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Metastatic colorectal cancer is a prevalent disease for which effective systemic therapies are paramount. Cytotoxic chemotherapeutic 
agents are helpful, but resistance to them ultimately develops, and additional treatment options are needed. In the last two decades, 
many advances have been made in the identification and targeting of particular genomic alterations in metastatic colorectal cancer, 

but molecular profiling in this disease is often underutilized. Validated targets with negative and/or positive predictive value for targeted 
therapeutic selection include KRAS (Kirsten rat sarcoma virus homolog), NRAS (neuroblastoma rat sarcoma virus homolog), and BRAF (v-Raf 
murine sarcoma viral oncogene homolog B) mutations, HER2 (human epidermal growth factor receptor 2), NTRK (neurotrophic receptor tyrosine 
kinase), microsatellite instability, and mismatch repair deficiency. Other emerging targets include the fibroblast growth factor receptor, MET, 
and PIK3CA, among others. Additionally, better understanding of the sequencing of anti-epidermal growth factor receptor and anti-vascular 
endothelial growth factor receptor therapies is needed for optimal patient outcomes. Given these emerging and validated targets, comprehensive 
and early molecular profiling in metastatic colorectal cancer is essential. One clinical trial platform, entitled Colorectal Cancer and Liquid Biopsy 
Screening Protocol for Molecularly Assigned Therapy (COLOMATE; ClinicalTrials.gov identifier: NCT03765736), holds promise to identify and target 
important genomic alterations for the best treatment of patients with metastatic colorectal cancer.
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In 2020, an estimated 147,950 patients will be diagnosed with colorectal 

cancer (CRC) in the USA, with 53,200 deaths expected.1 While many patients 

with CRC are cured, metastatic CRC (mCRC) is still a prevalent disease, and 

systemic therapy options have markedly improved outcomes in patients 

with unresectable metastatic disease in the last several decades. Cytotoxic 

chemotherapy options have largely been a mainstay of therapy, with 

fluoropyrimidine, oxaliplatin and irinotecan being the early standards of 

therapeutic options. However, with the advent of the anti-vascular endothelial 

growth factor (VEGF) and anti-epidermal growth factor receptor (EGFR) 

therapies in mCRC, additional, unique signal transduction pathways have been 

discovered and targeted. As a result, over the past two decades, many new 

treatment options identified by precision medicine have been investigated in 

CRC, and our armamentarium of treatment options has increased.

Despite these discoveries and increased knowledge of targeted pathways 

critical for response to therapies, molecular profiling to predict response to 

therapy is largely underutilized. Current National Comprehensive Cancer 

Network (NCCN) guidelines recommend all patients with mCRC be tested 

for KRAS (Kirsten rat sarcoma virus homolog), NRAS (neuroblastoma rat 

sarcoma virus homolog), and BRAF (v-Raf murine sarcoma viral oncogene 

homolog B) mutations, as well as microsatellite instability (MSI) or mismatch 

repair deficiency (dMMR).2 However, a recent study evaluated 1,497 patients 

with metastatic colon cancer treated in both academic and community 

oncology practices between 2013 and 2017, and found guideline-aligned 

biomarker testing rates for RAS, BRAF, and MSI-high (MSI-H)/dMMR to be 

extremely low at 41%, 43%, and 51%, respectively.3

As the field of genomics advances, improvements in sequencing techniques 

have led to better detection of potentially druggable genomic alterations. 

For instance, tissue-based next-generation sequencing platforms now 

allow rapid, comprehensive molecular profiling of patient tumors, which 
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can directly affect treatment. Additionally, liquid-based biopsies with 

detection of cell-free DNA can now not only reliably detect small fragments 

of genetic material shed by tumors into the blood for assistance in initial 

therapeutic decision making for mCRC, but cell-free DNA assays can also 

detect tumor heterogeneity and acquired resistance to therapies.4–6

In this article, validated and emerging genomic targets and their therapeutic 

correlates in mCRC will be discussed. We focus both on the validated 

targets and their concordant targeted therapeutic options, as well as 

emerging targets and areas of investigation within these actionable 

genomic alterations. We also describe a novel screening platform with  

targeted-therapy companion trials that will hopefully increase our 

understanding of the biology behind tumor response and resistance to 

therapies, as well as improve patient outcomes in refractory mCRC.

Actionable genomic targets in metastatic 
colorectal cancer
BRAF V600E mutant colorectal cancer
Mutations in BRAF V600E are found in approximately 8–10% of mCRCs, 

and this finding portends a worse overall prognosis for patients, both in 

terms of survival as well as responsiveness to cytotoxic chemotherapy.7,8 

BRAF is a key downstream effector of RAS in the mitogen-activated 

protein kinase (MAPK)/extracellular signal-regulated kinase (ERK) signal 

transduction pathway, and is known to be an oncogenic driver in these 

tumors.9 Interestingly, not all BRAF mutations seen in CRC confer a worse 

prognosis; non-V600 BRAF-mutant CRC appears to be a distinct molecular 

subtype with an improved prognosis.10 For the purpose of this discussion, 

however, we will focus on BRAF V600E-mutant mCRC.

The BRAF V600E tyrosine kinase inhibitor, vemurafenib, has been explored 

in the clinical setting on the basis of its antitumor activity seen in preclinical 

models of BRAF-mutant CRC.11 Patients with BRAF-mutant mCRC were 

treated in a phase II study of vemurafenib 960 mg twice daily.12 While 

1/21 (4.8%) patient had a partial response and 7/21 (33.3%) had stable 

disease by Response Evaluation Criteria in Solid Tumors (RECIST), median 

progression-free survival (PFS) was a disappointing 2.1 months. Similar 

disappointing results were also seen with monotherapy utilizing the BRAF 

inhibitor encorafenib.13 

Given the failure of BRAF inhibitor monotherapy in this population, 

the combination of vemurafenib, irinotecan and cetuximab was then 

investigated in patients with refractory BRAF-mutant mCRC.14 The rationale 

for this combination was driven by the knowledge that BRAF inhibition 

suppresses ERK-mediated negative feedback on EGFR activity, leading 

to EGFR activation and ultimately CRAF-mediated reactivation of the  

MAPK/ERK pathway; EGFR signaling is therefore critical in bypassing BRAF 

inhibition.15,16 The phase Ib study of vemurafenib, irinotecan and cetuximab 

demonstrated an improved response rate of 35% (6/17 evaluable patients) 

