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Los inicios: 2008-2010

Pacini F, ESMO Guidelines, May 2008 Pacini F, ESMO Guidelines, 2010



La revolución de los MKI
2010-2015



ESMO Guidelines 2012

Pacini F, ESMO Guidelines, Oct 2012



ESMO Guidelines 2012

Pacini F, ESMO Guidelines, Oct 2012

Lenvatinib

(E7080)

DTC 58 II 50% 83% 12.6 m



MKI en CMT

Naoum et al, Molecular cancer, 2018 Presented By Manisha Shah at 2018 ASCO Annual Meeting
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Cabozantinib (EXAM)
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Cabozantinib (EXAM)



Cabozantinib (EXAM)

Schlumberg M, EXAM OS Update, Ann Oncol 2017

ORR
28% (overall)
34% (RET+)
20% (RET-)



ZETA vs EXAM: Toxicidad



Otros MKI en CMT
Drug Trial N ORR (%) PFS (m)

Vandetanib Phase III: ZETA (Wells, J Clin Oncol 2012) 231 45 30.5

Cabozantinib Phase III: EXAM (Elisei, J Clin Oncol 2013) 219 28 11.2

Anlotinib Phase II (Sun, Thyroid, 2018) 58 48 12

Axitinib Phase II (Cohen, J Clin Oncol 2008) 11 18 NA

Lenvatinib Phase II (Schlumberger, Clin Can Res 2016) 59 36 9

Motesanib Phase II (Schlumberger, J Clin Oncol 2009) 91 2 12

Pazopanib Phase II (Bible, J Clin End Met 2014) 35 14 9.4

Sorafenib Phase II (Lam, J Clin Oncol 2010) 16 6 17.9

Sunitinib Phase II (Ravaud, Eur J Cancer 2017) 26 38 16.5



MKI en CDT

Stjepanovic N, Biologics: Targets and Therapy, 2018



Sorafenib (DECISION)

Brose M, Lancet, 2014
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Sorafenib (DECISION)

Brose M, Lancet, 2014

ORR 12%



Lenvatinib (SELECT)

Schulmberger M, NEJM, 2015
25%



Lenvatinib (SELECT)

Schulmberger M, NEJM, 2015



Lenvatinib (SELECT)

Schulmberger M, NEJM, 2015



DECISION vs SELECT: Toxicidad



Alonso-Gordoa T, Clin Trans Oncol, 2024



Factoresa tener encuenta: Dosisde inicioe intensidadde dosis

Robinson B, et al. J Clin Endocrinol Metab 2016
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Robinson B, et al. J Clin Endocrinol Metab 2016





Otros MKI en CDT

Filetti S, ESMO Guidelines, Sep2019



Estudios fase III MKI en Tiroides

Stjepanovic N, Biologics: Targets and Therapy, 2018

Study (year) Drug Setting (n) ORR MKI ORR PCB PFS MKI PFS PCB

DECISION Sorafenib CDT (417) 12.2% 0.5% 10.8 5.8

SELECT Lenvatinib CDT (392) 64.8% 1.5% 18.3 3.6

ZETA Vandetanib CMT (331) 45% 13%* 30.5 19.3

EXAM Cabozantinib CMT (330) 28% 0% 11.2 4.0



Lenvatinib en CAT
Takahashi, ASCO 2018
Fase II Japón
17 pts ATC (60% 1ª línea)

PFS 7.4m
OS 10.6m
ORR 23.5% / Control rate 93.5%
3 pts >20 m 



ESMO Guidelines 2019: CDT

Filetti S, ESMO Guidelines, Sep2019

o First line: Lenvatinib vs Sorafenib

o Oprimal sequence MKI cannot be determined

o Other MKI tests in pase II trials (not approved)

o BRAF V600E -> Vemurafenib

o TRK -> Larotrectinib

o Rationale for MKI + ICI -> Lenva-Pembro



ESMO Guidelines 2019: CMT

Filetti S, ESMO Guidelines, Sep2019

o First line: Vandetanib or Cabozantinib

o Oprimal sequence MKI cannot be determined

o Other MKI tests in pase II trials (not approved)

o RET -> LOXO-292, BLU-667
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La medicina personalizada
BRAF



Vemurafenib en CDT

Brose et al Lancet Oncol. 2016 September ; 17(9): 1272ï1282. 

n = 51

Cohorte A (naive): ORR 38.5% PFS 18.2 / Cohorte B (pretreated): ORR 27.3%, PFS 8.9m



Dabrafenib-Trametinib en CDT

Shah MH, ASCO, 2017

n = 53

ORR Dabra 42% vs Dabra-Trame 48% (p 0.67)



Dabrafenib-Trametinib en CDT

Shah MH, ASCO, 2017; Busaidy et al, THYROIDVolume 32, Number 10, 2022



Resensibilización en CDT



Dabrafenib-Trametinib en CAT

Subbiah, JCO, 2017; Subbiah, Ann Oncol 2022

CAT BRAF V600E

N=36

ORR 56% (12m DOR 50%)

PFS 6.7m (12m 43%, OS 14.5m (12m 52%)

FDA approval May2018



Dabrafenib-Trametinib en CAT

De la Fouchardiere, ESMO 2022



ESMO Guidelines 2019: CAT

Filetti S, ESMO Guidelines, Sep2019

o Novel systemic therapies urgently needed

o Clinical trial enrolment encouraged

o Chemotherapy: Carbo-Paclitaxel, docetaxel, doxorubicin

o Lenvatinib controversial (Japan)

o BRAF V600E -> Dabrafenib + Trametinib

o Checkpoint inhibitors -> Spartalizumab



La medicina personalizada
RET



RET

Iams, Cancer Discovery, 2018



RET

Romei, Nature Reviews, 2016



Selpercatinib

Wirth, NEJM, 2020
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Selpercatinib

Wirth, NEJM, 2020



Selpercatinib



Selpercatinib

Sherman E, ASCO 2020, poster

20.3m FUP (pretreated) 53% responses ongoing



Pralsetinib

Subbiah, ASCO 2020, Hu, ESMO 2020



RET

Subbiah, Ann Oncol, 2021

New RET inhibitors: 

Å BOS172738

Å TPX-0046

Å TAS0953/HM06

Å LOXO 260



La medicina personalizada
NTRK



NTRK

Cocco, Nat Rev Clin Oncol 2018

Å Gen Neurotrophin Receptor Tyrosine Kinase (desarrollo y diferenciación neuronal).

Å Fusiones de NTRK proto-oncogénicas incluyen: NTRK1 (TRKA), NTRK2 (TRKB) y NTRK3 (TRKC).



Larotrectinib

Drilon, NEJM, 2018


