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Q1 Pathway Updates Effective 4/29/2024  
Breast Cancer: Endocrine Therapy 

• Term Second and Third Lines of Therapy section for “PIK3CA Mutated and HER2 Negative”  

• Add the scenario Second or Third Line of Therapy for “PIK3CA/AKT1/PTEN Mutated and HER2 Negative” 

and  

o Move the following regimen to the newly created scenario: 

▪ Fulvestrant (Faslodex) and alpelisib (PIQRAY) 

o Add the following regimen: 

▪ “Fulvestrant (Faslodex) and capivasertib (TRUQAP)” 

 

Gastric, Esophageal, and Gastroesophageal Junction Adenocarcinoma 

• In the First Line of Therapy section under the scenario for “Locally Advanced, Metastatic, or Recurrent 

Disease” + “HER2 Negative” add the following regimens: 

▪ Pembrolizumab (Keytruda), fluorouracil (5FU) and cisplatin (CPS ≥10) 

▪ Pembrolizumab (Keytruda), capecitabine (Xeloda) and oxaliplatin (CPS ≥10) 

 

Lung Cancer: Non-Small Cell Lung Cancer 

• In the First Line of Therapy section under the scenario for “EGFR exon 19 deletion or exon 21 L858R 

mutation positive” add the following regimen: 

▪ Carboplatin or cisplatin, pemetrexed, and osimertinib (Tagrisso) (Non-Squamous Only)  
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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, III, or IV Without Evidence of Metastases (cT2, cT3, cT4a, cT4b, M0) 

▪ ddMVAC*: dose-dense methotrexate, vinblastine, doxorubicin, and cisplatin with G-CSF1-8 

▪ Gemcitabine (Gemzar) and cisplatin†1, 2, 9-13     

Adjuvant Therapy  

• Stage 0 (Ta, Tis) or Stage I 

o Following Transurethral Resection of Bladder Tumor (TURBT) OR Resection of Recurrent/Persistent 

Disease, 1-2 sets of treatment  

▪ BCG: bacillus calmette-guerin, intravesical14-18     

o For low-grade histology only, Following TURBT OR Resection of Recurrent/Persistent Disease 

▪ Gemcitabine (Gemzar), intravesical19  

First Line of Therapy (1st Line) 

• Stages IV or Recurrent 

o Platinum-Eligible 

▪ Enfortumab vedotin plus pembrolizumab20, 21 

Second Line of Therapy (2nd Line) 

• Stages IV or Recurrent 

▪ Gemcitabine (Gemzar)22, 23 

▪ Paclitaxel24, 25 

▪ Pembrolizumab (Keytruda) 26-29 

• Prior therapy with platinum-based chemotherapy AND PD-1/PD-L1 inhibitor 

▪ Enfortumab Vedotin30-32 

*  Administration of ddMVAC is limited to 6 cycles 

† Administration of Gemcitabine-cisplatin is limited to 4 cycles 
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Bladder Cancer (Urothelial) References 
NCCN Practice Guidelines: Bladder Cancer Version 3.2023 

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Bladder Cancer V3.2023.  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 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 

• HER2 Positive 

o Stages IA† through IIIC 

▪ TCH+P: docetaxel (Taxotere), carboplatin, trastuzumab, and pertuzumab (Perjeta)1-6  

• HER2 Negative, Hormone Receptor (ER or PR) Positive  

o Stage I-IIIC‡ 

▪ ddAC → weekly T: dose dense doxorubicin (Adriamycin) and cyclophosphamide followed by weekly 

paclitaxel7-13  

▪ Weekly T → ddAC: weekly paclitaxel followed by dose dense doxorubicin (Adriamycin) and 

cyclophosphamide7-13 

▪ TC: docetaxel (Taxotere) and cyclophosphamide14, 15 

• Triple Negative Breast Cancer (ER and PR, HER2 negative) 

o Stage II-IIIC 

▪ Pembrolizumab (Keytruda), carboplatin, and paclitaxel16  

▪ Pembrolizumab (Keytruda), doxorubicin, and cyclophosphamide16 

Adjuvant Therapy 

• HER2 Positive 

o Stages IA and IB 

▪ TH§: paclitaxel and trastuzumab 17-19 

o Residual Disease following Neoadjuvant Therapy 

▪ Ado-trastuzumab emtansine (Kadcyla)20  

• HER2 negative, Hormone Receptor (ER or PR) Positive 

o Stage I-IIIC‡ 

▪ ddAC → weekly T: dose dense doxorubicin (Adriamycin) and cyclophosphamide followed by weekly 

paclitaxel7-13  

▪ Weekly T → ddAC: weekly paclitaxel followed by dose dense doxorubicin (Adriamycin) and 

cyclophosphamide7-13 

▪ TC: docetaxel (Taxotere) and cyclophosphamide14, 15 

• Triple Negative Breast Cancer (ER, PR, and HER2 negative) 

o Stage II-IIIC: Continuation following Neoadjuvant Therapy 

▪ Pembrolizumab (Keytruda), following neoadjuvant pembrolizumab-based treatment16 

o Residual Disease following Neoadjuvant Therapy 

▪ Capecitabine (Xeloda)21 

* Breast cancer histologies include invasive  ductal, invasive filtrating lobular, inflammatory, and invasive NOS.  

† Stage I tumors must be at least >10 mm  

‡ 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 

 



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 10 
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Breast Cancer* Pathways: Advanced/Metastatic Disease 

First Line of Therapy (1st Line) 

• Stage IV and Recurrent, HER2 Positive 

▪ Pertuzumab (Perjeta), trastuzumab, and docetaxel (Taxotere)1-6 

▪ Pertuzumab (Perjeta), trastuzumab, and paclitaxel7-10 

Second Line of Therapy (2nd Line) 

• Stage IV and Recurrent 

o HER2 Positive 

▪ Fam-trastuzumab deruxtecan-nxki (Enhertu)11-13  

o HER2 Low 

▪ Fam-trastuzumab deruxtecan-nxki (Enhertu)14 

First Line of Therapy (1st Line) 

• Stage IV and Recurrent 

o Triple Negative Breast Cancer (ER, PR, and HER2 negative), CPS ≥ 10  

▪ Pembrolizumab (Keytruda) and nab-paclitaxel (Abraxane)15 

▪ Pembrolizumab (Keytruda) and paclitaxel15 

▪ Pembrolizumab (Keytruda), gemcitabine (Gemzar), and carboplatin15 

First, Second, and Third Lines of Therapy (1st, 2nd, and 3rd Line) 

• Stage IV and Recurrent 

o Triple Negative Breast Cancer (ER, PR, and HER2 negative) 

▪ Capecitabine (Xeloda)16-21 

▪ Doxorubicin (Adriamycin)21-28 

▪ Gemcitabine (Gemzar)29, 30 

▪ Paclitaxel21, 31-35 

▪ Vinorelbine (Navelbine)36-38 

▪ Sacituzumab govitecan-hziy (Trodelvy)39-41 (third line only) 

o Hormone Receptor (ER or PR) Positive and HER2 Negative 

▪ Capecitabine (Xeloda)16-20, 27 

▪ Doxorubicin (Adriamycin)22-28  

▪ Gemcitabine (Gemzar)29, 30 

▪ Paclitaxel22, 27, 31-35 

▪ Vinorelbine (Navelbine)36-38 

▪ Sacituzumab govitecan-hziy (Trodelvy) (third line only)42, 43 

* Breast cancer histologies include invasive ductal, invasive lobular, inflammatory, and invasive NOS.   
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Breast Cancer Advanced/Metastatic References 
NCCN Clinical Practice Guidelines: Breast Cancer. Version 4.2023 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V4.2023. 

Available at: http://www.nccn.org. Accessed November 7, 2023. ©National Comprehensive Cancer Network, 2023. 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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Breast Cancer* Pathways: Endocrine Therapy for Hormone Receptor 
Positive Advanced/Metastatic Disease† 

First Line of Therapy (1st Line)  

• Stages IV and Recurrent 

o HER2 Negative 

▪ Anastrozole (Arimidex) and ribociclib (Kisqali)1, 2  

▪ Letrozole (Femara) and ribociclib (Kisqali)1-4  

▪ Anastrozole (Arimidex)5-13 

▪ Fulvestrant (Faslodex) high dose7-10, 12-17 

▪ Fulvestrant (Faslodex) and ribociclib (Kisqali)18, 19 

▪ Letrozole (Femara)20-25  

▪ Tamoxifen‡15, 24, 26, 27 

Second Line of Therapy (2nd Line) 

• Stages IV and Recurrent 

o HER2 Negative 

▪ Anastrozole (Arimidex)5-13 

▪ Fulvestrant (Faslodex) high dose7-10, 12-17 

▪ Fulvestrant (Faslodex) and ribociclib (Kisqali) §18, 19 

▪ Letrozole (Femara)20-25  

▪ Tamoxifen‡15, 24, 26, 27 

▪ Exemestane (Aromasin)16, 28-30 

Second and Third Lines of Therapy (2nd and 3rd Line) -Termed Effective 4/29/2024 

Second or Third Line of Therapy (2nd or 3rd Line) - Added Effective 4/29/2024 

o PIK3CA/AKT1/PTEN Mutated and HER2 Negative 

▪ Fulvestrant (Faslodex) and alpelisib (PIQRAY) || ¶31-33 

▪ Fulvestrant (Faslodex) and capivasertib (TRUQAP) ¶34 – Added Effective 4/29/2024 

*  Breast cancer histologies include invasive ductal, invasive lobular, inflammatory and invasive NOS  

†  With ovarian suppression for premenopausal individuals. Ovarian suppression utilizes LHRH agonists given as monthly injections. 3-month 
depot dosing does not reliably suppress estrogen levels. 

‡  Tamoxifen is considered pathway for premenopausal individuals with or without ovarian suppression  

§  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 
Disease References 
NCCN Clinical Practice Guidelines: Breast Cancer. Version 1.2024 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V1.2024. 

Available at: http://www.nccn.org. Accessed Feb 20, 2024. ©National Comprehensive Cancer Network, 2024. To view the most recent and 

complete version of the Guideline, go online to www.nccn.org. 
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kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.  

1. Im SA, Lu YS, Bardia A, et al. Overall survival with ribociclib plus endocrine therapy in breast cancer. N Engl J Med. 2019;381(4):307-
16. PMID: 31166679 

2. Tripathy D, Im SA, Colleoni M, et al. Ribociclib plus endocrine therapy for premenopausal women with hormone-receptor-positive, 
advanced breast cancer (MONALEESA-7): a randomised phase 3 trial. Lancet Oncol. 2018;19(7):904-15. PMID: 29804902 

3. Hortobagyi GN, Stemmer SM, Burris HA, et al. Ribociclib as first-line therapy for hr-positive, advanced breast cancer. N Engl J Med. 
2016;375(18):1738-48. PMID: 27717303 

4. Hortobagyi GN, Stemmer SM, Burris HA, et al. Overall survival (OS) results from the phase III MONALEESA-2 (ML-2) trial of 
postmenopausal patients (pts) with hormone receptor positive/human epidermal growth factor receptor 2 negative (HR+/HER2−) 
advanced breast cancer (ABC) treated with endocrine therapy (ET) ± ribociclib (RIB) Ann Oncol. 2021;32(Suppl 5):S1290-S1. PMID: 
none 

5. Bergh J, Jonsson PE, Lidbrink EK, et al. FACT: an open-label randomized phase III study of fulvestrant and anastrozole in combination 
compared with anastrozole alone as first-line therapy for patients with receptor-positive postmenopausal breast cancer. J Clin 
Oncol. 2012;30(16):1919-25. PMID: 22370325 

6. Carlson RW, Theriault R, Schurman CM, et al. Phase II trial of anastrozole plus goserelin in the treatment of hormone receptor-
positive, metastatic carcinoma of the breast in premenopausal women. J Clin Oncol. 2010;28(25):3917-21. PMID: 20679610 

7. Ellis MJ, Llombart-Cussac A, Feltl D, et al. Fulvestrant 500 mg versus anastrozole 1 mg for the first-line treatment of advanced breast 
cancer: overall survival analysis from the phase II FIRST study. J Clin Oncol. 2015;33(32):3781-7. PMID: 26371134 

8. Howell A, Robertson JF, Quaresma Albano J, et al. Fulvestrant, formerly ICI 182,780, is as effective as anastrozole in postmenopausal 
women with advanced breast cancer progressing after prior endocrine treatment. J Clin Oncol. 2002;20(16):3396-403. PMID: 
12177099  

9. Mehta RS, Barlow WE, Albain KS, et al. Overall survival with fulvestrant plus anastrozole in metastatic breast cancer. N Engl J Med. 
2019;380(13):1226-34. PMID: 30917258 

10. Mehta RS, Barlow WE, Albain KS, et al. Combination anastrozole and fulvestrant in metastatic breast cancer. N Engl J Med. 
2012;367(5):435-44. PMID: 22853014 

11. Nabholtz JM, Buzdar A, Pollak M, et al. Anastrozole is superior to tamoxifen as first-line therapy for advanced breast cancer in 
postmenopausal women: results of a North American multicenter randomized trial. J Clin Oncol. 2000;18(22):3758-67. PMID: 
11078488  

12. Robertson JF, Llombart-Cussac A, Rolski J, et al. Activity of fulvestrant 500 mg versus anastrozole 1 mg as first-line treatment for 
advanced breast cancer: results from the FIRST study. J Clin Oncol. 2009;27(27):4530-5. PMID: 19704066 

13. Robertson JFR, Bondarenko IM, Trishkina E, et al. Fulvestrant 500 mg versus anastrozole 1 mg for hormone receptor-positive 
advanced breast cancer (FALCON): an international, randomised, double-blind, phase 3 trial. Lancet. 2016;388(10063):2997-3005. 
PMID: 27908454 

14. Di Leo A, Jerusalem G, Petruzelka L, et al. Final overall survival: fulvestrant 500 mg vs 250 mg in the randomized CONFIRM trial. J Natl 
Cancer Inst. 2014;106(1):djt337. PMID: 24317176 

15. Howell A, Robertson JF, Abram P, et al. Comparison of fulvestrant versus tamoxifen for the treatment of advanced breast cancer in 
postmenopausal women previously untreated with endocrine therapy: a multinational, double-blind, randomized trial. J Clin Oncol. 
2004;22(9):1605-13. PMID: 15117982 

16. Johnston SR, Kilburn LS, Ellis P, et al. Fulvestrant plus anastrozole or placebo versus exemestane alone after progression on non-
steroidal aromatase inhibitors in postmenopausal patients with hormone-receptor-positive locally advanced or metastatic breast 
cancer (SoFEA): a composite, multicentre, phase 3 randomised trial. Lancet Oncol. 2013;14(10):989-98. PMID: 23902874 

http://www.nccn.org/
http://www.nccn.org/


 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 23 

17. Kaufmann M, Jonat W, Schachner-Wunschmann E, et al. The depot GnRH analogue goserelin in the treatment of premenopausal 
patients with metastatic breast cancer--a 5-year experience and further endocrine therapies. Cooperative German Zoladex Study 
Group. Onkologie. 1991;14(1):22-4, 6-8, 30. PMID: 1829149 

18. Slamon DJ, Neven P, Chia S, et al. Phase III randomized study of ribociclib and fulvestrant in hormone receptor-positive, human 
epidermal growth factor receptor 2-negative advanced breast cancer: MONALEESA-3. J Clin Oncol. 2018;36(24):2465-72. PMID: 
29860922 

