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Report Snapshot



Disease state and data presentations were led on 

October 4, 2025, by Tanios Bekaii-Saab, MD, from 

Mayo Clinic Cancer Center in Scottsdale, AZ, and 

moderated by Darshil J. Shah, MD, MPH, from 

Ironwood Cancer & Research Centers, AZ, with 

content developed in conjunction with the Aptitude 

Health scientific team

The objectives of the meeting were to

> Assess differences in physicians’ treatment practices between 

academic- vs community-based settings

> Investigate how clinical factors and patient characteristics affect 

decisions for third- and fourth-line therapies in refractory mCRC

> Gauge physician awareness and adoption of emerging therapies 

like fruquintinib in addressing the unmet needs in refractory mCRC

Data collection was accomplished through the use of 

audience response system (ARS) questioning and 

moderated discussion 

Insights on the management of mCRC were obtained from 

15 community oncologists from Arizona

Report Snapshot: Session Overview
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Report Snapshot: Session Agenda
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Time (ET) Topic

9.00 AM – 9.10 AM 

(10 min)

Introduction

> Program overview

9.10 AM – 9.45 AM 

(5-min ARS; 10-min 

presentation; 

20-min discussion)

Perspectives on Shared Decision-Making and Practice Drivers in mCRC

> ARS questions

> Overview of current data

> Reaction and discussion

9.45 AM – 10.00 AM

(15 min)
Break

10.00 AM – 11.50 AM

(10-min ARS;

25-min presentation; 

75-min discussion)

Management of Refractory mCRC 

> ARS questions

> Overview of current data 

> Reaction and discussion

11.50 AM – 12.00 PM

(10 min)
Key Takeaways and Meeting Evaluation
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Almost 70% of physicians reported that at least 

30% of their patients have CRC

In the past 6 months, most physicians (92%) 

treated 5 or more patients with mCRC

Report Snapshot: Attendee Demographics
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Polling Question: Approximately what percentage of your patients 

have CRC? (n = 13*)

Polling Question: How many patients with mCRC have you 

personally treated in the past 6 months? (n = 13*)

15%

31%

23%

15%

15%

0%–10%

11%–20%

21%–30%

31%–40%

41%–50%

51%–100%

8%

23%

31%

38% ≤4

5–10

11–15

16–20

≥21
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Topline Takeaways (2/3)
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Topline Takeaways (3/3)
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Detailed Insights and 
Strategic Recommendations



Objective 1

Academic vs Community-Based Treatment 
Practice Patterns 



OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topline Takeaway: mCRC management has become uniformly biomarker-driven across academic and community settings, marking a clear 

shift from conventional chemotherapy to personalized therapy. Community oncologists reported broad access to diagnostics and base decisions 
on NCCN Guidelines and clinical evidence

Among the attendees, 69% of physicians were affiliated with a community-based practice, while 31% were associated with an 

academic institution

> The majority reported that up to 30% of their patients are diagnosed with CRC; in the last 6 months, most physicians treated at least 5 
patients with mCRC, and 38% treated >20 patients with mCRC

Biomarker integration is routine and a decisive factor for therapy selection, even in community settings. Physicians described a clear 
transition from standard chemotherapy (eg, FOLFOX ± bevacizumab) to biomarker-guided, individualized mCRC therapy. Community 

oncologists can easily access diagnostics, including NGS and blood-based testing, with no significant resource gaps

> Molecular profiling (MSI/TMB, RAS/NRAS, BRAF V600E, HER2), and tumor sidedness (left vs right) mainly dictate regimen choice

> 64% of physicians strictly rely on NCCN Guidelines and 55% on published clinical trial data as their primary sources for decision-making in 

later-line mCRC

– Community groups lack rigid institutional pathways, so the physicians closely follow NCCN Guidelines. This gives them flexibi lity for 

using therapies within their labeled indications, and adherence to NCCN/FDA guidelines facilitates smoother reimbursement later

– Off-label drug use is more challenging in community settings than in academic ones

> Pathology/IHC turnaround and reflex testing logistics can often delay frontline choices, and when biomarker turnaround is slow, it can 

disqualify patients from certain frontline trials

Objective 1: Detailed Insights (1/3)
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topline Takeaway: Academic and community clinicians maintain a collaborative relationship and engage in shared decision-making. 

Community physicians often refer complex surgical or interventional cases to academic centers and often resume follow-up care afterward. 
However, academic physicians sometimes struggle to keep their community peers informed about clinical trial slot availability, often using direct 
calls or texts to expedite referrals

Referrals from the community to academic settings are welcomed and strengthen shared decision-making. Consults are typically 

case based, focusing on complex procedures such as surgery, interventional radiology, and liver transplantation for highly selected 
patients with mCRC

> Community clinicians greatly appreciate collaboration with academic institutions, which facilitates patient referrals and shared care. They 

have a positive view of academic centers referring patients back after a procedure or consultation

– Some community sites have genetic counselors for testing, but no longitudinal management. Many community oncologists hand off 

long-term surveillance to academic programs because of bandwidth limitations and multisystem follow-up needs

– For long-term management of care for patients with hereditary CRC syndromes, such as Lynch syndrome and FAP, community and 
academic oncologists often share follow-up responsibilities

• In this shared-care model, community practices often manage general oncologic surveillance, including imaging and routine 
check-ins, while academic centers handle syndrome-specific surveillance like colonoscopies and endoscopies. Patients typically 

begin endoscopic monitoring locally but eventually transition to academic centers. This allows specialists to directly assess polyp 
burden and growth patterns, rather than depending on community reports

> Physicians in academic settings often struggle to keep their community counterparts updated on the real-time availability of slots for popular 

trials, and that directly impacts the timing of referrals

– Direct clinician-to-clinician lines (cell/text) are often used to bypass institutional bottlenecks and expedite triage

Objective 1: Detailed Insights (2/3)



OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topline Takeaway: Financial toxicity of oral agents often limits the adoption of newer therapies. Across both settings, ongoing education 
through peer-led workshops and conferences is key to integrating emerging data and aligning practice patterns

Financial toxicity of oral agents is a recurring barrier to adopting new and already approved later-line mCRC therapies

> Medicare copays were cited as high, and this can force chemotherapy recycling when patients cannot afford medications

To obtain mCRC education, most physicians prefer publications/medical journals and training programs/peer-led workshops, 
followed by industry conferences and CME courses 

> Physicians indicated that head-to-head trial data and NCCN/ESMO guidelines inclusion would significantly increase their confidence in 
adopting new therapies for refractory mCRC, followed by peer-to-peer discussions and real-world evidence

Objective 1: Detailed Insights (3/3)
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Objective 1: Supportive Quotes From Discussion (1/7) 
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topic Advisor Statements

