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Cost-effectiveness of epidermal growth factor 
receptor–targeting tyrosine kinase inhibitors

To the Editor—I read with great interest, in the recent 
issue of the Hong Kong Medical Journal, the article 
“Effectiveness and cost-effectiveness of erlotinib 
versus gefitinib in first-line treatment of epidermal 
growth factor receptor-activating mutation-positive 
non–small-cell lung cancer patients in Hong Kong” 
by Lee et al.1 The authors, by indirect treatment 
comparison, demonstrated the cost-effectiveness of 
erlotinib over gefitinib. However, I find it difficult 
to understand the rationale behind the basis of this 
comparison. The approach compares trial [A vs C] 
with trial [B vs C], using C as the bridge comparator. 
By substitution, the authors cited IPASS2 with 
gefitinib-treated patients (A) versus carboplatin-
paclitaxel–treated patients (C) for comparison with 
OPTIMAL3 with erlotinib-treated patients (B) versus 
carboplatin-gemcitabine–treated patients (C). 
Obviously the C’s in the two trials are not identical 
unless it can be proven that carboplatin-paclitaxel 
and carboplatin-gemcitabine have exactly the same 
efficacy. Furthermore the patient characteristics 
in the two trials are also not identical. In IPASS 
only some patients were shown to have epidermal 
growth factor receptor (EGFR) mutations, while 
in OPTIMAL all patients had EGFR-activating 
mutations in exons 19 and 21. Since such mutations 
determine the response to treatment targeting 
tyrosine kinase inhibitors, patients receiving 
erlotinib (in OPTIMAL) had a clear advantage.
 As Lam and Mok4 pointed out in their 
editorial commentary, head-to-head comparison 
is the preferred method of assessment and such 
studies have been done in Korea, Taiwan and China, 
showing no significant difference in efficacy between 
gefitinib and erlotinib except a better toxicity profile 
for the former. I fully agree with the editors that we 
should move on beyond these two drugs.
 As to cost-effectiveness, it might be worthwhile 
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to take note of a third EGFR inhibitor, icotinib. In a 
head-to-head comparison trial,5 it has been shown 
to be non-inferior to gefitinib but with an even better 
toxicity profile. Developed in China, it is said to cost 
considerably less than either erlotinib or gefitinib. 
Hope it becomes available in Hong Kong soon.
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