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Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX)
Capecitabine + Oxaliplatin (CAPEOX)
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Fluorouracil/Leucovorin
O Capecitabine (frail and elderly patients)

Neoadjuvant

O Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX)
O] Capecitabine + Oxaliplatin (CAPEOX)
Metastatic — First Line Therapy

O Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) +/- Bevacizumab®

Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) +/- Panitumumab (KRAS/NRAS/BRAF WT, left sided tumor only)
Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) +/- Bevacizumab”

Fluorouracil + Leucovorin + Irinotecan + Oxaliplatin (FOLFOXIRI) +/- Bevacizumab®

Capecitabine + Oxaliplatin (CAPEOX)

O Pembrolizumab (MSI-H, dMMR)

Metastatic — First Line Therapy cont. (for patients who are not appropriate for intensive therapy)

Oo0oo0oao

O Fluorouracil + leucovorin +/ - Bevacizumab

O Capecitabine +/- Bevacizumab
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Metastatic Second Line and Subsequent Lines of Therapy

O Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) +/- Bevacizumab*

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

Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) +/- Panitumumab (KRAS/NRAS/BRAF WT)
Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) +/- Panitumumab (KRAS/NRAS/BRAF WT)
Pembrolizumab (MSI-H, dMMR)

O Encorafenib/ cetuximab (BRAF V600E mutation)

*a biosimilar agent may be preferred under the patient’s specific health plan

O oo

References:

Andre T, Blons H, Mabro M, et al. 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.
Ann Oncol. 2013;24(2):412-419. doi:10.1093/annonc/mds465

André T, Boni C, Mounedji-Boudiaf L, et al. Oxaliplatin, fluorouracil, and leucovorin as adjuvant treatment for colon
cancer. N Engl J Med. 2004;350(23):2343-2351. doi:10.1056/NEJMo0a032709

André T, Louvet C, Maindrault-Goebel F, et al. CPT-11 (irinotecan) addition to bimonthly, high-dose leucovorin and bolus
and continuous-infusion 5-fluorouracil (FOLFIRI) for pretreated metastatic colorectal cancer. GERCOR. Eur J Cancer.
1999;35(9):1343-1347. doi:10.1016/s0959-8049(99)00150-1

André T, Shiu KK, Kim TW, et al. Pembrolizumab in Microsatellite-Instability-High Advanced Colorectal Cancer. N Engl J
Med. 2020;383(23):2207-2218. doi:10.1056/NEJM0a2017699

Argilés G, Tabernero J, Labianca R, et al. Localised colon cancer: ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up. Ann Oncol. 2020;31(10):1291-1305. doi:10.1016/j.annonc.2020.06.022

Cassidy J, Clarke S, Diaz-Rubio E, et al. Randomized phase Il study of capecitabine plus oxaliplatin compared with
fluorouracil/folinic acid plus oxaliplatin as first-line therapy for metastatic colorectal cancer. J Clin Oncol.
2008;26(12):2006-2012. doi:10.1200/JC0.2007.14.9898

Cheeseman SL, Joel SP, Chester JD, et al. A 'modified de Gramont' regimen of fluorouracil, alone and with oxaliplatin, for
advanced colorectal cancer. BrJ Cancer. 2002;87(4):393-399. doi:10.1038/sj.bjc.6600467

Chiorean EG, Nandakumar G, Fadelu T, et al. Treatment of Patients With Late-Stage Colorectal Cancer: ASCO Resource-
Stratified Guideline. JCO Glob Oncol. 2020;6:414-438. doi:10.1200/JG0.19.00367

Ciardiello F, Normanno N, Martinelli E, et al. Cetuximab continuation after first progression in metastatic colorectal
cancer (CAPRI-GOIM): a randomized phase Il trial of FOLFOX plus cetuximab versus FOLFOX. Ann Oncol.
2016;27(6):1055-1061. doi:10.1093/annonc/mdw136

Costas-Chavarri A, Nandakumar G, Temin S, et al. Treatment of Patients With Early-Stage Colorectal Cancer: ASCO
Resource-Stratified Guideline. J Glob Oncol. 2019;5:1-19. doi:10.1200/JG0.18.00214

Note: Pathways are independent of specific OptumCare/health plan medical policy coverage criteria. OptumCare/health plan medical policy/clinical guidelines should
be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are considered on
pathway unless otherwise specified by OptumCare/health plan formularies, medical policies, or preferred product rules.