Access to 

diagnostic 
resources

ñI think initially what I found different was the pathology, how itôs been reported and all that in academic vs [community 

set up]. I donôt think we have any problem with resources like sending NGS or sending blood or communicating with the 
folks at the academic settings. Itôs been a pretty good experience. And even at Ironwood, thereôs no dearth of 
resources. We can order any test. We can get everything possible. You have to stay within the guidelines.ò  

NCCN-based 
practice

ñWe donôt have institutional pathways that we have to adhere to, so generally Iôm using the NCCN Guidelines, and  

when weôre sticking with that, we donôt tend to run into issues in terms of reimbursement . . .ò

ñUnlike academics, weôre kind of a slave to FDA and the labeling and stuff, so we just stick to NCCN. . . . Weôre pretty 
much stuck with the NCCN and maybe with the FDA. Between the 2, thereôs a little arbitrage, and we can sometimes 

find little cracks.ò

ñUsually, NCCN wins.ò

ñNCCN has more flexibility, so we can kind of get away with it.ò

ñI think off-label stuff, you cannot do that much in the community settings, but you can do more in the academic 
settings. Diagnostic-wise and resources-wise, we are pretty good.ò 
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topic Advisor Statements

Pathology/IHC 

turnaround and 
reflex testing 
delays

ñThe health care is so fragmented. . . . Another struggle we do in the community [is] not getting IHCs in a timely manner 

to guide therapy.ò

ñUsually, we have some time to start treatment. So now with a lot of the markers out, Iôm usually waiting for my profiling 
to come back before deciding. . . . Because if you start treatment before those come back, patients may get disqualified 

for frontline clinical trials.ò

ñOne thing that was mentioned, the molecular biomarker testing, thatôs critical for the decision-making, and itôs 

obviously linked with the germline testing as well. Often, [when] turnaround times become 2 or 3 weeks, because 
theyôre sending [samples] out or they canôt [locate] the tissue, it becomes a big determinant [for the choice of their] 
therapy.ò  
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topic Advisor Statements

Collaboration 

patterns

ñWhen Iôve needed the academic centers is when Iôm in over my head with a surgery problem. So, like a patient with a 

recurrence, itôs been a few years, itôs in a tough spot, I want something thatôs very exotic. Maybe they have a liver met 
thatôs really difficult to get at, and an oligometastatic site somewhere else, and Iôm trying to be clever, right, because the 
obvious metastatic patients, theyôre going to get systemic chemo. I can do that as good as anybody else unless I need 

a clinical trial. But itôs for the exotic surgeries that I will turn to the academic centers, or for some kind of interventional 
program if I want some cryoablation or something that canôt be reached by a community. So, I know Iôve worked a lot 

with the surgeons at Mayo, but itôs always been these difficult surgical cases.ò

ñWeôve been transplanting liver mets for a long time, including neuroendocrine, colorectal. But now more so because of 

the data that was presented by the French group, highly selected. They have to be unresectable, RAF wild-type, 
although now you can argue that with the BRAF inhibitors, those patients are doing really well, so I donôt know if weôre 
going to exclude them anymore. But case-by-case basis, they have to pass a little bit of the test of time.ò 

ñBut I have to say to Mayo Clinic, actually, we truly appreciate our partnership. You guys have been truly wonderful in 

sending all our patients back as compared to some other institutions which call themselves academic. We tend to never 
see those patients back, so truly appreciate that.ò

[Academic-based physician] ñWhat I have struggled with is to really communicate with our community providers about 

the trial opportunities we have in real time. Because a lot of times these popular trials have a long wait list and itôs really 
hard to figure out how we want to follow the patients together.ò
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topic Advisor Statements

Collaboration 

patterns (cont.)

ñThe other thing I think thereôs a good area collaboration, especially in young-onset patients, is at least for our program, 

we have a good IVF program. So, again, these young patients, youôre looking at pregnancy later on, can do the 
screening of the egg or sperm to select out an embryo that doesnôt have Lynch syndrome, FAP, BRCA1 and -2. So, 
again, itôs after the oncology part of the battle, but itôs very important for that patient.ò

ñSo, I usually have a conversation with that patient as to [whether] they want the oncologic surveillance to continue with 
their community oncologists or at HonorHealth or wherever, and then we will do more of the Lynch-specific or FAP-

specific surveillance. Thereôs usually a bit of a negotiation. Do they want the scopes done in the community practice or 
with us? That part I usually find they over time will move the scopes, the endoscopy part over to us, since itôs easier to 
make management decisions, at least with FAP and stuff, if I have a better idea of what the polyp burden is vs kind of 

reading in a note what it is.ò
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topic Advisor Statements

Collaboration 

patterns (cont.)

[Do you guys have a good handoff to a genetics program to create that surveillance plan and management?]

ñI would say yes. To hand off to an academic center, we donôt have that. At least, it falls on the physician to do a lot.  
And there are so many other cancers that need to be actually watched. I feel there can be fall-offs and there can be 
consequences to the patient.ò  

ñI do the same, by the way. I actually hand them off, because I just canôt manage those patients.ò

ñWe have genetic counselors in-house . . . but after 1 visit, thatôs pretty much kind of the end of the road for what they 

do, and then it kind of falls on us for all the follow-up.ò

ñThatôs exactly what our clinic does. We have genetic counselors too who will do the testing for the patients who havenôt 
been tested, but the rest of it, we have a team of myself, nurse practitioners, we do all of that longitudinal follow-up. So, 

oncology can essentially discharge the patient after theyôre done treatment and all as you said, the GU, the GYN, the 
colorectal surveillance, we take care of all of that.ò

ñI have refused to see patients who have just been non-cancer diagnosis who have had these genetic syndromes being 
diagnosed. refuse to see them because I donôt have the bandwidth to do this.ò
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topic Advisor Statements

Collaboration 

patterns (cont.)

ñA lot of referrals from the community, especially from HonorHealth. We see a lot of young-onset colon, rectal, 

pancreatic cancer referrals for genetics. Kind of to your point, thereôs the basic genetic counseling part at all of the 
hospitals, but not that follow-through.ò

ñThereôs limitations in the amount of genetic testing thatôs done at the other hospitals. They tend to, a lot of genetic 

counselors in the Valley play it very safe and do very limited panel testing, whereas if you come into our clinic, weôll do 
either larger panels or even exome backbone panels so that we can look for cryptic mutations. Thatôs more on the 

germline part, the longer-term surveillance, the family history portion. But for young patients, thatôs very important, 
right? Theyôre often thinking about, óWhat happens to my children or others in the family?ôò

Direct clinician-to-

clinician 
communication

ñYou text me, Iôll give you my phone number. You just text me, and thatôll avoid the Mayo machine of getting it.ò