19. Slamon DJ, Neven P, Chia S, et al. Overall survival with ribociclib plus fulvestrant in advanced breast cancer. N Engl J Med. 
2020;382(6):514-524.(6):514-24. PMID: 31826360 

20. Breast International Group 1-98 Collaborative  Group, Thurlimann B, Keshaviah A, et al. A comparison of letrozole and tamoxifen in 
postmenopausal women with early breast cancer. N Engl J Med. 2005;353(26):2747-57. PMID: 16382061 

21. Buzdar A, Douma J, Davidson N, et al. Phase III, multicenter, double-blind, randomized study of letrozole, an aromatase inhibitor, for 
advanced breast cancer versus megestrol acetate. J Clin Oncol. 2001;19(14):3357-66. PMID: 11454883 

22. Dombernowsky P, Smith I, Falkson G, et al. Letrozole, a new oral aromatase inhibitor for advanced breast cancer: double-blind 
randomized trial showing a dose effect and improved efficacy and tolerability compared with megestrol acetate. J Clin Oncol. 
1998;16(2):453-61. PMID: 9469328 

23. Johnston S, Pippen J, Jr., Pivot X, et al. Lapatinib combined with letrozole versus letrozole and placebo as first-line therapy for 
postmenopausal hormone receptor-positive metastatic breast cancer. J Clin Oncol. 2009;27(33):5538-46. PMID: 19786658 

24. Mouridsen H, Gershanovich M, Sun Y, et al. Phase III study of letrozole versus tamoxifen as first-line therapy of advanced breast 
cancer in postmenopausal women: analysis of survival and update of efficacy from the International Letrozole Breast Cancer Group. 
J Clin Oncol. 2003;21(11):2101-9. PMID: 12775735 

25. Park IH, Ro J, Lee KS, et al. Phase II parallel group study showing comparable efficacy between premenopausal metastatic breast 
cancer patients treated with letrozole plus goserelin and postmenopausal patients treated with letrozole alone as first-line hormone 
therapy. J Clin Oncol. 2010;28(16):2705-11. PMID: 20421538 

26. Klijn JG, Beex LV, Mauriac L, et al. Combined treatment with buserelin and tamoxifen in premenopausal metastatic breast cancer: a 
randomized study. J Natl Cancer Inst. 2000;92(11):903-11. PMID: 10841825 

27. Santen RJ, Manni A, Harvey H, et al. Endocrine treatment of breast cancer in women. Endocr Rev. 1990;11(2):221-65. PMID: 
2194783 

28. Chia S, Gradishar W, Mauriac L, et al. Double-blind, randomized placebo controlled trial of fulvestrant compared with exemestane 
after prior nonsteroidal aromatase inhibitor therapy in postmenopausal women with hormone receptor-positive, advanced breast 
cancer: results from EFECT. J Clin Oncol. 2008;26(10):1664-70. PMID: 18316794 

29. Pagani O, Regan MM, Walley B, et al. Randomized comparison of adjuvant aromatase inhibitor (AI) exemestane (E) plus ovarian 
function suppression (OFS) vs tamoxifen (T) plus OFS in premenopausal women with hormone receptor-positive (HR+) early breast 
cancer (BC): joint analysis of IBCSG TEXT and SOFT trials. J Clin Oncol. 2014;32(18 Suppl):abstract LBA1. PMID: none 

30. Yardley DA, Ismail-Khan RR, Melichar B, et al. Randomized phase II, double-blind, placebo-controlled study of exemestane with or 
without entinostat in postmenopausal women with locally recurrent or metastatic estrogen receptor-positive breast cancer 
progressing on treatment with a nonsteroidal aromatase inhibitor. J Clin Oncol. 2013;31(17):2128-35. PMID: 23650416 

31. Andre F, Ciruelos E, Rubovszky G, et al. Alpelisib for PIK3CA-mutated, hormone receptor-positive advanced breast cancer. N Engl J 
Med. 2019;380(20):1929-40. PMID: 31091374 

32. Rugo HS, Andre F, Yamashita T, et al. Time course and management of key adverse events during the randomized phase III SOLAR-1 
study of PI3K inhibitor alpelisib plus fulvestrant in patients with HR-positive advanced breast cancer. Ann Oncol. 2020;31(8):1001-10. 
PMID: 32416251 

33. Ciruelos EM, Rugo HS, Mayer IA, et al. Patient-reported outcomes in patients with PIK3CA-mutated hormone receptor-positive, 
human epidermal growth factor receptor 2-negative advanced breast cancer from SOLAR-1. J Clin Oncol. 2021;39(18):2005-15. 
PMID: 33780274 

34. Turner NC, Oliveira M, Howell SJ, et al. Capivasertib in hormone receptor-positive advanced breast cancer. N Engl J Med. 
2023;388(22):2058-70. PMID: 37256976 

35. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer (Version 1.2024). Available at 
http://www.nccn.org. ©National Comprehensive Cancer Network, 2024. 

36. Iwata H, Im SA, Masuda N, et al. PALOMA-3: phase III trial of fulvestrant with or without palbociclib in premenopausal and 
postmenopausal women with hormone receptor-positive, human epidermal growth factor receptor 2-negative metastatic breast 
cancer that progressed on prior endocrine therapy-safety and efficacy in Asian patients. J Glob Oncol. 2017;3(4):289-303. PMID: 
28831437 

37. Cristofanilli M, Turner NC, Bondarenko I, et al. Fulvestrant plus palbociclib versus fulvestrant plus placebo for treatment of hormone-
receptor-positive, HER2-negative metastatic breast cancer that progressed on previous endocrine therapy (PALOMA-3): final analysis 
of the multicentre, double-blind, phase 3 randomised controlled trial. Lancet Oncol. 2016;17(4):425-39. PMID: 26947331 

http://www.nccn.org/


 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 24 

38. Finn RS, Crown JP, Lang I, et al. The cyclin-dependent kinase 4/6 inhibitor palbociclib in combination with letrozole versus letrozole 
alone as first-line treatment of oestrogen receptor-positive, HER2-negative, advanced breast cancer (PALOMA-1/TRIO-18): a 
randomised phase 2 study. Lancet Oncol. 2015;16(1):25-35. PMID: 25524798 

39. Piccart M, Hortobagyi GN, Campone M, et al. Everolimus plus exemestane for hormone-receptor-positive, human epidermal growth 
factor receptor-2-negative advanced breast cancer: overall survival results from BOLERO-2. Ann Oncol. 2014;25(12):2357-62. PMID: 
25231953 

40. Yardley DA, Noguchi S, Pritchard KI, et al. Everolimus plus exemestane in postmenopausal patients with HR(+) breast cancer: 
BOLERO-2 final progression-free survival analysis. Adv Ther. 2013;30(10):870-84. PMID: 24158787 

41. U.S. Food & Drug Administration (FDA).  FARESTON® (toremifene citrate) 60 mg tablets oral administration 1997 [revised 2017 May] 
Available from: https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/020497s009lbl.pdf. 

42. Slamon DJ, Neven P, Chia S, et al. Ribociclib plus fulvestrant for postmenopausal women with hormone receptor-positive, human 
epidermal growth factor receptor 2-negative advanced breast cancer in the phase 3 randomized MONALEESA-3 trial: updated 
overall survival. Ann Oncol. 2021;32(8):1015-24. PMID: 34102253 

43. Kalinsky K, Accordino MK, Chiuzan C, et al. Randomized phase II trial of endocrine therapy with or without ribociclib after 
progression on cyclin-dependent kinase 4/6 inhibition in hormone receptor-positive, human epidermal growth factor receptor 2-
negative metastatic breast cancer: MAINTAIN trial. J Clin Oncol. 2023;41(24):4004-13. PMID: 37207300 

44. Hortobagyi GN, Stemmer SM, Burris HA, et al. Overall survival with ribociclib plus letrozole in advanced breast cancer. N Engl J Med. 
2022;386(10):942-50. PMID: 35263519 

45. Rugo HS, Dieras V, Gelmon KA, et al. Impact of palbociclib plus letrozole on patient-reported health-related quality of life: results 
from the PALOMA-2 trial. Ann Oncol. 2018;29(4):888-94. PMID: 29360932 

46. U.S. Food & Drug Administration (FDA).  IBRANCE® (palbociclib) capsules, for oral use. 2015 [revised 2023 Sept].  Available from: 
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/207103s017s018lbl.pdf. 

47. Sonke GS, Van Ommen-Nijhof A, Wortelboer N, et al. Primary outcome analysis of the phase 3 SONIA trial (BOOG 2017-03) on 
selecting the optimal position of cyclin-dependent kinases 4 and 6 (CDK4/6) inhibitors for patients with hormone receptor-positive 
(HR+), HER2-negative (HER2-) advanced breast cancer (ABC). J Clin Oncol. 2023;41(17 Suppl):abstract LBA1000. PMID: none 

48. Dickler MN, Tolaney SM, Rugo HS, et al. MONARCH 1, a phase II study of abemaciclib, a CDK4 and CDK6 inhibitor, as a single agent, in 
patients with refractory HR+/HER- metastatic breast cancer. Clin Cancer Res. 2017;23(17):5218-24. PMID: 28533223 

49. Goetz MP, Toi M, Campone M, et al. MONARCH 3: abemaciclib as initial therapy for advanced breast cancer. J Clin Oncol. 
2017;35(32):3638-46. PMID: 28968163 

50. Goetz MP, Martin M, Tokunaga E, et al. Health-related quality of life in MONARCH 3: abemaciclib plus an aromatase inhibitor as 
initial therapy in HR+, HER2- advanced breast cancer. Oncologist. 2020;25(9):e1346-e54. PMID: 32536013 

51. Forward DP, Cheung KL, Jackson L, et al. Clinical and endocrine data for goserelin plus anastrozole as second-line endocrine therapy 
for premenopausal advanced breast cancer. British Journal of Cancer. 2004;90(3):590-4. PMID: 14760369 

52. Martin M, Zielinski C, Ruiz-Borrego M, et al. Palbociclib in combination with endocrine therapy versus capecitabine in hormonal 
receptor-positive, human epidermal growth factor 2-negative, aromatase inhibitor-resistant metastatic breast cancer: a phase III 
randomised controlled trial-PEARL. Ann Oncol. 2020;32(4):488-99. PMID: 33385521 

53. Martin M, Zielinski C, Ruiz-Borrego M, et al. Overall survival with palbociclib plus endocrine therapy versus capecitabine in 
postmenopausal patients with hormone receptor-positive, HER2-negative metastatic breast cancer in the PEARL study. Eur J Cancer. 
2022;168:12-24. PMID: 35429901 

54. Sledge GW, Jr., Toi M, Neven P, et al. MONARCH 2: abemaciclib in combination with fulvestrant in women with HR+/HER2- advanced 
breast cancer who had progressed while receiving endocrine therapy. J Clin Oncol. 2017;35(25):2875-84. PMID: 28580882 

55. Sledge GW, Jr., Toi M, Neven P, et al. The effect of abemaciclib plus fulvestrant on overall survival in hormone receptor-positive, 
ERBB2-negative breast cancer that progressed on endocrine therapy-MONARCH 2: a randomized clinical trial. JAMA Oncol. 
2020;6(1):116-24. PMID: 31563959 

56. Kaufman PA, Toi M, Neven P, et al. Health-related quality of life in MONARCH 2: abemaciclib plus fulvestrant in hormone receptor-
positive, HER2-negative advanced breast cancer after endocrine therapy. Oncologist. 2020;25(2):e243-e51. PMID: 31649135 

57. Turner NC, Ro J, Andre F, et al. Palbociclib in hormone-receptor-positive advanced breast cancer. N Engl J Med. 2015;373(3):209-19. 
PMID: 26030518 

58. Harbeck N, Iyer S, Turner N, et al. Quality of life with palbociclib plus fulvestrant in previously treated hormone receptor-positive, 
HER2-negative metastatic breast cancer: patient-reported outcomes from the PALOMA-3 trial. Ann Oncol. 2016;27(6):1047-54. 
PMID: 27029704 

59. Llombart-Cussac A, Perez-Garcia JM, Bellet M, et al. Fulvestrant-palbociclib vs letrozole-palbociclib as initial therapy for endocrine-
sensitive, hormone receptor-positive, ERBB2-negative advanced breast cancer: a randomized clinical trial. JAMA Oncol. 
2021;7(12):1791-9. PMID: 34617955 

https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/020497s009lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/207103s017s018lbl.pdf


 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 25 

60. Finn RS, Martin M, Rugo HS, et al. Palbociclib and letrozole in advanced breast cancer. N Engl J Med. 2016;375(20):1925-36. PMID: 
27959613 

61. Giuliano M, Schettini F, Rognoni C, et al. Endocrine treatment versus chemotherapy in postmenopausal women with hormone 
receptor-positive, HER2-negative, metastatic breast cancer: a systematic review and network meta-analysis. Lancet Oncol. 
2019;20(10):1360-9. PMID: 31494037 

62. Kaufman B, Mackey JR, Clemens MR, et al. Trastuzumab plus anastrozole versus anastrozole alone for the treatment of 
postmenopausal women with human epidermal growth factor receptor 2-positive, hormone receptor-positive metastatic breast 
cancer: results from the randomized phase III TAnDEM study. J Clin Oncol. 2009;27(33):5529-37. PMID: 19786670 

63. Johnston SRD, Hegg R, Im SA, et al. Phase III, randomized study of dual human epidermal growth factor receptor 2 (HER2) blockade 
with lapatinib plus trastuzumab in combination with an aromatase inhibitor in postmenopausal women with HER2-positive, 
hormone receptor-positive metastatic breast cancer: ALTERNATIVE. J Clin Oncol. 2018;36(8):741-8. PMID: 29244528 

64. Johnston SRD, Hegg R, Im SA, et al. Phase III, randomized study of dual human epidermal growth factor receptor 2 (HER2) blockade 
with lapatinib plus trastuzumab in combination with an aromatase inhibitor in postmenopausal women with HER2-positive, 
hormone receptor-positive metastatic breast cancer: updated results of ALTERNATIVE. J Clin Oncol. 2021;39(1):79-89. PMID: 
32822287 

65. Tolaney SM, Wardley AM, Zambelli S, et al. Abemaciclib plus trastuzumab with or without fulvestrant versus trastuzumab plus 
standard-of-care chemotherapy in women with hormone receptor-positive, HER2-positive advanced breast cancer (monarcHER): a 
randomised, open-label, phase 2 trial. Lancet Oncol. 2020;21(6):763-75. PMID: 32353342 

66. Bidard FC, Kaklamani VG, Neven P, et al. Elacestrant (oral selective estrogen receptor degrader) versus standard endocrine therapy 
for estrogen receptor-positive, human epidermal growth factor receptor 2-negative advanced breast cancer: results from the 
randomized phase III EMERALD trial. J Clin Oncol. 2022;40(28):3246-56. PMID: 35584336 

67. Baselga J, Campone M, Piccart M, et al. Everolimus in postmenopausal hormone-receptor-positive advanced breast cancer. N Engl J 
Med. 2012;366(6):520-9. PMID: 22149876 

68. Wolff AC, Lazar AA, Bondarenko I, et al. Randomized phase III placebo-controlled trial of letrozole plus oral temsirolimus as first-line 
endocrine therapy in postmenopausal women with locally advanced or metastatic breast cancer. J Clin Oncol. 2013;31(2):195-202. 
PMID: 23233719 

69. Cristofanilli M, Rugo HS, Im SA, et al. Overall survival with palbociclib and fulvestrant in women with HR+/HER2- ABC: updated 
exploratory analyses of PALOMA-3, a double-blind, phase III randomized study. Clin Cancer Res. 2022;28(16):3433-42. PMID: 
35552673 

