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Mechanical loading is essential to maintain normal bone metabolism and the balance
between bone formation and resorption. The cellular mechanisms that control mechan-
otransduction are not fully defined, but several key pathways have been identified. We
discuss the roles of several components of the Wnt signaling cascade, namely Lrp5, Lrp6,
and B-catenin in mechanical loading-induced bone formation. Lrp5 is an important Wnt
co-receptor for regulating bone mass and mechanotransduction, and appears to function
principally by augmenting bone formation. Lrp6 also regulates bone mass but its action
might involve resorption as well as formation. The role of Lrp6 in mechanotransduction is
unclear. Studies addressing the role of B-catenin in bone metabolism and mechanotrans-
duction highlight the uncertainties in downstream modulators of Lrpb and Lrp6. Taken
together, these data indicate that mechanical loading might affect bone regulation trigger
ing the canonical Wnt signaling (and perhaps other pathways) not only via Lrp5 but also via
Lrp6. Further work is needed to clarify the role of the Wnt signaling pathway in Lrp5 and/or
Lrp6-mediated mechanotransduction, which could eventually lead to powerful therapeutic

agents that might mimic the anabolic effects of mechanical stimulation.
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INTRODUCTION

Mechanical loading is essential to maintain normal bone metab-
olism and the balance between bone formation and resorption
(1, 2). Disuse of bone or insufficient loading can cause reduced
bone formation as well as increased bone turnover, which can
be appreciated in astronauts that have spent significant time in
space, among patients restricted to bed rest, and in people suffer-
ing from muscle paralysis (3). Conversely, exposure to frequent,
high-impact loading results in active bone formation (4). A good
example of this effect can be seen among competitive racquet
sports players, in whom the upper limb bones of the dominant
(playing) arm is generally more robust compared to the non-
playing skeletal elements (5). These effects are consequences of
Wolff’s law (6) and have been verified in numerous murine models
of mechanotransduction, such as ulna- and tibia-loading mod-
els, the tail suspension model, and the botulinum toxin paralysis
model (7-9). However, the precise physical and biological mech-
anisms that drive adaptation to disuse/overuse have not been
completely elucidated.

Although the biological mechanisms that control mechan-
otransduction are far from certain, considerable progress has been
made in identification of some of the key players in this process.
For example, very early after a mechanical signal is received by
bone cells, adenosine triphosphate (ATP) is released from stimu-
lated cells and intracellular Ca** concentration increases within
1 min after loading (10-12). Subsequently, at least two other essen-
tial second messengers, prostaglandin E2 (PGE2) and nitric oxide
(NO), are released from the mechanically stimulated cells (13-15)

(Figure 1). Those events lead to the induction of MAP-kinase sig-
naling (ERK 1/2) and C-fos expression (16, 17). Later, inhibition
of Sost and Dkklexpression, along with increased expression of
IGF-I and other bone matrix-related genes such as osteopontin
and collagen have been documented (18, 19).

In this process, the Wnt pathway has been reported to play
an important role in transmitting mechanical signaling in bone
remodeling through both activating and inactivating several sig-
naling cascades (20). The canonical Wnt pathway is initiated when
released Wnt proteins bind to receptor complexes including a
seven pass transmembrane co-receptor called Frizzled, and either
low-density lipoprotein-related receptor-5 (Lrp5) or -6 (Lrp6).
Formation of this receptor complex at the cell surface eventually
leads to increased P-catenin-induced transcriptional activity via
increased B-catenin levels in the cytoplasm.

Opver the past decade, this Wnt/B-catenin signaling pathway has
been identified as an essential component of mechanically induced
signal transduction. Heterozygous deletion of B-catenin in osteo-
cytes has been reported to significantly reduce loading-induced
anabolic responses in bone (21). Wnt/B-catenin signaling in bone
remodeling is proposed to be regulated by both Lrp5 and Lrp6 (22—
25). Although Lrp5 and Lrp6 have common properties, such as
sequence and structural similarity within this subfamily of the LDL
receptor-related proteins (26-28), their molecular downstream
events might be different in the context of bone remodeling. In this
review, we discuss the roles of both Lrp5 and Lrp6 in mechanical
loading-induced Wnt/p-catenin signaling pathways in the process
of bone remodeling.
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FIGURE 1 | Cellular mechanisms of action in mechanically stimulated osteocytes, which control osteoblast and osteoclast activity.
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LOSS-OF-FUNCTION STUDIES

