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cytochrome ¢ itochondria . . .
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, : pathways is proportional to the number
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and pale shading is close to the 5%
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MutSalphalcomplex binding "
Pathways were assigned to clusters as
Reg“'at"’”f"cm”d”a' follows: For each pair of pathways, an

overlap measure K was defined as the
number of genes common to both
pathways divided by the number of

Niclectide-a repair, DNA genes in the smaller pathway. A pathway
|n‘ : Mismate somplex was assigned to a cluster if the average K

Mis pair between it and the pathways already in
the cluster was greater than 0.4. If it was

o | | not possible to assign a pathway to an
utLa i@y P existing cluster, a new cluster was started.
This procedure was carried out

recursively, in descending order of
enrichment significance
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(A and B) Images (A) and quantitative analysis (B) show progressive reduction
of lysosomal density in spinal MNs from early asymptomatic stage to the
disease end stage. Lumbar spinal cords were co-stained with cathepsin D and
the MN marker ChAT

cathepsin D

SOD1¢%* gpinal MNs
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(C and D) Images (C) and quantitative analysis (D) show no reduction of
cathepsin D intensity in WT hSOD1 mice at P150
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