresectable, HER2 Positive
= Cisplatin, fluorouracil (5FU), and trastuzumab®
o HER2 Negative
*  Fluorouracil (5FU) and Cisplatin®®-'3
=  Fluorouracil (5FU) +/- Leucovorin and irinotecan (Camptosar) FOLFIRI~Termed 7/14/2025
*  FLO/FOLFOX: fluorouracil (5FU), leucovorin, and oxaliplatin'#15
»  FLP: fluorouracil (5FU), leucovorin, and cisplatin'

=  FOLFOX + nivolumab: fluorouracil (5FU), leucovorin, oxaliplatin, and nivolumab (Opdivo)

(CPS 2 5)'6

=  Pembrolizumab (Keytruda), fluorouracil (5FU) and cisplatin (CPS 2 5)'": '® — Clarified
7/14/2025

* Pembrolizumab (Keytruda), capecitabine (Xeloda) and oxaliplatin (CPS 2 5)'" '8 — Clarified
7/14/2025

Second Line of Therapy (2nd Line)

e Unresectable Locally Advanced, Metastatic, or Recurrent Disease
* [rinotecan (Camptosar)'®-?3
*  Paclitaxel?® 2" 24

» Trastuzumab deruxtecan (Enhertu)® — (HER2 Positive Only)?®

* Limited to esophageal and gastroesophageal junction cancers only.

1 Limited to patients previously treated with chemoradiation with residual pathological disease-- Maximum duration of treatment is one year.
1 Limited to gastric tumors only

§ Use only after prior trastuzumab based therapy
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Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Gastric Cancer VV2.2025 and
Esophageal and Esophagogastric Junction Cancer V3.2025. Available at: http://www.nccn.org. Accessed May 6, 2025. ©National
Comprehensive Cancer Network, 2025. To view the most recent and complete version of the Guideline, go online to www.nccn.org.

To view the most recent and complete version of the Guideline, go online to www.nccn.org.These Guidelines are a work in progress that may
be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any
kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Head and Neck Cancer Pathways

Adjuvant Therapy (Post-Operative Systemic Therapy)
e Stages II-IV (MO0) - Candidate for Local Therapy
o Non-Nasopharyngeal (Squamous Cell Carcinoma)

* High dose cisplatin* with concurrent RT'-"3

First Line of Therapy (15 Line)
e Stages II- IVB MO (Primary/definitive) Candidate for Local Therapy
o Non-Nasopharyngeal (Squamous Cell Carcinoma)
* High dose cisplatin* with concurrent RT'-"3
e Stages llI-1V, Unresectable and Recurrent
o Non-Nasopharyngeal (Squamous Cell Carcinoma)
= Carboplatin, fluorouracil (5FU), and cetuximab (Erbitux)'
= Cisplatin, fluorouracil (5FU), and cetuximab (Erbitux)'
= Pembrolizumab (Keytruda)t'® ¢ (CPS 2 20)
=  Pembrolizumab (Keytruda), cisplatin, and fluorouracil (5FU)t> 16 (CPS 2 1)
= Pembrolizumab (Keytruda), carboplatin, and fluorouracil (5FU)t% 16 (CPS 2 1)
o Stage II-IVA Candidate for Local Therapy (MO0) (Induction, Primary/definitive and sequential therapy)
o Nasopharynx
= Cisplatin with concurrent RT® 2. 13.17
= Cisplatin and gemcitabine (Gemzar) followed by concurrent cisplatin/RT'®
o Stages IVB and Recurrent (Metastatic and Recurrent Disease)
o Nasopharynx

= Cisplatin, gemcitabine (Gemzar), and toripalimab (Logtorzi)'®

Second Line of Therapy (2" Line)
e Stages IV and Recurrent
o Non-Nasopharyngeal (Squamous Cell Carcinoma)
* Nivolumab (Opdivo)?*?' (CPS 2 1)

= Paclitaxel??

* Cisplatin dosed at 100 mg/m? every three to four weeks OR dosed at 40 mg/m? weekly over the course of radiotherapy.
1 Administered at a dose of 200 mg every 3 weeks OR 400 mg every 6 weeks per the FDA label
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Head and Neck Cancer References
NCCN Clinical Practice Guidelines: Head and Neck Cancers V4.2024

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Head and Neck Cancers V4.2024.
Available at: http://www.nccn.org. Accessed November 5, 2024 © National Comprehensive Cancer Network, 2024. To view the most recent
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clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Hepatocellular Carcinoma Pathways

First Line of Therapy (15t Line)

¢ Unresectable, Metastatic, Recurrent Disease
= Atezolizumab (Tecentriq) and bevacizumab® ?
= Sorafenib (Nexavar)— Termed 7/14/2025

Second Line of Therapy (2" Line)
o Unresectable, Metastatic, Recurrent Disease
»=  Cabozantinib (Cabometyx)3

» Regorafenib (Stivarga)*
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Hepatocellular Carcinoma References

NCCN Practice Guidelines: Hepatocellular Carcinoma Version 1.2025
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Hodgkin Lymphoma Pathways

First Line of Therapy (15 Line)
o Stages IA-1IB* (Early Stage)
o Classical Hodgkin’s Lymphoma, Favorable and Unfavorable Risk
= ABVD: doxorubicin (Adriamycin), bleomycin, vinblastine, and dacarbazine (DTIC) = ISRT"®
o Stages IlIA-IVB* (Advanced Stage)
o Classical Hodgkin’s Lymphoma
=  ABVD: doxorubicin (Adriamycin), bleomycin, vinblastine, and dacarbazine (DTIC) + ISRT*10-14

= A-AVD: brentuximab vedotin (Adcetris), doxorubicin (Adriamycin), vinblastine, and
dacarbazine'®

* Nivolumab-AVD: nivolumab (Opdivo), doxorubicin (Adriamycin), vinblastine, and
dacarbazine'® 17

* With or without extranodal disease
1 ISRT - Involved site radiation therapy
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Hodgkin Lymphoma References
NCCN Clinical Practice Guidelines: Hodgkin Lymphoma V4.2024

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Hodgkin Lymphoma V4.2024.
Available at: http://www.nccn.org. Accessed November 5, 2024. © National Comprehensive Cancer Network, 2024. To view the most recent
complete version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Kidney Cancer (Clear Cell Carcinoma) Pathway
First Line of Therapy (15t Line)

e Stages IV and Recurrent
o Unfavorable Risk
= Nivolumab (Opdivo) and cabozantinib (Cabometyx)" 2
* Nivolumab (Opdivo) and ipilimumab (Yervoy) °
*  Pembrolizumab (Keytruda) and axitinib (Inlyta)®
o Favorable Risk
= Nivolumab (Opdivo) and cabozantinib (Cabometyx)" ?

=  Pembrolizumab (Keytruda) and axitinib (Inlyta)®
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Kidney Cancer (Clear Cell Carcinoma) References
NCCN Practice Guideline: Kidney Cancer 3.2025

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Kidney Cancer (V3.2025). Available
at: http://www.nccn.org. Accessed May 6, 2025. © National Comprehensive Cancer Network, 2025. To view the most recent complete version
of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.

