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Loss of inhibition over master pathways of
bone mass regulation results in osteosclerotic
bone metastases in prostate cancer
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Prostate cancer is the most common cancer
among men in industrialised countries. Most pa-
tients with prostate cancer, however, will not die
of it. As a result, many of them will experience
symptomatic metastasis during the course of the
disease. Prostate cancer has a high propensity to
metastasize to bone. Unlike many other cancers
prostate cancer cells induce a rather osteoscle-
rotic than osteolytic reaction in the bone marrow
by interfering with physiological bone remodel-
ling. A proper understanding of the mechanisms
of tumour cell-induced bone alterations and exag-
gerated bone deposition in prostate cancer may

open new and urgently needed therapeutic ap-
proaches in the field of palliative care for affected
patients. In this review we focus on the central
role of two major regulators of bone mass, the
wingless type integration site family members
(WNTs) and the bone morphogenetic proteins
(BMPs), in the development of osteosclerotic
bone metastases.

Key words: prostate cancer; hone metastases; osteo-
sclerotic; metastases; WNT; bone morphogenetic pro-
teins; Noggin

Summary

Prostate cancer is the most common cancer
affecting males in the industrialised world and is
the second leading cause of cancer deaths among
men. Median age at diagnosis is 68 years [1].
Non-detectable micro-metastatic disease may be
present in up to 40% of patients [2] while 8–14%
may have visible or symptomatic bone metastases
at diagnosis [3]. Although radical prostatectomy
has a significant impact on survival in localised
disease, up to 30% of patients may need addi-
tional treatment in the form of androgen depriva-
tion therapy (surgical or chemical castration) and
up to 15% in the form of radiotherapy for local
recurrence and previously undetected metastatic
disease [4]. The gold standard for the treatment
of locally advanced or metastatic disease consists
of surgical or chemical castration. After a median
period of 14–30 months the cancer cells may be-
come resistant to castration [5]. During metastatic
progression up to 90% of patients will experience
bone metastases [6]. The median cancer specific
survival time for castration resistant prostate can-
cer may be over 70 months [7]. Most of the pa-
tients with metastatic disease, therefore, will be at
long-term risk for bone metastases with a more
than 40% risk of skeletal complications (e.g., pain,
spinal cord compression, fractures) [8].

A unique feature of prostate cancer is its con-
sistent production of osteosclerotic rather than
osteolytic bone metastases. Approximately 90%
of the bone metastases in prostate cancer appear
as an osteosclerotic clouding on plain x-ray films
with a measurable increase in bone mineral den-
sity at the metastatic site [9]. This increase is a re-
sult of altered bone remodelling (increased bone
resorption and deposition), whose balance has
been tipped towards increased bone deposition
upon invasion of the bone marrow by cancer cells.

Interaction with cancer induced bone remod-
elling is an interesting therapeutic approach in
the palliative care of patients with bone metas-
tases. For example, bisphosphonates, which block
osteoclast activity and thereby bone resorption,
have been shown to be highly effective in the pre-
vention of skeletal complications in prostate can-
cer [10]. They have not however shown to de-
crease overall or cancer specific mortality so far.
Further research is therefore needed on the pre-
vention and treatment of bone metastasis in
prostate cancer. One precondition for the devel-
opment of new therapeutic strategies increasing
bone health in affected patients is an understand-
ing of normal and pathological bone turnover in
general and of the mechanisms leading to os-
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teosclerotic bone metastasis in particular. Molec-
ular pathways responsible for increased bone dep-
osition have been unravelled in hereditary dis-
eases and animal models, as well as in cancer
models, and may lead the way to new therapies.

Here we review the molecular control of two
pathways responsible for increased bone deposi-

tion at the metastatic site, focusing on the role of
wingless type integration site family members
(WNTs) and bone morphogenetic proteins
(BMPs) in prostate cancer.

Physiological and pathological bone remodelling

Physiological bone resorption and formation
occur in a balanced sequence, the replacement of
old bone with new bone maintaining the skele-
ton’s structural integrity throughout adult life
[11]. Osteoblasts, which arise from mesenchymal
progenitor cells in the bone marrow and perios-
teum, are responsible for bone formation, whereas
osteoclasts, which are derived from the mono-
nucleated hematopoietic cell lineage, are responsi-
ble for bone resorption [12, 13].