Experiments performed on mice engineered with loss-of-function
mutations in Lrp5 have revealed that Lrp5 is important to trans-
fer the mechanical loading-induced signals in mechanosensory
bone cells. Sawakami et al. investigated the crucial role of Lrp5 on
skeletal mechanotransduction using mice with loss-of-function
mutations (Lrp5-null) (25). Similar to the human patients with
loss-of-function mutations in LRP5, the loss of Lrp5 signaling
in mice yielded a significant decrease in bone-mineral density and
bone strength. Mechanotransduction studies in these mice showed
a reduced osteogenic response to mechanical loading, which was
due to a reduction in load-induced synthesis of bone matrix, but
not due to osteoblast recruitment and/or activation on the sur-
faces. Saxon et al. confirmed that Lrp5 has an important role in
mechanotransduction using a different Lrp5~/~ mouse model and
a different skeletal loading modality. Among the experiments they
reported that where their control mice (Lrp5+/ *) exhibited dose-
responsiveness to loading, they observed a loss of responsiveness
in the Lrp5 mutants (29).

Based on the positive effects of the mechanical loading on bone
formation, we can surmise that loading might either increase
expression of Wnt stimulatory molecules, reduce expression of
inhibitory molecules, or both. One of the more notable inhibitors
of bone formation is sclerostin, which is known to participate in
the Wnt signaling pathway (Figure 1). Sclerostin is an Lrp5/Lrp6
antagonist that is encoded by the Sost gene. It is primarily
expressed in the osteocyte population, and loss-of-function muta-
tions in Sost (or in its regulatory elements) are known to cause
sclerosing bone disorders such as sclerosteosis and Van Buchem

disease (30—32). Sost transcript expression and sclerostin protein
levels are dramatically decreased as a result of mechanical loading,
especially in the high strain regions of the bone (8). Conversely,
skeletal disuse causes an increase in Sost expression. The functional
role of Sost regulation during mechanical loading was addressed
by Tu et al., who showed that if the normal decrease in Sost expres-
sion that occurs during loading was prevented, the anabolic effects
of loading were abolished (33). They accomplished this effect by
loading engineered mice that harbored a transgene comprising an
8 kb Dmpl promoter driving a human SOST cDNA. In these mice,
the normal drop in endogenous Sost levels that occurs during load-
ing was countered by an increase in human SOST during loading,
owing to the load-sensitive Dmpl promoter that regulated the
hSOST cDNA.

GAIN-OF-FUNCTION STUDIES

Other mutations in LRP5 have been identified in the human
population that, rather than causing loss-of-function and very
low bone mass, were found to cause abnormally high bone mass
(HBM). Engineered mice have been generated to study the effect
of these gain-of-function missense mutations in LRP5, including
transgenic and knock-in models. Published reports from these
mouse models demonstrate that the gain-of-function mutations
in Lrp5 are associated with an HBM phenotype (24, 29). The
mechanotransduction phenotype observed in the loss-of-function
(Lrp5~/~) mice prompted several investigators to ask whether the
HBM-causing mutations in Lrp5 also affect mechanotransduc-
tion, perhaps in the converse (beneficial) direction. To this end,
Robinson et al. conducted ulnar loading experiments in mice har-
boring a human cDNA for LRP5 that included the G171V-causing
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nucleotide substitution (34). The cDNA was driven by the 2.3 kb
Collal promoter, which provided specificity of the HBM allele
to mature osteoblasts and osteocytes. They showed that Wnt/f-
catenin target gene expression was increased after loading and
this effect was associated with increased cell responsiveness to
mechanical loading. This result was confirmed by Saxon et al., who
reported the same mouse model (2.3kb Collal — G171V) sub-
jected to tibial loading produced an increased osteogenic response
to mechanical loading (29). They also indicated that these HBM
transgenic mice had increased resistance to bone loss associated
with disuse compared to wild type (WT) controls.

