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Gain advisors’ perspectives on the management of RAI-refractory or -ineligible metastatic differentiated thyroid 
cancer (mDTC) and second-line systemic therapy 

STUDY OBJECTIVE

Report Objectives
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Report Snapshot: Session Overview
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A moderated 
roundtable 
discussion was held 
with community 
oncologists from the 
Eastern US region 
on April 3, 2023

Disease state and data 
presentations were led by Dr 
Lori Wirth, Medical Director 
of Massachusetts General 
Hospital Center for Head 
and Neck Cancers, with 
content developed in 
conjunction with the Aptitude 
Health clinical team

Insights were obtained on 
the thyroid cancer disease 
landscape in the community 
setting, specifically 
management of RAI-
refractory or -ineligible 
disease (mDTC) and 
second-line systemic therapy 

Data collection was 
accomplished through 
use of audience 
response system 
(ARS) questioning 
and in-depth 
moderated discussion 



Report Snapshot: Attendee Overview

> The group of advisors comprised 13 oncologists from Florida, Georgia, Illinois, Kentucky, 
Massachusetts, Michigan, Minnesota, New Jersey, New York, Ohio, and Pennsylvania
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Institution City State

Allegheny Oncology Network Natrona Heights PA

Lahey Clinic Medical Center Burlington MA

Catholic Health Oncology Associates Rockville Centre NY

HealthPartners Cancer Center Saint Paul MN

Advocate Medical Group Chicago IL

Lawson Cancer Center Pikeville KY

University Hospitals Parma Medical Center Parma OH

Karmanos Cancer Institute Mount Clemens MI

CHI Saint Joseph Medical Group – Endocrinology Lexington KY

Suburban Hematology Oncology Associates Lawrenceville GA

Jefferson Health Sewell NJ

Georgia Cancer Specialists Athens GA

Florida Cancer Specialists Delray Beach FL
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Participant Demographics 
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Approximately how many patients with 
metastatic thyroid cancer have you treated in 

the past 12 months? (N = 13)

69% of the advisors 
had seen 4–10 
patients with 

metastatic thyroid 
cancer in the last year

What percentage of your metastatic thyroid 
cancer patients receive biomarker testing? 

(N = 13)

8%

8%

85%

0%

1%–25%

26%–50%

51%–75%

76%–99%

100%

About 85% of the 
advisors revealed that 
all their patients with 

metastatic thyroid 
cancer receive 

biomarker testing



Report Snapshot: Agenda

Time (ET) Topic
6.00 PM – 6.15 PM
(15 min) Introduction and ARS Questions

6.15 PM – 6.35 PM
(20 min) Management of RAI-Refractory or -Ineligible Disease (mDTC)

6.35 PM – 7.05 PM
(30 min) Moderated Discussion

7.05 PM – 7.15 PM
(10 min) Break

7.15 PM – 7.45 PM
(30 min) Second-Line Systemic Therapy 

7.45 PM – 8.45 PM
(60 min) Moderated Discussion

8.45 PM – 9.00 PM
(15 min) Key Takeaways and Meeting Evaluation
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Key Insights and 
Discussion Summary
Thyroid Cancer



INSIGHTS

Discussion: Thyroid Cancer (1/5)

“I personally am not changing [on biochemical recurrence, rising thyroglobulin] unless I see the disease 
progressing on the scan. I try to keep them and try to get maximum mileage. But we know at some point they are 
going to progress”

Waiting for the molecular testing to come back before starting a patient on systemic therapy: “I usually wait. It 
takes us about a couple of business weeks before we get the results for the testing.”

Use of radioactive iodine in poorly differentiated thyroid cancer: “ATA guidelines recommend less radioactive iodine 
than more radioactive iodine. We've become less aggressive in terms of giving radioactive iodine than previously, 
than the old times. So, if we know that the patient is not going to be responsive, I don't give radioactive iodine for 
anybody. But it depends case by case, and it depends on the initial presentation and the surgical findings.”

First-line 
management of 
mDTC

Molecular testing

“Molecular testing, I only do the tissue testing, because I don't think that liquid biopsy really gives much 
information. So, the molecular testing, which I have done, is the mRNA panel. I've used Caris and Tempus”

“I conduct both tissue and liquid at the same time. I typically prefer Caris from a tissue perspective, and from a 
liquid perspective, I prefer Guardant, the expanded panel. If we do have anything that—because, as you know, 
they both test for germline and somatic, but they don't distinguish”

“I don't do genetic testing for papillary thyroid cancer, but if we know it's medullary thyroid cancer, we do send 
them for genetic testing. We send them [papillary thyroid cancer] for surgery, not genetic testing, unless they're 
having me test at presentation. But, definitely, for medullary thyroid cancer, we send them for genetic testing” 



