Acta Med. Okayama, 2025
Vol. 79, No. 4, pp. 279-282

Copyright(©2025 by Okayama University Medical School.

Case Report

Acta Medica
Okayama

http:/escholarship.lib.okayama-u.ac.jp/amo/

Long-Term Survival Following Extended Cholecystectomy for
Synchronous Gallbladder and Regional Lymph Node Metastasis of
Lung Adenocarcinoma, with Subsequent Pulmonary Lobectomy
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An 80-year-old male underwent an extended cholecystectomy for node-positive gallbladder adenocarcinoma.
Two weeks later, hemoptysis revealed a left hilar tumor obstructing the bronchus, which was diagnosed as
adenocarcinoma. Three months post-cholecystectomy, a left upper pulmonary lobectomy was performed.
Histological similarity and positive thyroid transcription factor-1 (TTF-1) immunostaining in both tumors
confirmed lung adenocarcinoma with gallbladder metastasis. Despite the generally poor prognosis for gall-
bladder metastasis from lung cancer, the patient achieved 3 years of survival. Patients with isolated synchro-
nous gallbladder metastasis from lung cancer may benefit from oligometastasectomy.
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N on-small cell lung cancer (NSCLC) is usually
asymptomatic and is often detected based on
symptoms from metastatic lesions. The most frequent
metastatic sites for lung cancer include the liver, ner-
vous system, bones, respiratory system, and adrenal
glands [1]. Gallbladder metastasis from lung cancer is
extremely rare, with a reported frequency of only 1.9%
in autopsy cases [2]. While systemic therapy is the
standard treatment for lung cancer with distant metas-
tases, there has been ongoing debate about whether
local treatments, such as surgery or radiotherapy, can
be considered when metastatic lesions are limited [3].
Retrospective studies of local therapy for solitary brain
or adrenal metastases have shown favorable outcomes
[4,5]. Although there have been reports on the resec-
tion of gallbladder metastases from lung cancer for
symptomatic palliation [6], long-term survival follow-
ing simultaneous resection of gallbladder metastasis and
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primary NSCLC is exceedingly rare. Here, we report a
case of hilar lung adenocarcinoma that manifested after
the resection of a gallbladder metastasis identified due
to right hypochondriac pain.

Case Presentation

An 80-year-old male presented with right hypo-
chondriac pain. An abdominal computed tomography
(CT) scan revealed a 10 mm diameter mass at the gall-
bladder fundus and regional lymph node enlargement
(Fig.1). No lung field lesions were noted on plain chest
CT, except for left hilar enlargement, prompting a
bronchoscopy after gallbladder treatment. Diagnosed
with gallbladder cancer and portal (#12p) lymph node
metastasis, the patient underwent an extended chole-
cystectomy. The postoperative course was uneventful,
and the patient was discharged on the 18th postopera-
tive day. Pathological analysis indicated poorly differ-
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entiated adenocarcinoma within the mucosal lamina
propria and #12p lymph node metastasis.

Two weeks later, the patient was readmitted due to
hemoptysis. An enhanced chest CT scan revealed
obstruction of the left upper division of the bronchus, a
left hilar tumor measuring 12 mm in diameter, and
neighboring hilar lymph node enlargement (Fig.2). A
bronchoscopic biopsy confirmed adenocarcinoma.
Positron emission tomography showed no FDG accu-
mulation outside the pulmonary tumor and adjacent
lymph nodes, and no metastatic lesions were detected
on brain MRI. We considered lung adenocarcinoma as
a second primary cancer, diagnosing it as cT1bN1MO.
Subsequently, a left upper lobectomy with pulmonary
artery plasty was performed via open thoracotomy 3
months after the cholecystectomy. The postoperative
course was uneventful, except for transient atrial fibril-
lation on the 6th postoperative day. The patient was
discharged on the 14th postoperative day. Pathological
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examination identified the lung tumor as solid adeno-
carcinoma with pleomorphic atypical cell proliferation,
which directly invaded the bronchial wall, pulmonary
artery, and left upper lobar lymph nodes (#12u), with
negative tumor margins also observed.

Based on histological similarities between the lung
and gallbladder tumors, we suspected a metastasis
between the two (Fig. 3A-C). Immunostaining was pos-
itive for thyroid transcription factor-1 (TTF-1) in the
lung, gallbladder, and regional lymph node tumors
(Fig.3D-F). The final diagnosis was lung adenocarci-
noma with gallbladder metastasis, classified as patho-
logical TIbN1MIc stage IVB. The tumors exhibited
high PD-L1 expression (80%).

