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EDITORIAL

First-line Treatment Options for Non-small Cell Lung Cancer

CK Law
Honorary Consultant in Clinical Oncology, Hong Kong Sanatorium & Hospital, Hong Kong

Lung cancer is the number one cancer in incidence
and mortality in Hong Kong,' and non-small cell lung
carcinoma (NSCLC) accounts for 94% of all lung cancers
with known histopathology. Among staged cases, 22%
are early (stage I and II), 17% are intermediate (stage
IIl), and 61% are advanced (stage IV) NSCLC. Surgery
is the standard upfront treatment for early-stage NSCLC,
whereas the treatment for intermediate- or advanced-
stage NSCLC falls mainly under the auspices of clinical
and medical oncologists. For stage III NSCLC, surgery
may be added after neoadjuvant systemic treatment
for resectable cases and radiotherapy is usually
administered concurrently with systemic treatment
for unresectable cases. For stage IV NSCLC, systemic
treatment is the main theme, targeted therapy is applied
whenever the tumour undergoes actionable mutation,
and immunotherapy and/or chemotherapy is used for the
remaining cases.

In this issue of the Hong Kong Journal of Radiology,
two local retrospective studies report on an intravenous
chemotherapy regimen for concurrent use with
radiotherapy for unresectable stage III NSCLC, and a
second-generation oral tyrosine kinase inhibitor (TKI)
targeted therapy for metastatic cases of NSCLC.

Wong et al? report their 10-year experience of two of
the commonly used chemotherapy drugs in concurrent
chemoradiotherapy —paclitaxel and carboplatin—in
an uncommon 3-weekly regimen instead of the usual
weekly regimen. At the time commenced in 2007,

the standard chemotherapy regimen for concurrent
chemoradiotherapy in lung cancer was etoposide
or vinblastine plus cisplatin, or weekly paclitaxel-
carboplatin. In the early 2010s, pemetrexed was added
and vinblastine was gradually phased out. Over the years,
concurrent chemoradiotherapy has remained the standard
of care for unresectable stage III NSCLC. Only one
breakthrough study of the PACIFIC trial found that the
addition of 1 year of immunotherapy using durvalumab
improves overall survival for all unresectable stage II1
NSCLC except those with programmed death-ligand 1
<1% 2 Thus, this timely study by Wong et al” serves as a
useful reference for daily practice, boosting confidence
in administering paclitaxel-carboplatin in a more flexible
manner, potentially reducing overall workload in the
public hospital setting. For tumours with actionable
targets, recent and upcoming studies regarding the use
of upfront TKIs may revolutionise future practice with
the possibility of obviating the need for chemotherapy
altogether.*

For stage IV, as over 50% of all patients locally got
actionable mutation, targeted therapy should be the first
choice. An example is the report by Chow et al’ on their
experience of using afatinib, a second-generation TKI,
for stage IV NSCLC harbouring EGFR mutation. This
study was initiated in 2015, shortly after reports that
showed the superiority of afatinib over chemotherapy for
the common EGFR mutation in metastatic lung cancer.®”
These studies showed that the effect on deletion 19
mutation was better than that on L858R mutation, and
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this finding was also observed by Chow et al’ A study
published in 2016 confirmed that afatinib is superior to
gefitinib on both common EGFR mutations, although
the effect of on L858R mutation was slightly inferior.?
Initial results of the 2018 FLAURA study showed the
superiority of osimertinib over gefitinib or erlotinib in
terms of progression-free and overall survival; however,
results published in 2020 showed no benefit for Asian
populations.” Most recently, the ARCHER-1050 trial
showed more gain in overall survival for dacomitinib
than for gefitinib, and the efficacy was more prominent
in L858R than in deletion 19, although central nervous
system metastases were excluded.!®

For uncommon point mutations of EGFR such as
G719X, L861Q and S768I, there is more data to
substantiate the use of afatinib than for any other TKI.
Although afatinib is relatively ineffective in exon 20
insertion, the pulse regimen of a single weekly dose of
280 mg seemed promising.!"! However, with the
availability of monoclonal antibodies such as
amivantamab, the use of TKIs will likely become less
popular.

The existing literature suggests that for first-line
systemic treatment for metastatic lung cancer harbouring
common EGFR mutations and without central nervous
system metastases, either of the two second-generation
TKIs should be the treatment of choice, with dacomitinib
specifically favoured in LL858R. This is supported by
local results from Chow et al’ However, the use of
first-generation TKIs is losing favour because of inferior
results compared with the second-generation TKIs.
Moreover, the prevalence of T790M resistance mutation
upon progression is similar for both generations of TKIs,
and equally amenable to salvage with third-generation
drugs. In contrast, for uncommon point mutations,
afatinib remains the treatment option with the most robust
supporting data. For patients with brain metastases on
presentation, osimertinib is undoubtedly the best option
for first-line systemic treatment.

In conclusion, these two retrospective local studies
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support the current literature on standard first-line
treatments for NSCLC, including in Asian patients.
Despite the fast-paced developments in systemic therapy
for this disease, these results remain clinically relevant.
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