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OSTEONECROSI DEI MASCELLARI DA BISFOSFONATI (BRONJ)
PROGETTO DI PREVENZIONE PRIMARIA SECONDARIA E TERZIARIA
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Rationale originario >

IL VALORE DEL PROGETTO

* migliorare la consapevolezza dei professionisti della salute

orale e generale sui fattori di rischio noti per BRONJ
* migliorare la loro capacita di informare

* allenare gli operatori sanitari odontoiatrici alla diagnosi

precoce di BRONJ

* fornire una Rete di Riferimento di strutture accreditate

specializzate nelle strategie di diagnosi e terapia di BRONJ
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Difetto di conoscenza
e di comunicazione
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Tutta l'informazione in un CLICK?
La cattiva informazione o l'errata interpretazione dei dati

puo creare PANICO tra la popolazione non medica che cerca
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Conoscenza del problema da parte di studenti di odontoiatria e
dentisti libero-professionisti — Spagna

Risultati dell’indagine

"50% degli studenti ed il 41% dei laureati erano aggiornati
relativamente ad aspetti clinici e presunti fattori di rischio

"Solo il 13,33% degli studenti ed il 33,33% dei dentisti avevano
nozioni corrette circa la prevenzione e il trattamento delle

osteonecrosi.

Lopez-Jornet P, Camacho-Alonso F, Molina-Mifiano F, Gomez-Garcia.
Bisphosphonate-associated osteonecrosis of the jaw. Knowledge and attitudes of dentists and dental students: a

preliminary studly.
J Eval Clin Pract. 2010 Oct;16(5):878-82.
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Conoscenza del problema osteonecrosi in un gruppo di pazienti in
terapia orale con bisfosfonati - USA

Risultati dell’indagine

" 84% degli intervistati sapeva quali farmaci stava assumendo
" 80% non ricordava il periodo di assunzione

® 82% non risultava informato del rischio di osteonecrosi

Migliorati CA, Mattos K, Palazzolo M.
How patients' lack of knowledge about oral bisphosphonates can interfere with medical and dental care.
J Am Dent Assoc. 2010 May;141(5):562-6.
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Conoscenza della ONJ e delle problematiche connesse:

v' 60% of Ontario general dentists and specialists have a
good knowledge about ONJ

 Alhussain A et al. Knowledge, Practices, and Opinions of Ontario
Dentists When Treating Patients Receiving Bisphosphonates.
Journal of Oral and Maxillofacial Surgery. 2015 Jan.

v’ 59.6 % of dentists 58 % of dental students did not
recognize ONJ as an oral side effect of BP

« delLima PB et al. Knowledge and attitudes of Brazilian dental
students and dentists regarding bisphosphonate-related
osteonecrosis of the jaw. Support Care Cancer. 2015 Mar 11.
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Conoscenza della ONJ e delle problematiche connesse:

v’ 37.5 % of participants (prescribing physicians) were
unaware of bisphosphonate-related ONJ

e OstaEl L et al. Bisphosphonate-related osteonecrosis of the jaw:
awareness and level of knowledge of Lebanese physicians. Support
Care Cancer. 2015 Feb 13.
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IL VALORE DEL PROGETTO

E’ la seconda volta che in Italia
CAO (Commissione Albo Odontoiatri Nazionale)
e
le societa scientifiche nazionali di riferimento

in tema di salute orale (SIPMO e SICMF)

pianificano un intervento congiunto di motivazione ed
educazione, in questo caso alla prevenzione primaria e
secondaria per ONJ con presentazione di una Rete di

Riferimento

Ciate | Societd ltalianadi Patologia e Medicina Orale
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IL VALORE DEL PROGETTO

» migliorare la consapevolezza dei professionisti della salute
orale e generale sui fattori di rischio noti per ONJ

