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CASE REPORT

Synchronous small-cell lung cancer and metastatic gastric
gastrointestinal stromal tumor: concurrent chemo-radiotherapy,
consolidation immunotherapy, and imatinib

Cancer de pulmoén de células pequeinas y tumor del estroma
gastrointestinal gastrico metastasico sincronicos:
quimiorradioterapia concurrente, inmunoterapia de
consolidacion e imatinib
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Abstract

Introduction: We present the case of a 63-year-old male smoker diagnosed synchronously with limited-stage small-cell lung
cancer (SCLC) and metastatic gastric gastrointestinal stromal tumor (GIST) with extensive hepatic involvement. Case report:
After completing the diagnostic workup, chemotherapy and concurrent radiotherapy were initiated for the SCLC, considered
to have the worse prognosis. Subsequent hepatic biopsy confirmed metastatic histology secondary to GIST, leading to con-
current treatment with imatinib. The patient is currently receiving maintenance immunotherapy according to the ADRIATIC
regimen. After 9 months of treatment, he shows a complete radiological response of the SCLC and a partial response of the
metastatic GIST. Discussion: A literature search identified case reports of patients with GIST and SCLC, but no evidence
was found of the concurrent use of imatinib with chemotherapeutic agents and immunotherapy. Conclusions: The favorable
outcome suggests that, in selected patients with synchronous tumors and good performance status, a multimodal approach
should be pursued to optimize clinical outcomes. With the growing use of immunotherapy, potential interactions between
tyrosine kinase inhibitors and immunotherapy deserve further investigation.
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Resumen

Introduccion: Presentamos el caso de un varon de 63 afios, fumador, diagnosticado de forma sincronica de un carcinoma
microcitico de pulmdn (CMP) en estadio localizado y de un tumor del estroma gastrointestinal (GIST) gastrico metastésico,
con extensa afectacion hepatica. Caso clinico: Tras completar el estudio diagndstico, se inicié tratamiento con quimioterapia
(QT) y radioterapia (RT) concurrentes para el CMP, al considerarse este de peor prondstico. Se confirmd la presencia de
metastasis hepdticas secundarias al GIST, por lo que se inici6 ademds tratamiento con imatinib de forma concurrente.
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Actualmente, el paciente se encuentra en tratamiento con inmunoterapia de mantenimiento (ADRIATIC). Tras 9 meses de
tratamiento, presenta una respuesta radioldgica completa del CMP y una respuesta parcial del GIST metastasico. Discusion:
Tras una busqueda de la literatura, se encontraron casos publicados de pacientes con GIST y CMP sincrénicos, pero no se
encontro evidencia sobre el uso concomitante de imatinib con agentes quimioterdpicos e inmunoterapia. Conclusiones: La
evolucion favorable de este paciente sugiere que, en aquellos con tumores sincronicos y buen estado funcional, debe plan-
tearse un enfoque multimodal con el objetivo de optimizar los resultados clinicos. Ante el creciente uso de la inmunoterapia,
es necesario estudiar las posibles interacciones entre los inhibidores de tirosina cinasa y la inmunoterapia.

Palabras clave: Tumores sincronicos. Carcinoma microcitico de pulmén. GIST. Imatinib. Durvalumab. Quimio-inmunoterapia

concomitante.

Introduction

Lung cancer is the most incident tumor in the world,
with approximately 2.480.675 new cases annually and
it is also the leading cause of cancer mortality, accoun-
ting for 1.817.469 deaths per year according to
GLOBOCAN data." Data from the Spanish Group of
Lung Cancer (GECP) Lung Cancer Observatory indi-
cate that small-cell lung cancer (SCLC) constitutes
14.2% of registered cases, with an estimated 4,400 new
diagnoses each year.? SCLC is characterized by rapid
proliferation, resulting in approximately 70% of new
cases being diagnosed at advanced stages (extensi-
ve-stage SCLC [ESCLC]).® The remaining 30% are
diagnosed at limited stage (clinical stages I-1ll) and are
treated with curative-intent chemotherapy plus radiothe-
rapy followed by maintenance immunotherapy accor-
ding to the ADRIATIC regimen.* Before the introduction
of durvalumab, 5-year survival for limited-stage SCLC
with chemoradiotherapy ranged from 16.1% to 27.7%.56
With the addition of 2 years of durvalumab consolida-
tion, median overall survival has improved to 33.4-55.9
months, with 3-year overall survival reaching 56.5%.

In contrast, gastrointestinal stromal tumors (GIST) are
rare mesenchymal neoplasms. Most GISTs harbor acti-
vating mutations in the KIT gene and show positive
immunostaining for the KIT protein (CD117). The inci-
dence in Spain is 1.1 cases/100,000 inhabitants/year,
although it may be higher, as up to 30% of the popula-
tion may harbor microscopic GIST foci. The median age
at diagnosis is approximately 60 years. Before the intro-
duction of adjuvant tyrosine kinase inhibitor therapy,
5-year overall survival for localized GIST treated with
surgery was 70%. Before tyrosine kinase inhibitors
became available, median overall survival in patients
with metastatic disease was approximately 20 months.
Imatinib, a KIT tyrosine kinase inhibitor, has dramatically
altered the natural history of the disease; median overall
survival for metastatic patients now exceeds 5 years.”

