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Fig. 1 Representative photographs of sural nerve biopsy specimens from a patient with early-
onset FAP ATTR Val30Met from an endemic focus (A) and from a patient with late-onset FAP
ATTR Val30Met from a non-endemic area (B, C, and D) of Japan. (A) There is a greater loss of
small myelinated fibers than large myelinated fibers. Toluidine blue stain. (B) Predominant small-
fiber loss as in (A) is not observed. Toluidine blue stain. (C) Congo red staining reveals amyloid
deposition in the endoneurium. (D) Amyloid deposition shows bright and glittering apple-green
birefringence when examined by polarized light.

Table 1 Charateristics of FAP ATTR Val30Met in Japan.

Features Early-onset cases from endemic foci Late-onset cases from non-endemic areas
Age at onset (years) 344+64%* 64.0=64%*
Men/women 09/1%* 45/1*
Penetrance rate High Low
Presence of family history Common Rare
Initial symptom of neuropathy Autonomic dysfunction Sensory deficit

Sensory deficit

Sensory dissociation Common Rare
Autonomic dysfunction in early stages Severe with ADL disturbance Mild without ADL disturbance
Cardiac involvement Atrioventricular conduction block Cardiomegaly
Anticipation of age at onset Present Absent

Values for the age at onset are expressed as the mean = SD.
ADL = activities of daily living.
*Based on a previous report?.

DEETHLY, ayITLy FEH - vV A4 LF VB i O EAEFHER DI ERMI O REISERN K 5T, £
HEOLAEW I HERIOLEIEREBN K S TIHERM O F ik BETH L OIR L, O, TERAGEICE W CEIEEMIBO
FHEBITL { A L O DD D 59, ZOMOELHROT I 1 A T IRFSE P DS BRI O EIHER L ) WETH 5°. Lo 7
Fibag &, HURIR, WAL, W BT, BRCBwTiE, # 304 Pk, ERBOEERBERTILOHBETIZO D



51 : 1136

DL, FERBIORIMFSEL T OMERIZOF AN
I & 5O LMD EHLETIE R TIZOHNEET OOf O %
HLDBHY.

ERH OB EREMCASRLT IO, R, avTLy
FCodemt & mIBEMSE T CoOBRIIME <, HRE
PIIZ D R WHRMEDSF — H e S @A H 50, 2SR L
THERBOBRHBIESN D7 I 04 FiZ, 23vTLy FTO
Geta k& BURITESEE , TR FIE%2 F- 2wvwilin
WA AL DB LT IO FOGRFN TIREMBOZE
ERREFIIER NS VAT A LF VDL 2 HEDTWBEDIZ
L, FREMMOBEBHIER TIZIER b T ¥ 29 A LF Va8
£ D50, FEERBOEMBIENOT I 1 FOW%E
X, EH N7 YA A LF U DikAE T 5 senile systemic amy-
loidosis (ZFHBLLTEY, 7 I 04 FLE IO EDE
BRREEERZLTWEEEZ SN BV,

BHUIC

FIZ#E <72 X 512, FAP ATTR Val30Met 455 H o 2548
FERED] & FEEERE L O B G TRAE B, FRPRAEIR & B L, SRR
SRR DR EZRET 2. ERIOFETIEB O /MR
B OB, SRR LY DRBAMREICTL ) EELT 3
O A Rk, EH e B E, AR E & JhE
T3 0 R S RE D) O OB IR 72 L T B MEBRAE, 28 it
& DBMEMRMCTLYRELR7 I 04 FiEHI, iKW
BERE 7 BRI, SRS L WRT 59, 72, LI
B L Cld, BRI OEERER TIE, (8RR 2 & 0N T
DT IuAf Nk, OHOEMIPRETH 57201 IMEERE
EPERITEAE L, FFERI O SHEIES T, OHAEEAD
CEAMDOT IO FIEBEICI D LBRZE LT DEEL
5N5Y.

ERI O EFIED L EER M OB RFERES TIE, R b
5 Y AYA LT VEIEFD Val30Met ZER %2 H T 5128 )
DOTERLRDERFHGEZETI2HMIIHL IR Tk
v, BRG] L FRER IO FERTIER O\ CER TR E
ELT, MRERS ZLICREERSFERILT 5 RBEA
4 (anticipation) 2SERMBICIZA LD LN LD, FEEMR
DEWFIEG TIZERIB O L 5 ITHFIEAED SR
Z L HBH Y. Anticipation D A H = X AFIKRZMBHI AT
WA, HALENZEAET 5 anticipation @ 7 WIEERE D
ERTEIEBIAY FAP ATTR Val30Met D70 ¥ 4 7 TH 1,
RN TR EERN T % &0 5 2 OBEHIN T2 & - TRIM
DDA, EHBIPTEE IR ERZ LI LN TE
%1)4)10).