» migliorare la loro capacita di informare

» allenare gli operatori sanitari odontoiatrici alla diagnosi
precoce di ONJ

» fornire una Rete di Riferimento di strutture accreditate
specializzate nelle strategie di prevenzione, diagnosi e
terapia di ONJ
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Obiettivo specifico

Il progetto prevede di raggiungere l'obiettivo specifico di
migliorare la performance degli odontoiatri in termini di

prevenzione primaria e secondaria di

ONJ (Osteonecrosis of Jaws) da farmaci
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Azione #1: Costituzione della commissione
per la opinione condivisa e la stesura del
manuale di riferimento (fine 2011)

composta da Chirurghi Maxillo-Facciali, da Odontoiatri e
Medici con competenze di Medicina e Patologia Orale,
Chirurgia Orale e Oncologia™

Alessandro Agrillo, Alberto Bedogni, Giuseppina
Campisi, Vittorio Fusco

e con la collaborazione scientifica di*

Olga Di Fede, Antonio Lo Casto, Lucio Lo Russo, Claudio
Marchetti, Giorgia Saia, Stefano Valsecchi, Paolo
Vescovi

*(in ordine alfabetico) 14
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Prodotto #1: Position paper su protocolli
odontoiatrici-2011

Autori:

Giuseppina Campisi,
Alessandro Agrillo, Paolo
Vittorio Fusco, Alberto Bedogni

Lucio Lo Russo,
Vescovi,

REVIEWS

IT J MAXILLOFAC SURG 2011;22:103-24

BRONJ expert panel recommendation of the ltalian
Societies for Maxillofacial Surgery (SICMF) and Oral
Pathology and Medicine (SIPMO) on Bisphosphonate-
Related Osteonecrosis of the Jaws: risk assessment,
preventive strategies and dental management

G.CAMPISI 1, L. LO RUSSO 2, A.AGRILLO 3, P. VESCOVI 4, V. FUSCO 5, A. BEDOGNI &

fasigo g lated of the _jaw 1Sector of Oral Medicine “V. Margiotta™
(BRON]) is an ad drug ion that Dep: of ical and Oncological Sci
impacts on the quality of lnfe of afflicted pauents To University of Palermo, Palermo, Italy
date, the pathogenesis of this disease is still contro- 2Section of Stomatological Sciences
versial and the mosteffective treatment protocols are Department of Surgical Sciences
still not blished. In this io, the construc- University of Foggia, Foggia, ltaly
tion of a preventive strategy for BRONJ and, above 3Section of Maxillofacial Surgery
all, the identification of efﬁaenl dental strategies to D of O
taking (NBP) “La Saplenza" Rome, Italy
have become a clear need for physicians and dentists. tion ol !
The Board of the Italian Societies l'or Maxdlofadal Department of Olv'ﬂ'_ gical/Dental/
Surgery (SICMF) and Oral hol. di Op Imological and Cervico-Facial Sciences
(SIPMO) appoin!cd a Panel of experts for the study University of Parma, Parma, Italy
of the jaws SUnit of Oncology
with the following alms' I) to provide updated per- Department of O"COIDQY and Haema_tology
on i at risk for BRONJ ia Hospital, ltaly
and give a thorough d,smpmm of the most recog- eSection of Oral and Maxillofacial Surgery
nized risk factors; 2) to supply clinicians with updat- e DePa"’"e’" of Surgery
ed strategies for prevention of BRONJ; 3) to provide ranca.ap
clinicians with a schematic approach to the routine Verona, Ilaly
dental management of patients at risk for BRONJ. The
BRON] pertinent literature was collected and studied.
On the basis of available evidence and after discus-
sion among panelists, the main local and systemic
risk factm's as well as p ies have been in i i d by ij ies or
d and d; in addi flow bolic disord who are about to start or

charts w:th clinical recommendations for the dental
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isphosphonate-related osteonecrosis of the jaw

