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Background: FLAURA, the prospective trial of osimertinib as a first-line therapy compared with first-generation
epidermal growth factor receptor-tyrosine kinase inhibitors (EGFR-TKIs), did not show superior survival benefit for
osimertinib in either the subgroup of Asians or the subgroup with the L858R mutation. In addition, the superiority
of osimertinib compared with second-generation EGFR-TKI is thus far unclear.
Patients and methods: We reviewed the clinical data of all consecutive patients who were treated with osimertinib or
afatinib as first-line therapy between May 2016 and October 2019 from 15 institutions in Japan. We defined the groups
based on first-line EGFR-TKI as the afatinib group and the osimertinib group. Outcomes included time to discontinuation
of any EGFR-TKI (TD-TKI), overall survival (OS), and time to treatment failure, with propensity score analysis carried out
as an exploratory analysis in the survival and subgroup analyses.
Results: A total of 554 patients were enrolled. Data on 326 patients in the osimertinib group, and 224 patients in the
afatinib group were analyzed. TD-TKI adjusted by propensity score in the afatinib and osimertinib groups was 18.6
months (95% confidence interval 15.8 to 22.0) and 20.5 months (95% confidence interval 13.8 to not reached),
respectively, without significant difference (P ¼ 0.204). OS adjusted by propensity score favored the afatinib group
with a significant difference (P ¼ 0.018). Subgroup analysis with propensity score showed that patients with L858R
and without brain metastasis had superior survival benefit with afatinib compared with osimertinib (P < 0.001).
Conclusions: TD-TKI in the afatinib group was not significantly prolonged compared with the osimertinib group in the
practical data. In the exploratory analysis of patients with L858R-mutated non-small-cell lung cancer without brain
metastasis, afatinib showed more benefit in OS over osimertinib.
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INTRODUCTION

Epidermal growth factor receptor (EGFR) mutation is one of
the driver oncogenes of non-small-cell lung cancer (NSCLC),
leading tumorigenesis and tumor growth by activated EGFR
pathway.1 EGFR tyrosine kinase inhibitors (EGFR-TKIs) have
been established as standard therapy based on the evi-
dence of prospective clinical trials. First-generation EGFR-
TKIs, gefitinib and erlotinib, and the second-generation
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EGFR-TKI, afatinib, have been proven to significantly pro-
long progression-free survival (PFS) in EGFR-mutated NSCLC
compared with chemotherapy in phase III trials.2-7 Osi-
mertinib, a third-generation EGFR-TKI, had survival benefit
versus first-generation EGFR-TKIs, with a less toxic profile in
the FLAURA trial. This resulted in its approval as a standard
first-line treatment for EGFR-mutated NSCLC.8

Osimertinib was first approved for treatment of patients
with the T790M mutation after progression during first- or
second-generation EGFR-TKI. In the AURA3 trial, the
improvement of PFS for osimertinib over chemotherapy
was proven in patients with T790M-positive NSCLC who
were pretreated with first-generation EGFR-TKIs; however,
the patients who were pretreated with a second-generation
EGFR-TKI were not included.9 As a result, the PFS of osi-
mertinib after afatinib failure was not yet clear in this
prospective trial. The combined analysis of the Lux-Lung 3,
6, and 7 trials indicated prolonged overall survival (OS) in
patients who received afatinib therapy as first-line therapy
follow up by osimertinib therapy as a sequential
therapy compared with patients who received gefitinib
therapy follow up by osimertinib therapy.10 The Gio-Tag
trial, a retrospective study using the real-world data of
203 patients who were treated with afatinib follow up by
osimertinib, demonstrated that the PFS of osimertinib after
the failure of afatinib was 14.3 months.11,12 In addition, this
study showed that the Asian population had prolonged PFS
compared with the non-Asian population. These data indi-
cated that second-generation EGFR-TKIs had the potential
to prolong the total period of EGFR-TKI therapy, especially
in the Asian population, resulting in an improvement of OS.
The supportive data are, however, insufficient.

The OS secondary analysis in the FLAURA trial indicated
that the Asian and the L858R-mutated populations had
hazard ratios (HRs) ofw1.0, which did not show a benefit of
OS over first-generation EGFR-TKIs in these subgroups due to
a small, underpowered sample size.13 Interestingly, race
(Asian or non-Asian) and EGFR mutational subtype (exon 19
deletion or exon 21 L858R) are just two stratified factors in
the randomization of this study. This fact indicated that these
two factors independently had a negative influence on the
clinical benefit of osimertinib. Asians account for the ma-
jority of EGFR-mutated NSCLC patients in terms of preva-
lence, with w40% of Asians having adenocarcinoma versus
w20% in the non-Asian population. This confirms that
reproducibility of clinical benefit in the Asian population with
EGFR-mutated NSCLC is crucial in this tumor subtype.