1. Choueiri TK, Powles T, Burotto M, et al. Nivolumab plus cabozantinib versus sunitinib for advanced renal-cell carcinoma. N Engl J Med.
2021;384(9):829-41. PMID: 33657295
2. Choueiri TK, Powles T, Burotto M, et al. Nivolumab + cabozantinib vs sunitinib in first-line treatment for advanced renal cell carcinoma: First results

from the randomized phase Ill CheckMate 9ER trial. Ann Oncol. 2020;31(Suppl 4):51159. PMID: none
3. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Kidney Cancer (Version 3.2025). Available at http://www.nccn.org. ©National
Comprehensive Cancer Network, 2025.

4. Motzer RJ, Tannir NM, McDermott DF, et al. Nivolumab plus ipilimumab versus sunitinib in advanced renal-cell carcinoma. N Engl J Med.
2018;378(14):1277-90. PMID: 29562145

5. Motzer RJ, Rini Bl, McDermott DF, et al. Nivolumab plus ipilimumab versus sunitinib in first-line treatment for advanced renal cell carcinoma:
extended follow-up of efficacy and safety results from a randomised, controlled, phase 3 trial. Lancet Oncol. 2019;20(10):1370-85. PMID: 31427204

6. Rini BI, Plimack ER, Stus V, et al. Pembrolizumab plus axitinib versus sunitinib for advanced renal-cell carcinoma. N Engl J Med. 2019;380(12):1116-

27. PMID: 30779529
7. Sternberg CN, Hawkins RE, Wagstaff J, et al. A randomised, double-blind phase Il study of pazopanib in patients with advanced and/or metastatic
renal cell carcinoma: final overall survival results and safety update. Eur J Cancer. 2013;49(6):1287-96. PMID: 23321547

8. Motzer RJ, Hutson TE, Tomczak P, et al. Overall survival and updated results for sunitinib compared with interferon alfa in patients with metastatic
renal cell carcinoma. J Clin Oncol. 2009;27(22):3584-90. PMID: 19487381
9. Gore ME, Szczylik C, Porta C, et al. Safety and efficacy of sunitinib for metastatic renal-cell carcinoma: an expanded-access trial. Lancet Oncol.

2009;10(8):757-63. PMID: 19615940

10. Motzer RJ, Hutson TE, Olsen MR, et al. Randomized phase Il trial of sunitinib on an intermittent versus continuous dosing schedule as first-line
therapy for advanced renal cell carcinoma. J Clin Oncol. 2012;30(12):1371-7. PMID: 22430274

11. Motzer RJ, Escudier B, McDermott DF, et al. Nivolumab versus everolimus in advanced renal-cell carcinoma. N Engl J Med. 2015;373(19):1803-13.
PMID: 26406148

12. Motzer RJ, Escudier B, Tomczak P, et al. Axitinib versus sorafenib as second-line treatment for advanced renal cell carcinoma: overall survival
analysis and updated results from a randomised phase 3 trial. Lancet Oncol. 2013;14(6):552-62. PMID: 23598172

13. Choueiri TK, Escudier B, Powles T, et al. Cabozantinib versus everolimus in advanced renal-cell carcinoma. N Engl J Med. 2015;373(19):1814-23.
PMID: 26406150

14.  Motzer RJ, Escudier B, Oudard S, et al. Phase 3 trial of everolimus for metastatic renal cell carcinoma : final results and analysis of prognostic
factors. Cancer. 2010;116(18):4256-65. PMID: 20549832

15. Hainsworth JD, Rubin MS, Arrowsmith ER, et al. Pazopanib as second-line treatment after sunitinib or bevacizumab in patients with advanced renal
cell carcinoma: a Sarah Cannon Oncology Research Consortium Phase Il Trial. Clin Genitourin Cancer. 2013;11(3):270-5. PMID: 23665131

16.  Sternberg CN, Davis ID, Mardiak J, et al. Pazopanib in locally advanced or metastatic renal cell carcinoma: results of a randomized phase Il trial. J
Clin Oncol. 2010;28(6):1061-8. PMID: 20100962

17.  Escudier B, Roigas J, Gillessen S, et al. Phase Il study of sunitinib administered in a continuous once-daily dosing regimen in patients with cytokine-
refractory metastatic renal cell carcinoma. J Clin Oncol. 2009;27(25):4068-75. PMID: 19652072

18.  Rini BI, Michaelson MD, Rosenberg JE, et al. Antitumor activity and biomarker analysis of sunitinib in patients with bevacizumab-refractory
metastatic renal cell carcinoma. J Clin Oncol. 2008;26(22):3743-8. PMID: 18669461

19.  Choueiri TK, Tomczak P, Park SH, et al. Adjuvant pembrolizumab after nephrectomy in renal-cell carcinoma. N Engl ) Med. 2021;1(8):683-94. PMID:
34407342

20.  Powles T, Tomczak P, Park SH, et al. Pembrolizumab versus placebo as post-nephrectomy adjuvant therapy for clear cell renal cell carcinoma
(KEYNOTE-564): 30-month follow-up analysis of a multicentre, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol.
2022;23(9):1133-44. PMID: 36055304

21.  Choueiri TK, Tomczak P, Park SH, et al. Patient-reported outcomes in KEYNOTE-564: adjuvant pembrolizumab versus placebo for renal cell
carcinoma. Oncologist. 2024;29(2):142-50. PMID: 37589219

22. Choueiri TK, Tomczak P, Park SH, et al. Overall survival with adjuvant pembrolizumab in renal-cell carcinoma. N Engl J Med. 2024;390(15):1359-71.
PMID: 38631003

23.  Cella D, Choueiri TK, Hamilton M, et al. The relationship between health-related quality of life and overall survival in patients with advanced renal
cell carcinoma in CheckMate 214. Oncologist. 2024;29(6):511-8. PMID: 38280218

24.  Tannir NM, Albiges L, McDermott DF, et al. Nivolumab plus ipilimumab versus sunitinib for first-line treatment of advanced renal cell carcinoma:
extended 8-year follow-up results of efficacy and safety from the phase Il CheckMate 214 trial. Ann Oncol. 2024;35(11):1026-38. PMID: 39098455

25. Plimack ER, Powles T, Stus V, et al. Pembrolizumab plus axitinib versus sunitinib as first-line treatment of advanced renal cell carcinoma: 43-month
follow-up of the phase 3 KEYNOTE-426 study. Eur Urol. 2023;84(5):449-54. PMID: 37500340

26.  Motzer RJ, Powles T, Burotto M, et al. Nivolumab plus cabozantinib versus sunitinib in first-line treatment for advanced renal cell carcinoma
(CheckMate 9ER): long-term follow-up results from an open-label, randomised, phase 3 trial. Lancet Oncol. 2022;23(7):888-98. PMID: 35688173

© 2025 Carelon Medical Benefits Management. All rights reserved. Page 60


http://www.nccn.org/

Sb Cd relon Cancer Treatment Pathways

27.

