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Supplementary Figures S1-S6
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Figure S1. Example of different p62-positive protein aggregates in
muscle biopsies of DD patients. p62-positive protein aggregates
(green) are free in the cytoplasm (asterisks) or entrapped in
vacuoles with sarcolemmal features (AVSF) (arrows). Membranes
are labelled with CAV3 (red) and nuclei are labelled with DAPI (blu).
Bar =40 um.
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Figure S2. gPCR analysis of VPS15 in muscle biopsies from DD and GSDII
patients. DD patients (1-4), GSDII patients (5-8, I: first biopsy, Il: second
biopsy, ERT: enzyme replacement therapy).
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Figure S3. VPS15 distribution in skeletal muscle.
Serial sections of muscle fibers from a healthy
control (CTRL) are immunostained for (A) VPS15
(red), CAV3 (green) and DAPI (blu), and (B) for
myosin binding protein C, slow type (MYBPC1)
(green) and DAPI (blu). VPS15 is expressed mainly
by type Il fast twitch fibers. Asterisks label the
same fiber in different sections. Bar = 40 um.
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Figure S4. Atrophic fibers show VPS15 accumulation/mislocalization, TFEB
activation and p62-positive protein aggregates. Serial sections of muscle biopsy
from DD patient 1, immunostained for VPS15 (red), CAV3 (green) and DAPI (blu),
TFEB (red), p62 (green), MYH8 (red). Asterisks show the same atrophic fiber in
the different serial sections. Bar = 40 um.
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Figure S5. Atrophic fibers show VPS15 accumulation/mislocalization, TFEB
activation and p62-positive protein aggregates. Serial sections of muscle biopsy
from DD patient 2, immunostained for VPS15 (red), CAV3 (green) and DAPI (blu),
TFEB (red), p62 (green), MYHS8 (red). Asterisks show the same atrophic fiber in
the different serial sections. Bar = 40 um.
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Figure S6. Atrophic fibers show VPS15 accumulation/mislocalization, TFEB
activation and p62-positive protein aggregates. Serial sections of muscle biopsy
from DD patient 3, immunostained for VPS15 (red), CAV3 (green) and DAPI (blu),
TFEB (red), p62 (green), MYH8 (red). Asterisks show the same atrophic fiber in
the different serial sections. Bar = 40 um.