ñWe have most peopleôs cell phone numbers.ò

ñJust send [a message] and weôll handle the bureaucracy on the back end.ò
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OBJECTIVE 1: Assess differences in physicians’ treatment practices between academic- vs community-based settings and how they adapt and 

integrate new therapies 

Topic Advisor Statements

Key considerations 

in first- and 
subsequent-line 
treatment 

decisions 

ñBefore, it used to be pretty much chemotherapy with Avastin [bevacizumab], or [for] some selected patients, KRAS 

with cetuximab or panitumumab, but now itôs changed a lot, significantly. I think we saw that busy slide where we have 
[to really] focus and dig into it to see which TMB, MSIðthere are so many other targets, HER2 as well. Itôs become very 
individualized at this point.ò

ñI would say in the first line, thereôs obviously all the testing, right? It seems like itôs [based on tumor sidedness]ðleft vs 

rightðand HER2 status, right? After that, weôre just depending on all of the [other molecular] markers.ò
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Objective 2

Selection and Sequencing of Therapies in 
Later-Line mCRC 



OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topline Takeaway: Although the later-line mCRC landscape offers mechanistically distinct agents, physicians base their sequencing decisions 
largely on clinical practicality, including tolerability, prior VEGF exposure, and patient performance status

Frontline Treatment Landscape

> Physicians described a clear shift toward individualized, biomarker-based therapy selection in mCRC, citing MSI status, BRAF V600E, and 
HER2/KRAS profiles as key determinants of regimen choice

> Immunotherapy has become standard in the front line for MSI-H/dMMR or Lynch-associated cases, with several oncologists reporting 

durable responses and even long-term cures with pembrolizumab or nivolumab ± ipilimumab

> In BRAF-mutated mCRC, oncologists referenced the SEAMARK study evaluating pembro ± encorafenib-cetuximab, noting a preference for 

IO-based approaches over targeted combinations given the superior OS outcomes 

Clinical and Patient Determinants for Therapy Selection Beyond Front Line

> Third-line treatment decisions are also highly individualized, guided by tumor sidedness, prior VEGF exposure, neuropathy, and 

comorbidities

> Several clinicians emphasized attrition between lines of therapy, with an estimated 70%–80% of patients not reaching the third line, 

reinforcing the importance of tolerability and patient preference in regimen selection

> Community oncologists typically wait for molecular profiling before finalizing later-line therapy, citing the non-emergent nature of most mCRC 
cases

Objective 2: Detailed Insights (1/5)
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topline Takeaway: TAS-102 ± bevacizumab and fruquintinib have become the most widely adopted and data-driven options after initial 

chemotherapy, with the choice of regimen primarily influenced by the safety profile and previous therapy exposure

Mechanistic Differentiation and Sequencing Logic in Third-Line-and-Beyond Therapy

> Clinicians consistently cited the importance of mechanistic diversity when sequencing later-line agents

> For later-line mCRC, physicians described a sequencing pattern using TAS-102 + bevacizumab for early VEGF discontinuation, and 
fruquintinib for patients with longer prior bevacizumab exposure or intolerance to cytotoxic regimens

TAS-102 ± Bevacizumab

> TAS-102 + bevacizumab was frequently cited as a favored third-line option, even in some previously VEGF-exposed patients, owing to 

manageable toxicity and perceived complementary benefit of combining chemotherapy with antiangiogenic mechanisms

– More than 75% of physicians reported using TAS-102 + bev in their patients in the past 6 months

– TAS-102 is seen as clinically versatile, with oncologists tailoring use on the basis of cytopenias, hepatic dysfunction, and prior 

tolerance to oral agents. If there is short bevacizumab exposure in second line, then TAS-102 + bev may be favored for third line

– Most physicians are aware of the SUNLIGHT data         , and many acknowledged the OS advantage, but noted the OS signal is 

attenuated in patients with prior VEGF inhibitor exposure, thus reducing selection preference from fruquintinib or dose-escalated 
regorafenib

Objective 2: Detailed Insights (2/5)

Back with
solid fill

Back with
solid fill

28



OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topline Takeaway: TAS-102 ± bevacizumab and fruquintinib have become the most widely adopted and data-driven options after initial 

chemotherapy, with the choice of regimen primarily influenced by the safety profile and previous therapy exposure

Fruquintinib: Selectivity, Safety, and Positioning

> Fruquintinib is widely recognized as a next-generation selective VEGFR inhibitor with improved tolerability compared with regorafenib, 
especially regarding hand-foot syndrome and overall fatigue

– More than half of physicians (54%) reported using fruquintinib in their patients in the past 6 months

– Most physicians are aware of both the FRESCO and the FRESCO-2 trial data

> Fruquintinib is often used after TAS-102, particularly in patients with prior long-term bev exposure, reflecting its role as a “cleaner, VEGF-

focused TKI.” It is often considered a fit where myelosuppression from TAS-102 limits further use of chemo, or when EGFR rechallenge is 
not suitable

– Many view it as a safer option and potentially additive when combined with TAS-102, rather than as competing options. The concept of 

dual-mechanism synergy and complementation (cytotoxic chemo + anti-VEGF) is viewed favorably, but is not yet practice changing

– Several participants anticipate potential combinations (TAS-102 + fruquintinib) as future strategies, though they emphasized the need 

for OS data and clarity on safety before adoption, along with head-to-head comparative real-world data

> Physicians repeatedly stressed that an OS benefit is required for moving fruquintinib into maintenance or earlier settings

– Fruquintinib is perceived as “not as easy as capecitabine,” and physicians require more guidance for general community-wide use

Objective 2: Detailed Insights (3/5)
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation  

Topline Takeaway: TAS-102 ± bevacizumab and fruquintinib have become the most widely adopted and data-driven options after initial 

chemotherapy, with the choice of regimen primarily influenced by the safety profile and previous therapy exposure

Patient Case Scenarios: Standard Progression vs Treatment Intolerance

> In the first case with mCRC (older, frail patient, KRAS Q61H mutated, BRAF wild-type, MSS, right-sided adenocarcinoma; ECOG PS 1, and 
disease progression through FOLFOX + bev and FOLFIRI + bev, with residual neuropathy and prior hematologic toxicity       ), the majority 
(~70%) favored fruquintinib as the next line due to the intolerability of prior therapies, and on the basis of approved clinical data for 

fruquintinib and the favorable safety profile, along with its ease of oral dosing

– 60% of physicians would consider TAS-102 + bevacizumab for this frail patient with cumulative toxicity, and some might start at a 

reduced dose; concerns about cytopenias, fatigue, and infusion burden made this combination less appealing 

> In the second patient case (standard progression on FOLFOX/FOLFIRI ± bev, good PS, MSS, KRAS G13D, BRAF wild-type, left-sided 
adenocarcinoma of the colon       ), physicians were split on their choice for the next line of therapy: TAS-102 + bevacizumab and clinical trial 

participation were the most selected next-line options (27% each), while fruquintinib and regorafenib were chosen equally by 20% of 
physicians