28.

29.

30.

31.

32.

33.

34.

35.
36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

Powles T, Burotto M, Escudier B, et al. Nivolumab plus cabozantinib versus sunitinib for first-line treatment of advanced renal cell carcinoma:
extended follow-up from the phase Ill randomised CheckMate 9ER trial. ESMO open. 2024;9(5):102994. PMID: 38642472

Motzer R, Alekseev B, Rha SY, et al. Lenvatinib plus pembrolizumab or everolimus for advanced renal cell carcinoma. N EnglJ Med.
2021;384(14):1289-300. PMID: 33616314

Choueiri TK, Eto M, Motzer R, et al. Lenvatinib plus pembrolizumab versus sunitinib as first-line treatment of patients with advanced renal cell
carcinoma (CLEAR): extended follow-up from the phase 3, randomised, open-label study. Lancet Oncol. 2023;24(3):228-38. PMID: 36858721
Motzer R, Porta C, Alekseev B, et al. Health-related quality-of-life outcomes in patients with advanced renal cell carcinoma treated with lenvatinib
plus pembrolizumab or everolimus versus sunitinib (CLEAR): a randomised, phase 3 study. Lancet Oncol. 2022;23(6):768-80. PMID: 35489363
Motzer RJ, Porta C, Eto M, et al. Lenvatinib plus pembrolizumab versus sunitinib in first-line treatment of advanced renal cell carcinoma: final
prespecified overall survival analysis of CLEAR, a phase Il study. J Clin Oncol. 2024;42(11):1222-8. PMID: 38227898

Motzer RJ, Penkov K, Haanen J, et al. Avelumab plus axitinib versus sunitinib for advanced renal-cell carcinoma. N EnglJ Med. 2019;380(12):1103-
15. PMID: 30779531

Choueiri TK, Penkov K, Uemura H, et al. Avelumab + axitinib vs sunitinib as first-line treatment for patients with advanced renal cell carcinoma: final
analysis of the phase 3 JAVELIN Renal 101 trial. Ann Oncol. 2025;36(4):387-92. PMID: 39706335

Choueiri TK, Halabi S, Sanford BL, et al. Cabozantinib versus sunitinib as initial targeted therapy for patients with metastatic renal cell carcinoma of
poor or intermediate risk: the Alliance A031203 CABOSUN trial. J Clin Oncol. 2017;35(6):591-7. PMID: 28199818

Motzer RJ, Hutson TE, Cella D, et al. Pazopanib versus sunitinib in metastatic renal-cell carcinoma. N Engl J Med. 2013;1(8):722-31. PMID: 23964934
Escudier B, Porta C, Bono P, et al. Randomized, controlled, double-blind, cross-over trial assessing treatment preference for pazopanib versus
sunitinib in patients with metastatic renal cell carcinoma: PISCES Study. J Clin Oncol. 2014;32(14):1412-8. PMID: 24687826

Garnick MB. How to interpret patient preferences in selecting the best drug: are the current measurements up to the job? J Clin Oncol.
2014;32(14):1392-3. PMID: 24687838

Motzer RJ, Hutson TE, Tomczak P, et al. Sunitinib versus interferon alfa in metastatic renal-cell carcinoma. N Engl J Med. 2007;1(2):115-24. PMID:
17215529

Jonasch E, Slack RS, Geynisman DM, et al. Phase Il study of two weeks on, one week off sunitinib scheduling in patients with metastatic renal cell
carcinoma. J Clin Oncol. 2018;36(16):1588-93. PMID: 29641297

Ornstein MC, Wood LS, Elson P, et al. A phase Il study of intermittent sunitinib in previously untreated patients with metastatic renal cell carcinoma.
J Clin Oncol. 2017;35(16):1764-9. PMID: 28113029

Ruiz-Morales JM, Swierkowski M, Wells JC, et al. First-line sunitinib versus pazopanib in metastatic renal cell carcinoma: results from the
International Metastatic Renal Cell Carcinoma Database Consortium. Eur J Cancer. 2016;65:102-8. PMID: 27487293

Nolla K, Benjamin DJ, Cella D. Patient-reported outcomes in metastatic renal cell carcinoma trials using combinations versus sunitinib as first-line
treatment. Nat Rev Urol. 2023;20(7):420-33. PMID: 36928615

Rini BI, Dorff TB, Elson P, et al. Active surveillance in metastatic renal-cell carcinoma: a prospective, phase 2 trial. Lancet Oncol. 2016;17(9):1317-24.
PMID: 27498080

Yan XQ, Ye MJ, Zou Q, et al. Toripalimab plus axitinib versus sunitinib as first-line treatment for advanced renal cell carcinoma: RENOTORCH, a
randomized, open-label, phase Il study. Ann Oncol. 2024;35(2):190-9. PMID: 37872020

Choueiri TK, Powles T, Albiges L, et al. Cabozantinib plus nivolumab and ipilimumab in renal-cell carcinoma. N Engl J Med. 2023;388(19):1767-78.
PMID: 37163623

Armstrong AJ, Halabi S, Eisen T, et al. Everolimus versus sunitinib for patients with metastatic non-clear cell renal cell carcinoma (ASPEN): a
multicentre, open-label, randomised phase 2 trial. Lancet Oncol. 2016;17(3):378-88. PMID: 26794930

Tannir NM, Jonasch E, Albiges L, et al. Everolimus versus sunitinib prospective evaluation in metastatic non-clear cell renal cell carcinoma (ESPN): a
randomized multicenter phase 2 trial. Eur Urol. 2016;69(5):866-74. PMID: 26626617

Ciccarese C, lacovelli R, Brunelli M, et al. Addressing the best treatment for non-clear cell renal cell carcinoma: A meta-analysis of randomised
clinical trials comparing VEGFR-TKis versus mTORi-targeted therapies. Eur J Cancer. 2017;83:237-46. PMID: 28756136

Park I, Lee SH, Lee JL. A multicenter phase Il trial of axitinib in patients with recurrent or metastatic non-clear-cell renal cell carcinoma who had
failed prior treatment with temsirolimus. Clin Genitourin Cancer. 2018;16(5):e997-e1002. PMID: 29903415

Irshad T, Olencki T, Zynger DL, et al. Bevacizumab in metastatic papillary renal cell carcinoma (PRCC). J of Clin Oncol. 2011;29(15 Suppl):abstract
e15158. PMID: none

Srinivasan R, Su D, Stamatakis L, et al. Mechanism based targeted therapy for hereditary leiomyomatosis and renal cell cancer (HLRCC) and sporadic
papillary renal cell carcinoma: Interim results from a phase 2 study of bevacizumab and erlotinib. Eur J Cancer. 2014;50(Suppl 6):[8 p.]. PMID: none
Voss MH, Molina AM, Chen YB, et al. Phase Il trial and correlative genomic analysis of everolimus plus bevacizumab in advanced non-clear cell renal
cell carcinoma. J Clin Oncol. 2016;34(32):3846-53. PMID: 27601542

