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Introduction

Twenty years ago, our understanding of 
non-small cell lung cancer (NSCLC) treatment 
was revolutionized by the demonstration of a 
strong relationship between activating mutations 
in the tyrosine kinase domain of the epidermal 
growth factor receptor (EGFR) and the response to 
tyrosine kinase inhibitors such as gefitinib. These 
experiments, among many others, have paved the 
way for two decades of exponential therapeutic 
growth that we have witnessed. 

EGFR-mutant lung cancers account for 
as much as 23% of NSCLC cases diagnosed 
in Canada,1 with significant variations based 
on geography and ethnicity including a higher 
prevalence in regions where the Asian population 
is more important. Therefore, the latest data 
discussed in this article have the potential to 
improve outcomes for a large number of patients. 

Perioperative approach 

 Adjuvant osimertinib is approved in 
Canada for completely resected, stage IB to IIIA 
EGFR-mutant NSCLC. It is administered until 
the patient experiences either unacceptable 
toxicity or disease progression, with a maximum 
duration of up to three years. This approach has 
demonstrated a clear benefit in the ADAURA trial, 
first published in 2020.2 The trial showed that 
disease-free survival (DFS) was significantly longer 
with adjuvant osimertinib compared to placebo 
at 48 months (70% versus 29% respectively, with 
a hazard ratio [HR] of 0.23).3 Highlighting the 
high central nervous system (CNS) activity of 
osimertinib, 92% in the osimertinib group did not 
experience a CNS relapse at 48 months versus 
81% in the placebo group, with an HR of 0.36. The 
substantial benefits of osimertinib are even more 
pronounced in the stage II to IIIA subgroup of 
NSCLC patients. The 5-year overall survival (OS) 

was recently published, confirming a clinically 
and statistically significant benefit (88% survival 
rate in the osimertinib group at 5 years versus 
78% survival rate in the placebo group, with an 
HR of 0.49).4 Currently, consideration for adjuvant 
chemotherapy in NSCLC is not dependent on the 
genotype and thus can be offered to patients 
prior to the initiation of osimertinib treatment. 
However, if there is a contraindication to cytotoxic 
chemotherapy, adjuvant osimertinib still offers 
benefits. This was demonstrated in the subgroup 
of patients who did not receive chemotherapy 
first (40% of the study population with a similar 
HR for OS of 0.47). Despite recent advances in 
perioperative immunotherapy, this approach is not 
recommended for EGFR-mutant lung cancer. This 
is because activity in EGFR-mutant lung cancer is 
typically inferior to that in wild-type counterparts 
in the metastatic and locally advanced setting.5 
Furthermore, limited data from the AEGEAN 
trial support the absence of benefit of adding 
perioperative durvalumab to chemotherapy for 
the EGFR-mutant subgroup of NSCLC patients.6 
There is also evidence suggesting that toxicity 
can be exacerbated when patients receive an 
immediate sequential use of immunotherapy 
and a tyrosine kinase inhibitor (TKI),7 with some 
experts recommending waiting at least 3 months 
before initiating osimertinib treatment when this is 
clinically feasible.7

 The optimal approach for managing relapse 
after adjuvant osimertinib needs to be investigated. 
Confirming histological findings and the persistence 
of an EGFR mutation with a new biopsy, and then 
retrying a course of osimertinib if the progression 
did not occur while on adjuvant treatment, can 
be considered. However, the benefit of this 
approach has not been clearly evaluated in clinical 
trials. If the relapse happens during adjuvant 
osimertinib, the disease should be treated as a 
metastatic EGFR-mutant lung cancer progressing 
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on targeted therapy, with some specific strategies 
described below. 