Last Review [2.22.2022] | Effective [3.1.2022] / sIf



Cremolini C, Antoniotti C, Lonardi S, et al. Activity and Safety of Cetuximab Plus Modified FOLFOXIRI Followed by
Maintenance With Cetuximab or Bevacizumab for RAS and BRAF Wild-type Metastatic Colorectal Cancer: A Randomized
Phase 2 Clinical Trial. JAMA Oncol. 2018;4(4):529-536. d0i:10.1001/jamaoncol.2017.5314

Cremolini C, Loupakis F, Antoniotti C, et al. 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. Lancet Oncol. 2015;16(13):1306-1315. doi:10.1016/51470-2045(15)00122-9

Cremolini C, Rossini D, Dell'Aquila E, et al. Rechallenge for Patients With RAS and BRAF Wild-Type Metastatic Colorectal
Cancer With Acquired Resistance to First-line Cetuximab and Irinotecan: A Phase 2 Single-Arm Clinical Trial. JAMA Oncol.
2019;5(3):343-350. doi:10.1001/jamaoncol.2018.5080

Cunningham D, Humblet Y, Siena S, et al. Cetuximab monotherapy and cetuximab plus irinotecan in irinotecan-refractory
metastatic colorectal cancer. N Engl ] Med. 2004;351(4):337-345. doi:10.1056/NEJM0a033025

Cunningham D, Lang |, Marcuello E, et al. Bevacizumab plus capecitabine versus capecitabine alone in elderly patients
with previously untreated metastatic colorectal cancer (AVEX): an open-label, randomised phase 3 trial. Lancet Oncol.
2013;14(11):1077-1085. doi:10.1016/51470-2045(13)70154-2

de Gramont A, Figer A, Seymour M, et al. Leucovorin and fluorouracil with or without oxaliplatin as first-line treatment
in advanced colorectal cancer. J Clin Oncol. 2000;18(16):2938-2947. doi:10.1200/JC0.2000.18.16.2938

Douillard JY, Siena S, Cassidy J, et al. Randomized, phase Ill trial of panitumumab with infusional fluorouracil, leucovorin,
and oxaliplatin (FOLFOX4) versus FOLFOX4 alone as first-line treatment in patients with previously untreated metastatic
colorectal cancer: the PRIME study. J Clin Oncol. 2010;28(31):4697-4705.

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):731-739. doi:10.1056/NEJMo0al1714448

Drilon A, Siena S, Ou SI, et al. Safety and Antitumor Activity of the Multitargeted Pan-TRK, ROS1, and ALK Inhibitor
Entrectinib: Combined Results from Two Phase | Trials (ALKA-372-001 and STARTRK-1). Cancer Discov. 2017;7(4):400-
409. doi:10.1158/2159-8290.CD-16-1237

Emmanouilides C, Sfakiotaki G, Androulakis N, et al. Front-line bevacizumab in combination with oxaliplatin, leucovorin
and 5-fluorouracil (FOLFOX) in patients with metastatic colorectal cancer: a multicenter phase Il study. BMC Cancer.
2007;7:91. Published 2007 May 30. doi:10.1186/1471-2407-7-91

Falcone A, Ricci S, Brunetti |, et al. Phase Il 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. J Clin Oncol. 2007;25(13):1670-1676.
do0i:10.1200/JC0.2006.09.0928

Fornaro L, Lonardi S, Masi G, et al. FOLFOXIRI in combination with panitumumab as first-line treatment in quadruple
wild-type (KRAS, NRAS, HRAS, BRAF) metastatic colorectal cancer patients: a phase Il trial by the Gruppo Oncologico
Nord Ovest (GONQO). Ann Oncol. 2013;24(8):2062-2067.

Note: Pathways are independent of specific OptumCare/health plan medical policy coverage criteria. OptumCare/health plan medical policy/clinical guidelines should
be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are considered on
pathway unless otherwise specified by OptumCare/health plan formularies, medical policies, or preferred product rules.

