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SIEh, UIEUIEBRERICEDMEZTHONTW . 2010 F
SODHTROISDEZEEL, 2012 FITH5DENSHANR
YRERIMENTEHL<EDEK U 2013 FEENSAET
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SNYNEUTF—YarvE{TbhTWe Z0RBIERIFRA
ICEITL 2013 & 8 BIC YR = BNZ2 Lic. BBEB CT LT
NEEEZROBEEZHODE, BRRODABEZELEUBENT
ERh ot 2014 E 3 AICIIBERENHEL, BERRANE
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—MBFR R 174cm, RE 79kg, VR 36.4°C, ME
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HAERE TlE MMSE 21 | (D RYH-2, 5HE -4, 3HEOD
BIER4A-1, XEEF-1) CRPTREECHEREE TCOLRSR
MNESNhc. MAKRIET, mAERE BIREEzROre. B
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Fig. 1
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MRI.
(A and B) Axial T,-weighted MRI demonstrating atrophy in the cerebellum and cerebral cortex. (C) Sagittal fluid attenuated inversion recovery
revealing thinning corpus callosum. (D) Axial diffusion weighted image showing no abnormal lesions in the cerebral cortex. (E-G) Sagittal

T,-weighted MRI demonstrating mild cervical spondylosis without hyperintense signal changes in the spinal cord.

Table 1 Nerve conduction study of the right upper and lower extremities.
Motor conduction study F wave Sensory conduction study
Distal latency Amplitude MCV Frequency Minimum latency Amplitude SCV
(msec) (mV) (m/s) (%) (msec) (uV) (m/s)
Rt. median 4.1 9.1 46.9 81 24.0 NE NE
Rt. Ulnar 3.4 10.1 45.4 63 24.2 NE NE
Rt. Tibial B3 8.0 NE* 100 46.9
Rt. sural NE NE

Abbreviations: MCV; motor conduction velocity, NE; not evoked, CMAP; compound muscle action potential.

R, I, EILEVEE ACE, MUER, 7x'JFY, TSH,
free T4, CEA, CA19-9 (FEZEEHEMN. HiITAE, #1 ds-DNA T
&, #T SS-AHUlE, #1 SS-B ik, #1TPO Hifk, HTHTLV-1#HT
{&, MPO-ANCA, PR3-ANCA [$£ T, Z0f, THEM IL-2
AR 1,421 U/m/ (EEER 122~496 U/ml). BERIRE THIE
160 mmH,O, #HERE%L O/pl, EHE 22 mg/dl, #HREE2 TR
ZRHIEM oo, ERENER CT TIREBMERE, )V /\EE
BRISHED - fo. BEEB MRI TIE AR B/ NN ERDEREIC N Z
T, HROIFEEARBH SN, IBRABKRTIIEEESIE
|mhofc. 2BH MR TREEOEHEEZRDHOD, BE
ES%EZOHIEH o7z (Fig. 1). *mTc-ethyl cysteinate dimer single
photon emission computed tomography (*"Tc-ECD SPECT) T
Bz & TMRETEALITED > o, 12 FELERITIE
HR 58 bpm, EEFFAE - 2, EEM. CVR-R4.69%. EZNH
RICBRECTREGEFHE REHREESICEELSREEL
@Y, GREHECREENN CESHENEMZTER TS
BMhofe. BREWRED FEOERBENSEEET L TL/L.
ALTERTREMBREHEMNZFZR TCELM ok (Table 1).

