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Remodelado 6seo

Acoplamiento espacio-temporal de OBs y OCs son visitantes, no
OBs y OCs* residentes en la zona

(*figura tomada de Malluche)



Remodelado: papel critico de proliferacion y
diferenciacion de precursores de OCy OB




Ildentificacion de factores clave de la
osteoclastogeénesis




Factores clave de la osteoclastogenesis

Osteopetrosis




Factores clave de la osteoclastogenesis

Monocito Osteopetrosis
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Total absence of colony-stimulating factor 1 in the
macrophage-deficient osteopetrotic (op/op) mouse
(macrophage growth factor /mouse mutant /osteopetrosis/macrophage deficiency)
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RANKL: promotor clave de la
osteoclastogénesis

Kong et al. Nature 1999



| OBs modulan la formacidon de OCs
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i RANK-RANKL

RANK: Receptor Activador del factor

Nuclear kB
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* RANK-RANKL

RANK: Receptor Activador del factor
Nuclear xB

RANKL: Ligando de RANK
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La Osteoprotegerina bloguea la
formacion de osteoclastos
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RANK-RANKL-OPG

e RANK: Receptor Activador del factor
Nuclear kB
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i RANK-RANKL-OPG: Modulacién
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Mediadores intracelulares de RANK-RANKL
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Mediadores intracelulares de RANK-RANKL

TRAF: TNF receptor associated factor

NF-xB: Nuclear factor «B

T Formacion OC
Activacion
! Apoptosis

NFAT: Nuclear factor of activated T cells




Mediadores intracelulares de RANK-RANKL
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El blogueo de NFAT produce
osteopetrosis con ausencia de OC
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Asagiri et al. J Exp Med 2005




Mutaciones de la via RANKL-
RANK-OPG en humanos

Table 1 A summary of human diseases caused by mutations in the RANK, RANKL and OPG genes

Gene Mutation Disease
RANK 15 bp duplication Familial expansile osteolysis
27 bp duplication Early onset Paget’s disease
15 bp duplication Expansile skeletal hyperphosphatasia
RANKL Deletion of amino acids 145-177 Autosomal recessive osteopetrosis
A single nucleotide change (596T-A) in exon 8 of both alleles Autosomal recessive osteopetrosis
Deletion of two nucleotides (828_829delCG) Autosomal recessive osteopetrosis
OPG Deletion making OPG inactive Juvenile Paget’s disease
20 bp deletion resulting in premature termination of OPG translation Juvenile Paget’s disease

Wright et al Curr Rev Musculoskelet Med 2009



Dianas inhibicion via RANK
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Denosumab (anti-RANKL) en
mujeres postmenopausicas
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Papel critico de proliferacion y
diferenciacion de precursores de OCy OB




Osteoporosis-pseudoglioma y LRP5

Cell, Vol. 107, 513-523, November 16, 2001, Copyright 22001 by Cell Press
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Diferenciacion de OB
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| Wnt y Diferenciacion de OB
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i Via Wnt canoénica
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Via Wnt canonica
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Via Wnt - RANKL
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Via Wnt - RANKL
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i Inhibidores de Wnt
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Dickkopf-1 (DKK1) y mieloma

DKKI (ng/ml)
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Dickkopf-1 (DKK1) y mieloma
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| Esclerostina y masa O0sea
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Ac anti-esclerostina en ratas
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! Esclerostina




Esclerostina
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Esclerostina

Esclerostina
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Esclerostina
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Dianas para terapias bioldgicas
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Dianas para terapias bioldgicas
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Dianas para terapias bioldgicas
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Dianas para terapias bioldgicas
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