with the triplet therapy, and a median PFS of 7.7 months. A follow-up 

randomized phase II study of irinotecan and cetuximab with or without 

vemurafenib in this cohort demonstrated an improvement in PFS with 

vemurafenib (hazard ratio [HR] 0.42, 95% confidence interval [CI] 0.26–0.66; 

p<0.001) and median PFS of 4.4 months (95% CI 3.6–5.7) versus 2.0 months 

(95% CI 1.8–2.1).17 

Further study of this CRC subtype revealed that combined inhibition of 

BRAF and MEK (MAPK kinase) was more effective than combined inhibition 

of BRAF and anti-EGFR therapy.15,18,19 As a result, the phase III BEACON 

study (ClinicalTrials.gov identifier: NCT02928224) was undertaken, in which  

665 patients with pretreated BRAF V600E-mutant mCRC were randomized 

to the following treatments: the BRAF inhibitor encorafenib, MEK inhibitor 

binimetinib, and anti-EGFR therapy cetuximab; encorafenib or cetuximab; or 

investigators’ choice of cetuximab and irinotecan or cetuximab with folinic 

acid, fluorouracil and irinotecan (FOLFIRI).20 Median overall survival (OS) 

was 9.0 months in the triplet-therapy group, 8.4 months in the doublet 

group, and 5.4 months in the control group, though the study was powered 

for comparison between the triplet and control groups only (HR 0.52,  

95% CI 0.39–0.70; p<0.001). Response rate for the triplet group was 26% 

compared with 2% in the control group (p<0.001). Of note, grade 3 or higher 

adverse events occurred in 58% of patients in the triplet group, 50% of the 

doublet group, and 61% of the control group.

While the BEACON trial results are encouraging for the treatment of 

patients with BRAF-mutant mCRC, the significant toxicities of these 

therapies and the dearth of subsequent effective therapies in a poor 

prognostic patient cohort emphasize the need for additional therapies for 

these patients. Currently, the single-arm phase II ANCHOR-CRC study of 

encorafenib, binimetinib and cetuximab in previously untreated patients 

with BRAF-mutant CRC, is investigating front-line triplet therapy for this 

subset of patients (ClinicalTrials.gov identifier: NCT03693170; Table 1). 

Furthermore, and perhaps most importantly, investigation of potential 

resistance mechanisms to these targeted therapies are underway and 

hold promise to improve patient outcomes with thoughtful targeting of 

critical oncogenic pathways.

HER2-amplified/overexpressed colorectal cancer
Another emerging and clinically relevant target in mCRC is that of human 

epidermal growth factor receptor 2 (HER2) oncogene amplification 

or overexpression, which is present in approximately 5% of patients 

with RAS wild type mCRC, distinct from mutations in ERBB2, and 

defined by immunohistochemical staining and/or in situ hybridization.21 

Preclinical studies of HER2 amplification in KRAS/NRAS/BRAF wild-type  

patient-derived CRC xenografts demonstrated resistance to anti-EGFR 

therapies,22,23 and poorer patient outcomes were seen with anti-EGFR 

therapy in the clinical setting as well.24 However, targeting the HER2 

oncogene preclinically with the combination of the anti-HER2 therapies 

trastuzumab and lapatinib showed tumor response.25 

On the basis of these preclinical data, the open-label phase II HERACLES 

study utilized the combination of the anti-HER2 monoclonal antibody 

trastuzumab and the tyrosine kinase inhibitor lapatinib in patients 

with refractory KRAS exon 2 wild-type, HER2-positive mCRC (EudraCT 

number: 2012-002128-33).26 In this study, the HER2 diagnostic criteria 

were defined as tumors HER2 3+ by immunochemistry, or those HER2 

2+/fluorescence in situ hybridization positive.21 Patients were treated 

with intravenous trastuzumab 4 mg/kg loading dose followed by  

2 mg/kg once weekly, and oral lapatinib 1,000 mg daily, with a primary 

endpoint of objective response. A total of 914 patients with KRAS exon 

2 wild-type were screened, and 48 (5%) patients with HER2-positive 

tumors were identified. Eight of 27 treated patients (30%, 95% CI 14–50), 

all of which were heavily pre-treated, achieved an objective response, 

including one complete response and seven partial responses; 12 (44%, 

95% CI, 25–63) patients had stable disease on therapy. A total of 6/27 

(22%) of patients had grade 3 adverse events in this study. Notably, the 
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majority (88%) of responding patients had tumors that were HER2 3+ 

by immunohistochemistry. Furthermore, median PFS of patients with 

tumors harboring a HER2 gene copy number greater than 9.45 was 

markedly improved at 29 weeks (95% CI 19–43) when compared with 

those with HER2 copy number <9.45; these patients had median PFS of  

16 weeks (95% CI 3–17). All of the responding patients had HER2 gene 

copy numbers >9.45, suggesting that this biomarker may not be a 

strictly binary one in terms of its predictive nature for response to  

anti-HER2 therapy. 

Another study of dual anti-HER2 targeted therapy in mCRC, the MyPathway 

phase IIa trial, investigated the use of anti-HER2 antibodies trastuzumab 

(8 mg/kg loading dose, then 6 mg/kg every 3 weeks intravenously) 

and pertuzumab (840 mg loading dose, then 420 mg every 3 weeks 

intravenously) in patients with HER2-amplified, treatment refractory mCRC 

(ClinicalTrials.gov Identifier: NCT02091141).27 A total of 57 patients with 

HER2+ tumors by fluorescence in situ hybridization, chromogenic in 

situ hybridization, copy number gain by next-generation sequencing 

or immunohistochemistry (3+) were treated, with an overall objective 

response rate of 32%; one patient (2%) had a complete response and  

17 (30%) had partial responses. Estimated median PFS was 2.9 months  

(95% CI 1.4–5.3) and median OS was 11.5 months (95% CI 7.7–not 

estimable). Median duration of response was 5.9 months (95% CI 2.8–11.1). 

Interestingly in this study, co-occurring KRAS mutations (accounting for 23% 

of treated patients) were associated with lower response to dual anti-HER2 

therapy, as were mutations in PIK3CA.

