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Fig. 1 Clinical course of the patient.
The patient initially presented with transient symptoms of aphasia and dysesthesia in the right hand at the time of disease onset. These
symptoms occurred several times a year and progressively worsened. The episodic aphasia and dysesthesia were subsequently followed by
drop attacks, although brain MRI and electroencephalography showed no obvious abnormalities. About four years after symptom onset, she
gradually presented cognitive dysfunction, such as word-finding difficulty and phonological paraphasia. She also presented tremors and gait
disturbance with truncal ataxia five years after initial symptom onset.

Fig. 2 Contrast-enhanced T,-weighted images of the brain and spinal MRI.
Gadolinium-enhanced T,-weighted images of the brain (axial, 1.5 T, TR/TE 8.2/4.2 ms) (A), cervical cord (sagittal, 1.5 T, fat-suppressed, TR/TE
500/9.6 ms) (B), thoracic cord (sagittal, 1.5 T, fat-suppressed, TR/TE 620/14.1 ms) (C) and lumbar cord (sagittal, 1.5 T, fat-suppressed, TR/TE
680/14.1 ms) (D) five years after symptom onset. Leptomeningeal enhancement was seen diffusely over the surface of the cerebrum,

brainstem and spinal cord.
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Table 1 Results of nerve conduction study

DL MCV CMAP amplitude F latency F frequency SCV SNAP amplitude

(ms) (m/s) (distal/proximal) (mV) (ms) (%) (m/s) (nv)
Median L 5.67 472 11.57 (wrist)/10.73 (elbow) 27.35 38 30.4 27.9
Median R 5.31 50.7 7.87 (wrist)/7.27 (elbow) 26.05 69 35.4 314
Tibial L 3.80 40.5 15.09 (ankle)/12.00 (popliteal) 40.90 100
Sural L 43.5 7.50

R: right, L: left, DL: distal latency, MCV: motor conduction velocity, CMAP: compound muscle action potential, SCV: sensory conduction

velocity, SNAP: sensory nerve action potential.

Fig. 3 MRI and the subarachnoid space at the surgical biopsy site.

Surgical biopsy of the leptomeninges and varicose vein observed on gadolinium-enhanced fat-suppressed T,-weighed imaging was performed

through Th11 laminectomy. Soft grayish material was seen in the subarachnoid space after dural incision, which extensively covered the veins.
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Fig. 4 Histopathological findings of the biopsied subarachnoid vessel.

The images show Congo red staining (A, B; B is higher magnified image of the boxed area in A), polarized light microscopic imaging (C), and

immunohistochemical staining for transthyretin (TTR) (D). Amyloid deposition is shown by the ar7ows in B (representative deposits) and

immunolabeling in D. Bar = 300 pm for A, C and D, and 45 pm for B.
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Abstract

Case of hereditary Y69H (p.Y89H) transthyretin variant leptomeningeal amyloidosis presenting
with drop attacks and recurrent transient language disorder

Natsumi Saito, M.D.", Yasuko Kuroha, M.D., Ph.D.”, Arika Hasegawa, M.D., Ph.D.", Mari Tada, M.D., Ph.D.?,
Akiyoshi Kakita, M.D., Ph.D.?, Kei Watanabe, M.D., Ph.D.? and Tetsuya Takahashi, M.D., Ph.D."

D Department of Neurology, NHO Nishiniigata Chuo Hospital
2 Department of Pathology, Brain Research Institute, Niigata University
9 Department of Orthopedic Surgery, Niigata University School of Medicine

We report a 73-year-old woman who started developing recurrent transient aphasia at the age of 66 years. During
the attacks, she was aware she could not understand what was being said and both her spoken and written speech were
meaningless. The attacks usually lasted for a few days, following which she could explain what had happened. Anti-
epileptics did not improve her symptoms. She also noticed tremor of her right hand and gait disturbance at the age of 71
years. The recurrent transient aphasia was followed by drop attacks. At the time of her admission to our hospital, she
showed paraplegia, phonological paraphasia, and difficulty in understanding complex sentences. Her language
disturbance resembled a logopenic variant of primary progressive aphasia. However, the symptoms fluctuated for a few
days and subsequently improved. Electroencephalography showed no abnormalities. Gadolinium-enhanced brain and
spinal MRI showed diffuse leptomeningeal enhancement over the surface of the spinal cord, brain stem, and cerebrum
on T,;-weighed imaging. Surgical biopsy of a varicose vein in the subarachnoid space at the level of the Th11 spinal cord
was performed. Pathological evaluation of the biopsied specimens revealed TTR-immunolabeled amyloid deposits in the
subarachnoid vessel walls and on the arachnoid membrane. Gene analysis revealed ¢.265T>C, p.Y89H (Y69H) TTR
mutation, which is known as one of the causative mutations of familial leptomeningeal amyloidosis. Leptomeningeal
forms of transthyretin amyloidosis might present transient focal neurological episodes.

(Rinsho Shinkeigaku (Clin Neurol) 2023;63:650-655)
Key words: transthyretin amyloidosis, leptomeningeal amyloidosis, Y69H, drop attack,
logopenic variant of primary progressive aphasia