Last Review [2.22.2022] | Effective [3.1.2022] / sIf



Foxtrot Collaborative Group. Feasibility of preoperative chemotherapy for locally advanced, operable colon cancer: the
pilot phase of a randomised controlled trial. Lancet Oncol. 2012;13(11):1152-1160. doi:10.1016/51470-2045(12)70348-0

Fuchs CS, Marshall J, Mitchell E, et al. 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. J Clin Oncol.
2007;25(30):4779-4786. doi:10.1200/JC0.2007.11.3357

Fuchs CS, Marshall J, Mitchell E, et al. 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. J Clin Oncol.
2007;25(30):4779-4786. doi:10.1200/JC0.2007.11.3357

Fuchs CS, Moore MR, Harker G, Villa L, Rinaldi D, Hecht JR. Phase Ill comparison of two irinotecan dosing regimens in
second-line therapy of metastatic colorectal cancer. J Clin Oncol. 2003;21(5):807-814. doi:10.1200/JC0.2003.08.058

Grothey A, Van Cutsem E, Sobrero A, et al. Regorafenib monotherapy for previously treated metastatic colorectal cancer
(CORRECT): an international, multicentre, randomised, placebo-controlled, phase 3 trial. Lancet. 2013;381(9863):303-
312. doi:10.1016/S0140-6736(12)61900-X

Haller DG, Catalano PJ, Macdonald JS, et al. Phase Il study of fluorouracil, leucovorin, and levamisole in high-risk stage
and Ill colon cancer: final report of Intergroup 0089. J Clin Oncol. 2005;23(34):8671-8678. doi:10.1200/JC0.2004.00.5686

Haller DG, Rothenberg ML, Wong AO, et al. Oxaliplatin plus irinotecan compared with irinotecan alone as second-line
treatment after single-agent fluoropyrimidine therapy for metastatic colorectal carcinoma. J Clin Oncol.
2008;26(28):4544-4550. doi:10.1200/JC0.2008.17.1249

Hartmann JT, Oechsle K, Jager E, et al. Prospective multicenter phase Il study of irinotecan as third-line therapy in
metastatic colorectal cancer and progression after bolus and infusional 5-fluorouracil. Anticancer Drugs. 2004;15(5):473-
477. doi:10.1097/01.cad.0000127144.73043.57

Heinemann V, von Weikersthal LF, Decker T, et al. 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. Lancet Oncol.
2014;15(10):1065-1075. doi:10.1016/5S1470-2045(14)70330-4

Hofheinz RD, Wenz F, Post S, et al. Chemoradiotherapy with capecitabine versus fluorouracil for locally advanced rectal
cancer: a randomised, multicentre, non-inferiority, phase 3 trial. Lancet Oncol. 2012;13(6):579-588. d0i:10.1016/51470-
2045(12)70116-X

Hurwitz HI, Fehrenbacher L, Hainsworth JD, et al. Bevacizumab in combination with fluorouracil and leucovorin: an
active regimen for first-line metastatic colorectal cancer. J Clin Oncol. 2005;23(15):3502-3508.
doi:10.1200/JC0.2005.10.017

Jager E, Heike M, Bernhard H, et al. Weekly high-dose leucovorin versus low-dose leucovorin combined with fluorouracil
in advanced colorectal cancer: results of a randomized multicenter trial. Study Group for Palliative Treatment of
Metastatic Colorectal Cancer Study Protocol 1. J Clin Oncol. 1996;14(8):2274-2279. doi:10.1200/JC0.1996.14.8.2274

Note: Pathways are independent of specific OptumCare/health plan medical policy coverage criteria. OptumCare/health plan medical policy/clinical guidelines should
be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are considered on
pathway unless otherwise specified by OptumCare/health plan formularies, medical policies, or preferred product rules.

Last Review [2.22.2022] | Effective [3.1.2022] / sIf



Jakobsen A, Andersen F, Fischer A, et al. Neoadjuvant chemotherapy in locally advanced colon cancer. A phase Il
trial. Acta Oncol. 2015;54(10):1747-1753. doi:10.3109/0284186X.2015.1037007

Karoui M, Rullier A, Piessen G, et al. Perioperative FOLFOX 4 Versus FOLFOX 4 Plus Cetuximab Versus Immediate Surgery
for High-Risk Stage Il and Ill Colon Cancers: A Phase Il Multicenter Randomized Controlled Trial (PRODIGE 22). Ann Surg.
2020;271(4):637-645. doi:10.1097/SLA.0000000000003454

Kéhne CH, Karthaus M, Mineur L, et al. Impact of Primary Tumour Location and Early Tumour Shrinkage on Outcomes in
Patients with RAS Wild-Type Metastatic Colorectal Cancer Following First-Line FOLFIRI Plus Panitumumab. Drugs R D.
2019;19(3):267-275. doi:10.1007/s40268-019-0278-8