RRTcEMABREZERS N, BORECREBMICEEH
REDRRF R T RO T,

HEMREEEUR, INMEEBRTE, BREEMLOKRHEHEES, R
RE, NMROIEFISIFERERENHKE (BER) =5
ICZ2, IWRERZEZEHMERR S ZEAR Japan Spastic
Paraplegia Research Consortium (JASPAC) NKFEU =, RBEE
LB TRBERI DA TH o fh, BORG% LM fthfz
ICARREZIRDIRL TR D ZENRUINTWE, MR ETER
M5 IR ICHTESE, DAMEEREETL, 2017 FICBE
HYEZR UEEICIT Ulc, Exome MBI IC & D ZEBIF % TL,
SPG B{LF, alsin BfzT, SACS &fz¥, ABCD1 BIEFICINZ
T, BEMEARY Z 2 —ONXF—OBEEERFICOWTRENIC
iz T>fc& T3, DNMT1EIEF T exon 20 [CATOEEH
DETEEMED 8 5 NM_001379.4:¢.1483T>C (p.Tyrd95His) HY¥IRH
Lfe. MATHYA—Y—T VA TRAKODEREZRRATE,
HSAN1E EfEERZKTU o (Fig. 2). 248X variant (& doSNP (https:/
www.ncbi.nim.nih.gov) Tldrs199473692 (LY LTz, FAhBR
OBERBETIEERR Tau BEA, 14-3-3 ZAIFREMKT, FUAY
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Fig. 2 Gene analysis.

Analysis of DNA methyltransferase 1 (DNMT1) gene revealing the heterozygous pathogenic
mutation in codon 1483 T>C (p.Tyr495His) in exon 20.

EHEEFIE codon129 T Met/Met, codon219 T Glu/Glu T#%H >
7=. SCD Ei=Ff##r (SCA1,2,3,6,7,8,12, 31, DRPLA) (Xf&

HETH- I
Z =

HSAN [3/NEBE MR CEBERIREDOREICL D REME
zERICEESIN, BEEREICLZMEPRMEZRDIEL
EEEEECPRUOERZHSKEETH S, b@bHywm
DEEEHIE T IIBRIRHED T2 DHE & BEEIREDRD %R
EREFIBHD, FEICEL > TIEHRREBAORREESZRT
BEHH 22, HSANIE & DNMT1 B FEHEZEETH D, DNA
x%wﬁ@%v&%0mw7u§ﬁ%%ﬁ%%,auv%y

EICHATHDEINTWDY, DNMTT Bz FEEREIC
LI exon 20 ICEENEFRT 3 HSANTE Ofttic, IBXMEES) K
, HEE, SIILILT7Y—%ZEU exon21 CEENEFT S
autosomal dominant cerebellar ataxia, deafness and narcolepsy
(ADCA-DN) BM15nTW3, WMERIA—N—=FvTI2EE
» D, TDNMT1 methylopathyy & WS 559, HSANTE &
FEBICHETHD, AFTIEKein 59, Yuan 59, &K OEDR
57 OETDONMTT1 B FERZHER TS, 22T, N
£ TDNMT1 BETFEEEZMS HSANTE DERFRERI EEH I e
BREZHHUIcE 3, KREIDMIC 23 KRR TIFINER TS/
(Table 2)9~19_ BE&(F 39/79 BN BN, 40/79 BIH LM TIERE
F72<, PREEOFFERIE 22 EH 5 66 Mmoo, 1 RKRiE
RERBUOREEEZZEL TWLWED, 4 RRIGFRHBREEAT
HOBRMEBD THoc?. AHIOMIC 2 fI THREHRERES,
1M BT INMEEBI KA ZER TS . BREIE 1 RRTREN
TWENBRRATIFELRLTHED, AHIDLS ICRRETTEZ
RBDTEGNSEN - fz. HSANTE DFAEICBII0 S hot spot & &