Other ongoing HER2-directed therapeutic studies in mCRC are currently 

of significant interest, including MOUNTAINEER (trastuzumab and 

tucatinib; ClinicalTrials.gov identifier: NCT03043313),28 HERACLES-RESCUE 

(trastuzumab emtansine after progression on trastuzumab and lapatinib; 

NCT03418558), HERACLES-B (pertuzumab plus trastuzumab emtansine; 

NCT03225937); TRIUMPH (pertuzumab plus trastuzumab; UMIN000027887),29 

SWOG S1613 (pertuzumab and trastuzumab versus cetuximab and 

irinotecan; NCT03365882), and a study of DS-8201a (NCT03384940), among 

others (Table 1).

Table 1: Selected ongoing targeted therapy trials for metastatic colorectal cancer

Genomic target Agent(s) Phase Trial number Miscellaneous

BRAF V600E mutation Encorafenib + binimetinib  

+ cetuximab

Phase II NCT03693170 ANCHOR-CRC; first-line 

HER2 amplification/

overexpression

Trastuzumab + tucatinib versus 

tucatinib monotherapy

Randomized phase II NCT03043313 MOUNTAINEER;  

COLOMATE companion trial

Trastuzumab emtansine Phase II NCT03418558 HERACLES-RESCUE;  

after progression on trastuzumab 

and lapatinib

Pertuzumab + trastuzumab 

emtansine versus  

trastuzumab + lapatinib

Randomized phase II NCT03225937 HERACLES-B

Pertuzumab + trastuzumab Phase II UMIN000027887 TRIUMPH

Pertuzumab + trastuzumab 

versus cetuximab + irinotecan

Randomized phase II NCT03365882 SWOG S1613

DS-8201a Phase II NCT03384940 DESTINY-CRC01

KRAS G12C mutation MRTX849 Phase I/II (phase I dose 

escalation/expansion)

NCT03785249

JNJ-74699157 Phase I (dose-escalation/

expansion)

NCT04006301

LY3499446 +/- cetuximab, 

abemaciclib, erlotinib or 

docetaxel

Randomized phase I/II NCT04165031

AMG 510 monotherapy  

+/- anti-PD-1/L1

Phase I/II (phase I dose 

escalation/expansion;  

phase II monotherapy or 

combination with anti PD-1/L1)

NCT03600883 CodeBreak 100

FGFR alterations Pemigatinib Phase II NCT04096417 Opening Q3 2020

RAS/BRAF wild-type Panitumumab versus regorafenib 

or TAS-102

Randomized phase II NCT03992456 PULSE (anti-EGFR re-challenge); 

COLOMATE companion trial

RAS/BRAF wild-type Regorafenib then anti-EGFR 

monoclonal antibody versus  

anti-EGFR monoclonal antibody 

then regorafenib

Randomized phase II NCT04117945 REVERCE II; COLOMATE 

companion trial

BRAF = v-Raf murine sarcoma viral oncogene homolog B; COLOMATE = Colorectal Cancer and Liquid Biopsy Screening Protocol for Molecularly Assigned Therapy;  
EGFR = epidermal growth factor receptor; FGFR = fibroblast growth factor receptor; HER2 = human epidermal growth factor receptor 2; KRAS = Kirsten rat sarcoma virus homolog; 
PD-1/L1 = programmed cell death protein 1/ligand 1; RAS = rat sarcoma virus homolog.
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The phase II study of trastuzumab and the tyrosine kinase inhibitor tucatinib, 

entitled MOUNTAINEER, is particularly promising, with recent results 

presented at the European Society for Medical Oncology 2019 Annual 

Congress in Barcelona, Spain.28 In this study, the objective response rate to 

therapy was an impressive 52.2% (95% CI 30.6–73.1), with median duration 

of response of 10.4 months (95% CI 6.0–not estimable). Median PFS was  

8.1 months (95% CI 3.8–not estimable) and median OS was 18.7 months 

(95% CI 12.3–not estimable) in a heavily pre-treated mCRC population. These 

ongoing studies will hopefully help elucidate the optimal HER2-targeted 

approach and sequencing of therapy, as HER2 has clearly become a validated 

therapeutic target in mCRC.

NTRK fusions in colorectal cancer
Though uncommon, fusions involving one of three tropomyosin receptor 

kinase (TRK) proteins encoded by the neurotrophic receptor tyrosine 

kinase genes NTRK1, NTRK2 and NTRK3, occur in CRC, and this is now an 

actionable genomic finding in many tumor types. NTRK fusions can be 

identified in a tumor by DNA- or RNA-based next-generation sequencing, 

pan-TRK immunohistochemistry, reverse transcription polymerase chain 

reaction (PCR) or fluorescence in situ hybridization.30,31 In a study of 

the highly-selective small molecular inhibitor of all three TRK proteins, 

larotrectinib, in patients with NTRK fusions, 4/55 treated patients (7%) had 

CRC.32 The overall response rate in the multi-tumor type population was 

an impressive 80% (95% CI 67–90), but only 2/4 (50%) of the patients with 

CRC had an objective response. At the time of publication, median duration 

of response and PFS for the cohort as a whole had not been reached. As 

a result of these data, larotrectinib was granted United States Food and 

Drug Administration (FDA) approval in November 2018 for the treatment of 

patients with solid tumors harboring an NTRK gene fusion without a known 

acquired resistance mutation. 

Subsequently, the TRKA/B/C, ROS1 and anaplastic lymphoma kinase 

inhibitor, entrectinib, was studied in three trials (ALKA-273-001, STARTRK-1, 

and STARTRK-2), with a total of 54 adult patients treated and evaluable 

for efficacy (ClinicalTrials.gov identifiers: NCT02097810 and NCT02568267, 

and  EudraCT number: 2012–000148–88).33 A total of 31 patients (57%,  

95% CI 43.2–70.8) had an objective response, including four (7%) achieving 

a complete response. In this patient cohort, four (7%) patients had CRC, and 

two of these patients had an objective response to therapy. 