Mechanical stress, cytokines, central nervous
system stimuli and hormones determine the bone
turnover rate [12, 14]. Osteoblasts play a predom-
inant role in inducing the recruitment and activity
of osteoclasts at the site of bone resorption.
Colony stimulating factor-1 (CSF-1) [15] and re-
ceptor activator of NF-kappaB ligand (RANKL)
[16, 17] are the two main factors produced by os-
teoblasts, each of which is necessary to generate
osteoclasts. Osteoprotegerin (OPG), acts as a
decoy receptor for RANKL and prevents
RANKL from binding to the RANKL receptor
(RANK) on the osteoclast progenitors, thus in-
hibiting osteoclast recruitment and, consequently,
bone resorption [18, 19].Most osteotropic factors,
such as parathyroid hormone (PTH), PTH-re-
lated peptide (PTHrP), 1,25(OH)2-vitamin-D3
and oestrogens, and local cytokines (interleukins),
act indirectly on osteoclast generation by modu-
lating RANKL expression in cells of the os-
teoblast lineage [20, 21]. Systemic factors, such as
PTH, oestrogens, prostaglandins and cytokines,
modulate osteoblast recruitment [22] to fill the
gap created by osteoclasts. Most local mitogenic
factors such as bone morphogenetic proteins

(BMPs), insulin-like growth factor (IGF) and
transforming growth factor β (TGF-β), are em-
bedded within the calcified matrix [23] and re-
leased from the bone matrix and activated during
bone resorption. Stromal cells and their paracrine
cytokine profiles play an important and probably
underestimated role in modulating osteoblast dif-
ferentiation and activity [24, 25].

The profile of hormones and cytokines affect-
ing osteoblast recruitment and function is, there-
fore, strongly dependent on bone turnover and
influenced by the surrounding stroma, stromal
cells and bone marrow cells. Infiltrating cancer
cells interfere with the tight control of bone re-
modelling by changing the cellular environment
and disturbing the autochthon cytokine profile. In
prostate cancer this results in increased bone de-
position. Histological analysis of these metastatic
bone deposits and serological analysis of bone
turnover demonstrates different degrees of an in-
creased and mixed osteolytic and osteosclerotic
activity during the course of the disease [26, 27].
In physiological bone remodelling the activation
of osteoblast-driven bone deposition is dependent
at least in part on the preceding osteolytic activity,
a phenomenon known as coupling [28]. Hence the
increased osteolytic activity in prostate cancer
metastasis may represent a precondition for the
generation of osteosclerotic metastases. Finally,
osteosclerotic metastases are prone to pathologi-
cal fractures due to deposition of bone of the
woven (immature or embryonal) type, which is
much less mechanically competent than the
lamellar (mature) type [29].

Regulation of bone mass: Lessons learned from sclerosing bone disorders

Regulation of bone mass by WNT-signalling
Research on hereditary disorders associated

with increased bone mass has provided consider-
able insight into the regulation of osteoblast activ-
ity and increased net bone deposition [30]. Muta-
tions in sclerostin (SOST) are associated with the
rare familial disorders sclerosteosis and van
Buchem disease [31, 32]. SOST is an inhibitor of
the low-density lipoprotein receptor-related pro-
tein 5 (LRP5), an activating co-receptor of the
transmembrane receptor frizzled, which itself is

activated by WNTs [33]. The WNT family of se-
creted proteins participates in multiple develop-
mental events during embryogenesis and mediates
bone development in the embryo and promotes
bone production in the adult [reviewed in 34, 35].
Canonical WNT-signalling induces nuclear tran-
scription of genes, inducing bone formation by
stabilisation of the otherwise degraded intracellu-
lar β-catenin, which activates the transcription
factor T-cell factor/lymphoid enhancer factor-1
(TCF/LEF-1) [36]. Osteotropic factors induced
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by WNT signalling include OPG and endothe-
lin-1 (ET-1) [37, 38]. As outlined above, OPG
acts as a decoy receptor of RANKL, thereby pre-
venting the binding of RANKL to RANK and
inhibiting the activation of osteoclast function.
ET-1 stimulates osteoblast proliferation and differ-
entiation and decreases the motility and activity
of osteoclasts [39, 40]. Loss of LRP5 inhibition
by SOSTmutations, therefore, results in increased
bone formation. The same is true for members of
the dickkopf (DKK) family that inhibit LRP5 in a
manner similar to that of SOST and for activating
mutations in the LRP5 gene, which are respon-
sible for the clinical entity of high bone mass
syndrome [41]. More WNT inhibitors and com-
ponents of the WNT signalling pathway may in-
fluence bone mass, but have not yet been linked
to clinical disorders [36].