70. Bachelot T, Bourgier C, Cropet C, et al. Randomized phase II trial of everolimus in combination with tamoxifen in patients with 
hormone receptor-positive, human epidermal growth factor receptor 2-negative metastatic breast cancer with prior exposure to 
aromatase inhibitors: a GINECO study. J Clin Oncol. 2012;30(22):2718-24. PMID: 22565002 

71. Leyland-Jones B, Regan MM, Bouzyk M, et al. Outcome according to CYP2D6 genotype among postmenopausal women with 
endocrine-responsive early invasive breast cancer randomized in the BIG 1-98 trial. Cancer Res. 2010;70(24  Suppl):abstract S1-8. 
PMID: none 

72. Kornblum N, Zhao F, Manola J, et al. Randomized phase II trial of fulvestrant plus everolimus or placebo in postmenopausal women 
with hormone receptor-positive, human epidermal growth factor receptor 2-negative metastatic breast cancer resistant to 
aromatase inhibitor therapy: results of PrE0102. J Clin Oncol. 2018;36(16):1556-63. PMID: 29664714 

73. Schmid P, Zaiss M, Harper-Wynne C, et al. MANTA - A randomized phase II study of fulvestrant in combination with the dual mTOR 
inhibitor AZD2014 or everolimus or fulvestrant alone in estrogen receptor-positive advanced or metastatic breast cancer. Cancer 
Res. 2018;78(4 Suppl):abstract GS2-07. PMID: none 

74. Damodaran S, O'Sullivan CC, Elkhanany A, et al. Open-label, phase II, multicenter study of lasofoxifene plus abemaciclib for treating 
women with metastatic ER+/HER2- breast cancer and an ESR1 mutation after disease progression on prior therapies: ELAINE 2. Ann 
Oncol. 2023;34(12):1131-40. PMID: 38072513 

75. Beex L, Pieters G, Smals A, et al. Tamoxifen versus ethinyl estradiol in the treatment of postmenopausal women with advanced 
breast cancer. Cancer Treat Rep. 1981;65(3-4):179-85. PMID: 7237448 

76. Westerberg H. Tamoxifen and fluoxymesterone in advanced breast cancer: a controlled clinical trial. Cancer Treat Rep. 
1980;64(1):117-21. PMID: 6991101 

  



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 26 

Biliary Tract Cancer (intra and extrahepatic cholangiocarcinoma) Pathway 

First Line of Therapy (1st Line) 

• Stages II-IVB, and Recurrent (unresectable and metastatic disease) 

▪ Durvalumab (Imfinzi), gemcitabine (Gemzar), and cisplatin1 

▪ Gemcitabine (Gemzar) and cisplatin2-9 
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Biliary Tract Cancer (intra and extrahepatic cholangiocarcinoma)   
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Chronic Lymphocytic Leukemia (CLL)/ Small Lymphocytic Lymphoma 
(SLL) Pathways 

First Line of Therapy (1st Line) 

• Initial Therapy 

o Any 17p/TP53 status 

▪ Acalabrutinib (Calquence)1-5  

▪ Ibrutinib (Imbruvica)6-12 

▪ Zanubrutinib (Brukinsa)13, 14 

o Without 17p Deletion AND Without TP53 Mutation 

▪ Venetoclax (Venclexta) and obinutuzumab (Gazyva)15, 16 

Second Line of Therapy (2nd Line) 

• Recurrent / Relapsed Disease 

o  Any 17p/TP53 status 

▪ Acalabrutinib (Calquence)1-5  

▪ Venetoclax (Venclexta) and rituximab17-22  

▪ Zanubrutinib (Brukinsa)23-25 
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Chronic Lymphocytic Leukemia (CLL) / Small Lymphocytic 
Lymphoma (SLL) References  
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Chronic Myelogenous Leukemia- Chronic Phase Pathways 

New Diagnosis of CML 

• Low, Intermediate, or High-Risk Disease* 

▪ Imatinib (Gleevec)1-13 

• Intermediate or High-Risk Disease* 

▪ Dasatinib (Sprycel)8, 9, 12, 14-16 

▪ Nilotinib (Tasigna)10, 11, 13, 17-19 

Second Line of Therapy (2nd Line) 

• Resistant disease to primary treatment, Suboptimal Response†, or Intolerance to 1st Line 

▪ Bosutinib (Bosulif)6, 20, 21 

▪ Dasatinib (Sprycel)9, 22-26 

▪ Nilotinib (Tasigna)18, 19, 27-30 

• Presence of T315I mutation  

▪ Ponatinib (Iclusig)31, 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 

†  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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Chronic Myelogenous Leukemia- Chronic Phase References  
NCCN Clinical Practice Guidelines: Chronic Myeloid Leukemia. Version 2.2023 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Chronic Myeloid Leukemia 

V2.2023.  Available at: http://www.nccn.org. Last accessed May 16, 2023. ©National Comprehensive Cancer Network, 2023.  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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Colorectal Adenocarcinoma Pathways 

Adjuvant Therapy 

• Stage III 

o Limited to Colon Cancer  

▪ Capecitabine (Xeloda)1  

▪ FULV: fluorouracil (5FU) and leucovorin1-9 

▪ CAPOX: capecitabine (Xeloda) and oxaliplatin (limited to 3 months duration)3-5, 10-13 

▪ FOLFOX: fluorouracil (5-FU), leucovorin, and oxaliplatin2, 4, 12, 14-21 

First or Second Lines of Therapy (1st or 2nd Line) 

• Stages IV and Recurrent 

o RAS Wild Type (WT) or Mutant (MT)* 

▪ Capecitabine (Xeloda)22, 23  

o RAS Wild Type (WT) or Mutant (MT)* - Can Be Used With or Without Bevacizumab 

▪ FOLFIRI: fluorouracil (5FU), leucovorin, and irinotecan (Camptosar)24-36  

▪ FOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin†14, 37 

▪ mFOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin‡14, 37 

▪ FOLFOX: fluorouracil (5FU), leucovorin, oxaliplatin17, 18, 24, 29, 33, 34, 38-45 

▪ FULV: fluorouracil (5FU) and leucovorin8, 23, 31, 32, 46-49 

o RAS Wild Type (WT) and BRAF Wild Type (WT) 

▪ FOLFIRI + panitumumab: fluorouracil (5FU), leucovorin, and irinotecan (Camptosar) with 

panitumumab (Vectibix)§50-52  

▪ FOLFOX + panitumumab: fluorouracil (5-FU), leucovorin, and oxaliplatin with panitumumab 

(Vectibix)§53-58 

▪ Irinotecan (Camptosar) and panitumumab (Vectibix)§50, 51, 59, 60  

o MSI-H or dMMR 

▪ Pembrolizumab (Keytruda)||61-64 

*  Individuals with metastatic colorectal cancer should have tumor genotyped for RAS (KRAS and NRAS) and BRAF mutations individually or 
as part of an NGS panel.  

†  FOLFIRINOX regimen has replaced FOLFOXIRI, as it is the recommended schedule/dosing of this drug combination for Colorectal Cancer, 

‡  Modified FOLFIRINOX: Bolus 5-FU is not administered and Irinotecan dose is 150mg/m2 

§  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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Colorectal Adenocarcinoma References  
NCCN Clinical Practice Guidelines: Colon Cancer. Version 2.2023; Rectal Cancer. Version 4.2023 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Colon Cancer V2.2023 and 

Rectal Cancer V4.2023. Available at: http://www.nccn.org. Accessed August 8, 2023. ©National Comprehensive Cancer Network, 2023. 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 

▪ Cisplatin and fluorouracil (5FU)1, 2 

▪ Fluorouracil (5FU) and cisplatin with concurrent radiation therapy (RT)3-5 

▪ FLOT: Fluorouracil (5FU), leucovorin, oxaliplatin, and docetaxel (Taxotere) 6, 7 

▪ Paclitaxel and carboplatin with concurrent RT*8, 9 

Adjuvant Therapy (Post Operative-Adjuvant) 

• Resected Disease 

▪ Fluorouracil (5FU) and leucovorin with concurrent RT10-12 

▪ Nivolumab (Opdivo)*13 

First Line of Therapy 

• Locally Advanced, Metastatic, or Recurrent Disease 

o Unresectable, HER2 Positive 

▪ Cisplatin, fluorouracil (5FU), and trastuzumab14 

o HER2 Negative 

▪ Fluorouracil (5FU) and Cisplatin†14-18 

▪ Fluorouracil (5FU) +/- Leucovorin and irinotecan (Camptosar) FOLFIRI16, 19, 20  

▪ FLO/FOLFOX: fluorouracil (5FU), leucovorin, and oxaliplatin21, 22 

▪ FLP: fluorouracil (5FU), leucovorin, and cisplatin21 

▪ FOLFOX + nivolumab: fluorouracil (5FU), leucovorin, oxaliplatin, and nivolumab (Opdivo) (CPS ≥ 5)23 

▪ Pembrolizumab (Keytruda), fluorouracil (5FU) and cisplatin (CPS ≥10)24, 25 – Added Effective 

4/29/2024 

▪ Pembrolizumab (Keytruda), capecitabine (Xeloda) and oxaliplatin (CPS ≥10)24, 25 – Added Effective 

4/29/2024 

Second Line of Therapy (2nd Line) 

• Unresectable Locally Advanced, Metastatic, or Recurrent Disease 

▪ Irinotecan (Camptosar)26-30 

▪ Paclitaxel27, 28, 31 

▪ Trastuzumab deruxtecan (Enhertu)‡ – (HER2 Positive Only)32 

*  Limited to esophageal and gastroesophageal junction cancers only. Maximum duration of treatment is one year.  

†  Limited to gastric tumors only 

‡  Use only after prior trastuzumab based therapy  
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Gastric, Esophageal, and Gastroesophageal Junction 
Adenocarcinomas References  
NCCN Clinical Practice Guidelines: Gastric Cancer. Version 1.2024; Esophageal and Esophagogastric Junction Cancers. Version 

1.2024 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Gastric Cancer V1.2024 and 

Esophageal and Esophagogastric Junction Cancer V1.2024. Available at: http://www.nccn.org. Accessed February 20, 2024. ©National 

Comprehensive Cancer Network, 2024. 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.  

1. Alderson D, Cunningham D, Nankivell M, et al. Neoadjuvant cisplatin and fluorouracil versus epirubicin, cisplatin, and capecitabine 
followed by resection in patients with oesophageal adenocarcinoma (UK MRC OE05): an open-label, randomised phase 3 trial. 
Lancet Oncol. 2017;18(9):1249-60. PMID: 28784312 

2. Ychou M, Boige V, Pignon JP, et al. Perioperative chemotherapy compared with surgery alone for resectable gastroesophageal 
adenocarcinoma: an FNCLCC and FFCD multicenter phase III trial. J Clin Oncol. 2011;29(13):1715-21. PMID: 21444866 

3. Heath EI, Burtness BA, Heitmiller RF, et al. Phase II evaluation of preoperative chemoradiation and postoperative adjuvant 
chemotherapy for squamous cell and adenocarcinoma of the esophagus. J Clin Oncol. 2000;18(4):868-76. PMID: 10673530 

4. Minsky BD, Pajak TF, Ginsberg RJ, et al. INT 0123 (Radiation Therapy Oncology Group 94-05) phase III trial of combined-modality 
therapy for esophageal cancer: high-dose versus standard-dose radiation therapy. J Clin Oncol. 2002;20(5):1167-74. PMID: 
11870157 

5. Tepper J, Krasna MJ, Niedzwiecki D, et al. Phase III trial of trimodality therapy with cisplatin, fluorouracil, radiotherapy, and surgery 
compared with surgery alone for esophageal cancer: CALGB 9781. J Clin Oncol. 2008;26(7):1086-92. PMID: 18309943 

6. Al-Batran SE, Hofheinz RD, Pauligk C, et al. Histopathological regression after neoadjuvant docetaxel, oxaliplatin, fluorouracil, and 
leucovorin versus epirubicin, cisplatin, and fluorouracil or capecitabine in patients with resectable gastric or gastro-oesophageal 
junction adenocarcinoma (FLOT4-AIO): results from the phase 2 part of a multicentre, open-label, randomised phase 2/3 trial. 
Lancet Oncol. 2016;17(12):1697-708. PMID: 27776843 

7. Al-Batran SE, Homann N, Pauligk C, et al. Perioperative chemotherapy with fluorouracil plus leucovorin, oxaliplatin, and docetaxel 
versus fluorouracil or capecitabine plus cisplatin and epirubicin for locally advanced, resectable gastric or gastro-oesophageal 
junction adenocarcinoma (FLOT4): a randomised, phase 2/3 trial. Lancet. 2019;393(10184):1948-57. PMID: 30982686 

8. Noordman BJ, Verdam MGE, Lagarde SM, et al. Effect of neoadjuvant chemoradiotherapy on health-related quality of life in 
esophageal or junctional cancer: results from the randomized CROSS trial. J Clin Oncol. 2018;36(3):268-75. PMID: 29161204 

9. van Hagen P, Hulshof MC, van Lanschot JJ, et al. Preoperative chemoradiotherapy for esophageal or junctional cancer. N Engl J 
Med. 2012;366(22):2074-84. PMID: 22646630 

10. Fuchs CS, Niedzwiecki D, Mamon HJ, et al. Adjuvant chemoradiotherapy with epirubicin, cisplatin, and fluorouracil compared with 
adjuvant chemoradiotherapy with fluorouracil and leucovorin after curative resection of gastric cancer: results from CALGB 80101 
(Alliance). J Clin Oncol. 2017;35(32):3671-7. PMID: 28976791 

11. Macdonald JS, Smalley SR, Benedetti J, et al. Chemoradiotherapy after surgery compared with surgery alone for adenocarcinoma of 
the stomach or gastroesophageal junction. N Engl J Med. 2001;345(10):725-30. PMID: 11547741 

12. Smalley SR, Benedetti JK, Haller DG, et al. Updated analysis of SWOG-directed intergroup study 0116: a phase III trial of adjuvant 
radiochemotherapy versus observation after curative gastric cancer resection. J Clin Oncol. 2012;30(19):2327-33. PMID: 22585691 

13. Kelly RJ, Ajani JA, Kuzdzal J, et al. Adjuvant nivolumab in resected esophageal or gastroesophageal junction cancer. N Engl J Med. 
2021;384(13):1191-203. PMID: 33789008 

14. Bang YJ, Van Cutsem E, Feyereislova A, et al. Trastuzumab in combination with chemotherapy versus chemotherapy alone for 
treatment of HER2-positive advanced gastric or gastro-oesophageal junction cancer (ToGA): a phase 3, open-label, randomised 
controlled trial. Lancet. 2010;376(9742):687-97. PMID: 20728210 

15. Bouche O, Raoul JL, Bonnetain F, et al. Randomized multicenter phase II trial of a biweekly regimen of fluorouracil and leucovorin 
(LV5FU2), LV5FU2 plus cisplatin, or LV5FU2 plus irinotecan in patients with previously untreated metastatic gastric cancer: a 
Federation Francophone de Cancerologie Digestive Group Study--FFCD 9803. J Clin Oncol. 2004;22(21):4319-28. PMID: 15514373 



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 47 

16. Dank M, Zaluski J, Barone C, et al. Randomized phase III study comparing irinotecan combined with 5-fluorouracil and folinic acid to 
cisplatin combined with 5-fluorouracil in chemotherapy naive patients with advanced adenocarcinoma of the stomach or 
esophagogastric junction. Ann Oncol. 2008;19(8):1450-7. PMID: 18558665 

