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(57) Abstract: Modified and stabilized propeptides of Growth Differentiation Factor proteins, such as GDF-8 and Bone Morpho-
genetic Protein-11, are disclosed. Also disclosed are methods for making and using the modified propeptides to prevent or treat
human or animal disorders in which an increase in muscle tissue would be therapeutically beneficial. Such disorders include mus-

cle or neuromuscular disorders (such as amyotrophic lateral sclerosis, muscular dystrophy, muscle atrophy, congestive obstructive
pulmonary disease, muscle wasteing syndrome, sarcopenia, or cachexia), metabolic diseases or disorders (such as type 2 diabetes,
noninsulin-dependent diabetes mellitus, hyperglycemia, or obesity), adipose tissue disorders (such as obesity) and bone degenerative

diseases (such as osteoporosis).
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inventions in this international application, as follows:

1. Claims: 4, 5, 19, 33-35, 41 all totally; 1-3, 6-14, 16-18,
20-28, 31, 32, 36-40, 42-48, 50-59 all partially

A modified GDF-8 propeptide having an increased in vivo or
in vitro half-life relative to a corresponding unmodified
GDF-8 propeptide. Said modified GDF-8 propeptide containing
an inactivated proteolytic cleavage site. Related products
compositions and methods.

2. Claims: 15, 29, 30, 49 all totally; 1-3, 6-14, 16-18,
20-28, 31, 32, 36-40, 42-48, 50-59 all partially

A modified GDF-8 propeptide having an increased in vivo or
in vitro half-life relative to a corresponding unmodified
GDF-8 propeptide. Said modified GDF-8 propeptide having an
altered glycosylation site. Related products, compositions
and methods.

3. Claims: 63, 64, 78, 92-94, 100 all totally; 60-62, 65-73,
75-77, 79-87, 90, 91, 95-99, 101-107,
110-118 all partially

A modified BMP-11 propeptide having an increased in vivo or
in vitro half-life relative to a corresponding unmodified
BMP-11 propeptide. Said modified BMP-11 propeptide
containing an inactivated proteolytic cleavage site. Related
products, compositions and methods.

4. Claims: 74, 88, 89, 108, 109 all totally; 60-62, 65-73,
75-77, 79-87, 90, 91, 95-99, 101-107,
110-118 all partially

A modified BMP-11 propeptide having an increased in vivo or
in vitro half-life relative to a corresponding unmodified
BMP-11 propeptide. Said modified BMP-11 propeptide having an
altered glycosylation site. Related products, compositions
and methods.
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