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Abstract 
 
     It is widely recognized that myostatin (GDF-8), a member of the transforming growth factor beta (TGFβ) 
superfamily of growth and differentiation factors, suppresses muscle growth and development. Increased 
myostatin expression can induce muscle wasting and muscle atrophy, whereas myostatin deficiency leads 
to a marked increase in muscle mass. Myostatin deficiency also appears to improve bone density and bone 
regeneration. Hence, myostatin inhibitors may not only improve muscle mass and reduce fall risk but might 
also increase bone strength. Recent studies have shown that myostatin exerts its effects by binding the type 
IIB activin receptor (ActRIIB, or Acvr2b), activating a TGFβ signaling pathway, and inhibiting Wnt signaling. 
Myostatin function can be inhibited by a recombinant myostatin propeptide, myostatin antibody, or soluble 
decoy type IIB activin receptor. Recent studies demonstrate that these myostatin inhibitors are effective at 
increasing both muscle mass and bone formation in vivo. These new findings reveal that molecules targeting 
myostatin signaling may be novel, effective therapeutic agents for improving muscle strength, increasing 
bone mass, and preventing falls and bone fractures. IBMS BoneKEy. 2010 January;7(1):8-17. 
2010 International Bone & Mineral Society 
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Function of Myostatin (GDF-8) In Vivo: 
Evidence From a Mighty Mouse 
 
Myostatin, also known as growth and 
differentiation factor-8 (GDF-8), was first 
identified in 1997 by Alexandra McPherron, 
Se-Jin Lee, and colleagues at the Johns 
Hopkins University School of Medicine (1). 
In situ hybridization experiments showed 
that the molecule was highly expressed 
during development in the myotome 
compartment of somites, and myostatin 
transcripts could still be detected in the 
skeletal muscles of adult mice. In order to 
better understand the function of myostatin 
in muscle growth and development, 
myostatin-deficient mice were generated. 
The myostatin knockout mice revealed a 
dramatic phenotype characterized by 
myofiber hypertrophy and hyperplasia 
resulting in a doubling of muscle mass (1). 
The mice not only demonstrated larger 
muscles but also decreased body fat (2), 
suggesting that myostatin might play a role 

in the regulation of adipogenesis and fat 
metabolism. Since that time, naturally 
occurring mutations in the myostatin gene 
have been identified in Belgian blue cattle 
(3), Texel sheep (4), whippet racing dogs 
(5), and in a child from Germany (6). In all of 
these cases, myostatin deficiency is 
associated with a marked increase in 
muscle mass. The converse also appears to 
be true, where treatment with recombinant 
myostatin causes muscle wasting (7) and 
transgenic overexpression of myostatin 
decreases muscle mass (8). Conditions 
associated with muscle loss, such as 
prolonged bed rest or disuse, exposure to 
microgravity, and cancer- and AIDS-related 
cachexia, are all associated with increased 
expression of myostatin and/or its receptor 
(9-11; Fig. 1). Together, these findings 
reveal that myostatin is a potent inhibitor of 
muscle growth, development, and 
hypertrophy. Myostatin loss-of-function can 
enhance muscle mass, whereas elevated 
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Fig. 1. Myostatin expression suppresses muscle growth, development, and hypertrophy. Elevated myostatin 
levels are thought to be associated with conditions that induce muscle atrophy, such as disuse, AIDS- and 
cancer-related cachexia, and possibly age-associated muscle wasting (sarcopenia). 
 
myostatin expression induces muscle 
atrophy. 
 
Myostatin Signals Through the Type IIB 
Activin Receptor (ActRIIB, or Acvr2b) to 
Regulate the Differentiation of 
Mesenchymal Stem Cells  
 
Myostatin is similar in structure to other 
members of the TGFβ superfamily, 
particularly GDF-11 (12). Like many other 
TGFβ ligands myostatin is secreted in a 
latent form, bound to a propeptide from 
which it must be cleaved to generate an 
active ligand capable of binding its receptor, 
the type IIB activin receptor (ActRIIB, or 
Acvr2b; Fig. 2). Although myostatin is also 
found in serum, it circulates predominantly in 
a latent, inactive form (12). Hence, the 
primary mechanism of myostatin action is 
believed to be autocrine in nature (13-14). 
Follistatin, a factor capable of binding activin 
and many BMPs, can bind myostatin in 
skeletal muscle and inhibit its activity, 
whereas follistatin-related gene (FLRG, or 
Fstl3) binds circulating myostatin in serum 
(12;15). Mice overexpressing follistatin or a 
dominant negative form of ActRIIB show 
significant increases in muscle mass (16) 

(Fig. 2). Myostatin binding to ActRIIB forms 
a functional complex with the type-I 
receptors Alk4 or Alk5, and regulates the 
expression of its target genes via a TGFβ 
signaling pathway involving Smad2/3 (17-
18). Myostatin also suppresses Wnt4 
expression, inhibiting myoblast proliferation 
(19-21), and myostatin-induced 
phosphorylation of Smad3 can alter the 
expression of Wnt/β-catenin pathway genes 
(22).   
 
