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225 MILION

BIFOSFONATI
PER 0S

| BIFOSFONATI (BF) ORALI O ENDOVENOSI (di recente)
RAPPRESENTANO GLI AGENTI FARMACOLOGICI PIU
PRESCRITTI PER IL TRATTAMENTO

DELL OSTEOPOROSI PRIMARIA E SECONDARIA

Il rischio di sviluppare ONJ nei pazienti che assum  ono BF orali (per osteoporosi) sembra molto basso.
TUTTAVIA, NONOSTANTE IL MINOR RISCHIO RELATIVO (leg ato al farmaco ed alla modalita di
assunzione), ATTUALMENTE SONO MILIONI'TPAZIENTI CHE ASSUMONO TA LI FARMACI.

< RISCHIO RELATIVO




Review

steonecrosis of the jaw — Who gets it, and why?”’

Bone 44 (2009) 4-10

an R. Reid

When a new clinical entity is described, there Is often a period of
uncertainty during which some clinicians question whether the
condition really exists, and then a further time during which the

defining characteristics of the syndrome and its nomenclature are
debated. Osteonecrosis of the jaw (ONJ) Is progressing through
this evolution.

The reality of the condition in oncology patients is beyond

doubt, though in benign bone diseases the debate
continues.

S
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MEDICAL NEWS

& PERSPECTIVES (Reprinted) JAMA, June 2}3'-.-11] 205, No. 24 2833

Bridget M. Kuehn The FDA has required changes to the
labeling of bisphosphonate drugs to re-
flect the possible risk of osteonecro-
sis. The labels for alendronate, rised-
ronate, ibandronate, pamidronate, and

R e p 0 rt S Of A d V e rS e E V e n ts zoledronic acid posted on the FDA Web

site, http://www.fda.gov/, all note re-

F ro m B 0 n e D ru gs P rO m pt Cau ti 0 n ports of osteonecrosis of the jaw.

JAMA, February l"-r"ol 301, No. 7 (Reprinted)
Long-term Risks of Bisphosphonates Probed

GROWING BODY OF EVIDENCE |’AW PROBLEMS
As early as 2000, dentists began docu-

SllggES[S [hﬂ[ hﬂlg_ term use Of d menting a rare condition in patients tak-
prUlﬂl‘ classof dru gs for osteo- | ing bisphosphonates, osteonecrosis of the

porosis and other bone disorders may be | 2w, predominanty those taking high-
} ) 4 dose intravenous formulations for can-
associated with the developmentof rare | cer-related problems. However, more re-
complications in some patients. cent data suggest thatasubset of patients
taking oral formulations of these drugs
may be at greater risk than previously ap-
preciated, according to an analysis of pa-
tients at the University of Southern Cali-
fornia School of Dentistry in Los Angeles
(Sedghizadeh PP etal. ] Am Dent Assoc.
2009;140[1]:61-66).

P. P. Sedghizadeh and his colleagues analyzed
the electronic medical records of 208 dental patien  ts
who were also alendronate users and found that 9 of

them (4%) had osteonecrosis of the jaw.
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Oral Bisphosphonates as a Cause of
Bisphosphonate-Related Osteonecrosis
of the Jaws: Clinical Findings, Assessment
of Risks, and Preventive Strategies

Leon A. Assael, DMD*

Oral bisphosphonates are now a ubiquitous medica-
tion seen in daily oral and maxillofacial surgery prac-
tice. Alendronate (Fosamax; Merck, Whitehouse Sta-
tion, NJ) emerged during clinical trials in the 1990s,

*Professor and Chairman, Department of Oral and Maxillofacial
Surgery, and Medical Director, Hospital Dentistry, Oregon Health
and Science University, Portland, OR.

Dr Assael is a paid consultant for Novartis and has received
honoraria from Novartis and Merck.

Address correspondence and reprint requests to Dr Assael:
SDOMS, Oregon Health and Science Tlniversity, 611 SW Campus
Dr, Portland, OR 97239; e-mail: assael@ohsu.edu
@ 2009 Americon Association of Oral and Mavillofacial Surgeons
U2/8-239 1 /09/6/050100$36.00/0
doi: 1C.1016/].joms. 200.01.003

primarily for the purpose of treating osteoporosis in
at-risk populations. Alendronate was approved by the
Food and Drug Administration for the treatment of
postmenopausal osteoporosis, but is also used for
osteoporosis in males, Paget’s disease, renal osteodys-
trophy, and other diseases where a reduction of oste-
oclastic activity is believed desirable, Risendronate

Although the association between bisphosphonate
use and osteonecrosis is established, the_extent to
which osteonecrosis is attributable to the use of oral
bisphosphonates is by nc means as clear as it is with
IV bisphosphonates.