– Factors such as efficacy, tolerability, and patient preference for oral therapy contributed to this selection, highlighting physicians’ focus 
on balancing clinical effectiveness with patient convenience and manageable toxicity

> These contrasting cases demonstrate a shift in physician strategy in later-line settings, as they move from maximizing efficacy in 

fit patients to emphasizing tolerability, safety, and flexibility for those with prior adverse event burden 

Objective 2: Detailed Insights (4/5)
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topline Takeaway: AE management is a key component of decision-making in later treatment stages. Oncologists tailor dose intensity to 

enhance adherence and quality of life. Opportunities exist to support head-to-head data generation, real-world guidance on sequencing, and 
education on tolerability management, especially in community settings where adoption remains experience-based

Adverse Event Management and Dosing Adaptations

> AE management is central to later-line decision-making, with oncologists personalizing dose intensity to balance treatment adherence and 
quality of life, often favoring oral agents that reduce hospitalization and infusion burden

> TAS-102 dose reductions or schedule alterations are common to mitigate myelosuppression and fatigue, while fruquintinib is favored for less 

hand-foot toxicity and ease of administration

– The majority of physicians start TAS-102 + bevacizumab below the label-recommended dose, most commonly due to patient frailty or 

prior myelosuppression (53% each), with many adopting modified schedules (1 week on/1 week off) to mitigate fatigue and cytopenias; 
only about a quarter start at the full dose per guidelines

– In contrast, dose adjustments for fruquintinib are more individualized; two-thirds of physicians begin with a below-label dose in elderly 

or VEGFR toxicity-prone patients, while 40% start at the full 5-mg dose regardless of clinical characteristics

> For regorafenib, a reduced starting dose with gradual escalation (ReDOS-style) remains standard practice to enhance tolerability and 

minimize early discontinuations

– The use of regorafenib is not as frequent as other TKIs. In fact, only 38% of physicians reported using it in their patients with mCRC in 
the past 6 months

Objective 2: Detailed Insights (5/5)
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Objective 2: Supportive Quotes From Discussion (1/8)
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

Frontline mCRC 

treatment: 
Biomarker driven 
and IO centered

(Initial treatment 

goals and comparing 
BRAF-mutated 
mCRC and MSI-

H/dMMR or Lynch 
syndrome-

associated disease)

ñWe have so many tumor-agnostic treatments now. So, yeah, we have the MSI status. We have BRAF V600E with the 

BREAKWATER data, [which] can influence the front line. I donôt have any HER2 frontline strategies yet. But KRAS 
status matters, whether theyôre wild-type vs mutated, left or right. And so, thatôs how we typically approach.ò

ñI still tend to use Keytruda [pembrolizumab] up front.ò

ñI agree, I used Keytruda [pembrolizumab] too, and Iôve had complete responses.ò

ñI have a patient whoôs now 4 years cured, I think. She was 19 with the Lynch syndrome. Opdivo [nivolumab]-Yervoy 

[ipilimumab], and then Opdivo for another year, and thatôs it. She got married, has children; itôs great.ò

ñThereôs a study called SEAMARK that just completed that essentially has looked at pembro single agent vs pembro 
plus encorafenib and cetuximab for [BRAF-mutated] patients, [to try to] just hit them with all 3 and get their outcome up 

to par with those with Lynch syndrome or [with] non-BRAF, non-RASïmutated [disease]. Although RAS [status] is not 
as prognostic, BRAF tends to drive those patients to do a little bit worse.ò

ñYeah, the OS is hard to beat [with] what you get with immunotherapy.ò  

ñYeah, I wouldnôt use BRAF-targeted [therapy alone]. So, the study was enco-cetux plus pembro vs pembro alone. I 
would prioritize IO over enco-cetux for sure in that group.ò
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

Treatment 

sequencing post-
initial 
chemotherapy

ñYeah, most of the time when I have patients on FOLFOX, I tend to use the OPTIMOX study, where I use FOLFOX for 

the oxaliplatin for 6 cycles. If Iôve had a good response, I tend to back off on the oxaliplatin [and] continue the 5-FUï
Avastin [bevacizumab]. [For] disease recurrence, I tend to bring back oxaliplatin. If they failed within 3 months of 
oxaliplatin, I donôt tend to use oxaliplatin back. In that case, I tend to use FOLFIRI as my second-line option.ò

ñOn the maintenance approach. Usually, Iôll stop the oxaliplatin after 6 cycles, and if theyôre responding, maintenance 
therapy.ò

ñThere are some patients who are not eligible for the doublet or triplet regimens, and you canôt escalate them, so these 
targeted small molecules become very useful to keep patients in treatment.ò

ñI have tons of patients like this who have peritoneal disease [and] had bowel obstruction a couple of times during the 

last 3 to 4 years of their FOLFOX and FOLFIRI experiences. Now theyôve progressed on FOLFOX/FOLFIRI, and 
theyôve never been exposed to Avastin [bevacizumab]. Most of the time, we donôt tend to use Avastin in these patients. 

Now their option [is to] go to best supportive care . . . [but] I tend to tell them, if you want to try something as a last-ditch 
effort, do TAS plus bev . . .ò

ñI worry about these patients [with bowel obstruction]. Theyôre very challenging. I tend to try to avoid VEGF inhibitors in 

these patients. So . . . I would just do TAS-102 as a monotherapy if they had a bowel obstruction recently. If they . . . 
are now on the third line, Iôm not as concerned . . .ò  
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

Clinical and patient 

determinants for 
later-line therapy 
selection

ñDepends on the volume of disease, on whether itôs a left-sided tumor, right-sided tumor, age of the patient. Depends on 

the mutational status, too. If left-sided, KRAS wild-type, BRAF wild-type, NRAS wild-type, I tend to use FOLFOX + 
panitumumab, or sometimes FOLFIRINOX. If right-sided, I generally tend to use FOLFOX + Avastin [bevacizumab] or 
FOLFIRI + Avastin, depending on their neuropathy and comorbid conditions.ò

ñAt the end of the day, itôs really the patient preference, toxicity, and things like that.ò

ñThis is a disease where most of my patients do not require urgent therapy. Usually, we have some time to start 

treatment. So now, with a lot of the markers out, Iôm usually waiting for my profiling to come back before deciding [to 
use] just the FOLFOX + Avastin [bevacizumab].ò

ñSomeone whoôs progressed on both FOLFOX and irinotecan-based regimens, I tend to see how long theyôve had 

exposure to Avastin [bevacizumab]. If the Avastin second-line use was very short, I tend to use TAS-bev as my third-
line treatment option. Someone whoôs been on Avastin for a long period of time, I do use fruquintinib a lot more as my 

third-line treatment option after theyôve failed all the targeted therapy.ò

ñI think the bigger point is what percentage of patients actually receive third-line treatment? Iôve had a huge drop-off. I 
have close to 80% drop off in my third-line treatment options altogether.ò 