Regulation of bone mass by BMP-signalling
Camurati-Engelmann disease is a rare clinical

disorder associated with cortical thickening of the
long bones due to activating mutations in the
TGFβ1 gene [42]. TGFβ1 is the paradigmatic
member of the TGFβ-superfamily, a family of se-
creted proteins that includes the three isoforms of
TGFβ (TGFβ1, TGFβ2 and TGFβ3), Activin,
Nodal, Muellerian-inhibiting substance, and the
growth differentiation factor and BMP families.
Fibrodysplasia ossificans progressiva, the most
disabling condition of progressive heterotopic os-
sification in humans, is caused by a recurrent het-
erozygous missense mutation in activin receptor
IA, a BMP receptor [43]. Inactivating mutations
in LEM domain-containing protein 3 (LEMD3),
a protein binding the inner nuclear membrane,
antagonizes TGFβ and BMP signalling, resulting
in osteopoïkilosis characterised by spotted bones
due to osteosclerosis [44]. The largest family of
cytokines in the TGFβ-superfamily is the BMP
family, which has been named for their ability to

induce ectopic bone formation and has been
shown to be essential for bone development in
general and more specifically for osteoblast pro-
liferation and differentiation [45]. Knockouts
of BMP2, 3, 4, 5, 6 and BMP-7 all result in patho-
logical skeletal development [46]. TFG/BMP
signalling is initiated by ligand-dependent homo-
or hetero-dimerisation of membrane-bound re-
ceptor types I and II [47]. The ligand-dependent
receptor-dimerisation of type I and II receptors
activates the intracellular receptor type I kinase,
followed by phosphorylation of intracellular
SMAD-signalling molecules. Phosphorylated
SMADs oligomerise in different combinations
and translocate to the nucleus [48], inducing gene
expression important for bone formation [49].
Extracellular BMP-antagonists (BMPA) sequester
BMPs in the extracellular space by direct associa-
tion with BMPs. Antagonism of BMP activity by
the BMPAs Noggin and Chordin is critical for
embryonic chondro-osteogenesis and joint for-
mation [50, 51]. Osteoblast-targeted over-expres-
sion of Noggin [52] and the BMPA Gremlin [53]
results in osteopenia due to impaired osteoblast
recruitment and function, indicating that extra-
cellular control of BMPs is also essential in adult
life in maintaining the balance between bone re-
sorption and formation in bone remodelling. Syn-
thesis and secretion of BMPAs is BMP-depen-
dent, showing that a perfect balance between
BMPs and BMPAs is necessary to achieve optimal
bone mass [54].

In conclusion, WNT and TGF/BMP signal-
ling seem to play an important role in the reg-
ulation of bone mass, as evidenced by genetic
diseases and animal models. Interestingly, both
pathways are able to induce the runt-related tran-
scription factor 2 (RUNX2), which is essential for
bone formation [55], indicating an important and
converging role in regulating bone mass.

Mechanisms of osteosclerotic bone metastasis

Contribution of WNT-signalling to osteo-
sclerotic bone metastasis

The importance of WNTs and WNT in-
hibitors secreted by tumour cells was first iden-
tified in multiple myeloma [56], a disease that
causes severe osteolysis with both enhanced bone
resorption and suppressed bone formation. One
of the factors responsible for this enhanced oste-
olytic activity was later identified as theWNT-in-
hibitor DKK-1 [56]. DKK-1 is also upregulated in
localised prostate cancer but decreases later in
metastatic disease [57]. Prostate cancer cells that
induce osteolytic experimental bone metastases
maintain expression of high levels of DKK-1,
whereas prostate cancer cells inducing osteoscle-
rotic metastases do not [58]. Osteolytic disease
and metastases expressing high levels of DKK-1