Based on this background information, we hypothesize
that first-line afatinib treatment, follow up by osimertinib, if
T790M is detected at the point of afatinib failure (afatinibe
osimertinib sequence strategy), has the potential for supe-
rior efficacy compared with first-line osimertinib treatment.
The aim of this study is to explore the potential of an
afatinibeosimertinib sequence strategy compared with a
first-line osimertinib strategy, and to identify which sub-
populations benefit from sequential afatinibeosimertinib
treatment, with special interest in the subgroup analysis
2 https://doi.org/10.1016/j.esmoop.2021.100115
of patients with the L858R mutation for the aforemen-
tioned reasons.
MATERIAL AND METHODS

Patients

In this observational cohort study, all consecutive patients
who were treated with osimertinib (80 mg once daily as
initial dose) or afatinib (40 mg once daily as initial dose) as a
first-line therapy between May 2016 and October 2019
were enrolled from 15 institutions in Japan. The data cut-off
was 31 December 2019. We defined the patients who were
treated with afatinib or osimertinib in first-line settings as
the afatinib and osimertinib groups, respectively.
Data extraction and management

Clinical data were extracted from the electronic medical
records of each institution. Invitation to this study was sent
to all institutions in the Central Japan Lung Study Group
(CJLSG); case report forms were sent to the institutions
after confirmation of intent to participate in this study, and
the staff described the case details in the case report forms.
Before data collection, a statistical plan was created by the
designated statistician. The protocol was registered with the
University Hospital Medical Information Network (UMIN;
Clinical Trial Number: UMIN000041251). The data cleaning
was carried out in accordance with protocols of data
cleaning, and data were fixed after they were confirmed by
the designated biostatistician. Data sharing is planned after
publication of the main results.
Outcome

The primary endpoint of this study was defined as time to
discontinuation of any EGFR-TKI (TD-TKI), which has been
described in a previous report.14 TD-TKI was defined as the
period from the induction of afatinib/osimertinib in first-
line settings to the date of discontinuation of afatinib/
osimertinib if absence of follow up osimertinib/afatinib
therapy, or the period from the same point to the discon-
tinuation of sequential osimertinib/afatinib therapy if the
patient received follow up osimertinib/afatinib therapy.
The secondary endpoint was OS, which was defined as the
period from the introduction of afatinib or osimertinib as
first-line treatment to the date of death due to any cause.
Time to treatment failure (TTF) was defined as the period
from the introduction of afatinib/osimertinib to the date of
discontinuation of afatinib/osimertinib therapy, without
progression being an event due to the evaluation of cases
where continuing afatinib/osimertinib therapy was main-
tained beyond PD. PFS was calculated as the period from
the start of afatinib/osimertinib therapy to the progression
during afatinib/osimertinib therapy, with the discontinua-
tion of afatinib/osimertinib before progression being
censored at the discontinuation. The objective response
rate was calculated in accordance with RECIST version 1.1.
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Exploratory analysis

Based on the results of the subgroup analysis in the FLAURA
trial, we had great interest in the efficacy of osimertinib in
practice in patients with the L858R mutation. Previous re-
ports indicated that osimertinib had the potential to be
effective for brain metastasis; therefore we carried out a
subgroup analysis of patients with EGFR mutational subtype
and brain metastasis as an exploratory analysis. The full
analysis set included patients with uncommon mutations,
which might have biased the clinical outcome of each EGFR-
TKI. Therefore, we carried out separate subgroup analyses
for patients with L858R mutation, and for patients with
exon 19 deletion. Consequently, subgroup analyses were
planned in patients with or without brain metastasis, with
exon 19 deletion, and with L858R point mutation. Survival
analyses of subgroups were conducted by adjusting the
propensity score excluding the factor, brain metastasis, or
EGFR mutational subtype.
Statistical methods