17. Kang YK, Kang WK, Shin DB, et al. Capecitabine/cisplatin versus 5-fluorouracil/cisplatin as first-line therapy in patients with 
advanced gastric cancer: a randomised phase III noninferiority trial. Ann Oncol. 2009;20(4):666-73. PMID: 19153121 

18. Lorenzen S, Schuster T, Porschen R, et al. Cetuximab plus cisplatin-5-fluorouracil versus cisplatin-5-fluorouracil alone in first-line 
metastatic squamous cell carcinoma of the esophagus: a randomized phase II study of the Arbeitsgemeinschaft Internistische 
Onkologie. Ann Oncol. 2009;20(10):1667-73. PMID: 19549707 

19. Guimbaud R, Louvet C, Ries P, et al. Prospective, randomized, multicenter, phase III study of fluorouracil, leucovorin, and irinotecan 
versus epirubicin, cisplatin, and capecitabine in advanced gastric adenocarcinoma: a French intergroup (Federation Francophone de 
Cancerologie Digestive, Federation Nationale des Centres de Lutte Contre le Cancer, and Groupe Cooperateur Multidisciplinaire en 
Oncologie) study. J Clin Oncol. 2014;32(31):3520-6. PMID: 25287828 

20. Wolff K, Wein A, Reulbach U, et al. Weekly high-dose 5-fluorouracil as a 24-h infusion and sodium folinic acid (AIO regimen) plus 
irinotecan in patients with locally advanced nonresectable and metastatic adenocarcinoma or squamous cell carcinoma of the 
oesophagus: a phase II trial. Anticancer Drugs. 2009;20(3):165-73. PMID: 19125117 

21. Al-Batran SE, Hartmann JT, Probst S, et al. Phase III trial in metastatic gastroesophageal adenocarcinoma with fluorouracil, 
leucovorin plus either oxaliplatin or cisplatin: a study of the Arbeitsgemeinschaft Internistische Onkologie. J Clin Oncol. 
2008;26(9):1435-42. PMID: 18349393 

22. Shah MA, Cho JY, Tan IB, et al. A randomized phase II study of FOLFOX with or without the MET inhibitor onartuzumab in advanced 
adenocarcinoma of the stomach and gastroesophageal junction. Oncologist. 2016;21(9):1085-90. PMID: 27401892 

23. Moehler MH, Shitara K, Garrido M, et al. First-line (1L) nivolumab (NIVO) plus chemotherapy (chemo) versus chemo in advanced 
gastric cancer/gastroesophageal junction cancer/esophageal adenocarcinoma (GC/GEJC/EAC): Expanded efficacy and safety data 
from CheckMate 649. J Clin Oncol. 2021;39(15 Suppl):abstract 4002. PMID: none 

24. Rha SY, Oh DY, Yanez P, et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for HER2-negative advanced 
gastric cancer (KEYNOTE-859): a multicentre, randomised, double-blind, phase 3 trial. Lancet Oncol. 2023;24(11):1181-95. PMID: 
37875143 

25. Sun JM, Shen L, Shah MA, et al. Pembrolizumab plus chemotherapy versus chemotherapy alone for first-line treatment of advanced 
oesophageal cancer (KEYNOTE-590): a randomised, placebo-controlled, phase 3 study. Lancet. 2021;398(10302):759-71. PMID: 
34454674 

26. Fuchs CS, Moore MR, Harker G, et al. Phase III comparison of two irinotecan dosing regimens in second-line therapy of metastatic 
colorectal cancer. J Clin Oncol. 2003;21(5):807-14. PMID: 12610178 

27. Hironaka S, Ueda S, Yasui H, et al. Randomized, open-label, phase III study comparing irinotecan with paclitaxel in patients with 
advanced gastric cancer without severe peritoneal metastasis after failure of prior combination chemotherapy using 
fluoropyrimidine plus platinum: WJOG 4007 trial. J Clin Oncol. 2013;31(35):4438-44. PMID: 24190112 

28. Lee KW, Maeng CH, Kim TY, et al. A phase III study to compare the efficacy and safety of paclitaxel versus irinotecan in patients 
with metastatic or recurrent gastric cancer who failed in first-line therapy (KCSG ST10-01). Oncologist. 2019;24(1):18-e24. PMID: 
30126861 

29. Sym SJ, Hong J, Park J, et al. A randomized phase II study of biweekly irinotecan monotherapy or a combination of irinotecan plus 5-
fluorouracil/leucovorin (mFOLFIRI) in patients with metastatic gastric adenocarcinoma refractory to or progressive after first-line 
chemotherapy. Cancer Chemother Pharmacol. 2013;71(2):481-8. PMID: 23192279 

30. Thuss-Patience PC, Kretzschmar A, Bichev D, et al. Survival advantage for irinotecan versus best supportive care as second-line 
chemotherapy in gastric cancer--a randomised phase III study of the Arbeitsgemeinschaft Internistische Onkologie (AIO). Eur J 
Cancer. 2011;47(15):2306-14. PMID: 21742485 

31. Ilson DH, Wadleigh RG, Leichman LP, et al. Paclitaxel given by a weekly 1-h infusion in advanced esophageal cancer. Ann Oncol. 
2007;18(5):898-902. PMID: 17351256 

32. Shitara K, Bang YJ, Iwasa S, et al. Trastuzumab deruxtecan in previously treated HER2-positive gastric cancer. N Engl J Med. 
2020;382(25):2419-30. PMID: 32469182 

33. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Esophageal and Esophagogastric Cancers (Version 1.2024). 
Available at http://www.nccn.org. ©National Comprehensive Cancer Network, 2024. 

34. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Gastric Cancer (Version 1.2024). Available at 
http://www.nccn.org. ©National Comprehensive Cancer Network, 2024. 

35. Lee SS, Kim SB, Park SI, et al. Capecitabine and cisplatin chemotherapy (XP) alone or sequentially combined chemoradiotherapy 
containing XP regimen in patients with three different settings of stage IV esophageal cancer. Jpn J Clin Oncol. 2007;37(11):829-35. 
PMID: 17951334 

http://www.nccn.org/
http://www.nccn.org/


 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 48 

36. Khushalani NI, Leichman CG, Proulx G, et al. Oxaliplatin in combination with protracted-infusion fluorouracil and radiation: report 
of a clinical trial for patients with esophageal cancer. J Clin Oncol. 2002;20(12):2844-50. PMID: 12065561 

37. Park SH, Sohn TS, Lee J, et al. Phase III trial to compare adjuvant chemotherapy with capecitabine and cisplatin versus concurrent 
chemoradiotherapy in gastric cancer: final report of the Adjuvant Chemoradiotherapy in Stomach Tumors trial, including survival 
and subset analyses. J Clin Oncol. 2015;33(28):3130-6. PMID: 25559811 

38. Lee J, Lim DH, Kim S, et al. Phase III trial comparing capecitabine plus cisplatin versus capecitabine plus cisplatin with concurrent 
capecitabine radiotherapy in completely resected gastric cancer with D2 lymph node dissection: the ARTIST trial. J Clin Oncol. 
2012;30(3):268-73. PMID: 22184384 

39. van Meerten E, Eskens FA, van Gameren EC, et al. First-line treatment with oxaliplatin and capecitabine in patients with advanced 
or metastatic oesophageal cancer: a phase II study. British Journal of Cancer. 2007;96(9):1348-52. PMID: 17437008 

40. Muro K, Hamaguchi T, Ohtsu A, et al. A phase II study of single-agent docetaxel in patients with metastatic esophageal cancer. Ann 
Oncol. 2004;15(6):955-9. PMID: 15151954 

41. Shah MA, Janjigian YY, Stoller R, et al. Randomized multicenter phase II study of modified docetaxel, cisplatin, and fluorouracil 
(DCF) versus DCF plus growth factor support in patients with metastatic gastric adenocarcinoma: a study of the US Gastric Cancer 
Consortium. J Clin Oncol. 2015;33(33):3874-9. PMID: 26438119 

42. Rosenberg AJ, Rademaker A, Hochster HS, et al. Docetaxel, oxaliplatin, and 5-fluorouracil (DOF) in metastatic and unresectable 
gastric/gastroesophageal junction adenocarcinoma: a phase II study with long-term follow-up. Oncologist. 2019;24(8):1039-e642. 
PMID: 31138725 

43. Petrasch S, Welt A, Reinacher A, et al. Chemotherapy with cisplatin and paclitaxel in patients with locally advanced, recurrent or 
metastatic oesophageal cancer. British Journal of Cancer. 1998;78(4):511-4. PMID: 9716036 

44. El-Rayes BF, Shields A, Zalupski M, et al. A phase II study of carboplatin and paclitaxel in esophageal cancer. Ann Oncol. 
2004;15(6):960-5. PMID: 15151955 

45. Ford HE, Marshall A, Bridgewater JA, et al. Docetaxel versus active symptom control for refractory oesophagogastric 
adenocarcinoma (COUGAR-02): an open-label, phase 3 randomised controlled trial. Lancet Oncol. 2014;15(1):78-86. PMID: 
24332238 

46. Ilson DH, Saltz L, Enzinger P, et al. Phase II trial of weekly irinotecan plus cisplatin in advanced esophageal cancer. J Clin Oncol. 
1999;17(10):3270-5. PMID: 10506629 

47. Ilson DH. Phase II trial of weekly irinotecan/cisplatin in advanced esophageal cancer. Oncology (Williston). 2004;18(14 Suppl 14):22-
5. PMID: 15685830 

48. Fuchs CS, Tomasek J, Yong CJ, et al. Ramucirumab monotherapy for previously treated advanced gastric or gastro-oesophageal 
junction adenocarcinoma (REGARD): an international, randomised, multicentre, placebo-controlled, phase 3 trial. Lancet. 
2014;383(9911):31-9. PMID: 24094768 

49. Wilke H, Muro K, Van Cutsem E, et al. Ramucirumab plus paclitaxel versus placebo plus paclitaxel in patients with previously 
treated advanced gastric or gastro-oesophageal junction adenocarcinoma (RAINBOW): a double-blind, randomised phase 3 trial. 
Lancet Oncol. 2014;15(11):1224-35. PMID: 25240821 

50. Bedenne L, Michel P, Bouche O, et al. Chemoradiation followed by surgery compared with chemoradiation alone in squamous 
cancer of the esophagus: FFCD 9102. J Clin Oncol. 2007;25(10):1160-8. PMID: 17401004 

51. Javle MM, Yang G, Nwogu CE, et al. Capecitabine, oxaliplatin and radiotherapy: a phase IB neoadjuvant study for esophageal cancer 
with gene expression analysis. Cancer Invest. 2009;27(2):193-200. PMID: 19235592 

52. Conroy T, Galais MP, Raoul JL, et al. Definitive chemoradiotherapy with FOLFOX versus fluorouracil and cisplatin in patients with 
oesophageal cancer (PRODIGE5/ACCORD17): final results of a randomised, phase 2/3 trial. Lancet Oncol. 2014;15(3):305-14. PMID: 
24556041 

53. Urba SG, Orringer MB, Ianettonni M, et al. Concurrent cisplatin, paclitaxel, and radiotherapy as preoperative treatment for patients 
with locoregional esophageal carcinoma. Cancer. 2003;98(10):2177-83. PMID: 14601087 

54. Li QQ, Liu MZ, Hu YH, et al. Definitive concomitant chemoradiotherapy with docetaxel and cisplatin in squamous esophageal 
carcinoma. Dis Esophagus. 2010;23(3):253-9. PMID: 19732130 

55. Day FL, Leong T, Ngan S, et al. Phase I trial of docetaxel, cisplatin and concurrent radical radiotherapy in locally advanced 
oesophageal cancer. British Journal of Cancer. 2011;104(2):265-71. PMID: 21157450 

56. Noh SH, Park SR, Yang HK, et al. Adjuvant capecitabine plus oxaliplatin for gastric cancer after D2 gastrectomy (CLASSIC): 5-year 
follow-up of an open-label, randomised phase 3 trial. Lancet Oncol. 2014;15(12):1389-96. PMID: 25439693 

57. Janjigian YY, Shitara K, Moehler M, et al. First-line nivolumab plus chemotherapy versus chemotherapy alone for advanced gastric, 
gastro-oesophageal junction, and oesophageal adenocarcinoma (CheckMate 649): a randomised, open-label, phase 3 trial. Lancet. 
2021;398(10294):27-40. PMID: 34102137 



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 49 

58. Kang YK, Chen LT, Ryu MH, et al. Nivolumab plus chemotherapy versus placebo plus chemotherapy in patients with HER2-negative, 
untreated, unresectable advanced or recurrent gastric or gastro-oesophageal junction cancer (ATTRACTION-4): a randomised, 
multicentre, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol. 2022;23(2):234-47. PMID: 35030335 

59. Luo H, Lu J, Bai Y, et al. Effect of camrelizumab vs placebo added to chemotherapy on survival and progression-free survival in 
patients with advanced or metastatic esophageal squamous cell carcinoma: the ESCORT-1st randomized clinical trial. JAMA. 
2021;326(10):916-25. PMID: 34519801 

60. Kim GM, Jeung HC, Rha SY, et al. A randomized phase II trial of S-1-oxaliplatin versus capecitabine-oxaliplatin in advanced gastric 
cancer. Eur J Cancer. 2012;48(4):518-26. PMID: 22243774 

61. Hall PS, Swinson D, Waters JS, et al. Optimizing chemotherapy for frail and elderly patients (pts) with advanced gastroesophageal 
cancer (aGOAC): the GO2 phase III trial. J Clin Oncol. 2019;37(Suppl 15):abstract 4006. PMID: none 

62. Albertsson M, Johansson B, Friesland S, et al. Phase II studies on docetaxel alone every third week, or weekly in combination with 
gemcitabine in patients with primary locally advanced, metastatic, or recurrent esophageal cancer. Med Oncol. 2007;24(4):407-12. 
PMID: 17917090 

63. Tebbutt NC, Price TJ, Ferraro DA, et al. Panitumumab added to docetaxel, cisplatin and fluoropyrimidine in oesophagogastric 
cancer: ATTAX3 phase II trial. British Journal of Cancer. 2016;114(5):505-9. PMID: 26867157 

64. Blum Murphy MA, Qiao W, Mewada N, et al. A phase I/II study of docetaxel, oxaliplatin, and fluorouracil (D-FOX) chemotherapy in 
patients with untreated locally unresectable or metastatic adenocarcinoma of the stomach and gastroesophageal junction. Am J 
Clin Oncol. 2018;41(4):321-5. PMID: 26908161 

65. Ilson DH, Forastiere A, Arquette M, et al. A phase II trial of paclitaxel and cisplatin in patients with advanced carcinoma of the 
esophagus. Cancer J. 2000;6(5):316-23. PMID: 11079171 

66. Gadgeel SM, Shields AF, Heilbrun LK, et al. Phase II study of paclitaxel and carboplatin in patients with advanced gastric cancer. Am 
J Clin Oncol. 2003;26(1):37-41. PMID: 12576922 

67. Shitara K, Van Cutsem E, Bang YJ, et al. Efficacy and safety of pembrolizumab or pembrolizumab plus chemotherapy vs 
chemotherapy alone for patients with first-line, advanced gastric cancer: the KEYNOTE-062 phase 3 randomized clinical trial. JAMA 
Oncol. 2020;6(10):1571–80. PMID: 32880601 