Myostatin was initially identified as a factor 
regulating myogenic differentiation because 
its expression was localized to developing 
skeletal muscle, and because myostatin 
loss-of-function was observed to have 
dramatic effects on muscle mass in mice. It 
was, however, also noted that mice lacking 
myostatin showed decreased body fat (2). 
This was thought to be an indirect effect of 
the increased muscle mass on metabolism. 
Since that time, we and others have found 
that myostatin deficiency inhibits 
adipogenesis in vivo, even when mice are 
fed a high fat diet (23). Consistent with a 
direct effect on adipogenesis, myostatin has 
been observed to promote adipogenesis in 
multipotential mouse C3H 10T(1/2) 
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Fig. 2. Myostatin must be cleaved from a propeptide to generate an active ligand capable of binding the type 
IIB activin receptor (ActRIIB, or Acvr2b). The BMP-1/tolloid (TLD) metalloproteinase is required for 
propeptide cleavage. Myostatin and ActRIIB form a complex with type I receptors to activate a TGFβ 
signaling pathway involving phosphorylation of Smad 2/3. Myostatin is also known to suppress expression of 
Wnt4, and to alter the nuclear translocation of β-catenin, suggesting a role for myostatin in Wnt signaling. 
 
mesenchymal stem cells (24;25). It should, 
however, also be noted that muscle-specific 
overexpression of a dominant-negative 
myostatin receptor reduces fat mass 
whereas adipocyte-specific overexpression 
of the dominant negative receptor does not 
alter adiposity (26), suggesting that there is 
an indirect effect of double-muscling on fat 
mass. Although certain in vitro studies have 
indicated that myostatin can inhibit 
adipocyte differentiation in 3T3-L1 mouse 
preadipocytes (27;28) and human bone 
marrow stromal cells (22), transgenic 
overexpression of the myostatin propeptide, 
which inhibits myostatin binding, also 
decreases adipogenesis (29). These data 
are consistent with our own observations of 
bone marrow-derived stromal cells (BMSCs) 
isolated from normal and myostatin-deficient 
mice cultured in adipogenic and osteogenic 
medium (30). BMSCs from mice lacking 
myostatin showed greater staining for 
alkaline phosphase and increased numbers 
of mineralized nodules than BMSCs from 

normal mice, whereas cells from wild-type 
mice cultured in adipogenic medium showed 
a greater number of Oil Red O positive 
adipocytes than cells from myostatin 
knockout animals. These data suggest that 
myostatin deficiency may directly enhance 
the osteogenic potential of bone marrow 
progenitors (30) (Fig. 3A). 
 
Myostatin Plays a Role in Bone 
Metabolism and Bone Regeneration 
 
The in vitro evidence reviewed above 
showing that myostatin deficiency has a 
direct, positive effect on osteogenesis is 
further supported by in vivo studies on bone 
formation and bone density. Mice lacking 
myostatin have increased bone mineral 
density (BMD) in the limb skeleton (31-32), 
spine (33), and jaw (34), and the increased 
whole-body BMD and bone mineral content 
found in myostatin knockout mice persists 
into old age (35). These data are further 
supported by genetic studies in human 
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Fig. 3. A. Myostatin binding to ActRIIB in mesenchymal stem cells is hypothesized to directly antagonize 
osteogenic and chondrogenic differentiation, as well as the proliferation of BMSCs. B. Myostatin is highly 
expressed in the fracture callus immediately (24 hours) following injury, and myostatin deficiency increases 
expression of Sox-5 and BMP-2, suggesting that myostatin expression limits the number of progenitor cells 
and ultimately the size and bone volume of the fracture callus.  
 