In this study, the primary endpoint was TD-TKI, using
propensity scoring analysis by the inverse probability of
treatment weighting (IPTW) method, adjusting by the
designated factors in the statistical plan if appropriate.
Secondary endpoints included OS, PFS, and TTF. Subgroup
analyses based on EGFR mutational subtype and brain
metastasis were carried out as exploratory analyses, as
these secondary analyses were conducted as sensitivity
analyses. The analyses of qualitative variable characteris-
tics were conducted using a two-sided Fisher’s exact test
or chi-square test where appropriate, and quantitative
variables were analyzed using the Student’s t-test. Survival
curves were estimated by the KaplaneMeier method, and
a comparison between the two survival curves was con-
ducted using the log-rank test, calculating HR and 95%
confidential intervals (CIs) using the Cox hazard model.
Adjusting by propensity score was planned in the survival
analysis, with propensity score calculated using logistic
regression by 10 factors as follows: institutions, age, sex,
histologic subtype, smoking history, EGFR mutational sta-
tus, clinical stage, Eastern Cooperative Oncology Group
performance status, level of PD-L1 expression, and the
presence of brain metastasis. The C statistic of the model
was 0.663 (95% CI, 0.616-0.710). Adjusting by propensity
score was conducted using stabilized IPTW, truncated (at
the 99th percentile) IPTW, and matching method by three
ratios: 1 : 1, 1 : 2, and 1 : 3 without replacement,
respectively. P values <0.05 were defined as a significant
difference in this study. All statistical analyses were con-
ducted using SAS version 9.4 software (SAS Institute Inc,
Cary, NC). The protocol was registered with the UMIN
(Clinical Trial Number: UMIN000041251). Data analyses
were conducted in accordance with the statistical analysis
plan, and data sharing is planed after publication of the
main results.
Volume 6 - Issue 3 - 2021
Ethical considerations

The protocol was approved by the institutional review board
of each institution (approval number in Matsusaka Municipal
Hospital: J-63-191216-3-1). The study was carried out in
accordance with the Declaration of Helsinki, and individual
data were anonymized before enrollment of the data to this
study. The research did not receive funding from any company,
and final support was provided only by the CJLSG.

RESULTS

Patients

A total of 554 patients, 329 patients in the osimertinib
group and 225 patients in the afatinib group, were enrolled
from 15 institutions in Japan. Three patients in the osi-
mertinib group, and one patient in the afatinib group were
excluded from the analysis because one patient in the
afatinib group received afatinib based on the protocol of
another clinical trial, and three patients in the osimertinib
group received osimertinib outside of the protocol period
(Supplementary Figure S1, available at https://doi.org/10.
1016/j.esmoop.2021.100115). For the whole population,
the median age was 70 (range 31-93) years; females
accounted for 56.7%, adenocarcinoma was present in 96.0%
of the cases. Exon19 deletion, exon 21 L858R point muta-
tion, and uncommon mutation rates were 50.4%, 45.8%,
and 9.8%, respectively. The median follow-up period, which
was calculated by the reverse KaplaneMeier method, was
14.0 months, with 9.4 months in the osimertinib group, and
26.2 months in the afatinib group. The comparative analysis
of the two groups’ backgrounds showed a significant dif-
ference in the EGFR mutational subtype, and the trend of
difference in the proportion of patients with brain metas-
tasis, L858R mutation, and uncommon mutation (Table 1).
In the afatinib group, 164 patients (73.5% in afatinib group)
had already discontinued afatinib at the data cut-off, and 56
patients (34.1% of patients discontinued afatinib therapy) in
the afatinib group received sequential osimertinib therapy
after afatinib failure. In the osimertinib group, 96 patients
(29.4% in the osimertinib group) experienced discontinua-
tion of osimertinib therapy, and only 2 patients (2.1% of
patients discontinued osimertinib therapy) received afatinib
therapy after the discontinuation of osimertinib due to
adverse event. The prevalence of brain metastasis based on
EGFR mutational status was 29.6% (82/277) in those with
Ex19del mutation, 23.6% (54/229) in those with L858R
mutation, and 55.1% (27/49) among those with uncommon
mutations including compound mutation, suggesting that
patients with an uncommon mutation had significantly
more brain metastasis compared with those with a major
mutation.

