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Background: Combined small cell lung cancer (CSCLC) is rarely reported, which accounting for only 2%
to 5% of all lung cancers. And enteric adenocarcinoma is also a rare subtype of non-small cell lung cancer
(NSCLC) whose histomorphology is very similar to lung metastatic colorectal cancer.

Case Description: We report a case with both small cell lung cancer (SCLC) and enteric adenocarcinoma
for the first time. The patient was admitted to our hospital due to the left lung mass after a routine
examination. She underwent computed tomography scan and needle biopsy, which showed the tumor
consisted of two different components (70% SCLC and 30% enteric adenocarcinoma). The mixed density
nodules were also observed in the right lung’s lower lobe, and positron emission tomography-computed
tomography (PET-CT) showed an increase of standard uptake value (SUV) greater than 2.5 in the right
lung. Imaging and pathology experts agreed that the nodules of right lung were metastatic lesions after
multi-disciplinary treatment (MDT). Considering the epidermal growth factor receptor (EGFR) p.L861Q
mutation, the patient received gefitinib and EP chemotherapy, and she responded well to the combination
therapy. At last follow-up, the progression-free survival (PFS) reached 11 months, and the adverse effects
were clinically acceptable and tolerable.

Conclusions: This case report provides direct evidence for EGFR-tyrosine kinase inhibitor (TKI) and EP

chemotherapy is effective and useful in the treatment of CSCLC patients with enteric adenocarcinoma.
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Introduction

Combined small cell lung cancer (CSCLC) is an
uncommon subset of small cell lung cancer (SCLC),
defined as SCLC combined with any elements of non-small
cell lung cancer (NSCLC). A previous study reported that
the incidence rate of CSCLC was from 2% to 28% (1).
The combined NSCLC histological types include
adenocarcinoma, squamous cell carcinoma, or large cell
carcinoma, or any other rare component (2,3). As a variant
of lung adenocarcinoma, enteric adenocarcinoma was a
rare type of lung adenocarcinoma, distinguished by invasive
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mucinous adenocarcinoma. The disease lacks a distinctive
manifestation and often requires pathological examination
to make a definite diagnosis. However, the case combined
SCLC with enteric adenocarcinoma is rarer, and the
research on its treatment and the molecular mechanism is
also unknown. Here, we present a case report of a patient of
SCLC with enteric adenocarcinoma who responded well to
epidermal growth factor receptor-tyrosine kinase inhibitor
(EGFR-TKI) and EP (VP-16 100 mg/m’ IV d1-3 + DDP
25 mg/m’ IV d1-3 q3w) chemotherapy firstly. We present
the following case in accordance with the CARE reporting
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Figure 1 Histopathological and immunohistochemical of a primary CSCLC with enteric adenocarcinoma patient. (A) HE staining showed

two different histological characteristics in low magnification. (B,C) In high magnification, it showed HE staining of SCLC and enteric

adenocarcinoma (40x). (D,E) In both components of tumor, CK is expressed. (F;,G) CK7 expression in enteric adenocarcinoma. (H,I) Syn

expression in SCLC. Green represented enteric adenocarcinoma; red represented SCLC. D-I: immunohistochemical staining. CSCLC,

combined small cell lung cancer; SCLC, small cell lung cancer; CK, cytokeratin; Syn, synaptophysin.

checklist (available at https://tcr.amegroups.com/article/
view/10.21037/tcr-22-1171/rc).

Case presentation

A 70-year-old female non-smoker presented a strange
shadow in the lower lobe of the left lung for health
check without any symptoms. The positron emission
tomography-computed tomography (PET-CT)
examination results showed that the soft tissue density
was nodular in posterior basal segment of left lung’s lower
lobe. The lingual part of the upper lobe of the left lung had
mixed density mass with ground glass and solid nodules.
Meanwhile, the lymph node metastasis was considered in
the left hilum and main pulmonary artery window of the
mediastinum. And the mixed density nodules were also
observed in posterior basal segment of the right lung’s
lower lobe. A needle biopsy in the lower lobe of the left
lung revealed a malignant tumor with poor differentiation.
Images of low magnification showed that tumor tissue
is made up of two different components with a sharp
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boundary histopathologically (Figure 14). The poorly
differentiated component was SCLC, accounting for
approximately 70% (Figure 1B); the other area was enteric
adenocarcinoma, accounting for nearly 30% (Figure 1C).
Immunohistochemically, both parts were strongly positive
for cytokeratin (CK), but the adenocarcinoma area was
more apparent (Figure 1D,1E). Only the area of enteric
adenocarcinoma was positive for cytokeratin 7 (CK7)
(Figure 1F1G), when stained with synaptophysin, the
SCLC component was positive (Figure 1H,11).

