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Fig. 1 Axial views in brain MRI. FLAIR images on day 1 (day of admission) (A, B), day 378 (C, D) and day 571 (E, F).
FLAIR images (1.5 T, TR: 10,000 msec, TE: 120 msec) on day 1 showed abnormal hyperintensities in the right temporal pole,
bilateral amygdala to hippocampus, and right insular cortex. MRI on day 378 after surgical resection showed a mild decrease of
the abnormal hyperintensity area compared to images on the day of admission, but MRI on day 571 showed that this area had

increased again due to regrowth of the tumor.

BRI EE L, T MY ELRFIEY L, TYU
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TS IER AR DD o 72, SHEBMRI TlE ez R & 189 e
TN Y OSEIOMERPER S Nz ) Y oSEIERTIZ HE
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Seizure
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Fig. 2 Clinical course of the patient.

Seizure associated with limbic encephalitis did not recur after administration of an intravenous antiepileptic agent and acyclovir without

immunotherapy, and the patient was discharged on day 20. He visited both an otorhinolaryngologist and a neurologist in follow-up and

received continuous anti-epileptic treatment that was appropriately modified by the neurologist. However, his neck tumor grew gradually

and spread to tissues around the neck. Chemotherapy and surgical resection followed by radiation therapy for the tumor were performed by

the otorhinolaryngologist on days 244 and 325, respectively. After these therapies, his mental state stabilized, but then deteriorated

again with regrowth of the tumor. He died on day 723.

ACV: Aciclovir, LEV: Levetiracetam, PHT: Phenytoin, CBZ: Carbamazepine, LTG: Lamotrigine, VPA: Valproic acid, ZNS: Zonisamide.
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Fig. 3 Pathological findings of the neck lymph node tissue staining with HE (A) and chromogranin A (B), and the submandibular

gland (C) with HE (D).

A. HE staining of neck lymph node tissue showed small round cells with scanty cytoplasm and hyperchromatic nuclei, and also

indicated rosette structures (X 200, bar = 100 um). B. Immunohistochemical staining of chromogranin A, an endocrine marker, in

neck lymph node tissue showed brown staining of cytoplasm (X 200, bar = 100 um). C. A submandibular gland resected surgically

on day 325 of the disease course included a submandibular gland tumor (black arrowhead) and a lymph node (white arrowhead)

(bar = 1 cm). D. HE staining of the submandibular gland tissue also showed formation of rosette structures, as found in the neck

lymph node (X 200, bar = 100 pm).
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Abstract

A case of paraneoplastic limbic encephalitis associated
with neck neuroendocrine carcinoma

Tetsuya Ioku, M.D.", Keisuke Imai, M.D.”, Masashi Hamanaka, M.D.",
Masahiro Itsukage, M.D.”, Kazuma Tsuto, M.D.", Atsushi Yamamoto, M.D.",
Hitosuke Tameno, M.D., Ph.D.” and Satoshi Yamamoto, M.D., Ph.D.?

UDepartment of Neurology and Stroke Treatment, Kyoto First Red Cross Hospital
“Department of Otolaryngology, Kyoto First Red Cross Hospital

A 69-year-old man presented with a history of personality change for several years. He was admitted to our hospital
due to partial seizure. A cerebrospinal fluid test and an electroencephalogram showed no specific abnormalities, but brain
magnetic resonance imaging revealed abnormal findings in the right temporal pole, bilateral amygdala to hippocampus,
and insular cortex. He was diagnosed with limbic encephalitis accompanied by partial seizure, and received infusion of an
antiepileptic agent and acyclovir. Additional examinations for malignancy and autoimmune disease were performed, and
neck CT and MRI revealed a neck tumor. Neck lymph node biopsy suggested lymph node metastasis of a neuroendocrine
neoplasm derived from other organs. He did not want aggressive treatment involving surgical resection and
chemotherapy, and thus, conservative treatment was chosen by an otorhinolaryngologist and immunotherapy was not
used. After discharge, the neck tumor grew gradually. To manage the focal mass effect, chemotherapy and surgical
resection followed by chemoradiotherapy were performed by the otorhinolaryngologist on days 244 and 325 of the
disease course, respectively. Histology of resected tissues disclosed neck neuroendocrine carcinoma derived from a
submandibular gland. His personality change improved temporarily after surgical resection, but then worsened again
with regrowth of the tumor. He died on day 723. After death, a blood test revealed the presence of anti-amphiphysin
antibody. This case suggests that neck neuroendocrine carcinoma can induce paraneoplastic limbic encephalitis, and in
such cases, early surgical resection of the neck tumor with suspected lymph node metastasis is necessary both to control
symptoms associated with encephalitis and to exclude carcinoma derived from the neck itself.

(Rinsho Shinkeigaku (Clin Neurol) 2019;59:442-447)
Key words: limbic encephalitis, paraneoplastic neurological syndrome, neck neuroendocrine carcinoma,
anti-amphiphysin antibody