The effect of HBM-causing mutations in Lrp5 on mechan-
otransduction were further probed by Niziolek et al., who used two
novel HBM knock-in models to elucidate the role of Lrp5 in the
loading response. Those investigators used a different approach
than the G171V transgenic approach used by Robinson et al.
(34) and Saxon et al. (29). Rather than overexpressing cDNAs
for HBM-causing alleles only in osteoblastic cells, Niziolek et al.
knocked in the G171V and A214V HBM-causing mutations into
the endogenous loci. This strategy allowed for normal expression
levels and tissue distribution, owing to the undisturbed promoter
and regulatory elements. These mice are therefore a more orthol-
ogous model to two of the human HBM families (7). When
axial tibia loading was applied for 3 days to mature male Lrp5
G171V and Lrp5 A214V knock-in mice and to their WT controls,
fluorochrome-labeling results showed that this loading resulted in
a significantly enhanced periosteal response in the A214V knock-
in mice, whereas the G171V knock-in mice exhibited greater bone
formation on the endocortical surface. This bone formation dif-
ference in two different HBM-inducing Lrp5 mutations indicated
that these types of mutations can alter the mechanisms responsi-
ble for anabolic mechanotransduction, and also, that a portion of
the HBM phenotype observed in human patients carrying gain-
of-function mutations in LRP5 might be at least partially due to
enhanced mechanoresponsiveness in their skeletons.

LRP6

Lrpé6 is similar in sequence and structure to Lrp5, and these two
receptors have been proposed to function largely in the same con-
texts and signaling pathways. However, there are some important
differences between the two receptors. The most obvious differ-
ence is that whereas Lrp5~/~ mice are viable and fertile (albeit
with low bone mass), Lrp6~/~ mice exhibit an embryonic lethal
phenotype. Those observations suggest that either (1) the tim-
ing, location, and/or level of embryonic expression is different
between Lrp5 and Lrpé, (2) the ligands, inhibitors, and/or down-
stream cascades differ between these two receptors, or (3) some
combination of those two possibilities. For example, Lrp6 appears
to be crucially important for bone’s anabolic response to intermit-
tent parathyroid hormone (PTH) treatment, whereas Lrp5 appears
to be uninvolved. Li et al. showed that deletion of a floxed Lrp6
allele in osteoblasts, using osteocalcin-driven Cre recombinase,
disrupts the bone anabolic activity of PTH by reducing number
of osteoblasts (23). Wan et al. showed direct interaction between
Lrp6 and the PTH 1 receptor using fluorescence resonance energy
transfer (35). While Lrp6 appears to be important for PTH signal-
ing, at least two published reports indicate that Lrp5 is not essential

for transducing PTH signaling (25, 36). These data suggested that
Lrp5 and Lrp6 might participate selectively and differently in Wnt
and/or other hormonal signaling. On the other hand, while Lrp5 is
crucial for mechanotransduction, there is to date no clear evidence
indicating that Lrp6 participates in mechanical loading-induced
activation of Wnt signaling pathway.

Although both Lrp5 and Lrp6 are required to develop normal
postnatal bone, available evidence indicates that their roles in this
process might differ. Lrp6 has been reported to play a role in bone
resorption and formation, whereas Lrp5 appears to affect bone for-
mation but not bone resorption (22-25). These observations come
from a number of studies that have looked at cell-specific effects
of Lrp5 and Lrp6 in bone. For example, Kubota et al. reported the
discovery of a naturally occurring mutation in Lrp6, which con-
ferred hypomorphic properties to the receptor (referred to as the
“rs” mutation). In a careful analysis of these mice, they found that
canonical Wnt signaling was severely impaired in cells harvested
from the rs/rs mice compared to WT mice (22). As expected, the
rs/rs mice displayed low bone mass in vivo, but the phenotype was
primarily due to increased bone resorption, with no detectable
change in bone formation. This result stands in stark contrast
to that reported for Lrp5~/~ mice, in which bone resorption is
normal but bone formation is reduced considerably. While both
Lrp5 and Lrp6 can regulate Wnt signaling, the receptors might be
active in osteoblasts over different time windows. A recent report
indicates that Lrp6 might affect early osteogenic differentiation,
whereas Lrp5 seems to affect late osteogenic differentiation (24).
It should also be noted that the resorption/formation phenotype
observed in the Lrp6 hypomorphic mice was not confirmed in
an osteoblast-specific deletion model (Ocn-Cre with Lrp5{lox/flox
mice); in fact, the opposite mechanism was reported, i.e., reduced
bone formation and no change in resorption (23, 24). Li et al.
observed that Lrp6 KO mice showed little change in the osteoclast
number but reduced the osteoblast number compared with the
WT littermates (23).

