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A Case of ALK-rearrangement-positive Lung Adenocarcinoma in Which
the Primary Lesion and Gastric Metastasis Showed
Different Responses to Alectinib
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ABSTRACT —— Background. The guidelines recommend alectinib as the primary therapy for ALK-positive lung
cancer; however, it has the same problems with resistance as crizotinib. Meanwhile, gastric metastasis of lung
cancer is rare, and there have been no reports of ALK-positive gastric metastatic lesions. We encountered a case
in which a patient’s primary lesion and gastric metastatic lesion displayed different responses to alectinib. We
herein report the case, including the histopathological assessment of the gastric metastatic lesion after alectinib
treatment. Case. A 6l-year-old man was diagnosed with ALK-rearrangement-positive lung adenocarcinoma
(cT2aN3Mlc, stage IVB). He was treated with alectinib and the primary lung lesion showed a sustained response
for one year. However, the gastric metastatic lesion showed little response during the course of treatment. Gas-
trointestinal endoscopy performed after 8 months of treatment revealed that the gastric lesion was markedly in-
creased in size and was bleeding continually. The patient underwent total gastrectomy the following month. Im-
munohistochemical staining revealed that the gastric lesion remained ALK-positive after the acquisition of resis-
tance to alectinib. Conclusion. In this case, the primary lesion and gastric metastatic lesion showed different re-
sponses to alectinib. Because immunostaining of the gastric lesion revealed that it remained ALK-positive after
the lesion had acquired resistance to alectinib, we hypothesized that the bypass of the signaling pathways might
have been related to the development of resistance by the metastatic lesion. The establishment of methods for
identifying resistance mechanisms and the development of appropriate therapies based on these results are ex-
pected in the future.
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Figure 1. CT findings: a: An image taken at the time of the diagnosis (Nov X). i), ii) The
size of the primary lesion was 39 mm. iii) Mediastinal lymphadenopathy. iv) An adrenal tu-
mor. b: An image taken 3 months after the start of alectinib therapy (Mar X +1). i) The pri-
mary lesion had decreased to 23 mm in size. i) The mediastinal lymphadenopathy had de-
creased slightly. iii) The lymph nodes at the splenic hilum were slightly tumefied. ¢: An
image taken 9 months after the start of therapy (Sep X +1). i) The primary lesion had de-
creased to 15 mm in size. ii) The mediastinal lymph nodes remained small. iii) The lymph
nodes at the splenic hilum had increased in size and were more tumefied. d: An image tak-
en 12 months after the start of therapy and after total gastrectomy (Dec X +1). i) The pri-
mary lesion had decreased to 13 mm in size. ii) The mediastinal lymph nodes remained
small. iii) The lymph nodes at the splenic hilum were more tumefied and had agglutinated.
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Figure 2. The histological examination of primary lung lesion specimen obtained by transbronchial lung biopsy. a:
Hematoxylin and eosin staining. b: Immunohistochemical staining of anaplastic lymphoma kinase (ALK).

Figure 3. Gastrointestinal endoscopy revealed a semi-pedunculated polypoid lesion at the posterior wall of the gas-
tric body. a: The size of the polypoid lesion was approximately 20 mm just before the start of alectinib therapy (Dec
X). b: The size remained almost unchanged at 2 months after the start of therapy (Feb X +1). ¢: The size had mark-
edly increased to over 40 mm, and continuous bleeding of the lesion was observed at 8 months after the start of ther-
apy (Aug X +1).

Figure 4. Positron emission tomography (PET) CT findings was performed at 9 months after the start of alectinib
therapy (Sep X +1). Fluorodeoxyglucose was weakly concentrated in the primary lung lesion (SUVmax =2.37, a) and
the adrenal lesion (SUVmax =349, b), but was strongly concentrated in the gastric lesion (SUVmax =821, b) and the
lymph nodes at the splenic hilum (SUVmax =5.80, c).
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Figure 5. a: The examination of the excised specimen. The pedunculated tumor in the greater curvature was ap-
proximately 7 c¢cm in size. The tumor consisted of many white nodules with high cellularity, with conspicuous blood
clotting and necrosis. b, ¢: The histological findings of the gastric metastatic lesion after total gastrectomy. Hematox-
ylin and eosin staining (b). Immunohistochemical staining of anaplastic lymphoma kinase (ALK) (c).
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