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INTRODUCTION

Infantile neuroaxonal dystrophy (INAD) is an

- . a
autosomal recessive disease caused by
B} B} B} CAGTGAAAGGCCTCATCATCATCLERGCTCCTCATCGCCATCGAGAAR
mutations in PLA2G6 gene . It is a severe WT ~|
. . . . ‘ | /] &
A A |
progressive peychomotor disorder with Infantlle T
Onse an C arac erlze y e presence O c.1483C=T SAGTGAAAGGCCTCATCATCATCI']AGCTCCTCATCGCCATCGAGAA
aXOnal SpherOIdS throughOUt the Central and Hom 3APGTGAAAGGCCTCATCATCATCTAGCTCCTCATCGCCATCGAGAA
peripheral nervous system. Brain magnetic U W\Hﬂf - | ﬂ\m | '
. . ! |
resonance imaging (MRI) shows cerebellar JUHLE /\/\M’"M%\Aﬂﬂﬂ( (] J\."'J\/X/\/\/\J\flm‘M
: . : : SAGTGAAAGGCCTCATCATCATC[/BRGCTCCTCATCGCCATCGAGAR
atrophy and Sometlmes Iron accumL”atlon In ;1483C>T CAGTGAAAGGCCTCATCATCATCWFRGCTCCTCATCGCCATCGAGAAR
. - g . . . et
globi pallidi and substantia nigra. In this study I{'\ i
. . A [ : n
we perform a PLA2G6 screening mutation e A,
analysis in a consanguineous Senegal’s family b
Wlth INAD- Eﬁ:‘:ﬁﬁ:ﬂm o species match gene aa alignment
ptroglodytes ilgtz ENsPTRGeoee001a3s2 4cspGGGvKeL 11 INARNAERDRENGNEAGII Y3030 3RN0A0ANTERETE
PATIENTS AND METHODS Mmulatta Ezﬁiiued ensmrucesseesez7el  49specevkG LI I I AARANERN SR AUGEAGE R uEuEEnARARAARe Ar
- - - - Featus partly EnsFcAceeeeapezs1?  4sspeccvkeLVITNAARNEERNSEENUREAREIONEuEuSSuanAnamIgcaIn
The prOband ISa S yearS_Old Chlld Wlth d typlcal s culus 11: ENSHUSGO0000042632 496D GG6VKGLVIINIBNAERDREYG0EAGIIY0303GS30A0ADA0TERELE
INAD phenOtype : pSYChomOtor reg reSSion and Ggallus Ezﬁiﬁved ENSGALGE@e@Be12281 486DGGGIRGLV L I|Y AGERR HreI Y AESuSuEsnanmnn EchE3To
. . . Trubripes Egzii‘md EnsTRUGeeeeeeed128 4seDGGGIKGLVLIMN [AHRA Ele Brer AFLNNNASLEuESNARARG IcAETE
Optlc atrophyl HIS healthy parents are fl rSt Drerio Eg;i{wm ensparceaeeeeses2l 4ssDeGeGIKGLVLI[AMANR EAe Brrr  AGENT SUSuZIZOARARN IcABXE
COUSinS. Genomic DNA Of a” patients Was Dmelanogaster Ez;zgm FBEnBe36053 578DGGGIRGLVLVM® ENGALSrRTrIIH FLY AESpuBuEgnARAR ccc@ Ir
. . Celegans partly WeFAB.2 722DGGGIRGLVTVE| Mlc EAFLDRPLIENYELY cafjBU8cy mst 7T16GH R
eXtraCted by perlpheral bIOOd Wlth Standard Xtropicalis Eggzz;: ENSXETGeeasaees3ss 402 DGGGIRGLVLIMAANANEAR Frer [AGFLNY EpSu3gnARARn XemeplEe
method and PCR purified products were analysed
on 3500 Genetyc Analyzer. Figure 1 a. Electropherogram b. Conservation protein level

RESULTS

PLA2G6 mutation screening revealed a new nonsense mutation
(c.1483C>T) in homozygous form in the proband (Figure 1a). His
Neuroimaging study shows cerebellar atrophy while electron
microscopy on skin biopsy revealed spheroid bodies suggesting
axonal dystrophy (Figure 2). Naturally we found the same
mutation in heterozygous form in his parents. This mutation was
not found in a 150 healthy control population and in Exome
Variant Server.

Figure 2. Spheroid bodies on skin biopsy

CONCLUSION

PLA2G6 gene encodes iPLA2-VI, a calcium-indipendent phospholipase essential for cell membrane
homeostasis in the nervous system. The homozygous nonsense variant in exon 11 introduces a
previous stop codon at an highly conserved protein position p.Q495* (Figure 1b). As predicted by
Mutation Taster and Sift this mutation is probably damaging. It is a loss-of-function mutation, m RNA
will be degradated by nonsense-mediated m RNA decay (NMD) or just generating a truncated protein.
Genotype-phenotype correlates shows that the mutation c.1483C>T in homozygous form is associated
with the INAD profile of early onset and rapid progression, according to literature data.

This study confirm the correlation between gene defects and INAD clinical features and greatly extends
the spectrum of PLA2G6 mutations in INAD patients.
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