NTW3 pTyrd9s ICB810 2 DNMTT BIEFEE% 10 RR THE
BTE, AHIER U pTyrd95His DEREICEAL TIE 3 RFRDY
ZROI. RO &S ICHBMICHBOREE "1 —0/F—
HEAFEEULLDIE2RRY? THDH, APTO 1 TR IL15E
EMEEDHE L, EBEHRKESES, %M, 58I MR T
DRI E OEMERTR D S YEITE TR _EERED RN T
W, DNMTT B FER TIEREHRES L 1T TR < hiEs
BREZZRIIELHD, DNMT1 EBIEZ TR T c.2053G>A
(p.Ala685Thr) SRV RERZRHEERRBEZR L LRE
HH3'. DNMT1 B FEITIEEITI N TWEWSDOD, i
REREE % 26D HSANTE & ERERZMTE NIcEIRERIERE S h
TW2919  FEFHPTR TIEARNICRIEEBMN OV EAM
INEEZ RS, BEHEENICEAMNEEYEE ANEER /)
B I R MRAE D Bt SE > AR TR RS, BhEREME, IRMEMET X
NOY o bOEE, /07 7OEECOMENRESINT
W2, ZOS5S5EE7ZANOY A hOEE, /07U 70
SEHICDOWTISRIBEEREEMTH D, HAERES & RNER
FEEOEENRBEI NS, Baets S DIE TIE HSANTE DH)
IR IFHIEN 36% L RETH D, AHIL/NBEAN S DEEE
MEfEIN T\, HERZPNHRE UV TREE=Z2—0ONF—%
kUBEIF, HSANTE ZEERIICEIF 2 RETH .
MBRRETIFALEN IL-2 RBE 1,421Um EEZ UL LR U
TWe, REITERERR, KREFMR, MR, Uv/EEX,
MRI COEEMEZRDBN>cEZERTDE, BEY VN
EOMHEMERBENEEZ 2. ARPHEEDERCERZR
CRP BETHZENSE %AﬁgéﬁﬁibzmnT%ﬁ%T
ETEAR,

A TIFERER /NN KT Z 526, MRl T/ININER
DHollcHBE 5T, “Tc-ECD SPECT TILRE T £ 53875
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Mo EBERIFESH TR, UH U/NNEROA R ST, OF
AEICKINEEDERZ RO BN SMTETIDIE R >
feRIBEEZ HERIT B,

FILURTIHERBEREMU DTN TERD > e HEERN
BRARYLICIE R P, BREFIC K DRI OFHMARE S - /o
N LBV, BRETTERS K OTEEREN S IEAGICE T
DHAEREENRE NS, MR TIEBEDEREIFH >H
DO, BRICEEESZROHTLWRVWENSIFRREFEZIC
<< DNMT1 BEFEEDKE L BRBENRBINTWS, &
S DHEHBEREBETORE TRU p.Tyrd95His DERE % 585
THEOH?, AIEDBEREFBHSHTIERWE DD, HSANIE A
BIEBICERULTWDAEENH D, SEOERDENERIC
LBBENEHFINS.

DNMT1 BIEFEIT T c.1483T>C (pY495H) S REVRA%H
9% HSANTE D 1 fl&HE LTz, AEBETHERETERET S
ENHD, FEIDETHD.
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Hereditary sensory and autonomic neuropathy 1E showing hyperreflexia:
a case report

Hitoshi Hayashida, M.D. ", Yukimasa Arita, M.D. ”, Kishin Koh, M.D., Ph.D. ?¥, Yoshihisa Takiyama, M.D., Ph.D. 24 and
Koji Ikezoe, M.D., Ph.D. "
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Department of Neurology, Matsuyama Red Cross Hospital
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Department of Neurology, Fuefuki Central Hospital
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Abstract: A 52-year-old man had developed hearing loss since childhood, as well as recurrent foot ulcers and
osteomyelitis since his forties. He presented with gait disturbance and dysarthria that had worsened over four years and a
month, respectively. Neurological exams revealed cognitive impairment, proximal weakness of the lower extremities,
generalized hyperrflexia, ataxia, sensory disturbances predominant in deep sensation, urinary retention, and gait instability.
On nerve conduction study, no sensory nerve action potentials were evoked in the upper and lower limbs. Since his
grandmother suffered from similar symptoms, we investigated genetic analysis, which revealed a missense mutation
(c.1483T>C, p.Y495H) in DNA methyltransferase 1 gene. He was subsequently diagnosed with hereditary sensory and
autonomic neuropathy 1E (HSAN1E). It is important to recognize that increased deep tendon reflex can be observed in
HSAN1E.

Key words: hereditary sensory and autonomic neuropathy 1E (HSAN1E), DNA methyltransferase 1 gene, hyperreflexia
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