INSIGHTS

Discussion: Thyroid Cancer (2/5)
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“All these MKIs have very similar overlapping toxicities, so that's why [I asked if there would be an incidence when 
sorafenib might be used over lenvatinib in the first line]. I mean I couldn't see any patient that wouldn't be a 
candidate for lenvatinib be a candidate for sorafenib”

“So, 1 scenario would be patients with nephrotic-range proteinuria, like that would be a contraindication to lenvatinib”

“If you have the proteinuria that is 3+, you're kind of doomed about using any of these drugs, for the most part, 
until they resolve back to 1+ or 2+”

“That's very interesting, because just like bevacizumab, I think +3, we kind of hold it, and I've been holding it for a 
couple of my patients that have proteinuria”

“3+, we tend to hold. I practice in 3 different settings, like in 3 different regions, and all of these settings have very 
similar protocols, like holding it when they develop 3+, especially bevacizumab. I think they’re extrapolating the 
same data as other TKIs, I think in the other treatment settings”

Adverse events of 
multikinase inhibitors

“If there is an actionable mutation, yes, I try to go that route [using one of the NTRK inhibitors or RET inhibitors 
first]. Lenvatinib [to be used as second-line]. There's no data, but I guess you just have to go through that 
sequence and kind of hope for the best”

“Just wanted to say that I definitely would go with larotrectinib or like NTRK inhibitor first, because it is my 
understanding that it's tolerable, much better than lenvatinib, and has great efficacy. So, I would use that”

NTRK/RET fusion 
therapy



INSIGHTS

Discussion: Thyroid Cancer (3/5)
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“Well, there's no data, right [for using cabo in first-line]? Is there any study done, maybe a non-inferiority trial, to 
see, given the side effects being better? So, I think even if you want to use it, it may be hard to get it approved by 
the payors. I think until there is some kind of guidelines-based evidence that you can use it, it's going to be a little 
bit hard to do that”

“It is meaningful, and I think with sorafenib the side effect profile is higher comparable to cabo 40 mg. We've been 
using cabo 40 with nivo in patients with kidney cancer. We are aware about how to handle the drug side effects, 
and I see it much better tolerated than sorafenib and clinically more meaningful than sorafenib. So, I use it 
preferably and the COSMIC 311 was kind of the study that kind of reinforced that benefit for my clinical use”

“We're familiar with this trial, and those data were kind of used very early, because people generally tolerate cabo 
not [too] bad, especially with some mild dose reductions. So, it was incorporated relatively quickly. So, this is like 
standard second- or third-line therapy, at least for me”

“We always have the ability to kind of get a comprehensive NGS and approach things with a targeted-based 
option. But I do think the data presented is impactful. Lenvatinib has been my go-to in the front-line, and I think 
with dose modification, you're able to keep patients on therapy and get durable response. I think it's really rare that 
anyone tolerates sorafenib at a full dose, and that's kind of extrapolated from experience in HCC as well. And I 
think that cabo is an excellent choice in the second line for patients that don't have availability for a targeted driver 
approach”

Perceptions of 
COSMIC-311 trial 
data



INSIGHTS

Discussion: Thyroid Cancer (4/5)
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On disease progression after first-line use of lenvatinib: “I would use cabozantinib as the COSMIC trial, as you 
showed the data, short of patient who has a BRAF mutation”

“I had a couple of patients who did not really progress on the lenvatinib, but they couldn't tolerate it, even with a 
significant dose reduction, and I had to switch them to cabo, because of the tolerance issue”

“I think I was surprised, because a 60 cabo is not a very good tolerated dose as well. In my experience, none of 
my patients tolerated the 60 mg. Normally, 40 they do really well. 60, more than 2 weeks, and they have horrible 
hand-foot syndrome, mouth sores, fatigue. It's not really well-tolerated dose”

“I have not used that formulation, the COMETRIQ, I guess, for the medullary thyroid. But I mean if you are giving 
the cabozantinib at a dose of 140 mg, it must be pretty awful in terms of side effects”

“Cabo, in general, is a little bit better tolerated compared to lenvatinib. That's experience in renal cell, that's 
experience in whenever we're doing endometrial in combination with Keytruda. These COSMIC trial results look 
more promising to me than the select one. So, I guess there may be, I mean there will be data, but it looks like, 
from both efficacy and safety and tolerability point of view, cabo may be considered as a first line”

“I think the cabozantinib is definitely better tolerated. We've also got experience in HCC and RCC. So, we tend to 
go towards cabozantinib, and basically, because it's approved in the second line. But, in the first-line, lenvatinib is 
not easy, even in RCC, 89% had a dose reduction. And, even in RCC, and in HCC, too. So, it's not easy to 
manage some of the adverse events with the lenvatinib. It's very easy for cabozantinib compared to lenvatinib. 
And sorafenib, we basically have not been using it at all now”

