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XIAP gene mutation screening in children with hemophagocytic lymphohistiocytosis
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Abstract: Objective To investigate the prevalence of mutations and sequence variations in X-linked inhibitor of
apoptosis (XIAP) gene among Chinese pediatric patients with hemophagocytic lymphohistiocytosis (HLH). Methods
Sixty-five children who were diagnosed with HLH between January 2009 and December 2012 (case group), as well as
70 healthy children (control group), were enrolled in the study. The exons of XIAP gene (1-1, 1-2, 2-6) were amplified
by PCR and directly sequenced. The genotypic and allelic frequencies of single nucleotide polymorphism (SNP) were
analyzed. Results None of the HLH patients showed mutations in these exons of XIAP gene. Only one nonsynonymous
SNP, 15956583 located in exon 5, was observed, but there were no significant differences in the genotypic and allelic
frequencies of this SNP between the case and control groups (P>0.05). Conclusions HLH caused by XIAP mutations
may be rare in children. SNP rs5956583 of XIAP gene may have little contribution to the development of childhood HLH.
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1.1 HARIH

HEHL 2009 4E 1 H F 2012 4F 12 A T P E
BF R 2455 — B B= B L2 59 HLH &L 65 )
RS G, Ho B 37 I, 4 28 ] FIYAERE
6 4 %, HLH 21 Kby 7 hn iy [E PR 2H 2 41 f
SHEFE N HLH-2004 J5 € P2, [R] i e B TR Be A T
TR JLEE 70 BIFE A X RRAL, 55 40 f),
1730 fl; FIJAERY 6 £3 %, WAL AERY . PR
Pz S TGEH2EE L ($ P>0.05) .
1.2 FERFISMEE

QIAamp DNA Blood Mini Kit ( Qiagen, f&[F ) ;
2 x Master Mix (JUHURAMRFLAR, HE) ;
1A (A T A TARRE RIS A PR H],
diE ) 3 ZiWiE PCR ¥ Y (PTC-220, £ ) ;
fE IR KA ( DK-420, FHE ); BRI (DYY-86 %I,
HE % Gel Doc EQ BE IR RS Bio-RAD, [ )
A58 ( ABI3100 Genetic Analyzer, EH) .
1.3 fRAREREEZH DNA 1ZE

KA AL EE 1Y A 8 R KT EE L 1 mLL,

QIAamp DNA Blood Mini Kit 156 B 5 $2 Bt 3L [A 41
DNA, T =20°CUKF1RAE -
1.4 5|¥i&it

I FH Primer 2 Oligo #X /4% A\ XTAP & [ 51)
( GenBank JF51)5: NC_000023.10 ) #4751 9%,
BARGY75) 3% 1.
1.5 PCR&%E

PCR [ N & & L b sopl, H b &
2 x Master Mix 25 uL.. 10 umol/L. = F i 51 ¥ 4%
2 uL. DNA #54R 2 uL., Bl ddH,0 Z 50 pL. S 45/
94 °CTiAE M 4 min; 94°CAETE 30s, Bk (IRES
M 1) 30s, 72°CHEM 30, 3k 35 MEFR; 72C
FRIENH 7 min, B 5 uL PCR 7= W) 1E 2% N5 Bl BE
ek, 24 100 V HLTK 35 min, LA 1000 bp
DNA Ladder AFHX70F S bt FHEUKE T Gel
AR R GEHAT UG TT o o
1.6 PCR =#illF

K38 ( ABI3100 Genetic Analyzer ) X}
JrAS PCR P=4pidb AT BT, P45 5 A XIAP
FMFS (GenBank JF41%5: NC_000023.10 ) #17
FEXT o
1.7 SHITESR

K SPSS 17.0 Geit- 3 X B s - 1 4124 4
Br, FEPIBURNSEA B RURR R (%) FoR, A
[E] EL AR FHUAS 3 ) RS0 N R x C FIERER K,
P<0.05 WA G E L,

F1 ¥ XIAP EEKSIWFET!

AT 514 5 (57 —3 ) FEHIR/N (bp ) RARE (C)
Forward GAATGTTTCTTAGCGGTCGTG

exonl-1 Reverse AGGGTTCCTCGGGTATATGG 632 3
Forward AGTGCCACGCAGTCTACAAA

exonl-2 Reverse TTACCAGTTCAGGGGGCTAA 669 3
Forward TGGGCAGTTTTATTTTTGTCTTC

exon 2 Reverse CTGCATGCTATCCAACTTGC 388 3
Forward TGGGATAGGGAATTGGGTAA

exon 3 Reverse ACACTGCCCAGCTAGCTCTC 469 62
Forward GTTGCCCCCAGTGACTCTAC

exon 4 Reverse GCAGAGATTGCAGTGAGCTG 436 o8
Forward CCTTGCATCGTTTCAAACAC

exon 5 Reverse GAGCCTCCAAAACTGTCAGAA 668 3
Forward ATATCTCCCGGCACTTGTTG

exon 6 420 56

Reverse

TTGGTAGCAAATGCTAATGGAA
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iy X R R R AR . ANFESN T 5 B3 1A
e AT R 2 A PE (SNP) 7 15: 1s5956583

(42009A>C ) .

2.3 TH rs5956583 B [F B RN L i B F SRR
tb

155956583 Jk PRI ST N A5y JE PRATCRAE HLH
SEJLFXT A Rl 1y o3 A 22 R TG i L (1
P>0.05) , W% 2,

R 2 T rs5956583 HFE B FNZE AR FESHR LB
[ (%) |

- SRR RS
cC AC A C

ST 70 60(86)  5(7) 5(7)  125(89) 15(11)

R4 65  56(86)  5(8) 46)  116(89) 14(11)

V! 0.005 <0.001

P14 0.942 0.988
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