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Long-term complete response to gefitinib after treatment
termination in a patient with recurrent post-operative EGFR-
mutated lung adenocarcinoma: case report and literature review
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Abstract: Non-small-cell lung cancer (NSCLC) with epidermal growth factor receptor (EGFR) mutations
is highly sensitive to EGFR-tyrosine kinase inhibitor (EGFR-TKI). However, few cases of advanced
NSCLC completely cured by EGFR-TKIs have been reported. We present an extremely rare case of lung
adenocarcinoma that was completely cured by gefitinib administration. A 36-year-old Japanese woman
was diagnosed with clinical Stage ITIB (T2N3MO0) lung adenocarcinoma originating from the left upper
lobe in April 2006. After the two cycles of chemotherapy, it was down-staged to ycStage IA (T1NOMO).
She underwent a thoracotomy with left upper lobectomy, pulmonary angioplasty, and mediastinal
nodal dissection in July 2006 [ypStage IIIA (T3N1MO)]. Eighteen months later, she was found to have
lymphadenopathy of the right supraclavicular nodes. Fine needle aspiration cytology of the lymph node
indicated adenocarcinoma. She started gefitinib therapy for recurrent lung cancer with EGFR mutation
(exon 19 deletion) in January 2008. Four months afterward, computed tomography (CT) showed her right
supraclavicular nodes had shrunk dramatically. Treatment with gefitinib was continued. Thereafter, no
disease progression was observed throughout her approximately 8-year gefitinib treatment, and gefitinib
was terminated in November 2016. Although the patient received no other treatment, she has suffered no

recurrence in the 4 years since. A review of the literature, including our case, is also presented.
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Introduction

Non-small-cell lung cancer (NSCLC) with epidermal
growth factor receptor (EGFR) mutations is highly
sensitive to EGFR-tyrosine kinase inhibitor (EGFR-TKI).
However, few cases of advanced NSCLC completely cured
by EGFR-TKIs have been reported. Here, we report a
case of a post-operative recurrence of EGFR-mutated
lung adenocarcinoma that achieved a clinically complete
response to gefitinib that has continued for 4 years after
terminating gefitinib treatment. We also present a literature
review. We present the following case in accordance with
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the CARE reporting checklist (available at https://dx.doi.
org/10.21037/tcr-21-1140).

Case presentation

A 36-year-old Japanese woman was diagnosed with clinical
Stage IIIB (T2N3MO0) lung adenocarcinoma originating
from the left upper lobe in April 2006. Computed
tomography (CT) showed a 30-mm mass in the left
upper lobe, enlarged right tracheobronchial nodes and
left supraclavicular nodes. Mediastinoscopy with biopsy
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Figure 1 Cervical CT before and after initiating gefitinib. (A) Before initiating gefitinib, post-operative recurrence in the right

supraclavicular nodes (shown by arrow) was observed. (B) After initiating gefitinib, the right supraclavicular nodes extremely shrank (shown

by arrow). CT, computed tomography.

from the left supraclavicular nodes revealed metastatic
adenocarcinoma; N3 disease was confirmed. After the
two cycles of chemotherapy (cisplatin + gemcitabine +
vinorelbine), it was down-staged to ycStage IA (T1NOMO).
She underwent a thoracotomy with left upper lobectomy,
pulmonary angioplasty, and mediastinal nodal dissection
in July 2006 [ypStage IITA (T3N1MO)]. Approximately
11 months after the surgery, post-operative oligo-recurrence
of lung cancer with left supraclavicular nodes metastasis was
observed. A left supraclavicular and both sides of cervical
nodal dissection was performed in July 2007.

In December 2007, she was found to have lymphadenopathy
of the right supraclavicular nodes. As fine-needle aspiration
cytology showed adenocarcinoma, she was diagnosed with
post-operative recurrence. The right supraclavicular nodes
are observed 15mm in size, and no other sites of recurrence
were observed in CT (Figure 14). EGFR mutation (exon
19 deletion) was detected in the primary tumor specimens,
so gefitinib was initiated in January 2008. Four months
later, CT showed the right supraclavicular nodes had shrunk
dramatically (Figure 1B), and the treatment with gefitinib
was continued. Gefitinib initiation was reduced to once
every 2 days in November 2011 due to seborrheic dermatitis
(grade 3). After that, no disease progression was observed
throughout the gefitinib treatment, for approximately
5 years. Positron emission tomography-CT showed no
recurrence in June 2014. Gefitinib was terminated in
November 2016 at the patient’s wish. She received no other
anti-tumor treatment. In May 2021, CT showed no signs of
tumor progression or new lesion. As no recurrence has been
observed for the 4 years since terminating gefitinib, gefitinib
treatment has apparently cured her recurrent NSCLC.

