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Overview 

Cancer Therapy Pathways Program 

With the rapid approval of new therapies, along with the rising cost of cancer care, pathways serve  

a critical role in the delivery of high-quality and high-value cancer treatments while reducing an 

unwarranted variation in care.  

The Optum Cancer Therapy Pathways Program aims to improve quality and value in cancer care  

by identifying anti-cancer regimens supported by evidence-based guidelines to help reduce total  

cost of care and improve outcomes.  

The program’s regimens are selected on the basis of clinical benefit (efficacy) and side-effect profile 

(toxicity). Among regimens with comparable efficacy and toxicity, additional consideration is given  

to the frequency of hospitalizations during therapy, duration of therapy, drug costs and total cost  

of care. 

NOTE: This list of regimens and the drugs with in them are still subject to the relevant payer 
plan language and policy; inclusion here is not a guarantee that they will be authorized or 
reimbursed by an individual payer. 
 
Care decisions are between the physician and the patient. 

The Cancer Therapy Pathways Program is not a substitute for the experience and judgment of  

a physician or other health care professional. Any clinician participating in the program must use 

independent medical judgment in the context of individual clinical circumstances to determine  

any patient’s care or treatment. Care decisions are between the physician and patient. 
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B-Cell Lymphomas 

Diffuse Large B-Cell Lymphoma (include histological transformation  
and follicular grade 3 (high-grade))** 

1st Line of Therapy 

• Rituximab-CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone) 

• Rituximab-mini-CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone) 

• Rituximab-DA-EPOCH (Etoposide, Prednisone, Vincristine, Cyclophosphamide, Doxorubicin)  
(For Primary Mediastinal B-Cell Lymphoma (PMBCL) Only) 

2nd and Subsequent Lines of Therapy 

• Rituximab ± GDP (Gemcitabine, Dexamethasone, Cisplatin or Carboplatin) 

• Rituximab ± ICE (Ifosfamide, Carboplatin, Etoposide) 

• Rituximab ± DHAP (Dexamethasone, Cisplatin, Cytarabine) 

Diffuse Large B-Cell Lymphoma with translocations of MYC and BCL2 
and/or BCL6 (double-/triple-hit lymphoma)** 

• Rituximab-DA-EPOCH (Etoposide, Prednisone, Vincristine, Cyclophosphamide, Doxorubicin)  

**Therapies that are administered at Centers of Excellence, including stem cell transplant or CAR T-

cell therapy, are not included in pathways. Patients eligible for transplant or CAR T-cell therapy 

should be referred appropriately for evaluation. 
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Follicular Lymphoma (Grade 1–2)** 

1st Line of Therapy 

• Bendamustine + Rituximab (BR) 

• Rituximab (weekly for 4 doses) 

2nd and Subsequent Lines of Therapy  

• Bendamustine + Rituximab (BR) 

• CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone) + Rituximab 

• CVP (Cyclophosphamide, Vincristine, Prednisone) + Rituximab 

• Rituximab  

• Bendamustine + Obinutuzumab (rituximab refractory disease only) 

** Therapies that are administered at Centers of Excellence, including stem cell transplant  

or CAR T-cell therapy, are not included in pathways. Patients eligible for transplant or  

CAR T-cell therapy should be referred appropriately for evaluation. 
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Mantle Cell Lymphoma** 

1st Line of Therapy 

• Nordic Regimen (Dose-Intensified Induction Immunochemotherapy with Rituximab + 
Cyclophosphamide, Vincristine, Doxorubicin, Prednisone [Maxi-CHOP]) Alternating with 
Rituximab + High-Dose Cytarabine  

• Hyper-CVAD (Cyclophosphamide, Vincristine, Doxorubicin and Dexamethasone Alternating  
with High-Dose Methotrexate and Cytarabine) + Rituximab 

• Bendamustine + Rituximab 

• VR-CAP (Bortezomib, Rituximab, Cyclophosphamide, Doxorubicin and Prednisone) 

Maintenance After 1st Line of Therapy 

• Rituximab 

2nd Line of Therapy 

• Bendamustine + Rituximab (BR) 

• Acalabrutinib 

• Ibrutinib 

• Zanubrutinib 

3rd and Subsequent Lines of Therapy 

• Bendamustine + Rituximab (BR) 

• Acalabrutinib 

• Ibrutinib 

• Zanubrutinib 

** Therapies that are administered at Centers of Excellence, including stem cell transplant  

or CAR T-cell therapy, are not included in pathways. Patients eligible for transplant or  

CAR T-cell therapy should be referred appropriately for evaluation. 
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Marginal Zone Lymphoma** 

1st Line of Therapy 

• Antimicrobial therapy as indicated (e.g. H. Pylori eradication therapy (for Gastric MALT only)) 

• Bendamustine + Rituximab (BR) 

• Rituximab (weekly for 4 doses) 

2nd and Subsequent Lines of Therapy (Non-Refractory Disease) 

• Bendamustine + Rituximab (BR) 

• CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone) + Rituximab 

• CVP (Cyclophosphamide, Vincristine, Prednisone) + Rituximab 

• Rituximab 

• Bendamustine + Obinutuzumab (rituximab refractory disease) 

** Therapies that are administered at Centers of Excellence, including stem cell transplant  

or CAR T-cell therapy, are not included in pathways. Patients eligible for transplant or  

CAR T-cell therapy should be referred appropriately for evaluation. 
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Biliary Tract Cancers  
(Gallbladder, Intrahepatic and  
Extrahepatic Cholangiocarcinoma)  

Adjuvant Therapy  

• Capecitabine 

Unresectable/Metastatic 

1st Line of Therapy 

• Gemcitabine + Cisplatin 

2nd and Subsequent Lines of Therapy 

• Fluorouracil/Leucovorin + Oxaliplatin (FOLFOX) 

• Ivosidenib (in IDH1 Mutation Cholangiocarcinoma) 
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Bladder Cancer  

Non-Muscle Invasive, Neoadjuvant/Adjuvant  

• Intravesical BCG (Bacillus Calmette-Guerin) 

• Intravesical Gemcitabine  

 

Non-Muscle Invasive, Maintenance 

• Intravesical BCG (Bacillus Calmette-Guerin) 

 

Muscle Invasive, Neoadjuvant/Adjuvant  

• Gemcitabine + Cisplatin 

• Nivolumab PD-L1 ≥ 1% (high-risk, adjuvant only) 

Radiosensitizing Chemotherapy for Organ-Preserving 
Chemoradiation 

• Cisplatin + Fluorouracil (5FU) 

• Gemcitabine  

Locally Advanced or Metastatic 

1st Line of Therapy 

• Gemcitabine + Cisplatin or Carboplatin  

Maintenance Post 1st Line of Therapy and No Progression 

• Avelumab  

2nd and Subsequent Lines of Therapy 

• Gemcitabine + Cisplatin or Carboplatin (if platinum-based therapy not used previously) 

• Enfortumab Vedotin-ejfv (if not previously used) 

• Erdafinitib (FGFR 3 mutations)  

Any of the following 

• Pembrolizumab (if IO not used previously) 

• Nivolumab (if IO not used previously) 

• Avelumab (if IO not used previously) 
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Breast Cancer 

Neoadjuvant/Adjuvant  

HER2 Negative: 

• Doxorubicin + Cyclophosphamide (dose dense) → Paclitaxel weekly (ddAC → weekly T) 

• Doxorubicin + Cyclophosphamide (dose dense) → Paclitaxel every 2 weeks (ddAC → q2w T) 

• Docetaxel + Cyclophosphamide (TC)  

• Olaparib (for BRCA 1/2 mutation positive; adjuvant therapy only) 

• Preoperative Pembrolizumab + Carboplatin + Paclitaxel, followed by Pembrolizumab + 
Cyclophosphamide + Doxorubicin, followed by adjuvant Pembrolizumab (for high-risk TNBC, 
stage II-III, only) 

• Preoperative Pembrolizumab + Carboplatin + Paclitaxel, followed by Pembrolizumab + 
Cyclophosphamide + Epirubicin, followed by adjuvant Pembrolizumab (for high-risk TNBC, stage 
II-III, only) 

HER2 Positive: 

• Doxorubicin + Cyclophosphamide → Paclitaxel weekly + Trastuzumab (AC → TH) 

• Docetaxel + Carboplatin + Trastuzumab (TCH) 

• Paclitaxel + Trastuzumab 

Adjuvant (Residual Disease Post-Neoadjuvant Treatment) 

Triple negative breast cancer (TNBC): 

• Capecitabine 

HER2 Positive (to completion of 1 yr of HER2 therapy): 

• Ado-trastuzumab Emtansine (T-DM1)  

• Trastuzumab  

Adjuvant (No Residual Disease Post-Neoadjuvant Treatment) 

HER2 Positive: 

• Trastuzumab to completion 1 yr of HER2 therapy 

Metastatic and Recurrent — Endocrine Therapy  

HER2 Negative: 1st Line of Therapy 

• Fulvestrant + Anastrozole 
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• Fulvestrant + Letrozole 

• Anastrozole + Palbociclib 

• Letrozole + Palbociclib 

• Exemestane + Palbociclib 

• Anastrozole + Abemaciclib 

• Letrozole + Abemaciclib 

• Exemestane + Abemaciclib 

• Anastrozole + Ribociclib 

• Letrozole + Ribociclib 

• Exemestane + Ribociclib 

HER2 Negative: 1st + Subsequent Lines of Therapy 

• Anastrozole 

• Letrozole 

• Exemestane 

• Tamoxifen 

• Fulvestrant  

HER2 Negative: 2nd + Subsequent Lines of Therapy 

• Anastrozole 

• Letrozole 

• Exemestane 

• Tamoxifen 

• Fulvestrant  

• Fulvestrant + Palbociclib 

• Fulvestrant + Abemaciclib 

• Fulvestrant + Ribociclib 

HER2 positive: 1st + Subsequent Lines of Therapy 

• Anastrozole + Trastuzumab 

• Letrozole + Trastuzumab 

• Exemestane + Trastuzumab 

• Anastrozole + Lapatinib 

• Letrozole + Lapatinib 

• Exemestane + Lapatinib 

Metastatic and Recurrent — Chemotherapy  
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HER2 Negative: 1st + Subsequent Lines of Therapy 

• Doxorubicin 

• Paclitaxel  

• Docetaxel 

• Capecitabine 

• Gemcitabine 

• Vinorelbine 

• Olaparib or talzoparib (Germline BRCA 1/2 Mutation Positive) 

• Fam-trastuzumab deruxtecan--nxki (For patients with tumors that are HER2 IHC 1+ or 2+ and 
ISH negative, who have received at least 1 prior line of chemotherapy for metastatic disease and, 
if tumor is HR+, are refractory to endocrine therapy.) 

HER2 Negative: 3rd + Subsequent Lines of Therapy 

• Sacituzumab Govitecan-hziy (HR+, HER 2 negative) 

HER2 Negative, Triple Negative Breast Cancer (TNBC): 1st Line and Subsequent Lines of 
Therapy 

• Cisplatin or Carboplatin (PD-L1 CPS < 10 and germline BRCA 1/2 mutation) 

• Pembrolizumab + Paclitaxel (CPS ≥ 10) 

• Pembrolizumab + Gemcitabine + Carboplatin (CPS ≥ 10) 

• Sacituzumab Govitecan-hziy (after 2 prior therapies for metastatic disease) 

HER2 Positive: 1st Line of Therapy 

• Docetaxel + Trastuzumab + Pertuzumab 

• Paclitaxel + Trastuzumab + Pertuzumab  

HER2 Positive: 2nd Line of Therapy 

• Ado-Trastuzumab Emtansine (T-DM1) 

• Fam-trastuzumab deruxtecan-nxki 

• Tucatinib + trastuzumab + capecitabine (In patients with CNS involvement) 

HER2 Positive: 3rd + Subsequent Lines of therapy 

• Tucatinib + trastuzumab + capecitabine  

• Ado-Trastuzumab Emtansine (T-DM1) 

HER2 Positive: 4th + Subsequent Lines of therapy 

• Paclitaxel + Trastuzumab 

• Vinorelbine + Trastuzumab 

• Gemcitabine + Trastuzumab 
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• Capecitabine + Trastuzumab 
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Colon/Rectal Cancer 

Adjuvant  

• Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) 

• Capecitabine + Oxaliplatin (CAPEOX) 

• Fluorouracil (5-FU)/Leucovorin  

Metastatic — pMMR/ MSI-S 

RAS/BRAF Wild Type or Mutant or Unknown 

1st and Subsequent Lines of Therapy  

• Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) +/- Bevacizumab 

• Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) +/- Bevacizumab 

• Fluorouracil + Leucovorin +/- Bevacizumab 

• Capecitabine 

2nd and Subsequent Lines of Therapy 

• Encorafenib + Cetuximab* (BRAF V600E mut+) 

• Encorafenib + Panitumumab* (BRAF V600E mut+) 

*If no prior progression on KRAS/NRAS/BRAF WT therapy 

3rd and Subsequent Lines of Therapy 

• Trifluridine + Tipiracil + Bevacizumab  

RAS/BRAF Wild Type 

1st Line Left-sided Tumor Only and Subsequent Lines of Therapy Regardless of Tumor 
Location 

• Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) + Cetuximab* 

• Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) + Cetuximab* 

• Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) + Panitumumab* 

• Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) + Panitumumab*  

Metastatic — dMMR/ MSI-H 

RAS/BRAF Wild Type or Mutant or Unknown 
 
1st Line of Therapy 

• Pembrolizumab# 
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# If no prior progression on immunotherapy therapy 

 

2nd and Subsequent Lines of Therapy 

• FOLFOX +/- Bevacizumab 

• FOLFIRI +/- Bevacizumab 

• 5-FU + Leucovorin +/- Bevacizumab 

• Capecitabine 

• Encorafenib + Cetuximab* (BRAF V600E mut+) 

• Encorafenib + Panitumumab* (BRAF V600E mut+) 

3rd and Subsequent Lines of Therapy 

• Trifluridine + Tipiracil + Bevacizumab  

RAS/BRAF Wild Type 

2nd and Subsequent Lines of Therapy 

• FOLFOX + Cetuximab* 

• FOLFIRI + Cetuximab* 

• FOLFOX + Panitumumab* 

• FOLFIRI + Panitumumab*  

* If no prior progression on KRAS/NRAS/BRAF WT therapy 

References: 

1. National Cancer Institute. Cancer Statistics. Retrieved from 

seer.cancer.gov/statfacts/html/colorect.html 

2. National Comprehensive Cancer Network. Colon Cancer (V5.2024, August 22, 2024). 

Accessed September 2024. https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf 

3. National Comprehensive Cancer Network. Rectal Cancer (V4.2024, August 22, 2024). 

Accessed September 2024. https://www.nccn.org/professionals/physician_gls/pdf/rectal.pdf 

4. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology. 