Treatment duration of TKI (TD-TKI)

There was no significant difference in TD-TKI between
groups with a P value of 0.204 after propensity score
adjustment (Figure 1A). Median TD-TKI was 18.6 months
https://doi.org/10.1016/j.esmoop.2021.100115 3

https://doi.org/10.1016/j.esmoop.2021.100115
https://doi.org/10.1016/j.esmoop.2021.100115
https://doi.org/10.1016/j.esmoop.2021.100115
https://doi.org/10.1016/j.esmoop.2021.100115


Figure 1. Survival curves of TD-TKI.
KaplaneMeier curves of TD-TKI with hazard ratio (HR) calculated by propensity
score analysis using the inverse probability of treatment weighting (IPTW)
method.
A/AFA, afatinib; CI, confidence interval; EGFR-TKI, epidermal growth factor
receptor-tyrosine kinase inhibitor; MST, median survival time; O/OSI, osimertinib;
TD-TKI, time to discontinuation of any EGFR-TKI.

Table 1. Demographicsa

Afatinib group (N [
224)

Osimertinib group
(N [ 326)

P value

Age (years), mean 68.82 70.14 0.152
Sex
Male/Female 105/119 133/193 0.162

Smoking status
Never/former or
current/unknown

111/107/6 185/137/4 0.153

Clinical stage (8th
edition TNM stage
classification)
1-2/3/4/R 5/25/152/42 10/24/228/64 0.469

Histologic subtypeb

ADC 215 313 1
SCC 5 7 1
Other 5 6 0.765

EGFR mutationb

Ex19del 114 163 0.862
L858R 74 155 0.001
Uncommon 39 9 <0.001

ECOG PS
0/1/2 or more/

Unknown
67/124/30/3 114/159/47/6 0.328

Pleural effusion
Yes 65 114 0.165

Brain metastasis
Yes 75 85 0.07

PD-L1
<1/1-49/50�/
Unknown

53/56/41/74 102/79/55/90 0.233

ADC, adenocarcinoma; ECOG PS, Eastern Cooperative Oncology Group performance
status; EGFR-TKI, epidermal growth factor receptor-tyrosine kinase inhibitor; PD-L1,
programmed death-ligand 1; SCC, squamous cell carcinoma.
a Early-stage patients received EGFR-TKI therapy in first-line settings due to
intolerability for operation or radiation therapy resulting from factors such as
advanced age or poor PS.
b The cases with multiple factors were counted in each group of the categories of
Histologic subtype and EGFR mutation.
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(95% CI 15.8-22.0) in the afatinib group and 20.5 months
(95% CI 13.8-not estimated) in the osimertinib group
(adjusted HR 1.146, 95% CI 0.929-1.414). HRs adjusted by
other propensity scoring methods are shown in Table 2 [see
4 https://doi.org/10.1016/j.esmoop.2021.100115
data related to TD-TKI (primary endpoint)]. The HRs are
estimated using a statistical model, and the estimates (HRs)
are appropriate under some mathematical assumptions.
Showing that similar trends can be obtained by employing
several statistical models with different assumptions will
support the robustness of the main analysis results.

Overall survival, time treatment of failure, and
progression-free survival

OS analysis showed a significant difference between the
afatinib and osimertinib groups with a P value of 0.018 after
adjusting by propensity scoring [Figure 2A and Table 2, see
data related to OS (secondary endpoint)]. Median OS was
36.2 months (95% CI 30.6-55.3) in the afatinib group and
25.1 months (95% CI not estimated) in the osimertinib
group (adjusted HR 1.47, 95% CI 1.07-2.02). In TTF analysis
and PFS analysis, no significant difference was shown be-
tween groups (Figure 2B and C). Median TTF and median
PFS in the afatinib and osimertinib groups are shown with
HRs in Table 2 [see data related to TTF (secondary endpoint)
and PFS (secondary endpoint)]. Median TTF of osimertinib
after afatinib failure was 9.9 months (95% CI 3.59-16.2) for
all 56 patients, 14.5 months (95% CI 11.65-17.32) in the 34
patients with Ex19del, and 5.55 months (4.74-6.37) in the
16 patients with L858R.

Subgroup analysis

The survival curves of the subgroup analysis based on EGFR
mutational subtype showed the afatinib had a trend of
better survival benefit in patients with the L858R mutation
compared with osimertinib (Supplementary Figure S2,
available at https://doi.org/10.1016/j.esmoop.2021.100115).
By contrast, osimertinib indicated a trend of superior clinical
benefit compared with afatinib in patients with brain
metastasis (Supplementary Figure S3, available at https://
doi.org/10.1016/j.esmoop.2021.100115). We carried out a
subgroup analysis of patients with L858R, and without brain
metastasis. There was a significant difference in OS between
groups with a P value of 0.047 (Figure 3). Propensity score
analysis in the subgroups showed significant differences in
PFS and OS between the two groups (Supplementary
Figure S4, available at https://doi.org/10.1016/j.esmoop.
2021.100115), and the HRs favored afatinib across pro-
pensity scoring methods, with a P value of <0.001 by the
IPTW method (Supplementary Table S1, available at https://
doi.org/10.1016/j.esmoop.2021.100115).

