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TKI tollerati meglio della CT?



9 RCTs which involved globally 1.774 EGFR-mutated patients 



Tossicità cute ed annessi



Diarrea



Incremento transaminasi



Profili di tossicità diversi?





Esiste un TKI preferibile per 
minor tossicità ?









I protocolli di trattamento degli 
effetti collaterali da TKI sono 

efficaci ?









Popolazioni speciali: anziani



• The incidence of hematologic and non 
hematologic toxicity was comparable 
between older and younger patients.

• The  incidence of ILD was similar between 
age groups and was comparable with that 
previously reported in Japanese patients

• there was no significant deterioration of 
erlotinib tolerability in  elderly patients, 
compared with younger patients



• The most frequent adverse events were rash,diarrhea and fatigue. 
• There was no treatment-related death both in younger and older 

population and only few adverse  events of grade 3/4, comparable 
in the two groups. 

• There was a trend toward a more frequent and severe cutaneous 
rash between elderly patients (50% of all grades) than in younger 
population (40% of all grades), but the difference  is not statistically 
significant. 

• However, five elderly pts required dose reduction for treatment-
related rash, six patients had a dose delay for diarrhea and one 
patient experienced interstitial lung disease, but there was no 
treatment interruption due to serious adverse event.



Popolazioni speciali: IRC





Di cosa preoccuparci quando 
prescriviamo un TKI ?



Morti tossiche



Fifteen trials (with a total of 2201 patients) reported
   toxic death events and 37 cases (1.7%) were 

identified.
The risk for toxic death was 2.3% with gefitinib 

(95% CI:1.6%–3.4%), 0.8% with erlotinib (95% 
CI: 0.2%–1.9%), and 1.1% with afatinib (95% CI: 
0.4%–2.5%). 

Of the 17 reported causes of death, the most 
frequent cause of toxic death was pneumonitis 
(65%).



Tossicità polmonare da TKI

Maggior fattore di rischio: etnicità 
4-6% asiatici vs 0,3-0,5% altre 

etnie



   Among 1,671 patients 
with known smoking

   status, the prevalence of 
ILD ranged from 

   0.4% in women with no 
history of smoking

 to 6.6%in men with a 
history of smoking



• Studio osservazionale retrospettivo su ca 
10.000 pazienti

• End point primario la incidenza di ILD e la 
identificazione dei fattori di rischio







Clinica dell’ ILD da TKI

Tempo di insorgenza: In genere entro i primi 30-60 giorni di 
trattamento

Sintomatologia aspecifica: tosse stizzosa, dispnea, 
febbricola

Il 50% dei pazienti con alterazioni TC suggestive per ILD 
sono asintomatici

Quadro radiologico aspecifico
R/O infezioni e PD neoplastica
Trattamento basato su sospensione del farmaco, steroidi 

ad alte dosi e terapia di supporto
Mortalità 20-35 % 



E’ possibile ridurre il rischio di 
ILD?



• Selezione dei pazienti (fumatori,pz con evidenza 
clinica o radiologica di COPD)

• Condivisione con il paziente dei rischi e dei 
benefici correlati all’utilizzo del TKI nelle 
situazioni di aumentato rischio di tossicità

• Educazione del paziente (immediata 
segnalazione della comparsa di nuovi sintomi 
respiratori)

• Precoce valutazione radiologica dei pazienti con 
modificazione della sintomatologia respiratoria 

• Collaborazione con specialisti d’organo e 
radiologi per una corretta valutazione 
diagnostica



Rechallenge dopo ILD?



• Il rechallenge, dopo risoluzione clinica e 
radiologica, e con terapia steroidea 
cronica associata, può essere in alcuni 
casi effettuato. 

• I pazienti sottoposti a rechallenge hanno 
avuto un DFS superiore a quelli che non 
hanno più effettuato trattamenti con TKI



Osimertinib



the most commonly reported adverse events were
diarrhea 41%
rash 34%
dry skin 23%
paronychia 22%

Interstitial lung disease–like adverse events were reported in 10 patients (4%) in the 
osimertinib group (nine events of grade 1 or 2 in severity and one death) 

A prolongation in the QT interval was recorded in 10 patients (4%) in the 
osimertinib group  all events of grade 1 or 2 in severity except for one grade 3 
event (.)

Osimertinib was associated with a lower rate of adverse events leading to 
permanent discontinuation than was platinum–pemetrexed (in19 patients [7%] 
and 14 patients [10%], respectively).

Fatal adverse events were reported in 4 patients in the osimertinib group 
(respiratory failure in 2, pneumonitis in 1, and ischemic stroke in1). 

One fatal adverse event of hypovolemic shockwas reported in the platinum–
pemetrexed group.



Tossicità da ALK-i
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