http ://aammt. tmmu. edu. cn B SRR ,2020,42(18) 1859

DOI: 10. 16016/]. 1000-5404. 202003399

JIIEMMESAMEEHERERERIGERRE 5
B, X T, AFE S 400010 TP, TCER IR S E R IR

(HZE]  HEy I3 Hr LSRR 40 0 (retinoblastoma, RB) 2 R 58 42 5 il PR 3¢ 7L 9 5 il
Jiid: Wik 2018-2019 AFH PREERR A MR —RBei 12 23 4 COUHR 4 6], FHR 19 i) Bk tk RB &
U, B A0 700 7 LA B FR R P 45 5 k0 H AP R AR AR AT 03 7t Al 27 i A o 458 LI R SR
B Ry Tt A R AT a0 A o &R 23 i RB UL AN S S Bt R %74, b 3 490 RB1 3%
PR A (e 1333C>T T L RAL (e 380G>A 4 LRAZ LA K c. 1940delT B4 57845 1 491) , 2 il g 4% D1 %K
AR5 (14 RB1 BN 5~ 17 SHOMNE T2 G 8K LU 1 4] RBL L SARIT 5112 14 Mb J1 BUAR B 8K ) o
5 IR RAZ BILBPF B AR N 5. 4 A B BT R RILI AU 20.2 >, HEER %
AR5 S A A M (r=0.592,P<0.01) o 5 BN RAZ LA 3 BIXUR (3/4) RB, .3 T HLHR
RB fih5(2/19) , RRMAIANA B35 2% 5 (X2 =8. 074, P<0.01) . &5 2 filH % RB1 JEH IR R % I
B 4bSE T RBIJEPE 548 s RB1 LRI R A8 B RB L5 SUIR & , HLAO SE .

[R8EIR ] A EE 0 R 5 BE PR e s 78 DR

[FEZESES] R394.3;R730.23;R739.72 [ X#ktrER] A

Analysis of gene mutations and clinical phenotypes in children with retinoblastoma
LI Weiwei, LIU Danning, ZHOU Xiyuan Department of Ophthalmology, the Second Hospital Affiliated of
Chongqing Medical University, Chongqing, 400010, China

[ Abstract | Objective To analyze the characteristics of gene mutations and clinical phenotypes in
children with retinoblastoma. Methods We performed molecular genetic screening in 23 children with
sporadic retinoblastoma ( bilateral in 4 and unilateral in 19 children) treated in 2018 to 2019 in the Second
Affiliated Hospital of Chongqing Medical University by whole exon sequencing and methylation sequencing of
the peripheral blood samples. The sequence data were analyzed in relation with the clinical features of the
patients to explore the correlation between the genotypes and clinical phenotypes. Results Five pathological
germline mutations of RB1 gene were identified in the 23 cases, including 3 cases with point mutations in RB1
gene (nonsense mutation c. 1333C>T, missense mutation c¢. 380G>A , and frameshift mutation c. 1940delT) ,
1 case with heterozygous deletion of exon 5-17 in RB1 gene and 1 with heterozygous deletion of about 14 Mb
fragment of RB1 gene and its adjacent sequence. The patients with genetic mutation had an average onset age
of 5.4 months, significantly younger than the others (average onset age of 20. 2 months). and a significant
correlation was found between gene mutations and the age of disease onset (P<0.01, r=0.592). The
detection rate of gene mutations was significantly higher in cases of bilateral tumors than in those with
unilateral tumor (3/4 vs 2/19; Chi-square=8.074, P<0.01). Conclusion We identified for the first time
2 new germline copy number variants of RB1 gene in children with retinoblastoma, which expand the spectrum
of RB1 gene variations. Germline variation of RB1 gene is associated with a higher likelihood of bilateral eye

involvement and an earlier onset of retinoblastoma in children.
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