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Objective

To conduct a network meta-analysis (NMA) utilizing
updated/mature randomized controlled trial

(RCT) results for overall survival (OS) to examine
the efficacy of first-line epidermal growth factor
receptor-tyrosine kinase inhibitor (EGFR-TKI)
comparators for the treatment of EGFR mutation
positive (EGFR+) advanced non-small cell lung
cancer (NSCLC).

Background

Lung cancer is one of the most common cancers, with 2.1 million new lung cancer
cases reported globally in 2018."

e NSCLC represents 85 % of lung cancers with >50 % being diagnosed with advanced
disease.?

e In patients with EGFR+ advanced NSCLC, EGFR-TKIs are recommended for first-line
treatment.3*

e This study uses updated/mature RCT results for OS to update a previously published
NMA of EGFR-TKIs.

Methods

SYSTEMATIC REVIEW

e Aninitial search included 11 databases and identified RCTs that measured OS
published between January 2004 — August 2018.°

e Inanupdate, a manual search included new articles affiliated with the ARCHER
1050° and FLAURA trials” up to November 2019.

STATISTICAL METHODS

e Bayesian NMA compared OS among EGFR-TKIs in overall EGFR+ advanced NSCLC
population (Figure 1), and in Asian/non-Asian and EGFR exon 19 deletion/exon 21
L858R substitution mutation subgroups.

Figure 1. Network Diagram
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Abbreviations: AFA, afatinib; CIS + GEM, cisplatin plus gemcitabine; DAC, dacomitinib; ERL, erlotinib; GEF, gefitinib; OSI, osimertinib.
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Conclusion

Dacomitinib showed a numerical improvement
of OS compared with other EGFR-TKIs and had
the highest probability of being ranked first

in the network. Therefore, dacomitinib should
be considered as one of the standard first-line
treatment options for patients diagnosed with
advanced EGFR+ NSCLC.

NMA Results

OVERALL POPULATION
o Five RCTs were included in the NMA.

e Dacomitinib demonstrated a significant improvement of OS vs gefitinib and a numerical
improvement of OS vs afatinib, erlotinib, and osimertinib (Table 1 and Figure 2).

o Dacomitinib had the highest probability of being ranked first in the network (50.1 %),
followed by osimertinib (24.6 % ), erlotinib (15.4 %), and afatinib (9.1 %).

Table 1. Relative Efficacy HRs and 95% Crls for all EGFR-TKI
Comparisons for OS

Treatment HR (95% CrI)
Treatment Afatinib Dacomitinib Erlotinib Gefitinib Osimertinib
Afatinib 0.87 1.10 116 0.93
(0.61-1.24) (0.69-1.74) (0.89-1.52) (0.66-1.31)
Dacomitinib 115 1.26 1.34 1.07
(0.81-1.64) (0.70-2.25) (1.06-1.69) (0.77-1.47)
Erlotinib 0.91 0.79 1.06 0.85
(0.57-1.45) (0.44-1.42) (0.62-1.81) (0.48-1.51)
Gefitinib 0.86 0.75 0.94 0.80
(0.66-1.12) (0.59-0.95) (0.55-1.60) (0.64-1.00)
Osimertinib 1.08 0.94 118 1.25
(0.76-1.52) (0.68-1.29) (0.66-2.10) (1.00-1.56)
Note: cells correspond to relative effects of column treatments vs row treatments (HR < 1.0 indicates benefit in favor of the column treatment).
Abbreviations: CrI, credible interval; EGFR-TKI, epidermal growth factor receptor — tyrosine kinase inhibitor; HR, hazard ratio; OS, overall survival.

Figure 2. Forest Plots of HRs and 95% CrIs for Dacomitinib vs EGFR-TKI
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Abbreviations: Crl, credible interval; DAC, dacomitinib; EGFR-TKI, epidermal growth factor receptor - tyrosine kinase inhibitor; HR, hazard ratio; OS, overall survival

SUBGROUP ANALYSES

e Results of exon 21 L858R substitution mutation and Asian subgroup analyses were
consistent with those in the overall population (Figure 3).

e Inthe exon 19 deletion mutation subgroup, afatinib and osimertinib demonstrated
a numerical improvement of OS relative to dacomitinib.

e In the non-Asian subgroup, osimertinib demonstrated a numerical improvement of
OS relative to the other EGFR-TKIs; however, the network for non-Asian subgroup
included only 3 RCTs with small sample sizes of non-Asian patients in each trial.

Figure 3. Forest Plot of HRs and 95% Crls for Dacomitinib vs EGFR-TKI
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HR, hazard ratio; OS, overall survival;0SI, osimertinib.
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