have a worse clinical course than those that do not
[57]. It is possible that DKK-1 is involved in the
initial and increased osteolytic activity that en-
ables the osteosclerotic activity (coupling) of os-
teoblasts, whereas at a later stage the loss of
DKK-1 expression promotes formation of os-
teosclerotic bone metastases by unopposed activa-
tion of the WNT-signalling pathway [59]. SOST,
the other inhibitor ofWNT signalling mentioned
above, has a not yet defined role in bone metas-
tases. Measurements of SOST expression in
prostate cancer cell lines did not, however, show a
difference between osteolytic and osteosclerotic
cancer cells [58]. In addition to the unopposed
WNT signalling by loss of DKK-1, increased lev-
els ofWNT and β-catenin have been measured in
clinical samples of prostate cancer and have been
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associated with aggressive cancer behaviour [60,
61]. Moreover, blocking of WNT-signalling in a
cell line that induced experimental osteosclerotic
bone metastases converted that cell line into a
highly osteolytic one [59], demonstrating that
WNT-signalling plays an important role in the
formation of osteosclerotic bone metastases. As
outlined above, the canonical WNT-signalling
pathway induces the transcription of OPG and
ET-1, both factors associated with increased bone
mass. Elevated levels of OPG in the serum of
prostate cancer patients are indicative of prostate
cancer bone metastases [62]. OPG is expressed at
high levels in prostate cancer osteoblastic metas-
tasis [63] and overexpression of OPG in prostate
cancer cells results in increased bone volume
when these cells are grown in the bone [64].

ET-1 appears to play a similar role in the gen-
eration of osteosclerotic bone metastases, as evi-
denced by its experimental inhibition of DKK-1
secretion [65]. Its causal role in evoking an os-
teosclerotic reaction in bone metastasis of mam-
mary cancer is well recognised [66], and a similar
role has been postulated in prostate cancer [39,
67].

Contribution of BMP-signalling to osteoscle-
rotic bone metastasis

A systematic work-up of the expression of
members of the TGFβ-superfamily in prostate
cancer and in prostate cancer cell lines that in-
duce experimental osteolytic and osteosclerotic
bone metastases was recently published by our
laboratory [58, 68]. Prostate cancer cell lines,
either osteolytic or osteosclerotic, expressed at
least one sort of BMPs. Consistent with other re-
ports [69], BMP6 was predominantely expressed
by osteosclerotic prostate cancer cell lines, further
supporting a role for BMP6 in the development

of osteosclerotic bone metastases in prostate can-
cer. The most striking finding was the restricted
expression of the BMPA Noggin to cell lines in-
ducing osteolytic bone metastases. Re-expression
of Noggin in prostate cancer cells inducing os-
teosclerotic experimental bone metastases signifi-
cantly reduced the osteosclerotic capacity of these
cells and normalised the bone structural parame-
ters in the bone metastases to normal control val-
ues conformable with a return to physiological
bone remodelling. As a consequence, in this ex-
perimental system the stimulation by BMPs de-
rived either from cancer cells or from the bone
microenvironment resulted in an exaggerated os-
teoblast response only when not antagonised by
the BMPA Noggin. Moreover, Noggin re-expres-
sion reduced the number of osteoclasts at the
bone metastatic site. This study was the first
to demonstrate that the unopposed BMP signal
contributes to the osteosclerotic phenotype of
prostate cancer metastases in vivo.

To sum up, loss of the inhibitors DKK-1 and
Noggin promotes an unsuppressed WNT and
BMP signal at the bone metastatic site and proba-
bly contributes fundamentally to the formation of
osteosclerotic bone metastasis in prostate cancer.
Expression of Noggin in experimental osteoscle-
rotic bone metastasis represses the osteosclerotic
response irrespective of which signalling pathway
is neutralised. Thus, it is possible that none of
these signalling pathways is sufficient per se to
evoke an osteosclerotic response, but rather they
must act in concert. This hypothesis is further
substantiated by a recent experimental study
demonstrating that the WNT and BMP sig-
nalling pathways act together in provoking the
osteosclerotic reaction of prostate cancer bone
metastases [70].