populations showing that myostatin gene 
polymorphisms are associated with variation 
in peak BMD (36). Furthermore, inhibition of 
normal myostatin signaling by transgenic 
overexpression of myostatin propeptide 
increases BMD in mice (37). Although the 
mechanism(s) by which myostatin regulates 
bone formation and density is not yet well-
understood, there is also evidence that 
myostatin plays an important role in fracture 
healing and bone repair. The morphological 
and molecular events involved in fracture 
healing are relatively well-understood and 
can be separated into three general phases: 
an initial inflammatory phase, a 
chondrogenic phase, and an osteogenic 
phase (38-40) (Fig. 3B). Myostatin  
expression in the fracture callus has been 
detected during the inflammatory phase 
(38), but its role was difficult to interpret 
since this factor was most well-known for its 
effects on muscle. Experiments using an 
open fracture model in myostatin-deficient 

mice demonstrated that an absence of 
myostatin signaling increased fracture callus 
size, strength, and bone volume (41). This 
was associated with increased expression of 
the chondrogenic factor Sox-5 and with 
increased expression of BMP-2 (41) (Fig. 
3A, B). In addition, we recently treated mice 
with recombinant myostatin propeptide 
following osteotomy of the fibula, and found 
that propeptide treatment not only improved 
soft tissue healing but also increased bone 
volume in the fracture callus (42-43). The 
evidence from bone regeneration is 
therefore consistent with the data from bone 
marrow-derived stem cells, revealing that 
loss of myostatin function has direct 
osteogenic and chondrogenic effects. 
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Myostatin Inhibitors Are Novel 
Therapeutic Agents for the Prevention of 
Bone Fractures 
 
As noted above, myostatin function can be 
inhibited by follistatin, a myostatin antibody, 
myostatin propeptide, or a soluble decoy 
myostatin receptor. Of these myostatin 
inhibitors the latter three have all been 
tested in animal models, and the myostatin 
antibody and soluble receptor have also 
been studied in human trials. A myostatin 
antibody (JA16) significantly improved 
muscle mass and strength in the mdx 
mouse model of Duchenne muscular 
dystrophy (44), and a humanized myostatin 
antibody (MYO-029) was shown to be safe 
and associated with a moderate trend 
toward increased muscle size in a phase I/II 
human trial (45). A neutralizing myostatin 
antibody, PF-354, was also found to not only 
increase muscle mass and strength in mice 
but to also increase treadmill running time 
and reduce muscle fatigue (46). A 
recombinant myostatin propeptide 
attenuated the dystrophic phenotype of mdx 
mice, and the propeptide stimulated even 
greater improvements in muscle force than 
the myostatin antibody (47). These findings 
are significant from the perspective of 
fracture prevention for two reasons. First, it 
is known that children with muscular 
dystrophy have relatively low bone density, 
high bone turnover, and are at increased 
risk for fracture (48-49). Myostatin inhibitors 
may therefore be particularly effective in 
treating children with Duchenne muscular 
dystrophy, as they may not only improve 
muscle strength but potentially enhance 
bone mass. Second, while a number of 
drugs are currently available to treat bone 
loss, falling is another risk factor for fracture 
and over 50% of low trauma fractures occur 
in people who do not have osteoporosis 
(defined as a T-score ≤ -2.5) (50). There is 
currently no FDA-approved drug that targets 
both muscle and bone to decrease frailty 
and reduce fracture risk. Enhancing muscle 
mass, strength, and endurance among the 
elderly is likely to be an effective strategy for 
improving physical function, reducing the 
frequency of falls, and decreasing the 
incidence of fractures.  
 

Recently, several studies have also been 
reported demonstrating significant anabolic 
effects of the soluble decoy myostatin 
receptor (ActRIIB-Fc) on both muscle and 
bone mass. Lee and colleagues found that 
the soluble receptor significantly increased 
muscle mass in mice (16), and a 4-week 
treatment regime using this same molecule 
in young mice increased quadriceps mass 
~25% and trabecular bone volume in the 
femur more than 90% (51). Fluorochrome 
labeling revealed an increase in bone 
formation rate of more than 300% in the 
mouse distal femur (51). These findings are 
impressive, and are consistent with another 
report in which mice exposed to microgravity 
on board the Space Shuttle were treated 
with a decoy myostatin receptor (52). In this 
study the mice received a single injection 
prior to the 13 day flight. Untreated mice lost 
significant bone mass during the flight, 
whereas mice treated with the decoy 
receptor and exposed to microgravity did not 
differ in bone mass from ground control 
animals. One of the most exciting clinical 
results is from a randomized placebo-
controlled phase I trial involving 48 healthy 
postmenopausal women who received a 
single subcutaneous injection of a decoy 
myostatin receptor. Approximately eight 
weeks after receiving the injection, women 
who received the decoy receptor showed 
increased lean mass, decreased biomarkers 
of adiposity, increased serum bone-specific 
alkaline phosphatase, and decreased serum 
C-terminal type collagen telopeptide (53). 
These data suggest that the soluble decoy 
myostatin receptor may improve muscle and 
bone anabolism in both rodents and 
humans. 
 