ñ. . . we have attrition between lines of therapy. A lot of patients, unfortunately, donôt get to the fourth line of therapy. So, 
I think itôs very important, the discussion that weôre having, which third line to use. To me personally, I do choose based 

on toxicity profile and patient preference.ò  
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

TAS-102 ± 

bevacizumab: 
Role, efficacy, and 
sequencing

ñThe few patients that Iôve seen in the third line, I feel like we generally favor TAS-102 plus bevacizumab even if theyôve 

previously been treated, just because weôve shown that continuing bevacizumab is supported.ò

ñ. . . if I have someone [who has] liver dysfunction and things like that and not much cytopenia, then Iôm leaning more 
towards TAS-102ïbev.ò

ñI think the reason maybe TAS-102 has a little bit improved overall survival compared to fruquintinib and regorafenib is 
maybe just the chemo action. So, maybe getting at the tumor microenvironment might support the addition of 

bevacizumab and supporting kind of that dual mechanism of action.ò

ñWe did a network meta-analysis . . . TAS-102 + bev had superiority over the others; that was even a clear OS benefit 
across all of them. However . . . when you limited these patients to those who had prior VEGF . . . that signal really 

disappeared.ò
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

TAS-102 ± 

bevacizumab: 
Role, efficacy, and 
sequencing (cont.)

ñIôve had more experience with the TAS . . . they have a good website where you put in the height and the weight and 

then they literally type out exactly the dose, frequency, and how to write the prescription. . . . I do start the full dose. I 
can always dose modify. . . . I donôt really feel like the opening toxicities for TAS are devastating for these patients. They 
might have a rash, they might have nausea, but itôs nothing terrible.ò

ñSome of the patients whoôve had quite a bit of myelosuppression in the past, thatôs where 1 week on, 1 week off, I 

started to adopt that. I donôt know that thereôs a downside to that. And itôs improved the tolerability, in my experience, at 
least from a myelosuppression [perspective].ò

ñItôs easier for patients, too, like 1 week on, 1 week off. Otherwise, thatôs so confusing . . .ò
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

Fruquintinib: 

Mechanistic 
differentiation and 
sequencing 

rationale

ñFruquintinib is the newer-generation TKI . . . seems to be more effective than bevacizumab, but then the TAS-102 with 

bevacizumab gives you a dual mechanism.ò

ñ. . . Perhaps you wouldnôt really run into that risk [of bowel perforation] with fruquintinib because itôs a little bit cleaner of 
a TKI.ò

ñI think that mechanism of action is an important consideration. All of these agents target VEGF, but there might be a 
little bit more than 1 target in kinase inhibition with fruquintinib than with the other medications . . .ò

ñSo, if I have someone whoôs having a lot of cytopenias, Iôm leaning more toward the TKIs. A lot of times itôs really 
fruquintinib ï just because itôs easier in terms of hand-foot syndrome and things like that. Much less hand-foot 
syndrome with fruquintinib compared to regorafenib, even when we do the dose escalation of regorafenib.ò

ñI did use it [fruquintinib] in 1 patient. Sheôs gotten through a few treatments of chemotherapy, and I think TAS-102, and 
then after that, I talked to her about fruquintinib . . .ò

ñStarting dose [of fruquintinib] depends on patient frailty; some start at the recommended dose, others lower and titrate 
up.ò

ñUltimately, the question remains: whoôs the ideal patient for fruquintinib? I think weôre still figuring that out.ò
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

Dose modifications 

in later lines

ñThere are definitely patients who just canôt tolerate another oral drug. The adherence becomes an issue. You think 

about how many pills theyôve taken for years ï it becomes a psychological fatigue, too. At that point, we have to decide 
what the real goal is; are we trying to buy a few more months, or maintain QOL? That changes how aggressive I am 
with dose modification.ò

ñI have not used fruquintinib, but Iôve used TAS-102 and regorafenib. Iôve always started at the lower dose because of 

myelosuppression and poor tolerance; in my experience, especially by third line, I feel like patients are a lot more frail 
too and have gone through several lines of therapy in the previous years that I typically start at a reduced dose.ò

ñIôve used TAS-102 and regorafenib. Iôve always started at the lower dose because of myelosuppression and poor 

tolerance.ò

ñIôve always started at the lower dose because of myelosuppression and poor tolerance . . . especially by third line.ò

ñWe donôt have data like ReDOS with regorafenib, but most of the community practices . . . typically start with a lower 
dose and then kind of ramp up.ò
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OBJECTIVE 2: Evaluate real-world factors that influence selection and sequencing of therapies for later-line mCRC (TAS-102 ± bev, 

regorafenib, fruquintinib), including clinical rationale, MOA insights, and AE-guided dosing adaptation 

Topic Advisor Statements

Moving 

fruquintinib into 
earlier line 
(maintenance) 

setting, and future 
outlook

[Does anyone see fruquintinib moving into earlier line therapy?]

ñI personally havenôt used it yet, but certainly it seems promising, and not sure if itôs going to move frontline or up earlier 
lines, but probably going to be later lines.ò

ñI think if we are going to move it to maintenance, I would like to see the OS data at that time, not just PFS. Now, all the 

maintenance studies for capecitabine, cape-bev, and all of that are all PFS benefit. But just because fruquintinib is not 
really as easy . . . Itôs an easy drug compared to rego, but not as easy as capecitabine, itôs going to be tough . . .ò 

ñ. . . The only way I would bring fruquintinib into an earlier line is seeing the OS data . . . or seeing this in combination 
with other VEGF inhibitors like TAS-102 ï the combination trial would be cool.ò

ñThe combination of a fruquintinib plus TAS-102 seems to be quite an exciting proposition in the future. I think it takes 

care of the Avastin [bevacizumab] or pre-Avastin use out of the picture and now youôre using an entirely different 
mechanism of action in 2 different therapies.ò

ñI think one of the questions that is yet to be answered is whether this newer generation of small-molecule inhibitors can 
achieve better or deeper molecular response.ò



Objective 2: Strategic Recommendations

40



Objective 3

Chemo Rechallenge, Molecular Reassessment, 
Intolerance, and Barriers Shaping Adoption



OBJECTIVE 3: Evaluate how definitions of treatment intolerance, approaches to chemotherapy rechallenge or reintroduction, and real-world 

access barriers influence adoption and integration of new agents in later-line mCRC management

Topline Takeaway: Physicians emphasized that rechallenge with chemotherapy offers minimal value post-progression, typically favoring 

targeted agents such as fruquintinib for their predictability and outpatient convenience. Treatment intolerance, driven by toxicity, frailty, or patient 
fatigue, remains a major determinant of therapy discontinuation or dose adjustment. Access and reimbursement barriers persist, underscoring 
the need for clearer sequencing guidance, real-world evidence, and cross-setting collaboration to optimize later-line mCRC care