Another remarkable point of difference between Lrp5 and Lrp6
function is that the bone compartment affected might be differ-
ent, although both Lrp5 and Lrp6 can both influence cortical bone
remodeling. Sawakami et al. showed that the cross-sectional area
of ulnas from Lrp5-deficient mice was reduced compared to WT
mice (25), whereas Lrp6 appeared to be involved preferentially in
trabecular bone development (22). This suggests that the devel-
opmental role of Lrp5 and Lrp6 might be different across bone
surfaces. Other examples of compartment-specific effects have
been reported for the Wnt cascade. For example, Liu et al. observed
a surface-specific influence of Wnt signaling on bone metabolism.
They found that Wnt16 deletion decreased cortical bone thickness
and increased cortical bone porosity, while very minor changes
were observed in trabecular bone in mice lacking Wnt16 (37).

-CATENIN

A major canonical downstream target of both Lrp5 and Lrp6 is
p-catenin. Inactivation of B-catenin in osteoblasts (e.g., 2.3kb
Collal-Cre crossed to B-catenin®¥9%) causes osteopenia by
affecting bone resorption rather than bone formation (38). The
resorption phenotype in these mice has been replicated using
Dmpl-Cre, a Cre driver that is active later in the osteoblast
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differentiation pathway; i.e., late-stage osteoblasts and osteocytes.
Osteocyte-specific B-catenin-deficient mice showed a low bone
mass phenotype via increased osteoclast number and activity,
while osteoblastic function was normal (39). Mechanistically,
downregulated osteoprotegerin (OPG) expression was implicated
in osteoclastic resorptive activity effect of those mice. Because p-
catenin is downstream of Lrp5/6, this result is consistent with
the Kubota et al. report on the Lrp6 hypomorphic mouse, but is
inconsistent with the reports on Lrp5~/~ and osteoblastic Lrp6~/~
mice. It is interesting to note that the B-catenin resulted in a more
severe bone phenotype than lack of either Lrp5 or Lrp6, indi-
cating that there might be a combined (or synergistic) effect of
Lrp5 and Lrp6 on bone regulation. Holmen et al. showed this
possibility by comparing mice lacking various combinations of
Lrp5 and Lrp6 (40). Additionally, B-catenin receives input from
other proteins (e.g., mTOR, Pi3K), so it might be unreasonable to
expect that B-catenin deletion would phenocopy the deletion of
Lrp5/6. Regarding the role of B-catenin in mechanotransduction,
it was recently shown that both copies of B-catenin are required in
osteocytes and/or late-stage osteoblasts for mechanotransduction
to occur; mice haploinsufficient for f-catenin in those cell popula-
tions showed no measureable response to mechanical stimulation
invivo (21).

Based on the various evidences regarding the Lrp5 function on
bone formation and the Lrp6 role on bone regulation via bone
resorption, we can hypothesize that the mechanical loading might
affect bone regulation triggering the canonical Wnt signaling not
only via Lrp5 (bone formation) but also via Lrp6 (perhaps both
bone resorption and formation). In normal conditions, Wnt sig-
naling pathways probably are influenced by both Lrp5 and Lrp6
at the same time, but in different ways and their roles might be
synergistic. Further investigation on the role of Lrp6 in mechan-
ical loading-induced signaling pathways and the synergistic effect
of Lrp5 and Lrp6 could show more clearly the mechanism of Wnt
signaling, via both Lrp5 and Lrp6, in mechanotransduction.

CONCLUSION

Mechanical loading is a powerful modulator of bone modeling
and remodeling. The exact cellular and molecular mechanisms by
which this process occurs are still unclear. Substantial evidence
indicates that the Wnt signaling pathway participates in the trans-
duction of mechanical signals at the cell surface and ultimately
leads to the regulation of bone metabolism. Lrp5 is intricately
involved in bone cell mechanotransduction, but there is no indica-
tion at this time whether Lrp6 has any role in this process. Further
studies are needed to clarify the role of the Wnt signaling path-
way in Lrp5 and/or Lrp6-mediated mechanotransduction, which
could eventually lead to powerful therapeutic agents that might
mimic the anabolic effects of mechanical stimulation.

