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Report Objectives

4

STUDY OBJECTIVES

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



Report Snapshot: Session Overview
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Moderated roundtable 
discussions were held 
with oncologists 
virtually on April 29, 
2024 Disease state and data 

presentations were led by 
Marcia Brose, MD, PhD, from 
the Sidney Kimmel Cancer 
Center, with content developed 
in conjunction with the Aptitude 
Health clinical team

Insights were obtained 
on therapies and 
practices in 
differentiated thyroid 
cancer (DTC) in the 
community setting

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 15 oncologists from Florida, Georgia, South 
Carolina, and North Carolina
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INSTITUTION CITY STATE
Health First Melbourne 

FL

Miami Cancer Institute Miami

Heart of Florida Health Center Ocala

Mid Florida Cancer Centers Oviedo

Hematology Oncology Associates of the 
Treasure Coast Port St Lucie

Florida Cancer Specialists & Research 
Institute

Tampa

Trinity

Georgia Cancer Center Augusta

GA
Piedmont Rockdale Conyers

Northwest Georgia Oncology Centers* Marietta 

Georgia Cancer Specialists Stockbridge 

Carolina Oncology Specialists Hickory
NC

Atrium Health Wake Forest Baptist Statesville

Conway Medical Center Conway SC

*Two physicians from this institution attended.



Report Snapshot: Agenda

7

Time (ET) Topic

6.00 PM – 6.15 PM
(15 min)

Introduction
• Program overview and objectives 
• ARS questions

6.15 PM – 7.05 PM
(20-min presentation; 
30-min discussion)

Management of RAI-Refractory or -Ineligible Disease 
(metastatic DTC)
• Overview of current data
• Discussion

7.05 PM – 7.15 PM
(10 min) Break

7.15 PM – 8.45 PM
(30-min presentation; 
60-min discussion)

Second-Line Systemic Therapy 
• ARS questions
• Overview of current data
• Discussion

8.45 PM – 9.00 PM
(15 min) Key Takeaways and Meeting Evaluation



Discussion Summary 
Management of RAI-Refractory or -Ineligible 
Disease



Management of RAI-Refractory or -Ineligible Disease (1/3)
mDTC – INSIGHTS AND DATA

RAI 
applicability

“So, I think you said the one is the mixed dose, which is 400 mCi is the top dose, and other one is, say if you do the radio-
iodine uptake and if the lesions are not taking it up, that means [it is] considered to be refractory to RAI.”

“Well, you said at least 100 mCi dose [and had growth].”

“You mentioned about the max doses, 400 mCi. In my understanding, maybe it’s older knowledge, 600 mCi was the 
approved dose.”

NCCN 
guidelines

“We follow them. We don’t have to follow them to the letter, but our practice really holds us mostly to the guidelines. If for no 
other reason because that’s the stuff that’s going to be easy to get approved and paid for. So, we do follow them pretty 
closely.”

“It’s a good source for consulting, but for practically speaking, for insurance authorization it’s almost a must. So, I do follow 
them.”

“I pretty much look up NCCN guidelines every time, especially [when] you just see a few patients a year; and our practice 
has pathways based on the NCCN guidelines, and they have to be concordant. They can be more selective, but there are 
some incentives to follow pathways.”

“We follow the NCCN guidelines, because you don’t have to argue with anybody when you follow them. I have to admit, I 
like UpToDate and I look at UpToDate, because UpToDate at least gives you a little bit of a dialogue, and it gives you a little 
bit of a common-sense approach when doing exactly [what] the NCCN goes against that you think is common-sensical. So, 
it’s not my sole source.”
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Management of RAI-Refractory or -Ineligible Disease (2/3)
mDTC – INSIGHTS AND DATA

Genomic/
molecular 
testing

“I try to do it right after when we see the radioactive iodine persistence, like refractory to radioactive iodine, and try to do the 
next-gen sequencing to see if there is any actionable mutation.”

“In my practice, basically we try to test it once we deem the patient as RAI [refractory]. The reason, basically, we want to get
as much information as possible to inform the treatment selection.”