68. Ohtsu A, Shimada Y, Shirao K, et al. Randomized phase III trial of fluorouracil alone versus fluorouracil plus cisplatin versus uracil 
and tegafur plus mitomycin in patients with unresectable, advanced gastric cancer: the Japan Clinical Oncology Group study 
(JCOG9205). J Clin Oncol. 2003;21(1):54-9. PMID: 12506170 

69. Hong YS, Song SY, Lee SI, et al. A phase II trial of capecitabine in previously untreated patients with advanced and/or metastatic 
gastric cancer. Ann Oncol. 2004;15(9):1344-7. PMID: 15319239 

70. Ajani JA, Ilson DH, Daugherty K, et al. Activity of taxol in patients with squamous cell carcinoma and adenocarcinoma of the 
esophagus. J Natl Cancer Inst. 1994;86(14):1086-91. PMID: 7912736 

71. Ajani JA, Fodor MB, Tjulandin SA, et al. Phase II multi-institutional randomized trial of docetaxel plus cisplatin with or without 
fluorouracil in patients with untreated, advanced gastric, or gastroesophageal adenocarcinoma. J Clin Oncol. 2005;23(24):5660-7. 
PMID: 16110025 

72. Kim JY, Do YR, Park KU, et al. A multi-center phase II study of docetaxel plus cisplatin as first-line therapy in patients with metastatic 
squamous cell esophageal cancer. Cancer Chemother Pharmacol. 2010;66(1):31-6. PMID: 19763571 

73. Shitara K, Lordick F, Bang YJ, et al. Zolbetuximab plus mFOLFOX6 in patients with CLDN18.2-positive, HER2-negative, untreated, 
locally advanced unresectable or metastatic gastric or gastro-oesophageal junction adenocarcinoma (SPOTLIGHT): a multicentre, 
randomised, double-blind, phase 3 trial. Lancet. 2023;401(10389):1655-68. PMID: 37068504 

74. Janjigian Y, Kawazoe A, Weber P, et al. Initial data from the phase 3 KEYNOTE-811 study of trastuzumab and chemotherapy with or 
without pembrolizumab for HER2-positive metastatic gastric or gastroesophageal junction (G/GEJ) cancer. Ann Oncol. 
2021;32(Suppl 3):S227. PMID: none 

75. Janjigian YY, Kawazoe A, Yanez P, et al. The KEYNOTE-811 trial of dual PD-1 and HER2 blockade in HER2-positive gastric cancer. 
Nature. 2021;600(7890):727-30. PMID: 34912120 

76. Janjigian YY, Kawazoe A, Bai Y, et al. Pembrolizumab plus trastuzumab and chemotherapy for HER2-positive gastric or gastro-
oesophageal junction adenocarcinoma: interim analyses from the phase 3 KEYNOTE-811 randomised placebo-controlled trial. 
Lancet. 2023;402(10418):2197-208. PMID: 37871604 

77. Al-Batran SE, Van Cutsem E, Oh SC, et al. Quality-of-life and performance status results from the phase III RAINBOW study of 
ramucirumab plus paclitaxel versus placebo plus paclitaxel in patients with previously treated gastric or gastroesophageal junction 
adenocarcinoma. Ann Oncol. 2016;27(4):673-9. PMID: 26747859 

78. Pavlakis N, Sjoquist KM, Martin AJ, et al. Regorafenib for the treatment of advanced gastric cancer (INTEGRATE): a multinational 
placebo-controlled phase II trial. J Clin Oncol. 2016;34(23):2728-35. PMID: 27325864 



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 50 

79. Shitara K, Ozguroglu M, Bang YJ, et al. Pembrolizumab versus paclitaxel for previously treated, advanced gastric or gastro-
oesophageal junction cancer (KEYNOTE-061): a randomised, open-label, controlled, phase 3 trial. Lancet. 2018;392(10142):123-33. 
PMID: 29880231 

80. Shah MA, Kojima T, Hochhauser D, et al. Efficacy and safety of pembrolizumab for heavily pretreated patients with advanced, 
metastatic adenocarcinoma or squamous cell carcinoma of the esophagus: the phase 2 KEYNOTE-180 study. JAMA Oncol. 
2019;5(4):546-50. PMID: 30570649 

81. Kojima T, Muro K, Francois E, et al. Pembrolizumab versus chemotherapy as second-line therapy for advanced esophageal cancer: 
phase III KEYNOTE-181 study. J Clin Oncol. 2019;37(4 Suppl):abstract 2. PMID: none 

82. Kojima T, Shah MA, Muro K, et al. Randomized phase III KEYNOTE-181 study of pembrolizumab versus chemotherapy in advanced 
esophageal cancer. J Clin Oncol. 2020;38(35):4138-48. PMID: 33026938 

83. Adenis A, Kulkarni AS, Girotto GC, et al. Impact of pembrolizumab versus chemotherapy as second-line therapy for advanced 
esophageal cancer on health-related quality of life in KEYNOTE-181. J Clin Oncol. 2022;40(4):382-91. PMID: 34730989 

84. Chao J, Fuchs CS, Shitara K, et al. Assessment of pembrolizumab therapy for the treatment of microsatellite instability-high gastric 
or gastroesophageal junction cancer among patients in the KEYNOTE-059, KEYNOTE-061, and KEYNOTE-062 clinical trials. JAMA 
Oncol. 2021;7(6):895-902. PMID: 33792646 

85. Fuchs CS, Doi T, Jang RW, et al. Safety and efficacy of pembrolizumab monotherapy in patients with previously treated advanced 
gastric and gastroesophageal junction cancer: phase 2 clinical KEYNOTE-059 trial. JAMA Oncol. 2018;4(5):e180013. PMID: 29543932 

86. Le DT, Uram JN, Wang H, et al. PD-1 blockade in tumors with mismatch-repair deficiency. N Engl J Med. 2015;372(26):2509-20. 
PMID: 26028255 

87. Le DT, Durham JN, Smith KN, et al. Mismatch repair deficiency predicts response of solid tumors to PD-1 blockade. Science. 
2017;357(6349):409-13. PMID: 28596308 

88. Lala M, Li TR, de Alwis DP, et al. A six-weekly dosing schedule for pembrolizumab in patients with cancer based on evaluation using 
modelling and simulation. Eur J Cancer. 2020;131:68-75. PMID: 32305010 

89. Shitara K, Doi T, Dvorkin M, et al. Trifluridine/tipiracil versus placebo in patients with heavily pretreated metastatic gastric cancer 
(TAGS): a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol. 2018;19(11):1437-48. PMID: 30355453 

90. Demetri GD, Paz-Ares L, Farago AF, et al. Efficacy and safety of entrectinib in patients with NTRK fusion-positive (NTRK-fp) tumors: 
pooled analysis of STARTRK-2, STARTRK-1 and ALKA-372-001. Ann Oncol. 2018;29(Suppl 8):viii713. PMID: none 

91. Doebele RC, Drilon A, Paz-Ares L, et al. Entrectinib in patients with advanced or metastatic NTRK fusion-positive solid tumours: 
integrated analysis of three phase 1-2 trials. Lancet Oncol. 2020;21(2):271-82. PMID: 31838007 

92. Drilon A, Laetsch TW, Kummar S, et al. Efficacy of larotrectinib in TRK fusion-positive cancers in adults and children. N Engl J Med. 
2018;378(8):731-9. PMID: 29466156 

93. Sym SJ, Ryu MH, Lee JL, et al. Salvage chemotherapy with biweekly irinotecan, plus 5-fluorouracil and leucovorin in patients with 
advanced gastric cancer previously treated with fluoropyrimidine, platinum, and taxane. Am J Clin Oncol. 2008;31(2):151-6. PMID: 
18391599 

94. Assersohn L, Brown G, Cunningham D, et al. Phase II study of irinotecan and 5-fluorouracil/leucovorin in patients with primary 
refractory or relapsed advanced oesophageal and gastric carcinoma. Ann Oncol. 2004;15(1):64-9. PMID: 14679122 

95. Tabernero J, Yoshino T, Cohn AL, et al. Ramucirumab versus placebo in combination with second-line FOLFIRI in patients with 
metastatic colorectal carcinoma that progressed during or after first-line therapy with bevacizumab, oxaliplatin, and a 
fluoropyrimidine (RAISE): a randomised, double-blind, multicentre, phase 3 study. Lancet Oncol. 2015;16(5):499-508. PMID: 
25877855 

96. van Kleef JJ, Ter Veer E, van den Boorn HG, et al. Quality of life during palliative systemic therapy for esophagogastric cancer: 
systematic review and meta-analysis. J Natl Cancer Inst. 2020;112(1):12-29. PMID: 31251346 

97. Cunningham D, Allum WH, Stenning SP, et al. Perioperative chemotherapy versus surgery alone for resectable gastroesophageal 
cancer. N Engl J Med. 2006;355(1):11-20. PMID: 16822992 

98. Cunningham D, Starling N, Rao S, et al. Capecitabine and oxaliplatin for advanced esophagogastric cancer. N Engl J Med. 
2008;358(1):36-46. PMID: 18172173 

99. Enzinger PC, Burtness BA, Niedzwiecki D, et al. CALGB 80403 (Alliance)/E1206: a randomized phase II study of three chemotherapy 
regimens plus cetuximab in metastatic esophageal and gastroesophageal junction cancers. J Clin Oncol. 2016;34(23):2736-42. 
PMID: 27382098 

  

  



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 51 

Head and Neck Cancer Pathways  

Adjuvant Therapy (Post-Operative Systemic Therapy) 

• Stages II-IV (M0) - Candidate for Local Therapy 

o Non-Nasopharyngeal (Squamous Cell Carcinoma)  

▪ High dose cisplatin* with concurrent RT1-13 

First Line of Therapy (1st Line) 

• Stages II- IVB M0 (Primary/definitive)  Candidate for Local Therapy 

o Non-Nasopharyngeal (Squamous Cell Carcinoma)  

▪ High dose cisplatin* with concurrent RT1-13 

• Stages III-IV, Unresectable and Recurrent 

o Non-Nasopharyngeal (Squamous Cell Carcinoma) 

▪ Carboplatin, fluorouracil (5FU), and cetuximab (Erbitux)14 

▪ Cisplatin, fluorouracil (5FU), and cetuximab (Erbitux)14 

▪ Pembrolizumab (Keytruda)†15, 16 (CPS ≥ 20) 

▪ Pembrolizumab (Keytruda), cisplatin, and fluorouracil (5FU)15, 16 (CPS ≥ 1)  

▪ Pembrolizumab (Keytruda), carboplatin, and fluorouracil (5FU)15, 16 (CPS ≥ 1)  

• Stage II-IVA Candidate for Local Therapy (M0) (Induction, Primary/definitive and sequential therapy) 

o Nasopharynx 

▪ Cisplatin with concurrent RT9, 12, 13, 17 

▪ Cisplatin and gemcitabine (Gemzar) followed by concurrent cisplatin/RT18 

• Stages IVB and Recurrent (Metastatic and Recurrent Disease) 

o Nasopharynx 

▪ Cisplatin, gemcitabine (Gemzar), and toripalimab (Loqtorzi)19 

Second Line of Therapy (2nd Line) 

• Stages IV and Recurrent 

o Non-Nasopharyngeal  

▪ Nivolumab (Opdivo) 21, 22 (CPS ≥ 1) 

▪ Paclitaxel20 

*  Cisplatin dosed at 100 mg/m2 every three to four weeks OR dosed at 40 mg/m2 weekly over the course of radiotherapy.  

†  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 V2.2024 

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Head and Neck Cancers V2.2024. 

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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Hepatocellular Carcinoma Pathways 

First Line of Therapy (1st Line) 

• Stages II-IVB, and Recurrent - Unresectable and Metastatic Disease 

▪ Atezolizumab (Tecentriq) and bevacizumab1, 2 

▪ Sorafenib (Nexavar) 3-5 

Second Line of Therapy (2nd Line) 

• Stages II-IVB, and Recurrent - Unresectable and Metastatic Disease 

▪ Cabozantinib (Cabometyx) 6 

▪ Regorafenib (Stivarga) 7 
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Hepatocellular Carcinoma References  
NCCN Practice Guidelines: Hepatocellular Carcinoma Version 1.2023 
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Hodgkin Lymphoma Pathways 

First Line of Therapy (1st Line) 

• Stages IA-IIB* (Early Stage) 

o Classical Hodgkin’s Lymphoma, Favorable and Unfavorable Risk 

▪ ABVD: doxorubicin (Adriamycin), bleomycin, vinblastine, and dacarbazine (DTIC) ± ISRT†1-9 

• Stages IIIA-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 dacarbazine15 

*  With or without extranodal disease 

†  ISRT – Involved site radiation therapy 
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Hodgkin Lymphoma References  
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Kidney Cancer (Clear Cell Carcinoma) Pathway 

First Line of Therapy (1st Line) 

• Stages IV and Recurrent 

▪ Nivolumab (Opdivo) and cabozantinib (Cabometyx)1, 2 

▪ Nivolumab (Opdivo) and ipilimumab (Yervoy)*3-5 

▪ Pembrolizumab (Keytruda) and axitinib (Inlyta) 6 

*  Excludes favorable risk tumors  
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Kidney Cancer (Clear Cell Carcinoma) References  
NCCN Practice Guideline: Kidney Cancer 2.2024 
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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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Lung Cancer: Non-Small Cell Lung Cancer (NSCLC) Pathways 

Chemoradiation for Localized Disease 

• Stages IA-IIIC - Definitive Concurrent Chemoradiation 

▪ Cisplatin and etoposide1, 2  

▪ Paclitaxel and carboplatin3 

Adjuvant Therapy 

• Stages IB-IIIB 

▪ Carboplatin and paclitaxel4  

▪ Cisplatin and gemcitabine (Gemzar)5 

▪ Cisplatin and pemetrexed (Alimta)6, 7 

▪ Cisplatin and vinorelbine (Navelbine)8-11 

First Line of Therapy (1st Line) – Stages IIIB-IV, and Recurrent 

• Squamous and Non-Squamous Cell Carcinoma 

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

▪ Cemiplimab-rwlc (Libtayo)12  

▪ Pembrolizumab (Keytruda)†13-16 

o Ineligible for Immunotherapy  

▪ Carboplatin or cisplatin and paclitaxel17-23  

▪ Carboplatin or cisplatin and gemcitabine (Gemzar)21, 24-29 

o ALK Rearrangement Positive 

▪ Alectinib (Alecensa)30, 31 

▪ Lorlatinib (Lobrena)32 

o EGFR exon 19 deletion or exon 21 L858R mutation positive 

▪ Osimertinib (Tagrisso)33-36 

▪ Carboplatin or cisplatin, pemetrexed, and osimertinib (Tagrisso) (Non-Squamous Only) 37, 38 – Added 

Effective 4/29/2024 

• 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)†39-42 

▪ Carboplatin or cisplatin, pemetrexed (Alimta), and cemiplimab-rwlc (Libtayo)43, 44 

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

▪ Atezolizumab (Tecentriq)45, 46  

o Ineligible for Immunotherapy 

▪ Carboplatin, paclitaxel, and bevacizumab 47-49 

▪ Carboplatin or cisplatin and pemetrexed (Alimta)28, 50 
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First Line of Therapy (1st Line) – Stages IIIB-IV, and Recurrent – Continued 

• Squamous Cell Carcinoma Only 

o PD-L1 Expression (TPS) less than 50%, without known actionable oncogenic targets* 