While tumor responses to TRK inhibitors seem very promising, it must 

be remembered that this genomic alteration is extremely uncommon in 

CRC. A recent cancer-wide screening program of 26,000 patients showed 

an overall prevalence of TRK fusions to be 0.28% (74/26,312).34 Of the  

TRK-fusion positive patients in this cohort, eight (10.5%) had CRC, but the 

prevalence of TRK fusions overall in CRC was 0.35 (95% CI 0.15–0.68), or 

8/2,306. Importantly, while other oncogenic drivers were generally seen 

less frequently with TRK fusions, an exception to this was concurrent MSI 

in CRC. A study by Cocco et al. suggests that CRCs with hypermethylated 

MLH1 promoter and wild-type BRAF/KRAS are enriched for targetable 

kinase fusions such as TRK.35

Next-generation TRK inhibitors are currently under investigation, and 

improvement in clinical responses and overcoming of acquired resistance 

have now been observed. Due to its low prevalence as a target and apparent 

decrease in tumor responsiveness to therapy in CRC, however, TRK fusions 

are unlikely to be a dominant therapeutic target in this tumor type.

Microsatellite instability-high/deficient mismatch 
repair colorectal cancer
Another critical genomic alteration found in a minority (3–4%) of mCRCs 

is that of MSI, or dMMR. Identified by immunohistochemistry analysis 

revealing the loss of mismatch repair gene proteins MLH1, PMS2, MSH2 and 

MSH6 (dMMR), PCR of Bethesda markers, or next-generation sequencing,  

dMMR/MSI-H is the strongest predictive biomarker of response to 

immunotherapy in CRC.36,37 This is in contrast to programmed death  

ligand 1 (PD-L1) expression and tumor mutational burden, among other 

potential biomarkers, which have not been clinically validated as predictive 

in mCRC. A study led by Le et al. investigated the effects of programmed 

cell death protein 1 (PD-1) blockade with pembrolizumab in dMMR tumors 

independent of the tissue of origin, but including CRC as a dominant type.38 

In this phase II study, a total of 86 patients with dMMR were treated with 

pembrolizumab 10 mg/kg intravenously every 2 weeks, with objective 

radiographic responses seen in 53% (46/86, 95% CI 66–85) and 21% (18/86) 

achieving a complete radiographic response. Of note, average time to any 

response was 21 weeks, but by the time of publication, neither median PFS 

nor OS had been reached. Patients with CRC had an objective response rate 

of 52% (95% CI 36–68), similar to patients without CRC (54%, 95% CI 39–69).

Another phase II study, CheckMate 142, confirmed similar findings in 

patients with dMMR/MSI-H mCRC treated with the PD-1 immune checkpoint 

inhibitor nivolumab (ClinicalTrials.gov identifier: NCT02060188).39 In this trial, 

patients were given nivolumab 3 mg/kg intravenously every 2 weeks, with a 

primary endpoint of objective response. A total of 23 of 74 patients (31.1%, 

95% CI 20.8–42.9) achieved an objective response, with median duration of 

response not reached at the time of publication. Importantly, eight patients 

had responses lasting 12 months or longer (event rate 86%, 95% CI 62–95). 

Though these response rates are impressive in heavily pretreated CRC 

patients, there are still patients with MSI-H/dMMR mCRC who do not 

respond to PD-1 blockade monotherapy. In CheckMate-142, another cohort 

of patients were treated with nivolumab plus ipilimumab, an antibody 

targeting the cytotoxic T-cell lymphocyte antigen-4 (CTLA-4) checkpoint 

receptor.40 With the combination regimen, 55% of 119 patients with mCRC 

achieved an objective response, with disease control rate for at least  

12 weeks of 80%, though toxicities were greater than with PD-1 

monotherapy. With the nivolumab/ipilimumab combination, PFS rate at  

12 months was 71%, and OS rate at 12 months was 85%.

As these clinical data show, PD-1 ± CTLA-4 blockade benefits many 

patients with MSI-H/dMMR mCRC, but further studies are needed to 

understand and overcome mechanisms of innate and acquired resistance 

to immunotherapy, and to optimally sequence these agents. Additionally, 

since MSI/dMMR is seen in a small minority of patients with mCRC, and 

immune checkpoint inhibition does not benefit patients with microsatellite 

stable disease, more treatment options are needed for patients with mCRC 

not eligible or not responsive to this therapeutic class of agents.

Genomic targets under investigation in metastatic 
colorectal cancer
KRAS G12C mutations in colorectal cancer
As comprehensive molecular platforms become more commonly used 

in oncologic practice, additional druggable targets are being identified 

in CRC. Furthermore, well known targets previously thought to be 

“undruggable” are now experiencing a resurgence in interest as newer 
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targeted therapies are developed. One example of this phenomenon is that 

of KRAS inhibition. Mutations in the RAS oncogene are the most common 

activating mutation in human cancer, with KRAS mutations being much 

more prevalent than HRAS and NRAS.41–43 While a very prevalent gene family 

with mutations commonly found in cancers such as CRC, KRAS has been a 

difficult drug target due to its structure, which prevents efforts to develop  

nucleotide-competitive inhibitors and identification of high-affinity allosteric 

inhibitors.41,44 In 2013, Ostrem et al. developed a covalent inhibitor to target 

the reactive cysteine-12 of KRAS G12C.45 Subsequent efforts by Amgen 

to develop a targeted covalent inhibitor of KRAS G12C suitable for clinical 

application resulted in the discovery of the AMG 510 compound, a highly 

potent and selective covalent inhibitor of KRAS G12C that has subsequently 

been tested in the clinic.44 Additional efforts by others to develop KRAS 

G12C inhibitors are also underway (Table 1).