When asked if there is a situation in which they would not wait for test results before starting systemic therapy, attendees 
replied, “No.”

Testing 
primary tumor 
vs metastasis

“I would like to go with the easiest and easily accessible tissue. I’m not sure there’s a big difference between the two, as 
long as they are all active on the scan.”
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Management of RAI-Refractory or -Ineligible Disease (3/3)
mDTC – INSIGHTS AND DATA

Systemic 
therapy

“To be frank, before this talk, I was thinking that if there is BRAF, I would have been using BRAF, but now I would change. 
From now on, changing the lenvatinib before the BRAF.”

“I think for me, any patient with any lesion on the scan would be, and like you mentioned, a radioactive iodine-refractory 
would be a candidate [for systemic therapy]. But I do have some patients that I just follow with a couple of lesions but very
slow growing, and pretty old and frail, and they’re not very enthusiastic in treatment. So, those are the ones that I kind of . . . 
but most patients I try to start on some therapy, especially Lenvima [lenvatinib].”

“When a patient has oligoprogression and that site is consolidated with local therapy, do you typically hold off sort of 
changing systemic therapies at that point until progression?”

“If someone gets a radioactive iodine and they progress, how long do you wait before you start a TKI?”

Site of 
metastasis

“Well, in other tumors we think that the cabo does better in the bone. But based on what I see here, 64% response rate with 
lenvatinib, I think there, unless you tell us something differently, I would hope that the lenvatinib will be equally effective in 
the bone and CNS disease as well.”

Experience 
with mutations

“I’ve had a BRAF mutant. I didn’t have an NTRK. They do respond fine with the BRAF inhibitors, but as we discussed, I’ve 
used it after Lenvima [lenvatinib].”
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Discussion Summary
Second-Line Systemic Therapy



Second-Line Systemic Therapy (1/4)
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mDTC – INSIGHTS AND DATA

Sequencing

“If you have a patient receive the target[ed therapy] just because they have a target, so they receive whatever. What’s your 
second line? Do you use Lenvima [lenvatinib] or use cabozantinib?”

When asked what therapy they would use after lenvatinib, attendees replied, “Cabo.”

When asked what therapy they would use after sorafenib, attendees replied, “Lenvima [lenvatinib].”

“I think it makes sense if we found the mutation later, especially the NTRK mutation or the RET mutation, we’re using the 
corresponding inhibitors and those, I think there’s some data showing that those, even though it’s used second line, it 
actually has better response rates or duration response, I think, than using either cabozantinib or sorafenib.”

“[For a RET-mutated patient] I would use a RET inhibitor in the beginning and then lenvatinib and cabozantinib – the 
targeted treatment first, and then the lenvatinib and cabo followed by whatever.”

“I don’t think [I feel comfortable going straight to cabozantinib after sorafenib]. The lenvatinib is clearly more effective.”

“After cabo, I would give [BRAF inhibitors], because that’s the only option I would have for [BRAF-mutated] patients.”



Second-Line Systemic Therapy (2/4)
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mDTC – INSIGHTS AND DATA

Experience 
with 
cabozantinib

“I’ve used it before. . . . Due to my experience with other tumor types, I actually—especially in renal cell, where I have the 
most experience, I started at the 40[-mg] dose.”

“Yeah [I was aware that cabo is category 1 after lenvatinib/sorafenib].”

“With the cabozantinib, I do Monday to Friday and give them the weekend holiday. In some situations that would help to 
decrease the side effects, especially the hand-foot.”

“I haven’t used it very much, actually, but as much or as little as I have, I haven’t had any problem [with blood pressure].”

“Very comfortable with the cabo; it’s just a matter of dose, managing the AEs, but certainly more comfortable than len in 
terms of side effect profile-wise.”

“I use cabo all the time in renal cell and Lenvima [lenvatinib] in more-distant lines, and that’s really my experience with cabo. 
I wouldn’t think about treating someone with sorafenib anymore, quite honestly, from my 2 cents on sorafenib. But yes, I 
think most of our experience is in other malignancies.”