Martinez Chanza N, Xie W, Asim Bilen M, et al. Cabozantinib in advanced non-clear-cell renal cell carcinoma: a multicentre, retrospective, cohort
study. Lancet Oncol. 2019;20(4):581-90. PMID: 30827746

Campbell MT, Bilen MA, Shah AY, et al. Cabozantinib for the treatment of patients with metastatic non-clear cell renal cell carcinoma: a
retrospective analysis. Eur J Cancer. 2018;104:188-94. PMID: 30380460

Blank CU, Bono P, Larkin JMG, et al. Safety and efficacy of everolimus in patients with non-clear cell renal cell carcinoma refractory to VEGF-
targeted therapy: subgroup analysis of REACT. J Clin Oncol. 2012;30(5 Suppl):abstract 402. PMID: 71008684

Koh'Y, Kim JY, Lim HY, et al. Phase Il trial of RADOO1 in renal cell carcinoma patients with non-clear cell histology. J Clin Oncol. 2012;30(15
Suppl):abstract 4544. PMID: none

Escudier B, Molinie V, Bracarda S, et al. Open-label phase 2 trial of first-line everolimus monotherapy in patients with papillary metastatic renal cell
carcinoma: RAPTOR final analysis. Eur J Cancer. 2016;69:226-35. PMID: 27680407

Motzer RJ, Hutson TE, Ren M, et al. Independent assessment of lenvatinib plus everolimus in patients with metastatic renal cell carcinoma. Lancet
Oncol. 2016;17(1):e4-5. PMID: 26758760

Cella D, Grunwald V, Nathan P, et al. Quality of life in patients with advanced renal cell carcinoma given nivolumab versus everolimus in CheckMate
025: a randomised, open-label, phase 3 trial. Lancet Oncol. 2016;17(7):994-1003. PMID: 27283863

Koshkin VS, Barata PC, Zhang T, et al. Clinical activity of nivolumab in patients with non-clear cell renal cell carcinoma. J Immunother Cancer.
2018;6(1):9. PMID: 29378660

© 2025 Carelon Medical Benefits Management. All rights reserved. Page 61



Sb Cd relon Cancer Treatment Pathways

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.
77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

McKay RR, Bosse D, Xie W, et al. The clinical activity of PD-1/PD-L1 inhibitors in metastatic non-clear cell renal cell carcinoma. Cancer Immunol Res.
2018;6(7):758-65. PMID: 29748390

Rini BI, Escudier B, Tomczak P, et al. Comparative effectiveness of axitinib versus sorafenib in advanced renal cell carcinoma (AXIS): a randomised
phase 3 trial. Lancet. 2011;378(9807):1931-9. PMID: 22056247

Escudier B, Michaelson MD, Motzer RJ, et al. Axitinib versus sorafenib in advanced renal cell carcinoma: subanalyses by prior therapy from a
randomised phase Ill trial. British Journal of Cancer. 2014;110(12):2821-8. PMID: 24823696

Rini BI, de La Motte Rouge T, Harzstark AL, et al. Five-year survival in patients with cytokine-refractory metastatic renal cell carcinoma treated with
axitinib. Clin Genitourin Cancer. 2013;11(2):107-14. PMID: 23391371

Choueiri TK, Escudier B, Powles T, et al. Cabozantinib versus everolimus in advanced renal cell carcinoma (METEOR): final results from a
randomised, open-label, phase 3 trial. Lancet Oncol. 2016;17(7):917-27. PMID: 27279544

Motzer RJ, Escudier B, Powles T, et al. Long-term follow-up of overall survival for cabozantinib versus everolimus in advanced renal cell carcinoma.
British Journal of Cancer. 2018;118(9):1176-8. PMID: 29576624

Motzer RJ, Escudier B, Oudard S, et al. Efficacy of everolimus in advanced renal cell carcinoma: a double-blind, randomised, placebo-controlled
phase Il trial. Lancet. 2008;372(9637):449-56. PMID: 18653228

Bracarda S, Hutson TE, Porta C, et al. Everolimus in metastatic renal cell carcinoma patients intolerant to previous VEGFr-TKI therapy: a RECORD-1
subgroup analysis. British Journal of Cancer. 2012;106(9):1475-80. PMID: 22441644

Motzer RJ, Barrios CH, Kim TM, et al. Phase Il randomized trial comparing sequential first-line everolimus and second-line sunitinib versus first-line
sunitinib and second-line everolimus in patients with metastatic renal cell carcinoma. J Clin Oncol. 2014;32(25):2765-72. PMID: 25049330

Knox JJ, Barrios CH, Kim TM, et al. Final overall survival analysis for the phase Il RECORD-3 study of first-line everolimus followed by sunitinib versus
first-line sunitinib followed by everolimus in metastatic RCC. Ann Oncol. 2017;28(6):1339-45. PMID: 28327953

Motzer RJ, Hutson TE, Glen H, et al. Lenvatinib, everolimus, and the combination in patients with metastatic renal cell carcinoma: a randomised,
phase 2, open-label, multicentre trial.[Erratum appears in Lancet Oncol. 2016 Jul;17 (7):e270; PMID: 27733289], [Erratum appears in Lancet Oncol.
2018 Oct;19(10):e509; PMID: 30303125]. Lancet Oncol. 2015;16(15):1473-82. PMID: 26482279

Bergerot C, Young Rha S, Pal S, et al. Health-related quality of life outcomes with two different starting doses of lenvatinib in combination with
everolimus for previously treated renal cell carcinoma. Oncologist. 2023;28(1):59-71. PMID: 35881028

Hammers HJ, Plimack ER, Infante JR, et al. Safety and efficacy of nivolumab in combination with ipilimumab in metastatic renal cell carcinoma: the
CheckMate 016 study. J Clin Oncol. 2017;35(34):3851-8. PMID: 28678668

Matrana MR, Duran C, Shetty A, et al. Outcomes of patients with metastatic clear-cell renal cell carcinoma treated with pazopanib after disease
progression with other targeted therapies. Eur J Cancer. 2013;49(15):3169-75. PMID: 23810246

Motzer RJ, Michaelson MD, Redman BG, et al. Activity of SU11248, a multitargeted inhibitor of vascular endothelial growth factor receptor and
platelet-derived growth factor receptor, in patients with metastatic renal cell carcinoma. J Clin Oncol. 2006;24(1):16-24. PMID: 16330672

Motzer RJ, Rini Bl, Bukowski RM, et al. Sunitinib in patients with metastatic renal cell carcinoma. JAMA. 2006;295(21):2516-24. PMID: 16757724
Rini BI, Pal SK, Escudier BJ, et al. Tivozanib versus sorafenib in patients with advanced renal cell carcinoma (TIVO-3): a phase 3, multicentre,
randomised, controlled, open-label study. Lancet Oncol. 2020;21(1):95-104. PMID: 31810797