Colon Cancer (V2.2023, April 25, 2023). Accessed August 2023. 

https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf 

5. National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines in Oncology. 

Rectal Cancer (V4.2023, July 25, 2023). Accessed August 2023. 

https://www.nccn.org/professionals/physician_gls/pdf/rectal.pdf 

6. Andre, T, Boni C, Mounedji-Boudiaf L., et al. Oxaliplatin, Fluorouracil and Leucovorin as 

Adjuvant Treatment for Colon Cancer. N Engl J Med. 2004; 350:2343-2351. Retrieved from 

pubmed.ncbi.nlm.nih.gov/15175436 

7. Andre T, Boni C, Navarro M, et al. Improved Overall Survival with Oxaliplatin, Fluorouracil, and 

Leucovorin as Adjuvant Treatment in Stage II or III Colon Cancer in the MOSAIC Trial. J Clin 

Oncol. 2009; 27(19): 3109-3116. Retrieved from pubmed.ncbi.nlm.nih.gov/19451431 

https://seer.cancer.gov/statfacts/html/colorect.html
https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf
https://www.nccn.org/professionals/physician_gls/pdf/rectal.pdf
https://www.nccn.org/professionals/physician_gls/pdf/colon.pdf


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   60 

8. Andre, T., de Gramont, A., Vemerey, D., et al. Adjuvant Fluorouracil, Leucovorin, and 

Oxaliplatin in Stage II to III Colon Cancer: Updated 10-Year Survival and Outcomes According 

to BRAF Mutation and Mismatch Repair Status of the MOSAIC Study. J Clin Oncol. 2015; 

33(35): 4176-4187 

9. Haller, D.G., Tabernero, J., Maroun, J., et al. Capecitabine Plus Oxaliplatin Compared with 

Fluorouracil and Folinic Acid as Adjuvant Therapy for Stage III Colon Cancer. J Clin Oncol. 

2011; 29: 1465-1471. Retrieved from pubmed.ncbi.nlm.nih.gov/21383294 

10. Schmoll, H.J., Cartwright, T., Tabernero, J., et al. Phase III Trial of Capecitabine Plus 

Oxaliplatin as Adjuvant Therapy for Stage III Colon Cancer: A Planned Safety Analysis in 

1,864 Patients. J Clin Oncol. 2007; 25: 102-109. Retrieved from 

pubmed.ncbi.nlm.nih.gov/17194911 

11. Twelves, C., Wong, A., Nowacki, M.P., et al. Capecitabine as Adjuvant Treatment for Stage III 

Colon Cancer. N Engl J Med. 2005; 352:2696-2704. Retrieved from 

pubmed.ncbi.nlm.nih.gov/15987918 

12. Grothy, A., Sobrero, A.F., Shields, A.F., et al. Duration of Adjuvant Chemotherapy for Stage III 

Colon Cancer. N Engl J Med. 2018; 378: 1177-1188. Retrieved from 

nejm.org/DOI/full/10.1056/NEJMoa1713709 

13. Amlani, A., Kumar, A., Ruan, J., Cheung, W.Y. Compliance with Adjuvant Capecitabine in 

Patients with Stage II and III Colon Cancer: Comparison of Administrative Versus Medical 

Record Data. Cancer Medicine 2016; 5(8): 1776-1782. Retrieved from 

pubmed.ncbi.nlm.nih.gov/27228415 

14. Colucci, G., Gebbia, V., Paoletti, G., et al. (2005, Aug. 1). Phase III Randomized Trial of 

FOLFIRI Versus FOLFOX4 in the Treatment of Advanced Colorectal Cancer: A Multicenter 

Study of the Gruppo Oncologico Dell’Italia Meridionale. Retrieved from 

ncbi.nlm.nih.gov/pubmed/15939922 

15. Tournigand, C., André, T., Achille, E., et al. (2004, Jan. 15). FOLFIRI Followed by FOLFOX6 

or the Reverse Sequence in Advanced Colorectal Cancer: A Randomized GERCOR Study. 

Retrieved from ncbi.nlm.nih.gov/pubmed/14657227 

16. Maindrault-Goebel, F., de Gramont, A., Louvet, C., et al. (November 2000). Evaluation of 

Oxaliplatin Dose Intensity in Bimonthly Leucovorin and 48-Hour 5-Fluorouracil Continuous 

Infusion Regimens (FOLFOX) in Pretreated Metastatic Colorectal Cancer. Oncology 

Multidisciplinary Research Group (GERCOR). Retrieved from 

ncbi.nlm.nih.gov/pubmed/11142489 

17. Emmanouilides, C., Sfakiotaki, G., Androulakis, N., et al. (2007, May 30). Front-Line 

Bevacizumab in Combination with Oxaliplatin, Leucovorin and 5-Fluorouracil (FOLFOX) in 

Patients with Metastatic Colorectal Cancer: A Multicenter Phase II Study. Retrieved from 

ncbi.nlm.nih.gov/pubmed/17537235 

18. Yamazaki, K., Nagase, M., Tamagawa, H., et al. (August 2016). Randomized Phase III Study 

of Bevacizumab Plus FOLFIRI and Bevacizumab Plus mFOLFOX6 as First-Line Treatment for 

Patients with Metastatic Colorectal Cancer (WJOG4407G). Retrieved from 

ncbi.nlm.nih.gov/pubmed/27177863 

19. Porschen, R., Arkenau, H.T., Kubicka, S., et al. (2007, Sept. 20). Phase III Study of 

Capecitabine Plus Oxaliplatin Compared with Fluorouracil and Leucovorin Plus Oxaliplatin in 

Metastatic Colorectal Cancer: A Final Report of the AIO Colorectal Study Group. Retrieved 

from ncbi.nlm.nih.gov/pubmed/17548840 

20. Cassidy, J., Clarke, S., Díaz-Rubio, E., et al. (2008, April 20). Randomized Phase III Study of 

Capecitabine Plus Oxaliplatin Compared with Fluorouracil/Folinic Acid Plus Oxaliplatin as First-

https://www.ncbi.nlm.nih.gov/pubmed/15939922
https://www.ncbi.nlm.nih.gov/pubmed/14657227
https://www.ncbi.nlm.nih.gov/pubmed/11142489
https://www.ncbi.nlm.nih.gov/pubmed/17537235


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   61 

Line Therapy for Metastatic Colorectal Cancer. Retrieved from 

ncbi.nlm.nih.gov/pubmed/18421053 

21. Saltz, L.B., Clarke, S., Díaz-Rubio, E., et al. (2008, April 20). Bevacizumab in Combination with 

Oxaliplatin-Based Chemotherapy as First-Line Therapy in Metastatic Colorectal Cancer: A 

Randomized Phase III Study. Retrieved from ncbi.nlm.nih.gov/pubmed/18421054 

22. Schmiegel, W., Reinacher-Schick, A., Arnold, D., et al. (June 2013). Capecitabine/Irinotecan or 

Capecitabine/Oxaliplatin in Combination with Bevacizumab Is Effective and Safe as First-Line 

Therapy for Metastatic Colorectal Cancer: A Randomized Phase II Study of the AIO Colorectal 

Study Group. Retrieved from ncbi.nlm.nih.gov/pubmed/23463625 

23. Colucci, G., Gebbia, V., Paoletti, G., et al. (2005, Aug. 1). Phase III Randomized Trial of 

FOLFIRI Versus FOLFOX4 in the Treatment of Advanced Colorectal Cancer: A Multicenter 

Study of the Gruppo Oncologico Dell’Italia Meridionale. Retrieved from 

ncbi.nlm.nih.gov/pubmed/15939922 

24. Fuchs, C.S., Marshall, J., Mitchell, E., et al. (2007, Oct. 20). Randomized, Controlled Trial of 

Irinotecan Plus Infusional, Bolus, or Oral Fluoropyrimidines in First-Line Treatment of 

Metastatic Colorectal Cancer: Results from the BICC-C Study. Retrieved from 

ncbi.nlm.nih.gov/pubmed/17947725 

25. Van Cutsem, E., Tabernero, J., Lakomy, R., et al. (2012, Oct. 1). Addition of Aflibercept to 

Fluorouracil, Leucovorin and Irinotecan Improves Survival in a Phase III Randomized Trial in 

Patients with Metastatic Colorectal Cancer Previously Treated with an Oxaliplatin-Based 

regimen. Retrieved from ncbi.nlm.nih.gov/pubmed/22949147 

26. Tabernero, J., Van Cutsem, E., Lakomý, R., et al. (January 2014). Aflibercept Versus Placebo 

in Combination with Fluorouracil, Leucovorin and Irinotecan in the Treatment of Previously 

Treated Metastatic Colorectal Cancer: Pre-Specified Subgroup Analyses From the VELOUR 

Trial. Retrieved from ncbi.nlm.nih.gov/pubmed/24140268 

27. Tabernero, J., Yoshino, T., Cohn, A.L., et al. (May 2015). 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. 

Retrieved from ncbi.nlm.nih.gov/pubmed/25877855 

28. Falcone, A., Ricci, S., Brunetti, I., et al. (2007, May 1). Phase III Trial of Infusional Fluorouracil, 

Leucovorin, Oxaliplatin and Irinotecan (FOLFOXIRI) Compared with Infusional Fluorouracil, 

Leucovorin and Irinotecan (FOLFIRI) as First-Line Treatment for Metastatic Colorectal Cancer: 

The Gruppo Oncologico Nord Ovest. Retrieved from ncbi.nlm.nih.gov/pubmed/17470860 

29. Souglakos, J., Androulakis, N., Syrigos, K., et al. (2006, March 27). FOLFOXIRI (Folinic Acid, 

5-Fluorouracil, Oxaliplatin and Irinotecan) vs. FOLFIRI (Folinic Acid, 5-Fluorouracil and 

Irinotecan) as First-Line Treatment in Metastatic Colorectal Cancer (MCC): A Multicentre 

Randomised Phase III Trial from the Hellenic Oncology Research Group (HORG). Retrieved 

from ncbi.nlm.nih.gov/pubmed/16508637 

30. Loupakis, F., Cremolini, C., Masi, G., et al. (October 2014). Initial Therapy with FOLFOXIRI 

and Bevacizumab for Metastatic Colorectal Cancer. Retrieved from Initial Therapy with 

FOLFOXIRI and Bevacizumab for Metastatic Colorectal Cancer. Retrieved from 

pubmed.ncbi.nlm.nih.gov/25337750 

31. Cremolini, C., Loupakis, F., Antoniotti, C., et al. (October 2015). FOLFOXIRI Plus 

Bevacizumab Versus FOLFIRI Plus Bevacizumab as First-Line Treatment of Patients with 

Metastatic Colorectal Cancer: Updated Overall Survival and Molecular Subgroup Analyses of 

the Open-Label, Phase 3 TRIBE Study. Retrieved from ncbi.nlm.nih.gov/pubmed/26338525 

https://www.ncbi.nlm.nih.gov/pubmed/18421053
https://www.ncbi.nlm.nih.gov/pubmed/18421054
https://www.ncbi.nlm.nih.gov/pubmed/15939922
https://www.ncbi.nlm.nih.gov/pubmed/22949147
https://www.ncbi.nlm.nih.gov/pubmed/24140268
https://www.ncbi.nlm.nih.gov/pubmed/25877855
https://www.ncbi.nlm.nih.gov/pubmed/16508637


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   62 

32. Cremolini, C., Loupakis, F., Masi, G., et al. (May 2016). FOLFOXIRI or FOLFOXIRI Plus 

Bevacizumab as First-Line Treatment of Metastatic Colorectal Cancer: A Propensity Score-

Adjusted Analysis From Two Randomized Clinical Trials. Retrieved from 

ncbi.nlm.nih.gov/pubmed/26861604 

33. Van Cutsem, E., Hoff, P.M., Harper, P., et al. (2004, March 22). Oral Capecitabine vs. 

Intravenous 5-Fluorouracil and Leucovorin: Integrated Efficacy Data and Novel Analyses From 

Two Large, Randomised, Phase III Trials. Retrieved from 

ncbi.nlm.nih.gov/pubmed/?term=15026800 

34. Cunningham, D., Lang, I., Marcuello, E., et al. (October 2013). Bevacizumab Plus 

Capecitabine Versus Capecitabine Alone in Elderly Patients with Previously Untreated 

Metastatic Colorectal Cancer (AVEX): An Open-Label, Randomised Phase 3 Trial. Retrieved 

from ncbi.nlm.nih.gov/pubmed/24028813 

35. Fuchs, C.S., Moore, M.R., Harker, G., et al. (2003, March 1). Phase III Comparison of Two 

Irinotecan Dosing Regimens in Second-Line Therapy of Metastatic Colorectal Cancer. 