“I’ve used BRAF inhibitors and cabozantinib as well as Lenvima [lenvatinib]. Definitely find that 24 mg of Lenvima to be a 
little harder to tolerate than cabo, or even BRAF inhibitors too.”

“Forty [mg], usually they cruise through it, but 60 you have to watch similar side effects to Lenvima [lenvatinib].”



Second-Line Systemic Therapy (3/4)
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mDTC – INSIGHTS AND DATA

COSMIC-311
“I have not [seen these data before].”

“So, with those BRAF patients, do we have—I understand 8.9 or 8.5 vs 11.2. But what’s the duration of response for those 
patients on both sides?”

AE 
management

“We have a lot more experience with the cabo in multiple tumors. So, clearly the case. The bigger issue is the hand-foot 
syndrome. Can you comment how you handle that in your practice?”

“Nowadays we have been using a lot of lenvatinib in other cancers as well as, like the cabozantinib in a lot of other cancers, 
so we all got used to how to manage these adverse events. Like I usually see the patient almost every 2 weeks at the 
beginning to make sure that they don’t have any side effects, and once I feel comfortable, then I decrease the frequency of 
the visits.”

“Well, I think some of it has got to do with the comfort levels you have with the other tumor types. Cabo, we use pretty 
generously in RCC, and the len, the issue is, as you know, different doses and different tumor types, so I think there is some 
issue with—at least in the community—of our dose reduction, and until today I didn’t realize that the lower dose really does 
not do any justice. I think there is some education to be done from the company regarding maintaining the dose intensity in 
differentiated thyroid cancer with len, I suppose. And like you said, more aggressively taking care of the hypertension as well 
as diarrhea. I think these are very good points for some of us who treat very few patients to understand and be proactive 
about it.”



Second-Line Systemic Therapy (4/4)
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mDTC – INSIGHTS AND DATA

AE 
management

“Cabo or sorafenib, in terms of safety, unfortunately none is a winner. We’ve just got to be aggressive, manage it. They have
their own issues and a lot of patients underestimate. They say this is an oral drug, not a chemo drug, I’ll do fine. But 
education is the key, following closely, and settling the first few weeks’ issues.”

“The only thing for the mucositis [with cabozantinib] that I have pretty good success with, with both cabozantinib and the 
Lenvima [lenvatinib] is the - - dexamethasone mouth rinse. I don’t know if anybody tried it, but to me it seemed to help.”

“I ask patients to bring in their blood pressures and their daily measurements. I ask them to take their blood pressures at 
least twice a day and bring in their blood pressures, and if they’re elevated, then I make the appropriate therapeutic 
accommodation.”

“I have a comment on the blood pressure. I usually use an ACE inhibitor and diuretic.”



Advisor Key Takeaways



Advisor Key Takeaways (1/2)
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ADVISOR ADVISOR

1
> Appreciated the summary/treatment algorithm
> Placement of BRAF inhibitors
> Data showing noninferiority of lower dose of lenvatinib

5
> Importance of dose intensity with cabozantinib
> Using BRAF inhibitors third line or last
> Checkpoint inhibitors aren’t of much value

2

> Fantastic review of a cancer we don’t see often
> All targeted therapy is not created equal—use NTRK or 

RET inhibitors before lenvatinib/cabozantinib, then move 
on to BRAF inhibitors

> Try to maintain the dose level of lenvatinib

6

> Best thyroid talk I’ve ever heard
> BRAF inhibitor responses are low and there are better 

drugs to use first
> Importance of genomics
> Lenvatinib dosing is the key to success long term

3 > Greater appreciation of genomics in thyroid cancer
> Greater appreciation for lenvatinib in thyroid cancer 7 > Sequencing, using BRAF inhibitors third or fourth line

> Dosing and adverse event management

4
> Dosing of lenvatinib – start with full dose and decrease
> Discussion of testing was interesting
> Cabozantinib dosing and sequencing is interesting
> BRAF is on the back burner now

8
> Dose intensity of lenvatinib
> Early and aggressive management of adverse events
> Don’t get excited about BRAF mutations in thyroid cancer
> Would sequence cabozantinib before BRAF inhibitors



Advisor Key Takeaways* (2/2)
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ADVISOR ADVISOR

