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A splicing mutation of EXT1 in a Chinese pedigree with hereditary multiple exostoses
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Abstract: Objective  Hereditary multiple exostoses (HME) is an autosomal dominant monogenic disorder of
paraplasia ossium. Mutations in EXT1 and EXT2 have been suggested to be responsible for over 70% of HME cases.
This study aimed to analyze the clinical features and pathogenic mutations in a Chinese family with HME (6 patients in
24 members of 3 generations) and to review the relative literature regarding mutations in EXT1 and EXT2 in the Chinese
population. Methods  Clinical pedigree dada from a Chinese family of HME were collected and analysed. EXT gene
mutations in this pedigree assessed by PCR and sequencing. Pubmed and Wanfang (a Chinese database) were searched
for the literature related to gene mutations in Chinese HME patients. Results In the pedigree analyzed, the age of
onset of HME was becoming younger, the disease was becoming more severe, and the number of osteochondromas was
increasing, in successive generations. A splicing mutation IVS5+1G>A, first identified in Chinese population, was found
in all diseased members of this pedigree. According the currently available literature, EXT1 and EXT2 mutations have
been detected in 29% (26/90) and 43% (39/90) Chinese families with HME. Conclusions HME starts earlier and
becomes more severe and extensive with each successive generation in members of the pedigree analyzed. A splicing
mutation, IVS5+1G>A, of EXTI, first identified in Chinese population, may be responsible for HME in the studied
pedigree. EXT1 and EXT2 mutation rates may be different between the Chinese and Western populations.

[Chin J Contemp Pediatr, 2014, 16(2): 174-180]
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EXTI-E4 R TGGTTTTGCCCCACTGGACC HIEAFTE, T D RRJRFAT 1k, KM, kR
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Eigi;—? Ziiﬁifggggfggjfgfggg Tt HA R E AR R R ) B e (18]
- 342 HEAT T A AN
EXTI-E6_R  CAGGGTATGATGTTAGAGAAGTCCCG 2) , Hitfy FEEERIRA. BREJLES, K
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SCHREE A, REREARAE Y T GE — 4 HME R R,
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B (VAR 2 6, 5 VIR 1) RBCMEER, 9
T SCHiR PO EHGE T 9N R R Gt ik 2~61%)
BT RS AR AR e I E R, LR
SCHRIRGE, TE HME R 230G IR R IRE5E 1
UGN A ISR BRI N — 1
Feal, sUEERHENMEX, TFEBEZHE
PIIESE, [RIR R ARG AR I — 3, SR IR
RIA], Az neE, FHEdE— L.
HME 4 e o (R 5L B 8 v st 1% 0, A1
FR 100%™, 19K 5 EXT il 5 28 248 4 O,
BE KBS HME A &) EXT1, EXT2, 5o
A& 19p 59590 1) M AR 78 EXT3 f£7E. EXTI
EXT2 © # 72 Be, (H EXT3 i K #%# &, Hrh
>70% K HME W] & ] ] EXT1 5§ EXT2 58 48 1,
] A0 SCHR T EXT1 35 B 28428 2 7 449%~669%" 11y
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EXT2 @&, 24 WA E K B AT A Fh EXTI
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