Therapeutic implications of WNT and BMP signalling

Bones affected by either osteolytic or os-
teosclerotic metastasis are more prone to pain and
pathological fractures. The demonstrated role of
WNT signalling in bone and its involvement in
the response of bone to prostate cancer cells
prompts investigation of novel drugs targeting the
WNT pathway for successful prevention of skele-
tal complications.The inhibitory effect of Noggin
on the osteoblast and osteoclast response in bone
metastatic lesions may reduce the incidence of
pathological bone fractures. Hence, inhibiting
BMP signalling by a substance similar to Noggin
could prove to be useful as an adjuvant drug in the
treatment of metastasis-induced skeletal compli-
cations.

Although basic research has brought us closer
to an understanding of the mechanisms of cancer-
induced bone alterations, the therapeutic implica-

tions are still evolving. Potential agents, such as
the ETAR antagonist atrasentan, are not yet
showing conclusive results in clinical phase III tri-
als [71, 72]. More substances are being tested, but
only a few attack the molecular pathways de-
scribed above [73]. Continued research is clearly
warranted and ultimately needed for patients suf-
fering from prostate cancer bone metastasis.

Correspondence:
Cyrill A. Rentsch
Department of Urology
University of Basel
CH-4031 Basel
Switzerland
E-Mail: crentsch@uhbs.ch



224Loss of inhibition over master pathways of bone mass regulation results in osteosclerotic bone metastases in prostate cancer

References

1 Ries LAG MD, Krapcho M, Stinchcomb DG, Howlader N,
Horner MJ, Mariotto A, Miller BA, Feuer EJ, Altekruse SF,
Lewis DR, Clegg L, Eisner MP, Reichman M, Edwards BK
(eds). SEER Cancer Statistics Review, 1975–2005. 2008 [cited;
Available from: http://seer.cancer.gov/csr/1975_2005/

2 Freedland SJ, Humphreys EB, Mangold LA, et al. Risk of
prostate cancer-specific mortality following biochemical recur-
rence after radical prostatectomy. JAMA. 2005;294:433–9.

3 Landis SH, Murray T, Bolden S, Wingo PA. Cancer statistics,
1999. CA Cancer J Clin. 1999;49:8–31, 1.

4 Bill-Axelson A, Holmberg L, Ruutu M, et al. Radical prostat-
ectomy versus watchful waiting in early prostate cancer.N Engl
J Med. 2005;352:1977–84.

5 Goktas S, Crawford ED. Optimal hormonal therapy for ad-
vanced prostatic carcinoma. Semin Oncol. 1999;26:162–73.

6 Bubendorf L, Schopfer A,Wagner U, et al. Metastatic patterns
of prostate cancer: an autopsy study of 1,589 patients. Hum
Pathol. 2000;31:578–83.

7 Shulman MJ, Benaim EA. The natural history of androgen in-
dependent prostate cancer. J Urol. 2004;172:141–5.

8 Saad F, Gleason DM, Murray R, et al. A randomized, placebo-
controlled trial of zoledronic acid in patients with hormone-
refractory metastatic prostate carcinoma. J Natl Cancer Inst.
2002;94:1458–68.

9 Perk H, Yildiz M, Kosar A, et al. Correlation between BMD
and bone scintigraphy in patients with prostate cancer. Urol
Oncol. 2008;26:250–3.

10 Saad F, Gleason DM, Murray R, et al. Long-term efficacy of
zoledronic acid for the prevention of skeletal complications in
patients with metastatic hormone-refractory prostate cancer. J
Natl Cancer Inst. 2004;96:879–82.

11 Eriksen E,Axelrod D,Melsen F. Bone histomorphometry. New
York: Raven Press; 1994.

12 Harada S, Rodan GA. Control of osteoblast function and regu-
lation of bone mass. Nature. 2003;423:349–55.

13 Vaananen HK, Laitala-Leinonen T. Osteoclast lineage and
function. Arch Biochem Biophys. 2008;473:132–8.

14 Elefteriou F. Regulation of bone remodeling by the central and
peripheral nervous system. Arch Biochem Biophys. 2008;473:
231–6.