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/NEJM0a1908075

Le DT, Uram JN, Wang H, et al. PD-1 Blockade in Tumors with Mismatch-Repair Deficiency. N Engl ] Med.
2015;372(26):2509-2520. doi:10.1056/NEJM0al500596

Le DT, Uram JN, Wang H, et al. PD-1 Blockade in Tumors with Mismatch-Repair Deficiency. N Engl J Med.
2015;372(26):2509-2520. doi:10.1056/NEJM0a1500596

Loupakis F, Cremolini C, Masi G, et al. Initial therapy with FOLFOXIRI and bevacizumab for metastatic colorectal
cancer. N Engl J Med. 2014;371(17):1609-1618. doi:10.1056/NEJMo0a1403108

Lu S, Bowsher RR, Clancy A, et al. An Integrated Analysis of Dostarlimab Immunogenicity. AAPS J. 2021;23(5):96.
Published 2021 Jul 29. do0i:10.1208/s12248-021-00624-7

Maindrault-Goebel F, de Gramont A, Louvet C, et al. 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). Ann Oncol. 2000;11(11):1477-1483. d0i:10.1023/a:1026520812351

Maindrault-Goebel F, de Gramont A, Louvet C, et al. High-dose intensity oxaliplatin added to the simplified bimonthly
leucovorin and 5-fluorouracil regimen as second-line therapy for metastatic colorectal cancer (FOLFOX 7) [published
correction appears in Eur J Cancer. 2004 Nov;40(16):2533]. Eur J Cancer. 2001;37(8):1000-1005. doi:10.1016/s0959-
8049(01)00068-5

Martin-Martorell P, Roselld S, Rodriguez-Braun E, Chirivella I, Bosch A, Cervantes A. Biweekly cetuximab and irinotecan
in advanced colorectal cancer patients progressing after at least one previous line of chemotherapy: results of a phase Il
single institution trial. Br J Cancer. 2008;99(3):455-458. doi:10.1038/sj.bjc.6604530

Matsuda C, Honda M, Tanaka C, et al. Multicenter randomized phase Il clinical trial of oxaliplatin reintroduction as a
third- or later-line therapy for metastatic colorectal cancer-biweekly versus standard triweekly XELOX (The ORION
Study). Int J Clin Oncol. 2016;21(3):566-572. doi:10.1007/s10147-015-0911-7

Mayer RJ, Van Cutsem E, Falcone A, et al. Randomized trial of TAS-102 for refractory metastatic colorectal cancer. N Engl
J Med. 2015;372(20):1909-1919. doi:10.1056/NEJMoal1414325

Note: Pathways are independent of specific OptumCare/health plan medical policy coverage criteria. OptumCare/health plan medical policy/clinical guidelines should
be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are considered on
pathway unless otherwise specified by OptumCare/health plan formularies, medical policies, or preferred product rules.

Last Review [2.22.2022] | Effective [3.1.2022] / sIf



Meric-Bernstam F, Hurwitz H, Raghav KPS, et al. Pertuzumab plus trastuzumab for HER2-amplified metastatic colorectal
cancer (MyPathway): an updated report from a multicentre, open-label, phase 2a, multiple basket study. Lancet Oncol.
2019;20(4):518-530. doi:10.1016/51470-2045(18)30904-5

Nakayama G, Uehara K, Ishigure K, et al. The efficacy and safety of bevacizumab beyond first progression in patients
treated with first-line mFOLFOX6 followed by second-line FOLFIRI in advanced colorectal cancer: a multicenter, single-
arm, phase Il trial (CCOG-0801). Cancer Chemother Pharmacol. 2012;70(4):575-581. doi:10.1007/s00280-012-1948-1

O'Connell MJ, Colangelo LH, Beart RW, et al. Capecitabine and oxaliplatin in the preoperative multimodality treatment of
rectal cancer: surgical end points from National Surgical Adjuvant Breast and Bowel Project trial R-04. J Clin Oncol.
2014;32(18):1927-1934.

