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Update: 

medikamentöse Therapie des Schilddrüsenkarzinoms
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Simoes-Pereira J et al, JCEM 2021;106:e3911-3922

Radio-Jod Therapie bei Patienten mit DTC-Metastasen

10yr DSS
- 65% in PTC
- 30% in FTC
- 13% in HCC 
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• High risk features: Tumor. > 4 cm

T4 („Gross extension outside the thyroid“)

N1a / N1b mit 1 LN > 1 cm oder > 5 LNN pos

• 2:1 Randomisierung  Selumetinib 75 mg 2 x 1 vs Placebo für 5 Wochen

• 100 mCi / 3.7 Gbq am Tag 29 – 31 (nach rTSH Stimulation 0.9 mg)

• 233 pts: Selumetinib n = 155 / Placebo n = 78

• Primärer Endpunkt: CR-Rate nach 18 Monaten in der ITT Population ( n = 400)

Individualisierung des postoperativen Vorgehens: 
Selumetinib + RAI vs RAI + Placebo:    ASTRA Trial
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Chemotherapy?

Selpercatinib, Pralsetinib
Entrectinib, Larotrectinib



Sorafenib for RAI-DTC DECISION Study

Brose M et al, Lancet 2014;9940:319-328

ORR 12% vs 0.5%



Lenvatinib for RAIR-DTC – Phase III SELECT Study

Schlumberger M et al, NEJM 2015;372:621-30

Randomized 2:1

ORR 64.8% vs 1.5%



TKIs in der First-Line: Resultate

Signifikant verlängertes PFS

- Lenvatinib 18.3 mos versus 3.6 mos

- Sorafenib 10.8 mos versus 5.6 mos

Substantielle Rate objektiver Remissionen

- Lenvatinib ORR 65%

Indikation nur bei progedienter Erkrankung!

- SELECT: documented radiological progress <13 m

- DECISION: documented radiological progress <12 m

OS: bisher kein klarer OS-Vorteil (Cross-over!)

TOX: Einfluss auf die QoL

Kiesewetter B , Raderer M, Universum Innere Medizin 02/21

-> informed consent
-> drug holidays



N = 136

Sorafenib:  n = 80
Lenvatinib: n = 56

PR = 24%

PR = 59%



10



Individualisierte Dosierung?

11



”if all else fails…….”:   Zweitlinientherapie ?

Brose MS et al, Lancet Oncol 2021;22:1126-38

Lenvatinib – SELECT
25% TKI pretreated

Sorafenib – DECISION
3% systemic pretreatment



Cabozantinib
60 mg QD

Placebo
QD

Tumor assessment 
every 8 weeks for 12 
months, then every 12 
weeks per RECIST v1.1

Treatment until clinical 
benefit no longer 
experienced or 
intolerable toxicity

Crossover allowed at time 
of BIRC-confirmed 

progression per RECIST 
1.1

Locally Advanced or Metastatic DTC

• RAI-refractory or -ineligible

• Radiographic progression during or after 
treatment with up to 2 prior VEGFR TKIs

• Prior TKI must include lenvatinib or 
sorafenib

• ECOG performance status 0–1

• Age ≥16 years

Patient Population (N≈300)

2:1

BIRC, blinded independent radiology committee; ECOG, Eastern Cooperative Oncology Group; QD, once daily; RECIST, Response Evaluation Criteria in Solid Tumors; 
TKI, tyrosine kinase inhibitor; pts, patients

Stratification Factors
• Prior lenvatinib (yes/no)
• Age (≤65 vs >65 years)

Primary endpoints: 
• ORR per RECIST v1.1 by BIRC [OITT, first 100 randomized pts]
• PFS per RECIST v1.1 by BIRC [ITT, all randomized pts]

Recruited in >25 countries

N=125

N=62

RECIST 1.1
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Objective response rate ITT population

Brose MS et al, Lancet Oncol 2021;22:1126-38

ORR 15% versus 0% p=0.028
Not meeting prespecified level of <0.01

Median FUP 8.9m OITT



2010

Progression Free Survival in the Intention-to-Treat Population (BIRC)

Brose MS et al, Lancet Oncol 2021;22:1126-38

Median FUP 6.2m
N=19 (31%) crossover PD

Median PFS NR vs 1.9m
6m PFS 57% versus 17%

Primary endpoint of PFS was met at planned interim analysis (critical p-value of 0.00036)
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PFS by BIRC in prior therapy subgroups



LIBRETTO-001 Selpercatinib for RET altered thyroid cancers

Study objectives

• To evaluate the longer term efficacy and safety of selpercatinib in patients with RET-altered thyroid cancer

Key inclusion criteria
• Advanced or metastatic RET-mutant 

medullary thyroid cancer, RET fusion-
positive thyroid cancer

• QTc ≤470 msec
• ECOG PS 0–2
(n=531)

RET-fusion positive 
thyroid cancer 

(n=42)

RET-mutant 
medullary thyroid cancer

(n=315)

Dose escalation
Selpercatinib orally

20 mg/day to 
240 mg BID

Primary endpoint
• ORR (RECIST v1.1, IRC)

Secondary endpoints
• DoR, PFS, CBR, safety

Dose expansion
Selpercatinib orally 

160 mg BID



LIBRETTO-001 Selpercatinib Fusion-positive TC

18DTC Ipsen Expertenmeeting



Selpercatinib:  EMA, 02. September 2022
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Weitere molekulare Targets beim DTC (PTC)

BRAF V600E – Vemurafenib* NTRK– Entrectinib, Larotrectinib

Phase II multicenter PTC, n=51 patients
- Cohort 1 untreated, Cohort 2 pretreated
- Cohort 1 ORR 38.5%, PFS 18.2m
- Cohort 2 ORR 27.3%, PFS 8.9m
- >60% SAEs, 27% SCC skin, 2 AE-related deaths

Brose MS et al, Lancet Oncol 2016;17:1272-82
ESMO Oncology pro

*not approved



Potential treatment sequence in DTC 2022

First line

Second line

Third line

Consider

NGS? TKI? Clinical trial?

Lenvatinib / Sorafenib

Cabozantinib / RET-Inhibitor

Local therapy, watch and wait

Open questions: value of rebiopsy, immunotherapy, imaging…

Selpercatinib, Pralsetinib

Larotrectinib, Entrectinib