A phase I dose-escalation trial of AMG 510 in patients with locally advanced 

or metastatic KRAS G12C mutant solid tumors is currently underway, with 

the compound showing preliminary clinical efficacy in non-small cell lung 

cancer (5/10 patients with partial responses by RECIST 1.1) and CRC (14/19 

patients with stable disease as best response).46 While development of 

a KRAS inhibitor is an exciting advance in this field, patients with KRAS 

G12C-mutant CRC are relatively uncommon, with only approximately 3% 

of patients harboring this mutation.46 Furthermore, the lack of objective 

responses seen in the CRC cohort compared with other tumor subtypes 

is somewhat disappointing. However, this is an active and early phase 

of investigation, and further preclinical data suggest potential efficacy in 

combination with inhibition of other targets such as MEK and PD-1.47

COLOMATE—an avenue for investigating promising 
genomic targets in metastatic colorectal cancer
As additional genomic targets are identified for potential therapeutic 

use in mCRC, robust clinical trials must be performed to validate these 

targets. The targets currently under investigation (and many of which 

have already been validated) are of low prevalence in mCRC. Therefore, 

single-institution clinical trials with requirements of particular genomic 

alterations are becoming less feasible. Furthermore, even multi-institution 

genotype-directed trials can be unwieldy and inefficient. To overcome 

these obstacles, efforts are underway to most efficiently test new 

therapeutic, genotype-directed treatments. One such example is that of a 

platform entitled Colorectal Cancer and Liquid Biopsy Screening Protocol 

for Molecularly Assigned Therapy, or COLOMATE (Figure 1).48 This phase II 

umbrella screening protocol is sponsored by the Academic and Community 

Cancer Research United (ACCRU) consortium. It utilizes a blood-based 

targeted next-generation sequencing panel (Guardant360®, Guardant 

Health, Redwood City, CA, USA) to identify actionable genomic alterations 

in patients with mCRC and to assess the impact of molecularly assigned 

therapy accordingly under its individual companion studies. Companion 

studies are dynamic and under active development according to emerging 

scientific discoveries and pharmacologic drug development. The primary 

objectives of this study are to perform blood-based genomic profiling on 

patients with treatment-refractory mCRC to facilitate accrual to molecularly 

assigned therapies, and to obtain patient-matched tumor tissue and  

cell-free DNA from peripheral blood to facilitate clinically annotated genomic 

analyses. Secondary objectives are to explore mechanisms of acquired 

resistance to molecularly assigned therapy and to explore the correlation 

between cell-free DNA mutational burden and clinical outcomes. The 

anti-HER2 therapy mCRC trial MOUNTAINEER, as described above, is one 

example of a companion trial included within COLOMATE; other selected 

companion trials are highlighted below and in Figure 1.

Fibroblast growth factor receptor alterations in  
colorectal cancer
The fibroblast growth factor receptor (FGFR) family of receptors  

(FGFR1–4) and respective 18 ligands are an important signal transduction 

pathway in cancer, with FGFR pathway activation promoting cellular 

proliferation, survival and migration, as well as growth arrest.49,50 

Figure 1: Colorectal cancer liquid biopsy screening protocol for molecularly assigned therapy (COLOMATE; NCT03765736)

5FU = 5-fluorouracil; ctDNA = circulating tumor DNA; ECD = extracellular domain; EGFR = epidermal growth factor receptor; FGFR = fibroblast growth factor receptor;  
SOC = standard of care; TBD = to be determined; VEGF = vascular endothelial growth factor; WT = wild-type.
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MET-ampli�ed cohort

EGFR-ampli�ed cohort

FGFR-altered cohort

TBD (PIK3CA, others)

No actionable change

Panitumumab re-challenge
PULSE (20%)

Tucatinib + trastuzumab
MOUNTAINEER (5%)

Anti-MET (TBD)
(10%)

In development 
(5%)

Pemigatinib
(5%)

In development

SOC
(50%)

Activated

Activated

Activated
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Dysregulation of the FGFR pathway can lead to the establishment and 

progression of cancer, and genetic alterations in the FGFRs have been 

described in many tumor types.51,52 These alterations include activating 

mutations, translocations, and gene amplification resulting in ligand-

independent, constitutive receptor activation or aberrant ligand-

dependent signaling through FGFRs. 

FGFR inhibition has been studied in tumor types other than CRC, including 

urothelial carcinoma and cholangiocarcinoma, among others. In fact, FDA 

approval was granted in 2019 to erdafitinib, an oral FGFR1–4 inhibitor, in 

the treatment of locally advanced or metastatic urothelial carcinomas 

harboring FGFR2 or FGFR3 mutations.53,54 Multiple FGFR inhibitors such as 

pemigatinib, derazantinib and TAS-120 have been investigated in biliary 

tract cancers with intriguing results.55–57 

Molecular alterations in FGFR have been described in CRC in multiple 

studies, with an overall prevalence of approximately 3–8%.58–60 Given the 

relative prevalence of mCRC, this could be a significant target. Therefore, 

a multicenter, phase II, single-arm trial within the COLOMATE umbrella 

screening platform has been designed utilizing the oral FGFR1–3 inhibitor, 

pemigatinib, in patients with mCRC harboring active FGFR alterations, and 

enrollment will begin nationally in Q3 2020 (ClinicalTrials.gov identifier: 

NCT04096417; Table 1). Initially, this trial will enroll patients with FGFR1–3 

alterations of all types (translocations, point mutations, and amplifications) 

to investigate the role of FGFR inhibitors in this subset of mCRC.

Epidermal growth factor receptor re-challenge in  
colorectal cancer
In RAS wild-type mCRC, anti-EGFR therapy is often an important therapeutic 

option; however, sensitive tumors eventually develop resistance to these 

agents through a variety of mechanisms, including the acquisition of RAS 

mutations.61–64 After anti-EGFR withdrawal, these clones can exponentially 

decay,65 and this can be detected non-invasively with circulating tumor DNA 

testing.66,67 Retreatment of patients with mCRC with anti-EGFR therapies can 

have benefit,68,69 but the ideal timing, benefit and sequencing of retreatment 

is not known.

To further investigate this concept, the phase II COLOMATE companion 

study entitled PULSE is a randomized, open-label study of panitumumab  

re-challenge versus standard therapy after progression on anti-EGFR therapy 

in patients with metastatic BRAF/RAS wild-type CRC (ClinicalTrials.gov 

identifier: NCT03992456; Table 1). Eligible patients must have had 

treatment with a prior anti-EGFR antibody for at least 4 months and 

cannot have detectable gene BRAF, EGFR, HER2, KRAS, MET, or NRAS 

mutations (mutant allele frequency >0.5%) or amplifications at enrollment. 

Importantly, cell-free DNA will be studied throughout the trial to monitor 

for dynamic genomic changes in response to therapy. This study is poised 

to delineate optimal sequencing of anti-EGFR therapy in mCRC beyond 

initial acquired resistance.