Beckermann KE, Asnis-Alibozek AG, Atkins MB, et al. Long-term survival in patients with relapsed/refractory advanced renal cell carcinoma treated
with tivozanib: analysis of the phase Il TIVO-3 trial. Oncologist. 2024;29(3):254-62. PMID: 38262444

Zugman M, McDermott DF, Escudier BJ, et al. Updated overall survival in patients with prior checkpoint inhibitor therapy in the phase 11l TIVO-3
study. Oncologist. 2025;30(2):[6 p.]. PMID: 39912344

Jonasch E, Donskov F, lliopoulos O, et al. Phase Il study of the oral HIF-2alpha inhibitor MK-6482 for Von Hippel-Lindau disease-associated renal cell
carcinoma. J Clin Oncol. 2020;38(15):abstract 5003. PMID: none

U.S. Food & Drug Administration (FDA). WELIREG™ (belzutifan) tablets, for oral use. 2021 [revised 2024 Feb]. Available from:
https://www.accessdata.fda.gov/drugsatfda docs/label/2024/2153830rig1s007Ibl.pdf.

Jonasch E, Donskov F, lliopoulos O, et al. Belzutifan for renal cell carcinoma in von Hippel-Lindau disease. N Engl J Med. 2021;1(22):2036-46. PMID:
34818478

Albiges L, Rini BI, Peltola K, et al. Belzutifan versus everolimus in participants (pts) with previously treated advanced clear cell renal cell carcinoma
(ccRCC): randomized open-label phase Il LITESPARK-005 study. Ann Oncol. 2023;34(Suppl 2):51329-S30. PMID: none

Choueiri TK, Powles T, Peltola K, et al. Belzutifan versus everolimus for advanced renal-cell carcinoma. N Engl J Med. 2024;391(8):710-21. PMID:
39167807

Powles T, Choueiri TK, Albiges L, et al. Health-related quality of life with belzutifan versus everolimus for advanced renal cell carcinoma (LITESPARK-
005): patient-reported outcomes from a randomised, open-label, phase 3 trial. Lancet Oncol. 2025;26(4):491-502. PMID: 40112850

Albiges L, Bourlon MT, Chacon M, et al. Subcutaneous versus intravenous nivolumab for renal cell carcinoma. Ann Oncol. 2025;36(1):99-107. PMID:
39288844

Rini BI, Bellmunt J, Clancy J, et al. Randomized phase Il trial of temsirolimus and bevacizumab versus interferon alfa and bevacizumab in metastatic
renal cell carcinoma: INTORACT trial. J Clin Oncol. 2014;32(8):752-9. PMID: 24297945

Rini BI, Halabi S, Rosenberg JE, et al. Phase Ill trial of bevacizumab plus interferon alfa versus interferon alfa monotherapy in patients with
metastatic renal cell carcinoma: final results of CALGB 90206. J Clin Oncol. 2010;28(13):2137-43. PMID: 20368558

Escudier B, Bellmunt J, Negrier S, et al. Phase Ill trial of bevacizumab plus interferon alfa-2a in patients with metastatic renal cell carcinoma
(AVOREN): final analysis of overall survival. J Clin Oncol. 2010;28(13):2144-50. PMID: 20368553

Hudes G, Carducci M, Tomczak P, et al. Temsirolimus, interferon alfa, or both for advanced renal-cell carcinoma. N Engl J Med. 2007;356(22):2271-
81. PMID: 17538086

Yang JC, Sherry RM, Steinberg SM, et al. Randomized study of high-dose and low-dose interleukin-2 in patients with metastatic renal cancer. J Clin
Oncol. 2003;21(16):3127-32. PMID: 12915604

Hutson TE, Lesovoy V, Al-Shukri S, et al. Axitinib versus sorafenib as first-line therapy in patients with metastatic renal-cell carcinoma: a randomised
open-label phase 3 trial. Lancet Oncol. 2013;14(13):1287-94. PMID: 24206640

Rini BI, Halabi S, Rosenberg JE, et al. Bevacizumab plus interferon alfa compared with interferon alfa monotherapy in patients with metastatic renal
cell carcinoma: CALGB 90206. J Clin Oncol. 2008;26(33):5422-8. PMID: 18936475

Ratain MJ, Eisen T, Stadler WM, et al. Phase Il placebo-controlled randomized discontinuation trial of sorafenib in patients with metastatic renal cell
carcinoma. J Clin Oncol. 2006;24(16):2505-12. PMID: 16636341

© 2025 Carelon Medical Benefits Management. All rights reserved. Page 62


https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/215383Orig1s007lbl.pdf

Sb Cd relon Cancer Treatment Pathways

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.
107.

108.

Motzer RJ, Nosov D, Eisen T, et al. Tivozanib versus sorafenib as initial targeted therapy for patients with metastatic renal cell carcinoma: results
from a phase Ill trial. J Clin Oncol. 2013;31(30):3791-9. PMID: 24019545

Rini B, Szczylik C, Tannir NM, et al. AMG 386 in combination with sorafenib in patients with metastatic clear cell carcinoma of the kidney: a
randomized, double-blind, placebo-controlled, phase 2 study. Cancer. 2012;118(24):6152-61. PMID: 22692704

Rini BI, Powles T, Atkins MB, et al. Atezolizumab plus bevacizumab versus sunitinib in patients with previously untreated metastatic renal cell
carcinoma (IMmotion151): a multicentre, open-label, phase 3, randomised controlled trial. Lancet. 2019;393(10189):2404-15. PMID: 31079938
McDermott DF, Cheng SC, Signoretti S, et al. The high-dose aldesleukin "select" trial: a trial to prospectively validate predictive models of response
to treatment in patients with metastatic renal cell carcinoma. Clin Cancer Res. 2015;21(3):561-8. PMID: 25424850

Jung KS, Lee SJ, Park SH, et al. Pazopanib for the treatment of non-clear cell renal cell carcinoma: a single-arm, open-label, multicenter, Phase Il
study. Cancer Research & Treatment. 2018;50(2):488-94. PMID: 28546525

Buti S, Bersanelli M, Maines F, et al. First-line PAzopanib in NOn-clear-cell Renal cArcinoMA: the Italian retrospective multicenter PANORAMA study.
Clin Genitourin Cancer. 2017;15(4):e609-e14. PMID: 28108284

Dutcher JP, de Souza P, McDermott D, et al. Effect of temsirolimus versus interferon-alpha on outcome of patients with advanced renal cell
carcinoma of different tumor histologies. Med Oncol. 2009;26(2):202-9. PMID: 19229667

Gordon MS, Hussey M, Nagle RB, et al. Phase Il study of erlotinib in patients with locally advanced or metastatic papillary histology renal cell cancer:
SWOG S0317. J Clin Oncol. 2009;27(34):5788-93. PMID: 19884559

Yang JC, Haworth L, Sherry RM, et al. A randomized trial of bevacizumab, an anti-vascular endothelial growth factor antibody, for metastatic renal
cancer. N EnglJ Med. 2003;349(5):427-34. PMID: 12890841

