Updates in Limb-Girdle Muscular Dystrophy Resource

for

(LG M D) Clinicians

( Background \

 LGMD is a term for a heterogenous group of diseases characterized by pelvic and shoulder girdle
muscle weakness.12

» This document captures highlights from an MDA webinar with LGMD experts.

* View the CE-accredited companion webinar here. J

Overview

LGMD: Clinical Manifestations

Developed with the expertise of Chamindra G. Laverty, MD, Clinical Professor of Neurosciences, UC San Diego Health, San
Diego, CA.
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https://youtu.be/zht3v3wlpJI

Updates in Limb-Girdle Muscular Dystrophy .

(LG M D) CIinfi?:gans

LGMD: Diagnosis

Genetic Testing and VUS

+ If dominant=>1 variant

+ If recessive>2 variants

Or if in silico algorithms predict
an indeterminate effect

In case of a pathogenic variant:
« If recessive>mustbe in trans

« If dominant->de novo or
affected parent (reduced
penetrance)?
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LGMD: New Classification

New Classification Examples

Gene New Name Old Name Gene New Name Old Name
CAPN3 LGMDR1 calpain3-related LGMD2A DAG1 LGMDR16 a-dystroglycan-related LGMD2P
DYSF LGMDR?2 dysferlin-related LGMD2B PLEC LGMDR17 plectin-related LGMD2Q
SGCA LGMDR3 u—sarcoglycan—related LGMD2D TRAPPC11 LGMDR18 TRAPPC11-related LGMD2s
SGCB LGMDRA4 B-sarcoglycan-related LGMD2E GMPPB LGMDR19 GMPPB-related LGMD2T
SGCG LGMDRS y-sarcoglycan-related LGMD2C [SPD LGMDR20 ISPD-related LGMD2U
POGLUT1 LGMDR21 POGLUT1-related LGMD2Z
SGCD LGMDRG6 &-sarcoglycan-related LGMD2F
COL6A1, 2,3 LGMDR22 collagen 6-related Bethlem myopathy
TCAP LGMDRY7 telethonin-related LGMD2G
LAMAZ2 LGMDR23 laminina 2-related Merosin
TRIM32 LGMDRS8 TRIM32-related LGMD2H
POMGNT?2 LGMDR24 POMGNT2-related POMGNT2-related
FKRP LGMDRS FKRP-related LGMD2| muscular dystrophy
TN LGMDR10 titin-related LGMD2J
POMT1 LGMDR11 POMT1-related LGMD2K
DNAJB6 LGMDD1 DNAJB6-related LGMDD1D
ANObS LGMDR12 anoctamin5-related LGMD2L
TNPO3 LGMDD2 TNPO3-related LGMD1F
FKTN LGMDRTS fukutin-related LGMD2M HNRNPDL LGMDD3 HNRNPDL related LGMD1G
POMT2  LGMDR14 POMT2-related LGMD2N CAPN3 LGMDD4 calpain3-related LGMD1I
POMGnT?  LGMDR15 POMGNT1-related LGMD20 COL6A7,2 3 LGMDDS5 collagen 6-related Bethlem myopathy
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MDT and Management of Patients With LGMDs

There is no disease-modifying therapy available currently for any LGMD

An MDT approach is recommended for management of LGMDs"-2

Physical therapy and
rehabilitation'?

Cardiac surveillance'-2 __

Pulmonary surveillance’ —

Sleep support! —

Genetic counseling?

c¢MRI, cardiac magnetic resonance imaging; ECG, echocardiogram, ECHO, echocardiogram; LGMD, limb-girdle muscular dystrophy; MDT, muitidisciplinary team, PFT, pulmonary function test
1. Narayanaswami P, et al. Neurology 2014:83(16):1453-1463. 2 Georganopoulou DG, et al Protein J. 2021;40(4)-466-488

LGMD Gene Therapies in Pipeline

Developed with the expertise of Chamindra G. Laverty, MD, Clinical Professor of Neurosciences, UC San Diego Health, San
Diego, CA.

Page 4 of 4 (Last Reviewed April 2024)



Updates in Limb-Girdle Muscular Dystrophy Resource

for

(LG M D) Clinicians

LGMD: Key Resources

https://www.jain-foundation.org/ https://www.mda.org/ https://www.fkrp-reqgistry.org/

https://www.curecalpain3.org/ https://lgmd2d.org/

L GMD, limb-girdle muscular dystrophy

Resources to Help With VUS Analysis

https://www.omim.org/

https://www.ncbi.nim.nih.gov/clinvar/

https://iwww.ncbi.nlm.nih.gov/

https://gnomad.broadinstitute.org/

VUS, variants of uncertain significance.

Access companion CE-accredited MDA webinar here
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