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Improved Acroparesthesia During Enzyme Replacement
Therapy in a Patient Lately Diagnosed with Fabry Disease
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Sungkyunkwan University School of Medicine, Seoul, Korea

Fabry disease (FD) is an X-linked lysosomal storage disorder caused by an e-galactosidase A (GLA,
MIM 300644) enzyme deficiency due to pathogenic variants in the e-galactosidase A gene (GLA). The
disease leads to accumulation of globotriaosylceramide (Gb3) and related glycophospholipids affecting
nearly all major organ systems, with the primary sites damaged by Gb3 including renal glomeruli, myo-
cardium, neurons of the dorsal ganglion and autonomic nervous system, and vascular endothelial and
smooth muscle, Progressive deposition in these organ systems present with various clinical manifesta-
tions including acroparesthesia, renal failure and heart failure, Here, we report a Chinese male diagnosed
with Fabry disease in his late 4™ decades showing improvement of acroparesthesia during enzyme re-
placement therapy (ERT). A 48-year-old Chinese man who presented with chronic recurrent severe bu-
ming pain in his fingers and toes since the age of 10, with worse involvement of the former visited to
our clinic for further evaluation, His medical history included a transient ischemic attack aged 40 and
diagnosed with stage 4-5 chronic kidney disease aged 47. In the family history, the patient’s brother
was found to be have Fabry disease 1 month before his visit, Except for his brother, all other members
of the family are healthy, Based on his medical history and family history, he was strongly suspicious
for Fabry disease, He was found to have a galactose-alpha-1,3-galactose level 4 96 (Reference range,
42 5-67 9) suggestive of Fabry disease, The followed sequencing of GLA coding region in our patient
revealed hemizyosity for the mutation ¢,.988C) T (Q330X) in Exon 7. Since ERT start, he showed signifi-
cant improvement in his symptoms of burning sensation of fingers and toes, On the contrary, due to
deteriorating kidney function even with ERT, he is considered for kidney transplantation, Despite of diag-
nostic delay until late 4th decades, ERT showed a potential improvement of acroparesthesia in our pa-
tient, However, late start of ERT can lead to poor outcome in multiorgan function, Therefore, early diag-
nosis with high index of suspicion followed by continuous ERT with regular monitoring have an impact
on quality of life in Fabry disease,

Key words: Fabry disease, Acroparesthesia, Alpha galactosidase

M =

0]
L=

Ak AT, AN AT AL 81

R TR e i s F R

4 Zobyadst

Tel: 02)3410—-3525, Fax: 02)3410—-0043

E—mail: jindk@skku.edu

Fabry ¥ (OMIM #301500)2 a—galactosidase
A (GLA) 845 793k F-3Ake] Ho|Z 3 Ay



— ootk 9] 391 Fwto] A AR Fabry ¥ AN E2UALHE B3 A Bdk 559 58S 89l 14 —
ah= =R 9 94 54 A} dgolt. Gaucher *32 Fabry #ell tfst 42185 ¥3tato] 34 %<
W oo 2MAlR &3 24 (ysosome) 4 é‘ A5 §lo] ghoF B85 = TR Sk Fe s
o7 g NIt 117,000%9] 10|t} P29 # xﬂﬂa 3 8P7F & TS Rl 5 715Ee
52 40,0009 1914 60,000%9] 1% X*ﬂrﬂr” Att. ©]% Fabry W9 7158 9 S48 EOl& 37}
Fabry ¥ #]&%<| globotriaosylceramide (°]3} Al A E A7 S8l A Y Lol A
GL-3)7} S50l Ao zs A9 v 5, vtk
5o g3 AskE, Foke, s8N A A% Jd Al e Al geke 103/60 mmHg, @ul: 873)/%, &
54, ivg X}%ﬁ%ﬁlf’ Zollg FHkslE Aol 5 & 208)/%, A2 36.7ClAt} 7]i= 175 cm, Al
AoltP Y, GL-3 o ATAE U] A A7 viE & 72 kg ©13tk 4“ & RS F5 7 Al
op7|atal, @a& s A 42 g 5 9 A %5 HokellA s&5o] & 5 3 AEkEE g A o)
MG o8 = 9ltk GL-39 FA& ARl del U Aom AiteS ‘éwl CEE AR Al A
A7 Aol FA = o] Wik #o] B 9 AlEA] 7 & Ao, sl HJ%%% SASiTh %= 8k
353} AvkE AR AFHA £ o s e o] $e FEE AHEA Aok Al wH FE A 9