▪ Pembrolizumab (Keytruda)†, carboplatin, and paclitaxel51 

▪ Carboplatin or cisplatin, paclitaxel, and cemiplimab-rwlc (Libtayo)43, 44 

Second Line of Therapy (2nd Line) – Stages IIIB-IV, and Recurrent  

• Squamous and Non-Squamous Cell Carcinoma 

▪ Carboplatin or cisplatin and paclitaxel‡18 

▪ Carboplatin or cisplatin and gemcitabine (Gemzar) ‡52 

▪ Carboplatin or cisplatin and pemetrexed (Alimta) ‡24, 53, 54 

o No prior immunotherapy has been given 

▪ Atezolizumab (Tecentriq)55  

▪ Nivolumab (Opdivo)56-62  

o With known actionable oncogenic target* and prior targeted therapy 

▪ Carboplatin or cisplatin and paclitaxel18, 53 

▪ Carboplatin or cisplatin and gemcitabine (Gemzar)52, 53 

▪ Carboplatin or cisplatin and pemetrexed (Alimta)24, 53, 54 

Maintenance Therapy – Stages IIIB-IV, and Recurrent 

• Non-Squamous Cell Carcinoma Only 

▪ Continuation bevacizumab63, 64 

▪ Continuation pemetrexed (Alimta)65-67 

▪ Switch pemetrexed (Alimta)65, 68 

o If previously treated with carboplatin‡, pemetrexed, and pembrolizumab 

▪ Pembrolizumab (Keytruda)† and pemetrexed (Alimta)69 

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

†  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 

‡  Eligible only if immunotherapy alone was administered as first line treatment. Ineligible if chemotherapy was used in the first line setting. 
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Lung Cancer: Non-Small Cell Lung Cancer (NSCLC) References 
NCCN Clinical Practice Guidelines: Non-Small Cell Lung Cancer V2.2024 

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer 

V2.2024. Available at: http://www.nccn.org. Accessed February 20, 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 

• Limited Stage 

o With or without concurrent radiation therapy 

▪ Carboplatin and etoposide1 

▪ Cisplatin and etoposide2-4 

Neoadjuvant Therapy, Primary Therapy, First Line Therapy  

• Limited Stage  

o With or without concurrent radiation therapy 

▪ Carboplatin and etoposide1 

▪ Cisplatin and etoposide2-4 

• Extensive Stage 

▪ Atezolizumab (Tecentriq), carboplatin,and etoposide5 

▪ Carboplatin and etoposide2-4 
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Lung Cancer: Small Cell Lung Cancer References 
NCCN Clinical Practice Guidelines: Small Cell Lung Cancer. Version 2.2024 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Small Cell Lung Cancer 

V2.2024. Available at: http://www.nccn.org. Accessed February 20, 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. 7 
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Melanoma (Cutaneous Melanoma) Pathways 

Neoadjuvant Therapy 

• Stages IIIB-IV (resectable) 

▪ Pembrolizumab (Keytruda)1 

Adjuvant Therapy 

• Stages IIB-IIIC 

o Resected 

▪ Pembrolizumab (Keytruda)2, 3 

• Stages IIIA-IIIC  

o Resected 

▪ Nivolumab (Opdivo)4, 5 

First Line of Therapy (1st Line) 

• Stages IV and Recurrent 

o Any BRAF Status  

▪ Nivolumab (Opdivo)6-9 

▪ Nivolumab (Opdivo) and ipilimumab (Yervoy)10-18 

▪ Pembrolizumab (Keytruda)*19-24 

o BRAF Mutated†  

▪ Encorafenib (Braftovi) and binimetinib (Mektovi)‡25 

Second and Subsequent Lines of Therapy (2nd Line+) 

• Stages IV and Recurrent 

o BRAF Mutated† (and no prior BRAF targeted therapy) 

▪ Encorafenib (Braftovi) and binimetinib (Mektovi)25 

*  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 

‡  First line only if the patient is not considered a suitable candidate for immunotherapy. 
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Melanoma: Cutaneous Melanoma References  
NCCN Clinical Practice Guidelines: Melanoma: Cutaneous V2.2023 

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Melanoma: Cutaneous V.2.2023. 

Available at: http://www.nccn.org. Accessed May 16, 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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Multiple Myeloma Pathways 

First Line of Therapy (1st Line) 

• New Diagnosis 

o Transplant Candidates 

▪ VRD/VDR: bortezomib (Velcade), lenalidomide (Revlimid), and dexamethasone1-4 

▪ D-VTd: daratumumab (Darzalex), bortezomib (Velcade), thalidomide (Thalomid), and dexamethasone5 

▪ D-VRd: daratumumab (Darzalex), bortezomib (Velcade), lenalidomide (Revlimid), and 

dexamethasone6, 7 

o Non-Transplant Candidates 

▪ CyBorD or VDC: bortezomib (Velcade), cyclophosphamide, and dexamethasone2, 4, 8, 9 

▪ DRd: daratumumab (Darzalex), lenalidomide (Revlimid), and dexamethasone10, 11 

▪ Rd: lenalidomide (Revlimid) and low-dose dexamethasone12-14 

▪ VRd: bortezomib (Velcade), lenalidomide (Revlimid), and dexamethasone1-4, 15 

▪ Vd: bortezomib (Velcade) and dexamethasone16 

Second or Third Lines of Therapy (2nd or 3rd Line) 

• Early Relapsed Disease  

▪ CRd or KRd: carfilzomib (Kyprolis), lenalidomide (Revlimid), and dexamethasone17, 18 

▪ DRd: daratumumab (Darzalex), lenalidomide (Revlimid), and dexamethasone19 

▪ DVd: daratumumab (Darzalex), bortezomib (Velcade), and dexamethasone20 

▪ PVd: pomalidomide (Pomalyst), bortezomib (Velcade), and dexamethasone*21 

Maintenance Therapy 

• Post-Transplant 

▪ Lenalidomide (Revlimid)22-27 

* Eligible only if patient has received prior therapy with lenalidomide and proteasome inhibitor 
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Multiple Myeloma References  
NCCN Clinical Practice Guidelines: Multiple Myeloma. Version 2.2024 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Multiple Myeloma V2.2024. 

Available at: http://www.nccn.org. Accessed February 20. 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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NHL: Diffuse Large B-Cell Lymphoma Pathways 

First Line of Therapy (1st Line) 

• Stages I-IV  

▪ R-CHOP (21): cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar), prednisone, and 

rituximab1-3  

o When there is a contraindication to anthracycline 

▪ R-CEOP: cyclophosphamide, etoposide, vincristine (Vincasar), prednisone, and rituximab4-6 

Second Line of Therapy (2nd Line) 

• Stages I-IV and Recurrent 

o Transplant Candidates 

▪ R-ICE: ifosfamide (Ifex), carboplatin, etoposide, and rituximab7-9 

o Non-Transplant Candidates 

▪ R-GemOx: gemcitabine (Gemzar), oxaliplatin, and rituximab10-13 

o Transplant and Non-Transplant Candidates 

▪ R-GDP: gemcitabine (Gemzar), dexamethasone, cisplatin, and rituximab14-16 

▪ R-GDP: gemcitabine (Gemzar), dexamethasone, carboplatin, and rituximab14-16 
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NHL: Diffuse Large B Cell Lymphoma References  
NCCN Clinical Practice Guidelines for B-Cell Lymphomas. Version 3.2023 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for B-Cell Lymphomas. V.3.2023.  

Available at: http://www.nccn.org. Accessed May 16, 2023. ©National Comprehensive Cancer Network, 2023.  To view the most recent and 

complete version of the Guideline, go online to http://www.nccn.org. 
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clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual 
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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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NHL: Follicular and Marginal Zone Lymphoma Pathways 

First Line of Therapy 

• Stages* I-II  

o Gastric MALT† Lymphoma when H. pylori positive 

▪ Antibiotic therapy for H. pylori eradication‡1, 2 

• Stages* I-IV  

o Gastric MALT or Splenic Marginal Zone§ 

▪ Rituximab3-8 

o Follicular (Grade 1-3a) and Other Marginal Zone Lymphomas 

▪ BR: Bendamustine (Bendeka, Treanda) and rituximab9-12 

▪ R-CHOP(21): Cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar), prednisone, and 

rituximab11, 13-16 

▪ R-CVP: Cyclophosphamide, vincristine (Vincasar), prednisone, and rituximab14, 17 

▪ Rituximab3-8, 18-20 

o Follicular Lymphoma (Grade 3b) 

▪ R-CHOP(21): Cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar), prednisone, and 

rituximab11, 13-16 

▪ R-CEOP: Cyclophosphamide, etoposide, vincristine (Vincasar), prednisone, and rituximab21-24 

*  Lugano Staging System for GI lymphomas 

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

‡  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: Mantle Cell Lymphoma Pathways 

First Line of Therapy (1st Line)  

• 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 

rituximab1-8 

▪ Nordic Regimen: dose intense rituximab, cyclophosphamide, vincristine (Vincasar), doxorubicin 

(Adriamycin), prednisone alternating with rituximab and high dose cytarabine (Ara-C)9, 10 

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

▪ BR: bendamustine (Bendeka, Treanda) and rituximab11-16 

Second Line of Therapy (2nd Line) 

• Stages I-IV, and Recurrent 

▪ Acalabrutinib (Calquence)17     

▪ BR: bendamustine (Bendeka, Treanda) and rituximab18, 19 

▪ Bortezomib (Velcade)7, 20, 21 

▪ Ibrutinib (Imbruvica)6, 7, 22, 23 

▪ Lenalidomide (Revlimid)24-29  
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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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Ovarian Cancer (Epithelial) Pathways  

Adjuvant Therapy 

• Stages IA/IB (Grade 2 or 3), and IC (Grade 1-3) 

▪ Carboplatin and paclitaxel1-5 

Adjuvant, Neoadjuvant, or Primary Therapy 

• Stage III 

▪ Intravenous (IV) paclitaxel and Intraperitoneal (IP) cisplatin and IP paclitaxel6-9 

• Stages II-IV 

▪ Carboplatin and paclitaxel (Administered weekly or every 3 weeks)1-6, 10-12 

Initial Treatment for Metastatic or Recurrent Disease  

• Platinum Sensitive* 

▪ Carboplatin13-15 

▪ Carboplatin and gemcitabine (Gemzar)15-17 

▪ Carboplatin and paclitaxel13, 14, 18 

▪ Carboplatin and weekly paclitaxel19  

• Platinum Resistant 

▪ Bevacizumab monotherapy20, 21 

▪ Docetaxel (Taxotere)22 

▪ Gemcitabine (Gemzar)23, 24 

▪ Liposomal doxorubicin (Doxil)23-25 

▪ Paclitaxel (weekly)26-28 

▪ Paclitaxel and bevacizumab29-32 

Maintenance Therapy 

• After response to initial treatment for platinum-sensitive disease 

o Sensitive* to platinum-based therapies 

▪ Niraparib (Zejula)33-37
  

▪ Olaparib (Lynparza)38-45 

▪ Rucaparib (Rubraca)46-51 

* 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 
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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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Pancreatic Adenocarcinoma Pathways 

Adjuvant Therapy 

• Stages I, IA, IB, II, IIA, IIB, and III 

▪ Capecitabine (Xeloda) and gemcitabine (Gemzar)1-3  

▪ FULV: fluorouracil (5FU) and leucovorin4-6  

▪ Gemcitabine (Gemzar)4, 6-8 

▪ mFOLFIRINOX*: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin9, 10 

First Line of Therapy (1st Line) 

• Stages III, IV, and Recurrent 

▪ FOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin11-13 

▪ mFOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin35 

▪ Gemcitabine (Gemzar)11, 14-17 

▪ Gemcitabine (Gemzar) and albumin-bound-paclitaxel (Abraxane)17-19 

*  Modified FOLFIRINOX: Bolus 5-FU not administered and dose of Irinotecan 150mg/m2  
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Pancreatic Adenocarcinoma References 
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 

• Stage IVA: Regional disease (lymph node involvement) 

o Post-Prostatectomy  

▪ Goserelin (Zoladex)1-3 

▪ Leuprolide (Eligard/Lupron)1-3 

▪ Triptorelin (Trelstar)1-3 

First Line of Therapy (1st Line), Stages I-IV 

• Localized favorable intermediate and Localized unfavorable intermediate 

o Primary Treatment with Radiotherapy (RT) 

▪ Goserelin (Zoladex)*1-3 

▪ Leuprolide (Eligard/Lupron)*1-3 

▪ Triptorelin (Trelstar)*1-3 

•  Localized high risk, Localized very high risk and Regional Disease  

o Primary Treatment with Radiotherapy (RT) 

▪ Goserelin (Zoladex)1-3 

▪ Goserelin (Zoladex) with abiraterone (Zytiga)4-7  

▪ Leuprolide (Eligard/Lupron)1-3 

▪ Leuprolide (Eligard/Lupron) with abiraterone (Zytiga)4-7 

▪ Triptorelin (Trelstar)1-3 

▪ Triptorelin (Trelstar) with abiraterone (Zytiga)4-7  

First Line of Therapy (1st line) 

• Metastatic/Recurrent, Castration Sensitive Disease  

▪ Abiraterone (Zytiga) and prednisone with Androgen Deprivation Therapy (ADT)†§ 4, 6-10 

▪ Abiraterone (Zytiga), docetaxel (Taxotere), and prednisone with ADT†11 

▪ Apalutamide (Erleada) with ADT†12-15 

▪ Darolutamide (Nubeqa) and docetaxel (Taxotere) with ADT†16 

▪ Enzalutamide (Xtandi) with ADT†§17-21 

• Metastatic/Recurrent, Castration Resistant Disease  

▪ Abiraterone (Zytiga) and prednisone with ADT†§7, 22-29  

▪ Docetaxel (Taxotere) (every 3 weeks) with ADT†‡30-32 

▪ Enzalutamide (Xtandi)¶ with ADT†§33-39 

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 

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

‡  If not previously used in the first line (1st Line) setting 

§  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 3.2023 

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Prostate Cancer V3.2023. 

Available at: http://www.nccn.org. Accessed August 8, 2023. ©National Comprehensive Cancer Network, 2023. 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.  

1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Hepatobiliary Cancers (Version 1.2022). Available at 

http://www.nccn.org. ©National Comprehensive Cancer Network, 2022. 

2. Messing EM, Manola J, Sarosdy M, et al. Immediate hormonal therapy compared with observation after radical prostatectomy and pelvic 

lymphadenectomy in men with node-positive prostate cancer. N Engl J Med. 1999;341(24):1781-8. PMID: 10588962 

3. Schellhammer PF, Sharifi R, Block NL, et al. Clinical benefits of bicalutamide compared with flutamide in combined androgen blockade 

for patients with advanced prostatic carcinoma: final report of a double-blind, randomized, multicenter trial. . Urology. 1997;50(3):330-6. 

