e 162 - [ b0 I A5 255 2020 4F 5 A4 47 %% 30 Int J Cardiovasc Dis, May. 2020, Vol. 47, No. 3

/

AUV 5k A0 LR A 5% TSI 2 [ 548 0 B

T BREB BET AR BHEF HRilE

EEY B8 0 RABT KRB SIRDCMI X ISL1 AR R T,  Fik. K
4 226 )4 DCM & &A= 230 4 A8 IT B2 69 48 ARG fu AR A, 3032 DNA, @it B A6
4 B 5 A7 ISL1 AR ey s A s 2 F RAME N AT, AT RA ISLI AR R L. 2
J ClustalW2 2 444-4F ® T R A B AL eG4 W, B A £ %42 5 MutationTaster,
PolyPhen-2 ## PROVEAN Fm| % % 649 Bk b, B B W & B4R & A B 547 & o 3f 4%
RRGARAT, LR 1AM DCM &40 ISL1 AR b w1 A3re9 4
BSLR % (e 706G>T B p. Asp236Tyr) . i R X R AL TR, Bt ISLL &4 5
P 3T M R AR R RABR AR E AR T HARBERANE T ZEARE T LA
Bomk, AN AN R E RS ARG HETEETAREEZEK, S XN 1A
ISL1 & B s e sk M#7 2 %, TH-F3 DCM, 2t DCM 4 F B AR AL T 38 B A 5 18 09 16

[CBIRAY 7 KA SR ; A5 4 FA T ISLL AR R Z ;RS AR 97

doi:10. 3969/j. issn. 1673-6583. 2020. 03. 009

Mutation of the ISL.1 gene associated with sporadic dilated cardiomyopathy QIAO Qi, YANG Chenxi ,
GU Jianing , DI Ruomin, YANG Yiqing, XU Yingjia Department of Cardiology, Minhang Center
for Complex Cardiac Arrhythmias, Cardiovascular Research Laboratorys Shanghai Fifth People’s
Hospital , Fudan University, Shanghai 200240, China

[ Abstract] Objective: To analyze the mutation spectrum of the ISL.1 gene associated with sporadic
dilated cardiomyopathy (DCM).  Methods: Blood samples from 226 patients with sporadic DCM and
230 healthy individuals were collected, from which DNAs were extracted. The entire coding exons and
flanking introns of the ISLL1 gene were analyzed by polymerase chain reaction-DNA sequencing in all
participants. The ClustalW2 software was used to analyze whether the mutated amino acid was
evolutionarily conserved. The disease-causing potential of the identified mutation was predicted by
PROVEAN, MutationTaster and PolyPhen-2. The functional characteristics of the mutant ISL1 were
assayed by the dual-luciferase reporter assay system. Results: A new heterozygous missense ISIL.1
mutation, c. 706G=>T (p. Asp236Tyr), was detected in one patient with sporadic DCM. The mutation
was absent from the control individuals. The altered amino acid was completely conserved evolutionarily
across species, and the mutation were predicted to be pathogenic. Biological analyses revealed that the
mutant ISL1 was associated with significantly reduced transactivation of a target gene.  Conclusions:
The new ISL.1 mutation is involved in the pathogenesis of DCM, which has potential clinical implications
for the early prophylaxis and treatment of DCM.
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