REFERENCES

1. Robling AG, Castillo AB, Turner CH. Biomechanical and molecular regulation of
bone remodeling. Annu Rev Biomed Eng (2006) 8:455-98. doi:10.1146/annurev.
bioeng.8.061505.095721

2. Rubin CT, Lanyon LE. Regulation of bone mass by mechanical strain magnitude.
Calcif Tissue Int (1985) 37(4):411-7. doi:10.1007/BF02553711

3. Leblanc AD, Schneider VS, Evans H]J, Engelbretson DA, Krebs JM. Bone-mineral
loss and recovery after 17 weeks of bed rest. ] Bone Miner Res (1990) 5(8):843-50.
doi:10.1002/jbmr.5650050807

4.

w

N

*

10.

1

—

12.

1

w

14.

1

w

16.

1

~

18.

19.

20.

2

—

22.

23.

24.

Robling AG, Hinant FM, Burr DB, Turner CH. Improved bone structure and
strength after long-term mechanical loading is greatest if loading is separated
into short bouts. J Bone Miner Res (2002) 17(8):1545-54. doi:10.1359/jbmr.
2002.17.8.1545

. Jones HH, Priest JD, Hayes WC, Tichenor CC, Nagel DA. Humeral hypertrophy

in response to exercise. ] Bone Joint Surg (1977) 59(2):204-8.

. Wolff J. The Law of Bone Transformation. Berlin: A. Hirschwald (1892).
. Niziolek PJ, Warman ML, Robling AG. Mechanotransduction in bone tissue: the

A214V and G171V mutations in Lrp5 enhance load-induced osteogenesis in a
surface-selective manner. Bone (2012) 51(3):459-65. doi:10.1016/j.bone.2012.
05.023

Robling AG, Niziolek PJ, Baldridge LA, Condon KW, Allen MR, Alam I,
etal. Mechanical stimulation of bone in vivo reduces osteocyte expres-
sion of Sost/sclerostin. ] Biol Chem (2008) 283(9):5866—75. doi:10.1074/jbc.
M705092200

. Warner SE, Sanford DA, Becker BA, Bain SD, Srinivasan S, Gross TS. Botox

induced muscle paralysis rapidly degrades bone. Bone (2006) 38(2):257-64.
doi:10.1016/j.bone.2005.08.009

Hung CT, Allen FD, Pollack SR, Brighton CT. Intracellular Ca2+ stores and
extracellular Ca2+ are required in the real-time Ca2+ response of bone cells
experiencing fluid flow. J Biomech (1996) 29(11):1411-7. doi:10.1016/0021-
9290(96)84536-2

. Genetos DC, Geist DJ, Liu D, Donahue HJ, Duncan RL. Fluid shear-induced

ATP secretion mediates prostaglandin release in MC3T3-E1 osteoblasts. ] Bone
Miner Res (2005) 20(1):41-9. doi:10.1359/JBMR.041009

Reich KM, McAllister TN, Gudi S, Frangos JA. Activation of G proteins medi-
ates flow-induced prostaglandin E(2) production in osteoblasts. Endocrinology
(1997) 138(3):1014-8. doi:10.1210/endo.138.3.4999

. Forwood MR, Kelly WL, Worth NE Localisation of prostaglandin endoperox-

ide H synthase (PGHS)-1 and PGHS-2 in bone following mechanical loading
in vivo. Anat Rec (1998) 252(4):580—6. doi:10.1002/(SICI)1097-0185(199812)
252:4<580::AID-AR8>3.0.CO;2-S

Rawlinson SC, el-Haj AJ, Minter SL, Tavares IA, Bennett A, Lanyon LE. Loading-
related increases in prostaglandin production in cores of adult canine cancellous
bone in vitro —a role for prostacyclin in adaptive bone remodeling. ] Bone Miner
Res (1991) 6(12):1345-51. doi:10.1002/jbmr.5650061212