Summary and Conclusions      
 
It is clear that targeting myostatin to prevent 
fractures and improve bone strength is an 
intriguing therapeutic strategy, but a number 
of questions remain. Results from animal 
studies and human trials in particular 
suggest that the decoy myostatin receptor is 
a potent anabolic agent for increasing both 
muscle and bone mass; however, whereas 
the myostatin antibody and propeptide are 
more specific in ligand recognition, the 
soluble ActRIIB also binds activin, BMP-3, 
BMP-7, BMP-9, BMP-10, and GDF-11 



IBMS BoneKEy. 2010 January;7(1):8-17 
http://www.bonekey-ibms.org/cgi/content/full/ibmske;7/1/8 
doi: 10.1138/20100423 
 

  13 
 

  Copyright 2010 International Bone & Mineral Society 

(28;54;55). It is therefore likely that many of 
the positive treatment effects observed with 
the soluble receptor are due to antagonistic 
effects on other ligands besides myostatin. It 
is also unclear whether myostatin inhibitors 
may uncouple bone formation from 
resorption (for example, by altering OPG 
production), and while the signaling 
pathways and downstream factors activated 
by myostatin in mesenchymal stem cells are 
becoming better understood, interactions 
among myostatin, regulatory Smads, and 
Wnt signaling molecules still are not well-
defined. Finally, myostatin is also a pro-
fibrogenic factor that can stimulate the 
expression of TGFβ1 and type I collagen in 
primary fibroblasts and C2C12 myoblasts 
(56;57). Congenital absence of myostatin 
has been associated with weakened 
tendons in mice (57), and myostatin 
treatment can enhance tendon regeneration 
in rats (58). Thus, while myostatin inhibitors 
may increase muscle mass it is possible that 
these drugs could also create a “mismatch” 
between muscle strength and tendon 
strength, perhaps increasing the risk for 
tendon tears and ruptures. Long-term 
studies on the effects of myostatin inhibitors 
in a variety of musculoskeletal tissues are 
therefore needed to determine the effects of 
these molecules on musculoskeletal 
function. Nevertheless, discoveries to date 
are promising, and suggest that targeting 
myostatin (and its receptor) may be an 
effective therapeutic strategy for improving 
musculoskeletal function and preventing 
bone fractures in patients with osteoporosis 
and neuromuscular disorders. 
 
Acknowledgments 
 
I am grateful to Dr. Serge Ferrari for 
reviewing this manuscript, and to Drs. 
Alexandra McPherron, Li Liang, and Paul 
Yaworsky for helpful insights and 
discussion. Figure 1 was skillfully prepared 
by Mr. Hardy Fowler of Medivisuals, Inc. 
Many of the findings discussed in this paper 
are derived from our research on myostatin 
that has been supported by the National 
Institutes of Health (AR049717), the Office 
of Naval Research (N000140810197), and 
the Medical College of Georgia. Ethan 
Kellum, Phonepasong Arounleut, Moataz 
Elkasrawy, David Immel, Craig Byron, 

Penny Roon, Donna Kumiski, and Cathy 
Pennington provided valuable technical 
assistance and support for many of the 
studies reviewed in this paper. 
 
Conflict of Interest: None reported. 
 
Peer Review: This article has been peer-reviewed. 
 
References 
 
1. McPherron AC, Lawler AM, Lee SJ. 

Regulation of skeletal muscle mass in 
mice by a new TGF-beta superfamily 
member. Nature. 1997 May 
1;387(6628):83-90. 

 
2.  McPherron AC, Lee SJ. Suppression of 

body fat accumulation in myostatin-
deficient mice. J Clin Invest. 2002 
Mar;109(5):595-601. 

 
3.  McPherron AC, Lee SJ. Double 

muscling in cattle due to mutations in 
the myostatin gene. Proc Natl Acad Sci 
U S A. 1997 Nov 11;94(23):12457-61. 

 
4.  Clop A, Marcq F, Takeda H, Pirottin D, 

Tordoir X, Bibé B, Bouix J, Caiment F, 
Elsen JM, Eychenne F, Larzul C, Laville 
E, Meish F, Milenkovic D, Tobin J, 
Charlier C, Georges M. A mutation 
creating a potential illegitimate 
microRNA target site in the myostatin 
gene affects muscularity in sheep. Nat 
Genet. 2006 Jul;38(7):813-8. 