15 Hofstetter W, Felix R, Cecchini M. Colony-stimulating fac-
tors. San Diego: Academic Press; 1996.

16 Lacey DL, Timms E, Tan HL, et al. Osteoprotegerin ligand is
a cytokine that regulates osteoclast differentiation and activa-
tion. Cell. 1998;93:165–76.

17 Yasuda H, Shima N, Nakagawa N, et al. Osteoclast differentia-
tion factor is a ligand for osteoprotegerin/osteoclastogenesis-
inhibitory factor and is identical to TRANCE/RANKL. Proc
Natl Acad Sci. U S A 1998;95:3597–602.

18 Simonet WS, Lacey DL, Dunstan CR, et al. Osteoprotegerin:
a novel secreted protein involved in the regulation of bone
density. Cell. 1997;89:309–19.

19 Yasuda H, Shima N,Nakagawa N, et al. Identity of osteoclasto-
genesis inhibitory factor (OCIF) and osteoprotegerin (OPG): a
mechanism by which OPG/OCIF inhibits osteoclastogenesis
in vitro. Endocrinology. 1998;139:1329–37.

20 Boyce BF, Xing L. Functions of RANKL/RANK/OPG in
bone modeling and remodeling. Arch Biochem Biophys.
2008;473:139–46.

21 Mak KK, Bi Y,Wan C, et al. Hedgehog signaling in mature os-
teoblasts regulates bone formation and resorption by control-
ling PTHrP and RANKL expression. Dev Cell. 2008;14:
674–88.

22 Tsukii K, Shima N, Mochizuki S, et al. Osteoclast differentia-
tion factor mediates an essential signal for bone resorption in-
duced by 1 alpha,25-dihydroxyvitamin D3, prostaglandin E2,
or parathyroid hormone in the microenvironment of bone.
Biochem Biophys Res Commun. 1998;246:337–41.

23 Hauschka PV, Mavrakos AE, Iafrati MD, Doleman SE, Klags-
brun M. Growth factors in bone matrix. Isolation of multiple
types by affinity chromatography on heparin-Sepharose. J Biol
Chem. 1986;261:12665–74.

24 Jung Y, Song J, Shiozawa Y, et al. Hematopoietic Stem Cells
Regulate Mesenchymal Stromal Cell Induction into Os-
teoblasts Thereby Participating in The Formation of the Stem
Cell Niche. Stem Cells. 2008.

25 Kaigler D, Krebsbach PH, West ER, Horger K, Huang YC,
Mooney DJ. Endothelial cell modulation of bone marrow stro-
mal cell osteogenic potential. FASEB J. 2005;19:665–7.

26 Percival RC, Urwin GH, Harris S, et al. Biochemical and histo-
logical evidence that carcinoma of the prostate is associated with
increased bone resorption. Eur J Surg Oncol. 1987;13:41–9.

27 Koga H, Naito S, Koto S, et al. Use of bone turnover marker,
pyridinoline cross-linked carboxyterminal telopeptide of type I
collagen (ICTP), in the assessment and monitoring of bone
metastasis in prostate cancer. Prostate. 1999;39:1–7.

28 Matsuo K, Irie N. Osteoclast-osteoblast communication. Arch
Biochem Biophys. 2008;473:201–9.

29 Roudier MP, Morrissey C, True LD, Higano CS, Vessella RL,
Ott SM. Histopathological assessment of prostate cancer bone
osteoblastic metastases. J Urol. 2008;180:1154–60.

30 de Vernejoul MC. Sclerosing bone disorders. Best Pract Res
Clin Rheumatol. 2008;22:71–83.

31 Balemans W, Patel N, Ebeling M, et al. Identification of a 52
kb deletion downstream of the SOST gene in patients with van
Buchem disease. J Med Genet. 2002;39:91–7.

32 Brunkow ME, Gardner JC, Van Ness J, et al. Bone dysplasia
sclerosteosis results from loss of the SOST gene product, a
novel cystine knot-containing protein. Am J Hum Genet.
2001;68:577–89.

33 Semenov M, Tamai K, He X. SOST is a ligand for LRP5/
LRP6 and a Wnt signaling inhibitor. J Biol Chem. 2005;280:
26770–5.