Hutson TE, Escudier B, Esteban E, et al. Randomized phase IlI trial of temsirolimus versus sorafenib as second-line therapy after sunitinib in patients
with metastatic renal cell carcinoma. J Clin Oncol. 2014;32(8):760-7. PMID: 24297950

Motzer RJ, Porta C, Vogelzang NJ, et al. Dovitinib versus sorafenib for third-line targeted treatment of patients with metastatic renal cell carcinoma:
an open-label, randomised phase 3 trial. Lancet Oncol. 2014;15(3):286-96. PMID: 24556040

Escudier B, Eisen T, Stadler WM, et al. Sorafenib in advanced clear-cell renal-cell carcinoma. N Engl J Med. 2007;356(2):125-34. PMID: 17215530
Escudier B, Eisen T, Stadler WM, et al. Sorafenib for treatment of renal cell carcinoma: final efficacy and safety results of the phase Ill treatment
approaches in renal cancer global evaluation trial. J Clin Oncol. 2009;27(20):3312-8. PMID: 19451442

Atkins MB, Hidalgo M, Stadler WM, et al. Randomized phase Il study of multiple dose levels of CCI-779, a novel mammalian target of rapamycin
kinase inhibitor, in patients with advanced refractory renal cell carcinoma. J Clin Oncol. 2004;22(5):909-18. PMID: 14990647

© 2025 Carelon Medical Benefits Management. All rights reserved. Page 63



S‘b Ca relon Cancer Treatment Pathways

Lung Cancer: Non-Small Cell Lung Cancer (NSCLC) Pathways

Chemoradiation for Localized Disease

o Stages IA-IlIC - Definitive Concurrent Chemoradiation
= Cisplatin and etoposide™ 2
* Paclitaxel and carboplatin®

Adjuvant Therapy

o Stages IB-11IB
= Carboplatin and paclitaxel*
= Cisplatin and gemcitabine (Gemzar)®
= Cisplatin and pemetrexed (Alimta)® 7
= Cisplatin and vinorelbine (Navelbine )"

First Line of Therapy (1% Line) — Stages llIB-V, and Recurrent

e Squamous and Non-Squamous Cell Carcinoma
o PD-L1 Expression (TPS) greater or equal to 50%, without known actionable oncogenic targets*
= Cemiplimab-rwic (Libtayo)'?
= Pembrolizumab (Keytruda)t'3-16
o Ineligible for Immunotherapy
= Carboplatin or cisplatin and paclitaxel'®?°
= Carboplatin or cisplatin and gemcitabine (Gemzar)?3 26-31
o ALK Rearrangement Positive
= Alectinib (Alecensa)®? 33
= Lorlatinib (Lobrena)'”- 18
o EGFR exon 19 deletion or exon 21 L858R mutation positive
= Osimertinib (Tagrisso)**%"
= Carboplatin or cisplatin, pemetrexed, and osimertinib (Tagrisso) (Non-Squamous ONLY) 38 3°
e Non-Squamous Cell Carcinoma Only

o PD-L1 Expression (TPS) less than 50%, without known actionable oncogenic targets*
= Carboplatin or cisplatin, pemetrexed (Alimta), and pembrolizumab (Keytruda)t4-43
= Carboplatin or cisplatin, pemetrexed (Alimta), and cemiplimab-rwic (Libtayo)** 4

o PD-L1 Expression (TPS) greater or equal to 50%, without known actionable oncogenic targets*
= Atezolizumab (Tecentriq)*6 47

o Ineligible for Immunotherapy
= Carboplatin, paclitaxel, and bevacizumab 48-5°
= Carboplatin or cisplatin and pemetrexed (Alimta)3 %'

e Squamous Cell Carcinoma Only

o PD-L1 Expression (TPS) less than 50%, without known actionable oncogenic targets*®
*  Pembrolizumab (Keytruda)t, carboplatin, and paclitaxel®?
= Carboplatin, paclitaxel, and cemiplimab-rwic (Libtayo)** 4
= Cisplatin, paclitaxel, and cemiplimab-rwlc (Libtayo)** 4°

* Actionable oncogenic targets refer to the driver aberrations in EGFR, ALK, and ROS1

1 Administered at a dose of 200 mg every 3 weeks OR 400 mg every 6 weeks per the FDA label OR 2 mg/kg (up to a maximum of 200 mg)
every 3 weeks, as clinically appropriate
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Lung Cancer: Non-Small Cell Lung Cancer (NSCLC) References
NCCN Clinical Practice Guidelines: Non-Small Cell Lung Cancer V11.2024

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer
V11.2024. Available at: http://www.nccn.org. Accessed November 5, 2024. ©National Comprehensive Cancer Network, 2024. To view the
most recent complete version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Lung Cancer: Small Cell Lung Cancer Pathways

Adjuvant Therapy
o Limited Stage
o With or without concurrent radiation therapy
= Carboplatin and etoposide’

= Cisplatin and etoposide?*

Neoadjuvant Therapy, Primary Therapy, First Line Therapy
¢ Limited Stage
o With or without concurrent radiation therapy
= Carboplatin and etoposide’
= Cisplatin and etoposide®*
o Extensive Stage
= Atezolizumab (Tecentriq), carboplatin,and etoposide®

= Carboplatin and etoposide®

Cancer Treatment Pathways
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Lung Cancer: Small Cell Lung Cancer References
NCCN Clinical Practice Guidelines: Small Cell Lung Cancer. Version 4.2025

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Small Cell Lung Cancer
V4.2025. Available at: http://www.nccn.org. Accessed February 11, 2025. ©National Comprehensive Cancer Network, 2025. To view the most

recent and complete version of the Guideline, go online to WWW.NCCN.org.
These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any
kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way. ’
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Melanoma (Cutaneous Melanoma) Pathways

Neoadjuvant Therapy
e Stages IIIB-1V (resectable)
= Pembrolizumab (Keytruda)'

= Nivolumab (Opdivo) and ipilimumab (Yervoy)?

Adjuvant Therapy
o Stages IIB-1lI
o Resected
*  Pembrolizumab (Keytruda)" 34
* Nivolumab (Opdivo)*©

First Line of Therapy (15t Line)
e Stages IV and Recurrent
o Any BRAF Status
= Nivolumab (Opdivo)’-1°
= Nivolumab (Opdivo) and ipilimumab (Yervoy)''-19
*  Pembrolizumab (Keytruda)*20-2°
o BRAF Mutated?

= Encorafenib (Braftovi) and binimetinib (Mektovi)¥?