Use of cabozantinib 
in second-line



INSIGHTS

Discussion: Thyroid Cancer (5/5)

“This is like all in the NCCN guidelines, but also, for instance, in our institutional Clear Value Plus guidelines. So, 
this is like category 1 that helps, and it helps with insurance. But we didn't have much problem with coverage, but 
that certainly can substantiate your request”

Awareness about 
Category 1 NCCN 
recommendation

On the most challenging AEs to manage: “Hypertension mostly. Fatigue and GI side effects for lenvatinib. Cabo –
hypertension, hand-foot syndrome, mucositis, and some GI. But I agree with my colleagues; cabo seems to have 
a preferable safety profile compared to lenvatinib. I don't think you can keep lenvatinib at such a high dose, so I 
start at lower dose and make my way up to the highest tolerated dose, rather than starting at a high dose and the 
patients deteriorate, and I can't put them back on the drug. High blood pressure is one of the most difficult-to-
control side effects, especially once it happens, even with the strict education and counseling”

“Even using a BRB with an ACE inhibitor, I have maximized on that, and still the blood pressure, the needs, the 
only way to come down is to dose reduce it. With fatigue, I tell the patient to take the drug at night, so that in the 
morning, at least, they feel a little better, compared to during the day”

Hand-foot syndrome

“I think sometimes it is really hard. I think we do a lot of preventative care and patient education, use your 
Aquaphor 2 or 3 times a day, some steroid cream. Despite that, sometimes with higher dose, I think that's still a 
problem. And just a lot of supportive care, hoping the patient will tolerate it better”

“With the hand-foot syndrome, especially if it's pronounced, I don't think topical maneuvers help a lot. I think the 
most helpful is holding the dose and the dose reductions, at least in my experience, but if you have bad hand-foot 
syndrome, topical things are not very helpful, as far as I'm concerned”

Management of 
adverse events



Advisor Key Takeaways



Advisor Key Takeaways (1/2) 
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ADVISOR ADVISOR

1

> Lenvatinib is my first choice in first-line treatment, if 
there is progression of disease, on thyroglobulin 
and imaging to show progression of the disease or 
metastatic disease

> If there is a progression on lenvatinib, I will use 
cabozantinib for second-line, based on COSMIC 
trial as the data is very provoking

> Prefer using lenvatinib first even if the patient has 
BRAF mutation

4

> I was already using lenvatinib first line, followed by 
cabozantinib, based on the data that we have

> I was curious about the BRAF mutation, whether we start 
with that or not. It reinforces why we're still starting with 
lenvatinib and not going to the BRAF inhibitor

> For the management of the adverse effects as lenvatinib is 
too toxic, it may be good to involve cardiology or cardio-
oncology, especially in patients who are at high risk for 
hypertension and hypertension adverse effects

2

> Discussion around use of lenvatinib as first-line 
drug, followed by cabozantinib use in the second-
line was very helpful

> RAI-refractory patients, we're not usually the ones 
who are managing these patients until they're 
already at the point where they need systemic 
therapy from us. It might be helpful for us to kind of 
be more involved in their care earlier on, just to kind 
of provide some insights into potential treatment 
options further on, and I might try to be a little more 
proactive moving forward for these patients in the 
future

5

> Reinforcing about rising thyroglobulin, you just don't treat 
unless there is progression of disease

> Everyone found lenvatinib to be too toxic, and we are using 
dose reduction

> I would probably have used the dabrafenib in the BRAF
mutation first line. But, after looking at today's data, I think—
I would go to lenvatinib first

> The cabo data, reinforcement of the very good data in the 
second-line setting. Hopefully, maybe we use it in the first 
line in the future

3
> The importance of comprehensive NGS testing
> Importance of multidisciplinary team approach and 

aggressive side effect management
6 > How to utilize the sequence data. Sooner or later probably 

the patient is going to be exposed to all 3 lines of therapy



Advisor Key Takeaways* (2/2) 
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ADVISOR ADVISOR

7

> The data is quite impressive to using lenvatinib over 
sorafenib in the front line

> The COSMIC data presented is very compelling, for 
using cabozantinib in the refractory setting

> Multidisciplinary approach to tolerability 
management is really important, being preventative 
before waiting for side effects to occur, and 
engaging subspecialist colleagues to help manage 
side effects is definitely beneficial to keeping 
patients on therapy for a longer amount of time

10

> Not to treat patients when thyroglobulin rises. Should only 
treat for measurable disease, as this is a slow-progressing 
tumor

> Targeted therapies for patients with specific mutations, like 
selpercatinib for RET mutations