. Rawlinson SCF, Pitsillides AA, Lanyon LE. Involvement of different ion channels

in osteoblasts’ and osteocytes’ early responses to mechanical strain. Bone (1996)
19(6):609-14. doi:10.1016/S8756-3282(96)00260- 8

Jessop HL, Rawlinson SC, Pitsillides AA, Lanyon LE. Mechanical strain and
fluid movement both activate extracellular regulated kinase (ERK) in osteoblast-
like cells but via different signaling pathways. Bone (2002) 31(1):186-94.
doi:10.1016/S8756-3282(02)00797-4

. Pavalko FM, Norvell SM, Burr DB, Turner CH, Duncan RL, Bidwell JP. A model

for mechanotransduction in bone cells: the load-bearing mechanosomes. J Cell
Biochem (2003) 88(1):104-12. doi:10.1002/jcb.10284

Lean JM, Mackay AG, Chow JW, Chambers TJ. Osteocytic expression of mRNA
for c-fos and IGF-I: an immediate early gene response to an osteogenic stimulus.
Am J Physiol (1996) 270(6):E937—45.

Robling AG, Turner CH. Mechanical signaling for bone modeling and
remodeling. Crit Rev Eukar Gene Expr (2009) 19(4):319-38. doi:10.1615/
CritRevEukarGeneExpr.v19.i4.50

Burgers TA, Williams BO. Regulation of Wnt/beta-catenin signaling
within and from osteocytes. Bone (2013) 54(2):244-9. doi:10.1016/j.bone.2013.
02.022

. Javaheri B, Stern AR, Lara N, Dallas M, Zhao H, Liu Y, et al. Deletion of a single

beta-catenin allele in osteocytes abolishes the bone anabolic response to loading.
] Bone Miner Res (2014) 29(3):705-15. doi:10.1002/jbmr.2064

Kubota T, Michigami T, Sakaguchi N, Kokubu C, Suzuki A, Namba N, et al. Lrp6
hypomorphic mutation affects bone mass through bone resorption in mice
and impairs interaction with Mesd. J Bone Miner Res (2008) 23(10):1661-71.
doi:10.1359/jbmr.080512

Li C, Xing Q, Yu B, Xie H, Wang W, Shi C, etal. Disruption of LRP6 in
osteoblasts blunts the bone anabolic activity of PTH. J Bone Miner Res (2013)
28(10):2094-108. doi:10.1002/jbmr.1962

Riddle RC, Diegel CR, Leslie JM, Van Koevering KK, Faugere MC, Clemens TL,
etal. Lrp5 and Lrp6 exert overlapping functions in osteoblasts during postna-
tal bone acquisition. PLoS One (2013) 8(5):e63323. doi:10.1371/journal.pone.
0063323

Frontiers in Endocrinology | Bone Research

January 2015 | Volume 5 | Article 246 | 4


http://dx.doi.org/10.1146/annurev.bioeng.8.061505.095721
http://dx.doi.org/10.1146/annurev.bioeng.8.061505.095721
http://dx.doi.org/10.1007/BF02553711
http://dx.doi.org/10.1002/jbmr.5650050807
http://dx.doi.org/10.1359/jbmr.2002.17.8.1545
http://dx.doi.org/10.1359/jbmr.2002.17.8.1545
http://dx.doi.org/10.1016/j.bone.2012.05.023
http://dx.doi.org/10.1016/j.bone.2012.05.023
http://dx.doi.org/10.1074/jbc.M705092200
http://dx.doi.org/10.1074/jbc.M705092200
http://dx.doi.org/10.1016/j.bone.2005.08.009
http://dx.doi.org/10.1016/0021-9290(96)84536-2
http://dx.doi.org/10.1016/0021-9290(96)84536-2
http://dx.doi.org/10.1359/JBMR.041009
http://dx.doi.org/10.1210/endo.138.3.4999
http://dx.doi.org/10.1002/(SICI)1097-0185(199812)252:4<580::AID-AR8>3.0.CO;2-S
http://dx.doi.org/10.1002/(SICI)1097-0185(199812)252:4<580::AID-AR8>3.0.CO;2-S
http://dx.doi.org/10.1002/jbmr.5650061212
http://dx.doi.org/10.1016/S8756-3282(96)00260-8
http://dx.doi.org/10.1016/S8756-3282(02)00797-4
http://dx.doi.org/10.1002/jcb.10284
http://dx.doi.org/10.1615/CritRevEukarGeneExpr.v19.i4.50
http://dx.doi.org/10.1615/CritRevEukarGeneExpr.v19.i4.50
http://dx.doi.org/10.1016/j.bone.2013.02.022
http://dx.doi.org/10.1016/j.bone.2013.02.022
http://dx.doi.org/10.1002/jbmr.2064
http://dx.doi.org/10.1359/jbmr.080512
http://dx.doi.org/10.1002/jbmr.1962
http://dx.doi.org/10.1371/journal.pone.0063323
http://dx.doi.org/10.1371/journal.pone.0063323
http://www.frontiersin.org/Bone_Research
http://www.frontiersin.org/Bone_Research/archive