The patient was advised to perform a puncture biopsy
of the lesion in the right lung again to further clarify the
nature of nodules, but the patient and her family refused
the puncture biopsy. PET-CT showed an increase of
standard uptake value (SUV) greater than 2.5 in the right
lung. After multi-disciplinary treatment (MDT), imaging
and pathology experts agreed that the nodules of right lung
were metastatic lesions. The pathological stage was stage
IV (¢T2N2M1) with local invasion and intrapulmonary
metastasis. Initially, the patient received EP chemotherapy
for the first cycle. On December 24, 2020, EGFR p.L861Q
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Figure 2 Imaging evaluation before and after EGFR-TKI combined with EP chemotherapy. The pulmonary and mediastinum lesions

decrease apparently on the CT scan pictures. EGFR-TKI, epidermal growth factor receptor-tyrosine kinase inhibitor; CT, computerized
tomography; EP, VP-16 100 mg/m’ IV d1-3 + DDP 25 mg/m’ IV d1-3 q3w.

(EX21) mutation and Breast Cancer Susceptibility Genes
(BRCA2) deficiency were detected on the punctured
tissue by next-generation sequencing (NGS) analysis with
a 500-gene panel. A week later, the patient was treated
with gefitinib and EP chemotherapy as maintenance
therapy (from December 2020 to February 2021). Luckily,
according to the imaging results, this patient reached partial
response. The lung lesions had shrunk more than 30%, and
the mediastinal lymph nodes had shrunk compared with the
previous. Subsequently, the patient continued the original
treatment (gefitinib and EP chemotherapy) from April
2021 to June 2021. The thoracic computed tomography
showed the patchy shadow of the left lower lobe was
better than before, the left upper lobe nodules, the right
lower lung nodules, and the multiple small lymph nodes of
mediastinum and left hilum showed no progress compared
to before (Figure 2).

All procedures performed in this study were in
accordance with the ethical standards of the institutional
and/or national research committee(s) and with the Helsinki
Declaration (as revised in 2013). Written informed consent
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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

CSCLC is an uncommon subset of SCLC, characterized by
the mixture components of SCLC and NSCLC. The exact
mechanisms and histogenesis of CSCLC remain unclear.
Enteric adenocarcinoma is a rare subtype of NSCLC as
well; the histomorphology and immunohistochemistry are
very similar to lung metastatic colorectal cancer (4). The
positive rate of the driver gene in primary lung enteric
adenocarcinoma is also different from lung adenocarcinoma (5).
In lung adenocarcinoma, the prevalence of EGFR mutations
ranged from 30% to 40% in Asian patients compared to
10-20% in non-Asian patients, whereas the prevalence for
kirsten rat sarcoma viral oncogene (KRAS) mutations was
8-10% in Asian and 20-30% in non-Asian (5). In enteric
adenocarcinoma, the driver gene EGFR mutation-positive
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rate was only 4.7%, and the KRAS mutation-positive rate
was 46.6% (6). In this case, EGFR sensitive mutation
(c.2582T>A; p.L.861Q) was detected. EGFR-TKIs have been
recommended for patients NSCLC with EGFR sensitive
mutations in the 2020 national comprehensive cancer
network (NCCN) Guidelines.

The previous report indicated that the NSCLC element
of CSCLC exhibits lower reactivity to chemotherapy, a
treatment option frequently employed for pure SCLC (7).
The results also provided preliminary evidence that
CSCLC patients with EGFR sensitive mutations may
consider EGFR-TKI combined with EP chemotherapy.
Moreover, whether or not the survival of CSCLC varies
from the SCLC is also up for debate (8,9). Recent research
has revealed that the prognosis for CSCLC was worse than
pure SCLC (10).

To our knowledge, the case SCLC with pulmonary
enteric adenocarcinoma is the first report. For such
uncommon cancer, there are not enough clearly defined
management guidelines. Therefore, treatment need to be
tailored and individualized, and should concern molecular
characteristics of different compositions.
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