Chemotherapy Rechallenge Role and Preference for Fruquintinib

> Physicians distinguished between rechallenge and reintroduction, emphasizing that true rechallenge after progression on FOLFOX/FOLFIRI 
is viewed as low-yield (attendees cited “~0%” response expectation)

> Reintroduction, on the other hand, is reserved for patients with prolonged prior response or non-progression discontinuation (eg, oxaliplatin 

reuse after long remission)

> Most physicians reported that patients often express a desire to avoid further chemotherapy       , though cost barriers occasionally drive 

chemotherapy recycling in underinsured patients

> Almost three-fourths of physicians prefer fruquintinib over chemotherapy rechallenge for patients with poor tolerance to prior chemotherapy. 
Others favor fruquintinib for its oral convenience, predictable toxicity, easy outpatient care management, or because of rapid progression on 

initial chemotherapy

> Several oncologists described hospice discussions as emotional but realistic endpoints when no further tolerable options exist

Objective 3: Detailed Insights (1/3)
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OBJECTIVE 3: Evaluate how definitions of treatment intolerance, approaches to chemotherapy rechallenge or reintroduction, and real-world 

access barriers influence adoption and integration of new agents in later-line mCRC management

Topline Takeaway: Physicians emphasized that rechallenge with chemotherapy offers minimal value post-progression, typically favoring 

targeted agents such as fruquintinib for their predictability and outpatient convenience. Treatment intolerance, driven by toxicity, frailty, or patient 
fatigue, remains a major determinant of therapy discontinuation or dose adjustment. Access and reimbursement barriers persist, underscoring 
the need for clearer sequencing guidance, real-world evidence, and cross-setting collaboration to optimize later-line mCRC care

Molecular Reassessment and EGFR Reintroduction

> Routine ctDNA testing at progression informs reintroduction strategies, particularly for EGFR therapy

– Physicians reported ~15%–20% response rates in such re-treated patients, supporting biomarker-guided personalization even in late 
lines

> Molecular reassessment is viewed as a key element in prolonging therapeutic opportunity, allowing clinicians to sequence more effectively 
rather than exhaust cytotoxic options prematurely

Treatment Intolerance and Patient Frailty

> As treatment lines advance and the patient experiences treatment intolerance, physicians appear to transition from a purely efficacy-driven 
mindset toward balancing survival benefit with quality of life and ease of administration, with a broader consideration for oral targeted agents 

such as fruquintinib in third line and beyond

> “Treatment intolerance” in patients ineligible for TAS-102 + bevacizumab is typically defined as a combination of clinical criteria (eg, grade ≥3 

AEs, hospitalization, prolonged cytopenias) as well as patient-reported factors (eg, refusal based on prior AE experience or dose-limiting 
toxicity requiring early discontinuation)

> Most physicians reported that treatment intolerance frequently guides their third-line treatment decisions         , prompting therapy switches 

or dose adjustments, especially for frail or elderly patients or those with prior VEGFR-targeted toxicities

– Dose de-escalation or alternate dosing schedules (1 week on/1 week off) are increasingly used to sustain treatment continuity
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OBJECTIVE 3: Evaluate how definitions of treatment intolerance, approaches to chemotherapy rechallenge or reintroduction, and real-world 

access barriers influence adoption and integration of new agents in later-line mCRC management

Topline Takeaway: Physicians emphasized that rechallenge with chemotherapy offers minimal value post-progression, typically favoring 

targeted agents such as fruquintinib for their predictability and outpatient convenience. Treatment intolerance, driven by toxicity, frailty, or patient 
fatigue, remains a major determinant of therapy discontinuation or dose adjustment. Access and reimbursement barriers persist, underscoring 
the need for clearer sequencing guidance, real-world evidence, and cross-setting collaboration to optimize later-line mCRC care

Access, Cost, and Operational Barriers

> Community physicians cited high copays, limited foundation support, and reimbursement complexity as major barriers to adopting newer oral 
agents

> Lack of familiarity and operational readiness (lab monitoring, dose management infrastructure) further delay uptake outside academic 

settings

> Some clinicians expressed frustration with payor preference for older, less expensive TKIs such as regorafenib, which affects equitable 

patient access

Unmet Needs and Areas for Collaboration

> Physicians repeatedly called for clearer, evidence-based sequencing algorithms, noting that NCCN Guidelines list options without practical 

prioritization

> Both academic and community participants endorsed joint tumor boards and peer case reviews as effective mechanisms to accelerate 

adoption of new therapies

> There is a strong appetite for real-world data comparing later-line regimens (TAS-102 ± bev vs fruquintinib) across molecular and clinical 
subgroups

> Oncologists emphasized the importance of patient education on adherence and toxicity expectations for oral agents and acknowledged the 
need to reassess goals of care, prioritizing quality of life over marginal OS benefit in heavily pretreated, frail patients
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OBJECTIVE 3: Evaluate how definitions of treatment intolerance, approaches to chemotherapy rechallenge or reintroduction, and real-world 

access barriers influence adoption and integration of new agents in later-line mCRC management

Topic Advisor Statements

Chemotherapy 

rechallenge vs 
reintroduction

ñThere should be a difference between when we discuss rechallenge and reintroduction . . . when you actually fail it, the 

likelihood of a response is 0% if you rechallenge with chemotherapy. Itôs only when you reintroduce it, and so there is 
no prior failure, and thatôs very few patients.ò

ñThe only time I tend to consider chemotherapy as a viable option is if the patient has had an allergic reaction to 
oxaliplatin, in which case Iôm doing a desensitization protocol. I think after a patient has truly progressed on FOLFOX 

and FOLFIRI, I donôt tend to rechallenge FOLFOX.ò

ñAnother reason theyôll have to use chemo is [if] they canôt afford the pills. So, we start trying to get clever and recycling 

chemo. . . . But if they canôt get the pills . . . Iôve got to try something they havenôt had in the last year. So, I might bring 
back irinotecan and I hate it, or I bring something else in . . .ò

ñChemotherapy rechallenge, I would only do for intolerance, not for progression. Thereôs no reason to actually subject 
them to oxaliplatin, even if itôs been 3, 4 months, 6 months.ò 
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Attendee Key Takeaways



Attendee Key Takeaways (1/5)

53

2

> I think the importance of biomarker testing in the decision-making process is a must

> There are a few options in the refractory setting, but with limited efficacy

> The decision between the third-line agents in the refractory setting depends on patient preferences, toxicity, and 

other factors

3

> It was a great learning about sequencing

> Listened to the expert talk about real-world data

> Topics like genetics and transplantation were quite insightful

1

> A lot of options, even in the third-line refractory setting, for colorectal cancer patients