The NeoADAURA (NCT04351555)8 and 
LAURA (NCT03521154)9 trials are currently 
investigating the potential benefits of neoadjuvant 
osimertinib before surgery and adjuvant 
osimertinib after chemoradiation for patients 
with stage III unresectable EGFR-mutant NSCLC, 
respectively, and could potentially provide further 
improvements in outcomes in the curative setting. 
Furthermore, very interesting data suggest that 
the detection of circulating tumour DNA (ctDNA) 
before or after resection is associated with a 
poorer DFS.10 In the future, the ability to detect 
ctDNA could help us identify the patients who are 
at a high risk of relapse and who would be likely to 
derive greater benefit from adjuvant treatment.

Metastatic disease

Although tissue biopsies are typically used to 
detect EGFR mutations, studies also support the 
use of liquid biopsies at diagnosis. Liquid biopsy 
techniques usually have high specificity, especially 
in advanced disease. Since sensitivity is imperfect, 
if negative, a next generation sequencing panel 
should be conducted on a tissue biopsy to identify 
a biomarker positive subset of NSCLC, including 
EGFR alterations.11

Osimertinib, a third-generation EGFR TKI, 
was specifically developed to overcome the 
T790M resistance mutation. This mutation is 
found in approximately 50–60% of tumours after 
progression on first- and second-generation TKIs. 
A key benefit of osimertinib is that it improves 
CNS penetrance and spares wild-type EGFR 
which contributes to its increased tolerability.12 
Osimertinib is currently the preferred first-line 
choice for EGFR exon 19 deletions and exon 21 
L858R mutations, which represent approximately 
80% to 90% of all EGFR mutations.13 The phase 3 
FLAURA trial showed a statistically significant 
improvement in PFS (18.9 months for osimertinib 
versus 10.2 months for first-generation TKIs, 
HR 0.46) and updated OS (38.6 months for 
osimertinib versus 31 months for first-generation 
TKIs, HR 0.80).14 Patients in the study had locally 
advanced or metastatic NSCLC harbouring an 
EGFR exon 19 deletion or an L858R mutation.15 In 
patients with known or treated CNS metastases, 
the trial shows a consistent benefit of PFS 
in favour of osimertinib (15.2 months versus 
9.6 months, HR 0.47), and an objective response 
rate (ORR) of 76% with a 13.8 month median 

duration of response.15 These findings are notable, 
considering that 25%16 of patients harbouring an 
EGFR mutation have CNS metastases at initial 
diagnosis and up to 70%17 eventually develop brain 
metastases during the course of their illness. 

More recently, the phase 3 study FLAURA2 
evaluated the addition of platinum-pemetrexed 
chemotherapy to osimertinib in the first-line 
treatment of metastatic EFGR-mutated NSCLC. 
According to investigator assessment, median PFS 
was improved by 8.8 months with osimertinib 
and chemotherapy compared to osimertinib 
monotherapy (25.5 months versus 16.7 months, 
HR 0.62), respectively. The ORR was 83% for 
osimertinib and chemotherapy versus 76% for 
osimertinib monotherapy.18 The subgroup of 
patients with measurable and non-measurable 
CNS brain metastases at baseline derived 
a significant benefit from the combination 
therapy (PFS 24.9 months versus 13.8 months, 
HR 0.47). In addition, the trial showed a complete 
intracranial response of 59% for combination 
therapy compared to 43% with osimertinib 
monotherapy. The safety profiles were as 
expected for each treatment, with the combination 
therapy arm demonstrating increased toxicity.18 
Identifying which patients require treatment 
intensification is a matter of ongoing debate in the 
medical community. Studies such as SHEDDER 
(NCT04410796) and PACE-LUNG (NCT05281406), 
might provide more clarity on this issue by 
evaluating the addition of chemotherapy to 
first-line osimertinib in patients who demonstrate 
ctDNA positivity after a few weeks of osimertinib.

