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Abstract: [Objective] To explore the clinical features, genetic characters in family amyotrophic lateral sclerosis (ALS10)
patients. [ Methods] TARDBP gene mutations in Chinese Han family patients with ALS10 diagnosed by the First Affiliated Hospital of
Sun Yat—sen University in 2013 was screened by high—throughput sequencing. [ Results] There were 5 patients in three generations in
this family. The initial symptoms in all affected members were distal limb muscle weakness and dystrophy at their 50 age. With a rapid
progression of symptoms about 8 to 18 months. A homozygous missense mutation (¢.892G>A) were detected in TARDBP gene exon 6
of the propositus, as well as the other three family members without any clinical symptoms. [Conclusion] ALS10 is a faster progres-
sive and shorter survival time FALS. Since there was no effective treatment in ALS10, hereditary consultation and prenatal diagnosis
play an important role in disease prevention and hereditary.
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Fig.1 The pedigree of family

blood KIT 277 & £& B Ah A it DNA . 350 &5 0 [
5 5] Qiagen 2 Al , ST HGARAE ™A% 44 BRI & 150
Fiktr. BECEBMERE, LA
ZHafitE .

1.3 XEH&

AT SR S A I 1 240 B P 4 B 3 g DNA L
Ixlow TE Buffer #i £ 2| 30 ng/pLo K H Covaris S2
G T M S R Bl R LT T B2 150 bp 1)
F B, 3719, % EpiNext™ DNA 4 35 PR 45 S P2 il
£ F & (26 [ NMlumina 2 7)) 1 55 4 3 B 20 C
& . FTWTIS ) DNA - BEBE G 75 2 E A T A 1!*5,
HERM T . Bk B W LA s O B A T
fiti £ )2 v (PCR) , )2 W {A& % : 7K 40 L, 5XPhusion
HF buffer 20 wL,dNTP 2 pL, F R34 1 uL
(100 wmol/L) , 100% — H! X7 (DMSO) 5 pL,
Hotstart Phusion 1 pL, B4z DNA 30 pL, 5B & &
A 100 pLo N4 : 98 CHAEPE 1 min;
98 CAEPE 20 5,65 °CJEJ< 30 .72 CHEfH 30 s,
L9 NPEI . PCR ) DL gl fb s Bk 2l ik, R H
NanoDrop2000 4 {8 i 73 Y656 FE 11 (32 [E Thermo
O3 FD) X SCHEERE AT 8 AT, BB I L Uk
o SCIE F Be R/

1.4 HiIrEEHKUF

K H GenCap W AR B bRk I H AR (Jb 5t is
St B AT IR BT A 7D X455 TARDBP 2 [
FEN 36 NI AT HIAR . &30 H AR A TAR-
DBP J5 , &1 %} TARDBP 3& A 6 /> 4h i FE H & X
W EIZE bR AR R . 1 pg(30 pL )
DNA S 13 L &£ vh BL IS w5 20k 5

PR A 0 2R P 1 A B AR TR BT TR B A 7 SO
A E S, B 5AF 95 °C 7 min, 65 °C 2 min, $5 T
Tl s EERRIES A G ESC 4% FiRE
R R E I PCRAX T 3BT R, iR R 2
65 °C i 2 min JG A 26.7 pL B9 & £ Z AR HY,
FHAE S AR IR 215 15 65 “CZ438 22 ho

W LR E ESEHEAR T INA S A 50 pL # 2k
1) 1.5 mL B0 iR G 2405 s Bk T
Ay ETE B 0 (30 s, 4 500 t/min) 5 ARG ST
011 min, BEOEFERE AR R FER R CRELE
SR, DU REBRTERE ) BRI {wlﬂ
Oy B TE B I AR A RE - RAE AL, TR AR
hy 3% B T AN SR BT . BUR ELOAE L A
50 pLISCE B BE WL RSB R HB 2D S
BRSO G ARG 28 ik 1 mln,/J\‘LPﬂﬁ}-iiJ:
WL EE V3R . BUN W )48 A5 RE R R B 0
BN S0 WL SO B LSS R, R B 2
D5 s B IE e A— D E L E T