(BRON]) is an adverse drug reaction that nega-
tively impacts on the quality of life of afflicted pa-
tients. Since the first report of BRONJ in 2003, hun-
dreds studies have focused on this topic; nonetheless,
the pathogenesis of this disease is still controversial
and effective treatment protocols are away from be-
ing recognized. In this view, the construction of a
preventive strategy for BRONJ and, above all, the
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Prodotto #2: Letter to Editor su
Definizione ONJ- 2012

Autori:

Alberto  Bedogni, Vittorio
Alessandro Agrillo, Giuseppina Campisi
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LETTER TO THE EDITOR
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Learning from experience. Proposal of a refined
definition and staging system for bisphosphonate-related
osteonecrosis of the jaw (BRON])

Dhenr Editor,

It & th authaos’ helief that the intermationally
accepted definition of hisphosphonats-related asteone-
arasis af the jows (BRONI) (Ruggiera e al, 3004) has
severa] Emitations that prevent dinicians from heing
oonfident with the diagnosis of the disease Fallowing
recogrition of the non.expossd BROMI climical variamt
(Lararavid or af, 2009), we all hecame soare that the
presance of ‘expossd necrotichone in the oral cavity’, as
smilned in the Ameimn Asociiion of Oml and
Maxilkofacial Surgery (AADMSE) case definifion, i just
one of the possible clnical manifesatons of ARON]
and & not found i all BROMN) pafents. As “hone
exposure” is certainly not the inifal sign of BRON in
mest patients and 2 minimum of §-& weels’ pasisena
i mequired to confirm the dinicl suspidon, the final
dizgnosis is wsually delayed for several weeks ar months.
Therefore, i date, it has heen almost impossible o
study the mrly phasss of BRONL Ths delaved
diagnosis mn ako exphin, at least in part, why the
dismse & aften refractory © the medial and srgial
treatments commanly usad.

We helieve that dinicians wil] henefit from a definition
of BROM] tha tcontains only robust information, without
oomsidaring anmy definite diniml picture or 2 hinding time.
frame (iz & &weds). As quilfied members of the
Expert Panel of the [afian Society for Maxillofacial
Surgery (SICMF) and the Tnlian Saciey of Oral Pathal-
mnﬂ Medicine (SIPMO) on Bisphosphonaie-Redated

mecroemss of the Jmas, we ore mitting to the
atention of the sdemific community the folkwming
definifon of BROMI: Buphosphonare relaged oskanarras s
af the jaw [ BRONT) is an adwr s drug reaction desoribed
as the progre ssiwe destruction and death of bone far gffeets
the mandible or maalla of patents expased o fw reagmmt
Witk mirragen <o ainmg s, the absenoe af
a provious radiarin reamear.

Along with this new definition of BROMY, we sat up
and propose 2 diagnostic wark-up 0 be used to reach
the final diagnosis.

Although arpased nearatic hane in the oral cavity still
remains the hest mdicatar of BRON] (Ruggiero o al,
200), ather non-spedfic sigrs and symptams (Tahle 1)
should raie the suspicion of BROMY, sven in @ patient
with 2 wellrecognized dental or perodonia] disease
(Fedele ot al, 2010). In short, BRONI should he aluays

Reaw of dis wick i pemissd & scodes wé S Tem
md Comdiipns wn o= ar B iy olncibny comcsmnn
Crlisclin=_ Temm