34 Logan CY, Nusse R. The Wnt signaling pathway in develop-
ment and disease. Annu Rev Cell Dev Biol. 2004;20:781–810.

35 Hall CL, Kang S, MacDougald OA, Keller ET. Role of Wnts
in prostate cancer bone metastases. J Cell Biochem. 2006;97:
661–72.

36 Krishnan V, Bryant HU, Macdougald OA. Regulation of bone
mass byWnt signaling. J Clin Invest. 2006;116:1202–9.

37 Glass DA, 2nd, Bialek P, Ahn JD, et al. Canonical Wnt signal-
ing in differentiated osteoblasts controls osteoclast differentia-
tion. Dev Cell. 2005;8:751–64.

38 Sun P, Xiong H, Kim TH, Ren B, Zhang Z. Positive inter-reg-
ulation between beta-catenin/T cell factor-4 signaling and en-
dothelin-1 signaling potentiates proliferation and survival of
prostate cancer cells. Mol Pharmacol. 2006;69:520–31.

39 Nelson JB, Hedican SP, George DJ, et al. Identification of en-
dothelin-1 in the pathophysiology of metastatic adenocarci-
noma of the prostate. Nat Med. 1995;1:944–9.

40 Stern PH, Tatrai A, Semler DE, et al. Endothelin receptors,
second messengers, and actions in bone. J Nutr. 1995;125:
2028S–32S.

41 Boyden LM, Mao J, Belsky J, et al. High bone density due to a
mutation in LDL-receptor-related protein 5. N Engl J Med.
2002;346:1513–21.

42 Janssens K, Gershoni-Baruch R, Guanabens N, et al. Muta-
tions in the gene encoding the latency-associated peptide of
TGF-beta 1 cause Camurati-Engelmann disease. Nat Genet.
2000;26:273–5.

43 Shore EM, Xu M, Feldman GJ, et al. A recurrent mutation in
the BMP type I receptor ACVR1 causes inherited and sporadic
fibrodysplasia ossificans progressiva. Nat Genet. 2006;38:
525–7.

44 Hellemans J, Preobrazhenska O, Willaert A, et al. Loss-of-
function mutations in LEMD3 result in osteopoikilosis,
Buschke-Ollendorff syndrome and melorheostosis. Nat Genet.
2004;36:1213–8.

45 Canalis E, Deregowski V, Pereira RC, Gazzerro E. Signals that
determine the fate of osteoblastic cells. J Endocrinol Invest.
2005;28:3–7.

46 Zhao G. Consequences of knocking out BMP signaling in the
mouse. Genesis. 2003;35:43–56.

47 de Caestecker M. The transforming growth factor-beta super-
family of receptors. Cytokine Growth Factor Rev. 2004;15:
1–11.

48 Derynck R, Zhang YE. Smad-dependent and Smad-indepen-
dent pathways in TGF-beta family signalling. Nature. 2003;
425:577–84.

49 Wan M, Cao X. BMP signaling in skeletal development.
Biochem Biophys Res Commun. 2005;328:651–7.

50 Brunet LJ,McMahon JA,McMahon AP,Harland RM.Noggin,
cartilage morphogenesis, and joint formation in the mam-
malian skeleton. Science. 1998;280:1455–7.

51 Zhang D, Ferguson CM, O’Keefe RJ, Puzas JE, Rosier RN,
Reynolds PR. A role for the BMP antagonist chordin in endo-
chondral ossification. J Bone Miner Res. 2002;17:293–300.



225SWISS MED WKLY 20 09 ; 139 ( 15–16 ) : 220–225 · www.smw.ch

52 Wu XB, Li Y, Schneider A, et al. Impaired osteoblastic differ-
entiation, reduced bone formation, and severe osteoporosis in
Noggin-overexpressing mice. J Clin Invest. 2003;112:924–34.

53 Gazzerro E, Pereira RC, Jorgetti V, Olson S, Economides AN,
Canalis E. Skeletal overexpression of gremlin impairs bone for-
mation and causes osteopenia. Endocrinology. 2005;146:
655–65.

54 Gazzerro E, Gangji V, Canalis E. Bone morphogenetic pro-
teins induce the expression of Noggin, which limits their activ-
ity in cultured rat osteoblasts. J Clin Invest. 1998;102:2106–14.