{RE R ORI R BB OERED X 9 R Z RET 5

ERREHEE 51115 (2011 : 11)

RS EOBIDIEAET 5 HIL, BlFEOZ 22— F—0D
BB OB SEIC B S WEDDH 297, L IERIBO
EETERNIRIERE 2 A S 2 WIREBID S W20, 440, 12
FAE L RETES FARM#R 4 (CIDP) LBhishaidb by
FEEET LY. FAPIIEREZZON TV L) B AREDOA
%53, OB W THEMPAICHIET 2 L E X bh, &
EGEEDOF v ) THLLFHET LI L EHDED L, BEW
GHEBRRIIEREZEZ SN TW I DS ) En eI SR
TWBY. P EDZ L5, FAP 345% LM EDOEND
Wi L EELRBTHLEEZIONS.

X W

1) Koike H, Sobue G. Diagnosis of familial amyloid polyneu-
ropathy: wide-ranged clinicopathological features. Expert
Opin Med Diagn 2010;4:323-331.

2) Tkeda S, Nakazato M, Ando Y, etal. Familial trans-
thyretin-type amyloid polyneuropathy in Japan: clinical
and genetic heterogeneity. Neurology 2002;58:1001-1007.

3) Ando Y, Nakamura M, Araki S. Transthyretin-related fa-
milial amyloidotic polyneuropathy. Arch Neurol 2005;62:
1057-1062.

4) Koike H, Misu K, Ikeda S, et al. Type I (Transthyretin
Met30) familial amyloid polyneuropathy in Japan: early-
versus late-onset form. Arch Neurol 2002;59:1771-1776.

5) Koike H, Hashimoto R, Tomita M, et al. Diagnosis of spo-
radic transthyretin Val30Met familial amyloid polyneuro-
pathy: a practical analysis. Amyloid 2011;18:53-62.

6) Koike H, Misu K, Sugiura M, et al. Pathology of early- vs
late-onset TTR Met30 familial amyloid polyneuropathy.
Neurology 2004;63:129-138.

7) Koike H, Kawagashira Y, lijima M, et al. Electrophysi-
ological features of late-onset transthyretin Met30 famil-
ial amyloid polyneuropathy unrelated to endemic foci. J
Neurol 2008;255:1526-1533.

8) Koike H, Morozumi S, Kawagashira Y, et al. The signifi-
cance of carpal tunnel syndrome in transthyretin Val30
Met familial amyloid polyneuropathy. Amyloid 2009;15:1-
7.

9) Sobue G, Nakao N, Murakami K, etal. Type I familial
amyloid polyneuropathy. A pathological study of the pe-
ripheral nervous system. Brain 1990;113:903-919.

10) Koike H, Ando Y, Ueda M, et al. Distinct characteristics
of amyloid deposits in early- and late-onset transthyretin
Val30Met familial amyloid polyneuropathy. J Neurol Sci
2009;287:178-184.



KIEWET 304 FRY = 22— a3 F— DR & iR 51 : 1137

Abstract

Clinicopathological features of familial amyloid polyneuropathy

Haruki Koike and Gen Sobue
Department of Neurology, Nagoya University Graduate School of Medicine

Because of the recent development of biochemical and molecular analyses, familial amyloid polyneuropathy
(FAP) is not considered to be rare as previously thought. Transthyretin Val30Met-associated FAP (FAP ATTR
Val30Met) is a most common form of FAP. Although patients with FAP ATTR Val30Met have been considered to
be concentrated in endemic foci of Japan, Portugal, and Sweden, late-onset form of this type of FAP was discov-
ered in non-endemic areas and they revealed to be distributed widely throughout the world. Therefore, the neces-
sity for recognition of the variability in clinical, electrophysiological, and histopathological features of this disease
become increasing. In this article, we describe clinicopathological features of FAP ATTR Val30Met patients in Ja-
pan by comparing those of conventional early-onset cases from endemic foci to those of late-onset ones from non-
endemic areas. Patients with FAP ATTR Val30Met from endemic foci and those from non-endemic areas show
different clinical, electrophysiological, and histopathological features. As compared to a classic phenotype of FAP,
clinicopathological features of patients from non-endemic areas tend to be nonspecific. Physicians may not take
the possibility of FAP into consideration until amyloid became evident by sural nerve biopsy. Therefore, tight rec-
ognition for the possibility of FAP ATTR Val30Met are needed at the time of initial evaluation of neuropathy of
undetermined etiology to avoid missed diagnosis.

(Clin Neurol 2011;51:1134-1137)
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