Kang and Robling

Whnt signaling in mechanotransduction

25.

26.

27.

28.

29.

30.

3

—

32.

33.

34.

Sawakami K, Robling AG, Ai M, Pitner ND, Liu D, Warden SJ, et al. The Wnt
co-receptor LRP5 is essential for skeletal mechanotransduction but not for the
anabolic bone response to parathyroid hormone treatment. J Biol Chem (2006)
281(33):23698-711. doi:10.1074/jbc.M601000200

Chen D, Lathrop W, Dong Y. Molecular cloning of mouse Lrp7(Lr3) cDNA and
chromosomal mapping of orthologous genes in mouse and human. Genomics
(1999) 55(3):314-21. doi:10.1006/geno.1998.5688

Brown SD, Twells RC, Hey PJ, Cox RD, Levy ER, Soderman AR, et al. Isolation
and characterization of LRP6, a novel member of the low density lipoprotein
receptor gene family. Biochem Biophys Res Commun (1998) 248(3):879-88.
doi:10.1006/bbrc.1998.9061

Hey PJ, Twells RC, Phillips MS, Yusuke N, Brown SD, Kawaguchi Y, et al. Cloning
of a novel member of the low-density lipoprotein receptor family. Gene (1998)
216(1):103-11. doi:10.1016/S0378-1119(98)00311-4

Saxon LK, Jackson BE, Sugiyama T, Lanyon LE, Price JS. Analysis of multiple
bone responses to graded strains above functional levels, and to disuse, in mice
in vivo show that the human Lrp5 G171V high bone mass mutation increases
the osteogenic response to loading but that lack of Lrp5 activity reduces it. Bone
(2011) 49(2):184-93. doi:10.1016/j.bone.2011.03.683

Staehling-Hampton K, Proll S, Paeper BW, Zhao L, Charmley P, Brown A, et al.
A 52-kb deletion in the SOST-MEOXI1 intergenic region on 17q12-q21 is associ-
ated with van Buchem disease in the Dutch population. Am | Med Genet (2002)
110(2):144-52. doi:10.1002/ajmg.10401

. Balemans W, Patel N, Ebeling M, Van Hul E, Wuyts W, Lacza C, etal.

Identification of a 52 kb deletion downstream of the SOST gene in
patients with van Buchem disease. ] Med Genet (2002) 39(2):91-7. doi:10.1136/
jmg.39.2.91

Balemans W, Ebeling M, Patel N, Van Hul E, Olson P, Dioszegi M, etal.
Increased bone density in sclerosteosis is due to the deficiency of a novel
secreted protein (SOST). Hum Mol Genet (2001) 10(5):537—43. doi:10.1093/
hmg/10.5.537

Tu X, Rhee Y, Condon KW, Bivi N, Allen MR, Dwyer D, et al. Sost downregulation
and local Wnt signaling are required for the osteogenic response to mechanical
loading. Bone (2012) 50(1):209-17. doi:10.1016/j.bone.2011.10.025

Robinson JA, Chatterjee-Kishore M, Yaworsky PJ, Cullen DM, Zhao W, Li C,
et al. Wnt/beta-catenin signaling is a normal physiological response to mechan-
ical loading in bone. ] Biol Chem (2006) 281(42):31720-8. doi:10.1074/jbc.
M602308200

35. Wan M, Yang C, Li J, Wu X, Yuan H, Ma H, et al. Parathyroid hormone sig-
naling through low-density lipoprotein-related protein 6. Gene Dev (2008)
22(21):2968-79. doi:10.1101/gad.1702708