Synchronous tumors (or synchronous multiple pri-
mary malignancies) are defined as two or more primary
malignant tumors diagnosed simultaneously or within
the first 6 months following diagnosis of the first tumor
(definition used by the International Agency for
Research on Cancer). Some registries, such as the
SEER program (Surveillance, Epidemiology, and End
Results), apply a stricter 2-month interval.® In this
report, we present the case of a patient with synchro-
nous diagnosis of limited-stage SCLC and metastatic
gastric GIST with hepatic involvement, in whom both
malignancies were treated simultaneously, resulting in
remarkable clinical outcomes.

Case report

A 63-year-old male with type 2 diabetes mellitus and
dyslipidemia, a heavy smoker (47 pack-years), and
occasional alcohol consumption, who was independent
in activities of daily living, presented in January-
February 2025 with constitutional symptoms (8 kg wei-
ght loss) and progressive fatigue. An initial abdominal
ultrasound revealed multiple hepatic lesions, prompting
further diagnostic evaluation. On physical examination,
he had an Eastern Cooperative Oncology Group
(ECOG) performance status of 0, good general condi-
tion, and mild conjunctival icterus. Abdominal examina-
tion was notable for a hard hepatomegaly extending 4
cm below the costal margin, without signs of peritoneal
irritation.

Contrast-enhanced thoraco-abdomino-pelvic computed
tomography (April 2, 2025) showed a 5-cm spiculated
mass in the anterior segment of the left upper lobe,
associated with pathological left hilar lymphadenopathy
(22 and 33 mm) and a precarinal node (22 mm), with
significant (but incomplete) obliteration of the left pul-
monary artery branch. There was massive hepatome-
galy with multiple confluent solid focal lesions showing
central hypodense areas (necrosis), consistent with

55



56

Lung Cancer CLiN. REes. J. 2026;2(2)

extensive hepatic metastases. The exophytic lesions
invaded the gastrohepatic ligament and lesser sac, with
loss of fat planes with the stomach (lesser curvature
and antrum), duodenum (first and second portions), and
pancreas (displaced, infiltration not excluded). There
was broad contact with the inferior vena cava and sple-
noportal axis, encasing the hepatic artery and its bran-
ches. The conclusion was polymetastatic liver disease
plus a pulmonary mass with lymphadenopathy, sugges-
tive of GIST with hepatic and thoracic metastases
(second primary lung neoplasm not excluded).

Upper gastrointestinal endoscopy (April 2, 2025)
revealed a 5-6 cm submucosal lesion in the greater
curvature of the stomach with central ulceration, par-
tially occluding the gastric lumen. Endobronchial ultra-
sound-guided transbronchial needle aspiration of
stations 4L/4R (April 14, 2025) demonstrated metasta-
sis of neuroendocrine SCLC. Immunophenotype was
CK8/18 positive (paranuclear dots), INSM1 positive,
synaptophysin positive, chromogranin A negative, and
TTF-1 negative; Ki-67 90%. Gastric biopsies confirmed
GIST, CD117 positive, and DOG1 positive, Ki-67 =10%.
Percutaneous liver biopsy (April 29, 2025) confirmed
metastatic infiltration by GIST (DOG1 positive). The
final diagnosis was two synchronous tumors: limi-
ted-stage SCLC (T2b N2 MO) and metastatic GIST
(gastric primary with extensive hepatic metastases)
(Fig. 1). Staging was completed with brain CT and bone
scintigraphy (April 29, 2025), both negative for
metastases.

Chemotherapy with carboplatin-etoposide was star-
ted on April 23, 2025, due to the high aggressiveness
of SCLC and the need for urgent treatment, with con-
current radiotherapy added from the third cycle.
Following initiation of chemotherapy, there was marked
worsening of liver function tests (Table 1). Therefore,
imatinib 400 mg daily was started concurrently, with
granulocyte colony-stimulating factor prophylaxis due
to high risk of myelotoxicity. After informed discussion
with the patient, the risks of combined toxicity were
accepted given the severe clinical presentation but
expected rapid response of both tumors. Chemo/radio-
therapy was completed on June 25™, 2025 (45Gy in 30
fractions concurrent with four cycles of carboplatin +
etoposide). The first radiological assessment in August
2025 demonstrated a partial response with significant
reduction in size of the pulmonary mass and left hilar
lymphadenopathy, together with marked shrinkage of
both the hepatic metastases and the lesion in the gas-
tro-hepatic ligament/lesser sac, with reduced mass
effect on the stomach and pancreas.

Prophylactic cranial irradiation was also administered
(25 Gy in 10 fractions completed on August 20, 2025).
Therefore, consolidation immunotherapy with durvalu-
mab was initiated according to the ADRIATIC trial sche-
dule (currently six cycles), while imatinib was continued
uninterrupted.