> For non-targetable mutations, my algorithm is lenvatinib 
followed by cabo

> If somebody has BRAF mutation, then follow lenvatinib, 
BRAF therapy, and cabo

8

> Lenvatinib versus sorafenib, 65% response rates 
compared to 15%, with PFS of 18 months. It is my 
preferred starting agent for symptomatic 
progressive patients with DTC

> For the second line, cabo 40 mg is my go-to 
regimen, and COSMIC 311 confirmed that

> To be knowledgeable and cognizant about side 
effects, what to expect, how to manage, and be 
proactive

11

> NGS is very important to make sure that we pick up the 
actionable mutation

> Lenvatinib is the first line, followed by cabo. It is also the 
category 1

> Aggressive side effect management is very important for 
patients to be on the treatment. You get that durability of 
response, and that's important

9
> Learned a lot about first-line, second-line treatment, 

as well as treatment based upon additional 
actionable alterations

> Appreciate our discussion on testing and adverse 
event management

12
> Reviewing the most recent literature and the data that we 

have
> Management of adverse effects and sequencing, was really 

helpful to know how people are approaching these patients 
in their clinical practice

*One advisor did not provide key takeaways.



Management of RAI-
Refractory or -Ineligible 
Disease (mDTC)
ARS Data



All Advisors Use Tissue Biopsy Biomarker Testing in mDTC; 
46% Reflex to Liquid When Appropriate, While 38% Perform 
Testing on Tissue and Liquid Samples Concurrently 
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What testing algorithms do most of your patients with metastatic thyroid cancer experience 
for biomarker testing? (N = 13)



If a Patient has Insufficient Tissue for Testing, 58% Advisors 
Would Recommend Liquid Biopsy; While 42% Would 
Recommend Tissue Rebiopsy

20*One advisor did not respond.
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If a patient with metastatic thyroid cancer does not have sufficient tissue for testing, what 
would you do next? (Select all that apply) (n = 12*)



The Majority of Advisors Test for Actionable Mutations Prior to 
Initiating mDTC Therapy; the Remaining Advisors Test After RAI 
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Are you typically testing for actionable mutations prior to any therapy for mDTC? (N = 13)



Most Advisors Would Opt for a Targeted Therapy Specific to 
the Mutation Detected If an Actionable Mutation is Detected in 
a mDTC Patient Prior To Initiating First-line Systemic Therapy
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If an actionable mutation is detected in a mDTC patient prior to initiating first-line systemic 
therapy, what treatment option would you prefer? (N = 13)



Over Half The Advisors Would Switch to a Targeted Therapy Right Away 
When an Actionable Mutation is Identified After Another Systemic 
Therapy Is Initiated; the Rest Would Wait Until the Patient Is No Longer 
Responding to Current Therapy
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When an actionable mutation is identified after another systemic therapy is initiated, do 
you (or would you) switch to a targeted therapy? (N = 13)



Advisors Select Lenvatinib as First-Line Systemic Therapy for 
Their mDTC Patients Most of the Time
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What percentage of the time is lenvatinib your first-line systemic therapy for your mDTC
patients? (n = 12*)

*One advisor did not respond.



Most Advisors Select Sorafenib as Their First-Line Systemic 
Therapy ≤25% of the Time
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What percentage of the time is sorafenib your first-line systemic therapy for your mDTC
patients? (n = 12*)

*One advisor did not respond.



In the Past 12 Months, 85% Advisors Treated 1–5 mDTC 
Patients Who Experienced Progression on Prior Lenvatinib 
Therapy
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Approximately how many metastatic thyroid cancer patients have you treated in the past 
12 months who experienced progression on prior lenvatinib therapy? (N = 13)
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In the Past 12 Months, 58% Advisors Treated 1–2 mDTC 
Patients Whose Disease Progressed on Prior Sorafenib 
Therapy 
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Approximately how many metastatic thyroid cancer patients have you treated in the past 
12 months who experienced progression on prior sorafenib therapy? (n = 12*)

*Two advisors did not respond.



Most Advisors Have Very Few Patients in the Past 12 Months 
Who Experienced Progression on Prior Targeted Therapy for 
an Actionable Mutation
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Approximately how many metastatic thyroid cancer patients have you treated in the past 12 months 
who experienced progression on prior targeted therapy for an actionable mutation? (n = 11*)

*Two advisors did not respond.



Most Advisors Had Little Experience Using Cabozantinib in the 
Metastatic Thyroid Cancer Setting 
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In approximately how many metastatic thyroid cancer patients have you ever used the 
drug cabozantinib? (n = 12*)

*One advisor did not respond.



The Majority of Advisors Had Not Used Immunotherapy in 
Their Thyroid Cancer Patients 
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Have you ever used immunotherapy in metastatic thyroid cancer? (n = 12*)

*One advisor did not respond.
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