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Agenda

● Current guidelines from US: ATA, ASCO and NCCN

● Current clinical practice



ATA Guidelines 2025

Ringel MD et al. Thyroid 2025



Ringel MD et al. Thyroid 2025











1st line 2nd line Prior sorafenib Prior lenvatinib Prior sorafenib/lenvatinib

Agent Lenvatinib 
24 mg

Sorafenib 400 
mg BID

Cabozantinib 60 mg Cabozantinib 60 mg Cabozantinib 60 mg Cabozantinib 60 mg

N° 392 417 258 99 102 60

Ph 3 3 3 3 3 3

ORR%
CR

64.8 vs 1.5
4

12.2 vs 0.5
0

11 vs 0
1

21 vs 0 4.0 vs 0
1

8.0 vs 0

mPFS, 
months

18.3 vs 3.6 10.8 vs 5.8 11.0 vs 1.9 16.6 vs 3.2
PFS1+2=27.4

5.8 vs 1.9
PFS1+2=24.1

7.6 vs 1.9

TRAEs > 
G3%

75.9  vs 9.9 SAEs 37.2 vs 
26.3

62 vs 28 63 57 69

TEAEs G5% 5 6 vs 3 2 vs 1 4 vs 2 7 vs 3 3 vs 2

TRAEs G5% 2.3 0 0 0 0 0

MTKi and RAI-R DTC

Schlumberger M, NEJM 2015; Brose M, Lancet 2014; Brose M, Cancer 2022; Capdevila J, Thyroid 2024



Agent Selpercatinib (Libretto 001) Pralsetinib (Arrow)

Naïve Previously treated Previously treated

N° 24 41 24

Ph 1/2 1/2 1/2

Previous MKIs Lenvatinib (63.4%); 
Sorafenib (22%); 
both (9.8%)

Lenvatinib, sorafenib or 
both 55%

ORR%

CR%
PR%

95.8

20.8
75.0

85.4

12.2
73.2

91.7

16.7
75

DoR, median, 
months

NE 26.7 NR

mPFS, months NE 24.4 NR

mOS, months NE NE NR (25.4- NE)

AEs G3% 71.2 68%

Oncogene addicted RAI-R DTC: RET fusion

Subbiah V, ASCO 2026; Wirth L et al. JCO 2024

EMA approval: 
Selpercatinib is indicated for the treatment 
of adults and adolescents 12 years and
older, with advanced RET fusion-positive TC 
who are RAI-refractory (if RAI is appropriate)

FDA approval for pralsetinib



Agent Larotrectinib (long term data 
from NAVIGATE and SCOUT)

Entrectinib 
(ALKA-372-001 
STARTRK-1; STARTRK-2

Repotrectinib 
(TRIDENT 1)

N° 24 150 144

Ph 1/2 1/2 1/2

Naïve

Pretreated

50%

50% 
(> 1 line in 25%)

16 6 Thyroid ca (TKI naïve)

7 Thyroid ca

ORR%

CR%
PR%

79

13
67

62.5  100 (naïve); 29 
(pre-treated)

DoR, median, 
months

35 13.2 Not reported

mPFS, months 44 NE Not reported

mOS, months NR NE Not reported

TRAEs G3% 16.7 TRAEs led to treatment 
discontinuation in 7.2% 

Not reported

Oncogene addicted RAI-R DTC: NTRK fusion

Waguespack SG, Endocrine-related Cancer 2026;
Besse B et al, Nat Med 2026; 
Krzakowski MJ et al JCO 2022 

EMA approval: Adult and pediatric 
patients 12 years of age and older with 
NTRK fusion-positive locally advanced 
or metastatic solid tumours who have 
progressed following prior therapies or 
when standard therapies are not 
available. 



2025



Oncogene addicted RAI-R DTC: BRAF

Drug, author Phase N° ORR% mPFS, months mOS, months

Vemurafenib
Naïve, Brose 2016 

2 26 39 18.2 NR

Vemurafenib
Pre tx, Brose 2016 

2 22 27 8.9 14.4

Dabrafenib 2 22 35 10.7 37.9

Dabrafenib + 
trametinib, Busaidy 
2022

2 24 30 15.1 47.5

Encorafenib + 
Binimetinib
Tahara 2024

2 22 
(5 ATC)

47.1 mPFS NR
12-monPFS 78.8%

NR

Dabrafenib + 
trametinib 
Gao M, 2026

3 153
(31% Lenvatinib; 
69% other TKIs)

58 vs 4 12.8 vs 3.7 NR

D/T are indicated for the treatment of adult patients with locally advanced or metastatic differentiated thyroid cancer with a BRAF V600E 
mutation, refractory to or not eligible for radioactive iodine who have progressed during or after prior systemic therapy (EMA 2026)



mPFS BRAF+ mPFS BRAF-

Sorafenib
(61.4% tumor mutation 
available)

20.5 vs 9.4 months 8.9 vs 3.8 months

Lenvatinib
(46% tumor mutation available)

NE vs 4.3 months 18.3 vs 1.9 months

Cabozantinib
(41% tumor mutation available)

9.2 vs 1.9 months 11.1 vs 1.9 months

Brose M, Lancet 2014; Schlumberger M, NEJM 2015; Brose M et al. Front Oncol 2026

MKIs activity is independent from BRAF status



Ngai W, abs 6052 ASCO 2026

N° 142; 88 Lenvatinib; 54 D/T
Real-word data Lenvatinib vs D/T 1st line
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● Current guidelines from US: ATA, ASCO and NCCN

● Current clinical practice



DIAGNOSIC ALGORYTHM 

Colombo E et al ESMO Open 2025



Colombo E et al ESMO Open 2025

Composizione libera



Anti-RET and 
anti-NTRK

Anti-BRAF

Higher response rate X ?

Type of response
(different pattern of  
shrinkage)

X X

Better Toxicity profile X X

Age, comorbidities, 
performance status, scope 
of the treatment, site of 
tumor

X X

Prolonged activity X ?

MKI vs selective inhibitors



Response from lenvatinib

Ann Oncol 2017



23 June 2022

Selpercatinib 80 mg x 2

6 July 2022 18 July 2022

April 2023

F, 58 yrs old, PTC with CCDC6-RET fusion

March 2024



Which is the optimal sequence?



(A)

(A1) (A2) (A3)

(B)

(B1) (B2) (B3) (B4)

(C1) (C2) (C3)

(C)



CONCLUSIONS

● NTRK and RET first line, BRAF second line

● MKI for non oncogene addicted

● Molecular test as early as possible

● NGS not for all 

● Biopsy before the 2nd line to explore mechanism of resistance

● Optimal sequence is still a matter of debate

● Clinical trials
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