Retrieved from ncbi.nlm.nih.gov/pubmed/12610178 

36. Pitot, H.C., Wender, D.B., O’Connell, M.J., et al. (August 1997). Phase II Trial of Irinotecan in 

Patients with Metastatic Colorectal Carcinoma. Retrieved from 

ascopubs.org/DOI/pdfdirect/10.1200/JCO.1997.15.8.2910 

37. Kuramochi, H., Ando, M., Itabashi, M., et al. (March 2017). Phase II Study of Bevacizumab and 

Irinotecan as Second-Line Therapy for Patients with Metastatic Colorectal Cancer Previously 

Treated with Fluoropyrimidines, Oxaliplatin and Bevacizumab. Retrieved from 

ncbi.nlm.nih.gov/pubmed/28213683 

38. de Gramont, A., Figer, A., Seymour, M., et al. (August 2000). Leucovorin and Fluorouracil with 

or without Oxaliplatin as First-Line Treatment in Advanced Colorectal Cancer. Retrieved from 

ncbi.nlm.nih.gov/pubmed/10944126 

39. Hurwitz, H.I., Fehrenbacher, L., Hainsworth, J.D., et al. (2005, May 20). Bevacizumab in 

Combination with Fluorouracil and Leucovorin: An Active Regimen for First-Line Metastatic 

Colorectal Cancer. Retrieved from ncbi.nlm.nih.gov/pubmed/15908660 

40. Grothey, A., Van Cutsem, E., Sobrero, A., et al. (2013, Jan. 26). Regorafenib Monotherapy for 

Previously Treated Metastatic Colorectal Cancer (CORRECT): An International, Multicentre, 

Randomised, Placebo-Controlled, Phase 3 Trial. Retrieved from 

ncbi.nlm.nih.gov/pubmed/23177514 

41. Mayer, R.J., Van Cutsem, E., Falcone, A., et al. (2015, May 14). Randomized Trial of TAS-102 

for Refractory Metastatic Colorectal Cancer. Retrieved from 

ncbi.nlm.nih.gov/pubmed/25970050 

42. Bennouna, J., Sastre, J., Arnold, D., et al. (January 2013). Continuation of Bevacizumab After 

First Progression in Metastatic Colorectal Cancer (ML18147): A Randomised Phase 3 Trial. 

Retrieved from ncbi.nlm.nih.gov/pubmed/23168366 

43. Qin, S., Li, J., Wang, L., et al. (2018, Oct. 20). Efficacy and Tolerability of First-Line Cetuximab 

Plus Leucovorin, Fluorouracil and Oxaliplatin (FOLFOX-4) Versus FOLFOX-4 in Patients with 

RAS Wild-Type Metastatic Colorectal Cancer: The Open-Label, Randomized, Phase III 

TAILOR Trial. Retrieved from ncbi.nlm.nih.gov/pubmed/30199311 

44. Bokemeyer, C., Bondarenko, I., Makhson, A., et al. (2009, Feb. 10). Fluorouracil, Leucovorin 

and Oxaliplatin with and without Cetuximab in the First-Line Treatment of Metastatic Colorectal 

Cancer. Retrieved from ncbi.nlm.nih.gov/pubmed/19114683 

45. Douillard, J.Y., Siena, S., Cassidy, J., et al. (2010, Nov. 1). Randomized, Phase III Trial of 

Panitumumab with Infusional Fluorouracil, Leucovorin and Oxaliplatin (FOLFOX4) Versus 

https://www.ncbi.nlm.nih.gov/pubmed/24028813
https://www.ncbi.nlm.nih.gov/pubmed/12610178
https://www.ncbi.nlm.nih.gov/pubmed/28213683
https://www.ncbi.nlm.nih.gov/pubmed/10944126
https://www.ncbi.nlm.nih.gov/pubmed/25970050
https://www.ncbi.nlm.nih.gov/pubmed/23168366
https://www.ncbi.nlm.nih.gov/pubmed/30199311
https://www.ncbi.nlm.nih.gov/pubmed/19114683


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   63 

FOLFOX4 Alone as First-Line Treatment in Patients with Previously Untreated Metastatic 

Colorectal Cancer: The PRIME Study. Retrieved from ncbi.nlm.nih.gov/pubmed/20921465 

46. Rivera, F., Karthaus, M., Hecht, J.R., et al. (August 2017). Final Analysis of the Randomised 

PEAK Trial: Overall Survival and Tumour Responses During First-Line Treatment with 

mFOLFOX6 Plus Either Panitumumab or Bevacizumab in Patients with Metastatic Colorectal 

Carcinoma. Retrieved from ncbi.nlm.nih.gov/pubmed/28424871 

47. Heinemann, V., von Weikersthal, L.F., Decker, T., et al. (September 2014). FOLFIRI Plus 

Cetuximab Versus FOLFIRI Plus Bevacizumab as First-Line Treatment for Patients with 

Metastatic Colorectal Cancer (FIRE-3): A Randomised, Open-Label, Phase 3 Trial. Retrieved 

from ncbi.nlm.nih.gov/pubmed/25088940 

48. Peeters, M., Price, T.J., Cervantes, A., et al. (2010, Nov. 1). Randomized Phase III Study of 

Panitumumab with Fluorouracil, Leucovorin and Irinotecan (FOLFIRI) Compared with FOLFIRI 

Alone as Second-Line Treatment in Patients with Metastatic Colorectal Cancer. Retrieved from 

ncbi.nlm.nih.gov/pubmed/20921462 

49. Hecht, J.R., Cohn, A., Dakhil, S., et al. (June 2015). SPIRITT: A Randomized, Multicenter, 

Phase II Study of Panitumumab with FOLFIRI and Bevacizumab with FOLFIRI as Second-Line 

Treatment in Patients with Unresectable Wild Type KRAS Metastatic Colorectal Cancer. 

Retrieved from ncbi.nlm.nih.gov/pubmed/25982297 

50. Cunningham, D., Humblet, Y., Siena, S., et al. (2004, July 22). Cetuximab Monotherapy and 

Cetuximab Plus Irinotecan in Irinotecan-Refractory Metastatic Colorectal Cancer. Retrieved 

from ncbi.nlm.nih.gov/pubmed/15269313 

51. André, T., Blons, H., Mabro, M., et al. (February 2013). Panitumumab Combined with 

Irinotecan for Patients with KRAS Wild-Type Metastatic Colorectal Cancer Refractory to 

Standard Chemotherapy:  

A GERCOR Efficacy, Tolerance and Translational Molecular Study. Retrieved from 

ncbi.nlm.nih.gov/pubmed/23041588 

52. Nishi, T., Hamamoto, Y., Nagase, M., et al. (June 2016). Phase II Trial of Panitumumab with 

Irinotecan as Salvage Therapy for Patients with Advanced or Recurrent Colorectal Cancer 

(TOPIC study). Retrieved from ncbi.nlm.nih.gov/pmc/articles/PMC4888220 

53. Seymour, M.T., Brown, S.R., Middleton, G., et al. (July 2013). Panitumumab and Irinotecan 

Versus Irinotecan Alone for Patients with KRAS Wild Type, Fluorouracil-Resistant Advanced 

Colorectal Cancer (PICCOLO): A Prospectively Stratified Randomised Trial. Retrieved from 

ncbi.nlm.nih.gov/pubmed/?term=23725851 

54. Cunningham, D., Humblet, Y., Siena, S., et al. (2004, July 22). Cetuximab Monotherapy and 

Cetuximab Plus Irinotecan in Irinotecan-Refractory Metastatic Colorectal Cancer. Retrieved 

from ncbi.nlm.nih.gov/pubmed/15269313 

55. Jonker, D.J., O’Callaghan, C.J., Karapetis, C.S., et al. (2007, Nov. 15). Cetuximab for the 

Treatment of Colorectal Cancer. Retrieved from ncbi.nlm.nih.gov/pubmed/18003960 

56. Price, T.J., Peeters, M., Kim, T.W., et al. (May 2014). Panitumumab Versus Cetuximab in 

Patients with Chemotherapy-Refractory Wild-Type KRAS Exon 2 Metastatic Colorectal Cancer 

(ASPECCT): A Randomised, Multicentre, Open-Label, Non-Inferiority Phase 3 Study. 

Retrieved from ncbi.nlm.nih.gov/pubmed/24739896 

57. Van Cutsem, E., Peeters, M., Siena, S., et al. (2007, May 1). Open-Label Phase III Trial of 

Panitumumab Plus Best Supportive Care Compared with Best Supportive Care Alone in 

Patients with Chemotherapy-Refractory Metastatic Colorectal Cancer. Retrieved from 

ncbi.nlm.nih.gov/pubmed/17470858 

https://www.ncbi.nlm.nih.gov/pubmed/20921465
https://www.ncbi.nlm.nih.gov/pubmed/28424871
https://www.ncbi.nlm.nih.gov/pubmed/25982297
https://www.ncbi.nlm.nih.gov/pubmed/15269313
https://www.ncbi.nlm.nih.gov/pubmed/17470858


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   64 

58. Venook, A.P., Niedzwiecki, D., Lenz, H.J., et al. (2017, June 20). Effect of First-Line 

Chemotherapy Combined with Cetuximab or Bevacizumab on Overall Survival in Patients with 

KRAS Wild-Type Advanced or Metastatic Colorectal Cancer: A Randomized Clinical Trial. 

Retrieved from ncbi.nlm.nih.gov/pubmed/28632865 

59. Bennouna, J., Hiret, S., Bertaut, A., et al. (2019, Jan. 1). Continuation of Bevacizumab vs. 

Cetuximab Plus Chemotherapy After First Progression in KRAS Wild-Type Metastatic 

Colorectal Cancer: The UNICANCER PRODIGE18 Randomized Clinical Trial. Retrieved from 

ncbi.nlm.nih.gov/pubmed/30422156 

60. Shitara, K., Yonesaka, K., Denda, T., et al. (December 2016). Randomized Study of FOLFIRI 

Plus Either Panitumumab or Bevacizumab for Wild-Type KRAS Colorectal Cancer – WJOG 

6210G. Retrieved from ncbi.nlm.nih.gov/pubmed/27712015 

61. Zheng, B., Wang, X., Wei, M., et al. (2019, March 28). First-Line Cetuximab Versus 

Bevacizumab for RAS and BRAF Wild-Type Metastatic Colorectal Cancer: A Systematic 

Review and Meta-Analysis. Retrieved from ncbi.nlm.nih.gov/pubmed/30922269 

62. Peeters, M., Forget, F., Karthaus, M., et al. (2018, Feb. 24). Exploratory Pooled Analysis 

Evaluating the Effect of Sequence of Biological Therapies on Overall Survival in Patients with 

RAS Wild-Type Metastatic Colorectal Carcinoma. Retrieved from 

ncbi.nlm.nih.gov/pubmed/29531837 

63. Kopetz, S., Grothey, A., Yaeger, R., et al. Encorafenib, Binimetinib and Cetuximab in BRAF 

V600E-Mutated Colorectal Cancer. N Engl J Med. 2019;381(17):1632‑1643. 

DOI:10.1056/NEJMoa1908075 

64. Kopetz, S., Grothey, A., Van Cutsem, E., et al. Encorafenib Plus Cetuximab with or without 

Binimetinib for BRAF V600E-Mutant Metastatic Colorectal Cancer: Quality-of-Life Results 

From a Randomized, Three-Arm, Phase III Study Versus the Choice of Either Irinotecan or 

FOLFIRI Plus Cetuximab (BEACON CRC) [abstract]. J Clin Oncol. 2020; 38, (suppl 4; abstr8) 

65. Le, D., et al. PD-1 Blockade in Tumors with Mismatch-Repair Deficiency. NEJM. 2015 Jun 

25;372:2509-20 

66. Le, D.T., Durham, J.N., Smith, K.N., et al. Mismatch-Repair Deficiency Predicts Response of 

Solid Tumors to PD-1 Blockade. Retrieved from ncbi.nlm.nih.gov/pubmed/28596308. Science 

2017 Jul 28;357(6349):409-13 

67. Diaz, L., Marabelle, A., et al. Efficacy of Pembrolizumab in Phase 2 KEYNOTE-164 and 

KEYNOTE-158 Studies of Microsatellite Instability High Cancers Presented at the European 

Society for Medical Oncology Congress; Madrid, Spain; 8-12 September 2017. Poster 386P 

68. Overman, M.J., Lonardi, S., Wong, K.Y.M., et al. (2018, March 10). Durable Clinical Benefit 

with Nivolumab Plus Ipilimumab in DNA Mismatch Repair-Deficient/Microsatellite Instability-

High Metastatic Colorectal Cancer. Retrieved from ncbi.nlm.nih.gov/pubmed/29355075 

69. Lenz, H.J., Van Cutsem, E., Limon, M.L., et al. (October 2018). Durable Clinical Benefit with 

Nivolumab (NIVO) Plus Low-Dose Ipilimumab (IPI) as First-Line Therapy in Microsatellite 

Instability-High/Mismatch Repair Deficient (MSI-H/dMMR) Metastatic Colorectal Cancer 

(mCRC). Retrieved from oncologypro.esmo.org/Meeting-Resources/ESMO-2018-

Congress/Durable-Clinical-Benefit-with-Nivolumab-NIVO-Plus-Low-Dose-Ipilimumab-IPI-as-

First-Line-Therapy-in-Microsatellite-Instability-High-Mismatch-Repair-Deficient-MSI-H-dMMR-

Metastatic-Colorectal-Cancer-mCRC 

70. Andre, T., Shiu, K.K., Kim, T.W., et al. Pembrolizumab vs. Chemotherapy for Microsatellite 

Instability-High/Mismatch Repair Deficient Metastatic Colorectal Cancer: The Phase 3 

KEYNOTE-177 Study. ASCO20 Virtual Scientific Program. Abstract LBA4. Presented in pre-

meeting press briefing on May 26, 2020 

https://www.ncbi.nlm.nih.gov/pubmed/28632865
https://www.ncbi.nlm.nih.gov/pubmed/30422156/
https://www.ncbi.nlm.nih.gov/pubmed/27712015
https://www.ncbi.nlm.nih.gov/pubmed/30922269


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   65 

71. André, T., et al. Effect of Duration of Adjuvant Chemotherapy for Patients with Stage III Colon 

Cancer (IDEA Collaboration): Final Results From a Prospective, Pooled Analysis of Six 

Randomised, Phase 3 Trials. Lancet Oncol 2020 Dec; 21:1620. 