Fabry W9 27| /42 Ut 5%, 9§ 235, 7t 2 g 358 kst 93 Aslso g oAE:
ub Eebo] 9lom, Al EatelAli= glycolipid7t #4] )5 o] 8 7 gl9lom 7] ok 10X15 mm ¢
wo] W AR W HEFE o]ttt izl 50t el =3
2715 At 9 T, A% o251 s o] gt o ZAtellA] WE T Fo) HAtellx] WF 6,950/
et A Aol o] 2= 797wy, mm® (&4 3,800-10,580), A4 13.6 g/dL

AT A8AZ M2 A a—galactosidased F (14 13.6-17.4), 2% 164,000/mm® (Fix]
olgto M AW A5 =FA HgloH o] up 141,000-316,000) ©]3lt}. AnkelskAbellA AST
2N 9 270 FeAd0] ot} £3] Fabry W 22 IU/L (Fax 0-40), ALT 12 IU/L (FaZ]

oA e wd FFe v 2dE] FEa, 4 s”Int 0-40), & @ 6.4 g/dl (1A 6-8.2), 45l

the] 559 el whet A4 X157 Q-Hh A 4.0 g/dL. (314 3.5-5.2), BUN 37.9 mg/dL. (&1
A2 40t FHbe| Fabry WOz Avkyl F=Q1 WA} %) 8-22), AdoFeEld 2.42 mg/dl. (F1A 0.70-
FAtellA A BE AlHE, Tk T3] 24 o 1.30), eGFR 28.6 mL/min (33324 60-150), U}E
£ A@asi7lel £3 123 3 Baushks Aot F 144 mEq/L (1% 136-145), Z-F 4.4 mEq/L
(F1A) 35-5.1), 24 8.6 mg/dlL (F1A 8.4-—

5 2l 10.2), 91 3.9 mg/dL. (F11x] 2.5-4.5) Yt} 55

&t Artelq CK—MB 14.15 ng/mL (FiL%] 0-5),

484 F=rQl FATE ok &, oF 2O N E 55 Troponin 1 0.432 ng/mL (Fa1# 0—-0.040), NT—

104 AHE 3aste] T AAAE WEITH proBNP (N—Terminal pro—Brain natriuretic pep-
Tod U %O wle- vhe ok odolglon 4 tide) 14,406 pg/mL (1% 0—88) itk =2 ZA}
2 G, AR AEa 35A1ARE = vS o oM F ZHYAHE 171 mg/dL (%] 110-240),
shx]o] el Aol Qe AESTE AAY A1 IS A FHAHE 56 mg/dl (A 35—
A F3 Hed AEAE B8 A5 £A7F 50), 444 102 mg/dL (F114] 50-200), AYUE
T AEA e sjdEhs 4] o]S Bl oL o]F o At ZHAHE 116 mg/dL (Fa2z] 40-130) S
AR AL A SR RS BAlE Ysith ok S2E AR I A5 EEe] 41.893 WU/
N5 29 E AR FEA0l 2708 A T 3 mL (%] 0.55-4.78) & A550] 3113, FreeT4
oA A Fdl Fabry oz AgElT) s + 0.84 ng/dl (124 0.89-1.8) Z #4E ] Utk



AL 23
WA A il (+++) ©]3leH, spot urine
/7 o}Eld H]E= 5.29 mg/meCr (2112 0-0.2),
oHul/ggolE]d )= 5054.04 meg/mgCr (Fralx|
0-30) oISt}
& X—ray°lA
ArplME B4 &
M FAA W

o]

=1}

yi

Al A

N
o,

2

i, §

N

ro.

i
e, olr

[e2

o)
—Hr 4

= P oy
[¢]

(

g
o

o = A Be

Fojoz AR ThA

32

FollA] a—galactosidase &
4=7} 4.96 nmol/hr/mg protein nmol/min (F+31.4]
42.5-67.9) 0% #A3] golA UUrk. A A
A= exon 15-E] 7704 ¥83F= PCR direct sequ-
encing© 2 #41310] GLA 42 exon 7914 =4
Hol ¢.988C>T (Q330X) hemizygoteZt HEH S
M (Fig. 1) ol &7} ddido]l iy MY =
Aoy,

e EdoA A A% Az
sidase®] Fabagal® (Agalsidase Beta) 70 mg (¢F 1
mg/kg/dose) & 25 7HA 07 AMPEAR Folalg]l,

F9) A BHe RS TA5 W wak gl

3 olzh

H v

a—galacto-

3] A" A 715 Al disl levothyroxine
3 G G T A CE A 3 = =T T
Normal 53— @77 a9 T 3 @ a al
control fi .
AL \
AN |
VALY AoV AL Lod
Patent 53— A T @ AT 3 @8 A A1

GLA, c.988C>T

Fig. 1. Electropherogram of GLA gene by PCR direct
sequencing. Our case had a hemizygous ¢.988C>
T (p.GIn330%) of the GLA gene.
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