55 Komori T, Yagi H, Nomura S, et al. Targeted disruption of
Cbfa1 results in a complete lack of bone formation owing to
maturational arrest of osteoblasts. Cell. 1997;89:755–64.

56 Tian E, Zhan F,Walker R, et al. The role of theWnt-signaling
antagonist DKK1 in the development of osteolytic lesions in
multiple myeloma. N Engl J Med. 2003;349:2483–94.

57 Hall CL, Daignault SD, Shah RB, Pienta KJ, Keller ET. Dick-
kopf-1 expression increases early in prostate cancer develop-
ment and decreases during progression from primary tumor to
metastasis. Prostate 2008.

58 Schwaninger R, Rentsch CA, Wetterwald A, et al. Lack of
Noggin expression by cancer cells is a determinant of the os-
teoblast response in bone metastases. Am J Pathol. 2007;170:
160–75.

59 Hall CL, Bafico A, Dai J, Aaronson SA, Keller ET. Prostate
cancer cells promote osteoblastic bone metastases through
Wnts. Cancer Res. 2005;65:7554–60.

60 Chen G, Shukeir N, Potti A, et al. Up-regulation ofWnt-1 and
beta-catenin production in patients with advanced metastatic
prostate carcinoma: potential pathogenetic and prognostic im-
plications. Cancer. 2004;101:1345–56.

61 Emami KH, Corey E.When prostate cancer meets bone: con-
trol by wnts. Cancer Lett. 2007;253:170–9.

62 Jung K, Stephan C, Semjonow A, Lein M, Schnorr D, Loening
SA. Serum osteoprotegerin and receptor activator of nuclear
factor-kappa B ligand as indicators of disturbed osteoclastoge-

nesis in patients with prostate cancer. J Urol. 2003;170:2302–5.
63 Brown JM, Corey E, Lee ZD, et al. Osteoprotegerin and rank

ligand expression in prostate cancer. Urology. 2001;57:611–6.
64 Corey E, Brown LG, Kiefer JA, et al. Osteoprotegerin in

prostate cancer bone metastasis. Cancer Res. 2005;65:1710–8.
65 Clines GA, Mohammad KS, Bao Y, et al. Dickkopf homolog 1

mediates endothelin-1-stimulated new bone formation. Mol
Endocrinol. 2007;21:486–98.

66 Yin JJ, Mohammad KS, Kakonen SM, et al. A causal role for
endothelin-1 in the pathogenesis of osteoblastic bone metas-
tases. Proc Natl Acad Sci. U S A 2003;100:10954–9.

67 Granchi S, Brocchi S, Bonaccorsi L, et al. Endothelin-1 pro-
duction by prostate cancer cell lines is up-regulated by factors
involved in cancer progression and down-regulated by andro-
gens. Prostate. 2001;49:267–77.

68 Rentsch CA, Cecchini MG, Schwaninger R, et al. Differential
expression of TGFbeta-stimulated clone 22 in normal prostate
and prostate cancer. Int J Cancer. 2005.

69 Dai J, Keller J, Zhang J, Lu Y, Yao Z, Keller ET. Bone morpho-
genetic protein-6 promotes osteoblastic prostate cancer bone
metastases through a dual mechanism. Cancer Res. 2005;65:
8274–85.

70 Dai J, Hall CL, Escara-Wilke J, Mizokami A, Keller JM, Keller
ET. Prostate cancer induces bone metastasis through Wnt-in-
duced bone morphogenetic protein-dependent and indepen-
dent mechanisms. Cancer Res. 2008;68:5785–94.

71 Carducci MA, Saad F, Abrahamsson PA, et al. A phase 3 ran-
domized controlled trial of the efficacy and safety of atrasentan
in men with metastatic hormone-refractory prostate cancer.
Cancer. 2007;110:1959–66.

72 Nelson JB, Love W, Chin JL, et al. Phase 3, randomized, con-
trolled trial of atrasentan in patients with nonmetastatic, hor-
mone-refractory prostate cancer. Cancer. 2008;113:2478–87.

73 Tu SM, Lin SH. Current trials using bone-targeting agents in
prostate cancer. Cancer J. 2008;14:35–9.


	1