imvestigated T a patient wking nitrogen.containing
hisphosphonates (MEF) when ane or more dinical
signs are present. Because BROM is primarily a dismse
that afects the jawhane, we strongly heleve that
radiologia] examination & an important step of the
diagnosis. However, as the radiological findings may he
characteristic not only of BRON] (Khan or af, 3008),
these findings should always match the clnical picture,
in arder to progress from the clni@l suspidon © the
final diagnoss. This & of outmost Importance as hane
hiopsies for histalogy are stll not routnely advised for
the risk of worsening the dismse process. A schemafic
approach to the work-up for 2 dagnosis of BROM &
propased  (Scheme 1), where computed tomography
{CT) cumently represents the most useful dagnostc
taal heqause of its widepred use and aceihility for
patients (Bianchi & al, 2007} Structural aliemation of
imehecular hone & a consisient finding of CT sams
perinrmad in patients with BRONI (Tahle 2)i{Arce o al,
2005, CT scars can dearly depict the degree of
astenscleroais of the afieced site, vishle as the Jss of
contrast definion hetween the endosten] cortex and the
subjacent medullary hone (ie. trabecular thickening
andéwr regional or diffuse ostensclerasis), with respect to
the mimvoled bone tisne Hukchinson o af, 20000
Ostensd erosis seems to charactere the erly stages of
disease and also precedes the acourrence of frank hane
expwure in the omal cavity (Saia #f al, 2010}, and thus it
should he searched for to provide an early diagnosis.

Even though magnetic resomance imaging (MRI)
pravides more detailsd information than CT on facal
hame marmow alterations (Bisdas or al, JWE), the former
could provide non-dia gnostic resuls owing to magnefic
arfifacts mused by the presence of dental casting alloys
{Shafis daLEﬂUl}un\e]]istﬂ moton artifack mused
hy the pralongad time necessary to samn the head and
neck region (Lenz er al, 2000). The majority of BROMI
cases oould he diagnossd and staged commectly by the
comhined e of chnical methods and CT, the latter
method currently heing more cost-effeciive and ensily
aocesihle than MEL On the ather hand, weheliove that
MEI should he wed to svaluate cases difficult to
idemtify with CT and to estabfish the meal extent of
jaahone and soft-tisueimohement in BRONJ patients
who ane @nddates for surgical ressciion.

The staging sysiem of 2 hone disease that relies on the
use of radial agic Imaging for fis diagnasis should alsa he
hased on the comman radial agic featres of the disease.
The current AAOMS stging system (Ruggiero o al,
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Prodotto #3: Vers 1.1

[ ] [ ] (]
M a n u a e I rI e rl m e nto Alberto Bedogni Giuseppina Campisi Vittorio Fusco Alessandro Agrillo
Raccomandazioni clinico-terapeutiche

sull'osteonecrosi delle ossa mascellari
associata a bisfosfonati e sua prevenzione

Raccomandazioni clinico-terapeutiche nella osteonecrosi
delle ossa mascellari associata a bisfosfonati e sua
prevenzione

Bedogni A, Campisi G, Fusco V, Agrillo A. Marzo 2013

http://www.sipmo.it/webook/ebook/bookl/index_max.html

A c h i S i r i vo I ge ? Societa Italiana di Chirurgia Maxillo-Facciale (SICMF)

Societa Italiana di Patologia e Medicina Orale (SIPMO)

= Odontoiatri e Chirurghi oro-maxillo-facciali
= Specialisti delle discipline odontostomatologiche

e altri Professionisti della salute operanti sul
territorio nazionale s
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Prodotto #4: Raccomandazioni Ministero della Salute

MINISTERO DELLA SALUTE

Dipartimento della sanita pubblica e dell’innovazione

— G ot
Raccomandazioni per la promozione della
salute orale, la prevenzione delle patologie
orali e la terapia odontostomatologica nei
pazienti adulti con malattia neoplastica

9. APPENDICE

PREVENZIONE ODONTOIATRICA E SICUREZZA DElI TRATTAMENTI ODONTOIATRICI NEI
PAZIENTI CON MALATTIA NEOPLASTICA TRATTATI CON BISFOSFONATI, DENOSUMAB
E/O ANTI-ANGIOGENETICI.

° SPmo
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Br Dent J. 2015 Sep 11;219(5):203-7.

New cancer therapies and jaw necrosis.

Patel V, Kelleher M, Sproat C, Kwok J, McGurk M.

Guys Dental Hospital, London Bridge, London, SE1 9RT.

