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Clinical, pathological and genetic studies of 2 patients with
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Abstract The clinical features of 2 patients with limb-girdle muscular dystrophy (LGMD) were analyzed, and the
corresponding muscle pathological examination was performed. Finally, the pathogenic genes were identified
by whole exome sequencing. Patient 1 accepted muscle biopsy that supported Dysferlin’s disease. A composite
heterozygous mutation of c.5639G>A (p.G1880D) and ¢.5246G>C (p.R1749P) was found in exon S0 of the
DYSF gene in patient 1; further validation found that the two mutations were from the patient’s mother and father,
respectively. A homozygous mutation of 2009C>A (p.A670E) in CAPN3 gene was found in patient 2, and it was

further verified that the heterozygous mutation was carried by the parents of patient 2. The patient 1 was diagnosis
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as limb-type muscular dystrophy 2B, while the patient 2 was limb-type muscular dystrophy 2A. Comprehensive

clinical, pathological, and genetic methods for LGMD patients can provide a more definitive diagnosis of the

disease.
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Figure 1 Muscle tissue of patient 1

(A, B)LEFYERFIRERE (I ZE 450 SE(HE, A: x200, B: x400); (C)IEH WA Dysferlinfe (s, 4 A6 nT UL 35 48 (L vy 4 i
HE O3 A1 B DysferlinZE [ (IHC,  x 400); (D)4HAEMJEDysferlinE [ i (4. (IHC,  x 400) .

(A, B) Atrophy and necrosis of muscle fibers in different degrees (HE, A: x 200, B: x 400); (C) Dysferlin in normal muscle membrane was
stained; the yellow-brown Dysferlin protein were distributed along the cell membrane (IHC, x 400); (D) Cell membrane free of Dysferlin
protein coloring (IHC, x 400).
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Figure 2 Gene sequence of patient 1 and his parents

(A) ERAEYFEARE B P O(NCB) S BF; (B) B F5 [DYSFEH ¢.5639G>A(G1880D) 74 A 28748 ]; (C) B E AL KH:
5] (DYSFHE M c.56398F 4= 1) ; (D) B B 32 H: K 41 [DYSFH: M ¢.5639G>A(G1880D) 4= & 25748 ]; (E)NCBIZMRFFHI
(F) B E L H)FF [DYSFHE [H ¢.5246G>C(pR1749P) 24 5 58748 5 (G) & AL FEFE T H1 [DYSFHEH €.5246G>C(p.R1749P) 24 74 58
A5 (H) BE R RN 7 (DYSFRE A c. 524687 A 1) |

(A) NCBI reference sequence; (B) Gene sequence of patients 1 [DYSF gene ¢.5639G>A(G1880D) heterozygous mutation]; (C) Gene
sequence of patients 1’s father (DYSF gene ¢.5639 wild-type); (D) Gene sequence of patients 1’s mother [DYSF gene c.5639G>A(G1880D)

heterozygous mutation]; (E) NCBI reference sequence; (F) Gene sequence patients 1[DYSF gene c.5246G>c(p.1749P) heterozygous
mutation]; (G) Gene sequence of patients 1’s father [DYSF gene ¢.5246G>c(p.R1749P) heterozygous mutation]; (H) Gene sequence of

patients 1I’s mother (DYSF gene c.5246 wild-type).

A CATGG A6 ATCTGTGCAGATGAGCTC CAAG AA

BCATGGAGATCTGTG*AGATGAGCTCAAGAA

A oAl

C CATGG AG ATCTGTG AAG ATG AGCTCAAG A A

Mo o

D CATGGAGATCTGTG*AGATGAGCTCAAGAA

A I A

B3 w2 R E B EENFE

Figure 3 Gene sequence of patient 2 and her parents
(A)NCBIZ M4 ; (B)MRFHEIIWFIH [CAPN3
c.2009C>A(A670E)4i 5 R7AE]; (C)BHFEFH T
[CAPN3 c.2009C>A(A670E) 425 2878 ]; (D) FEEIEH T
51][CAPN3 ¢.2009C>A(A670E) 245 5878

(A) NCBI reference sequence; (B) Gene sequence of patient 2
[CAPN3 ¢.2009C>A(A670E) homozygous mutation]; (C) Gene
sequence of patient 2’s father [CAPN3 ¢.2009C>A(A670E)

heterozygous mutation]; (D) Gene sequence of patient 2’s mother

[CAPN3 ¢.2009C>A(A670E) heterozygous mutation].
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