9
> Save BRAF inhibitors for third line
> Focus on dose intensity; don’t start at a low dose or drop 

the dose too quickly
> Aggressive adverse event management

12
> Use and sequencing of BRAF inhibitors
> We tend to think that all targets are equal and tend to go 

for targeted agents immediately, but that’s not the best 
practice in thyroid cancer; can use cabozantinib first

10
> Really nice review
> Sequencing
> Better to use full dose of lenvatinib

13
> Sequencing with BRAF inhibitors
> Use full dose of lenvatinib
> Check for all mutations before choosing treatment

11
> Excellent review
> Dose intensity
> Proactive management of adverse events
> Lenvatinib first line, BRAF inhibitor third line

14
> Great meeting
> Importance of NGS
> BRAF data was impressive

*One physician did not share key takeaways.



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



47% of Attendees Treated at Least 4 Patients With mDTC in 
the Past Year
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Approximately how many patients with metastatic differentiated thyroid cancer (mDTC) 
have you treated in the past 12 months? (n = 13*)

*Two physicians did not respond.



69% of Oncologists Perform Biomarker Testing in All Patients
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What percentage of your patients with mDTC receive biomarker testing? (n = 13*)

*Two physicians did not respond.



The Majority of Oncologists Use Tissue for Biomarker Testing 
and Reflex to Liquid When Appropriate
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In Situations Where There Is Not Sufficient Tissue for Testing, 
Almost All Oncologists Would Recommend Liquid Biopsy; 
Over Half Would Order a Rebiopsy

24

57%

29%

93%

0% 0%
0%

10%

20%

30%

40%

50%

60%

70%

80%

90%

100%

Recommend tissue
rebiopsy

Prioritize testing specific
markers with available

tissue

Recommend liquid biopsy Begin patient on systemic
therapy (eg,

chemotherapy)

Other

Pe
rc

en
ta

ge
 o

f a
dv

is
or

s

If a patient with mDTC does not have sufficient tissue for testing, what would you do next? 
(Select all that apply.) (n = 14*)

*One physician did not respond.



Roughly Half of Attendees Test for Mutations Up Front; the 
Other Half Test After RAI
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Attendees Typically Perform Full Biomarker Testing in mDTC
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86% of Oncologists Would Use a Targeted Therapy First Line if 
Biomarker Information Is Available
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If an actionable mutation is detected in a patient with mDTC prior to initiating first-line 
systemic therapy, what treatment option would you prefer? (n = 14*)

*One physician did not respond.



Most Attendees Would Keep a Patient on Systemic Therapy 
Until Progression, Even if an Actionable Mutation Is Identified 
Mid-Treatment
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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 = 15)



Oncologists Use Lenvatinib First Line in the Majority of Their 
Patients With mDTC
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Oncologists Rarely Use Sorafenib First Line for mDTC
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In what percentage of your patients with mDTC do you use sorafenib as first-line 
systemic therapy? (n = 14*)

*One physician did not respond.



ARS Results
Second-Line Therapy



71% of Attendees Had Recent Experience With mDTC Post-
Lenvatinib
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*One physician did not respond.
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Attendees Had Minimal Experience With mDTC Post-Sorafenib
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whose disease progressed on sorafenib therapy? (n = 12*)

*Three physicians did not respond.



In the Past Year, 46% of Attendees Had Treated a Patient With 
mDTC After Progression on a Targeted Therapy
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Approximately how many patients with mDTC have you treated in the past 12 months 
whose disease progressed on targeted therapy for an actionable mutation? (n = 13*)

*Two physicians did not respond.



85% of Oncologists Would Recommend Dabrafenib + 
Trametinib Second Line for BRAF-Mutated mDTC
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For a patient with mDTC and a BRAF mutation whose disease progressed on first-line 
lenvatinib, what treatment option would you recommend next? (n = 13*)

*Two physicians did not respond.



61% of Attendees Had Experience With Cabozantinib
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*Two physicians did not respond.



Only 8% of Attendees Had Ever Used Immunotherapy in mDTC
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*Two physicians did not respond.
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