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[Abstract] Objective To analyze the clinical manifestation, clinicopathologic features and alpha-galactosidase
A (GLA) gene mutations in a pedigree with Fabry disease. Methods In this study, we retrospectively collected
the clinical data of the members in the pedigree with Fabry disease, then the clinicopathologic features of the male
proband were analyzed by renal biopsy, and GLA gene was detected by PCR and direct sequencing. Results (D The
proband was characterized by pigmentation of bilateral lower extremities, episodes of neuropathic pain, and renal
dysfunction. The renal biopsy showed secondary focal segmental glomerulosclerosis with massive foam-cell liked
podocytes under light microscope and abundant inclusions in podocytes which were round, comprising concentric
layers of dense material separated by clear spaces under electron microscope. @ The proband was identified to present
a missense mutation as CAG119TAG (Q119T). The mother and niece of the proband were the carriers of this

missense mutation. Conclusion We identified a family with Fabry disease resulting from a novel point mutation of

GLA gene, which has not been reported before in Chinese population.
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Fig 1 Skin lesions of proband: pigmentation of bilateral lower

extremities
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Fig 2 Renal biopsy of proband

A Swelling and vacuolation of podocytes in the glomerulus (HE, X200); B: Segmental sclerosis and vacuolation of epithelial cells in the

glomerulus (periodic acid-shiff staining, X 400); C: Abundant inclusions in podocytes which are round, comprising concentric layers of dense

material separated by clear spaces under electron microscope (electron microscope, X 4000)
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Table Primer sequences and annealing temperature used for PCR and

sequencing of GLA gene

PCR Annealing
products  temperature

(bp) «C)H
572 56

Exon Primer sequence (5'—>3")

1 Forward GAAATAGGGCGGGTCAAT
Reverse TGATTCGGGACAGTTTGC
2 Forward GCTGCTGAATTCTTGTGAT 390 60
TACTAACCACCT
Reverse GCTAACAAGCTTCTGTACAT
AAGTGC
3 Forward CCCCAATACCTGGTGAAG 371 56
Reverse GATTGGTTCTTTGGCTCA
4 Forward GACAGACTGAACCCCATC
Reverse AGACCTTGGTTTCCTTTG
5-6 Forward CAAGAGAAGGCTACAAG 643 56
TGC
Reverse CAAGGGGTCCTGATTGATGG
6-7 Forward CACATCAGCCCTCAAGCC
Reverse ATGGAGAAAAAGGACAG

283 56

707 56
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Fig 3 The pedigree tree of family

2.2 ERAMNFER

XS SR E GLA P & 1 A s R AR LR
fiT GLA 2% 2 S48+ CAGI1I9TAG(QI19T) . B &
NG L AR B LAE mRNAL BT il — & A e
M2 kB, WP RERBG GLA BRI 2 F 2 4
B F o B SeUE B 5 AR A, TR S AR AV S S E A —
o AT A R R E 25 R 2 H % K R Fabry it %
KRB, WL 3, JEH M 745 5 WIE 4,

SEIEE RE L m B E EE

Fig 4 The aberrant sequence of GLA gene in proband

4A; Sequence of exon 2 in GLA gene of propositus; ttegetageta( y )3 4B; Normal sequence of exon 2 in GLA gene: ttegecageta( y )
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