Much evidence is accumulating on the clinical effects
of oral bisphosphonates on oral tissucs. These ques-
tions include:

What is the risk of osteonecrosis in my patient on oral
bisphosphonates?

Why are so few cases of BRON]J attributable to oral
bisphosphonate use?

What is the importance of cofactors in the develop-
ment of osteonectrosis?

How major a clinical problem is BRON]J, typically, in
the oral bisphosphonate patient?

What dental procedures are associated with a risk of
BRONJ?

Are other findings short of BRON]J of importance in
the oral bisphosphonate patient?

Are there proven strategies to prevent BRONJ in the
oral bisphosphonate patient?

Should my patient discontinue the use of oral bisphos-
phonates temporarily or permanently?

*
*
*
*
*
*
*
)¢




In a survey of American Association of Oral and
Maxillofacial Surgeons (AAOMS) members, 1.700 sur-
geons reported 4,700 cases of BRON]J (Personal com-
munication, Randi Andreasen, AAOMS, Rosemont,
IL). This is a reply rate of 30% of all oral and maxillo-
facial surgeons (OMS) in the United States. A total of
3 to 4 cases per reporting OMS over the course of the
previous 3 years, or about | casc per year/surgeon,
was reported. Extrapolated to 5,000 total cases per
year (if all practicing surgeons had replied), and about
20% of cases at most attributable to oral bisphospho-
nates (based on a previous case series showing less
than attributable to oral bisphospho-
nates), there would appear to be about 1,000 new
BRON]J cases attributable to oral bisphosphonates per
year in the United States. As a factor dependent on the
27 million prescriptions for oral bisphosphonates,
this extrapolates to 1 new case of BRONJ per 27,000
prescriptions for oral bisphosphonates. Because this
was a postal survey, cases may have been overre-
ported.




NON-AMMINO AMMINO
BIFOSFONAT/ BIFOSFONAT/
Alendronato
Clodronato > Ibandronato
Etidronato ‘ ‘ Pamidronato
Tiludronato . p Risedronato
Zoledronato

*Osteoporos ad alto turn-over Primitiva/Secondar ia

e Osteogenesi imperfe

e |[perparatiroidismo primitivo
 Malattia di Paget

e Chirurgia ortopedica maggiore

e Midloma multiplo

e Tumori solidi (Ca mammario, Ca prostatico,
Ca polmonare)

* Prevenzione eterapia di metastas ossee




MOLECOLA Nome Commerciale

ACIDO CLODRONICO (SANDOZ-EG-UNION); CLASTEON; CLIMACLOD;
CLODEOSTON; CLODRON; CLODRONATO (ABC-TEVA); CLODY; DIFOSFONAL,
DISODIO CLODRONATO; MOTICLOD; NIKLOD; OSTEONORM; OSTEOSTAB;
OSSITEN; SOCLONAT

ACIDO PAMIDRONICO (EV) AREDIA; AMIDROX

ACIDO ALENDRONICO sale A. ALENDRONICO FIDIA: ADRONAT:; ADROVANCE 70: ALENDRONATO EG:
sodico (cpr) ALENDRONATO M.G;» ALENDRONATO (PLIVA-RANBAXY-RATIO-SANDOZ-

1° TEVA); ALENDROS; ALENIC; DRONAL; DARYX; FOSAMAX; FOSAMAX
PLUS;FFOSAVANCE; GENALEN, OSAMAX

SKELID®
ACIDO IBADRONICO (cpr) 3° BONDRONAT; BONIVA

ACIDO RISEDRONICO sale ACTONEL,; OPTINATE
sodico (cpr) 2°

ACIDO ZOLEDRONICO (EV) ZOMETA® Aclasta

ACIDO NERIDRONICO sale NERIXIA
sodico (EV)

DIDROCAL,; DIDRONEL; ETIDRON




ONJ RISK FACTORS
AT THE BEGINNING (2003)...