> TAS-102 plus bevacizumab is a little better, but it has a different side effect profile 

> I would start with TAS-102, then maybe fruquintinib, and then regorafenib because it’s a bit harder to tolerate



Attendee Key Takeaways (2/5)
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5
> I think the sequencing was pretty clear and very educational

> I was surprised by the transplant part as well

6

> I was not familiar with the TAS-102 data, with and without bevacizumab 

> It was great to learn about the transplant option in patients

> It is just up to patient preferences on the third line because we don’t have any head -to-head sequencing data 

4

> I’d like to know more about transplant, at least the fine details of when people should be referred

> The sequencing options, after going through all the data again, look good



Attendee Key Takeaways (3/5)
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8 > I am thinking about sequencing TAS-102 or fruquintinib

9

> In third-line colorectal cancer, there is still a lot of unmet need

> It’ll be interesting to hear about the combo of fruquintinib and TAS-102, and we’ll see if that moves the needle with 

the FRUITION study

> It was nice to hear about some of the resources available at Mayo, like a high-risk genetic screening clinic, which 

now we have access to

7

> We are still waiting for a meaningful option in this setting. The overall survival at best is a couple of months with any 

options in this third-line setting

> We definitely need better options for tolerability, as many patients struggle to tolerate treatment. By the time they 

receive this treatment, their performance status is often already poor

> We need better targets in NGS. We have observed that our colleagues who treat lung cancer, melanoma, and 

myeloma often disregard colon cancer, leaving us still reliant on FOLFOX



Attendee Key Takeaways (4/5)
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11

> It was good to know about the resources at Mayo Clinic. Learning about liver transplant situation was interesting 

> Third-line fruquintinib seems like the most talked-about drug. It gives you just stable disease at best as a response 

> It was interesting to listen to the views on rechallenge with chemotherapy. It is not necessarily an approach that we 

should be looking at

12

> Discontinuing VEGF therapy throughout the course of treatment may limit sustained disease control 

> The liver transplant was very intriguing to me. I did have a young patient who I had sent back to Cleveland, at the 

Cleveland Clinic, who ended up getting transplanted. I didn’t know you guys had an option here, too, so that’s really 

good for me to know

> I think we will hopefully get some better results with TAS-102 and fruquintinib. Looking forward to more of those 

studies

10

> There are only mediocre options in the third line

> We’ll see what TAS-102 and fruquintinib combination data show. Maybe that’ll be a little bit better

> It was interesting to hear about the high-risk genetic screening clinic at Mayo



Attendee Key Takeaways* (5/5)
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14

> There is more evidence that the treatment for metastatic colorectal cancer in the later lines is still to be determined 

in the future

> Biomarker testing hopefully will lead us in the right direction there

> A lot of questions came up regarding collaboration, and a meeting like this has certainly been very beneficial. More 

meetings like this will help bridge the gap between the community and the academic setting

13

> I learned that polyps in Lynch patients do not go away with ICI treatment

> It is refreshing to see the differential responses to the VEGF inhibitors in patients who have had prior exposure to 

bevacizumab

> We should run a randomized phase II study with TAS-102 + bevacizumab vs fruquintinib, and even vs fruquintinib + 

TAS-102, to determine which arm is going to win. I don’t think pharma will ever sponsor studies like that, but those 

are real questions we have in the clinics 
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Approximately Two-Thirds of Physicians Are Affiliated With Community-
Based Practices, While One-Third Are Associated With Academic-Based 
Settings
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Please indicate the type of practice you are affiliated with. (n = 13*)
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64% of Physicians Rely on NCCN Guidelines and 55% on Published Trial 
Data as Their Main Decision-Making Sources in Later-Line mCRC
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What is your primary source for treatment decision-making in later-line mCRC?  

(Select all that apply.) (n = 11*)
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ARS Data

Use of Specific Treatments Post-Chemotherapy 
and Barriers to Adoption 



In the Past 6 Months, Most Physicians Did Not Prescribe Regorafenib in 
Any Patients, While 23% Used It in 4–7 Patients and 15% in 1–3 Patients
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In how many patients with mCRC have you used the following therapies after initial chemotherapy 

(fluoropyrimidine-, oxaliplatin-, or irinotecan-based regimens) in the past 6 months? (n = 13*)
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a) Regorafenib 



Nearly Half of Physicians Reported Using TAS-102 in 1–3 Patients, While 
31% Reported No Use in the Last 6 Months
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In how many patients with mCRC have you used the following therapies after initial chemotherapy 

(fluoropyrimidine-, oxaliplatin-, or irinotecan-based regimens) in the past 6 months? (n = 13*)
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b) TAS-102



Most Physicians (62%) Prescribed TAS-102 + Bevacizumab in 1–3 
Patients; 15% Used It in 11–15 Patients, but Almost One-Quarter Did Not 
Use It in Any Patients Over the Past 6 Months
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In how many patients with mCRC have you used the following therapies after initial chemotherapy 

(fluoropyrimidine-, oxaliplatin-, or irinotecan-based regimens) in the past 6 months? (n = 13*)
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c) TAS-102 + bevacizumab



Almost Half of Physicians Reported Using Fruquintinib in 1–3 Patients, 
While 8% Did So in 8–10 Patients; 46% of Physicians Had Not Prescribed 
It to Any of Their Patients in the Last 6 Months
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In how many patients with mCRC have you used the following therapies after initial chemotherapy 

(fluoropyrimidine-, oxaliplatin-, or irinotecan-based regimens) in the past 6 months? (n = 13*)

46% 46%

0%

8%

0% 0%
0%

10%

20%

30%

40%

50%

60%

70%

0 1–3 4–7 8–10 11–15 ≥16

P
e

rc
e

n
ta

g
e
 o

f 
p

h
y
s
ic

ia
n
s

d) Fruquintinib (since its approval in Nov 2023)



Advisors’ Most Common Barriers to Adopting New Later-Line mCRC 
Therapies Are Cost or Insurance Coverage, Lack of RWD, Followed by 
Logistic Challenges, Physician Familiarity, and Patient Hesitancy; About a 
Quarter Have No Barriers 
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What are the main barriers you face in adopting newly approved later-line mCRC therapies? 

(Select all that apply.) (n = 13*)
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For Most Physicians, Publications or Medical Journals and Training 
Programs or Peer-Led Workshops Are Their Favored Methods of 
Acquiring mCRC Education
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Please indicate your preferred method for obtaining mCRC education.  