(https://DOI.org/10.1016/S1470-2045(20)30527-1 

72. Iveson, T.J., Sobrero, A.F., Yoshino, T., et al. Duration of Adjuvant Doublet Chemotherapy (3 

or 6 Months) in Patients with High-Risk Stage II Colorectal Cancer. J Clin Oncol. 2021 Feb 

20;39(6):631-641. DOI: 10.1200/JCO.20.01330. Epub 2021 Jan 13. Erratum in: J Clin Oncol. 

2021 May 20;39(15):1691. PMID: 33439695; PMCID: PMC8078416 

73. Pfeiffer, P., Yilmaz, M., Möller, S., et al. TAS-102 with or without Bevacizumab in Patients with 

Chemorefractory Metastatic Colorectal Cancer: An Investigator-Initiated, Open-Label, 

Randomised, Phase 2 Trial. Lancet Oncol. 2020 Mar;21(3):412-420. DOI: 10.1016/S1470-

2045(19)30827-7. Epub 2020 Jan 27. PMID: 31999946 

74. Andre, T., Berton, D., Curigliano, G., et al. Safety and Efficacy of Anti–PD-1 Antibody 

Dostarlimab in Patients (Pts) with Mismatch Repair-Deficient (Dmmr) Solid Cancers: Results 

From GARNET Study. J Clin Oncol. 2021 Jan 22; DOI: 10.1200/JCO.2021.39.3_suppl.9 

Journal of Clinical Oncology 39, no. 3_suppl 

75. Takayuki Yoshino, et al. PARADIGM study: A multicenter, randomized, phase III study of 

mFOLFOX6 plus panitumumab or bevacizumab as first-line treatment in patients with RAS 

(KRAS/NRAS) wild-type metastatic colorectal cancer. J Clin Oncol. 2021 39:3_suppl, 85-85. 

76. Sartore-Bianchi, A., Trusolino, L., Martino, C., et al (2016, June). Dual-targeted therapy with 

trastuzumab and lapatinib in treatment-refractory, KRAS codon 12/13 wild-type, HER2-positive 

metastatic colorectal cancer (HERACLES): a proof-of-concept, multicentre, open-label, phase 

2 trial. Retrieved from https://www.ncbi.nlm.nih.gov/pubmed/27108243. 

77. Okamura, R., Boichard, A., Kato, S., et al (2018). Analysis of NTRK Alterations in Pan-Cancer 

Adult and Pediatric Malignancies: Implications for NTRK-Targeted Therapeutics. Retrieved 

from https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6329466/. 

78. Verschoor YL, van den Berg J, Beets G, et al. Neoadjuvant nivolumab, ipilimumab, and 

celecoxib in MMR-proficient and MMR-deficient colon cancers: Final clinical analysis of the 

NICHE study. JCO 40, no. 16_suppl (June 01, 2022) 3511-3511. DOI: 

10.1200/JCO.2022.40.16_suppl.3511 

79. Chalabi, M, Verschoor YL, va den Berg J, et al. LBA7 - Neoadjuvant immune checkpoint 

inhibition in locally advanced MMR-deficient colon cancer: The NICHE-2 study. Annals of 

Oncology (2022) 33 (suppl_7): S808-S869. DOI: 10.1016/annonc/annonc1089 

80. Ludford K, Ho WJ, Thomas JV, et al. Neoadjuvant Pembrolizumab in Localized Microsatellite 

Instability High/Deficient Mismatch Repair Solid Tumors. J Clin Oncol. 2023;41(12):2181-2190. 

doi:10.1200/JCO.22.01351 

81. Cercek A, Lumish M, Sinopoli J, et al. PD-1 Blockade in Mismatch Repair-Deficient, Locally 

Advanced Rectal Cancer. N Engl J Med. 2022;386(25):2363-2376. 

doi:10.1056/NEJMoa2201445 

82. Garcia-Aguilar J, Patil S, Gollub MJ, et al. Organ Preservation in Patients With Rectal 

Adenocarcinoma Treated With Total Neoadjuvant Therapy. J Clin Oncol. 2022;40(23):2546-

2556. doi:10.1200/JCO.22.00032 

83. Schrag D, Shi Q, Weiser MR, et al. Preoperative Treatment of Locally Advanced Rectal 

Cancer. N Engl J Med. 2023;389(4):322-334. doi:10.1056/NEJMoa2303269 

84. Diaz LA Jr, Shiu KK, Kim TW, et al. Pembrolizumab versus chemotherapy for microsatellite 

instability-high or mismatch repair-deficient metastatic colorectal cancer (KEYNOTE-177): final 

https://doi.org/10.1016/S1470-2045(20)30527-1


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   66 

analysis of a randomised, open-label, phase 3 study. Lancet Oncol. 2022;23(5):659-670. 

doi:10.1016/S1470-2045(22)00197-8 

85. Maughan TS, Adams RA, Smith CG, et al. Addition of cetuximab to oxaliplatin-based first-line 

combination chemotherapy for treatment of advanced colorectal cancer: results of the 

randomised phase 3 MRC COIN trial. Lancet. 2011;377(9783):2103-2114. doi:10.1016/S0140-

6736(11)60613-2 

86. Leone F, Artale S, Marino D, et al. Panitumumab in combination with infusional oxaliplatin and 

oral capecitabine for conversion therapy in patients with colon cancer and advanced liver 

metastases. The MetaPan study. Cancer. 2013;119(19):3429-3435. doi:10.1002/cncr.28223 

87. Strickler JH, Cercek A, Siena S, et al. Tucatinib plus trastuzumab for chemotherapy-refractory, 

HER2-positive, RAS wild-type unresectable or metastatic colorectal cancer (MOUNTAINEER): 

a multicentre, open-label, phase 2 study. Lancet Oncol. 2023;24(5):496-508. 

doi:10.1016/S1470-2045(23)00150-X 

88. Subbiah V, Wolf J, Konda B, et al. Tumour-agnostic efficacy and safety of selpercatinib in 

patients with RET fusion-positive solid tumours other than lung or thyroid tumours (LIBRETTO-

001): a phase 1/2, open-label, basket trial. Lancet Oncol. 2022;23(10):1261-1273. 

doi:10.1016/S1470-2045(22)00541-1 

89. Santos C, Sanz-Pamplona R, Salazar R. RET-fusions: a novel paradigm in colorectal cancer. 

Ann Oncol. 2018;29(6):1340-1343. doi:10.1093/annonc/mdy132 

90. Yaeger R, Weiss J, Pelster MS, et al. Adagrasib with or without Cetuximab in Colorectal 

Cancer with Mutated KRAS G12C. N Engl J Med. 2023;388(1):44-54. 

doi:10.1056/NEJMoa2212419 

91. Dasari A, Lonardi S, Garcia-Carbonero R, et al. Fruquintinib versus placebo in patients with 

refractory metastatic colorectal cancer (FRESCO-2): an international, multicentre, randomised, 

double-blind, phase 3 study. Lancet. 2023;402(10395):41-53. doi:10.1016/S0140-

6736(23)00772-9 

92. Fakih MG, Kopetz S, Kuboki Y, et al. Sotorasib for previously treated colorectal cancers with 

KRASG12C mutation (CodeBreaK100): a prespecified analysis of a single-arm, phase 2 

trial. Lancet Oncol. 2022;23(1):115-124. doi:10.1016/S1470-2045(21)00605-7 

93. Fakih MG, Salvatore L, Esaki T, et al. Sotorasib plus Panitumumab in Refractory Colorectal 

Cancer with Mutated KRAS G12C. N Engl J Med. 2023;389(23):2125-2139. 

doi:10.1056/NEJMoa2308795 

94. Prager GW, Taieb J, Fakih M, et al. Trifluridine-Tipiracil and Bevacizumab in Refractory 

Metastatic Colorectal Cancer. N Engl J Med. 2023;388(18):1657-1667. 

doi:10.1056/NEJMoa2214963 

95. Fakih MG, et al. Overall survival (OS) of phase 3 CodeBreaK 300 study of sotorasib plus 

panitumumab (soto+pani) versus investigator’s choice of therapy for KRAS G12C-mutated 

metastatic colorectal cancer (mCRC). JCO 42, LBA3510-

LBA3510(2024).DOI:10.1200/JCO.2024.42.17_suppl.LBA3510 

96. Heinemann V, von Weikersthal LF, Decker T, et al. FOLFIRI plus cetuximab or bevacizumab 

for advanced colorectal cancer: final survival and per-protocol analysis of FIRE-3, a 

randomised clinical trial. Br J Cancer. 2021;124(3):587-594. doi:10.1038/s41416-020-01140-9 

97. Tabernero J, Grothey A, Van Cutsem E, et al. Encorafenib Plus Cetuximab as a New Standard 

of Care for Previously Treated BRAF V600E-Mutant Metastatic Colorectal Cancer: Updated 

Survival Results and Subgroup Analyses from the BEACON Study. J Clin Oncol. 

2021;39(4):273-284. doi:10.1200/JCO.20.02088 

  

https://doi.org/10.1200/JCO.2024.42.17_suppl.LBA3510


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   67 

Chronic Lymphocytic Leukemia (CLL)/ 
Small Lymphocytic Lymphoma (SLL) 

1st line of therapy  

• Ibrutinib 

• Acalabrutinib 

• Zanubrutinib  

• Venetoclax + Obinutuzumab 

• Bendamustine + Rituximab (without del(17p)/TP53 mutation) 

2nd and Subsequent lines of therapy 

• Ibrutinib 

• Acalabrutinib 

• Zanubrutinib 

• Venetoclax + Rituximab 

• Bendamustine + Rituximab (without del(17p)/TP53 mutation) 
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Chronic Myeloid Leukemia 

Chronic Phase 

1st Line Therapy (all risk categories) 

• Imatinib 

2nd Line and Subsequent Therapy 

• Dasatinib 

• Imatinib 

• Nilotinib 

(either one, two, or all) 

 

• Ponatinib (T313I mutation only) 

• Asciminib (third and subsequent) 
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Esophageal Cancer 

Perioperative 

• Capecitabine + Oxaliplatin 

• Fluorouracil +/- Leucovorin, Cisplatin 

• Fluorouracil +/- Leucovorin, Oxaliplatin 

• Fluorouracil +Leucovorin + Oxaliplatin + Docetaxel (FLOT) 

Preoperative or Definitive Chemoradiotherapy 

• Capecitabine + Cisplatin + RT 

• Capecitabine + Oxaliplatin + RT 

• Carboplatin + Paclitaxel + RT 

• Fluorouracil +/- Leucovorin + Cisplatin + RT 

• Fluorouracil +/- Leucovorin + Oxaliplatin + RT 

Recurrent or Metastatic Disease 

HER2 Positive (HER2+) Disease: 1st Line of Therapy 

• Capecitabine + Cisplatin + Trastuzumab 

• Capecitabine + Oxaliplatin + Trastuzumab 

• Fluorouracil +/- Leucovorin + Oxaliplatin + Trastuzumab 

• Fluorouracil +/- Leucovorin + Cisplatin + Trastuzumab 

• Capecitabine + Cisplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1)  

• Capecitabine + Oxaliplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

• Fluorouracil +/- Leucovorin + Oxaliplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

• Fluorouracil +/- Leucovorin + Cisplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

HER2 Negative (HER2-) or Unknown Disease: 1st Line of Therapy 

• Capecitabine + Cisplatin 

• Capecitabine + Oxaliplatin 

• Capecitabine + Cisplatin + Nivolumab (Squamous Cell CPS ≥ 1) 

• Capecitabine + Oxaliplatin + Nivolumab (Adenocarcinoma CPS ≥ 5 or Squamous Cell CPS ≥ 1) 

• Fluorouracil +/- Leucovorin + Oxaliplatin 

• Fluorouracil +/- Leucovorin + Cisplatin 

• Fluorouracil +/- Leucovorin + Oxaliplatin + Nivolumab (Adenocarcinoma CPS ≥ 5 or Squamous 
Cell CPS ≥ 1) 
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• Fluorouracil +/- Leucovorin + Cisplatin + Nivolumab (Squamous Cell CPS ≥ 1) 

• Capecitabine + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

• Fluorouracil ± Leucovorin + Cisplatin+ Pembrolizumab (CPS ≥ 10) 

• Fluorouracil ± Leucovorin + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

• Capecitabine + Cisplatin + Pembrolizumab (CPS ≥ 10) 

HER2- and HER2+ Disease:  2nd + Subsequent Lines of Therapy 

• Docetaxel 

• Irinotecan 

• Paclitaxel 

• Paclitaxel + Ramucirumab (for adenocarcinoma) 

• Fam-trastuzumab deruxtecan (HER2+ Disease and adenocarcinoma only) 
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Gastric Cancer 

Perioperative 

• Capecitabine + Oxaliplatin 

• Fluorouracil +/- Leucovorin + Cisplatin  

• Fluorouracil +/-Leucovorin + Oxaliplatin 

• Fluorouracil + Leucovorin + Oxaliplatin + Docetaxel (FLOT) 

Postoperative Chemoradiotherapy 

• Capecitabine + RT 

• Fluorouracil + RT 

Postoperative Chemotherapy 

• Capecitabine 

• Capecitabine + Oxaliplatin 

• Fluorouracil 

Recurrent or Metastatic Disease 

HER2 Positive (HER2+) Disease: 1st Line of Therapy 

• Fluorouracil +/- Leucovorin + Cisplatin + Trastuzumab 

• Fluorouracil +/- Leucovorin + Oxaliplatin + Trastuzumab 

• Capecitabine + Cisplatin + Trastuzumab 

• Capecitabine + Oxaliplatin + Trastuzumab 

• Capecitabine + Cisplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1)  

• Capecitabine + Oxaliplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

• Fluorouracil +/- Leucovorin + Oxaliplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

• Fluorouracil +/- Leucovorin + Cisplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

