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Fig. 1 Microscopic findings of biopsied specimen
of the right sural nerve.
Cross section of toluidine blue-stained epon-embedded semithin
shows severe reduction of myelinated nerve fibers with large and
small-fibers. No naked axons, myelin ovoids or onion bulb formations
can be observed.
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Fig. 2 Contrast-enhanced chest CT.
(a) A contrast-enhanced chest CT showed enlarged mediastinal lymph nodes (arrow). (b) A contrast-enhanced chest CT after

chemotherapy showed the disappearance of the mediastinal lymph nodes swelling.
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Fig. 3 Clinical course.
CBDCA: carboplatin, VP-16: Etoposide, mPSL: methylprednisolone, IVIg: Intravenous immunoglobulin, SCLC: small-cell lung
cancer, PLE: paraneoplastic limbic encephalitis, NSE: neuron-specific enolase, pro-GRP: pro-gastrin-releasing peptide.

Fig. 4 Brain MRI and SPECT.
(a) Fluid attenuated inversion recovery (FLAIR) image of the brain (Axial, 1.5T; TR 8002 ms, TE 146 ms) showed high-intensity
lesions in the left medial temporal lobe including the hippocampus. (b) Gadolinium-enhanced T;-weighted MR images (T,WI)
(Axial, 1.5T; TR 2380 ms, TE 27.4 ms) showed no abnormal enhancement. (c) “"Tc-ECD SPECT images showed moderate
hypoperfusion in the left temporal lobe.
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Table 1 Case reports of PNS presenting various neurological symptoms.

. Antitumor Neurological
Age, y/Sex Syndrome Antibody Tumor treatment Therapy Symptom Reference

75/M SN — Hu, GluR2 LC susp No treatment R —1VIg Progression  Samejima et al.”?
Tumor (5 mo ago) —
LE (3 yr ago)

49/F SN — Hu SCLC CR Steroid = C+R Progression Poepel et al.””
LE+Tumor (1 yr ago)

58/M LE+SN — Hu, VGCC SCLC PR C+R — Steroid Improve Hiasa et al."”
Tumor (2 mo ago)

58/M OM — — Non-SCLC PD C — PE, IVIg Improve Hiasa et al."
Tumor (4 mo ago) —
LE

71/M BE+SN — Hu SCLC PD C — Steroid progression Kudo et al.”
Tumor (7 mo ago)

68/M SN — Hu SCLS CR C — Steroid Stable This case
Tumor (6 mo ago) —
LE

SN=sensory neuronopathy, LE=limbic encephalitis, BE=brainstem encephalitis, OM=opsoclonus-myoclonus, SCLC=small-cell lung cancer,

CR=complete response, PR=partial response, PD=progressive disease, C=chemotherapy, R=radiation, PE =plasma exchange.
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Abstract

Following sensory neuropathy, anti-Hu antibody-positive paraneoplastic neurological
syndrome presenting with limbic encephalitis occurs after complete remission

Yuki Fukami, M.D.", Toshitaka Umemura, M.D."”, Tetufumi Shimono, M.D.",
Takamasa Yokoi, M.D.", Mikiko Kamijo, M.D." and Toshimasa Sakakibara, M.D."?

"Department of Neurology, Chubu Rosai Hospital
?Present Address: Department of Neurology, Owari Onsen Rehabilitation Kanie Hospital

Paraneoplastic limbic encephalitis is a rare neurological disorder that frequently precedes the detection of
malignancy. We report the case of a 68-year-old male with small-cell lung cancer who developed paraneoplastic limbic
encephalitis associated with presence of the anti-Hu antibody, after achieving complete remission of the tumor by
chemotherapy. The patient visited our hospital because of progressive sensory disturbance of the distal extremities at 65
years of age. Though paraneoplastic sensory neuropathy was suspected, we could not find any tumor and he did not
improve with steroids or immunoglobulin therapy. Chest computed tomography (CT) revealed large mediastinal
lymphadenopathy. He was subsequently diagnosed with small cell lung cancer at one year and three months after the
neurological symptoms occurred. As his serum analysis was positive for the anti-Hu antibody, we diagnosed
paraneoplastic sensory neuropathy. The lung cancer disappeared with chemotherapy, but he had developed short-term
memory loss six months later. Brain fluid attenuated inversion recovery (FLAIR) imaging showed an abnormal high-
intensity lesion in the left medial temporal lobe including the hippocampus. We therefore made the diagnosis of
paraneoplastic limbic encephalitis following subacute sensory neuropathy associated with the anti-Hu antibody. To our
knowledge, this is the first report of a patient presenting with paraneoplastic neurological syndrome in which limbic
encephalitis developed after tumor disappearance. So we must recognize the possibility of neurological symptoms
occurring during remission. As the mechanism of pathogenesis, delayed neuronal cell damage due to immune responses
against the tumor is implicated.

(Clin Neurol 2013;53:287-292)
Key words: paraneoplastic neurological syndrome, limbic encephalitis, small-cell lung cancer, anti-Hu antibody,
complete remission