(Select all that apply.) (n = 11*)
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Most Physicians Indicated That Head-to-Head Trial Data (77%) and 
Guidelines Inclusion (69%) Would Most Increase Their Confidence to 
Adopt New Therapies, Followed by Peer-to-Peer Discussions and RWE

68

What type of data or resources would most increase your confidence in adopting new therapies for 

refractory mCRC? (Select all that apply.) (n = 13*)
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Patient Case Scenarios

ARS Data



Patient Case 1: Treatment Intolerance

Patient History

> 72-year-old female patient with mCRC, involving liver and lymph nodes (right-

sided adenocarcinoma, KRAS Q61H mutated, BRAF wild-type, HER2/neu 

IHC: 0, MSS)

> ECOG PS 1, with a history of treatment-related fatigue

> Completed 2 lines of therapy: FOLFOX + bevacizumab, followed by FOLFIRI 

+ bevacizumab

> The patient experienced disease progression through FOLFOX/FOLFIRI and 

did not tolerate them well. Developed severe myelosuppression on both 

regimens (prolonged neutropenia and thrombocytopenia); hospitalized once 

for febrile neutropenia during FOLFIRI + bevacizumab treatment

Current Situation

> The patient is showing signs of disease progression and has residual 

neuropathy from prior oxaliplatin exposure 

> The physician has concerns about hematologic toxicity, fatigue, and GI side 

effects, particularly given the patient’s prior functional decline

> The patient prefers flexible treatment options that support quality of life, as 

she travels often
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60% of Respondents Expressed a Preference for TAS-102 Combined With 
Bevacizumab as the Next Line of Treatment, While One-Third Would Not 
Prescribe This Combo Due to Concerns About Prior Myelosuppression
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Would you consider TAS-102 + bevacizumab as the next best treatment option for this 

patient? (N = 15)
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72

Almost 70% of Respondents Favored Fruquintinib for This Patient Due to 
Factors Like Prior Therapy Intolerance, Clinical Data Approvals, and Oral 
Convenience, Along With Manageable Safety; ~30% Would Prefer a 
Clinical Trial Instead



Patient Case 2: Standard Progression 

Patient Profile

> 42-year-old male patient with stage IV mCRC, metastatic to liver and 
lymph nodes (MSS, KRAS G13D mutated, BRAF wild-type, HER2/neu 
IHC: 0, left-sided adenocarcinoma of the colon)

> ECOG PS 0, otherwise healthy, and maintains an active lifestyle

> The patient experienced disease progression on FOLFOX/FOLFIRI ± 
bevacizumab

> Tolerated prior therapies reasonably well, though with mild fatigue and 
neutropenia

Current Situation

> The patient now presents with further radiologic progression of liver 
and lymph node metastases with rising CEA, but continues to 
demonstrate an excellent performance status

> Patient is highly motivated, travels often, and prefers oral therapy to 
limit time in the clinic
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TAS-102 + Bevacizumab and Clinical Trial Participation Were the Most 
Selected Next-Line Options (27% each), While Fruquintinib and 
Regorafenib Were Chosen Equally by 20% of Physicians; a Small Fraction 
Considered Reintroducing Chemo
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Efficacy (77%) and Tolerability Profile (54%) Were the Leading Factors 
Influencing Next Therapy Choice, Followed by Oral Administration
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For this patient, which factor(s) most influenced your decision for selecting the next therapy?

(Select all that apply.) (n = 13*)
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Awareness of Clinical 
Trial Data

ARS Data



Most Physicians (60%) Reported Being Extremely Familiar With the 
SUNLIGHT Trial; 33% Were Somewhat Familiar and 7% Were Not at All 
Familiar

77

How familiar are you with the results of the following key clinical trials? (N = 15)
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a)  SUNLIGHT trial (TAS-102 + bevacizumab)



Two-Thirds of Physicians Were Somewhat Familiar With the FRESCO 
Trial, While 27% Were Extremely Familiar and 7% Were Not at All Familiar
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How familiar are you with the results of the following key clinical trials? (N = 15)
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Most Physicians (62%) Reported Being Somewhat Familiar With the 
FRESCO-2 Trial, While 23% Were Extremely Familiar and 15% Were Not 
at All Familiar
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How familiar are you with the results of the following key clinical trials? (n = 13*)
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Treatment Intolerance, 
Dosing, and Care 
Management

ARS Data



Over One-Third of Physicians Defined Treatment Intolerance Using a 
Combination of All Listed Factors, While 21% Cited Either Clinical Criteria 
Alone or Combined Clinical and Patient-Reported Factors, Respectively
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How do you typically define “treatment intolerance” in patients who are considered 

NOT eligible for TAS-102 + bevacizumab? (n = 14*)
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For Most Physicians, Patient Intolerance Frequently Guides Third-Line 
Treatment Decisions

82

How often does patient “intolerance” guide third-line treatment decisions in your practice? (N = 15)

0%

13%

27%

40%

7%

13%

0%

5%

10%

15%

20%

25%

30%

35%

40%

45%

Rarely (<10%) Sometimes (11%–
20%)

Often (21%–30%) Frequently  (31%–
50%)

Very often (51%–
70%)

Almost all the time 
(71%–100%)

P
e

rc
e

n
ta

g
e
 o

f 
p

h
y
s
ic

ia
n
s



Over Half of Physicians Cited Patient Frailty or Prior Myelosuppression 
as Reasons to Start at a Lower Dose of TAS-102 + Bevacizumab; 27% 
Start at the Full Guidelines-Recommended Dose 
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What factors might influence your decision to start TAS-102 + bevacizumab at a dose lower 

than the guidelines-recommended dose? (Select all that apply.) (N = 15)
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Physicians Most Often Initiate Fruquintinib at a Lower Dose in Elderly or Frail 
Patients Due to Tolerability Concerns (47%), or in Those With Prior VEGFR-Related 
Toxicities (20%); However, Over a Third (40%) Typically Start at the Full 5-mg Dose
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What factors might influence your decision to start fruquintinib at a dose lower than 

the recommended 5 mg once daily? (Select all that apply.) (N = 15)
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All Physicians Indicated Medical Oncologists Are Key Decision-Makers; 
Patients and Multidisciplinary Tumor Boards Are Involved to a Lesser 
Degree
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Who is involved in the care team for your patients with mCRC and in deciding when to 

transition to the next line of therapy? (Select all that apply.) (N = 15)
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Patient Preferences and 
Chemotherapy Rechallenge

ARS Data



While One-Third of Physicians Reported That Patients Are Comfortable 
Receiving Additional Chemotherapy, the Majority (67%) Stated That 
Patients Often or Frequently Express a Desire to Avoid Further 
Chemotherapy
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Almost Three-Fourths of Physicians Prefer Fruquintinib Over Chemo Rechallenge for 
Patients With Poor Tolerance to Prior Chemotherapy, While Others Favor It for Oral 
Convenience, Predictable Toxicity and Easy Outpatient Care Management, and Due to 
Limited Benefits of Initial Chemo Lines 
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In which of the following scenarios would you prefer fruquintinib over chemotherapy 

rechallenge? (Select all that apply.) (N = 15)
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