ORALLY ADMINISTERED BISPHOSPHONATES




EPIDEMIOLOGY

BISPHOSPHONATES & ONJ

CANCER PATIENTS ON HIGH POTENCY OSTEOPOROTIC AND OTHER THAN CANCER
‘W | INTRAVENOUS BPs PATIENTS ON ORAL BPs/ Low potency

BP related ONJ could occur in 1-11% (up to The estimated risk of ONJ is 1/10,000 to 1/100,000
28%) of cancer patients on high potency patient-years in patients receiving oral BPs in doses
intravenous BP (Durie et al, 2005; Bamias et registered for osteoporosis.(Khosla et al, 2007)
al, 2005; McLeod et al,
2007; Hasmim et al, 2007; Allegra A et al, The prevalence of ONJ related to oral BP

2007; Boonyapakorn et al, 2008). accounts for less than
0.3% of individuals (McLeod et al, 2007).

BP-related ONJ in
(bone metastasis and MM)

VS

BP-related ONJ in osteoporotic patients (Y/N)

Intravenously Administered Bisphosphonates

Orally Administered Bisphosphonates
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reported by Yarom (Yarom et al, 2007) and an Australian group

McLeod NM et al. Bisphosphonate osteonecrosis of the jaws
*Khosla S et al. Bisphosphonate-associated osteonecrosis of the jaw
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“..Una recente revisione prodotta da una Task
Force della ASMBR ha identificato in totale 57
casi di ONJ In soggetti in trattamento con
bifosfonati per osteoporosi di cui 4 maschi

Considerato che I'esposizione mondiale al
bifosfonati per l'osteoporosi e stimata in circa
190 milioni di soggetti, la prevalenza di ONJ In
guesti pazienti sembra essere estremamente
bassa...”.

Un dubbio




Publication

Cases Reported

Concomitant Medications Provided

Black et al®
Brooks et al?!

Carter et al??
Cheng et al*?

Clarke et al®?
Danneman et al**
Dimitrakopoulos et a
Farrugia et al*®

l35

Friedrich and Blake3’
Heras-Rincén et al*®
Hoefert and Eufinger®®
Kademani et al'?
Khamaisi et al®

Levin et al*?
Malden and Pai“®

Marunick et al%!
Marx*?
Mavrokokki et al®
Merigo et al*®
Migliorati et al**
Milillo et al**
Najm et al®®

Nase and Suzuki*®
Oltolina et al*®
Phal et al*’

Pozzi et al*®
Purcell and Boyd*®
Ruggiero et al*°
Shlomi et al?®
Wang et al®!

Yeo et al®?

Osteoporosis =
Osteoporosis =
Osteopenia = 1
Paget's disease =
Osteoporosis = 3

1

[EEGPEEN

3

[a®]

Paget's disease
Osteoporosis =
Osteoporosis =
Fibrous dysplasia = 1
Osteoporosis = 4
Paget's disease = 1
Diabetes = 1
Osteoporosis =
Osteoporosis =
Osteoporosis =
Osteoporosis = 1
Rheumatoid arthritis = 1
Osteoporosis = 1
Osteoporosis = 1
Rheumatoid arthritis
Osteoporosis = 1
Osteoporosis = 4*
Osteoporosis = 241
Paget's disease = 4%
Osteoporosis = 3
Osteopenia = 1
Osteoporosis = 9
Osteoporosis = 3
Osteoporosis = 1
Microfractures = 1
Osteoporosis =
Osteoporosis =
Osteoporosis
Osteoporosis
Osteoporosis
Osteoporosis
Osteoporosis = 1

|
[ERNE Y w

Il
—_

Il
=W~ - P

No
Yes

Yes
Yes

Yes
No
No
No

Yes
No
Yes
Yes
No

Yes
Yes

Yes
No
No

No
Yes
No
No
Partial
Yes
No
Yes
No
No
Yes
Yes
Yes

As a result of this search,

of osteonecrosis of the
jaw among patients receiving
bisphosphonates for an
indication other than cancer
were identified in the published
medical literature.

85 osteoporosis patients,

10 patients with Paget’s disease,

2 patients with rheumatoid arthritis,

1 patient with diabetes, and

1 patient with maxillary fibrous dysplasia.