PMID: 9301693 

4. Lu-Yao GL, Albertsen PC, Moore DF, et al. Fifteen-year survival outcomes following primary androgen-deprivation therapy for localized 

prostate cancer. JAMA Intern Med. 2014;174(9):1460-7. PMID: 25023796 

5. Roach M, 3rd, Bae K, Speight J, et al. Short-term neoadjuvant androgen deprivation therapy and external-beam radiotherapy for locally 

advanced prostate cancer: long-term results of RTOG 8610. J Clin Oncol. 2008;26(4):585-91. PMID: 18172188 

6. D'Amico AV, Manola J, Loffredo M, et al. 6-month androgen suppression plus radiation therapy vs radiation therapy alone for patients 

with clinically localized prostate cancer: a randomized controlled trial. JAMA. 2004;292(7):821-7. PMID: 15315996 

7. Bolla M, Collette L, Blank L, et al. Long-term results with immediate androgen suppression and external irradiation in patients with locally 

advanced prostate cancer (an EORTC study): a phase III randomised trial. Lancet. 2002;360(9327):103-6. PMID: 12126818 

8. Sandler HM, Hu C, Rosenthal SA, et al. A phase III protocol of androgen suppression (AS) and 3DCRT/IMRT versus AS and 

3DCRT/IMRT followed by chemotherapy (CT) with docetaxel and prednisone for localized, high-risk prostate cancer (RTOG 0521). J Clin 

Oncol. 2015;33(18 suppl):abstract LBA5002. PMID: none 

9. Klotz L, Boccon-Gibod L, Shore ND, et al. The efficacy and safety of degarelix: a 12-month, comparative, randomized, open-label, 

parallel-group phase III study in patients with prostate cancer. BJU Int. 2008;102(11):1531-8. PMID: 19035858 

10. James ND, Sydes MR, Clarke NW, et al. Addition of docetaxel, zoledronic acid, or both to first-line long-term hormone therapy in prostate 

cancer (STAMPEDE): survival results from an adaptive, multiarm, multistage, platform randomised controlled trial. Lancet. 

2016;387(10024):1163-77. PMID: 26719232 

11. Sweeney CJ, Chen YH, Carducci M, et al. Chemohormonal therapy in metastatic hormone-sensitive prostate cancer. N Engl J Med. 

2015;373(8):737-46. PMID: 26244877 

12. Beer TM, Armstrong AJ, Rathkopf DE, et al. Enzalutamide in metastatic prostate cancer before chemotherapy. N Engl J Med. 

2014;371(5):424-33. PMID: 24881730 

13. Ryan CJ, Smith MR, Fizazi K, et al. Abiraterone acetate plus prednisone versus placebo plus prednisone in chemotherapy-naive men 

with metastatic castration-resistant prostate cancer (COU-AA-302): final overall survival analysis of a randomised, double-blind, placebo-

controlled phase 3 study. Lancet Oncol. 2015;16(2):152-60. PMID: 25601341 

14. de Bono JS, Logothetis CJ, Molina A, et al. Abiraterone and increased survival in metastatic prostate cancer. N Engl J Med. 

2011;364(21):1995-2005. PMID: 21612468 

15. Ryan CJ, Smith MR, de Bono JS, et al. Abiraterone in metastatic prostate cancer without previous chemotherapy. N Engl J Med. 

2013;368(2):138-48. PMID: 23228172 

16. Small EJ, Halabi S, Dawson NA, et al. Antiandrogen withdrawal alone or in combination with ketoconazole in androgen-independent 

prostate cancer patients: a phase III trial (CALGB 9583). J Clin Oncol. 2004;22(6):1025-33. PMID: 15020604 

17. Small EJ, Schellhammer PF, Higano CS, et al. Placebo-controlled phase III trial of immunologic therapy with sipuleucel-T (APC8015) in 

patients with metastatic, asymptomatic hormone refractory prostate cancer. J Clin Oncol. 2006;24(19):3089-94. PMID: 16809734 

18. Kantoff PW, Higano CS, Shore ND, et al. Sipuleucel-T immunotherapy for castration-resistant prostate cancer. N Engl J Med. 

2010;363(5):411-22. PMID: 20818862 

19. Basch E, Loblaw DA, Oliver TK, et al. Systemic therapy in men with metastatic castration-resistant prostate cancer: American Society of 

Clinical Oncology and Cancer Care Ontario clinical practice guideline. J Clin Oncol. 2014;32(30):3436-48. PMID: 25199761 

20. de Bono JS, Oudard S, Ozguroglu M, et al. Prednisone plus cabazitaxel or mitoxantrone for metastatic castration-resistant prostate 

cancer progressing after docetaxel treatment: a randomised open-label trial. Lancet. 2010;376(9747):1147-54. PMID: 20888992 

http://www.nccn.org/
http://www.nccn.org/


 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 123 

21. Heck MM, Thalgott M, Retz M, et al. Rational indication for docetaxel rechallenge in metastatic castration-resistant prostate cancer. BJU 

Int. 2012;110(11 Pt B):E635-40. PMID: 22889368 

22. Scher HI, Fizazi K, Saad F, et al. Increased survival with enzalutamide in prostate cancer after chemotherapy. N Engl J Med. 

2012;367(13):1187-97. PMID: 22894553 

23. Sternberg CN, de Bono JS, Chi KN, et al. Improved outcomes in elderly patients with metastatic castration-resistant prostate cancer 

treated with the androgen receptor inhibitor enzalutamide: results from the phase III AFFIRM trial. Ann Oncol. 2014;25(2):429-34. PMID: 

24478320 

24. Berthold DR, Pond GR, Soban F, et al. Docetaxel plus prednisone or mitoxantrone plus prednisone for advanced prostate cancer: 

updated survival in the TAX 327 study. J Clin Oncol. 2008;26(2):242-5. PMID: 18182665 

25. Tannock IF, de Wit R, Berry WR, et al. Docetaxel plus prednisone or mitoxantrone plus prednisone for advanced prostate cancer. N Engl 

J Med. 2004;351(15):1502-12. PMID: 15470213 

26. Messing EM, Manola J, Yao J, et al. Immediate versus deferred androgen deprivation treatment in patients with node-positive prostate 

cancer after radical prostatectomy and pelvic lymphadenectomy. Lancet Oncol. 2006;7(6):472-9. PMID: 16750497 

27. Wong YN, Freedland S, Egleston B, et al. Role of androgen deprivation therapy for node-positive prostate cancer. J Clin Oncol. 

2009;27(1):100-5. PMID: 19047295 

28. Loblaw DA, Virgo KS, Nam R, et al. Initial hormonal management of androgen-sensitive metastatic, recurrent, or progressive prostate 

cancer: 2006 update of an American Society of Clinical Oncology practice guideline. J Clin Oncol. 2007;25(12):1596-605. PMID: 

17404365 

29. Denham JW, Steigler A, Lamb DS, et al. Short-term neoadjuvant androgen deprivation and radiotherapy for locally advanced prostate 

cancer: 10-year data from the TROG 96.01 randomised trial. Lancet Oncol. 2011;12(5):451-9. PMID: 21440505 

30. Shipley WU, Seiferheld W, Lukka HR, et al. Radiation with or without antiandrogen therapy in recurrent prostate cancer. N Engl J Med. 

2017;376(5):417-28. PMID: 28146658 

31. Jones CU, Hunt D, McGowan DG, et al. Radiotherapy and short-term androgen deprivation for localized prostate cancer. N Engl J Med. 

2011;365(2):107-18. PMID: 21751904 

32. Pisansky TM, Hunt D, Gomella LG, et al. Duration of androgen suppression before radiotherapy for localized prostate cancer: Radiation 

Therapy Oncology Group randomized clinical trial 9910. J Clin Oncol. 2015;33(4):332-9. PMID: 25534388 

33. Bolla M, Neven A, Maingon P, et al. Short androgen suppression and radiation dose escalation in prostate cancer: 12-year results of 

EORTC trial 22991 in patients with localized intermediate-risk disease. J Clin Oncol. 2021;39(27):3022-33. PMID: 34310202 

34. James ND, de Bono JS, Spears MR, et al. Abiraterone for prostate cancer not previously treated with hormone therapy. N Engl J Med. 

2017;377(4):338-51. PMID: 28578639 

35. Sydes MR, Spears MR, Mason MD, et al. Adding abiraterone or docetaxel to long-term hormone therapy for prostate cancer: directly 

randomised data from the STAMPEDE multi-arm, multi-stage platform protocol. Ann Oncol. 2018;29(5):1235-48. PMID: 29529169 

36. Szmulewitz RZ, Peer CJ, Ibraheem A, et al. Prospective international randomized phase II study of low-dose abiraterone with food 

versus standard dose abiraterone in castration-resistant prostate cancer. J Clin Oncol. 2018;36(14):1389-95. PMID: 29590007 

37. Rush HL, Murphy L, Morgans AK, et al. Quality of life in men with prostate cancer randomly allocated to receive docetaxel or abiraterone 

in the STAMPEDE trial. J Clin Oncol. 2022;40(8):825-36. PMID: 34757812 

38. Stein CA, Levin R, Given R, et al. Randomized phase 2 therapeutic equivalence study of abiraterone acetate fine particle formulation vs. 

originator abiraterone acetate in patients with metastatic castration-resistant prostate cancer: the STAAR study. Urol. 2018;36(2):81.e9-

.e16. PMID: 29150328 

39. Fizazi K, Faivre L, Lesaunier F, et al. Androgen deprivation therapy plus docetaxel and estramustine versus androgen deprivation 

therapy alone for high-risk localised prostate cancer (GETUG 12): a phase 3 randomised controlled trial. Lancet Oncol. 2015;16(7):787-

94. PMID: 26028518 

40. Rosenthal SA, Hu C, Sartor O, et al. Effect of chemotherapy with docetaxel with androgen suppression and radiotherapy for localized 

high-risk prostate cancer: the randomized phase III NRG Oncology RTOG 0521 trial. J Clin Oncol. 2019;37(14):1159-68. PMID: 

30860948 

41. Horwitz EM, Bae K, Hanks GE, et al. Ten-year follow-up of radiation therapy oncology group protocol 92-02: a phase III trial of the 

duration of elective androgen deprivation in locally advanced prostate cancer. J Clin Oncol. 2008;26(15):2497-504. PMID: 18413638 

42. Lawton CAF, Lin X, Hanks GE, et al. Duration of androgen deprivation in locally advanced prostate cancer: long-term update of NRG 

Oncology RTOG 9202. Int J Radiat Oncol Biol Phys. 2017;98(2):296-303. PMID: 28463149 

43. Bolla M, de Reijke TM, Van Tienhoven G, et al. Duration of androgen suppression in the treatment of prostate cancer. N Engl J Med. 

2009;360(24):2516-27. PMID: 19516032 

44. Zapatero A, Guerrero A, Maldonado X, et al. Late radiation and cardiovascular adverse effects after androgen deprivation and high-dose 

radiation therapy in prostate cancer: results from the DART 01/05 randomized phase 3 trial. Int J Radiat Oncol Biol Phys. 

2016;96(2):341-8. PMID: 27598804 

45. Fizazi K, Tran N, Fein L, et al. Abiraterone plus prednisone in metastatic, castration-sensitive prostate cancer. N Engl J Med. 

2017;377(4):352-60. PMID: 28578607 



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 124 

46. Fizazi K, Tran N, Fein L, et al. Abiraterone acetate plus prednisone in patients with newly diagnosed high-risk metastatic castration-

sensitive prostate cancer (LATITUDE): final overall survival analysis of a randomised, double-blind, phase 3 trial. Lancet Oncol. 

2019;20(5):686-700. PMID: 30987939 

47. Chi KN, Protheroe A, Rodriguez-Antolin A, et al. Patient-reported outcomes following abiraterone acetate plus prednisone added to 

androgen deprivation therapy in patients with newly diagnosed metastatic castration-naive prostate cancer (LATITUDE): an international, 

randomised phase 3 trial. Lancet Oncol. 2018;19(2):194-206. PMID: 29326030 

48. Fizazi K, Foulon S, Carles J, et al. Abiraterone plus prednisone added to androgen deprivation therapy and docetaxel in de novo 

metastatic castration-sensitive prostate cancer (PEACE-1): a multicentre, open-label, randomised, phase 3 study with a 2 x 2 factorial 

design. Lancet. 2022;399(10336):1695-707. PMID: 35405085 

49. Chi KN, Agarwal N, Bjartell A, et al. Apalutamide for metastatic, castration-sensitive prostate cancer. N Engl J Med. 2019;381(1):13-24. 

PMID: 31150574 

50. Agarwal N, McQuarrie K, Bjartell A, et al. Health-related quality of life after apalutamide treatment in patients with metastatic castration-

sensitive prostate cancer (TITAN): a randomised, placebo-controlled, phase 3 study. Lancet Oncol. 2019;20(11):1518-30. PMID: 

31578173 

51. Chi KN, Chowdhury S, Bjartell A, et al. Apalutamide in patients with metastatic castration-sensitive prostate cancer: final survival analysis 

of the randomized, double-blind, phase III TITAN study. J Clin Oncol. 2021;39(20):2294-303. PMID: 33914595 

52. Chowdhury S, Bjartell A, Agarwal N, et al. Deep, rapid, and durable prostate-specific antigen decline with apalutamide plus androgen 

deprivation therapy is associated with longer survival and improved clinical outcomes in TITAN patients with metastatic castration-

sensitive prostate cancer. Ann Oncol. 2023;34(5):477-85. PMID: 36858151 

53. Smith MR, Hussain M, Saad F, et al. Darolutamide and survival in metastatic, hormone-sensitive prostate cancer. N Engl J Med. 

2022;386(12):1132-42. PMID: 35179323 

54. Davis ID, Martin AJ, Stockler MR, et al. Enzalutamide with standard first-line therapy in metastatic prostate cancer. N Engl J Med. 

2019;381(2):121-31. PMID: 31157964 

55. Sweeney CJ, Martin AJ, Stockler MR, et al. Testosterone suppression plus enzalutamide versus testosterone suppression plus standard 

antiandrogen therapy for metastatic hormone-sensitive prostate cancer (ENZAMET): an international, open-label, randomised, phase 3 

trial. Lancet Oncol. 2023;24(4):323-34. PMID: 36990608 

56. Stockler MR, Martin AJ, Davis ID, et al. Health-related quality of life in metastatic, hormone-sensitive prostate cancer: ENZAMET 

(ANZUP 1304), an international, randomized phase III trial led by ANZUP. J Clin Oncol. 2021;40(8):837-46. PMID: 34928708 

57. Armstrong AJ, Szmulewitz RZ, Petrylak DP, et al. ARCHES: a randomized, phase III study of androgen deprivation therapy with 

enzalutamide or placebo in men with metastatic hormone-sensitive prostate cancer. J Clin Oncol. 2019;37(32):2974-86. PMID: 31329516 

58. Armstrong AJ, Azad AA, Iguchi T, et al. Improved survival with enzalutamide in patients with metastatic hormone-sensitive prostate 

cancer. J Clin Oncol. 2022;40(15):1616-22. PMID: 35420921 

59. Sweeney C, Chen YH, Carducci MA, et al. Impact on overall survival (OS) with chemohormonal therapy versus hormonal therapy for 

hormone-sensitive newly metastatic prostate cancer (MPRCA): an ECOG-led phase III randomized trial. J Clin Oncol. 2014;32(18 

Suppl):abstract LBA2. PMID: none 

60. Kyriakopoulos CE, Chen YH, Carducci MA, et al. Chemohormonal therapy in metastatic hormone-sensitive prostate cancer: long-term 

survival analysis of the randomized phase III E3805 CHAARTED trial. J Clin Oncol. 2018;36(11):1080-7. PMID: 29384722 

61. Morgans AK, Chen YH, Sweeney CJ, et al. Quality of life during treatment with chemohormonal therapy: analysis of E3805 

chemohormonal androgen ablation randomized trial in prostate cancer J Clin Oncol. 2018;36(11):1088-95. PMID: 29522362 

62. Gravis G, Boher JM, Joly F, et al. Androgen deprivation therapy (ADT) plus docetaxel versus ADT alone in metastatic non castrate 

prostate cancer: impact of metastatic burden and long-term survival analysis of the randomized phase 3 GETUG-AFU15 trial. Eur Urol. 

