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1. i

BEMEREB LT, BETFORGHRR EOBGERN, ZOREICESTIEADOZ LTH
D, £OPT, BLEEROHROBNVRBRLE LT, AUTLERRERBE-BETERED
Bbd. AVFVEREIHRBIL, EMENDRITIRE VR, BEIL b r— L TIRIL ALY
BRHESNBZWE S RBO THREDEN "LT AR T N ILLos &R End &2
BRLTWS. &x7 Y — LT (Whole exome sequencing) X, 7'/ AHPDIZIELTOE
BFDE NI Ea—T 4 TEBREBEOICHENT T 2FETH Y, FRFRHAOEGMSER

DEEBETFEZRRTIEOTLHFETHD. AFETIE, BERE, EENAKIL,
AR Z B LD 3L 95 Leukoencephalopathy with brain calcification and cysts
LCO) BERL, NHEREZETH2RERICXI LT, iz WES 290 LT 2 EEZENT
B L BRAOBRREIT- 72

2. NRLFE

LCC BEZEL 8 FRE, MHEMRS/MEATEREZE L, BKPHICITHERZENC
B o TR E 23 2 BE X ST 160 TR EMT G & L7z LCC FRICR L TIX
2016 FICHRICEMLEET L LTHE N7z Small nucleolar RNA, C/D box 118
(SNORD118) =T (Jenkinson et al., 2016), WES 5 —Z D% TIRRIERIT & 3 —ik
IZ R BEMRAEZIT o 7. IMNEROR R BT, BEABE TR AN 7Y bR Sh
7= 85 %% (53.1%) D5 b, Human Gene Mutation Database (HGMD) O/RY 7 v b
FBOVRNBETF RN T FERHLE 6 R 7T BEICOWTCERL, BERE
LRV OFFMLFRER/T, BEME QBRI T2 hORMEROFMZIT o /2.



3. MR

LCC 8 RRIZH L TITo =Y ¥ D WES T TIL, MEIRRE & eh o7, Fizic
RABBEMLRET L LTHREINK SNORD118 NUT v MZOWTC, Sui—v—F R
BTl 25, 118 FHRETH%)T 4 DOHFH Y 72 F0.19C>G, n.24C>T, n.61A>T,

nU8T>Q&ELEMT LAMAY 7 MR L. WES 57— % 0% RO T,

SNORDI11813Y 2 N—)VERBE DO BEBBTF ThH D TMEMI1077 3UTRIZAE L TR Y,

T V= AF ¥ TF ¥ —IC AT D SureSelect Human All Exon kit (v4, v5, v6) TA /3
—ENTNBZEVFERTE . £/, 7/ 75— 3 k% Refseq Gene 12 5 Ensemble
Gene ZHH L LIz bDIZE X 5 Z & T, ENSG00000200463 (SNORD11&D/NY 7 b &
LTa—LEnd I EBRHLNTR T,

IMRFER DR R DL, BEREET ORI NY 72 b3S 85/160 FFR (53.1%) M3 HH &
Nniz. BELEODILVBET & LTI, Patient 2-1, 2-2 725, Sep (O-Phosphoserine)
TRNA:Sec (Selenocysteine) TRNA synthase (SEPSECS) DEE~T v EHEARY 72 R,
Patient 2-3, 2-4 (L3 HDM S, Solute carrier family 9 member Al (SLC9AD D7RTE#HES
#:,3U 7 |, Patient 2-5, 2-6 7> 5, Misato 1, mitochondrial distribution and morphology
regulator (MSTODDEE~T 2 AN 7 b, Patient 2-7 225 Solute carrier family
1 member A3 (SLCIAS O de novo (~T a#ESH) Y 7o bR BH L.