HER2 Negative (HER2-) or Unknown Disease: 1st Line of Therapy 

• Capecitabine + Oxaliplatin 

• Capecitabine + Oxaliplatin + Nivolumab (CPS ≥ 5) 

• Capecitabine + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

• Capecitabine + Cisplatin 

• Capecitabine + Cisplatin + Pembrolizumab (CPS ≥ 10) 

• Fluorouracil +/- Leucovorin + Cisplatin  
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• Fluorouracil +/- Leucovorin + Cisplatin + Pembrolizumab (CPS ≥ 10) 

• Fluorouracil +/- Leucovorin, Oxaliplatin 

• Fluorouracil +/- Leucovorin, Oxaliplatin, Nivolumab, (CPS ≥ 5)  

• Fluorouracil +/- Leucovorin + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

HER2- and HER2+ Disease:  2nd and Subsequent Lines of Therapy 

• Docetaxel 

• Irinotecan 

• Paclitaxel 

• Paclitaxel + Ramucirumab  

• Fam-trastuzumab deruxtecan (HER2+ disease only) 
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Head and Neck Cancer 

Primary Definitive Therapy  

Non-Nasopharyngeal  

• Cisplatin + Concurrent Radiation Therapy 

Nasopharyngeal  

• Cisplatin + Concurrent Radiation Therapy 

• Cisplatin + Gemcitabine  

Adjuvant Therapy  

Non-Nasopharyngeal  

• Cisplatin + Concurrent Radiation Therapy  

Nasopharyngeal  

• Cisplatin + Fluorouracil (5FU) 

• Carboplatin + Fluorouracil (5FU) 

Recurrent/Metastatic/Unresectable 

Non-Nasopharyngeal: 1st Line of Therapy  

• Cisplatin or Carboplatin + Fluorouracil (5FU) + Cetuximab 

• Cisplatin + Fluorouracil (5FU) 

• Cisplatin or Carboplatin + Docetaxel 

• Cisplatin or Carboplatin + Paclitaxel 

• Cisplatin or Carboplatin + Fluorouracil (5FU) + Pembrolizumab (CPS ≥ 1 only) 

• Carboplatin + Paclitaxel + Pembrolizumab (CPS ≥ 1 only) 

• Pembrolizumab (CPS ≥ 1 only) 

Non-Nasopharyngeal: 2nd and Subsequent Lines of Therapy  

• Cisplatin or Carboplatin + Fluorouracil (5FU) + Cetuximab 

• Cisplatin + Fluorouracil (5FU) 

• Cisplatin or Carboplatin + Docetaxel 

• Cisplatin or Carboplatin + Paclitaxel 

 Either or Both: 

• Nivolumab (if IO not used previously)  
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• Pembrolizumab (if IO not used previously) 

Nasopharyngeal: 1st Line of Therapy  

• Cisplatin + Gemcitabine  

 Either One, Both or All: 

• Toripalimab + Cisplatin + Gemcitabine 

• Pembrolizumab + Cisplatin + Gemcitabine 

• Nivolumab + Cisplatin + Gemcitabine 
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Hepatocellular Carcinoma  

Unresectable, Not a Transplant Candidate, Metastatic Disease, 
Inoperable by PS or Comorbidity  

1st Line of Therapy 

• Atezolizumab + Bevacizumab* 

• Durvalumab +/- Tremelimumab  

2nd and Subsequent Lines of Therapy 

• Regorafenib 

• Cabozantinib 

• Sorafenib 

• Lenvatinib 

*For patients that have not received treatment with a checkpoint inhibitor. 
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Hodgkin Lymphoma (HL) 

1st Line of Therapy 

• Doxorubicin + Bleomycin + Vinblastine + Dacarbazine (ABVD) 

• Doxorubicin + Vinblastine + Dacarbazine (AVD) 

• Escalated bleomycin + etoposide + doxorubicin + cyclophosphamide + vincristine + procarbazine 
+ prednisone (escBEACOPP) 
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Kidney Cancer  

Adjuvant (Clear Cell) 

• Pembrolizumab 

Relapsed or Metastatic (Clear Cell) 

1st Line of Therapy (all risk levels) 

• Axitinib + Avelumab 

• Axitinib + Pembrolizumab 

• Cabozantinib + Nivolumab 

• Lenvatinib + Pembrolizumab 

• Nivolumab + Ipilimumab 

2nd and Subsequent lines of therapy  

• Axitinib 

• Cabozantinib 

• Pazopanib 

• Sunitinib 

• Tivozanib (who received ≥ 2 prior systemic therapies)  

• Nivolumab (if immune checkpoint inhibitor not received previously) 
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Non-Small Cell Lung Cancer 

Neoadjuvant/Adjuvant  

Nonsquamous 

• Nivolumab + Carboplatin or Cisplatin + Paclitaxel (Neoadjuvant only) 

• Nivolumab + Carboplatin or Cisplatin + Pemetrexed (Neoadjuvant only) 

• Cisplatin + Vinorelbine  

• Cisplatin or Carboplatin + Pemetrexed ± Concurrent Radiation Therapy (RT) 

• Carboplatin + Paclitaxel ± Concurrent Radiation Therapy (RT) 

• Cisplatin + Etoposide + Concurrent Radiation Therapy (RT) 

Squamous 

• Nivolumab + Carboplatin or Cisplatin + Paclitaxel (Neoadjuvant only) 

• Nivolumab + Carboplatin or Cisplatin + Gemcitabine (Neoadjuvant only) 

• Cisplatin + Vinorelbine 

• Carboplatin + Paclitaxel ± Concurrent Radiation Therapy (RT) 

• Cisplatin + Etoposide + Concurrent Radiation Therapy (RT) 

Adjuvant (only, completely resected) 

• Durvalumab (tumors that were ≥4 cm) 

• Osimertinib (stage IB – IIIA EGFR (exon 19del, L858R) directly following completion of adjuvant 
chemotherapy or are ineligible to receive platinum-based chemotherapy 

• Alectinib (stage II-IIIA or stage IIIB (T3, N2) NSCLC and positive for ALK rearrangement) 

Ok Advanced/Metastatic: EGFR exon 19 deletion, L858R, S768I, 
L861Q, and/or G719X Mutation Positive  

1st and Subsequent Lines of Therapy 

• Dacomitinib 

• Osimertinib 

Advanced/Metastatic: ALK Rearrangement Positive  

1st and Subsequent Lines of Therapy 

• Alectinib 

• Brigatinib 

• Lorlatinib 
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(either one, two, or all the above) 

 

Advanced/Metastatic (EGFR, ALK, RET Wild Type) 

Nonsquamous: 1st Line of Therapy 

• Pembrolizumab Single Agent (PD-L1 ≥ 50% only) 

• Atezolizumab (PD-L1 ≥ 50% only) 

• Cemiplimab-rwlc (PD-L1 ≥ 50% only) 

(either one, two, or all the above) 

• Carboplatin/Cisplatin + Pemetrexed + Pembrolizumab (regardless of PD-L1) 

• Carboplatin/Cisplatin + Pemetrexed + Cemiplimab-rwlc, (regardless of PD-L1) 

(either one or both above) 

• Carboplatin/Cisplatin + Paclitaxel + Cemiplimab-rwlc (regardless of PD-L1) 

• Carboplatin/Cisplatin + Pemetrexed (IO Ineligible) 

• Carboplatin/Cisplatin + Paclitaxel (IO Ineligible) 

Nonsquamous: Maintenance 

• Pembrolizumab Single Agent (PD-L1 ≥ 50% only) 

• Atezolizumab (PD-L1 ≥ 50% only) 

• Cemiplimab-rwlc (PD-L1 ≥ 50% only) 

(either one, two, or all the above) 

• Cemiplimab-rwlc +/- Pemetrexed 

• Pembrolizumab +/- Pemetrexed 

(either one or both above) 

• Pemetrexed 

Nonsquamous: 2nd and Subsequent Lines of Therapy 

• Docetaxel 

• Pemetrexed 

• Gemcitabine 

Squamous: 1st Line of Therapy 

• Pembrolizumab (PD-L1 ≥ 50% only) 

• Atezolizumab (PD-L1 ≥ 50% only) 

• Cemiplimab-rwlc (PD-L1 ≥ 50% only) 

(either one, two, or all the above) 
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• Carboplatin + Paclitaxel + Pembrolizumab (regardless of PD-L1) 

• Carboplatin/Cisplatin + Paclitaxel + Cemiplimab-rwlc (regardless of PD-L1) 

(either one or both above) 

• Carboplatin/Cisplatin + Paclitaxel (IO Ineligible) 

• Carboplatin/Cisplatin + Gemcitabine (IO Ineligible) 

Squamous: Maintenance 

• Pembrolizumab (PD-L1 ≥ 50% only) 

• Atezolizumab (PD-L1 ≥ 50% only) 

• Cemiplimab-rwlc (PD-L1 ≥ 50% only) 

(either one, two, or all the above) 

• Cemiplimab-rwlc 

• Pembrolizumab 

(either one or both above) 

Squamous: 2nd and Subsequent Lines of Therapy 

• Docetaxel 

• Gemcitabine 
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Melanoma 

Neoadjuvant (Resectable), Stage III 

• Nivolumab 240mg + Ipilimumab 80mg x 2 cycles 

Adjuvant (Resectable), Stage III  

• Nivolumab 

• Pembrolizumab 

Adjuvant (Resectable) — (BRAF Mutated) 

• Dabrafenib + Trametinib  

• Nivolumab 

• Pembrolizumab 

Metastatic/Unresectable (BRAF Mutated/Symptomatic) 

1st and Subsequent Lines of Therapy  

Either one, two or all BRAF/MEK inhibitor combinations 

• Dabrafenib + Trametinib 

• Encorafenib + Binimetinib 

• Vemurafenib + Cobimetinib 

Metastatic/Unresectable (BRAF Wild-Type/Mutated/Unknown)  

1st and Subsequent Lines of Therapy 

• Nivolumab (3mg/kg) + Ipilimumab (1mg/kg) 

 

• Nivolumab* 

• Pembrolizumab* 

Either one or both immunotherapies 

 

*For patients that have not received treatment with a checkpoint inhibitor, had a history of 

progression on a checkpoint inhibitor < 3 months after treatment discontinuation. 
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Multiple Myeloma: Primary Therapy**  

Transplant Eligible and Ineligible 

• Bortezomib + Lenalidomide + Dexamethasone (VRD) 

• Bortezomib + Cyclophosphamide + Dexamethasone (CyBorD or VCD) 

• Bortezomib, Daratumumab, Lenalidomide, Dexamethasone (D+VRd) – transplant eligible only 

Maintenance Therapy** 

Transplant Eligible or Ineligible 

• Lenalidomide 

• Bortezomib  

Relapsed or Refractory**  

1st Relapse  

• Daratumumab + Lenalidomide + Dexamethasone (DRD) 

• Daratumumab + Bortezomib + Dexamethasone (DVD) 

• Bortezomib + Lenalidomide + Dexamethasone (VRD) 

• Bortezomib + Cyclophosphamide + Dexamethasone (CyBorD or VCD) 

2nd Relapse  

• Daratumumab + Lenalidomide + Dexamethasone (DRD) 

• Daratumumab + Bortezomib + Dexamethasone (DVD) 

• Elotuzumab + Pomalidomide + Dexamethasone (EPD)  

• Carfilzomib + Lenalidomide + Dexamethasone (KRD)  

• Pomalidomide + Bortezomib + Dexamethasone (PVD)  

• Bortezomib + Lenalidomide + Dexamethasone (VRD) 

• Bortezomib + Cyclophosphamide + Dexamethasone (CyBorD or VCD)  

Either or Both: 

• Isatuximab-irfc + Pomalidomide + Dexamethasone (Isa-PD)  

• Daratumumab + Pomalidomide + Dexamethasone (DPd) 

** Therapies that are administered at Centers of Excellence, including stem cell transplant or CAR T-

cell therapy, are not included in pathways. Patients eligible for transplant or CAR T-cell therapy 

should be referred appropriately for evaluation. 
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Ovarian, Fallopian and  
Primary Peritoneal Cancer 

Neoadjuvant Therapy 

• Carboplatin + Paclitaxel** 

Adjuvant or Primary Therapy  

• Carboplatin + Paclitaxel** 

Maintenance Therapy After Primary Therapy 

• Olaparib (Germline/Somatic BRCA Mutation Only) 

• Niraparib 

• Rucaparib 

Platinum – Sensitive Recurrent Disease  

1st + Subsequent Lines of Therapy 

• Carboplatin + Gemcitabine  

• Carboplatin + Liposomal Doxorubicin 

• Carboplatin + Paclitaxel 

Maintenance Therapy After Platinum — Sensitive 

• Olaparib  

• Niraparib 

Platinum — Resistant Recurrent Disease 

1st and Subsequent Lines of Therapy 

• Gemcitabine  

• Liposomal Doxorubicin 

• Liposomal Doxorubicin + Bevacizumab 

• Paclitaxel (weekly) 

• Paclitaxel (weekly) + Bevacizumab 

• Tamoxifen 

• Mirvetuximab soravtansine-gynx (FRα expressing tumors, ≥ 75% positive tumor cells) 
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**Only intravenous carboplatin + paclitaxel are pathway regimens.  
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Pancreatic Cancer (Adenocarcinoma) 

Neoadjuvant (Resectable/Borderline Resectable) 

• Fluorouracil/Leucovorin + Oxaliplatin + Irinotecan (FOLFIRINOX/mFOLFIRINOX) 

• Gemcitabine + Albumin-Bound Paclitaxel (G-nP) 

Adjuvant (Resectable) 

• Fluorouracil/Leucovorin + Oxaliplatin + Irinotecan (mFOLFIRINOX) 

• Gemcitabine + Capecitabine  

• Gemcitabine 

Locally Advanced/Metastatic  

1st Line of Therapy 

• Fluorouracil/Leucovorin + Oxaliplatin + Irinotecan (FOLFIRINOX/mFOLFIRINOX) 