Another intensification strategy is found in 
the MARIPOSA phase III study, which showed an 
improved PFS (23.7 months versus 16.6 months, 
HR 0.70) with the combination of amivantamab, 
an EGFR and MET bispecific receptor antibody, 
and lazertinib, a third generation TKI, compared 
to osimertinib monotherapy.19 Combination 
therapy demonstrated a consistent benefit in 
patients with or without brain metastases. The 
combination therapy had higher rates of grades 1 
and 2 EGFR- and MET- related adverse events, 
such as rash, diarrhea, and peripheral edema, 
as well as a significant rate of infusion reactions, 
mostly limited to the first infusion of amivantamab. 
Notably, there was also an increased signal for 
venous thromboembolism occurring in 37% of 
patients in the combination arm.19 Prophylactic 
dose anticoagulation is now recommended for the 
first 4 months of treatment when this combination 
is used, further increasing the therapeutic burden 
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compared with a single-agent oral drug such 
as osimertinib. 

Beyond limitations in drug access and 
coverage, the intensification strategy for patients 
with metastatic disease in first line treatment 
should be individualized based on the patient 
characteristics, preferences, and the toxicity 
profile of the combination treatment. Until OS data 
become mature for both trials, the approaches in 
the FLAURA2 or MARIPOSA trials should not be 
considered as new, broadly applicable standards 
of care for EGFR-mutant advanced NSCLC. 

For patients harbouring atypical EGFR 
mutations (such as S768I, L861Q, G719X), updated 
guidelines from the NCCN recommend first-line 
use of osimertinib or afatinib. Clinical data for 
afatinib come in part from the LUX-Lung studies 
that allowed inclusion of atypical mutations. 
A post-hoc analysis showed clinical activity, 
particularly in patients harbouring uncommon 
EGFR mutations such as G719X, L861Q, and 
S768I.21 Similarly, a randomized phase 3 study 
evaluating afatinib compared to chemotherapy 
in treatment-naïve patients with sensitizing 
uncommon mutations showed an ORR of 61.4% with 
afatinib and a PFS of 10.6 months.22 The efficacy 
of osimertinib in uncommon EGFR mutations 
was demonstrated in UNICORN, a multicenter 
retrospective case series. The findings showed 
that osimertinib had a systemic ORR of 60% and 
a brain ORR of 46% in those with evaluable brain 
metastases.23 The final OS data of the prospective 
phase 2 study KCSG-LU15-09 demonstrated a 
median OS of 27 months and an ORR of 51% with 
osimertinib.24 The heterogeneity of atypical 
EGFR mutations emphasizes the importance of 
individualizing treatment for each patient. 

Despite high initial response rates and 
prolonged progression-free survival, disease 
progression is expected to occur in all patients. 
Various molecular mechanisms of resistance 
to osimertinib have been described and can be 
classified into three categories, which include 
secondary and tertiary mutations in EGFR, 
activation of alternative parallel signalling 
pathways, and histologic transformation in 
small cell lung carcinoma and squamous cell 
carcinoma. When feasible, performing a biopsy 
of a site where the disease is progressing is 
recommended to determine if a mutation that 
can be targeted with therapy is present, and to 
exclude histologic transformation, which can 
help guide the choice of second-line therapy. 
Where available, use of liquid biopsies can also 

help identify resistance mutations, although they 
cannot rule out histologic transformation. 

MET amplification is observed in 10 to 15% of 
NSCLC patients with EGFR mutations who are 
progressing on first line osimertinib, and is 
often considered the most frequent resistance 
mechanism in this setting.25 MET amplification leads 
to the persistent activation of several common 
downstream pathway effectors, independent 
of EGFR signalling. These signalling pathways 
include mitogen-activated protein kinases, signal 
transducer and activator of transcription (STAT), 
and phosphatidylinositol-3-kinase/protein kinase B 
(PI3K/AKT).26 The phase II study INSIGHT 2 
(NCT03940703) evaluated tepotinib in combination 
with osimertinib in patients with EGFR-mutant 
NSCLC with MET amplification previously treated 
with osimertinib. The study’s findings showed an 
ORR of 50% when amplification was detected by 
fluorescent in situ hybridization (FISH) and an ORR 
of 54.8% when detected by liquid biopsy. The 
median duration of response for detection by FISH 
or liquid biopsy was 8.5 months and 5.7 months, 
respectively.27 Although found more frequently after 
second-line use of osimertinib, the exon 20 C797S 
mutation is the most frequent tertiary resistance 
mechanism to first-line osimertinib. Oncogenic 
fusions have also been recognized in 1% to 
8% of cases of acquired resistance to first-line 
osimertinib. For example, combining osimertinib 
with selpercatinib, a RET-TKI, showed a clinical 
benefit in patients with an acquired RET fusion 
on first-line osimertinib, and led to a median 
duration of treatment of 7.4 months (range, 
0.6–6.7 months).28 In addition, acquired cell cycle 
gene alterations have been reported to occur in 
10% of cases.25