Anti-vascular endothelial growth factor and anti-epidermal 
growth factor receptor sequencing in colorectal cancer
In addition to timing of anti-EGFR therapy in RAS/RAF wild type mCRC, 

the initial sequencing of cetuximab or panitumumab in these patients 

is unknown. The randomized phase II REVERCE trial investigated the 

efficacy and safety of the anti-VEGF tyrosine kinase inhibitor regorafenib 

followed by cetuximab with or without irinotecan (R–C arm), compared 

with cetuximab with or without irinotecan followed by regorafenib (C–R 

arm), in patients with RAS wild-type mCRC whose tumors had progressed 

on  fluoropyrimidine, oxaliplatin and irinotecan (Table 1).70 A total of 

101 patients were randomized and eligible for efficacy analysis, with 

the primary endpoint of OS. Median OS for R–C was markedly better 

than the standard C–R (OS 17.4 versus 11.6 months, p=0.0293; HR 0.61,  

95% CI 0.39–0.96). Additionally, emerging alterations in RAS, BRAF, EGFR, 

HER2 and MET were more commonly seen after exposure to anti-EGFR 

therapy than regorafenib. Despite these intriguing data, the study results 

were considered only hypothesis-generating as the study ended early for 

funding reasons and was not fully accrued.

Given these surprising results, the sequencing of anti-VEGF and anti-EGFR 

therapies in patients with mCRC should be further explored. REVERCE II, 

a COLOMATE companion trial, is a randomized phase II study of 

regorafenib followed by anti-EGFR monoclonal antibody therapy versus 

the reverse sequencing for patients with mCRC previously treated with 

fluoropyrimidine, oxaliplatin and irinotecan (ClinicalTrials.gov identifier: 

NCT04117945; Table 1). Given the unique characteristics of COLOMATE, 

which encourage dynamic, ongoing cell-free DNA analysis throughout the 

patient’s treatment course, this study should help elucidate the biologic 

underpinnings of anti-VEGF/anti-EGFR therapeutic responses depending 

on treatment sequencing.

Other COLOMATE companion studies in development
In addition to the studies described above, multiple other companion 

studies are under development through COLOMATE, including trials 

targeting patients with mCRC whose tumors harbor MET amplification, 

PIK3CA mutations, EGFR amplification and others (Figure 1). Furthermore, 

COLOMATE incorporates a “no actionable change” arm, which allows 

enrollment and treatment of patients whose tumors do not contain any 

currently actionable genomic alterations; this allows for inclusion of robust 

and scientifically meritorious non-targeted agents and combinations in the 

companion trials, and maximizes treatment of patients enrolled on the 

COLOMATE screening platform. This approach is designed to dynamically 

respond to emerging scientific discoveries and efficiently test new 

hypotheses for improving patient outcomes with mCRC.

Conclusions 
In conclusion, molecular profiling is a critical component in the identification 

of optimal treatment selection and sequencing in mCRC. Currently 

validated targets include KRAS, NRAS, BRAF, HER2, MSI/dMMR, and NTRK, 

and targeted therapy selection according to the status of these genomic 

alterations is defined. Numerous other targets, some of which have been 

described here, are under investigation as potential predictive biomarkers 

of response to targeted therapies. As additional targets and treatment 

options are discovered and validated, an understanding of the biological 

underpinnings of sensitivity and primary or acquired resistance to these 

targeted agents will be needed. Novel molecular profiling mechanisms 

and clinical trial platforms, particularly when mCRC patients’ tumors are 

profiled early in their treatment course, hold promise to most efficiently 

and accurately identify key oncogenic drivers and appropriate treatments 

in mCRC.  



ONCOLOGY & HEMATOLOGY REVIEW42

Review  Colorectal Cancer

1.	 Siegel RL, Miller KD, Jemal A. Cancer statistics, 2020.  
CA Cancer J Clin. 2020;70:7–30.

2.	 National Comprehensive Cancer Network. Colon Cancer (Version 
2.2020). Available at: www.nccn.org/professionals/physician_gls/
pdf/colon.pdf (accessed April 6, 2020).

3.	 Gutierrez M, Price KS, Lanman RB, et al. Genomic profiling for 
KRAS, NRAS, BRAF, microsatellite instability and mismatch repair 
deficiency among patients with metastatic colon cancer.  
JCO Precis Oncol. 2019; doi: 10.1200/PO.19.00274. 

4.	 Bettegowda C, Sausen M, Leary RJ, et al. Detection of circulating 
tumor DNA in early- and late-stage human malignancies.  
Sci Transl Med. 2014;6:224ra24. 

5.	 Haber DA, Velculescu VE. Blood-based analyses of cancer: 
circulating tumor cells and circulating tumor DNA. Cancer Discov. 
2014;4:650–61.

6.	 Parikh AR, Leshchiner I, Elagina L, et al. Liquid versus tissue 
biopsy for detecting acquired resistance and tumor heterogeneity 
in gastrointestinal cancers. Nat Med. 2019;25:1415–21.

7.	 Tran B, Kopetz S, Tie J, et al. Impact of BRAF mutation and 
microsatellite instability on the pattern of metastatic spread 
and prognosis in metastatic colorectal cancer. Cancer. 
2011;117:4623–32.

8.	 Loupakis F, Cremolini C, Masi G, et al. Initial therapy with 
FOLFOXIRI and bevacizumab for metastatic colorectal cancer.  
N Engl J Med. 2014371:1609–18.

9.	 Davies H, Bignell GR, Cox C, et al. Mutations of the BRAF gene in 
human cancer. Nature. 2002;417:949–54.

10.	 Jones JC, Renfro LA, Al-Shamsi HO, et al. Non-V600 BRAF 
mutations define a clinically distinct molecular subtype of 
metastatic colorectal cancer. J Clin Oncol. 2017;35:2624–30.

11.	 Yang H, Higgins B, Kolinsky K, et al. Antitumor activity of BRAF 
inhibitor vemurafenib in preclinical models of BRAF-mutant 
colorectal cancer. Cancer Res. 2012;72:779–89.

12.	 Kopetz S, Desai J, Chan E, et al. Phase II pilot study of vemurafenib 
in patients with metastatic BRAF-mutated colorectal cancer.  
J Clin Oncol. 2015;33:4032–8.

