


Efficacy

Side effects

Tips for selection of 
patient





Osimertinib
Third-generation 

EGFR TKI
activity against EGFR 
T790M mutation, and 
EGFR TKI-sensitizing 
mutations (exon 19 
deletion and exon 21 
L858R substitution)

more selectively than 
wild-type EGFR

Dacomitinib
Second-generation, 
irreversible EGFR 
TKI
activity against all 
three kinase-active 
members of the ErbB
family (EGFR/HER1, 
HER2, and HER4

Potential for more 
complete inhibition 
of Her signaling





Treatment-naive pts with advanced 
NSCLC, EGFR-activating 

mutation(s), and ECOG PS 0/1; no CNS 
metastases (N = 452)

clinicaloptions.com

Dacomitinib 45 mg PO QD
(n = 227)

Gefitinib 250 mg PO QD
(n = 225)

Stratified by race (Asian vs non-Asian),
EGFR mutation (exon 19 vs 21)

http://www.clinicaloptions.com/


Outcome
Dacomitinib

(n = 227)
Gefitinib
(n = 225)

HR (95% CI) P Value

Median PFS by investigator 
assessment, mos (95% CI)

16.6 (12.9-18.4) 11.0 (9.4-12.1) 0.62 (0.50-0.78) < .0001

ORR, % (95% CI) 74.9 (68.7-80.4) 71.6 (65.2-77.4) -- .3883

Median DoR, mos (95% CI) 14.8 (12.0-17.4) 8.3 (7.4-9.2) -- < .0001

Median TTF, mos (95% CI) 11.1 (9.2-14.6) 9.2 (7.6-9.4) 0.67 (0.54-0.83) < .001

DACOMITINIB EFFICACY



OS was longer in the dacomitinib arm than in the gefitinib arm (HR: 0.748, two-sided P 
= 0.0155)

median OS was 34.1 months versus 27.0 months 

median follow-up of 47.9 months



One patient of the dacomitinib group progressed in the brain compared

to eleven patients in the gefitinib group (0.44% vs 4.9%)



exon 19 deletion mutation: 

HR for OS with dacomitinib versus gefitinib, 0.847

median OS 36.7 months versus 30.8 months: Benefit not 
significant

exon 21 L858R substitution : 

HR for OS with dacomitinib versus gefitinib 0.665

median OS 32.5 months versus 23.2 months

biologically, EGFR 
Del 19 mutations 

are so sensitive to 
any EGFR TKI that 

any attempt to 
further improve 

OS outcome may be 
difficult

reflection of 
the poor 

outcome for 
gefitinib in 

patients with 
exon 21 L858R 

substitution 
mutation



HR for OS in patients with dose reduction(s) in the dacomitinib arm compared with all patients in the gefitinib 

arm: 0.554

Median OS: 42.5 months for patients with dose reduction(s) in the dacomitinib arm vs 34 months 

Maintained benefit of dacomitinib over gefitinib in terms of PFS and OS  
in patients who received dose reductions



most frequently reported AEs of 
any grade in patients on gefitinib 

diarrhea, 55.8%
alanine aminotransferase
(ALT) increased 40.2%
aspartate aminotransferase 
(AST) increased 37.5%

most frequently reported AEs of 
any grade in patients on 
Dacomitinib

diarrhea 87.7%
paronychia 61.7%
dermatitis acneiform 49.3%
stomatitis 43.6%



Parameter Dacomitinib
(n = 227)

Gefitinib
(n = 224)

Median time to dose reduction, mos (range) 2.8 (0.3-20.3) 3.3 (1.2-25.7)

Median duration of dose reduction, mos 
(range)

11.3 (0.1-33.6) 5.2 (0.3-17.8)

Dacomitinib reduction to 30 mg/day,* n (%) 88 (38.8) NA

Dacomitinib reduction 15 mg/day,† n (%) 63 (27.8) NA

Patients with dose reduction, n (%) 150 (66.5) 18 (8.0)

permanent discontinuation, n (%) 22 (10) 15 (6.7)

Patients were permitted to increase the dose after tolerating the lower dose and six patients had dose re-escalation



Subsequent systemic therapies were received by 130 (57.3%) patients in the dacomitinib 

arm and 146 (64.9%) in the gefitinib arm

Only 10% patients received a subsequent third generation EGFR TKI







20% lower risk of
death, even in the presence of 

crossover from
the comparator group to the 

osimertinib group



As a secondary end point, the trial and the 
analysis of the Asian subgroup of patients

were not powered for overall survival analysis



Osimertinib arm: nearly 50% 
patients received 1st

subsequent therapy: nearly 
70% of those received 

chemotherapy

1st Gen EGFR TKI arm: 65% 
patients received 1st

subsequent therapy, 47% 
received osimertinib

overall only 30% received 
osimertinib   

50% patients in both arms 
went on to receive 2nd

subsequent therapy



Adverse events of grade 3 or higher
42% of the patients in the osimertinib
47% of those in the comparator group

Rates of treatment discontinuation:
similar in the two groups, despite the 
longer duration of exposure to osimertinib

Most commonly reported adverse events : 
rash or acne, diarrhea and dry skin 







Systemic antitumour
activity

Impact on 
use of 

subsequent 
anticancer 
therapies 

CNS activity 

Tolerability 

How do we decide the optimal first line agent ?

COST

ECOG P/S
Age 
Comorbidities
Drug interaction 

PERSONALISED APPROACH IS KEY !!!
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Osimertinib (38.6m) 

Dacomitinib(34.1 m) 

Systemic antitumour activity

PFS (m) OS (m)

Only 10% patients received 

a subsequent third 

generation EGFR TKI !!

ORR 75% vs 

80%









Situation Osimertinib Dacomitinib 

Pantoprazole/ PPI interaction No interaction Avoid concomitant use

Hydroxychloroquine Increase QTc: avoid 4 months No interaction

ATT More interactions: use with 
caution/consider modification

No significant interaction

Relationship with food With or without food With or without food 

Cardiac dysfunction Needs more frequent 
monitoring 

----

Uncommon mutations 
Afatinib is the only EGFR TKI 
currently approved for three 
types of uncommon EGFR 
mutations (p.G718X, p.S768I 
and p.L861Q) by the US FDA

Has activity in particular in 
the major uncommon 
alterations (G719X, L861Q 
and S768I) and can be 
considered as an alternative 
treatment

Further data needed for 
confirmation of activity, 
seems to benefit: 
one patient with a 
D770delinsGY mutation had 
PR and three patients had SD 
(Exon 20). In
another trial, 1 pt exon 18 
G719C and exon 20 S768I 
mutations had an objective 
response







Osimertinib toxicity management 







Thank you 

Travel is like knowledge. 
The more you see, the more you know you haven’t seen