If no underlying resistance mechanism is 
identified, a chemotherapy regimen, such as 
a combination of platinum and pemetrexed, is 
recommended as the standard next line therapy. 
The phase 2 study MARIPOSA-2 was the first 
to report that amivantamab-chemotherapy 
and amivantamab-lazertinib-chemotherapy 
combinations showed improvement in PFS 
versus chemotherapy alone for patients with 
EGFR-mutant advanced NSCLC who had disease 
progression on osimertinib, with a reduction 
in the risk of progression or death of 52% for 
amivantamab-chemotherapy and 56% for 
amivantamab-lazertinib-chemotherapy.29 
However, in another phase III trial, the addition 
of pembrolizumab to chemotherapy in the 
post-TKI setting did not show a clinical benefit.20 
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It is anticipated that future trials will aim to 
more accurately characterize the optimal 
sequencing strategies for treating metastatic 
EGFR-mutant NSCLC. 

Exon 20 EGFR mutations 

Insertions in exon 20 of EGFR account for 
approximately 2% to 12% of all EGFR-mutations 
in NSCLC.30 These mutations are less sensitive to 
currently approved EGFR TKIs and the response 
rates to these therapies are typically quite 
low.13,31Amivantamab is currently approved after 
chemotherapy for second-line use in tumours 
harbouring these mutations. However, the recently 
published phase III PAPILLON study showed a 
significant PFS benefit in this population with a 
first-line treatment that included the addition 
of amivantamab to chemotherapy compared 
to chemotherapy alone (11.4 months versus 
6.7 months with an HR of 0.4).32 At 18 months, 
31% of patients in the amivantamab-chemotherapy 
group were still progression-free, compared to 
3% in the chemotherapy group. The response 
rate was also significantly higher (73% in the 
amivantamab-chemotherapy group versus 
47% in the chemotherapy group). These are 
promising results for this subset of patients; 
however, OS data remains immature. While the 
current standard of care typically includes a 
first-line platinum doublet followed by second-line 
amivantamab, in jurisdictions where it is covered, 
the significant benefits reported in the PAPILLON 
study could justify pursuing the combination 
therapy as a first-line treatment.33

 Conclusion

In conclusion, recent therapeutic advances in 
EGFR-mutant NSCLC have significantly improved 
the prognosis of the subset of patients with these 
types of tumours. These developments have 
also raised new questions regarding the optimal 
sequencing of treatments and the appropriate 
use of treatment intensification. This represents 
a major step forward in the field. Ongoing 
investigations are expected to provide additional 
insights, and it will be interesting to closely follow 
these developments. 

Correspondence

Dr. Nicolas Marcoux
Email: nicolas.marcoux.1@ulaval.ca 

Financial Disclosures

N.M.: None declared.
F.L.: None declared.
S.R.: None declared.