• Gemcitabine + Albumin-Bound Paclitaxel (G-nP) 

• Gemcitabine 

Maintenance, Metastatic 

• Fluorouracil/Leucovorin 

• Capecitabine 

2nd and Subsequent Lines of Therapy 

• Gemcitabine + Albumin-Bound Paclitaxel (G-nP) 

• Gemcitabine 

• Fluorouracil +/- Leucovorin 

• Fluorouracil/Leucovorin + Oxaliplatin (OFF) 

• Fluorouracil/Leucovorin + Oxaliplatin (FOLFOX) 

• Fluorouracil/Leucovorin + Irinotecan (FOLFIRI) 

• Fluorouracil/Leucovorin + Oxaliplatin + Irinotecan (FOLFIRINOX/mFOLFIRINOX) 
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Prostate Cancer 

Androgen Deprivation Therapy (ADT) 

• Goserelin 

• Leuprolide (HCPCS: J9217: Eligard, Lupron Depot) 

• Triptorelin 

Castration Sensitive 

Neoadjuvant, Adjuvant in lieu of local therapy 

• ADT 

Recurrent or Metastatic 

• ADT 

• Abiraterone (Zytiga®), Prednisone + ADT 

• Abiraterone (Zytiga®), Prednisone + Docetaxel + ADT 

Castration Resistant 

Recurrent or Metastatic 

• Abiraterone (Zytiga®), Prednisone + ADT 

• Docetaxel + ADT 

• Olaparib + Abiraterone (Zytiga®), Prednisone + ADT (BRCA 1/2, no prior novel hormone) 

• Cabazitaxel + ADT (after prior docetaxel therapy) 

• Enzalutamide + ADT (after prior abiraterone therapy) 
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Small Cell Lung Cancer 

Limited Stage – Primary Therapy  

• Carboplatin + Etoposide 

• Cisplatin + Etoposide  

Limited Stage – Maintenance after Primary Therapy  

• Durvalumab  

Extensive Stage – Primary Therapy  

• Carboplatin + Etoposide + Atezolizumab 

• Carboplatin + Etoposide + Durvalumab 

• Cisplatin + Etoposide + Durvalumab 

• Carboplatin + Etoposide 

• Cisplatin + Etoposide  

Extensive Stage – Maintenance after Primary Therapy  

• Atezolizumab 

• Durvalumab  

Subsequent Therapy: Relapse ≤ 6 months  

• Topotecan (IV) 

• Paclitaxel 

• Irinotecan 

Subsequent Therapy: Relapse > 6 months  

• Carboplatin + Etoposide 

• Cisplatin + Etoposide  

• Topotecan (IV) 

• Irinotecan 

References: 

1. National Cancer Institute. Cancer Statistics. Retrieved from 

seer.cancer.gov/statfacts/html/lungb.html 

2. National Comprehensive Cancer Network. Small Cell Lung Cancer (V2.2024, November 21, 

2023) Accessed December 2023.  



© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   171 

3. Faivre-Finn, C., Snee, M., Ashcroft, L., et al. Concurrent Once-Daily Versus Twice-Daily 

Chemoradiotherapy in Patients with Limited-Stage Small Cell Lung Cancer (CONVERT): An 

Open-Label, Phase 3, Randomized, Superiority Trial. Lancet Oncol. 2017; 18:1116-1125. 

Retrieved from pubmed.ncbi.nlm.nih.gov/28642008 

4. Sundstrom, S., Bremnes, R.M., Kaasa, S., et al. Cisplatin and Etoposide Regimen Is Superior 

to Cyclophosphamide, Epirubicin and Vincristine Regimen in Small-Cell Lung Cancer: Results 

From a Randomized Phase III Trial with 5 Years’ Follow-Up. J Clin Oncol. 2002;20:4665-4672. 

Retrieved from pubmed.ncbi.nlm.nih.gov/12488411 

5. Skarlos, D.V., Samantas, E., Briassoulis, E., et al. Randomized Comparison of Early Versus 

Late Hyperfractionated Thoracic Irradiation Concurrently with Chemotherapy in Limited 

Disease Small-Cell Lung Cancer: A Randomized Phase II Study of the Hellenic Cooperative 

Oncology Group (HeCOG). Ann Oncol. 2001;12:1231-1238. Retrieved from 

pubmed.ncbi.nlm.nih.gov/11697833 

6. Kosmidis, P.A., Samantas, E., Fountzilas, G., et al. Cisplatin/Etoposide Versus Carboplatin/ 

Etoposide Chemotherapy and Irradiation in Small-Cell Lung Cancer: A Randomized Phase III 

Study. Semin Oncol. 1994;21(suppl 6):23-30. Retrieved from pubmed.ncbi.nlm.nih.gov/ 

8052870 

7. Rossi, A., Di Maio, M., Chiodini, P., et al. Carboplatin- or Cisplatin-Based Chemotherapy in 

First-Line Treatment of Small-Cell Lung Cancer: The COCIS Meta-Analysis of Individual 

Patient Data. J Clin Oncol. 2012;14:1692-8. Retrieved from pubmed.ncbi.nlm.nih.gov/2247316 

8. Horn, L., Mansfield, A.S., Szczęsna, A., et al. (2018, Dec. 6). First-Line Atezolizumab Plus 

Chemotherapy in Extensive-Stage Small-Cell Lung Cancer. Retrieved from 

ncbi.nlm.nih.gov/pubmed/30280641 

9. Socinski, M.A., Smit, E.F., Lorigan, P., et al. (2009, Oct. 1). Phase III Study of Pemetrexed 

Plus Carboplatin Compared with Etoposide Plus Carboplatin in Chemotherapy-Naive Patients 

with Extensive-Stage Small-Cell Lung Cancer. Retrieved from ncbi.nlm.nih.gov/pubmed/ 

19720897 

10. Schmittel, A., Sebastian, M., Fischer von Weikersthal, L., et al. (August 2011). A German 

Multicenter, Randomized Phase III Trial Comparing Irinotecan-Carboplatin with Etoposide-

Carboplatin as First-Line Therapy for Extensive-Disease Small-Cell Lung Cancer. Retrieved 

from ncbi.nlm.nih.gov/pubmed/21266516 

11. Niell, H.B., Herndon, J.E., Miller, A.A., et al. (2005, June 1). Randomized Phase III Intergroup 

Trial of Etoposide and Cisplatin with or without Paclitaxel and Granulocyte Colony-Stimulating 

Factor in Patients with Extensive-Stage Small-Cell Lung Cancer: Cancer and Leukemia Group 

B Trial 9732. Retrieved from ncbi.nlm.nih.gov/pubmed/15923572 

12. Zatloukal, P., Cardenal, F., Szczesna, A., et al. (September 2010). A Multicenter International 

Randomized Phase III Study Comparing Cisplatin in Combination with Irinotecan or Etoposide 

in Previously Untreated Small-Cell Lung Cancer Patients with Extensive Disease. Retrieved 

from ncbi.nlm.nih.gov/pubmed/20231298 

13. Lara, P.N., Natale, R., Crowley, J., et al. (2009, May 20). Phase III Trial of Irinotecan/Cisplatin 

Compared with Etoposide/Cisplatin in Extensive-Stage Small-Cell Lung Cancer: Clinical and 

Pharmacogenomic Results From SWOG S0124. J Clin Oncol. Retrieved from 

ncbi.nlm.nih.gov/pubmed/19349543 

14. Noda, K., Nishiwaki, Y., Kawahara, M., et al. (2002, Jan. 10). Irinotecan Plus Cisplatin 

Compared with Etoposide Plus Cisplatin for Extensive Small-Cell Lung Cancer. N Engl J Med. 

Retrieved from ncbi.nlm.nih.gov/pubmed/11784874 

15. Hanna, N., Bunn, P.A., Langer, C., et al. (2006, May 1). Randomized Phase III Trial 

Comparing Irinotecan/Cisplatin with Etoposide/Cisplatin in Patients with Previously Untreated 

https://www.ncbi.nlm.nih.gov/pubmed/19720897
https://www.ncbi.nlm.nih.gov/pubmed/19720897
https://www.ncbi.nlm.nih.gov/pubmed/21266516
https://www.ncbi.nlm.nih.gov/pubmed/15923572


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   172 

Extensive-Stage Disease Small-Cell Lung Cancer. J Clin Oncol. Retrieved from 

ncbi.nlm.nih.gov/pubmed/16648503 

16. Paz-Ares, L., Dvorkin, M., Chen, Y., et al. (2019, Oct. 4). Durvalumab Plus Platinum-Etoposide 

Versus Platinum-Etoposide in First-Line Treatment of Extensive-Stage Small-Cell Lung Cancer 

(CASPIAN): A Randomised, Controlled, Open-Label, Phase 3 Trial. Lancet. Retrieved from 

ncbi.nlm.nih.gov/pubmed/31590988 

17. Von Pawel, J., Schiller, J.H., Shepherd, F.A., et al. Topotecan Versus Cyclophosphamide, 

Doxorubicin and Vincristine for the Treatment of Recurrent Small-Cell Lung Cancer. J Clin 

Oncol. 1999; 17(2): 658-667. Retrieved from pubmed.ncbi.nlm.nih.gov/10080612 

18. O’Brien, M.E., Ciuleanu, T.E., Tsekov, H., et al. Phase III Trial Comparing Supportive Care 

Alone with Supportive Care with Oral Topotecan in Patients with Relapsed Small-Cell Lung 

Cancer. J Clin Oncol. 2006; 24(34): 5441-5447. Retrieved from 

pubmed.ncbi.nlm.nih.gov/17135646 

19. Eckardt, J.R., von Pawel, J., Pujol, J.L., et al. Phase III Study of Oral Compared with 

Intravenous Topotecan as Second-Line Therapy in Small-Cell Lung Cancer. J Clin Oncol. 

2007; 25(15): 2086-2092. Retrieved from pubmed.ncbi.nlm.nih.gov/17513814 

20. Ready, N.E., Ott, P.A., Hellmann, M.D., et al. Nivolumab Monotherapy and Nivolumab Plus 

Ipilimumab in Recurrent Small-Cell Lung Cancer: Results From the CheckMate 032 

Randomized Cohort. J Thorac Oncol. 2019 (Epub ahead of print). Retrieved from 

pubmed.ncbi.nlm.nih.gov/31629915 

21. Reck, M., Vicente, D., Ciuleanu, T., et al. Efficacy and Safety of Nivolumab (Nivo) 

Monotherapy Versus Chemotherapy (Chemo) in Recurrent Small Cell Lung Cancer (SCLC): 

Results from CheckMate 331. Ann Oncol. 2018: 29 (Supplement 10). Retrieved from 

annalsofoncology.org/article/S0923-7534(19)32761-9/abstract 

22. Chung, H.C., Lopez-Martin, J.A., Kao, S., et al. Phase 2 Study of Pembrolizumab in Advanced 

Small-Cell Lung Cancer (SCLC): KEYNOTE-158. J Clin Oncol. 2018; 36: Abstract 8506. 

Retrieved from ascopubs.org/DOI/abs/10.1200/JCO.2018.36.15_suppl.8506 

23. Smit, E.F., Fokkema, E., Biesma, B., et al. A Phase II Study of Paclitaxel in Heavily Pretreated 

Patients with Small-Cell Lung Cancer. Br J Cancer. 1998; 77: 347-351. Retrieved from 

pubmed.ncbi.nlm.nih.gov/9461009 

24. Yamamoto, N., Tsurutani, J., Yoshimura, N., et al. Phase II Study of Weekly Paclitaxel for 

Relapsed and Refractory Small Cell Lung Cancer. Anticancer Res 2006; 26:777-781. 

Retrieved from pubmed.ncbi.nlm.nih.gov/16739353 

25. Smyth, J.F., Smith, I.E., Sessa, C., et al. Activity of Docetaxel (Taxotere) in Small-Cell Lung 

Cancer. The Early Clinical Trials Group of the EORTC. Eur J Cancer. 1994; 20A: 1058-1060. 

Retrieved from pubmed.ncbi.nlm.nih.gov/7654428 

26. Masuda, N., Fukuoka, M., Kusunoki, Y., et al. CPT-11: A New Derivative of Camptothecin for 

the Treatment of Refractory or Relapsed Small-Cell Lung Cancer. J Clin Oncol. 1992; 10: 

1225-1229. Retrieved from pubmed.ncbi.nlm.nih.gov/1321891 

27. Sevinc, A., Kalender, M.E., Altinbas, M., et al. Irinotecan as a Second-Line Monotherapy for 

Small-Cell Lung Cancer. Asian Pacific J of Cancer Prevention. 2011; 12:1055-1059. Retrieved 

from pubmed.ncbi.nlm.nih.gov/21790251 

28. Pallis, A.G., Agelidou, A., Agelaki, S., et al. A Multicenter Randomized Phase II Study of the 

Irinotecan/Gemcitabine Doublet Versus Irinotecan Monotherapy in Previously Treated Patients 

with Extensive Stage Small-Cell Lung Cancer. Lung Cancer. 2009; 65(2): 187-191. Retrieved 

from pubmed.ncbi.nlm.nih.gov/19100647 

https://www.ncbi.nlm.nih.gov/pubmed/16648503


© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   173 

29. Pietanza, M.C., Kadota, K., Huberman, K., et al. Phase II Trial of Temozolomide with Relapsed 

Sensitive or Refractory Small-Cell Lung Cancer, with Assessment of Methylguanine-DNA 

Methyltransferase as a Potential Biomarker. Clin Cancer Res. 2012; 18: 1138-1145. Retrieved 

from pubmed.ncbi.nlm.nih.gov/22228633 

30. Zauderer, M.G., Drilon, A., Kadota, K., et al. Trial of a 5-Day Dosing Regimen of 

Temozolomide in Patients with Relapsed Small-Cell Lung Cancers with Assessment of 

Methylguanine-DNA Methyltransferase. Lung Cancer. 2014; 86: 237-240. Retrieved from 

ncbi.nlm.nih.gov/pmc/articles/PMC4497567 

31. Johnson, D.H., Greco, F.A., Strupp, J., et al. Prolonged Administration of Oral Etoposide in 

Patients with Relapsed or Refractory Small-Cell Lung Cancer: A Phase II Trial. J Clin Oncol. 

