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•Metastatic cancer induced bone pain ( CIBP) is a severe clinical 
problem that is often inadequately treated by current analgesic.

•CIBP is a complex pain syndrome involving background 
pain ( typically opiod responsive ), which can be describe as a 
dull ache that increase in intensity with progression of the 
diseasedisease

•CIBP involves spontaneous breakthrough pain and 
movement-related pain, which are generally difficult to treat with 
opioids without intolerable side-effects. 

•While the etiology of CIBP remains to be fully elucidated, 
increasing evidence suggest that CIBP is uniquely complex 
and is accompained by neurochemical changes distinct 
from other chronic pain pathologies ( neuropathic pain, 
inflammatory pain). 



75-80% of patients had pain 
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Only about 40% of patients reported adequate
relief of pain from bone metastases
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RANK Ligand is an essential mediator of 
the vicious cycle of bone destruction
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1. Adapted from: Boyle WJ, et al. Nature 2003;423:337–42;

2. Roodman GD. N Engl J Med 2004;350:1655–64.
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Nerve growth factor

Fenomeno del “perineural involvement ”, invasione e 
proliferazione del cancro nel nervo, associato a dolore
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CIBP: 
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It affects a large percentage of cancer patients

30-50% moderate to severe
25-40% very intense (Dickerson 2001) QoL

(Weinfurt KP  2002)
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Peggioramento del dolore per esposizioni prolungate a morfina 
ed attivazione osteoclasti (King 2007)

Incremento della glia (Honore 2000, Scholz 2007)

Downregulation delle  popolazioni recettoriali per gli oppioidi 
(eg mu)  Ridotta risposta a morfina (Yamamoto 2008)

OPIOIDS AND BONE METASTASIS

Downregulation delle  popolazioni recettoriali per gli oppioidi 
(eg mu)  Ridotta risposta a morfina (Yamamoto 2008)

Aumento dei dosaggi per analgesia  (10 volte) (Luger 2002)

Incrementi di peptidi nocicettivi ( dinorfina) (Vanderah 2001)

Sensibilizzazione dei neuroni WDR (Urch 2003)
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RECETTORI TLR4 : TOLL LIKE RECEPTOR  
RECETTORI DI PEDAGGIO  

Potenti attivatori della glia
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Scala antalgica 
OMS 1982…

…nel 2017… ?!?





…un approccio multimodale con farmaci con diversi 
meccanismi di azione (combination) e trattamenti 

individualizzati (tailored).

EVIDENCE BASED MEDICINE: EVIDENCE BASED MEDICINE: 
COMBINATION THERAPY & COMBINATION THERAPY & 

TAILORED THERAPYTAILORED THERAPY

individualizzati (tailored).

Consente di intervenire 
nei meccanismi sia 
nocicettivi che non-

nocicettivi (neuropatici).

Rappresenta l’opzione 
terapeutica per tutti i 
casi in cui non è stata 

sufficiente una 
monoterapia

Consente una 
riduzione dei dosaggi 
dei farmaci rispetto 
alla monoterapia

Aderenza alla terapia
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