 
5.  Mosher DS, Quignon P, Bustamante 

CD, Sutter NB, Melleresh CS, Parker 
HG, Ostrander EA. A mutation in the 
myostatin gene increases muscle mass 
and enhances racing performance in 
heterozygote dogs. PLoS Genet. 2007 
May 25;3(5):e79. 

 
6.  Schuelke M, Wagner KR, Stolz LE, 

Hübner C, Riebel T, Kömen W, Braun T, 
Tobin JF, Lee SJ. Myostatin mutation 
associated with gross muscle 
hypertrophy in a child. N Engl J Med. 
2004 Jun 24;350(26):2682-8. 

 
7.  Zimmers TA, Davies MV, Koniaris LG, 

Haynes P, Esquela AF, Tomkinson KN, 
McPherron AC, Wolfman NM, Lee SJ. 
Induction of cachexia in mice by 



IBMS BoneKEy. 2010 January;7(1):8-17 
http://www.bonekey-ibms.org/cgi/content/full/ibmske;7/1/8 
doi: 10.1138/20100423 
 

  14 
 

  Copyright 2010 International Bone & Mineral Society 

systemically administered myostatin. 
Science. 2002 May 24;296(5572):1486-
8. 

 
8.  Reisz-Porszasz S, Bhasin S, Artaza JN, 

Shen R, Sinha-Hikim I, Hogue A, Fielder 
TJ, Gonzalez-Cadavid NF. Lower 
skeletal muscle mass in male transgenic 
mice with muscle-specific 
overexpression of myostatin. Am J 
Physiol Endocrinol Metab. 2003 
Oct;285(4):E876-88. 

 
9.  Lalani R, Bhasin S, Byhower F, 

Tarnuzzer R, Grant M, Shen R, Asa S, 
Ezzat S, Gonzalez-Cadavid NF. 
Myostatin and insulin-like growth factor-I 
and -II expression in the muscle of rats 
exposed to the microgravity 
environment of the NeuroLab space 
shuttle flight. J Endocrinol. 2000 
Dec;167(3):417-28. 

 
10.  Morley JE, Thomas DR, Wilson MM. 

Cachexia: pathophysiology and clinical 
relevance. Am J Clin Nutr. 2006 
Apr;83(4):735-43. 

 
11.  Stevenson EJ, Giresi PG, Koncarevic A, 

Kandarian SC. Global analysis of gene 
expression patterns during disuse 
atrophy in rat skeletal muscle. J Physiol. 
2003 Aug 15;551(Pt 1):33-48. 

 
12.  Lee SJ. Regulation of muscle mass by 

myostatin. Annu Rev Cell Dev Biol. 
2004;20:61-86. 

 
13.  Ríos R, Fernández-Nocelos S, Carneiro 

I, Arce VM, Devesa J. Differential 
response to exogenous and 
endogenous myostatin in myoblasts 
suggests that myostatin acts as an 
autocrine factor in vivo. Endocrinology. 
2004 Jun;145(6):2795-803. 

 
14.  McFarland DC, Velleman SG, Pesall JE, 

Liu C. The role of myostatin in chicken 
(Gallus domesticus) myogenic satellite 
cell proliferation and differentiation. Gen 
Comp Endocrinol. 2007 May 
1;151(3):351-7. 

 
15.  Hill JJ, Davies MV, Pearson AA, Wang 

JH, Hewick RM, Wolfman NM, Qiu Y. 

The myostatin propeptide and the 
follistatin-related gene are inhibitory 
binding proteins of myostatin in normal 
serum. J Biol Chem. 2002 Oct 
25;277(43):40735-41. 

 
16.  Lee SJ, Reed LA, Davies MV, 

Girgenrath S, Goad ME, Tomkinson KN, 
Wright JF, Barker C, Ehrmantraut G, 
Holmstrom J, Trowell B, Gertz B, Jiang 
MS, Sebald SM, Matzuk M, Li E, Liang 
LF, Quattlebaum E, Stotish RL, 
Wolfman NM. Regulation of muscle 
growth by multiple ligands signaling 
through activin type II receptors. Proc 
Natl Acad Sci U S A. 2005 Dec 
13;102(50):18117-22. 

 
17. Allendorph GP, Vale WW, Choe S. 

Structure of the ternary signaling 
complex of a TGF-beta superfamily 
member. Proc Natl Acad Sci U S A. 
2006 May 16;103(20):7643-8. 