Considering the patient’s age and comorbidities,
adjuvant therapy was not administered, and strict
observation was continued. Currently, 3 years after
chest surgery, the patient remains well, with no signs of

recurrence.

Fig. 1
node with internal necrosis (arrow).

Abdominal computed tomography showing a polypoid nodule on the gallbladder wall (arrowhead) and an enlarged regional lymph

Fig. 2

Chest computed tomography showing a hilar tumor obstructing the left upper division bronchus.
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Fig. 3

Discussion

To our knowledge, this is the first report of gallblad-
der metastasis accompanied by regional lymph node
metastasis in a patient with lung cancer. Two possible
patterns of metastasis to the gallbladders regional
lymph nodes include hematogenous spread from the
gallbladder tumor and lymphatic flow from the lungs.
Although the frequency is as low as 2.5%, gallbladder
cancer within the mucosal lamina propria can metasta-
size to regional lymph nodes due to the absence of mus-
cular and submucosal layers in the gallbladder wall [7].
Ryu et al. found that most NSCLC patients with
abdominal lymph node metastasis had positive nodes
draining directly into the trunk connected to the
cisterna chyli, suggesting that the thoracic duct could be
a potential route for lymphatic spread to the abdomen
[8]. They also reported that pericholedochal lymph
node metastasis is extremely rare. In this case, lymph
node 8 (a common hepatic artery), which is closer to
the thoracic duct, showed no metastatic lesions.
Therefore, we hypothesize that hematogenous metasta-
sis from lung cancer to the gallbladder occurred first,
followed by regional lymph node metastasis from the
gallbladder.

Metastatic lesions in the gallbladder from other
organ cancers typically grow slowly as submucosal

Histological findings of lung (A), gallbladder (B), and portal (#12p) lymph node (C) tumors via H&E staining, showing similar
atypical cells with weak cell-cell connectivity and pleomorphic features, consistent with poorly differentiated adenocarcinoma. The tumors
of the lung (D), gallbladder (E), and portal (#12p) lymph node (F) are positive for TTF-1 staining. Scale bars: A-F, 100 um.

nodules and often do not involve gallstones [9].
Consequently, these tumors are usually asymptomatic
and are often detected during imaging examinations for
surveillance or staging. In previous reports of gallblad-
der metastasis from lung cancer associated with acute
cholecystitis [6,9-13], only 1 of 6 cases involved gall-
stones, while another case was attributed to tumor-
induced obstruction of the gallbladder neck, and the
remaining 4 cases showed no clear correlation between
gallbladder metastasis and acute cholecystitis [6,9].
Because the gallbladder metastasis in our case was
located at the bottom of the gallbladder, obstruction of
the gallbladder neck by the tumor seemed unlikely. The
reason for the development of acalculous cholecystitis
in patients with gallbladder metastasis from original
cancers remains unclear.

In adenocarcinoma cases, both primary lung and
distant gallbladder tumors may be misdiagnosed as
independent primary cancers because adenocarcinoma
is the predominant histological type of primary gall-
bladder cancer. Immunostaining for TTF-1 can help
indicate the possibility of metastasis from lung adeno-
carcinoma, as TTF-1 is frequently positive in lung
adenocarcinoma but not in primary gallbladder adeno-
carcinoma [14]. To date, the relationship between gall-
bladder metastasis and lung cancer histology has not
been clarified.
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Despite recent advancements in outcomes for
patients with metastatic lung cancer using targeted
therapy and immunotherapy [15], selected oligometa-
static patients might benefit from local treatments,
given the challenges of drug resistance. Our case
appears unique in that long-term survival was achieved
compared to previous reports [6]; however, if the gall-
bladder is a solitary synchronous metastatic site from
NSCLC, there may be justification for considering sur-
gical resection of both the primary lung cancer and
gallbladder metastasis. We emphasize that regional
lymph node dissection should also be considered when
surgery for gallbladder metastasis is performed.

Conclusions

This is the first report of gallbladder metastasis
accompanied by regional lymph node metastasis in a
patient with lung cancer. Surgical resection of both the
primary lung cancer and gallbladder metastasis may be
a viable therapeutic option for selected patients.
Regional lymph node dissection should also be consid-
ered in cases where surgery for gallbladder metastasis is
indicated.
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