Hess et al. Factors associated with osteonecrosis
of the jaw among bisphosphonate users. Am J

*Three osteoporosis cases were previously reported by Marx et al.*

1Three additional cases were previously reported in Cheng et al,?* and were removed from this analysis to avo
tTwo additional cases were previously reported in Cheng et a

1’32

and were removed from this analysis to avoi¢

ed. 2008.121(6):475-483
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PALERMO -Prof.Campisi; PALERMO -Prof.Solazzo;
PARMA-Prof.Vescovi;

PISA-Prof.Gabriele;

SALERNO-Dr.Gaeta

Cancer Osteoporosis _ Total

n ONJ patients (% overall of ONJ) 278 (78.5) 76 (21.5) 354

Gender, n (% overall of ONJ)

Female 177 (63.7) 76 (100) 253 (72)

Male 101 (36.3) 0(0) 101 (28)

Median age £SD (rangc) 66.9=10.7 69.7£9.8 69+ 10
(34-92) (53-92) (34-92)

Specific Neoplasia 120 MM (43.1)

(% overall of cancer ONJ) 97 Breast (34.9)

34 Proslate (12.2)
27 Other cancer (9.8)

Localization ONJ (% overall of ONJ)

Mandible 180 (64.74) 51(67.1) 231 (65.2)
Maxilla 81(29.13) 23 (30.3) 104 (29.4)
| Mandible AND Maxilla 17 (6.115) 2(2.6) 19 (5.4)

Data from an ITALIAN MULTICENTRIC STUDY
ONJ in Primary Osteoporosis vs Cancer

Duration of administration (month)

Mcdian value +£SD 23.0+ 14.8 40.4+£29.1 26.7+20.0
(range) (2-96) (3-120) (2-120)
Local Risk factors for ONJ, n (% overall of ONJ)

Tooth extraction 176 (63.3) 50 (65.8) 226 (63.8)
Spontaneous ONJ 77 (27.7) 25 (32.9) 102 (28.8)
Periodontal chronic disease and abscess 11 (3.9) 0 (0) 11 (3.1)
Bone biopsy 1(0.4) 0(0) 1(0.3)
Protesic trauma 12 (4.3) 1(1.3) 13 (3.7)
Implantology 1(0.4) 0(0) 1(0.3)

Medications affecting bone turnover, in addition
to bisphosphonates use (i.e. corticosteroid

therapy) 109 (39.2) [106 with MM] 33.9) 112 (31.6)
n (% overall of ONJ)

Underlying Medical Conditions

Diabetes 22(7.9) 6(7.9) 28 (7.9)
Hypertension/hyperlipidemia/hypercholesterolemia 60 (21.6) 24 (31.6) 84 (23.7)
HCV-related liver diseases 5(1.8) 2 (2.6) 7 (2.0)

Other cardiac 23 (8.2) 5(6.6) 28 (7.9)




Data from an ITALIAN MULTICENTRIC STUDY

Osteoporosis Cancer Unadjusted OR
n=76 n=278 OR(CI 95%)

Univariate analysis

Gender
Females 76 (100.0) 177 (63.7) 1.0 (reference)
Males 0(0.0) 101 (36.3) -

<60 19 (25.0) 72 (25.9) 1.0 (reference)
61-75 33 (43.4) 145 (52.2) 0.86 (0.45-1.62)
>76 24 (31.6) 61 (21.9) 1.49 (0.74-2.99)
Specific Neoplasia 97 Breast (34.9)
(% overall of cancer ONI) 34 Prostate (12.2)
27 Other cancer (9.8)

Localization ONJ, n (% overall of ONJ)
Mandible 51(67.1) 180 (64.74) 1.0 (reference)
Maxilla 23 (30.3) 81(29.13) 1.00 (0.57 - 1.75)
Moandible AND Maxilla 2 (2.6) 17 (6.115) 0.42 (0.09 - 1.87)
Staging

(by Ruggiero et al. OOO. Vol. 102 No. 4 October 2006)

16 (21.1) 73 (26.3) 1.0 (reference)
53 (69.7) 174 (62.6) 1.03 (0.38 - 2.76)
7 (9.2 31 (112 1.08 (0.74 - 2.60
Type of administered BP

Alendronate 56(73.7) 5(1.8) 1.0 (reference)
Alendronate AND Risedronale 1(1.3) 1(0.4) 0.089 (0.004-1.864)
Pamidronate 2(2.6) 27.9.7) 0.007 (0.000-0.141)
Ibadronate 2 (2.6) 2(0.7) 0.089 (0.009-0.894)
Clodronate 7(9.2) 4(1.4) 0.156 (0.031-0.789)
Zoledronate 0(0.0) 211 (75.9)