 
18. Joulia-Ekaza D, Cabello G. The 

myostatin gene: physiology and 
pharmacological relevance. Curr Opin 
Pharmacol. 2007 Jun;7(3):310-5. 

 
19. Steelman CA, Recnkor JC, Nettleton D, 

Reecy JM. Transcriptional profiling of 
myostatin-knockout mice implicates Wnt 
signaling in postnatal skeletal muscle 
growth and hypertrophy. FASEB J. 2006 
Mar;20(3):580-2. 

 
20. Takata H, Terada K, Oka H, Sunada Y, 

Moriguchi T, Nohno T. Involvement of 
Wnt4 signaling during myogenic 
proliferation and differentiation of 
skeletal muscle. Dev Dyn. 2007 
Oct;236(10):2800-7. 

 
21.  Chelh I, Meunier B, Picard B, Reecy MJ, 

Chevalier C, Hocquette JF, Cassar-
Malek I. Molecular profiles of 
Quadriceps muscle in myostatin-null 
mice reveal PI3K and apoptotic 
pathways as myostatin targets. BMC 
Genomics. 2009 Apr 27;10:196. 

 
22.  Guo W, Flanagan J, Jasuja R, Kirkland 

J, Jiang L, Bhasin S. The effects of 
myostatin on adipogenic differentiation 
of human bone marrow-derived 



IBMS BoneKEy. 2010 January;7(1):8-17 
http://www.bonekey-ibms.org/cgi/content/full/ibmske;7/1/8 
doi: 10.1138/20100423 
 

  15 
 

  Copyright 2010 International Bone & Mineral Society 

mesenchymal stem cells are mediated 
through cross-communication between 
Smad3 and Wnt/beta-catenin signaling 
pathways. J Biol Chem. 2008 Apr 
4;283(14):9136-45. 

 
23. Hamrick MW, Pennington C, Webb CN, 

Isales CM. Resistance to body fat gain 
in ‘double-muscled’ mice fed a high-fat 
diet. Int J Obes (Lond). 2006 
May;30(5):868-70. 

 
24. Artaza JN, Bhasin S, Magee TR, Reisz-

Porszasz S, Shen R, Groome NP, 
Meerasahib MF, Gonzalez-Cadavid NF. 
Myostatin inhibits myogenesis and 
promotes adipogenesis in C3H 10T(1/2) 
mesenchymal multi-potent cells. 
Endocrinology. 2005 Aug;146(8):3547-
57. 

 
25. Feldman BJ, Streeper RS, Farese RV 

Jr, Yamamoto KR. Myostatin modulates 
adipogenesis to generate adipocytes 
with favorable metabolic effects. Proc 
Natl Acad Sci U S A. 2006 Oct 
17;103(42):15675-80. 

 
26.  Guo T, Jou W, Chanturiya T, Portas J, 

Gavrilova O, McPherron AC. Myostatin 
inhibition in muscle, but not adipose 
tissue, decreases fat mass and 
improves insulin sensitivity. PLoS One. 
2009;4(3):e4937. 

 
27.  Kim HS, Liang L, Dean RG, Hausman 

DB, Hartzell DL, Baile CA. Inhibition of 
preadipocyte differentiation by myostatin 
treatment in 3T3-L1 cultures. Biochem 
Biophys Res Commun. 2001 Mar 
9;281(4):902-6. 

 
28. Rebbapragada A, Benchabane H, 

Wrana JL, Celeste AJ, Attisano L. 
Myostatin signals through a 
transforming growth factor beta-like 
signaling pathway to block 
adipogenesis. Mol Cell Biol. 2003 
Oct;23(20):7230-42. 

 
29. Zhao B, Wall RJ, Yang J. Transgenic 

overexpression of myostatin propeptide 
prevents diet-induced obesity and 
insulin resistance. Biochem Biophys 

Res Commun. 2005 Nov 11;337(1):248-
55. 

 
30.  Hamrick MW, Shi X, Zhang W, 

Pennington C, Thakore H, Haque M, 
Kang B, Isales CM, Fulzele S, Wenger 
KH. Loss of myostatin (GDF8) function 
increases osteogenic differentiation of 
bone marrow-derived mesenchymal 
stem cells but the osteogenic effect is 
ablated with unloading. Bone. 2007 
Jun;40(6):1544-53. 

 
31. Hamrick MW. Increased bone mineral 

density in the femora of GDF8 knockout 
mice. Anat Rec A Discov Mol Cell Evol 
Biol. 2003 May;272(1):388-91. 