DISCUSSION

The FLAURA trial showed improved survival benefit for
osimertinib over first-generation EGFR-TKIs in first-line set-
tings, while the superiority of osimertinib to second-
generation EGFR-TKIs has not yet been investigated. To
our best knowledge, this is the first report evaluating the
efficacy of osimertinib compared with a second-generation
EGFR-TKI in clinical practice, using the largest-scale practical
data of patients treated with osimertinib in first-line set-
tings. In addition, almost all of the patients included in our
Volume 6 - Issue 3 - 2021
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Table 2. Hazard ratio based on method of propensity score analysis

Method TD-TKI (primary endpoint) Overall survival (secondary endpoint)

N HR (95% CI) P value N HR (95% CI) P value

IPTW 540 1.146 (0.929-1.414) 0.204 540 1.470 (1.070-2.021) 0.018
Sensitivity analysis
Unadjusted 550 1.090 (0.814-1.459) 0.565 550 1.217 (0.783-1.893) 0.383
Matching (1 to 1) 376 1.010 (0.701-1.455) 0.959 376 1.141 (0.639-2.037) 0.657
Stabilized IPTW 540 1.134 (0.842-1.528) 0.408 540 1.450 (0.924-2.275) 0.106
Truncated IPTW 529 1.169 (0.943-1.450) 0.155 529 1.385 (0.998-1.922) 0.052

Method TTF (secondary endpoint) PFS (secondary endpoint)

N HR (95% CI) P value N HR (95% CI) P value

IPTW 540 0.924 (0.755-1.131) 0.443 540 1.020 (0.812-1.281) 0.864
Sensitivity analysis
Unadjusted 550 0.882 (0.667-1.167) 0.379 550 0.980 (0.716-1.340) 0.898
Matching (1 to 1) 376 0.817 (0.575-1.163) 0.262 376 1.003 (0.686-1.468) 0.987
Stabilized IPTW 540 0.914 (0.687-1.214) 0.534 540 1.000 (0.726-1.377) >0.99
Truncated IPTW 529 0.932 (0.758-1.145) 0.501 529 1.038 (0.825-1.305) 0.751

CI, confidence interval; HR, hazard ratio; IPTW, inverse probability of treatment weighting; PFS., progression-free survival.

Figure 2. Survival curves of secondary endpoints.
KaplaneMeier curves of (A) overall survival (OS), (B) TTF, and (C) progression-free survival (PFS) with hazard ratio (HR) calculated by propensity score analysis using the
inverse probability of treatment weighting (IPTW) method.
A/AFA, Afatinib; CI, confidence interval; EGFR-TKI, epidermal growth factor receptor-tyrosine kinase inhibitor; O/OSI, osimertinib.
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Figure 3. Survival curves of patients with L858R and without brain metastasis.
KaplaneMeier curves of (A) TD-TKI, (B) progression-free survival (PFS), and (C) overall survival (OS) of patients with non-small-cell lung cancer (NSCLC) harboring L858R
without brain metastasis (red, the afatinib group; blue, the osimertinib group).
CI, confidence interval; HR, hazard ratio.
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data were Asians, therefore our data provided some insights
into possible solutions to several clinical issues highlighted
by the data in the FLAURA trial.

The FLAURA trial indicated OS superiority for osimertinib
over first-line EGFR-TKIs; however, the subgroup analysis
failed to show a superior survival benefit of osimertinib
versus first-generation EGFR-TKIs in the subgroups with the
L858R mutation, and Asians, with HRs of w1.0. Most
important is that EGFR mutational status (Ex19Del or L858R)
and race (Asian or non-Asian) were just two factors strati-
fied due to randomization in the FLAURA study, suggesting
that these two subgroup analyses should be discussed
separately from other subgroup analyses. Asian data
already have been reported, demonstrating that the OS
benefit of osimertinib was superior to that of first-
generation EGFR-TKIs.15 These data, however, did not
include a subgroup analysis of OS in patients with the L858R
mutation. The OS analysis in our study, in which almost all
patients were Asians, showed that the OS curve of the
afatinib group was better than that of the osimertinib group
among patients with L858R.