O'Connell MJ, Martenson JA, Wieand HS, et al. Improving adjuvant therapy for rectal cancer by combining protracted-
infusion fluorouracil with radiation therapy after curative surgery. N Engl J Med. 1994;331(8):502-507.
doi:10.1056/NEJM199408253310803

Overman MJ, Lonardi S, Wong KYM, et al. Durable Clinical Benefit With Nivolumab Plus Ipilimumab in DNA Mismatch
Repair-Deficient/Microsatellite Instability-High Metastatic Colorectal Cancer. J Clin Oncol. 2018;36(8):773-779.
doi:10.1200/JC0.2017.76.9901

Overman MJ, McDermott R, Leach JL, et al. Nivolumab in patients with metastatic DNA mismatch repair-deficient or
microsatellite instability-high colorectal cancer (CheckMate 142): an open-label, multicentre, phase 2 study [published
correction appears in Lancet Oncol. 2017 Sep;18(9):e510]. Lancet Oncol. 2017;18(9):1182-1191. doi:10.1016/5S1470-
2045(17)30422-9

Passardi A, Scarpi E, Gelsomino F, et al. Impact of second-line cetuximab-containing therapy in patients with KRAS wild-
type metastatic colorectal cancer: results from the ITACa randomized clinical trial. Sci Rep. 2017;7(1):10426. Published
2017 Sep 5. doi:10.1038/s41598-017-11048-9

Peeters M, Price TJ, Cervantes A, et al. Randomized phase Ill study of panitumumab with fluorouracil, leucovorin, and
irinotecan (FOLFIRI) compared with FOLFIRI alone as second-line treatment in patients with metastatic colorectal cancer.
J Clin Oncol. 2010;28(31):4706-4713.

Pfeiffer P, Yilmaz M, Moller 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;21(3):412-420.
doi:10.1016/51470-2045(19)30827-7

Price TJ, Peeters M, Kim TW, et al. 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. Lancet Oncol. 2014;15(6):569-579. doi:10.1016/51470-2045(14)70118-4

Saltz LB, Clarke S, Diaz-Rubio E, et al. Bevacizumab in combination with oxaliplatin-based chemotherapy as first-line
therapy in metastatic colorectal cancer: a randomized phase Il study [published correction appears in J Clin Oncol. 2008
Jun;26(18):3110] [published correction appears in J Clin Oncol. 2009 Feb 1;27(4):653]. J Clin Oncol. 2008;26(12):2013-
2019. doi:10.1200/JC0.2007.14.9930

Note: Pathways are independent of specific OptumCare/health plan medical policy coverage criteria. OptumCare/health plan medical policy/clinical guidelines should
be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are considered on
pathway unless otherwise specified by OptumCare/health plan formularies, medical policies, or preferred product rules.

Last Review [2.22.2022] | Effective [3.1.2022] / sIf



Saltz LB, Clarke S, Diaz-Rubio E, et al. Bevacizumab in combination with oxaliplatin-based chemotherapy as first-line
therapy in metastatic colorectal cancer: a randomized phase Il study [published correction appears in J Clin Oncol. 2008
Jun;26(18):3110] [published correction appears in J Clin Oncol. 2009 Feb 1;27(4):653]. J Clin Oncol. 2008;26(12):2013-
2019. doi:10.1200/JC0.2007.14.9930

Sartore-Bianchi A, Trusolino L, Martino C, et al. 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 [published correction appears in Lancet Oncol. 2016 Oct;17 (10 ):e420]. Lancet
Oncol. 2016;17(6):738-746. doi:10.1016/51470-2045(16)00150-9

Schmoll HJ, Cartwright T, Tabernero J, et al. Phase Il trial of capecitabine plus oxaliplatin as adjuvant therapy for stage Il
colon cancer: a planned safety analysis in 1,864 patients. J Clin Oncol. 2007;25(1):102-109.
doi:10.1200/JC0.2006.08.1075

Schmoll HJ, Tabernero J, Maroun J, et al. Capecitabine Plus Oxaliplatin Compared With Fluorouracil/Folinic Acid As
Adjuvant Therapy for Stage Il Colon Cancer: Final Results of the NO16968 Randomized Controlled Phase Il Trial. J Clin
Oncol. 2015;33(32):3733-3740. doi:10.1200/JC0.2015.60.9107

Schwartzberg LS, Rivera F, Karthaus M, et al. PEAK: a randomized, multicenter phase Il study of panitumumab plus
modified fluorouracil, leucovorin, and oxaliplatin (mFOLFOX6) or bevacizumab plus mFOLFOX6 in patients with
previously untreated, unresectable, wild-type KRAS exon 2 metastatic colorectal cancer. J Clin Oncol. 2014;32(21):2240-
2247. doi:10.1200/JC0O.2013.53.2473

Seymour MT, Brown SR, Middleton G, et al. Panitumumab and irinotecan versus irinotecan alone for patients with KRAS
wild-type, fluorouracil-resistant advanced colorectal cancer (PICCOLO): a prospectively stratified randomised trial.
Lancet Oncol. 2013;14(8):749-759. doi:10.1016/51470-2045(13)70163-3