 
32. Hamrick MW, Samaddar T, Pennington 

C, McCormick J. Increased muscle 
mass with myostatin deficiency 
improves gains in bone strength with 
exercise. J Bone Miner Res. 2006 
Mar;21(3):477-83. 

 
33.  Hamrick MW, Pennington C, Byron CD. 

Bone modeling and disc degeneration in 
the lumbar spine of mice lacking GDF-8 
(myostatin). J Orthop Res. 2003 
Nov;21(6):1025-32. 

 
34. Nicholson EK, Stock SR, Hamrick MW, 

Ravosa MJ. Biomineralization and 
adaptive plasticity of the 
temporomandibular joint in myostatin 
knockout mice. Arch Oral Biol. 2006 
Jan;51(1):37-49. 

 
35. Morissette MR, Stricker JC, Rosenberg 

MA, Buranasombati C, Levitan EB, 
Mittleman MA, Rosenzweig A. Effects of 
myostatin deletion in aging mice. Aging 
Cell. 2009 Sep;8(5):573-83. 

 
36. Zhang ZL, He JW, Qin YJ, Hu YQ, Li M, 

Zhang H, Hu WW, Liu YJ, Gu JM. 
Association between myostatin gene 
polymorphisms and peak BMD variation 
in Chinese nuclear families. Osteoporos 
Int. 2008 Jan;19(1):39-47. 

 
37. Mitchell AD, Wall RJ. In vivo evaluation 

of changes in body composition of 
transgenic mice expressing the 
myostatin pro domain using dual energy 



IBMS BoneKEy. 2010 January;7(1):8-17 
http://www.bonekey-ibms.org/cgi/content/full/ibmske;7/1/8 
doi: 10.1138/20100423 
 

  16 
 

  Copyright 2010 International Bone & Mineral Society 

X-ray absorptiometry. Growth Dev 
Aging. 2007 Summer;70(1):25-37. 

 
38. Cho TJ, Gerstenfeld LC, Einhorn TA. 

Differential temporal expression of 
members of the transforming growth 
factor beta superfamily during murine 
fracture healing. J Bone Miner Res. 
2002 Mar;17(3):513-20. 

 
39.  Hadjiargyrou M, Lombardo F, Zhao S, 

Ahrens W, Joo J, Ahn H, Jurman M, 
White DW, Rubin CT. Transcriptional 
profiling of bone regeneration. Insight 
into the molecular complexity of wound 
repair. J Biol Chem. 2002 Aug 
16;277(33):30177-82. 

 
40. Gerstenfeld LC, Einhorn TA. 

Developmental aspects of fracture 
healing and the use of pharmacological 
agents to alter healing. J Musculoskelet 
Neuronal Interact. 2003 Dec;3(4):297-
303; discussion 320-1. 

 
41. Kellum E, Starr H, Arounleut P, Immel 

D, Fulzele S, Wenger K, Hamrick MW. 
Myostatin (GDF-8) deficiency increases 
fracture callus size, Sox-5 expression, 
and callus bone volume. Bone. 2009 
Jan;44(1):17-23. 

 
42. Hamrick MW, Arounleut P, Kellum E, 

Cain M, Elkasrawy M, Stegall F, Immel 
D, Liang L. Effects of recombinant 
myostatin propeptide on fracture repair 
in a fibula osteotomy model. Trans 
Orthop Res Soc. 2009;0936. 

 
43. Hamrick MW, Arounleut P, Kellum E, 

Cain M, Immel D, Liang L. Recombinant 
myostatin (GDF-8) propeptide enhances 
the repair and regeneration of both 
muscle and bone in a model of deep 
penetrant musculoskeletal injury. J 
Trauma. In press. 

 
44.  Bogdanovich S, Krag TO, Barton ER, 

Morris LD, Whittemore LA, Ahima RS, 
Khurana TS. Functional improvement of 
dystrophic muscle by myostatin 
blockade. Nature. 2002 Nov 
28;420(6914):418-21. 

 

45. Wagner KR, Fleckenstein JL, Amato 
AA, Barohn RJ, Bushby K, Escolar DM, 
Flanigan KM, Pestronk A, Tawil R, 
Wolfe GI, Eagle M, Florence JM, King 
WM, Pandya S, Straub V, Juneau P, 
Meyers K, Csimma C, Araujo T, Allen R, 
Parsons SA, Wozney JM, Lavallie ER, 
Mendell JR. A phase I/II trial of MYO-
029 in adult subjects with muscular 
dystrophy. Ann Neurol. 2008 
May;63(5):561-71. 