4. BE

RHEENTAY T2 b OFREMEZFET 272012, TRAEZAANT T2 MIDWT,
SIFT, PolyPhen2, MutationTaster, CADD & 4 SDFHI= =7 & Fu e Bl 21T o 72 & =
%, MHBEREIFT 2 HLOREHE b, SNORDIISNRY 72 MIOWTIE, # o3
7B} a—T 4 TEBICH LTHERSN TS CADD & PhyloP AWz Z 5,
CADD XY % PhyloP OFA Y7 bOFHEICER Thole. Z0Z &3, ZU08
Fa—7 4 T BETFOERFEEY, EVERCEHEIRFIN-HEETHD 2 L 2R
THEEX LN N TV b OBERILFEMIZIE, American College of Medical Genetics
and Genomics and the Association for Molecular Pathology (ACMG/AMP) HA RZ A
(Richards et al., 2015) # A7z, RESINZLETDHNY 7 b Likely pathogenic
2\ Pathogenic &7l S iv7z. B CIREDRE INIZEFIOMADOFIZ, RERID
AR T LEBEETHEOOREENT V. SEPSECS HE9NY 7o M, /NEE XY
MRI ©/MMZERE % B4 DA/ BE SN TV (Agamy et al., 2010) 7%, AHFFED Patient
2-1, 2-2 XEN LD GBRETE Ch o7z, SLCIAL X, /HIMENE L BREEREL 295



Lichtenstein-Knorr EEHE THRE X TV 7= (Guissart et al., 2015) 3, AHFZED Patient
2-3, 24 [FRERE 2RO R 272, WES T 2L E LI BEEHRRICIVREELE
5 SOMEET OFHIFA Y 7> k1218 (SNORD118: 48, SEPSECS: 3 18, SLCIAL:
1{@8, MSTOI1: 318, SLCIA3: 1{&) &, HBFE 14 L OBKIFHRIZ, SHOBETZHO
BER L, BEOTROHANICETILDEEX BN,

F—U—F
£ 7 ) — LT
Leukoencephalopathy with brain calcification and cysts (LCC)
ANE S



WET NRYFv b Patient BEOHE  ACMG/AMP 2545717 i)
“SNORD118 - n.3C>T Con ' _ Reported -~ PS1,PM2,PM3,PP2,PP4 P
: ni8C=G. . Novel .- . PM2,PM3, PP2, PP4 1p,

- on2CT . Novel ' PM2 PM3/PP2,PP4 T LIp
T nB39G=C . Reported.  PS1,PM2,PM3,PP2,PP4 P
©n6IAST “Novel . "".PM2, PM3;PP2,PP4. /" 1D
CnT2ASG “Novel PM2, PM3, PP2, PP4 TP
nd03GsA L 300 w0 Reported PS1, PM2,PM3, PP2PP4 P
, . n1I18T>G el T U Novel 0 PM9, PM3, PP2, PPA SLp.
SEPSECS  ¢.77delG (p. Arg26Profs*42) 21 Novel PVS1, PM2, PM3, PP4 P
c.356A>G (p.Asn119Ser) 2-1, 2-2 Novel PMg, PM3, PP3, PP4 LP
c.487G>A (p Arg156Gin) 2-2 Novel PM2, PM3, PP3, PP4
MSTO1 | c1099-1G>A(p.Val36TTrpfs™) 726 . - " 'Novel .. PVS1.PM2 PM3 PP4 i
% c836GSAGArg279Fi9) 25,26 Novel . DMo PM3 PPz PP4

S eM9CST RGINTY e g T el 'PM2, PM3, PPy, PP4" P
SLCIA1 c.862delA (p.Tle288Serfs*9) 2-3, 2-4 Novel PVS1, PM2, PM3, PP1, PP4 P
“SLCIA3 /¢:383T>G (p.Met128Arg) R0 IS Novel - 'PS2,PM%, PP3,PP4 )

F EFRTEELELANY T2 D ACMG/AMP FA KT A 2BiT 2RE TS
Bg5EiX, P: Pathogenic, LP: Likely pathogenic, ACMG/AMP: American College of Medical Genetics and Genomics and the Association for
Molecular Pathology #5%4". 7747 U 7%, PVSL #EEEEEAS) 7T U MFURVANRIT U R, ZL—AY 7 bRRRSSAL 20 7B LR
ERITANY TN, PSL: BEROBEBHANY T MERULT I BEREE T, PS2: IHRFIICRoM ol de novo SY T v MTHD, £HEH
BFEESERSNTWS, PM2: BERMBEICHEE LR, SHRBEEICH L THEECHEEREVGEREDNHS), PM3: 5V RIZRoh
(HIERENER), PP2 REI AV ZADEVEGFOI RV RAY 72 b, PR3 #EOFE T/ 7 MLV X$&h 3, PP4 BEDOER
BAE—BRRICBRNTHD, 2577
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