2016;70(2):256-62. PMID: 26610858 

63. Zengerling F, Jakob JJ, Schmidt S, et al. Degarelix for treating advanced hormone-sensitive prostate cancer. Cochrane Database Syst 

Rev. 2021(8):article no. CD012548. PMID: 34350976 

64. Shore ND, Saad F, Cookson MS, et al. Oral relugolix for androgen-deprivation therapy in advanced prostate cancer. N Engl J Med. 

2020;382(23):2187-96. PMID: 32469183 

65. Gu W, Han W, Luo H, et al. Rezvilutamide versus bicalutamide in combination with androgen-deprivation therapy in patients with high-

volume, metastatic, hormone-sensitive prostate cancer (CHART): a randomised, open-label, phase 3 trial. Lancet Oncol. 

2022;23(10):1249-60. PMID: 36075260 

66. Logothetis CJ, Basch E, Molina A, et al. Effect of abiraterone acetate and prednisone compared with placebo and prednisone on pain 

control and skeletal-related events in patients with metastatic castration-resistant prostate cancer: exploratory analysis of data from the 

COU-AA-301 randomised trial. Lancet Oncol. 2012;13(12):1210-7. PMID: 23142059 

67. Fizazi K, Scher HI, Molina A, et al. Abiraterone acetate for treatment of metastatic castration-resistant prostate cancer: final overall 

survival analysis of the COU-AA-301 randomised, double-blind, placebo-controlled phase 3 study. Lancet Oncol. 2012;13(10):983-92. 

PMID: 22995653 

68. Sternberg CN, Castellano D, Daugaard G, et al. Abiraterone acetate for patients with metastatic castration-resistant prostate cancer 

progressing after chemotherapy: final analysis of a multicentre, open-label, early-access protocol trial. Lancet Oncol. 2014;15(11):1263-8. 

PMID: 25242048 



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 125 

69. Smith M, Parker C, Saad F, et al. Addition of radium-223 to abiraterone acetate and prednisone or prednisolone in patients with 

castration-resistant prostate cancer and bone metastases (ERA 223): a randomised, double-blind, placebo-controlled, phase 3 trial. 

Lancet Oncol. 2019;20(3):408-19. PMID: 30738780 

70. Petrylak DP, Tangen CM, Hussain MH, et al. Docetaxel and estramustine compared with mitoxantrone and prednisone for advanced 

refractory prostate cancer. N Engl J Med. 2004;351(15):1513-20. PMID: 15470214 

71. Cella D, Ivanescu C, Holmstrom S, et al. Impact of enzalutamide on quality of life in men with metastatic castration-resistant prostate 

cancer after chemotherapy: additional analyses from the AFFIRM randomized clinical trial. Ann Oncol. 2015;26(1):179-85. PMID: 

25361992 

72. Beer TM, Armstrong AJ, Rathkopf D, et al. Enzalutamide in men with chemotherapy-naive metastatic castration-resistant prostate cancer: 

extended analysis of the phase 3 PREVAIL study. Eur Urol. 2017;71(2):151-4. PMID: 27477525 

73. Shore ND, Chowdhury S, Villers A, et al. Efficacy and safety of enzalutamide versus bicalutamide for patients with metastatic prostate 

cancer (TERRAIN): a randomised, double-blind, phase 2 study. Lancet Oncol. 2016;17(2):153-63. PMID: 26774508 

74. Penson DF, Armstrong AJ, Concepcion R, et al. Enzalutamide versus bicalutamide in castration-resistant prostate cancer: the STRIVE 

trial. J Clin Oncol. 2016;34(18):2098-106. PMID: 26811535 

75. Saad F, Efstathiou E, Attard G, et al. Apalutamide plus abiraterone acetate and prednisone versus placebo plus abiraterone and 

prednisone in metastatic, castration-resistant prostate cancer (ACIS): a randomised, placebo-controlled, double-blind, multinational, 

phase 3 study. Lancet Oncol. 2021;22(11):1541-59. PMID: 34600602 

76. Sartor AO, Tangen CM, Hussain MH, et al. Antiandrogen withdrawal in castrate-refractory prostate cancer: a Southwest Oncology Group 

trial (SWOG 9426). Cancer. 2008;112(11):2393-400. PMID: 18383517 

77. Dupont A, Gomez JL, Cusan L, et al. Response to flutamide withdrawal in advanced prostate cancer in progression under combination 

therapy. J Urol. 1993;150(3):908-13. PMID: 7688437 

78. Sweeney C, Bracarda S, Sternberg CN, et al. Ipatasertib plus abiraterone and prednisolone in metastatic castration-resistant prostate 

cancer (IPATential150): a multicentre, randomised, double-blind, phase 3 trial. Lancet. 2021;398(10295):131-42. PMID: 34246347 

79. Parker CC, Coleman RE, Sartor O, et al. Three-year safety of radium-223 dichloride in patients with castration-resistant prostate cancer 

and symptomatic bone metastases from phase 3 randomized Alpharadin in Symptomatic Prostate Cancer trial. Eur Urol. 2018;73(3):427-

35. PMID: 28705540 

80. Hoskin P, Sartor O, O'Sullivan JM, et al. Efficacy and safety of radium-223 dichloride in patients with castration-resistant prostate cancer 

and symptomatic bone metastases, with or without previous docetaxel use: a prespecified subgroup analysis from the randomised, 

double-blind, phase 3 ALSYMPCA trial. Lancet Oncol. 2014;15(12):1397-406. PMID: 25439694 

81. Sartor O, Coleman R, Nilsson S, et al. Effect of radium-223 dichloride on symptomatic skeletal events in patients with castration-resistant 

prostate cancer and bone metastases: results from a phase 3, double-blind, randomised trial. Lancet Oncol. 2014;15(7):738-46. PMID: 

24836273 

82. Nilsson S, Cislo P, Sartor O, et al. Patient-reported quality-of-life analysis of radium-223 dichloride from the phase III ALSYMPCA study. 

Ann Oncol. 2016;27(5):868-74. PMID: 26912557 

83. Chi KN, Rathkopf D, Smith MR, et al. Niraparib and abiraterone acetate for metastatic castration-resistant prostate cancer. J Clin Oncol. 

2023;41 (18):3339-51. PMID: 36952634 

84. Clarke NW, Armstrong AJ, Thiery-Vuillemin A, et al. Abiraterone and olaparib for metastatic castration-resistant prostate cancer. NEJM 

Evid. 2022;1(9):[16 p.]. PMID: none 

85. Agarwal N, Azad AA, Carles J, et al. Talazoparib plus enzalutamide in men with first-line metastatic castration-resistant prostate cancer 

(TALAPRO-2): a randomised, placebo-controlled, phase 3 trial. Lancet. 2023;402(10398):291-303. PMID: 37285865 

86. de Wit R, de Bono J, Sternberg CN, et al. Cabazitaxel versus abiraterone or enzalutamide in metastatic prostate cancer. N Engl J Med. 

2019;381(26):2506-18. PMID: 31566937 

87. Romero-Laorden N, Lozano R, Jayaram A, et al. Phase II pilot study of the prednisone to dexamethasone switch in metastatic castration-

resistant prostate cancer (mCRPC) patients with limited progression on abiraterone plus prednisone (SWITCH study). British Journal of 

Cancer. 2018;119(9):1052-9. PMID: 30131546 

88. Eisenberger M, Hardy-Bessard AC, Kim CS, et al. Phase III study comparing a reduced dose of cabazitaxel (20 mg/m2 ) and the currently 

approved dose (25 mg/m2) in postdocetaxel patients with metastatic castration-resistant prostate cancer-PROSELICA. J Clin Oncol. 

2017;35(28):3198-206. PMID: 28809610 

89. Fizazi K, Kramer G, Eymard JC, et al. Quality of life in patients with metastatic prostate cancer following treatment with cabazitaxel 

versus abiraterone or enzalutamide (CARD): an analysis of a randomised, multicentre, open-label, phase 4 study. Lancet Oncol. 

2020;21(11):1513-25. PMID: 32926841 

90. Fuxius S, Mueller A, Kleitz K, et al. Weekly docetaxel rechallenge in patients with hormone-resistant prostate cancer refractory to 

conventionally three weekly docetaxel. J Clin Oncol. 2010;28(15 Suppl):abstract e15004. PMID: none 

91. Merseburger AS, Attard G, Astrom L, et al. Continuous enzalutamide after progression of metastatic castration-resistant prostate cancer 

treated with docetaxel (PRESIDE): an international, randomised, phase 3b study. Lancet Oncol. 2022;23(11):1398-408. PMID: 36265504 

92. Ott PA, Bang YJ, Berton-Rigaud D, et al. Safety and antitumor activity of pembrolizumab in advanced programmed death ligand 1-

positive endometrial cancer: results from the KEYNOTE-028 Study. J Clin Oncol. 2017;35(22):2535-41. PMID: 28489510 



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 126 

93. Le DT, Uram JN, Wang H, et al. PD-1 blockade in tumors with mismatch-repair deficiency. N Engl J Med. 2015;372(26):2509-20. PMID: 

26028255 

94. Graff JN, Alumkal JJ, Drake CG, et al. Early evidence of anti-PD-1 activity in enzalutamide-resistant prostate cancer. Oncotarget. 

2016;7(33):52810-7. PMID: 27429197 

95. de Bono J, Mateo J, Fizazi K, et al. Olaparib for metastatic castration-resistant prostate cancer. N Engl J Med. 2020;382(22):2091-102. 

PMID: 32343890 

96. Hussain M, Mateo J, Fizazi K, et al. Survival with olaparib in metastatic castration-resistant prostate cancer. N Engl J Med. 

2020;383(24):2345-57. PMID: 32955174 

97. Thiery-Vuillemin A, de Bono J, Hussain M, et al. Pain and health-related quality of life with olaparib versus physician's choice of next-

generation hormonal drug in patients with metastatic castration-resistant prostate cancer with homologous recombination repair gene 

alterations (PROfound): an open-label, randomised, phase 3 trial. Lancet Oncol. 2022;23(3):393-405. PMID: 35157830 

98. Abida W, Campbell D, Patnaik A, et al. Preliminary results from the TRITON2 study of rucaparib in patients (pts) with DNA damage repair 

(DDR)-deficient metastatic castration-resistant prostate cancer (mCRPC): updated analyses. Ann Oncol. 2019;30 (Suppl 5):v327-v8. 

PMID: none 

99. Abida W, Campbell D, Patnaik A, et al. Non-BRCA DNA damage repair gene alterations and response to the PARP inhibitor rucaparib in 

metastatic castration-resistant prostate cancer: analysis from the phase II TRITON2 study. Clin Cancer Res. 2020;26(11):2487-96. PMID: 

32086346 

100. Fizazi K, Piulats JM, Reaume MN, et al. Rucaparib or physician's choice in metastatic prostate cancer. N Engl J Med. 2023;388(8):719-

32. PMID: 36795891 

101. Corn PG, Heath EI, Zurita A, et al. Cabazitaxel plus carboplatin for the treatment of men with metastatic castration-resistant prostate 

cancers: a randomised, open-label, phase 1-2 trial. Lancet Oncol. 2019;20(10):1432-43. PMID: 31515154 

102. Fizazi K, Shore N, Tammela TL, et al. Darolutamide in nonmetastatic, castration-resistant prostate cancer. N Engl J Med. 

2019;380(13):1235-46. PMID: 30763142 

103. Fizazi K, Shore N, Tammela TL, et al. Nonmetastatic, castration-resistant prostate cancer and survival with darolutamide. N Engl J Med. 

2020;383(11):1040-9. PMID: 32905676 

104. Hussain M, Fizazi K, Saad F, et al. Enzalutamide in men with nonmetastatic, castration-resistant prostate cancer. N Engl J Med. 

2018;378(26):2465-74. PMID: 29949494 

105. Tombal B, Saad F, Penson D, et al. Patient-reported outcomes following enzalutamide or placebo in men with non-metastatic, castration-

resistant prostate cancer (PROSPER): a multicentre, randomised, double-blind, phase 3 trial. Lancet Oncol. 2019;20(4):556-69. PMID: 

30770294 

106. Smith MR, Saad F, Chowdhury S, et al. Apalutamide treatment and metastasis-free survival in prostate cancer. N Engl J Med. 

2018;378(15):1408-18. PMID: 29420164 

107. Saad F, Cella D, Basch E, et al. Effect of apalutamide on health-related quality of life in patients with non-metastatic castration-resistant 

prostate cancer: an analysis of the SPARTAN randomised, placebo-controlled, phase 3 trial. Lancet Oncol. 2018;19(10):1404-16. PMID: 

30213449 

108. Small EJ, Saad F, Chowdhury S, et al. Apalutamide and overall survival in non-metastatic castration-resistant prostate cancer. Ann 

Oncol. 2019;30(11):1813-20. PMID: 31560066 

109. Shamash J, Powles T, Sarker SJ, et al. A multi-centre randomised phase III trial of dexamethasone vs dexamethasone and 

diethylstilbestrol in castration-resistant prostate cancer: immediate vs deferred diethylstilbestrol. British Journal of Cancer. 

2011;104(4):620-8. PMID: 21285990 

110. Oudard S, Fizazi K, Sengelov L, et al. Cabazitaxel versus docetaxel as first-line therapy for patients with metastatic castration-resistant 

prostate cancer: a randomized phase III trial-FIRSTANA. J Clin Oncol. 2017;35(28):3189-97. PMID: 28753384 

  



 Cancer Treatment Pathways 

 

© 2024 Carelon Medical Benefits Management. All rights reserved. Page 127 

Testicular Cancer (Germ Cell Tumors) Pathways 

Adjuvant Therapy 

• Stages II-IIIC and IS 

o Seminoma 

▪ BEP: bleomycin, etoposide, and cisplatin1  

▪ EP: etoposide and cisplatin2 

o Non-Seminoma after Retroperitoneal Lymph Node Dissection (RPLND) 

▪ EP: etoposide and cisplatin3, 4 

First Line of Therapy (1st Line) 

• Stages II-IIIA and IS 

o Seminoma and Non-Seminoma 

▪ BEP: bleomycin, etoposide, and cisplatin1,3-6 

▪ EP: etoposide and cisplatin2 

• Stages IIIB and IIIC 

o Seminoma with Good and Intermediate Risk* 

▪ BEP: bleomycin, etoposide, and cisplatin5 

o Seminoma with Good Risk 

▪ EP: etoposide and cisplatin2 

o Non-Seminoma 

▪ BEP: bleomycin, etoposide, and cisplatin5-9  

*  BEP is typically given for 3 cycles in good risk seminoma, and 4 cycles in intermediate risk.  

†  EP given for 4 cycles 
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Testicular Cancer (Germ Cell Tumors) References 
NCCN Practice Guidelines: Testicular Cancer 1.2023  

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Testicular Cancer V.1.2023.  

Available at: http://www.nccn.org. May 16,2023. ©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.  
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Uterine Cancer (Epithelial Carcinoma) Pathways 

Adjuvant or Primary Therapy 

• Stages III-IVA  

▪ Carboplatin, paclitaxel, and dostarlimab-gxly (Jemperli)1 

▪ Carboplatin, paclitaxel, and pembrolizumab2 

First Line of Therapy (1st Line) 

• Stages IVB and Recurrent 

▪ Cisplatin and doxorubicin (Adriamycin)3-5  

▪ Carboplatin, paclitaxel, and dostarlimab-gxly (Jemperli)1 

▪ Carboplatin, paclitaxel, and pembrolizumab2 
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