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N—h—, FEREHRERFEEENEVIThEEEENTS -
fo. BMEERE Mz 2/u (BEZ3K50%, £ RER
50%), EH 62mg/d & EEMMREBERNH D, 1gG index 0.42,
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Fig. 1 Contrast-enhanced FLAIR images of the brain and spinal MRI.
Gadolinium-enhanced FLAIR images of the brain (axial, 3 T) (A-C), cervical cord (sagittal, 3 T) (D), lumbar cord (sagittal, 3 T) (E).
Leptomeningeal enhancement was seen diffusely over the surface of the cerebrum and spinal cord.
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Fig. 2 Clinical course of the patient.
At admission, the patient was treated with ACV, MDZ and LEV, but disturbance of consciousness and fever remained. On day 2, IVMP was added,
and improvement was seen in consciousness, fever, and IL6 of cerebrospinal fluid, while cognitive impairment remained, and MRI findings showed
no change. On day 47, we performed skin biopsy including fatty tissue for screening of amyloidosis and intravascular lymphoma, which showed
amyloid deposition in peripheral nerve end. We tapered PSL and introduced Vutrisiran after 5 months since the onset. After 8 months after the
initiation of Vutrisiran, the patient experienced transient right limb weakness that lasted 30 minutes and recovered without any medical treatment.

After the right limb weakness, no more neurological symptoms were seen. MDZ: midazolam, ACV: acyclovir, IVMP:

intravenous
methylprednisolone, PSL: prednisolone, LEV: levetiracetam.
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Fig. 3 Histological findings of the skin biopsy.
The images show Hematoxylin Eosin stain (A), Congo red staining (B), immunohistochemical staining for amyloid A (C), amyloid P (D), B2
microglobulin (E), k chain (F) and A chain (G). Amyloid deposition was positive in cutaneous peripheral nerve, and negative for amyloid deposit

staining other than transthyretin (TTR).
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Ufc. £3FBICIIAIIIHREL, BHES, MBERHE R
FERIFHEL . 8 11 WHOERKEEEEHE TS, Mini-Mental
State Exam (MMSE) 26/30 = (FTH#&B4£ -3. =ZREGS
—1), Frontal Assessment Battery (FAB) 12/18 s (3Bl —1,
EDFIBE -1, ENEERY -1, BEEETR -1, Go/No-Go —2),
Trail Making Test (TMT) part A 44 # (2SD L{N), part B 133
# (2SD BLL), WAIS-I RAKIBERE TS B 1Q 62, BIfE
MI1Q57, ®REIQS56 THofe, ATOA REEXE, NEH
B IL-6 EIFMETERZRUD, NERRERIISETHREL
&R FLAIR TOLEAMEEIERRE I RER BB L. BR
BHEEREEEHBIEL fofc 6, AT O RJVULRECEST 3 BT
Uleh' BRI REREE S & OHREEREDREIFRS T, &
BTHEREOEREROLRN -1, BEREEZEL S 2%
EEHBRERER, VO TFHBEAPTIL O R—VR

ZEOCECRENERE IRERL L OHEREEEIEENT
HoleZ DS LADHHEESER UREEDEWEBEEEE
BZzTolk., EROBER, REMREIT Congo red FEBZEDRT
R%ER, RALBEBIET T Applegreen 2L, ZIOAKP
BiE, 7IOACRARYE FIOqRE2IsO0707UVE
M, PIOACREE (WH ) BETHofccens (Fig
3), ZEBRTTRIEBZSRL, BRTFREEMKTLUL TTIREE
2T T c.265T>C, p.Y8OH (Y69H) ZEERBHz. ULENS
Y6OH ZEREA LA E2HTL, RUZ1—ONF—DEHDHRD
ZENSTRNIYSYEBALZ, BASHARICETHED 30
NREHRT IRNBERS . RELEBICERKEZS2
LTHST, BMRREPHREROFEIR+2TED, ThA
MAFIEP R DIKE, TFNEs WM OAEEE S ENNB Y,
FEERIER. MRI TIFEIMMERE, BXESFEIARILE, HUhHm, R
RRZDEKREDHS M EFHRREIERH THSY, TFNEs D
AREMENS W EHIBTL o, BA 1 FRRBREATIE, ERRE
DIBR, BRNEEEEE DEITIEFRO TLRL,

z =K

ATTRv & 140 BEEL EOBGFEEIRESINTED, 0
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Case 19 Case 2% Case 3% Case 49 This case
Age, y 72 61 27 21 54
Age of onset, y 59 49 25 17 54
Sex M M M F F
Ethnicity Italy United states China Italy Japan
Gene mutation Y69H V30G D38G G47R Y69H
Clinical feature
Fever O N/A O O O
Headache O N/A O O O
Consciousness disorder O O O O O
Seizure X O X O X
Cognitive impairment o ) o ) o : o ) O
Progressive Progressive Progressive Progressive
CSF study
cell (/ul) 2 N/A N/A 0 2
protein (mg/d/) 98 N/A 339 160 62
el o e
Clinical course No treatment Ceftriaxione iv Se\ﬁecrﬁlsz)/:rzlfor Acyclovir iv Acyclovir, IVMP
3 days for recovery 5 days for recovery J— 2 weeks for recovery 1 day for recovery

In 4 LA cases presented with encephalitis resembling symptoms, such as fever, headache, conscious disorder or seizure, there were no
similarities in ethnicity, age groups, nor types in genetic mutations. They all presented with slowly progressive cognitive impairment and in all
cases the encephalitis-like symptoms improved gradually over the course of days.