Zoledronate AND Pamidronate 0(0.) 25(9.0)

Zoledronate AND Alendronate 0 (0.0) 2(0.7)

Zoledronate AND Ibadronate 0 (0.0) 1(0.4)

Alendronate AND Clodronate 3(4.0) 0(0)

Clodronate AND Risedronate 1(1.3) 0 (0)

Risedronate 3(4.0) 0 (0)

Neridronate 1(1.3) 0 (0)

Duration of administration (months)

17 (22.4) 81 (29.1) 1.0 (reference)
24 (31.6) 155 (55.8) 0.74 (0.37-1.45)
35 (46.1) 42 (15.1) 3.97 (1.92-8.20)




Data from an ITALIAN MULTICENTRIC STUDY

Geogr aphical area

North-Center

2836.9

140 (50.4)

1.0 (reference)

South-islands

4853.9

138 (49.6)

1.74 (1.03-2.94)

§

No
Yes

Local Risk factors for ONJ, n (% overall ONJ)
Spontaneous ONJ

Tooth extraction

Other

11 (14.5)
65 (85.5)

80 (28.8)
198 (71.2)

77 (27.7)
176 (63.3)
25(8.9)

1.0 (reference)
2.39(1.19-4.79)

1.0 (reference)
0.88 (0.51 -1.52)
0.12(0.02-1.01)

Medications affecting bone turnover, in addition to
bisphosphonates use

(i.e. corticosteroid therapy)

No

Yes

73 (96.1)
3 (3.90)

169(60.8)
109 (39.2)

1.0 (reference)
0.06 (0.02-0.22)

Underlying medical condition

Diabetes
No
Yes

70 (92.1)
6(7.9)

296(92.1)
22(7.9)

1.0 (reference)
0.99 (0.39-2.56)

Hypertension/hyperlipidemia/hypercholesterolemia
No
Yes

52 (68.4)
24 (31.6)

218 (78.4)
60 (21.6)

1.0 (reference)
1.68 (0.95-2.95)

HCV-related liver diseases

74 (97 4)
2(2.6)

273 (98.2)
5 (1.80)

1.0 (reference)

1.48 (0.28-7.78)

Other cardiac

71 (93 .4)
5(6.6)

255 (9L.7)
23 (8.3)

1.0 (reference)
0.78 (0.29-2.13)

Multivariate analysis §

OR’

95%ClI

Pain

Yes vs no

Type of administered BP

Aledronate AND Risedronate vs Aledronarte
Clodronate vs Aledronate

Pamidronate vs Aledronate

Ibadronate vs Aledronate

5.16

0.05
0.112
0.007
0.047

(1.042-25.590)

(0.002-0.977)
(0.021-0.610)
(0.001-0.047)
(0.005-0.477)

0.044

0.048
0.011
<0.001
0.010

OR’ adjusted for the other variables listed in the Table.




Oral bisphosphonate use and the

prevalence of osteonecrosis of the jaw
An institutional Inquiry Japa 2009;140c1):61-66.

Parish P. Sedghizadeh, DDS, MS; Kyle Stanley, BS; Matthew Caligiuri, BA; Shawn Hofkes, BS;
Brad Lowry, BS; Charles F. Shuler, DMD, PhD

Background. Initial reports ol osteonecrosis of the jaw (ONd | sec-
ondary to bisphosphonate (BP) therapy indicated that patients receiving
BPs arally were at a negligible risk of developing ON.J compared with
patients receciving BPs intravenously. The authors conducted a study to
address a preliminary finding that ONJ secondary to oral BP therapy
with alendronate sodium in a patient population at the University of
Southern California was more common than previously suggested.
Methods. The authors queried an electronic medical record system to
determine the number of patients with a history of alendronate use and
all patients receiving alendronate who also were receiving treatment
for ONJ.