The most recent CT scan (January 4, 2026) showed
complete response of the left upper lobe mass and hilar/
mediastinal lymphadenopathy, with only residual cica-
tricial linear lesions in the anterior segment of the left
upper lobe, consistent with complete radiological res-
ponse of the SCLC. In the abdomen, hepatomegaly with
lobulated contours persisted, along with multiple cys-
tic-appearing hepatic lesions (largest 6.4 cm in segment
VI) and a 10 x 6.5 x 5.5 cm cystic lesion in the gas-
tro-hepatic ligament adjacent to the lesser gastric cur-
vature. These lesions showed size reduction and cystic
transformation due to necrosis, indicative of partial res-
ponse of the metastatic GIST (Fig. 1). As of January
2026, the patient remains asymptomatic with ECOG 0
and continues maintenance therapy with imatinib and
durvalumab consolidation (sixth cycle administered).

Discussion

This case illustrates an exceptional presentation of
two synchronous neoplasms: limited-stage SCLC with
mediastinal nodal involvement and metastatic gastric
GIST with extensive hepatic disease. The synchronous
coexistence of SCLC and GIST is extremely rare in the
medical literature.®'" Phan et al. reported a 52-year-old
female with limited-stage SCLC treated with chemora-
diotherapy who achieved complete response and, 2
years later, developed a pancreatic lesion confirmed as
CD117- and DOG1-positive GIST. Because the patient
declined surgical resection, systemic imatinib was star-
ted, with initial nausea, vomiting, and cramps that were
medically controlled. After 40 months of follow-up, she
remained free of metastatic disease.® Unlike that meta-
chronous case, ours involves synchronous diagnosis
with truly concomitant treatment of both malignancies.
Girard et al. described a 49-year-old male with SCLC
(8 cm mass and bilateral mediastinal nodes) plus a 1
cm nodule on the lesser gastric curvature initially con-
sidered metastatic. He received doxorubicin-etoposi-
de-ifosfamide chemotherapy and achieved partial
response. After four cycles, he developed gastrointes-
tinal symptoms (hematemesis, anemia, dysphagia, and
ascites); endoscopy revealed gastric GIST positive for
CD117/c-KIT. Chemotherapy was discontinued and
imatinib started at standard dose. After 3 months, CT
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Figure 1. A and C: diagnostic computed tomography (CT) images (April 2, 2025). B and D: CT images from the most

recent radiological assessment (January 4, 2026).

showed marked response of the gastric lesion but pul-
monary progression. Chemotherapy was reintroduced
concurrently with imatinib for three additional cycles,
but the SCLC continued to progress, and the patient
unfortunately died 11 months after diagnosis." In 2020,
Liu et al. reported a triple synchronous primary malig-
nancy (pT1 SCLC, stage | jejunal GIST, and stage IlIB
rectal adenocarcinoma). After multidisciplinary discus-
sion, SCLC was prioritized due to low bleeding/

obstruction risk of the gastrointestinal tumors. The
patient received three fractions of stereotactic fractio-
nated radiotherapy plus cisplatin-etoposide chemothe-
rapy, with good response. Both gastrointestinal tumors
were subsequently resected, followed by adjuvant che-
motherapy (four cycles of cisplatin-etoposide plus
capecitabine for the rectal cancer). No medical therapy
(imatinib) was used for the GIST."® A comprehensive
search of PubMed and National Institutes of Health
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Table 1. Liver function tests prior and after initiation of
imatinib

Liver function Before Two weeks
tests imatinib after imatinib
192 24 25

ALT (U/L)

AST (U/L) 181 13 13
GGT (U/L) 1543 346 72
ALP (U/L) 569 212 64

ALT: alanine aminotransferase; AST: aspartate aminotransferase; GGT: gamma-
glutamyl transferase; ALP: alkaline phosphatase. Reference values: ALT: 10/49 U/L;
AST: 35 U/L; GGT: < 73 U/L; ALP: 46-116 U/L.

databases identified no reports of imatinib combined
with carboplatin-etoposide and durvalumab, nor data
on pharmacokinetic interactions or synergistic toxicities
in similar oncologic settings. Therefore, this is the first
reported experience of combining imatinib with chemo-
therapy, radiotherapy, and immunotherapy.

Despite theoretical risks of myelotoxicity and hepato-
toxicity/pneumonitis, the patient tolerated the regimen
without serious complications, maintaining ECOG 0
and remaining asymptomatic at 9 months of follow-up.
The favorable evolution — with complete radiological
response of the SCLC and partial response of the
metastatic GIST — suggests that, in carefully selected
patients with synchronous tumors and good perfor-
mance status, an aggressive yet integrated multimodal
approach can optimize outcomes while avoiding delays
in treating the more aggressive neoplasm (SCLC).

Conclusions

Finally, with the increasing use of immunotherapy
and improved survival in lung cancer patients, conco-
mitant administration of tyrosine kinase inhibitors (such
as imatinib) with immunotherapy is likely to become
more frequent. At present, there is closed recruitment
for the phase Il clinical trial of GECP with pembrolizu-
mab, lenvatinib, and chemotherapy combination in first-
line ES-SCLC(NCT05384015). These data will help
clarify these treatment combinations in terms of safety
and benefit in terms of survival. Consequently, it is
imperative to investigate potential drug interactions that
may affect treatment efficacy and safety.
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