Second and Subsequent Lines of Therapy (2" Line+) — Termed 7/14/2025
e Stages IV and Recurrent — Termed 7/14/2025
o BRAF Mutatedt (and no prior BRAF targeted therapy) — Termed 7/14/2025
» Encorafenib (Braftovi) and binimetinib (Mektovi) — Termed 7/14/2025

* Administered at a dose of 200 mg every 3 weeks OR 400 mg every 6 weeks per the FDA label OR 2 mg/kg (up to a maximum of 200 mg)
every 3 weeks, as clinically appropriate

+ BRAF V600E or V600K mutations
1 Firstline only if the patient is not considered a suitable candidate for immunotherapy.
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Multiple Myeloma Pathways
First Line of Therapy (15t Line)

e New Diagnosis
o Transplant Candidates
* VRD/VDR: bortezomib (Velcade), lenalidomide (Revlimid), and dexamethasone'*

= D-VRd: daratumumab (Darzalex), bortezomib (Velcade), lenalidomide (Revlimid), and
dexamethasone® ©

o Non-Transplant Candidates
»= CyBorD or VDC: bortezomib (Velcade), cyclophosphamide, and dexamethasone?  7-8
* DRd: daratumumab (Darzalex), lenalidomide (Revlimid), and dexamethasone® 1°
* Rd: lenalidomide (Revlimid) and low-dose dexamethasone'"'3
* VRd: bortezomib (Velcade), lenalidomide (Revlimid), and dexamethasone'* 4

» [satuximab-VRd: bortezomib (Velcade), lenalidomide (Revlimid), and dexamethasone with
isatuximab (Sarclisa)'

* Vd: bortezomib (Velcade) and dexamethasone'®

Second Line of Therapy (2" Line)

o Early Relapsed Disease
* CRd or KRd: carfilzomib (Kyprolis), lenalidomide (Revlimid), and dexamethasone'”: 8
* DRd: daratumumab (Darzalex), lenalidomide (Revlimid), and dexamethasone®
* DVd: daratumumab (Darzalex), bortezomib (Velcade), and dexamethasone?°

=  PVd: pomalidomide (Pomalyst), bortezomib (Velcade), and dexamethasone™'

Maintenance Therapy
e Post-Transplant, Standard Risk

* Lenalidomide (Revlimid)?%-?’

* Eligible only if patient has received prior therapy with lenalidomide and proteasome inhibitor
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NCCN Clinical Practice Guidelines: Multiple Myeloma. Version 1.2025

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Multiple Myeloma V1.2025.
Available at: http://www.nccn.org. Accessed Feb 11. 2025. ©National Comprehensive Cancer Network, 2025 To view the most recent and

complete version of the Guideline, go online to WWW.NCCN.Org.
These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any
kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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First Line of Therapy (15t Line)
e Stages I-IV

= R-CHOP (21): cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar),
prednisone, and rituximab'-3

o When there is a contraindication to anthracycline

* R-CEOP: cyclophosphamide, etoposide, vincristine (Vincasar), prednisone, and rituximab*®
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NHL: Follicular and Marginal Zone Lymphoma Pathways
First Line of Therapy
e Stages* I-ll
o Gastric MALTT Lymphoma when H. pylori positive
= Antibiotic therapy for H. pylori eradication*' 2
e Stages* I'lV
o Gastric MALT or Splenic Marginal Zone$
*  Rituximab3?3
o Follicular (Grade 1-3a) and Other Marginal Zone Lymphomas
= BR: Bendamustine (Bendeka, Treanda) and rituximab®1'2

= R-CHOP(21): Cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar),
prednisone, and rituximab'' 13-16

= R-CVP: Cyclophosphamide, vincristine (Vincasar), prednisone, and rituximab' 7
*  Rituximab?®?8 18-20
o Follicular Large B-cell Lymphoma (Follicular Lymphoma Grade 3b)

* R-CHOP(21): Cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar),
prednisone, and rituximab'': 13-16

*= R-CEOP: Cyclophosphamide, etoposide, vincristine (Vincasar), prednisone, and rituximab?'-4

* Lugano Staging System for Gl lymphomas

1t Gastric MALT with translocation 11;18 (t11;18) (q21;921) predicts a lower response rate to anti-H.pylori treatment. Radiation therapy or other
local intervention may be indicated.

1 Only generic antibiotics are considered pathway options for H. pylori eradication. Clarithromycin and either amoxicillin OR metronidazole are
sample regimens that may be selected to maintain pathway adherence. The actual regimen prescribed should be based on current
guidelines, local antibiotic resistance patterns, and the most affordable choices.

§ Splenectomy is also a recommended option for splenic marginal zone lymphoma
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NHL: Follicular and Marginal Zone Lymphoma References
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These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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NHL: Mantle Cell Lymphoma Pathways
First Line of Therapy (15t Line)
e Stages I-IV
o Candidates for Autologous Stem Cell Transplant (ASCT)

= Alternating R-CHOP/R-DHAP: cyclophosphamide (Cytoxan), doxorubicin (Adriamycin),
vincristine (Vincasar), prednisone, rituximab alternating with dexamethasone, cisplatin,
cytarabine (Ara-C), and rituximab-®

= Nordic Regimen: dose intense rituximab, cyclophosphamide, vincristine (Vincasar),
doxorubicin (Adriamycin), prednisone alternating with rituximab and high dose cytarabine (Ara-
C)7, 8

o Non-Candidates for Autologous Stem Cell Transplant (ASCT)

* BR: bendamustine (Bendeka, Treanda) and rituximab®'?

Second Line of Therapy (2" Line)

e Recurrent®
= Acalabrutinib (Calquence)™
= BR: bendamustine (Bendeka, Treanda) and rituximab'® '
= Bortezomib (Velcade)'”

* Lenalidomide (Revlimid)'®2®

* Includes recurrent, progressive and refractory disease
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NHL: Mantle Cell Lymphoma References

NCCN Practice Guidelines: Non-Hodgkin Lymphomas: B-Cell Lymphomas Version 3.2024.

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Hodgkin’s Lymphomas: B-Cell
Lymphomas. V3.2024. Available at: http://www.nccn.org. Accessed August 27, 2024. © National Comprehensive Cancer Network, 2024. To
view the most recent complete version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Ovarian Cancer (Epithelial) Pathways

Adjuvant Therapy
o Stages IA/IB (Grade 2 or 3), and IC (Grade 1-3)

» Carboplatin and paclitaxel'®

Adjuvant, Neoadjuvant, or Primary Therapy
e Stages II-IV

» Carboplatin and paclitaxel (Administered weekly or every 3 weeks)'®

Initial Treatment for Metastatic or Recurrent Disease
e Platinum Sensitive*
= Carboplatin'®-12
= Carboplatin and gemcitabine (Gemzar)'?'4
= Carboplatin and paclitaxel'® - 13
= Carboplatin and weekly paclitaxel'®
¢ Platinum Resistant
»  Bevacizumab monotherapy'” 18
» Docetaxel (Taxotere)'
»  Gemcitabine (Gemzar)?* 2!
» Liposomal doxorubicin (Doxil)?%-22
»  Paclitaxel (weekly)?32

» Paclitaxel and bevacizumab?6-2°

Maintenance Therapy
o After response to initial treatment for platinum-sensitive disease
o Sensitive* to platinum-based therapies
= Niraparib (Zejula)3-34
*  Olaparib (Lynparza)3-+?