Results. The authors identified 208 patients with a history of alen-
dronate use. They found that nine had active ONJ and were being
treated in the school’s clinics. These patients represented one in 23 of the

Tooth extraction patterns in participants
receiving alendronate and participants not

receiving alendronate.

patients receiving alendronate, or approximately 4 percent of the CRITERION ALENDRONATE NO ALENDROANTE TOTAL NO.
populalion. T ——~ THERAPY THERAPY OF

- s T L : (70 MILLIGRAMS (NO. OF PARTICIPANTS
Conclll.smns. This is the ﬁrst lfclrge institutional study ?n the United PER WEEK) (NO. OF PARTICIPANTS)
States with respect to the epidemiology of ONJ and oral bisphosphonate PARTICIPANTS)
use. I'urther studies along this line will help delineate mare clearly the Tooth 66 4384 4,450
relationship between oral BP use and ON.J. Extraction
Clinical Implications. The findings from this study indicated that No 142 9,138 9,280
oven short-term oral use of alendronate led to ONJ in a subset of paticnts Extraction
after certain dental procedures were performed. These findings have TOTAL 208 13,522 13,730

important therapeutic and preventive implications.




“THE FACT THAT ONJ IS A POSSIBLE RARE COMPLICATION SHOULD NOT
TO BE SWEPT UNDER THE CARPET BUT RATHER STATED EXPLICITLY
BY THE RESPONSIBLE TREATING PHYSICIAN WHEN PRESCRIBING BP”.

“WE COULD NOT AGREE MORE WITH THE AUTHORS THAT BENEFITS OF ORAL
BP APPEAR TO OUTWEIGH THE POTENTIAL RISKS OF DEVELOPING ONJ".

Yarom N and Elad S. Comment on Pazianas et al.: lack of association between oral bisphosphonates and
osteonecrosis using jaw surgery as a surrogate marker. Osteoporos Int. 2008.19(6):849-50
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B DEMOGRAPHIC AND SYSTEMIC RISH s ORS

m LOCAL RISK FACTORS
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B DRUG-RELATED RISK FACTORS

AGENT

Potency of the bisphosphonate (zoledronate > pamidronate > alendronate > clodronate)

DOSE Duration of therapy (?) - threshold of 3/5 years for oral BP

Off-label use *

ROUTE of administration (intravenous > oral)

Subset of osteoporotic patients

OSTEOPOROSIS

Long term BPs treatment

Adverse events
- Excessive Suppression of bone Turnover (SSBT)

- Osteonecrosis of the jaws (ONJ)

The SSBT leads to fractures for
the accumulation microdamages

of trabecular bone as a result of
long term treatment with BPs.

The suppressive effect of BPs on bone tissue renewal
over longer durations (more than 5 years) may weaken
the bones through two main mechanisms: inhibition of
physiologically occurring microdamage in normal bone
and increased mineralization (Lane 2007, Odvina 2005,
Armamento-Villareal 2006).




m DEMOGRAPHIC AND SYSTEMIC RISK FACTORS

Elderly (>65 years)

Gender: female > male (?)
Caucasian race (?)

Malnutrition

CONCOMITANT MEDICATIONS

Chronic corticosteroid therapy*

Cancer chemotherapy
Estrogenic therapy

Alcohol and cigarettes abuse*
COMORBID CONDITIONS

Haematological diseases* - Anaemia and thalassaemia; coagulopathies;
blood dyscrasias and other vascular disorders; hyperlipemia

Not compensated Diabetes Acquired or induced  *

Immunodeficiency Acquired or induced by drugs*
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Patients with malignant disease receiving Patients taking oral BPs without a history of
intravenous BP therapy (Zoledronate or chemotherapy, radiation therapy or current
Pamidronate) and/or with a history of exogenous steroid use (mainly patients
chemotherapy, radiotherapy or also in with non-steroid-induced osteoporosis

osteoporotic patients receiving oral BP
with current exogenous steroid use

High and low risk factors for bisphosphonate-induced osteonecrosis of the jaw. Journal of Cranio-

ABU ID et al. “Bis-phossy jaws”
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I LOCAL RISK FACTORS ANY CONDITION OR PROCEDURE THAT INCREASES THE

DEMAND FOR BONE TURNOVER/RENEWALL IN THE JAWS

Concurrent dentoalveolar procedures that manipulate bone or periosteum (e.g.
extractions, dental implant placement, periodontal surgery involving osseous injury,

periapical surgery)*

Inflammatory dental disease (e.g. periodontal abscesses, dental abscesses)

Periodontal disease

Intraoral trauma , including trauma from poorly fitting dentures
Palatal and lingual tori , bony exostoses, mylohyoid ridge

Poor oral hygiene

Alcohol and tobacco abuse

History of osteonecrosis/osteomyelitis of the jaws

History of head and neck radiotherapy

*BRONJ rarely occurs “spontaneusly”; the vast majority have been associated as a
consequence to oral surgery procedures.