Abstract

Osteonecrosis of the jaw (ONJ) has a number of causes, the most familiar being
radiation or bisphosphonate induced. Various other novel anti-neoplastic and
bone-targeting therapies that can also cause jaw necrosis have recently become
available. This has led to the suggested acronym MRONIJ for medication-related
osteonecrosis of the jaw. This article summarises the available information on
these drugs and their implications for the dental surgeon.

o i SiMo
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Prodotto #5: Manuale di riferimento - REVISIONE

Vers 2.0

RACCOMANDAZIONI
CLINICO-TERAPEUTICHE
SULL'OSTEONECROSI

DELLE OSSA MASCELLARI
ASSOCIATA A FARMACI

Revisione motivata dalla necessita di | S e
divulgare raccomandazioni non solo per
la prevenzione di ONJ da BP, ma anche
altri antiriassorbitivi (denosumab) e

antiangiogenetici (e.g. bevacizumab)
INCOMING S sicm@
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Rationale aggiornato del progetto originario
(SIPMO-SICMF-CAO)

Diffondere gli alert relativi agli altri farmaci coinvolti nell” ONJ, oltre a BP

4 )
v' BP

v’ altri antiriassorbitivi (dlenosumab)
v"antiangiogenetici (e.g. bevacizumab)

-
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Obiettivo specifico aggiornato

Diffondere gli alert relativi agli altri farmaci coinvolti nell’ ONJ

Divulgare nuove conoscenze in tema di ONJ

Implementare la Farmacovigilanza
SEGNALAZIONE DI ONJ DA BP E ALTRI FARMACI

Motivare alla prevenzione primaria e rinforzare la prevenzione [§
secondaria

Ampliare il network dei centri di riferimento e uniformare |
percorsi di prevenzione, diagnosi e cura della ONJ




Letteratura consigliata

v'Osteonecrosis of the Jaw in Patients With Metastatic Renal Cell Cancer Treated With
Bisphosphonates and Targeted Agents: Results of an Italian Multicenter Study and Review of the
Literature.
Fusco V, Porta C, Saia G, Paglino C, Bettini G, Scoletta M, Bonacina R, Vescovi P, Merigo E, Lo Re G, Guglielmini P,
Di Fede O, Campisi G, Bedogni A.
Clin Genitourin Cancer. 2015 Aug;13(4):287-94.

v'Up to a quarter of patients with osteonecrosis of the jaw associated with antiresorptive agents
remain undiagnosed.

Fedele S, Bedogni G, Scoletta M, Favia G, Colella G, Agrillo A, Bettini G, Di Fede O, Oteri G, FuscoV, Gabriele M,
Ottolenghi L, Valsecchi S, Porter S, Fung PP, Saia G, Campisi G, Bedogni A.

Br J Oral Maxillofac Surg. 2015 Jan;53(1):13-7.

v'Staging of osteonecrosis of the jaw requires computed tomography for accurate definition of
the extent of bony disease.

Bedogni A, Fedele S, Bedogni G, Scoletta M, Favia G, Colella G, Agrillo A, Bettini G, Di Fede O, Oteri G, Fusco V,
Gabriele M, Ottolenghi L, Valsecchi S, Porter S, Petruzzi M, Arduino P, D'Amato S, Ungari C, Fung Polly PL, Saia
G, Campisi G.
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Letteratura consigliata

v’ Osteonecrosis of the jaw (ONJ) in renal cell cancer patients after treatment including zoledronic
acid or denosumab.
Fusco V, Bedogni A, Campisi G.
Support Care Cancer. 2014 Jul;22(7):1737-8. Erratum in: Support Care Cancer. 2014 Jul;22(7);1739.

v Epidemiology, clinical manifestations, risk reduction and treatment strategies of jaw osteonecrosis
in cancer patients exposed to antiresorptive agents.
Campisi G, Fedele S, Fusco V, Pizzo G, Di Fede O, Bedogni A.
Future Oncol. 2014 Feb;10(2):257-75.