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 [published correction appears in
Lancet Oncol. 2015 Jun;16(6):e262]. Lancet Oncol. 2015;16(5):499-508. doi:10.1016/51470-2045(15)70127-0

Tepper JE, O'Connell M, Niedzwiecki D, et al. Adjuvant therapy in rectal cancer: analysis of stage, sex, and local control--
final report of intergroup 0114. J Clin Oncol. 2002;20(7):1744-1750. doi:10.1200/JC0.2002.07.132

Twelves C, Scheithauer W, McKendrick J, et al. Capecitabine versus 5-fluorouracil/folinic acid as adjuvant therapy for
stage lll colon cancer: final results from the X-ACT trial with analysis by age and preliminary evidence of a
pharmacodynamic marker of efficacy. Ann Oncol. 2012;23(5):1190-1197. doi:10.1093/annonc/mdr366

Twelves C, Wong A, Nowacki MP, et al. Capecitabine as adjuvant treatment for stage Ill colon cancer. N Engl J Med.
2005;352(26):2696-2704. doi:10.1056/NEJM0a043116

Van Cutsem E, Cervantes A, Adam R, et al. ESMO consensus guidelines for the management of patients with metastatic
colorectal cancer. Ann Oncol. 2016;27(8):1386-1422. doi:10.1093/annonc/mdw?235

Note: Pathways are independent of specific OptumCare/health plan medical policy coverage criteria. OptumCare/health plan medical policy/clinical guidelines should
be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are considered on
pathway unless otherwise specified by OptumCare/health plan formularies, medical policies, or preferred product rules.

Last Review [2.22.2022] | Effective [3.1.2022] / sIf



Van Cutsem E, Cervantes A, Nordlinger B, Arnold D; ESMO Guidelines Working Group. Metastatic colorectal cancer:
ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up [published correction appears in Ann Oncol.
2015 Sep;26 Suppl 5:v174-7]. Ann Oncol. 2014;25 Suppl 3:iii1-iii9. doi:10.1093/annonc/mdu260

Van Cutsem E, Peeters M, Siena S, et al. Open-label phase lll trial of panitumumab plus best supportive care compared
with best supportive care alone in patients with chemotherapy-refractory metastatic colorectal cancer. J Clin Oncol.
2007;25(13):1658-1664.

Van Cutsem E, Rivera F, Berry S, et al. Safety and efficacy of first-line bevacizumab with FOLFOX, XELOX, FOLFIRI and
fluoropyrimidines in metastatic colorectal cancer: the BEAT study. Ann Oncol. 2009;20(11):1842-1847.
doi:10.1093/annonc/mdp233

Van Cutsem E, Tabernero J, Lakomy R, et al. Addition of aflibercept to fluorouracil, leucovorin, and irinotecan improves
survival in a phase lll randomized trial in patients with metastatic colorectal cancer previously treated with an
oxaliplatin-based regimen. J Clin Oncol. 2012;30(28):3499-3506. d0i:10.1200/JC0.2012.42.8201

Van Cutsem E, Twelves C, Cassidy J, et al. Oral capecitabine compared with intravenous fluorouracil plus leucovorin in
patients with metastatic colorectal cancer: results of a large phase Ill study. J Clin Oncol. 2001;19(21):4097-4106.
doi:10.1200/JC0.2001.19.21.4097

Venook AP, Niedzwiecki D, Lenz HJ, et al. 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. JAMA. 2017;317(23):2392-2401. doi:10.1001/jama.2017.7105

Venook AP, Niedzwiecki D, Lenz HJ, et al. 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. JAMA. 2017;317(23):2392-2401. doi:10.1001/jama.2017.7105

Yildiz R, Buyukberber S, Uner A, et al. Bevacizumab plus irinotecan-based therapy in metastatic colorectal cancer
patients previously treated with oxaliplatin-based regimens. Cancer Invest. 2010;28(1):33-37.
doi:10.3109/07357900802562996

Note: Pathways are independent of specific OptumCare/health plan medical policy coverage criteria. OptumCare/health plan medical policy/clinical guidelines should
be consulted to determine whether proposed services will be covered. Biosimilars or alternate formulations (along with the reference products) are considered on
pathway unless otherwise specified by OptumCare/health plan formularies, medical policies, or preferred product rules.

Last Review [2.22.2022] | Effective [3.1.2022] / sIf