= Rucaparib (Rubraca)**-8

* Platinum sensitive disease is defined as recurrence of greater than 6 months after prior platinum-based therapy
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Ovarian Cancer (Epithelial) References

NCCN Clinical Practice Guidelines: Ovarian Cancer, Including Fallopian Tube Cancer and Primary Peritoneal Cancer V3.2024

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Ovarian Cancer, Including
Fallopian Tube Cancer and Primary Peritoneal Cancer V3.2024. Available at: http://www.nccn.org. Accessed: August 27. 2024. ©National
Comprehensive Cancer Network, 2024. To view the most recent and complete version of the Guideline, go online to http://www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any
kind whatsoever regarding their content, use, or application and disclaims any responsibility for their application or use in any way.
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Neoadjuvant Therapy

e Stage lll
*  FOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin® 2
*  mFOLFIRINOX*: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin®

*  Gemcitabine (Gemzar) and albumin-bound paclitaxel (Abraxane)*®

Adjuvant Therapy

e Stages I, IA, IB, II, IIA, 1IB, and IlI
= Capecitabine (Xeloda) and gemcitabine (Gemzar)”®
= FULV: fluorouracil (5FU) and leucovorin%-12
= Gemcitabine (Gemzar)'0: 12-14

*  mFOLFIRINOX*: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin'® '

First Line of Therapy (15t Line)

e Stages lll, IV, and Recurrent
*  FOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin'2
*  mFOLFIRINOX*: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin®
*  Gemcitabine (Gemzar)'7-?°

* Gemcitabine (Gemzar) and albumin-bound-paclitaxel (Abraxane)*®

* Modified FOLFIRINOX: Bolus 5-FU not administered and dose of Irinotecan 150mg/m2
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NCCN Clinical Practice Guidelines: Pancreatic Adenocarcinoma V1.2024

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Pancreatic Adenocarcinoma
V1.2024 Available at: http://www.nccn.org. Accessed November 7, 2023 © National Comprehensive Cancer Network, 2023. To view the most
recent complete version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use, or application and disclaims any responsibility for their application or use in any way.
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Prostate Adenocarcinoma Pathways
Adjuvant Therapy
¢ Regional disease (lymph node involvement)
o Post-Prostatectomy
»  Goserelin (Zoladex)'3
= Leuprolide (Eligard/Lupron)'-

= Triptorelin (Trelstar)'3

First Line of Therapy (1%t Line), Localized M0 Disease
e Localized favorable intermediate and Localized unfavorable intermediate
o Primary Treatment with Radiotherapy (RT)
»  Goserelin (Zoladex)*'3
» Leuprolide (Eligard/Lupron)*'-3
= Triptorelin (Trelstar)*'-3
e Localized high risk, Localized very high risk and Regional Disease
o Primary Treatment with Radiotherapy (RT)
» Goserelin (Zoladex)'
= Goserelin (Zoladex) with abiraterone (Zytiga)*”
» Leuprolide (Eligard/Lupron)'3
* Leuprolide (Eligard/Lupron) with abiraterone (Zytiga)*’
= Triptorelin (Trelstar)'3

= Triptorelin (Trelstar) with abiraterone (Zytiga)*”’

First Line of Therapy (1%t line), M1 Disease
o Metastatic/Recurrent, Castration Sensitive Disease

Cancer Treatment Pathways

= Abiraterone (Zytiga) and prednisone with Androgen Deprivation Therapy (ADT)*4 6-10

= Abiraterone (Zytiga), docetaxel (Taxotere), and prednisone with ADTT!

»  Apalutamide (Erleada) with ADTT12-15

* Darolutamide (Nubega) and docetaxel (Taxotere) with ADTT'6

*  Enzalutamide (Xtandi) with ADTT#7-21

o Metastatic/Recurrent, Castration Resistant Disease
» Abiraterone (Zytiga) and prednisone with ADTT#22-29
= Docetaxel (Taxotere) (every 3 weeks) with ADT130-32
* Enzalutamide (Xtandi) with ADTT#33-3

Bilateral orchiectomy (surgical castration) is an equally effective alternative to medical castration

* May be coadministered with bicalutamide (Casodex) or flutamide (Eulexin) for up to 30-60 days in patients who are at risk of developing

symptoms associated with testosterone flare

1 ADT pathway options, when given as listed above: goserelin (Zoladex), leuprolide (Eligard/Lupron), triptorelin (Trelstar) or history of bilateral

orchiectomy

I The use of androgen-signaling—targeted inhibitor (e.g., abiraterone or enzalutamide) should be limited to one line of therapy and should be

used in combination with ADT unless not indicated due to bilateral orchiectomy.
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Prostate Adenocarcinoma References

NCCN Clinical Practice Guidelines: Prostate Cancer. Version 4.2024

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Prostate Cancer V4.2024.
Available at: http://www.nccn.org. Accessed August 27, 2024. ©National Comprehensive Cancer Network, 2024. To view the most recent and
complete version of the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any
kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Testicular Cancer (Germ Cell Tumors) Pathways

Primary Therapy
e Stages II-lllIA and IS
o Seminoma and Non-Seminoma
= BEP: bleomycin, etoposide, and cisplatin'*
= EP: etoposide and cisplatin™
e Stages llIB and llIC
o Seminoma with Good and Intermediate Riskt
= BEP: bleomycin, etoposide, and cisplatin®
o Seminoma with Good Risk
» EP: etoposide and cisplatin®
o Non-Seminoma

= BEP: bleomycin, etoposide, and cisplatin'*

Cancer Treatment Pathways

* EP given for 4 cycles
1 BEP is typically given for 3 cycles in good risk seminoma, and 4 cycles in intermediate risk
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Testicular Cancer (Germ Cell Tumors) References
NCCN Practice Guidelines: Testicular Cancer 2.2024

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Testicular Cancer V.2.2024.
Available at: http://www.nccn.org. November 5, 2024. ©National Comprehensive Cancer Network, 2024. To view the most recent complete
version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Uterine Cancer (Epithelial Carcinoma) Pathways

Adjuvant or Primary Therapy
o Stages IlI-IVA
= Carboplatin, paclitaxel, and dostarlimab-gxly (Jemperli)'

= Carboplatin, paclitaxel, and pembrolizumab?

First Line of Therapy (1% Line)
e Stages IVB and Recurrent
= Carboplatin, paclitaxel, and dostarlimab-gxly (Jemperli)'

= Carboplatin, paclitaxel, and pembrolizumab?

Cancer Treatment Pathways
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Uterine Cancer (Epithelial Carcinoma) References

NCCN Practice Guidelines: Uterine Neoplasms Version 2.2025.

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Uterine Neoplasms V2.2025.
Available at: http://www.nccn.org. Accessed February 11, 2025. © National Comprehensive Cancer Network, 2025. To view the most recent
complete version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual
clinical circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of
any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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