N/A: Not available, IVMP: intravenous methylprednisolone.
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BREER BEENREETVSEICE 7. £z, KEH
TIFEF MRIICE W TR ARE &K OBHEICH I CRERRIEA
WMEERD, LA DR TREOMREET 2 EWVWSHE
NHph, BREEE L TERTZIRICERTH > 2.

AER & BB IC I ARARIEIR Z 2 U o LA DBEER I 4 flI99~10
THoTz (Table 1). BIEFZEUE Y69H ZE 16, V306G ER
16, D38GZEE 14, GATREE 14ITHH, NEFHHHEH
THole. —BEDRARRIER SRR ~2 BETHEL, &
FEGID & 5 I REREEZIT IERE e - fz. REFMRIES
BUREATIEWIT N NEERBEZIIESE (0~2/u)
THoH, HERRELIIEE (62~339mg/d) THH, £
B THETHEDBAEEEEE Z R Iz,

REFI ORRRBICE (T BB 4 EFlE DEERE LT, X
TOA RBRBRORSR, R BHES, NERRIL6EE
W e R ARER D REE BOH o RDEIT 5N D, MEEER IL-6
Bl BT RBEENAT, WERX—F v MR, cNORSE™ &
Wo e RIEZNET 2HRMEREZEOEZEE UTERTH ST

ENHSNTWS, ATTRY [EF—AVICIEREREDREEEZ S
NTWED, IEF ATTRY ICRIEREDRENEEN DT REEZ T
B BRENHEIND .

MEIL-6EZIFUHETBREEY A N1 >H ATTRY
BETLEIRLTWEETZHRE™ P, REBREZICIE
microangiopathy I & 2 MAEAE, & & OMARKEIC S K FEMESRRE
PESELTWRETEIHRED HH 3.

LA [CH T BINEBER IL-6 EICDWTDEHERITHM U 2 1c &
FETIIFTOHIEMN > 12D, V30GC ZEE LA OFIRH CERBEIRME
D704 REEBIC—BRUTMEBERDOFARZRD-ETHRE
NHOY, BEISHET 2 TV AT A LFUHKIEEDRFEE
ZEILT DAREENRE I NS, REMICEWTHEERT 2
O NEBEVBEEOXEZERL, NEHERIL6MEOLARES
2L, X704 REEIC L > TREN IS, B TERE
R, BHEZTOERICES UL D 2.

Fio, MAREREET 2 LASEFAOLESRE LT, K
NS 2 HEEBRBBETHET 2EHESNEITESNS. &
BBE L TE, BEEEXNA DRENINE ZBEE & TV BN
EiFohzd, MNMEFITRATOA RRISHEICHEL AP, EF
1, 2, 4 TIFERNEFNZN3IH, 5H, 14 B &ERER & LR
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Table 1 Characteristics of 4 reported cases of leptomeningeal amyloidosis (LA) presented with symptoms resembling encephalitis.
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depression, BT CSD &B&EC) YIMEEERENFEREEZ S
TV, REROHUNEINP2 7 X 04 RitEB&A CSD
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MR DL TE L 2 2 & THREBEM~ BB ORREE DI
ROFFHICDIRN > I ATREEN B 5.
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A case report of leptomeningeal amyloidosis presenting with meningoencephalitis-
resembling manifestations in a 54-year-old woman

Naomi Suzuki, M.D."”, Takao Fukushima, M.D., Ph.D.”, Ryota Kishi, M.D."”, Masaki Namekawa, M.D.",
Junsuke Shimbo, M.D., Ph.D.”, Kunihiko Wakaki, M.D., Ph.D.?2 and Kunihiko Makino, M.D."

1) Department of Neurology, Niigata Prefectural Shibata Hospital
2) Department of Pathology, Niigata Prefectural Shibata Hospital

Abstract: We report a 54-year-old woman previously healthy who developed acute fever, headache, and impaired
consciousness. We administered corticosteroid therapy as autoimmune mediated meningoencephalitis, which improved
her symptoms and reduced cerebrospinal IL-6 level, but her cognitive impairment persisted. Contrast-enhanced MRI
showed diffuse meningeal enhancement lesion, which led us to the possibility of leptomeningeal amyloidosis (LA). We
performed transthyretin gene analysis identified heterozygosity for the ¢.265T>C, p.Y89H (Y69H) variant, which is known
as one of the causative mutations of familial LA. Given the responsiveness to steroid treatment, it is possible that the
inflammatory pathology related to amyloid deposition in leptomeninges with encephalitis-like symptoms contributed to the
prolonged duration of symptoms lasting from hours to days.
Key words: transthyretin amyloidosis, leptomeningeal amyloidosis, Y69H, meningoencephalitis,

transient focal neurological episodes (TFNEs)
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