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Outline

ÂGeneral discussion on 

approaches to treating  

bone loss

ÂOur approach

ÂA specific example 

(HDAC)



Bone Pathologies

ÂSystemic bone disease

ÂOsteoporosis

ÂPaget Disease

Â Localised bone disease

ÂRheumatoid arthritis

ÂPeriodontal disease

Â Implant loosening

ÂBone cancers
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Many new approaches to 

treat osteoporosis.

ÂAre they useful to 

treat localised bone 

disease?
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Our approach.

ÂStudy of human tissues to 

identify useful targets for therapy

ÂUs in vitro assay to screen 

potential drugs

ÂUse animal models to make the 

transition from test tube to whole 

body



Peri-implant tissue obtained at revision surgery
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Relationship between 

inflammatory cytokines and 

bone resorption

Â Correlation between RANKL, 

TNFa, Bone loss volume and 

RANK (tissues)

Â TNFaincreases the depth and 

diameter of osteoclast resorption 

pits induced by low level RANKL 

in vitro



Osteoclast assay





Osteoclast assay

Â Assay

Â Human monocytes

Â RANKL/M-CSF stimulation

Â Various concentrations of drug

Â 14-17 days on dentine substrate

Â Analysis

Â SEM

Â Area resorbed (relative to control)