36. Iwaniec UT, Wronski TJ, Liu J, Rivera MF, Arzaga RR, Hansen G, etal. PTH
stimulates bone formation in mice deficient in Lrp5. | Bone Miner Res (2007)
22(3):394-402. doi:10.1359/jbmr.061118

37. Liu X, Nagano K, Saito H, Baron R, Gori E. Wnt16 deletion differentially affects
cortical and trabecular bone: increase cortical bone resorption, porosity and
fracture in Wnt16 knockout mice. ASBMR 2013 Annual Meeting. Baltimore:
Baltimore Convention Center (2013).

38. Glass DA II, Bialek P, Ahn JD, Starbuck M, Patel MS, Clevers H, et al. Canonical
Wnht signaling in differentiated osteoblasts controls osteoclast differentiation.
Dev Cell (2005) 8(5):751-64. doi:10.1016/j.devcel.2005.02.017

39. Kramer I, Halleux C, Keller H, Pegurri M, Gooi JH, Weber PB, et al. Osteocyte
Wnt/beta-catenin signaling is required for normal bone homeostasis. Mol Cell
Biol (2010) 30(12):3071-85. doi:10.1128/MCB.01428-09

40. Holmen SL, Giambernardi TA, Zylstra CR, Buckner-Berghuis BD, Resau JH,
Hess JF, et al. Decreased BMD and limb deformities in mice carrying muta-
tions in both Lrp5 and Lrp6. J Bone Miner Res (2004) 19(12):2033-40.
doi:10.1359/jbmr.040907

Conflict of Interest Statement: The authors declare that the research was conducted
in the absence of any commercial or financial relationships that could be construed
as a potential conflict of interest.

Received: 16 October 2014; paper pending published: 13 November 2014; accepted: 31
December 2014; published online: 20 January 2015.

Citation: Kang KS and Robling AG (2015) New insights into Wnt—Lrp5/6—
B-catenin signaling in mechanotransduction. Front. Endocrinol. 5:246. doi:
10.3389/fendo.2014.00246

This article was submitted to Bone Research, a section of the journal Frontiers in
Endocrinology.

Copyright © 2015 Kang and Robling. This is an open-access article distributed under
the terms of the Creative Commons Attribution License (CC BY). The use, distribution
or reproduction in other forums is permitted, provided the original author(s) or licensor
are credited and that the original publication in this journal is cited, in accordance with
accepted academic practice. No use, distribution or reproduction is permitted which
does not comply with these terms.

www.frontiersin.org

January 2015 | Volume 5 | Article 246 | 5


http://dx.doi.org/10.1074/jbc.M601000200
http://dx.doi.org/10.1006/geno.1998.5688
http://dx.doi.org/10.1006/bbrc.1998.9061
http://dx.doi.org/10.1016/S0378-1119(98)00311-4
http://dx.doi.org/10.1016/j.bone.2011.03.683
http://dx.doi.org/10.1002/ajmg.10401
http://dx.doi.org/10.1136/jmg.39.2.91
http://dx.doi.org/10.1136/jmg.39.2.91
http://dx.doi.org/10.1093/hmg/10.5.537
http://dx.doi.org/10.1093/hmg/10.5.537
http://dx.doi.org/10.1016/j.bone.2011.10.025
http://dx.doi.org/10.1074/jbc.M602308200
http://dx.doi.org/10.1074/jbc.M602308200
http://dx.doi.org/10.1101/gad.1702708
http://dx.doi.org/10.1359/jbmr.061118
http://dx.doi.org/10.1016/j.devcel.2005.02.017
http://dx.doi.org/10.1128/MCB.01428-09
http://dx.doi.org/10.1359/jbmr.040907
http://dx.doi.org/10.3389/fendo.2014.00246
http://creativecommons.org/licenses/by/4.0/
http://www.frontiersin.org
http://www.frontiersin.org/Bone_Research/archive

	New insights into Wnt–Lrp5/6–β-catenin signaling in mechanotransduction
	Introduction
	LRP5
	Loss-of-function studies
	Gain-of-function studies

	LRP6
	β-Catenin
	Conclusion
	References