1990; 8: 1613-1617. Retrieved from pubmed.ncbi.nlm.nih.gov/2170589 

32. Jassem, J., Karnicka-Mlodkowska, H., van Pottelsberghe, C., et al. Phase II Study of 

Vinorelbine (Navelbine) in Previously Treated Small-Cell Lung Cancer Patients. EORTC Lung 

Cancer Cooperative Group. Eur J Cancer. 1993; 29A: 1720-1722. Retrieved from 

pubmed.ncbi.nlm.nih.gov/8398301 

33. Masters, G.A., Declerck, L., Blanke, C., et al. Phase II Trial of Gemcitabine in Refractory or 

Relapsed Small-Cell Lung Cancer: Eastern Cooperative Oncology Group Trial 1597. J Clin 

Oncol. 2003; 21: 1550-1555. Retrieved from pubmed.ncbi.nlm.nih.gov/12697880 

34. van der Lee, I., Smit, E.F., van Putten, J.W.G., et al. Single-Agent Gemcitabine in Patients with 

Resistant Small-Cell Lung Cancer. Ann Oncol. 2001; 12: 557-561. Retrieved from 

pubmed.ncbi.nlm.nih.gov/11398892 

35. Schmittel, A., Knödler, M., Hortig, P., et al. Phase II Trial of Second-Line Bendamustine 

Chemotherapy in Relapsed Small Cell Lung Cancer Patients. Lung Cancer. 2007; 55(1): 109-

113. Retrieved from pubmed.ncbi.nlm.nih.gov/17097191 

36. Liu, S.V., Reck, M., Mansfield, A.S., et al. Updated Overall Survival and PD-L1 Subgroup 

Analysis of Patients with Extensive-Stage Small-Cell Lung Cancer Treated with Atezolizumab, 

Carboplatin and Etoposide (IMpower133). J Clin Oncol. 2021 Feb 20;39(6):619-630. DOI: 

10.1200/JCO.20.01055. Epub 2021 Jan 13. PMID: 33439693; PMCID: PMC8078320 

37. Goldman, J.W., Dvorkin, M., Chen, Y., et al.; CASPIAN Investigators. Durvalumab, with or 

without Tremelimumab, Plus Platinum-Etoposide Versus Platinum-Etoposide Alone in First-

Line Treatment of Extensive-Stage Small-Cell Lung Cancer (CASPIAN): Updated Results 

From a Randomised, Controlled, Open-Label, Phase 3 Trial. Lancet Oncol. 2021 Jan;22(1):51-

65. DOI: 10.1016/S1470-2045(20)30539-8. Epub 2020 Dec 4. PMID: 33285097 

38. Subbiah, V., Paz-Ares, L., Besse, B., et al. Antitumor activity of lurbinectedin in second-line 

small cell lung cancer patients who are candidates for re-challenge with the first-line treatment. 

Lung Cancer. 2020;150:90-96. PMID: 33096421. 

39. Spigel, D.R., Vicente, D, Ciuleanu, T.E. et al. Second-line nivolumab in relapsed small-cell 

lung cancer: CheckMate 331. Ann Oncol. 2021;32(5):631-641. PMID: 33539946. 

40. Keeping, S.T., Cope, S., Chan, K., et al. Comparative effectiveness of nivolumab versus 

standard of care for third-line patients with small-cell lung cancer. J Comp Eff Res. 

2020;9(18):1275-1284. PMID: 33140652.  



© 2025 Optum, Inc. All rights reserved. Optum Cancer Therapy Pathways Program   |   174 

Uterine Carcinoma (Endometrial)  

Adjuvant 

• Carboplatin + Paclitaxel 

• Dostarlimab + Carboplatin + Paclitaxel (stage III-IV tumors, dMMR/MSI-H only) 

Metastatic or Recurrent  

1st Line of Therapy 

• Carboplatin + Paclitaxel 

• Carboplatin + Paclitaxel + Trastuzumab (for stage III/IV or recurrent HER2-positive uterine serous 
carcinoma only)  

• Dostarlimab + Carboplatin + Paclitaxel (stage III-IV tumors, dMMR/MSI-H only)*  

• Lenvatinib + Pembrolizumab (pMMR only, after prior platinum-based therapy including 
neoadjuvant and adjuvant)*  

2nd and Subsequent Lines of Therapy 

• Lenvatinib + Pembrolizumab (pMMR only)* 

• Docetaxel 

• Paclitaxel 

• Doxorubicin 

• Liposomal Doxorubicin 

*For patients that have not received treatment with a checkpoint inhibitor. 
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Change control 

Date Changes 

July 1, 2020 Added change control  

New pathways — Small Cell Lung Cancer and Hepatobiliary Cancer 

Updates to existing pathways  

• Melanoma Pathways: 

– Removed “Stages IIIB and IIIC” from Adjuvant  

• Colon Pathways:  

– Updated name to “Colon/Rectal” to reflect pathways for rectal cancer 

– Removed FOLFOX/FOLFIRI + Cetuximab regimen from Colon Cancer: Metastatic 
KRAS/NRAS: Wild Type – 1st and 2nd Lines of Therapy 

Aug. 1, 2020 New pathways — Ovarian Cancer 

Oct. 1, 2020 New pathways — Non-Small-Cell Lung Cancer 

Updates to existing pathways  

• Breast Pathways: 

– Added capecitabine + lapatinib to pathways for HER2 POSITIVE:  
1st + Subsequent Lines of Therapy 

• Pancreatic Pathways: 

– Added fluorouracil/leucovorin to Locally Advanced/Metastatic:  
2nd + Subsequent Lines of Therapy 

• Colon/Rectal Pathways:  

– Added capecitabine + oxaliplatin (CAPEOX) to pathways for Adjuvant  

– Added new category of pathways for Metastatic: MSI/dMMR: 1st +  
Subsequent Lines of Therapy 

Nov. 1, 2020 New pathways — Head and Neck Cancer 

Updates to existing pathways  

• Melanoma Pathways:  

– Removed Nivolumab single agent from Adjuvant and Metastatic/Unresectable 
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Date Changes 

Jan. 1, 2021 New pathways — Multiple Myeloma 

March 1, 2021 New pathways — Diffuse Large B-Cell Lymphoma 

Updates to existing pathways  

• Hepatocellular carcinoma:  

– Added Atezolizumab + Bevacizumab regimen to pathways as 1st Line of Therapy and 
2nd + Subsequent Lines of Therapy 

– Added Sorafenib or Lenvatinib to 2nd + Subsequent Lines of Therapy 

• Biliary tract cancers:  

– Added FOLFOX, Pemigatinib (in FGFR2 mutation cholangiocarcinoma),  
and Ivosidenib (in IDH1 mutation cholangiocarcinoma) to pathways as 2nd + 
subsequent lines of therapy 

May 1, 2021 New pathways — Follicular Lymphoma and Marginal Zone Lymphoma 

June 1, 2021 New pathways — Mantle Cell Lymphoma 

Updates to existing pathways 

• Follicular Lymphoma and Marginal Zone Lymphoma 

– Added pathway options for refractory disease 

July 1, 2021 Updates to existing pathways 

• Mantle Cell Lymphoma 

– Added pathway option for maintenance after first line of therapy 

• Lung Cancer  

Sept. 1, 2021 Updates to existing pathways 

• Ovarian Cancer 

– Added carboplatin to pathways as Primary/Adjuvant Therapy 

• Head and Neck Cancer 

– Added “Cisplatin/Carboplatin + 5FU + Cetuximab, followed by Cetuximab Maintenance 
(Extreme regimen),” “Cisplatin/Carboplatin + Docetaxel/Paclitaxel,” and “Cisplatin + 
5FU” regimens to pathways as non-nasopharyngeal: recurrent/metastatic unresectable: 
2nd + subsequent line of therapy 

Oct. 1, 2021 New pathways — Bladder Cancer 
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Date Changes 

Dec. 1, 2021 Updates to existing pathways  

• Breast Pathways: 

– Added olaparib (for BRCA 1/2 mutation positive) to pathways for Neoadjuvant/Adjuvant 
– HER2 Negative  

– Added trastuzumab to pathways for Adjuvant (residual disease post-neoadjuvant 
therapy) – HER2 Positive 

– Removed atezolizumab + nab-paclitaxel (in PD-L1 Positive and metastatic TNBC) from 
pathways 

• Pancreatic Pathways: 

– Added FOLFIRINOX/mFOLFIRINOX to pathways for locally advanced or metastatic — 
2nd + Subsequent Lines of Therapy 

• Colon/Rectal Pathways:  

– Added fluorouracil + leucovorin ± bevacizumab to pathways for metastatic disease 

• Melanoma 

– Added pembrolizumab to pathways for Adjuvant (Resectable): BRAF Mutated 

March 1, 2022 Updates to existing pathways  

• Breast Pathways: 

– Added pembrolizumab + paclitaxel (mTNBC and PD-L1 expression threshold for 
positivity combined positive score ≥ 10) to pathways 

– Added pembrolizumab + gemcitabine + carboplatin (mTNBC and PD-L1 expression 
threshold for positivity combined positive score ≥ 10) to pathways 

– Added sacituzumab govitecan-hziy (mTNBC and after 2 prior therapies for metastatic 
disease) to pathways  

– Added fam-trastuzumab deruxtecan-nxki to pathways for 2nd + Subsequent Lines of 
Therapy in HER2 Positive metastatic disease 

• Multiple Myeloma 

– Removed Bortezomib + Thalidomide + Dexamethasone (VTD) from relapsed or 
refractory disease 

– Removed Carfilzomib + Pomalidomide + Dexamethasone (KPD) from relapsed or 
refractory disease: 2nd Line of Therapy  

• Lymphoma, Diffuse Large B-Cell 

– Added rituximab-mini-CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone) 
to pathways for 1st Line of Therapy 

• Lymphoma, Follicular 

– Removed 3rd + Subsequent Lines of Therapy (refractory disease) category and 
changed “2nd Line of Therapy (refractory disease)’ to ‘2nd + Subsequent Lines of 
Therapy (refractory disease)”  

– Removed Duvelisib, Idelalisib, Umbralisib from pathways 

• Lymphoma, Marginal Zone 

– Removed 3rd + Subsequent Lines of Therapy (refractory disease) category and 
changed “2nd Line of Therapy (refractory disease)’ to ‘2nd + Subsequent Lines of 
Therapy (refractory disease)”  

– Removed Duvelisib, Idelalisib, Umbralisib from pathways 
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Date Changes 

April 1, 2022 Updates to existing pathways  

• Multiple Myeloma 

– Removed Panobinostat + Bortezomib + Dexamethasone from relapsed or refractory 
disease 

• Small Cell Lung Cancer 

– Added topotecan, paclitaxel, and irinotecan to pathways for subsequent line(s), relapse 
> 6 months 

• Non-Small Cell Lung Cancer 

– Removed pathways for advanced/metastatic, ROS1 rearrangement, MET Exon 14 
skipping, BRAF V600E, RET rearrangement, and NTRK gene fusion 

May 1, 2022 Updates to existing pathways  

• Hepatobiliary Tract Cancers 

– Removed pemigatinib (for FGFR2 mutated cholangiocarcinoma)  

• Head and Neck Cancer 

– No change to current pathway 

July 1, 2022 New Pathways — Hodgkin Lymphoma and Kidney Cancer 

Aug. 1, 2022 New Pathways — Chronic Lymphocytic Leukemia (CLL)/Small Lymphocytic Lymphoma 
(SLL) 

Sept. 1, 2022 New Pathways — Uterine (Endometrial) Cancer 

Nov. 1, 2022 Updates to existing pathways 

• Breast Cancer 

– Added Ribociclib + anastrozole/letrozole/exemestane to Metastatic and Recurrent – 
Endocrine therapy, HER2 negative, first line 

– Added Ribociclib + fulvestrant to Metastatic and Recurrent – Endocrine therapy, 
HER2 negative, 2nd and subsequent lines of therapy 

– Added Fam-trastuzumab deruxtecan-nxki to HER2 IHC 1+ or 2+/ISH negative 
metastatic or recurrent disease: 2nd + subsequent lines of therapy 

– Removed Talazoparib (Germline BRCA 1/2 Mutation Positive) from Metastatic and 
Recurrent – Chemotherapy, HER2 NEGATIVE: 1st and subsequent lines of therapy 

• Bladder Cancer 

– Removed Cisplatin + Methotrexate + Vinblastine (CMV) from Neoadjuvant/Adjuvant 

• Colon Cancer 

– Added Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) + Cetuximab and 
Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) + Cetuximab to Metastatic 
KRAS/NRAS: Wild Type: 1st and 2nd line of therapy and MSI-H/dMMR: 1st + 
subsequent lines of therapy for left-sided colon cancer 

• Melanoma 

– Added Nivolumab single agent to Adjuvant and Metastatic/ Unresectable 

– Added Dabrafenib + Trametinib to metastatic/ unresectable (BRAF mutated/ 
symptomatic) 

Feb. 1, 2023 New Pathways — Chronic Myeloid Leukemia (CML), Esophageal and Esophagogastric 
Cancers, Gastric Cancer, and Prostate Cancer 
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Date Changes 

May 1, 2023 Update to existing pathways 

• Non-Small Cell Lung Cancer 

– Added Carboplatin/Cisplatin + Pemetrexed/Paclitaxel + Cemiplimab-rwlc (PD-L1: < 1%, 
1 – 49%, and ≥ 50%) to Advanced/Metastatic – Nonsquamous (EGFR, ALK, RET WT) 
– 1st line of therapy 

– Added Carboplatin + Paclitaxel + Cemiplimab-rwlc (PD-L1: < 1%, 1 – 49%, and ≥ 50%) 
to Advanced/Metastatic – Squamous (EGFR, ALK, RET WT) – 1st line of therapy 

– Added Cemiplimab-rwlc ± Pemetrexed to Advanced/Metastatic – Nonsquamous 
(EGFR, ALK, RET WT) – Maintenance 

– Added Cemiplimab-rwlc to Advanced/Metastatic – Squamous (EGFR, ALK, RET WT) – 
Maintenance 

• Ovarian 

– Rucaparib – added to maintenance therapy following primary therapy (voted upon by 
committee 8/2022, NCCN went live with it V1.2023, December 22, 2022 – published in 
CGP tool on 5.12.2023) 

June 1, 2023 Updates to existing pathway 

• Breast Cancer 

– Added Cisplatin/Carboplatin to Metastatic and Recurrent – Chemotherapy, HER2 
negative, 1st line and subsequent lines of therapy, TNBC 

June 23, 2023 Updates to existing pathways 

• Hepatobiliary split into two cancers, Hepatocellular and Biliary Tract Cancers 

Aug. 1, 2023 Update to existing pathway 

• Melanoma 

– Removed Nivolumab (1mg/kg) + Ipilimumab (3mg/kg); kept Nivolumab (3mg/kg) + 
Ipilimumab (1mg/kg) as pathway 

Sept. 1, 2023 Update to existing pathways 

• Ovarian Cancer 

– Carboplatin single-agent is removed from adjuvant/primary therapy as it has been 
removed from NCCN guidelines. 