v'Learning from experience. Proposal of a refined definition and staging system for bisphosphonate-
related osteonecrosis of the jaw (BRONJ).
Bedogni A, Fusco V, Agrillo A, Campisi G.
Oral Dis. 2012 Sep;18(6):621-3.
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Azione #2: Rete di riferimento (e sua divulgazione)

(1) FNOMCeO - CAO

COMMISSIONE ALBO ODONTOIATRI

FEDERAZIONE NAZIONALE ORDINE
DEI MEDICI CHIRURGHI ED ODONTOIATRI

STRUTTURE SANITARIE PUBBLICHE ITALIANE
E CENTRI DI RIFERIMENTO SIPMO/SICMF
PER LA PREVENZIONE, DIAGNOSI E CURA
DELLA OSTEONECROSI ASSOCIATA Al FARMACI

Srmo SICMM

http://www.sipmo.it/wp-content/uploads/2014/12/STRUTTURE-SANI
PUBBLICHE-ITALIANE-PER-ONJ.pdf
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Azione #3: Corso SIPMO- SICMF- CAO aa 2015-16

Referente CAO Nazionale Referente Nazionale del Progetto
Dott. Giuseppe Renzo Prof. Lorenzo Lo Muzio

Comitato organizzatore
Dott. Alessandro Zovi (CAO)
Prof.ssa Giuseppina Campisi (Vice-Presidente SIPMO)
Prof. Pierfrancesco Nocini (Presidente SICMF)

Comitato Scientifico
Prof.ssa Giuseppina Campisi (Vice-Presidente SIPMO)-Coordinatore
Dr. Alberto Bedogni (SICMF)
Dr. Vittorio Fusco (Rete Oncologica Piemonte e Val d’Aosta)
Prof. Claudio Marchetti (SICMF)
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Azione #3: Corso SIPMO-SICMF-CAO aa 2015-16

Bl CORSO NAZIONALE
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RACCOMANDAZIONI
CLINICO-TERAPEUTICHE
SULL 'OSTEONECROSI DELLE

1N OSSA MASCELLARI (ONJ)
SRR ASSOCIATA A FARMACI E SUA
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Prodotto #7: database per gestione casi ONJ di singolo centro
http://onoff.sipmo.it/on_off/login

U OsteoNecrosis
Oral Findings & Future

SPOKE SPOKE S| CONTRIBUISCE
ADERISCE VISUALIZZA ED ESPORTA AD UN GRANDE
AL PROGETTO | PROPRI DAT} PROGETTO!

SPOKE HUB
RACCOGLIE ELABORA
I CASE I RISULTAT]

>

SPOKE HUB HUB
INSERISCE | DATI ACCOGLIE | DATI ESEGUE QUERIES E
NEL PORTALE ANONIMI NEL DATABASE PRODUCE RISULTATI

ACCEDI




Prodotto #8: App con sezione dedicata alla gestione odontoiatrica del paziente a
rischio di ONJ

eeeee TIM = 13:28 < 73% B )

@ Rischio Osteonecrosi

Indica la tipologia di paziente:

per iOS
https://itunes.apple.com/us/app/doct
oral/id1071070334?|=it&Is=1&mt=8

per Android
https://play.google.com/store/apps/d
etails?id=com.olgadifede.olgapp&hl=it

Paziente
Oncologico

Paziente
non Oncologico

Disponibile su

6 App Store

Ricorda che: DISPONIBILE SU

L'Applicazione DoctOral e rivolta solo ed '\ GOOS[(’: play

escusivamente a personale medico,
odontoiatrico o studenti in medicina o in
odontoiatria e ha uno SCOpO
esclusivamente didattico.
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Per informazioni rivolgersi a:

@emall: Info@simpo.it
@fax: +39 091 23860861