13.	 Gomez-Roca CA, Delord J, Robert C, et al. 5535P Encorafenib 
(LGX818), an oral BRAF inhibitor, in patients with BRAF V600E 
metastatic colorectal cancer: results of dose expansion in an 
open-label, phase I study. Ann Oncol. 2014;25(Suppl. 4):iv182. 

14.	 Hong DS, Morris VK, El Osta B, et al. Phase IB study of vemurafenib 
in combination with irinotecan and cetuximab in patients with 
metastatic colorectal cancer with BRAFV600E mutation.  
Cancer Discov. 2016;6:1352–65.

15.	 Corcoran RB, Ebi H, Turke AB, et al. EGFR-mediated re-activation 
of MAPK signaling contributes to insensitivity of BRAF-mutant 
colorectal cancers to RAF inhibition with vemurafenib.  
Cancer Discov. 2012;2:227–35.

16.	 Prahallad A, Sun C, Huang S, et al. Unresponsiveness of colon 
cancer to BRAF(V600E) inhibition through feedback activation of 
EGFR. Nature. 2012;483:100–3.

17.	 Kopetz S, McDonough SL, Lenz H-J, et al. Randomized trial of 
irinotecan and cetuximab with or without vemurafenib in  
BRAF-mutant metastatic colorectal cancer (SWOG S1406).  
J Clin Oncol. 2017;35(Suppl. 15):3505. 

18.	 Corcoran RB, Atreya CE, Falchook GS, et al. Combined BRAF  
and MEK inhibition with dabrafenib and trametinib in BRAF  
V600-mutant colorectal cancer. J Clin Oncol. 2015;33:4023–31.

19.	 Corcoran RB, Dias-Santagata D, Bergethon K, et al. BRAF gene 
amplification can promote acquired resistance to MEK inhibitors 
in cancer cells harboring the BRAF V600E mutation. Sci Signal. 
2010;3:ra84.

20.	 Kopetz S, Grothey A, Yaeger R, et al. Encorafenib, binimetinib, and 
cetuximab in BRAF V600E-mutated colorectal cancer.  
N Engl J Med. 2019;381:1632–43.

21.	 Valtorta E, Martino C, Sartore-Bianchi A, et al. Assessment of 
a HER2 scoring system for colorectal cancer: results from a 
validation study. Mod Pathol. 2015;28:1481–91.

22.	 Bertotti A, Migliardi G, Galimi F, et al. A molecularly annotated 
platform of patient-derived xenografts (“xenopatients”) identifies 
HER2 as an effective therapeutic target in cetuximab-resistant 
colorectal cancer. Cancer Discov. 2011;1:508–23.

23.	 Bertotti A, Papp E, Jones S, et al. The genomic landscape 
of response to EGFR blockade in colorectal cancer. Nature. 
2015;526:263–7. 

24.	 Sartore-Bianchi A, Amatu A, Porcu L, et al. HER2 positivity predicts 
unresponsiveness to EGFR-targeted treatment in metastatic 

colorectal cancer. Oncologist. 2019;24:1395–402. 
25.	 Leto SM, Sassi F, Catalano I, et al. Sustained inhibition of HER3 

and EGFR is necessary to induce regression of HER2-amplified 
gastrointestinal carcinomas. Clin Cancer Res. 2015;21:5519–31. 

26.	 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. Lancet Oncol. 2016;17:738–46.

27.	 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;20:518–30. 

28.	 Strickler JH, Zemla T, Ou F-S, et al. Trastuzumab and tucatinib 
in the treatment of HER2 amplified metastatic colorectal 
cancer: initial results from the MOUNTAINEER trial. Ann Oncol. 
2019;30(Suppl. 5):v200.

29.	 Nakamura YOW, Kato T, et al. TRIUMPH: primary efficacy of a 
phase II trial of trastuzumab and pertuzumab in patients with 
metastatic colorectal cancer with HER2 (ERBB2) amplification in 
tumour tissue or circulating tumour CNA: a GOZILA sub-study. 
Ann Oncol. 2019;30(Suppl. 5):v199–200.

30.	 Solomon JP, Hechtman JF. Detection of NTRK fusions: merits 
and limitations of current diagnostic platforms. Cancer Res. 
2019;79:3163–8. 

31.	 Solomon JP, Linkov I, Rosado A, et al. NTRK fusion detection 
across multiple assays and 33,997 cases: diagnostic implications 
and pitfalls. Mod Pathol. 2020;33:38–46. 

32.	 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;378:731–9. 

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

34.	 Rosen EY, Goldman DA, Hechtman JF, et al. TRK fusions are 
enriched in cancers with uncommon histologies and the absence 
of canonical driver mutations. Clin Cancer Res. 2019;  
doi: 10.1158/1078-0432.CCR-19-3165.  

35.	 Cocco E, Benhamida J, Middha S, et al. Colorectal carcinomas 
containing hypermethylated MLH1 promoter and wild-type  
BRAF/KRAS are enriched for targetable kinase fusions.  
Cancer Res. 2019;79:1047–53.

36.	 Boland CR, Thibodeau SN, Hamilton SR, et al. A national 
cancer institute workshop on microsatellite instability for 
cancer detection and familial predisposition: development of 
international criteria for the determination of microsatellite 
instability in colorectal cancer. Cancer Res. 1998;58:5248–57.

37.	 Dietmaier W, Wallinger S, Bocker T, et al. Diagnostic microsatellite 
instability: definition and correlation with mismatch repair protein 
expression. Cancer Res. 1997;57:4749–56.

38.	 Le DT, Durham JN, Smith KN, et al. Mismatch repair deficiency 
predicts response of solid tumors to PD-1 blockade. Science. 
2017;357:409–13.

39.	 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. Lancet Oncol. 2017;18:1182–91. 

40.	 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;36:773–9. 

41.	 Cox AD, Fesik SW, Kimmelman AC, et al. Drugging the undruggable 
RAS: mission possible? Nat Rev Drug Discov. 2014;13:828–51. 