 
46. LeBrasseur NK, Schelhorn TM, 

Bernardo BL, Cosgrove PG, Loria PM, 
Brown TA. Myostatin inhibition 
enhances the effects of exercise on 
performance and metabolic outcomes in 
aged mice. J Gerontol A Biol Sci Med 
Sci. 2009 Sep;64(9):940-8. 

 
47. Bogdanovich S, Perkins KJ, Krag TO, 

Whittemore LA, Khurana TS. Myostatin 
propeptide-mediated amelioration of 
dystrophic pathophysiology. FASEB J. 
2005 Apr;19(6):543-9. 

 
48. Bianchi ML, Mazzanti A, Galbiati E, 

Saraifoger S, Dubini A, Cornelio F, 
Morandi L. Bone mineral density and 
bone metabolism in Duchenne muscular 
dystrophy. Osteoporos Int. 2003 
Sep;14(9):761-7. 

 
49.  Söderpalm AC, Magnusson P, Ahlander 

AC, Karlsson J, Kroksmark AK, Tulinius 
M, Swolin-Eide D. Low bone mineral 
density and decreased bone turnover in 
Duchenne muscular dystrophy. 
Neuromuscul Disord. 2007 Dec;17(11-
12):919-28. 

 
50. Järvinen TL, Sievänen H, Khan KM, 

Heinonen A, Kannus P. Shifting the 
focus in fracture prevention from 
osteoporosis to falls. BMJ. 2008 Jan 
19;336(7636):124-6. 

 
51. Bialek P, Parkington J, Warner L, St. 

Andre M, Jian L, Gavin D, Wallace C, 
Zhang J, Yan G, Root A, Seeherman H, 
Yaworsky P. Mice treated with a 
myostatin/GDF-8 decoy receptor, 
ActRIIB-Fc, exhibit a tremendous 
increase in bone mass. Bone. 2008 
Mar;42(Suppl 1):S46. 



IBMS BoneKEy. 2010 January;7(1):8-17 
http://www.bonekey-ibms.org/cgi/content/full/ibmske;7/1/8 
doi: 10.1138/20100423 
 

  17 
 

  Copyright 2010 International Bone & Mineral Society 

52. Ferguson V, Paietta R, Stodieck L, 
Hanson A, Young M, Bateman T, 
Lemus M, Kostenuik P, Jiao E, Zhou X, 
Lu J, Simonet W, Lacey D, Han H. 
Inhibiting myostatin prevents 
microgravity-associated bone loss in 
mice. J Bone Miner Res. 2009 
Sep;24(Supp 1):1288. 

 
53. Borgstein NG, Condon CH, Yang Y, 

Wilson DM, Haltom E, Lachey JL, 
Seehra J, Sherman ML. Preliminary 
results from single subcutaneous 
administration of ACE-031, a form of the 
soluble activin type II B receptor, in 
healthy postmenopausal volunteers. 
Neuromuscul Disord. 2009 Sep;19(8-9): 
546. 

 
54. Gamer LW, Nove J, Levin M, Rosen V. 

BMP-3 is a novel inhibitor of both activin 
and BMP-4 signaling in Xenopus 
embryos. Dev Biol. 2005 Sep 
1;285(1):156-68. 

 

55. Souza TA, Chen X, Guo Y, Sava P, 
Zhang J, Hill JJ, Yaworsky PJ, Qiu Y. 
Proteomic identification and functional 
validation of activins and bone 
morphogenetic protein 11 as candidate 
novel muscle mass regulators. Mol 
Endocrinol. 2008 Dec;22(12):2689-702. 

 
56.  Zhu J, Li Y, Shen W, Qiao C, Ambrosio 

F, Lavasani M, Nozaki M, Branca MF, 
Huard J. Relatonships between 
transforming growth factor-beta 1, 
myostatin, and decorin: implications for 
skeletal muscle fibrosis. J Biol Chem. 
2007 Aug 31;282(35):25852-63. 

 
57. Mendias CL, Bakhurin KI, Faulkner JA. 

Tendons of myostatin-deficient mice are 
small, brittle, and hypocellular. Proc Natl 
Acad Sci U S A. 2008 Jan 8;105(1):388-
93. 

 
58.  Eliasson P, Andersson T, Kulas J, 

Seemann P, Aspenberg P. Myostatin in 
tendon maintenance and repair. Growth 
Factors. 2009 Aug;27(4):247-54. 

 

 
 
 

 

 

 

 

 

 

 

 


