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Overview

Incidence of targetable mutations in lung cancer
Targetable mutations in adjuvant setting
Targetable mutations post RT
Current areas of research

« Targetable mutations in neoadjuvant setting



Incidence of targetable mutations

« About 30% of NSCLC will have a targetable mutation

* Most commonly identified is EGFR— exon 19 deletion

and L858R less commonly exon 20 insertion and
L861Q

« KRAS- 10-15% of those will be G12C and actionable
 ALK- 3-4%

« MET- skipping 3-4%

« RET-1-2%

« BRAF V600 E —1-2%

« NTRK -0.5%



Incidence of targetable mutations
In early stage vs metastatic NSCLC



Adjuvant targeted therapy In
postoperative setting



ADAURA Trial



ADAURA Trial

Previous trials looking at EGFR inhibitors in adjuvant
setting failed to show statistically significant DFS or OS

ADAURA included 682 participants with EGFR mutation
with stage IB-IIIANSCLC

Randomized 1:1 to receive Osimertinib 80 mg daily vs
placebo for 3 years after adjuvant chemotherapy if
Indicated






Results

* Primary end point of disease-free survival stage II-IlIA

e Stage ll to llIA disease, 90% of those in the osimertinib group and 44% of
those in the placebo group were alive and disease-free at 24 months
(overall hazard ratio for disease recurrence or death, 0.17; 99.06% Cl,
0.11 to 0.26; P<0.001).

* Secondary end point of disease-free survival in the overall population

e Stage IB to llIA disease 89% of those in the osimertinib group and 52%
of those in the placebo group were alive and disease-free at 24 months
(overall hazard ratio for disease recurrence or death, 0.20; 99.12% Cl,
0.14 to 0.30; P<0.001)

* 80% reduction in the risk of disease recurrence or death with
osimertinib.

* DFS benefit with osimertinib was observed consistently across all predefined
subgroups, including all disease stages.



Updated results

Il to IlIA disease, the 5-year overall survival was 85% in the
osimertinib group and 73% in the placebo group (overall hazard
ratio for death, 0.49; 95.03% confidence interval [Cl], 0.33 to
0.73; P<0.001).

In the overall population (patients with stage IB to IlIA disease),
the 5-year overall survival was 88% in the osimertinib group and
78% in the placebo group (overall hazard ratio for death, 0.49;
95.03% Cl, 0.34 to 0.70; P<0.001)



Takeaways

« Standard of care in EGFR mutated NSCLC after resection
IB-1lIA includes adjuvant chemotherapy if indicated
followed by 3 years of Osimertinib

* Question remains if greater than 3 years of Osimertinib
would be of benefit



ALINA Trial



ALINA Trial

 Completely resected, ALK-positive NSCLC of stage IB (tumors >4
cm), I, or 1A

 Randomly assigned in a 1:1 ratio to receive oral alectinib (600
mg twice daily) for 24 months or intravenous platinum-based
chemotherapy in four 21-day cycles









Results

* Primary end point of DFS

* Hazard ratio for disease recurrence or death was 0.24
among patients with stage Il or [IIA NSCLC and in the
intention-to-treat population, which corresponds to a 76%
lower risk with adjuvant alectinib than with chemotherapy

* Awaiting maturing OS data



Takeaways

« Category 1 recommendation Alectinib 600 mg twice daily
for 24 months for patients with completely resected stage

lI-I1IA or stage [IIB NSCLC and positive for ALK
rearrangements

* Questions remaining:
« Optimal duration of Alectinib post operatively

* Would combination or sequential alectinib with
chemotherapy provide additional benefit



Targeted therapy post definitive
chemoRT



LAURA Trial



LAURA Trial

* Phase 3, double-blind, placebo-controlled trial, randomly
assigned patients with unresectable EGFR-mutated stage
[l NSCLC without progression during or after
chemoradiotherapy to receive osimertinib or placebo until
disease progression occurred or the regimen was
discontinued.

* The primary end point was progression-free survival









Results

« Osimertinib resulted in a significant progression-free
survival benefit as compared with placebo: the median
progression-free survival was 39.1 months with
Osimertinib versus 5.6 months with placebo, with a hazard
ratio for disease progression or death of 0.16 (95%
confidence interval [CI], 0.10 to 0.24; P <0.001)



Takeaways

* Osimertinib should be used post definitive chemoRT in
patients with EGFR mutation in exon 19 or L858R
* Questions remaining
* Does this provide as robust of benefit in stage 1| EGFR
mutated NSCLC?
« Could amivantamab be of benefit in those with exon 20
iInsertions?
« What is optimal duration of Osimertinib?



Studies looking at neoadjuvant
targeted therapy
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