42.	 Hobbs GA, Der CJ, Rossman KL. RAS isoforms and mutations in 
cancer at a glance. J Cell Sci. 2016;129:1287–92.

43.	 Prior IA, Lewis PD, Mattos C. A comprehensive survey of Ras 
mutations in cancer. Cancer Res. 2012;72:2457–67. 

44.	 Lanman BA, Allen JR, Allen JG, et al. Discovery of a covalent 
inhibitor of KRASG12C (AMG 510) for the treatment of solid tumors.  
J Med Chem. 2020;63:52–65. 

45.	 Ostrem JM, Peters U, Sos ML, et al. K-Ras(G12C) inhibitors 
allosterically control GTP affinity and effector interactions. Nature. 
2013;503:548–51. 

46.	 Govindan RFM, Price TJ, et al. Phase 1 study of AMG 510, a novel 
molecular targeting KRAS G12C mutant solid tumors.  
Ann Oncol. 2019;30(Suppl. 5):v163–4.

47.	 Canon J, Rex K, Saiki AY, et al. The clinical KRAS(G12C) inhibitor 
AMG 510 drives anti-tumour immunity. Nature. 2019;575:217–23.

48.	 Ciombor KK, Ou F-S, Dodge A, et al. Abstract LB-235: COLOMATE: 
colorectal cancer and liquid biopsy screening protocol for 
molecularly assigned therapy. Can Res. 2019;79(Suppl. 13):LB-235.

49.	 Eswarakumar VP, Lax I, Schlessinger J. Cellular signaling by 
fibroblast growth factor receptors. Cytokine Growth Factor Rev. 
2005;16:139–49.

50.	 Dailey L, Ambrosetti D, Mansukhani A, et al. Mechanisms 
underlying differential responses to FGF signaling.  
Cytokine Growth Factor Rev. 2005;16:233–47.

51.	 Knights V, Cook SJ. De-regulated FGF receptors as therapeutic 
targets in cancer. Pharmacol Ther. 2010;125:105–17. 

52.	 Turner N, Pearson A, Sharpe R, et al. FGFR1 amplification drives 
endocrine therapy resistance and is a therapeutic target in breast 
cancer. Cancer Res. 2010;70:2085–94. 

53.	 Tabernero J, Bahleda R, Dienstmann R, et al. Phase I  
dose-escalation study of JNJ-42756493, an oral pan-fibroblast 
growth factor receptor inhibitor, in patients with advanced solid 
tumors. J Clin Oncol. 2015;33:3401–8.

54.	 Loriot Y, Necchi A, Park SH, et al. Erdafitinib in locally advanced or 
metastatic urothelial carcinoma. N Engl J Med. 2019;381:338–48.

55.	 Javle M, Lowery M, Shroff RT, et al. Phase II study of BGJ398 in 
patients with FGFR-altered advanced cholangiocarcinoma.  
J Clin Oncol. 2018;36:276–82. 

56.	 Mazzaferro V, El-Rayes BF, Droz Dit Busset M, et al. Derazantinib 
(ARQ 087) in advanced or inoperable FGFR2 gene fusion-positive 
intrahepatic cholangiocarcinoma. Br J Cancer. 2019;120:165–71. 

57.	 Goyal L, Shi L, Liu LY, et al. TAS-120 overcomes resistance to  
ATP-competitive FGFR inhibitors in patients with FGFR2  
fusion-positive intrahepatic cholangiocarcinoma. 
Cancer Discov. 2019;9:1064–79. 

58.	 Goke F, Goke A, von Massenhausen A, et al. Fibroblast growth 
factor receptor 1 as a putative therapy target in colorectal cancer. 
Digestion. 2013;88:172–81. 

59.	 Mathur A, Ware C, Davis L, et al. FGFR2 is amplified in the 
NCI-H716 colorectal cancer cell line and is required for growth 
and survival. PLoS One. 2014;9:e98515. 

60.	 Folprecht G, Beer P, Salazar R, et al. Frequency of potentially 
actionable genetic alterations in EORTC SPECTAcolor. Ann Oncol. 
2016;27(Suppl. 6):vi151. 

61.	 Strickler JH, Loree JM, Ahronian LG, et al. Genomic landscape of 
cell-free DNA in patients with colorectal cancer. Cancer Discov. 
2018;8:164–73. 

62.	 Pietrantonio F, Vernieri C, Siravegna G, et al. Heterogeneity of 
acquired resistance to anti-EGFR monoclonal antibodies in 
patients with metastatic colorectal cancer. Clin Cancer Res. 
2017;23:2414–22. 

63.	 Siravegna G, Mussolin B, Buscarino M, et al. Clonal evolution and 
resistance to EGFR blockade in the blood of colorectal cancer 
patients. Nat Med. 2015;21:795–801. 

64.	 Van Emburgh BO, Arena S, Siravegna G, et al. Acquired RAS or 
EGFR mutations and duration of response to EGFR blockade in 
colorectal cancer. Nat Commun. 2016;7:13665.

65.	 Morelli MP, Overman MJ, Dasari A, et al. Characterizing the 
patterns of clonal selection in circulating tumor DNA from 
patients with colorectal cancer refractory to anti-EGFR treatment. 
Ann Oncol. 2015;26:731–6. 

66.	 Thierry AR, Pastor B, Jiang ZQ, et al. Circulating DNA demonstrates 
convergent evolution and common resistance mechanisms 
during treatment of colorectal cancer. Clin Cancer Res. 
2017;23:4578–91. 

67.	 Parseghian CM, Loree JM, Morris VK, et al. Anti-EGFR-resistant 
clones decay exponentially after progression: implications for 
anti-EGFR re-challenge. Ann Oncol. 2019;30:243–9. 

68.	 Liu X, George GC, Tsimberidou AM, et al. Retreatment with  
anti-EGFR based therapies in metastatic colorectal cancer:  
impact of intervening time interval and prior anti-EGFR response.  
BMC Cancer. 2015;15:713. 

69.	 Santini D, Vincenzi B, Addeo R, et al. Cetuximab rechallenge in 
metastatic colorectal cancer patients: how to come away from 
acquired resistance? Ann Oncol. 2012;23:2313–8.

70.	 Shitara K, Yamanaka T, Denda T, et al. REVERCE: a randomized 
phase II study of regorafenib followed by cetuximab versus the 
reverse sequence for previously treated metastatic colorectal 
cancer patients. Ann Oncol. 2019;30:259–65.

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

	_Hlk36640662