References
1.  Sara Kuruvilla M, Liu G, Syed I, Gwadry-Sridhar F, 

Sheffield BS, Sachdeva R, et al. EGFR mutation 
prevalence, real-world treatment patterns, and 
outcomes among patients with resected, early-stage, 
non-small cell lung cancer in Canada. Lung Cancer. 
2022;173:58-66. doi:10.1016/j.lungcan.2022.08.023

2.  Wu YL, Tsuboi M, He J, John T, Grohe C, Majem M, et 
al. Osimertinib in resected EGFR-mutated non-small-
cell lung cancer. N Engl J Med. 2020;383(18):1711-
1723. doi:10.1056/NEJMoa2027071

3.  Herbst RS, Wu YL, John T, Grohe C, Majem M, Wang J, 
et al. Adjuvant osimertinib for resected EGFR-mutated 
stage IB-IIIA non-small-cell lung cancer: updated 
results from the phase III randomized ADAURA trial. 
J Clin Oncol. 2023;41(10):1830-1840. doi:10.1200/
jco.22.02186

4.  Tsuboi M, Herbst RS, John T, Kato T, Majem M, 
Grohé C, et al. Overall survival with osimertinib in 
resected EGFR-mutated NSCLC. N Engl J Med. 
2023;389(2):137-147. doi:10.1056/NEJMoa2304594

5.  Yan D. Hope and challenges: immunotherapy in EGFR-
mutant NSCLC patients. Biomedicines. 2023;11(11). 
doi:10.3390/biomedicines11112916

6.  Heymach JV, Harpole D, Mitsudomi T, Taube JM, Galffy 
G, Hochmair M, et al. Perioperative durvalumab 
for resectable non-small-cell lung cancer. N Engl 
J Med. 2023;389(18):1672-1684. doi:10.1056/
NEJMoa2304875

7.  Schoenfeld AJ, Arbour KC, Rizvi H, Iqbal AN, Gadgeel 
SM, Girshman J, et al. Severe immune-related adverse 
events are common with sequential PD-(L)1 blockade 
and osimertinib. Ann Oncol. 2019;30(5):839-844. 
doi:10.1093/annonc/mdz077

8.  Tsuboi M, Weder W, Escriu C, Blakely C, He J, Dacic 
S, et al. Neoadjuvant osimertinib with/without 
chemotherapy versus chemotherapy alone for EGFR-
mutated resectable non-small-cell lung cancer: 
NeoADAURA. Future Oncol. 2021;17(31):4045-4055. 
doi:10.2217/fon-2021-0549



41Canadian Oncology Today  |  Vol. 1, Issue 1, March 2024

A Review of EGFR-Mutant Non‑Small Cell Lung Cancer (NSCLC) in 2024

9.  Lu S, Casarini I, Kato T, Cobo M, Özgüroğlu M, Hodge 
R, et al. Osimertinib maintenance after definitive 
chemoradiation in patients with unresectable EGFR 
mutation positive stage III non-small-cell lung 
cancer: LAURA trial in progress. Clin Lung Cancer. 
2021;22(4):371-375. doi:10.1016/j.cllc.2020.11.004

10.  Jung HA, Ku BM, Kim YJ, Park S, Sun JM, Lee SH, et 
al. Longitudinal monitoring of circulating tumor DNA 
from plasma in patients with curative resected stages 
I to IIIA EGFR-mutant non-small cell lung cancer. J 
Thorac Oncol. 2023;18(9):1199-1208. doi:10.1016/j.
jtho.2023.05.027

11.  Franzi S, Seresini G, Borella P, Raviele PR, Bonitta G, 
Croci GA, et al. Liquid biopsy in non-small cell lung 
cancer: a meta-analysis of state-of-the-art and 
future perspectives. Front Genet. 2023;14:1254839. 
doi:10.3389/fgene.2023.1254839

12.  Lamb YN. Osimertinib: a review in previously untreated, 
EGFR mutation-positive, advanced NSCLC. Target 
Oncol. 2021;16(5):687-695. doi:10.1007/s11523-021-
00839-w

13.  Harrison PT, Vyse S, Huang PH. Rare epidermal growth 
factor receptor (EGFR) mutations in non-small cell 
lung cancer. Semin Cancer Biol. 2020;61:167-179. 
doi:10.1016/j.semcancer.2019.09.015

