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Introduction

Lung cancer is one of the most commaon and deadly tumour types that aflect
patiants in Hong Kong. Lung cancer patients with Asian ethmicity, female gender,
non-gmoking status and non-squamous histodogy ame more Bkely than othaers to
harbour EGFR gere mutations, and may benefit from l2ss toxic freatment options,
such as EGFR tyrosine kinase inhibitors (EGFR-TKls), gefitinib and eratinib,
A local study found EGFR mutations in 116 tissue samples from 241 patients
[48%) who had undergore tumour resection for NSCLC;" in other words, more
than half of NSCLC patients in Hong Korg have EGFR wild-type tumaurs.

First-line chemotherapy

Platinum-based doublet chemctherapy has been considered the standard
first-line freatment for performance status (P3) 0-1. EGFR wild-lype NSCLC
patients, Depending on histology, combination of pemetrexed/cisplatin is the
treatmant of choice for adenocarcinoma ar large cell carcinoma. Pematraxed/
cisplatin therapy results In better 05 than gemcitabinefcisplatin, and Is less
tomic.? For squamous cell carcinoma, combinations of either gemcitabing or
docataxel with platinum are the prefarred choices.

What more can we do? Chemotherapy plus
non-specific targeting agents

Cetuximab is a monoclonal antibody that binds to the extracellular domain
of EGFR. thus blocking kgand-activated signal transduction and receptor
dimerisation. Compared with chemothesapy alone, combination of cetuximab
with first-liné chemotherapy increesed O3 in patients who expressed EGFR.?
High tumour EGFR immunchistochemistry score (=200/300) and first-cycle rash
are surrogate biomarkers that predict increased sunvival for patients treated with
chamotherapy plus cetuxemaby. Furthermare, this increased suwrvival is seen inall
NSCLC nistological sublypes.

On the other hand, combination of chamotherapy with bevacizumab,
an angiogenesis inhibitor that bings to vascular endothedial growth factor A,
demansirated greater survival benefit than chematherapy alone in patients with
non-squamowus NSCLC, as evidenced by the E4529," AVAIL " and Sall® trials.

Novel agents

Other genetic anomalias besides EGFR gone mutations can also lead to NSCLC.
Patients with EML3-ALK gene rearrangements (ALK-pasitive), which account for
approximately 5% of adenccarcinoma of lung cases, have very high response
rate (>80%) 1o crizotinib,” a protein kinase inhibitor, The current National
Comprehansive Cancer MNetwork (NGCM) guadelineg recommeands crizoting as
the first-line reatment Tor ALK-positive patiants.

In & recent phase Il study, selumetinib, a mitogen-activated protein kinase
inhibitor, also showed promising efficacy in combination with docetaxsl, versus
docetaxel alone, in patients with KRAS mutations.®

Second-line treatment

Although many new active agents ane available for lung cancer, tha reported
response rate to second-lne chemotherapy has generally been less than
10%. Docetaxel, pemetraxed, erotinib or platinum doublet am mcommended
sacond-line options for patients with PS5 0-2, Eratindb has provien superior 1o
bes! supportive care, with significantly improved survival and delayed time to
symplom deleroration, independent of histology type or EGFR mutation stoatus.?
The TAILOA study,™ a phase L trhal of erlotinib wersus docetaxe! as second-ling
reatment for NSCLC patients with wikd-type EGFR, demonstrated a higher
response rate of 13.0% versus 2.2% (p=0.004) and a greater PFS at & months of
28.9% versus 16.9% (p=0.014), in favour of docelaxel.
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