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Articles

Aumolertinib with or without chemotherapy in
EGFR-mutated advanced non-small-cell lung cancer
(AENEAS2): an open-label, multicentre, randomised,
controlled, phase 3 trial

Zirning L, * fie Mu, * fankhua Chen, Yan Yu, Xiangiico Meng, Xiaoong Dang, YanpingHu, Yinghual, Haifeng Liv, Weibo Wang, Fangling Ming,
Zhihong Zhang, Chunling Liv, Zhive Zhang, Qiming Wang, Wei Zh eng, Hon ghai Wang, ¥igjuan Qu, Zhenming Chen, Shaonan Fan,
Kimoging £ hang, Shun L

Summa

Backg mrri Although third-generation epidermal growth-factor receplor ( EGFR)-tyrosine-kimase inhibitors [TKls)
are standard first-line therapies [or patients with sdvanced EGFR-mutated norr-smallcell lung cancer [NSCLC),
their effectiveness i ofien imited by the emergence of drug resistance and subsequent disease progression. Given
the previsusly established dinical efficacy and adverse event pmfile of aumolertinib, we aimed to evaluate the
efficacy and adverse evenl profile of aumeoledinib in combination with platinum-baged chemotherapy vesus
aumalertinib monothempy as first-line treatment for patients with locally advanced or metastatic NSCLC patients
with EG FR-sensitive mutations.

Methods The openddabel, mulicentre, mndomised, controlled, phase 3 AENEAS2 tdal was done across 60 hospitals
in China. Patients aged at least 18 years with Esstern Cooperative Oncology Group pedformance status (ECOG
PS5} 0=1; treatment-naive; histologically or cytologically confirmed locally advanced or metastatic NSCLC harbouring
EGFR-zensitive mulations (ex1%del fLESSR with or without other EGF R mulations) were eligible. Brain metastases
were allowed i peurclogically stable. Previcus EGFR-TKl therapy was an esdusion criterion. Patients were
randomly assigned [1:1) with block randomisation (Block size of ), stratified by EGFR mutation type and bageline
brain metsstasiz, to receive aumolertinib moncthempy (110 myg omlly once a day) or combimtion therapy
[aumolertinib 110 my omlly soce a day plus pemetresed 500 mgfm? intmvensusly with csplatin [75 mgfm?] or
carbophitin [area under the plasma concentration—time curve 5] intravenously on day 1 of 21.day cycles for
4—b cycles), followed by maintenance therapy (aumoledinib 110 my orally once a day and pemetrexed 500 mg/m?
intravenously once every 3 weeks). The primary endpoint was progression{ree sumvival ssessed by blinded
independent central review (BICR; RECIST version 11). Efficacy was amlysed in the fullanalysis set, which
inchided all randomly assigned patients, and safety was amalysed in patients who received at least one dose of the
actual trial treatment. The trial is registered at ClinicalTrials gov, NCT04923906, and is ongoing, but dosed to
enrolment.

Findings Between Aug 4, M21, to June 18, M24, of 1011 patients assessed for eligibility, 624 randomly assigned
patients [median age 59-0 years [IQR 52.0-66- 0 337 [543 were fermle, 287 [H6%5) were male) were mndomly
ssigned. 310 (50%) patients received combiration thempy and 314 (50%) received monotherapy. As of the data
culodT date [June 18, 2024), the median follow-up was 23 4 months (IQR 20-5-26- 5), Inthe lullanalysis sel, median
BICR-assessed progression-free survival was 28.9 months (95% C1 26.3, NA) in the combination thempy versus
18- 9 moiths (17 - 8=21-1) i the monothempy (lazard ratlo [HE] 0- 47, 95% C10- 37060 log-rank p<0-0001). The
mst common grade 3—4 adverse events [pocurdng in at least 20% in any group) were neutrophil count dec reased
(164 [55%)] of 304 in the combination group versus four [138) of 316 in monotherapy group), white blood cell count
decreased (103 [3435) v one [<134]), and platelet count decreased (62 [209%] v two [1%]). Serious adverse evenls
occurred in 109 (36%) patents in the combimtion group and 53 (17%) in the monetherapy group, the most
common of which were platelet count decreased (22 [F36)] vs 0, neutrophil count decressed (17 [6%] vs 0], white
blood cell count decreased (13 [@35) v 0), and ansemia (ten [3%6] v two [138)). Treatment-related deaths occursed in
one|<1%%) patent in the combination group (encephalopathy) and two [138) in the monotherapy group (pulmonary
embalism and respiratory Bilure with deculatery collapse).

Interpretation Aumoletinib in combination with chemothempy significantly improved Apee survival.
Although this regimen was associated with increased toxicity, the sid e-effects were managed with dose adjustment
and supportive treatment aligned with dinical practice. Long-term follow-up is required to assess overall survival.
The AENEASI study provides evidence to guide clinical practice regarding EGFR-TKls and their combination use
in treating patients with advanced EGFR-mutasted NSCLC.
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