14.  Ramalingam SS, Vansteenkiste J, Planchard D, Cho BC, 
Gray JE, Ohe Y, et al. Overall survival with osimertinib 
in untreated, EGFR-mutated advanced NSCLC. 
N Engl J Med. 2020;382(1):41-50. doi:10.1056/
NEJMoa1913662

15.  Soria JC, Ohe Y, Vansteenkiste J, Reungwetwattana 
T, Chewaskulyong B, Lee KH, et al. Osimertinib in 
untreated EGFR-mutated advanced non-small-cell 
lung cancer. N Engl J Med. 2018;378(2):113-125. 
doi:10.1056/NEJMoa1713137

16.  Li WY, Zhao TT, Xu HM, Wang ZN, Xu YY, Han Y, et al. 
The role of EGFR mutation as a prognostic factor in 
survival after diagnosis of brain metastasis in non-
small cell lung cancer: a systematic review and meta-
analysis. BMC Cancer. 2019;19(1):145. doi:10.1186/
s12885-019-5331-z

17.  Kelly WJ, Shah NJ, Subramaniam DS. Management of 
brain metastases in epidermal growth factor receptor 
mutant non-small-cell lung cancer. Front Oncol. 
2018;8:208. doi:10.3389/fonc.2018.00208

18.  Planchard D, Jänne PA, Cheng Y, Yang JC, Yanagitani 
N, Kim SW, et al. Osimertinib with or without 
chemotherapy in EGFR-mutated advanced NSCLC. 
N Engl J Med. 2023;389(21):1935-1948. doi:10.1056/
NEJMoa2306434

19.  Cho BC, Felip E, Spira AI, Girard N, Lee J, Lee S, et 
al. Amivantamab plus lazertinib vs osimertinib as 
first-line treatment in patients with EGFR-mutated, 
advanced non-small cell lung cancer (NSCLC): 
primary results from MARIPOSA, a phase III, global, 
randomized, controlled trial. Annals of Oncology. 
2023;34:S1254-S1335. doi:10.1016/annonc/
annonc1358

20. Yang JC-H, Lee DH, Lee J-S, Fan Y, Marinis Fd, 
Okamoto I, et al. Pemetrexed and platinum 
with or without pembrolizumab for tyrosine 
kinase inhibitor (TKI)-resistant, EGFR-mutant, 
metastatic nonsquamous NSCLC: phase 3 
KEYNOTE-789 study. Journal of Clinical Oncology. 
2023;41(17_suppl):LBA9000-LBA9000. doi:10.1200/
JCO.2023.41.17_suppl.LBA9000

21.  Yang JC, Sequist LV, Geater SL, Tsai CM, Mok TS, 
Schuler M, et al. Clinical activity of afatinib in patients 
with advanced non-small-cell lung cancer harbouring 
uncommon EGFR mutations: a combined post-hoc 
analysis of LUX-Lung 2, LUX-Lung 3, and LUX-Lung 
6. Lancet Oncol. 2015;16(7):830-838. doi:10.1016/
s1470-2045(15)00026-1

22. Miura S, Tanaka H, Misumi T, Yoshioka H, Kurata 
T, Tokiko T, et al. Afatinib versus chemotherapy 
for treatment-naïve non-small cell lung cancer 
with a sensitizing uncommon epidermal growth 
factor receptor mutation: a phase III study 
(ACHILLES/TORG1834). Annals of Oncology. 
2023;32:S1310-S1311. doi:https://doi.org/10.1016/j.
annonc.2023.10.067

23. Bar J, Peled N, Schokrpur S, Wolner M, Rotem O, Girard 
N, et al. UNcommon EGFR Mutations: International 
Case Series on Efficacy of Osimertinib in Real-
Life Practice in First-LiNe Setting (UNICORN). J 
Thorac Oncol. 2023;18(2):169-180. doi:10.1016/j.
jtho.2022.10.004