] & Y R I 75 wL 1Y SO S A 2% b
WL B SNRA G e 25 A E 80 wL R 1Y B0
T CRARTRZY 200 wWL) , @5 2% 20 5 sCR AT ES
L) BEFEIRS) 1 h, WBI 28 v 38 IR 5 VERE R 15
min, WB3 ZZ 1K 65 CIHVE 15 min(x31K) o WM 2%
WO BRI 454 i DNA, #E4T PCR FL B, 2 W &5 1
.98 CHIAE 1 30 5398 CAE: 25 .65 CiE %k 30
$.72 CHEMHI 30 s, L3 15 MBI 5 55 72 CIEfH
5 min. A% #% B8 SPRI 4 Bk i 57 & ( 98 [ Beck-
man Coulter 23 &) ) U Bl 4l fk PCR 7= %1, & %W
SCJE LA HiSeq2000 24 7 4 ( 26 [# Hlumina 23 ] )



548 AR AR (B2 R D 5384

HEFT RS T , MR B A 90 bp.
1.5 #HiESH

H F5 DX 380 7 J5 28 Trim—Galore £2 7% 3 38 45
A B S AR AT B 2 BRI A v i 4 Sk RIS
T i (i {E = 20) ARAE 55 B (IR =10) il
K H SOA Paligner #1455 2 2% FE R A 4T LU X, 3K
AT IR Z A5 (SNP) i A BRI 2828 S5 43 i 45
Ho [RIBF AT P R B 7 5 B R — PR A5 K
BARgeit. 2B dbSNP137 503 g . T Ak R 20 Al
800 44 1F DU N J DS 120 o S B T R 22
AR AR A B 5% 5 528 U8 SIFT $50 0 % 2 11 2 g

S Y 5 A 1, e S AR AR S 28 AR A5

1.6 Sanger il 7 3 1iE

MR 75 B B AIE 9 DNA - BE, B4 51
Y1, 47 PCR Y"1 , % F ABI3730XL il )55 4% ( 25
ABIZy A ) LA Sanger I 2 64700 5, B 0 445 SR
5 HAR X AN J5 0 25 b AT Hext o
J¥ 45 B 46 LOVD B4 B (hitp < /www.lovd.nl/ ) Hh A
KRG IR AR A B o

2 % X

2.1 EREREFR

— R EH 3L s B, B3, 2
i 549 883 A A S0 BRLBRSE AR 10 4 A2 4
A9 8, LT IE R LR B . 5 1 58 3 24—
A A TG g R L2 4 B2 , S T ) 4 B K e
S5 i S5 A DR A MR R X i P O PRI Y T PE T, B I -
3TE 45 4 R AL, oAl 5 3T 50 % A A e
o 15 2 JRe LR, DA BN AR IR B B BB TR 2
TE8 ~ 181 H Z Il
22 FIEEREFEERERKN

TARDBP JEPRRGIN 7 (&1 2) , AR 1E# A
(FE3), ek & 1% FL I Chr1-11082358 i/ & (ex-
on6, c.892) KA B I C>A 46 RAE , B IR T
FI AL H9 p.G298S [l BRI % 5 2R o — ARk 4
PR, K 5 A 3 N AE#E AT TARDBP A ex-
on6,c.892G>A W ZR & RA% . 435k -3, &k,
45 % R FEUEE IR, A A B R ILEE , PO T B 1
HLULTETE A WL R R & I S -7, 5
PE,45%  RAeibd st o A LBk, (B JCLTE I Fi
WLZE4 , W5 1B -9, Bk, 43 %, oGk &
o5 ALK, LT IE 5, JCLEE 48 Ry & s

A the result of the proband Il-1; B: the result of the
proband'’s sister -3; C and D: the results of the proband’s
cousin -7 and I[-9. All showed a heterozygous mutation
(exon6, ¢.892G>A, p.G298S) in TARDBP gene.
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