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The initiation of TKI treatment for 
advanced MTC 

needs to balance the improvement in 
PFS with tolerability of adverse

effects.
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Colombo et al., Front Oncol. 2022 



Colombo et al., Front Oncol. 2022 

Clinical Trials



Long-term follow-up and safety of Vandetanib for advanced medullary thyroid cancer 

Helton Estrela Ramos  et al., Endocrine 2021

NON LONG-TERM LONG-TERM



In Long-term Vandetanib Users

More frequently observed:

Folliculitis

Diarrhea

Hypertension (in some 
patients uncontrolled)

Weight loss

Blue spot

Corneal deposits

Adverse events (grade ≥ 3):

QTC prolongation

Helton Estrela Ramos  et al., Endocrine 2021



Hypertension

Hemorrhage

Venous thrombosis

GI perforation

Non-GI fistula

Arterial thrombosis

NO QT prolonged
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CABO: 

- a higher incidence of blood count changes 

- change in electrolytes

- TSH elevation 

- Handfoot syndrome was more frequent

- CABO: no patient had QT 
prolongation

- VAND: 21% patients showed 
prolongation of QT interval. 

Koehler et al., Thyroid 2021



Cardiovascular AE

Hypertension

Hypertension and cardiovascular toxicities can be 
life-threatening AEs 

(especially in patients receiving Vandetanib)

Before starting treatment, 

control patients blood pressure. 

Blood pressure < 140/90 mm/Hg and checked 

daily in the first 2 months of treatment. 

If necessary antihypertensive agents 



Ghatalia et al., Br J Cancer . 2015 

QT prolongation

13 clinical trials (4.204 patients) with  
multitumor types who received vandetanib 100 

or 300 mg daily

- The incidence of QT prolongation ranged from 
0.3 to 23.9%

- AF incidence ranged from 0.43 to 1.79%

EKG cardiac should be done every 1–2 weeks in 
the first month of treatment, then once a 

month for the first three months, and then 
according to the patient’s overall health status

In addition, other drugs which may induce QT 
prolongation need to be considered in the drug 

combination



Gastrointestinal AE

Diarrhoea,

Weight loss

Dietary 
supplements

nutritional 
supports

lactic
ferments

Probiotics

anti-emetic 
drugs and 
appetite 

stimulants



Proteinuria

Nervo et al., Crit Rev Oncol Hematol 2021; 
Cappagli et al., JENI 2021 

in MTC trials, the prevalence was 

- 1.9% for cabozantinib

- 59% for lenvatinib

- 0% for vandetanib

- Proteinuria significantly related 
to TKI duration

- a late-onset toxicity occurring 
after a mean treatment period of 

38 months

- proteinuria is a sign of renal 
damage during TKI, but usually 

asymptomatic and well manageable 

- not a valid reason for discontinuing 
the therapy because of its presumed 

role as marker of anti-tumoral 
efficacy. 

-a mild decline of renal function, 
independently from proteinuria

-related to the aging and/or to 
the several contrast medium of 

CT scan



Skin AEs

Practical measures:

- urea or aluminium 
lactate-based topical 

creams

- comfortable gloves and 
shoes

- Avoid aggressive soaps, 
hot water, trauma and 

friction

dry skin, acne

rash and folliculitis photosensitivity

palmar plantar 
erythrodysesthesia



Fatigue
ADRENAL 

INSUFFICIENCY

suggested
replacement

treatment

Colombo et al., JCEM 2018; Monti et al., Thyroid 2022
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Selpercatinib

Grade 3:
• Hypertension
• Increased

AST/ALT



Change in global health status/quality of life

Wirth et al, The Oncologist, 2022

Patients with RET-
mutant MTC 
improved/

remained stable on 
all domains of HRQoL

during
treatment with 
selpercatinib.



Change in global health status/quality of life

Wirth et al, The Oncologist, 2022

Change in 
diarrhea from 

baseline in 
patients treated 

with 
Selpercatinib



Personal records

Pz 58 anni

28.05.2021: inizia terapia con 

Selpercatinib 160 mg x 2/die

23.06.2021: AE grade 3 (CTCAE v 5)

Sospensione Selpercatinib

e idratazione ev 27.06.2021: progressivo 
miglioramento degli 

esami ematici

28.06.2021: 

stabilità e successiva normalizzazione 
degli esami ematici

Hb 19.4 g/dl
Ht 58%

Hb 17.6 g/dl
Ht 51.4%

Hb 17.3 g/dl
Ht 52.3 %

Selpercatinib 160 mg x 2/die

O2.2023: prosegue terapia con PR

Hb 16.7 g/dl
Ht 49.7 %



Personal records

01.06.2022: Paziente di 51 anni inizia Selpercatinib 160 mg 
x 2 volte/die

11.2022: sviluppo di  edema periferico diffuso 

02.2023: Nello scavo 
pelvico falda liquida in 

sede periuterina e inguinale 
destra



Multidisciplinary healthcare team

Colombo et al., Front Oncol. 2022 



proactive educational 

nursing approach, 

together with a contribution 

of a multidisciplinary 

healthcare team, is essential 

optimizing therapeutic adherence

satisfying a patients’ need for information 

maximizing benefits

reducing risks and medication errors 

positively impacting the QoL of both patient and their family



Grazie per l’attenzione

carla.colombo1@unimi.it
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