We hypothesized that the enhanced efficacy of osi-
mertinib after afatinib therapy improved the OS benefit of
6 https://doi.org/10.1016/j.esmoop.2021.100115
afatinib therapy. The Gio-Tag trial, which was a retrospec-
tive study to evaluate the sequential therapy of afatinib
follow up by osimertinib in practice, indicated that osi-
mertinib was prolonged to a greater degree after afatinib
therapy than previous reported.11 The proportion of pa-
tients treated with osimertinib after afatinib therapy among
those who discontinued afatinib therapy was more frequent
than historical data indicated, which is consistent with the
better results in our study. In our study, however, the me-
dian TTF of osimertinib after progression on afatinib ther-
apy was 9.9 months, where patients with L858R exhibited a
much shorter TTF than those with the Ex19Del (median 5.55
months versus 14.5 months). The AURA3 trial also indicated
that the HR of PFS against chemotherapy in patients with
the Ex19Del showed a better trend compared with that of
the L858R group.9 These analyses continued to raise the
question of what induced the superiority of afatinib over
osimertinib among the patients with L858R.

As mentioned earlier, the FLAURA study also failed to
show the superiority of osimertinib in the subgroup of pa-
tients with the L858R mutation. By contrast, osimertinib
had better penetration of the central nervous system, and
clinical benefits have also been reported.16 Colclough
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et al.17 investigated the brain penetration of EGFR-TKIs
using a preclinical model, with the results indicating that
osimertinib displayed the best bloodebrain-barrier pene-
tration of the 16 irreversible and reversible EGFR-TKIs
tested. Our study showed the superiority of osimertinib in
patients with brain metastasis in clinical practice, which
suggests that patients with brain metastasis are candidates
for osimertinib as a first-line therapy. Therefore we focused
on the patients with L858R, and without brain metastasis,
and the propensity score analysis was carried out in this
population as an exploratory analysis. As a result, the OS
benefit showed a favorable trend for the afatinib group
compared with the osimertinib group, as shown in Figure 3,
and Supplementary Figure S4, available at https://doi.org/
10.1016/j.esmoop.2021.100115. The subgroup analysis of
the Asian and non-Asian populations in the Gio-Tag trial
indicated that afatinib resulted in a better outcome among
the Asian population. Japanese data showed that 87% of
Japanese patients received rebiopsy after first- or second-
generation EGFR-TKI treatment failure in the prospective
trial.18 Nadler et al.19 reported that only 19% of patients
treated with EGFR-TKI in first-line settings were tested for
T790M mutation in the United States.

This potentially indicates that the L858R mutation
weakens the efficacy of osimertinib, while afatinib has a
survival benefit, with an advantage among Asians, especially
in Japan where sequential osimertinib therapy is available
due to the approval of osimertinib and frequent rebiopsy in
the Gio-Tag trial, and a disadvantage in patients with brain
metastasis. Consequently, Japanese patients with the L858R
mutation, and without brain metastasis showed an OS
benefit in the afatinib group compared with the osimertinib
group.

This study had some limitations. There was a bias due to
the nature of retrospective study, although we carried out a
subgroup analysis or propensity score analysis to address
the bias as far as possible. The OS analysis is immature due
to the short follow-up period, and osimertinib had more
censored cases, which induced the trend of a better survival
curve in the osimertinib group due to the bias of informa-
tive censoring. The difference in follow-up periods between
groups is also a bias because the relatively shorter follow-up
period in the osimertinib group might introduce some un-
recognized bias. The results of the subgroup analyses should
be applied with caution because of the multiplicity issue of
testing. These subgroup analyses are included as explor-
atory analyses; therefore the results are not conclusive.

In conclusion, TD-TKI and OS in the afatinib group have
not been proven to be superior to those in the osimertinib
group. However, osimertinib also could not sufficiently
show superior clinical benefit over afatinib. Osimertinib
showed strong clinical benefit in patients with brain
metastasis in our data. Meanwhile afatinib had the trend of
having clinical benefit in patients with the L858R mutation
compared with osimertinib. Consequently, the subgroup
analysis with the propensity score method revealed that
afatinib had a strong trend of prolonged TD-TKI and OS over
osimertinib in patients with the L858R mutation and
Volume 6 - Issue 3 - 2021
without brain metastasis. Our results are certainly not
conclusive because of the retrospective design; however,
this represents that the use of osimertinib is not yet
conclusive for this particular population. This study supports
further investigation, such as a prospective clinical trial of
an Asian population, to confirm the results.
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