All procedures performed in studies involving human
participants were in accordance with the ethical standards
of the institutional and/or national research committee(s)
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and with the Helsinki Declaration (as revised in 2013).
Written informed consent was obtained from the patient for
publication of this case report and accompanying images.
A copy of the written consent is available for review by the
editorial office of this journal.

Discussion

We present here an extremely rare case of post-operative
recurrence of EGFR-mutated lung adenocarcinoma
that was evidently cured with gefitinib therapy. The
right supraclavicular metastatic lymph nodes, in which
adenocarcinoma was found with fine needle aspiration,
shrank remarkably with gefitinib administration. Even after
terminating gefitinib, disease progression has not been
observed for 4 years.

To our knowledge, only two other cases of EGFR-
mutated lung adenocarcinoma have achieved complete
responses to EGFR-TKI with long-lasting progression-
free survival (PFS) after terminating EGFR-TKI treatment
(Table 1) (1,2). All of these cases were post-operative
recurrences with exon-19 deletions. According to the
results of the WJTOG3405 trial, overall survival of patients
with recurrent lung cancers was better than that of patients
with Stage ITIB/IV disease (3), which may reflect their
differences in tumor volume. Post-operative recurrences
are usually diagnosed at routine follow-ups, at intervals of
several months after resections; treatment for recurrent
disease therefore starts with lower tumor burden than that
for Stage IIIB/IV disease. Thus, in the current case, the low
tumor burden might have been associated with the dramatic
response to EGFR-TKI. Adjuvant osimertinib significantly
improved disease-free survival among patients with EGFR
mutation-positive NSCLC in ADAURA trial [not related

(NR) vs. 19.6 months; hazard ratio for disease recurrence
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Table 1 Published case reports of clinically complete responses of EGFR-mutated NSCLC after terminating EGFR-TKI treatment

Authors ) . EGFR EGFR-TKI, PFS after terminating
C Age Gender D TNM Ref .
ase (published year) ge TenderLiagnosis ' subtype administration period EGFR-TKI etsno
1 Kuwata et al. 75 M Post-operative TON3MO Ex 19 del Gefitinib, 18 months  More than 120 1)
[2016] recurrence in the right months

supraclavicular nodes

2 Yamanakaetal. 73 F
[2019]

Post-operative liver

metastases (HEP)

3 Current case 36 F  Post-operative
recurrence in the right

supraclavicular nodes

TONOM1c Ex 19 del Afatinib, 24 months

More than 18 months  (2)

TON3MO Ex 19 del Gefitinib, 107 months 54 months -

EGFR, epidermal growth factor receptor; NSCLC, non-small-cell lung cancer; EGFR-TKI, EGFR-tyrosine kinase inhibitor; rTNM, recurrence
tumor-node-metastasis classification; HEP, hepatic metastasis; ex 19 del, exon 19 deletion; PFS, progression-free survival.

or death, 0.17; 99.06% confidence interval (CI), 0.11 to
0.26; P<0.001] (4). This also might suggest that tumor
burden have a relationship with the efficacy of EGFR-TKI.
Whether the EGFR subtype (exon 19 deletion) affected
the result is unclear. No pattern was observed with respect
to recurrence sites, EGFR-TKI type, or EGFR-TKI
administration period.

Discontinuation of EGFR-TKI can cause some patients
to suffer rapid disease progression within a short time,
which has been called a disease flare (5). In the current case,
disease flare was not observed, and complete response has
persisted for 4 years after stopping gefitinib. This suggests
that the tumor may have completely disappeared. Whether
disease flare will occur in cases of complete response
is unclear; however, when terminating an EGFR-TKI,
switching to other treatments or careful follow-up is clearly
advised. As predictive factors for successful discontinuation
of EGFR-TKIs have not been determined, further research
is warranted.

Conclusions

We report a patient with recurrent NSCLC that harbored
activating EGFR-mutations, who had a long-enduring
complete response after terminating gefitinib. Further
research is needed to identify factors that indicate EGFR-
TKI can be successfully discontinued.
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