• Uterine/Endometrial Cancer 

– Add dostarlimab + carboplatin/paclitaxel to primary/ adjuvant in dMMR/MSI-H patients. 

– Add dostarlimab + carboplatin/paclitaxel to first-line therapy for recurrent disease in 
dMMR/MSI-H patients and if prior ICI therapy was not received. 

– Add pembrolizumab + lenvatinib to first line recurrent therapy in pMMR patients for 
patients who had not received prior ICI therapy. 

– Pembrolizumab + lenvatinib is 2nd line in pMMR patients, added the variable, for 
patients who had not received prior ICI therapy. 

– Remove nivolumab, avelumab, and dostarlimab from 2nd line pathways in patients that 
dMMR/MSI-H and pembrolizumab in TMB-H (≥10 mutations/mega-base) or 
dMMR/MSI-H tumors. 

– Move the following therapies to 2nd line recurrent: Docetaxel (2B), doxorubicin, 
liposomal doxorubicin, and paclitaxel. 
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Date Changes 

Oct. 1, 2023 Update to existing pathways 

• Bladder Cancer 

– Add nivolumab to adjuvant therapy in muscle invasive bladder cancer in patients who 
are high-risk and PD-L1 ≥ 1%. 

– Carboplatin single-agent is removed from adjuvant/primary therapy as it has been 
removed from NCCN guidelines. 

• Colorectal Cancer 

– Changed pembrolizumab to the only first-line agent in patients who are dMMR/MSI-H. 

– The following regimens were moved to second and subsequent lines of therapy in 
patients who are dMMR/MSI-H: 

– FOLFOX + Bevacizumab 

– 5-FU + Leucovorin + Bevacizumab 

– Capecitabine 

– FOLFIRI + Bevacizumab 

– FOLFOX + Cetuximab* 

– FOLFIRI + Cetuximab* 

– FOLFOX + Panitumumab* 

– FOLFIRI + Panitumumab* 

– * KRAS/NRAS/BRAF WT and left-sided tumor only 

 

Dec. 1, 2023 Update to existing pathways 

• Bladder Cancer 

– Add BCG maintenance for NMIBC 

• Esophageal, Esophagogastric Cancer 

– Addition of the following regimens in first-line recurrent or metastatic disease, HER2 
negative or unknown disease 

– Capecitabine + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

– Fluorouracil ± Leucovorin + Cisplatin+ Pembrolizumab (CPS ≥ 10) 

– Fluorouracil ± Leucovorin + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

– Capecitabine + Cisplatin + Pembrolizumab (CPS ≥ 10) 

– Inclusion of “Unknown” to HER2 negative disease 

• Multiple Myeloma 

– Removal bortezomib + thalidomide + dexamethasone (VTD) due to removal from 
NCCN 

• Breast Cancer 

– The following regimens for HER2 positive moved to 4th line and subsequent due to 
NCCN updates: 

– Capecitabine + Lapatinib 

– Paclitaxel + Trastuzumab 

– Vinorelbine + Trastuzumab 

– Gemcitabine + Trastuzumab 

– Capecitabine + Trastuzumab 
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Date Changes 

March 1, 2024 
Update to existing pathways 

• Prostate Cancer 

– Addition of the following regimen in castrate resistant metastatic recurrent prostate 
cancer with no prior novel hormone therapy, without and with prior docetaxel  

– Olaparib + Abiraterone (BRCA 1/2) 

• Non-Small Cell Lung Cancer 

– Addition of the following regimens in Neoadjuvant / Adjuvant therapy 

– Carboplatin + Pemetrexed +/- XRT  

– Nivolumab + Carboplatin or Cisplatin + Paclitaxel (Neoadjuvant only) 

– Nivolumab + Carboplatin or Cisplatin + Pemetrexed (Neoadjuvant only, 
Nonsquamous only) 

– Nivolumab + Carboplatin or Cisplatin + Gemcitabine (Neoadjuvant only, Squamous 
only) 

– Addition of the following regimens to Advanced/ Metastatic First-Line in “IO Ineligible” 

– Carboplatin or Cisplatin + Paclitaxel 

– Carboplatin or Cisplatin + Pemetrexed (Nonsquamous only) 

– Carboplatin + Cisplatin + Gemcitabine (Squamous only) 

– Addition of the following regimens to Advanced/ Metastatic Second-Line 

– Gemcitabine 

April 1, 2024 
Update to existing pathways 

• Chronic Myeloid Leukemia 

– Removal of dasatinib and nilotinib from first-line therapy 

– Addition of dasatinib, nilotinib, and imatinib to second-line and subsequent therapy 

– Removal of Omacetaxine from second-line and subsequent therapy 

– Limit the use of ponatinib to T315I mutation only 

– Addition of asciminib to third-line and subsequent 

 

• Gastric Cancer (reviewed 10/2023) 

– Addition of the following regimens in first-line recurrent or metastatic disease, HER2 
negative or unknown disease 

– Capecitabine + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

– Fluorouracil ± Leucovorin + Oxaliplatin + Pembrolizumab (CPS ≥ 10) 

– Fluorouracil ± Leucovorin + Cisplatin+ Pembrolizumab (CPS ≥ 10) 

– Capecitabine + Cisplatin + Pembrolizumab (CPS ≥ 10)  

– Inclusion of “Unknown” to HER2 negative disease 
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Date Changes 

May 1, 2024 
Update to existing pathways 

• Multiple Myeloma 

– Addition of the following regimen to Primary Therapy, Transplant Eligible  

– Daratumumab + Bortezomib + Lenalidomide + Dexamethasone (DVRd) 

– Addition of the following regimen to Relapsed/ Refractory, second relapse 

– Daratumumab + Pomalidomide + Dexamethasone (DPd) 

• Pancreatic Cancer 

– Addition of the following regimens to maintenance therapy for metastatic disease 

– Fluorouracil + Leucovorin 

– Capecitabine 

• Hepatocellular 

– Addition of the following regimen to first-line therapy 

– Durvalumab 

– Removal of the following regimens to first-line therapy 

– Lenvatinib 

– Sorafenib 

• Biliary Tract Cancers 

– Removal of the following regimen in first-line therapy 

– Durvalumab + Cisplatin + Gemcitabine 

  

June 1, 2024 
Update to existing pathways 

• Head and Neck 

– Addition of the following regimen to Non-Nasopharyngeal recurrent, metastatic, 
unresectable 1st line of therapy 

– Carboplatin + Paclitaxel + Pembrolizumab (CPS ≥ 1) 

– Addition of the following regimens to Nasopharyngeal recurrent, metastatic, 
unresectable 1st line of therapy 

– Cisplatin + Gemcitabine + Toripalimab 

– Cisplatin + Gemcitabine + Pembrolizumab 

– Cisplatin + Gemcitabine + Nivolumab 

• Follicular Lymphoma 

– Addition of the following regimen to first-line therapy 

– Rituximab (weekly for 4 doses) 

• Mantle Cell Lymphoma 

– Removal of the following regimen to first-line therapy (due to NCCN removal) 

– Alternating RCHOP/RDHAP (Rituximab, Cyclophosphamide, Doxorubicin, 
Vincristine, Prednisone)/(Rituximab, Dexamethasone, Cytarabine, Cisplatin) 

– Removal of the following regimen third-line and subsequent therapy (due to NCCN 
removal) 

– Lenalidomide 

• Marginal Zone Lymphoma 

– Removal of the following regimen to first-line therapy 

– Chlorambucil +/- Rituximab  
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Date Changes 

July 1, 2024 
• Kidney Cancer 

– Addition of the following regimen to adjuvant therapy 

– Pembrolizumab 

– Addition of the following regimen to relapsed or metastatic 1st line of therapy 

– Nivolumab + Ipilimumab 

August 1, 2024 
• Breast Cancer 

– Addition of the following regimen to metastatic, HER 2 negative breast cancer 

– Fulvestrant + Letrozole 

– Addition of the following regimen to metastatic, HER 2 negative, hormone positive 
breast cancer in 3rd and subsequent lines of therapy 

– Sacituzumab Govitecan-hziy 

– Addition of the following regimen to metastatic, HER 2 positive, in 2nd line for patients 
with CNS involvement 

– Tucatinib + Trastuzumab + Capecitabine 

– Addition of the following regimen to metastatic, HER 2 positive, in 3rd and subsequent 
lines of therapy 

– Tucatinib + Trastuzumab + Capecitabine 

– Removal of the following regimen to metastatic, HER 2 positive, in 4th and subsequent 
lines of therapy 

– Lapatinib + Capecitabine 

 

September 1, 
2024 

• Uterine / Endometrial Cancer – No changes 

• Ovarian Cancer 

– Addition of the following regimen to recurrent disease platinum resistant or platinum-
refractory 

– Mirvetuximab soravtansine-gynx (FRα expressing tumors, ≥75% positive tumor 
cells  

• Bladder Cancer 

– Changed enfortumab vedotin to locally advanced or metastatic 2nd line and subsequent 
from 3rd line and subsequent 

– Addition of the following regimen to locally advanced or metastatic 2nd line and 
subsequent 

– Erdaftinib in FGFR 3 mutations 

November 1, 
2024 

• Gastric, Esophageal and EGJ Cancer 

– Addition of the following regimen to 1st line recurrent, metastatic, unresectable locally 
advanced disease 

– Capecitabine + Cisplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1)  

– Capecitabine + Oxaliplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

– Fluorouracil +/- Leucovorin + Oxaliplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 

– Fluorouracil +/- Leucovorin + Cisplatin + Trastuzumab + Pembrolizumab (CPS ≥ 1) 
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Date Changes 
November 1, 2024 
continued • Colorectal Cancer 

– In metastatic or unresectable/ medically inoperable in KRAS/NRAS/BRAF 
MUT/UNK/WT change the pathways from 1st and 2nd lines of therapy to 1st and 
subsequent lines of therapy. 

– In metastatic or unresectable/ medically inoperable in KRAS/NRAS/BRAF/WT 
change the pathways to allow for EGFR-I to used in 2nd line regardless of tumor 
location and this will follow NCCN guidelines. 

– Addition of the following regimens in metastatic or unresectable/ medically inoperable 
in KRAS/NRAS/BRAF MUT/UNK/WT in pMMR/MSI-S and dMMR/MSI-H in 2nd and 
subsequent lines of therapy 

– Encorafenib + Cetuximab (BRAF V600E mutation positive) 

– Encorafenib + Panitumumab (BRAF V600E mutation positive) 

– Addition of the following regimens in metastatic or unresectable/ medically inoperable 
in KRAS/NRAS/BRAF MUT/UNK/WT in pMMR/MSI-S and dMMR/MSI-H in 3rd and 
subsequent lines of therapy 

– Trifluridine/Tipiracil + Bevacizumab 

 
December 1, 2024 

• Breast Cancer 

– Addition of the following regimen in triple negative breast cancer (TNBC) in 
neoadjuvant/ adjuvant therapy 

– Neoadjuvant Pembrolizumab + Carboplatin + Paclitaxel followed by 
Pembrolizumab + Cyclophosphamide + Doxorubicin or Epirubicin, followed by 
adjuvant pembrolizumab (per NCCN guidelines) 

• Small Cell Lung Cancer 

– Addition of the following regimen in limited stage small cell lung cancer consolidation / 
maintenance 

– Durvalumab  

February 1, 2025 
• Non-Small Cell Lung cancer 

– Addition of the following regimen in completely resected patients  

– Alectinib (stage II-IIIA or stage IIIB (T3, N2) NSCLC and positive for ALK 
rearrangement) 

– Addition of language to include “either one, two or all of the following” to several 
regimens in which there is more than one therapy (see above) 

Addition pending 
NCCN addition • Prostate Cancer (1/2024) 

– Addition of the following regimen in castrate resistant metastatic recurrent prostate 
cancer with no prior novel hormone therapy, without and with prior docetaxel  

– Olaparib + Abiraterone + ADT (HRRm)  

• Non-Small Cell Lung Cancer (1/2024) 

– Addition of the following regimen to Advanced/ Metastatic First-Line 

– Atezolizumab + Carboplatin or Cisplatin + Paclitaxel (Nonsquamous only) 

– Addition of the following regimen to Advanced/ Metastatic Maintenance (when above 
is adopted) 

– Atezolizumab (Nonsquamous) 

• Melanoma (6/2024) 

– Addition of the following regimen in stage III melanoma, neoadjuvant  
– Nivolumab + Ipilimumab x 2 cycles 

 