24. Cho JH, Lim SH, An HJ, Kim HH, Park KU, Kang EJ, et 
al. Final overall survival analysis of osimertinib for 
patients with NSCLC harboring uncommon EGFR 
mutations (KCSG-LU15-09). Journal of Thoracic 
Surgery. 2023;18(11). doi:https://doi.org/10.1016/j.
jtho.2023.09.206

25. Leonetti A, Sharma S, Minari R, Perego P, Giovannetti 
E, Tiseo M. Resistance mechanisms to osimertinib 
in EGFR-mutated non-small cell lung cancer. Br J 
Cancer. 2019;121(9):725-737. doi:10.1038/s41416-
019-0573-8



42 Vol. 1, Issue 1, March 2024  |  Canadian Oncology Today

A Review of EGFR-Mutant Non‑Small Cell Lung Cancer (NSCLC) in 2024

26. Coleman N, Hong L, Zhang J, Heymach J, Hong D, 
Le X. Beyond epidermal growth factor receptor: 
MET amplification as a general resistance driver to 
targeted therapy in oncogene-driven non-small-
cell lung cancer. ESMO Open. 2021;6(6):100319. 
doi:10.1016/j.esmoop.2021.100319

27.  Kim TM, Guarneri V, Jye VP, Yang J-J, Wislez M, 
Huang C, et al. Tepotinib + osimertinib in EGFR-
mutant NSCLC with MET amplification following 1L 
osimertinib: INSIGHT 2 primary analysis. Journal of 
Thoracic Oncology. 2023;18(11):S94. doi:https://doi.
org/10.1016/j.jtho.2023.09.106.

28. Rotow J, Patel J, Hanley M, Yu H, Goldman H, 
Nechustan H, et al. Combination osimertinib plus 
selpercatinib for EGFR-mutant non-small cell lung 
cancer (NSCLC) with acquired RET fusions. Journal of 
Thoracic Oncology. 2021;16(3):S230. doi:https://doi.
org/10.1016/j.jtho.2021.01.150

29. Passaro A, Cho BC, Wang Y, Melosky B, Califano R, Lee 
S-H, et al. Amivantamab plus chemotherapy (with or 
without lazertinib) vs chemotherapy in EGFR-mutated 
advanced NSCLC after progression on osimertinib: 
MARIPOSA-2, a phase III, global, randomized, 
controlled trial. Annals of Oncology. 2023;34:S1307. 
doi:https://doi.org/10.1016/j.annonc.2023.10.063

30. Pan B, Liang J, Shi H, Rao K, Guo W, Zhan C. 
Epidemiological characteristics and therapeutic 
advances of EGFR exon 20 insertion mutations 
in non-small cell lung cancer. Thorac Cancer. 
2023;14(33):3247-3258. doi:10.1111/1759-7714.15127
 

31.  O’Sullivan DE, Jarada TN, Yusuf A, Hu LXY, Gogna P, 
Brenner DR, et al. Prevalence, treatment patterns, 
and outcomes of individuals with EGFR positive 
metastatic non-small cell lung cancer in a Canadian 
real-world setting: a comparison of exon 19 deletion, 
L858R, and exon 20 insertion EGFR mutation carriers. 
Curr Oncol. 2022;29(10):7198-7208. doi:10.3390/
curroncol29100567

32. Zhou C, Tang KJ, Cho BC, Liu B, Paz-Ares L, 
Cheng S, et al. Amivantamab plus chemotherapy 
in NSCLC with EGFR exon 20 insertions. N Engl 
J Med. 2023;389(22):2039-2051. doi:10.1056/
NEJMoa2306441

33. Park K, Haura EB, Leighl NB, Mitchell P, Shu CA, 
Girard N, et al. Amivantamab in EGFR exon 20 
insertion-mutated non-small-cell lung cancer 
progressing on platinum chemotherapy: initial results 
from the CHRYSALIS phase I study. J Clin Oncol. 
2021;39(30):3391-3402. doi:10.1200/jco.21.00662