Bilezikian et ol Bisphosphonates and Osteoneerosis of the jaw March 2009, Wiley Blackwell 172 pages




b SYSTEMIC DISEASES IN ELDERLY:

RELATIONSHIP WITH HARD AND SOFT ORAL

“..Periodontal disease is more prevalent in older groups

than in younger groups, though this may be the

result of cumulative tissue destruction throughout a lifetime rather than an age-related risk of periodontal

susceptibility. In addition, many of the comorbid conditions associated with periodontal disease occur more

frequently and with greater severity in people of advanced age..” **

Osteoporosis

Systemic bone loss

Alveolar bone porosity T
Bone mineral density |
Altered trmbecular pattem

Periodontal disease

Periodontal disease

"| Modified local tissue response to periodontal infection
Alveolar bone, more susceptible to resorption

Local factors
Genetic factors

Osteoporosis

Pericdontal pathogens |—-| Endotoxin I—- Pro-inflammatorny
cytokines:
IL-&

Uncoupling of
normal bone homeostasis

Increased osteoclastic activity
Decreased bone density

Fig. 4 EBidirectional relationships between osteoporosis and percdontal disease. IL-6, interleukin &.

Kuo LC, et al Associations between periodontal diseases and systemic diseases: A review of theinter-relationships and interactions with

diabetes,respiratory diseases,cardiovascular diseases andosteoporosis Public health 2008;122:417-433

Touglass CW Risk assessment and management of be nodontal
disease J Am Dent Assoc 20061187 275 375
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What is Osteoporosis
Osteoporosis? Frequently Asked Questions

Mational Institute of Arthritis and Musculoskeletal and Skin Diseases

NI1H SeniorHealth

. Risk Factors and 1

% . Whatis osteoporosis?
Prevention

Click for Answer
@ Warning Signs
and Diagnosis 2. Why is osteoporosis called "the silent disease"?

e HER Click for Answer

Research
3. How many people have osteoporosis?

@ [requenty Click for Answer

Asked Questions
MedlinePlus for 4. Why are women at greater risk for osteoporosis than
More Information men?

2 Printer friendly Lhick forAnswet

b 5. What other factors can increase one's chances of

developing osteoporosis?
Click for Answer

0 Frequently
Asked Questions

6. Can taking certain medications increase my
chances of developing osteoporosis?
Click for Answer

@ y - |Mhttp:,l',l’www.nlm.nih.gov,l'medlineplus,l’druginfo,l'medmaster,l’asﬂ124?.html

-@v

W *‘5{? |M MedlineFlus Drug Information: Risedronake

VMedline Plus

Trusted Heaith Information for You

| | Iy

@ Main Menu @ Site Index

A service of the U.S. NATIONAL LIBRARY OF MEDICINE
and the NATIONAL INSTITUTES OF HEALTH

About MediinePlus | Site Map | FAQs | Contact Us

Home) Health Topics [T Encyclopedia) Dictionary] News ] Directories ] Other Resources] espanol

Alendronate

(a len' droe nate)
Printer-friendl E-mail o
Ehvoman o B S iend

Contents of this page:
» Why is this medication prescribed?
= How should this medicine be used?
» Other uses for this medicine
What special precautions should | follow?

s What side effects can this medication cause?
o What storage conditions are needed for this medicine?

* In case of emergency/overdose
e What other information should | know?
e Brand names

.
o What special dietary instructions should | follow?
» What should | do if | forget a dose?

Return to top

Before taking alendronate,

e tell your doctor and pharmacist if you are allergic to alendronate, any other medications, or any of the ingredients in alendronate
tablets or liquid. Ask your pharmacist for a list of the ingredients.

e tell your doctor and pharmacist what prescription and nonprescription medications, vitamins, nutritional supplements, and herbal
products you are taking or plan to take. Be sure to mention any of the following: aspirin and other nonsteroidal anti-inflammatory
medications (NSAIDs) such as ibuprofen (Advil, Motrin) and naproxen (MNaprosyn, Aleve); cancer chemotherapy; or oral steroids
such as dexamethasone (Decadron, Dexong), methylprednisolone (Medrol), and prednisone (Deltasong). Your doctor may need
to change the doses of your medications or monitor you carefully for side effects.

e [f you are taking any other medications including supplements, vitamins, or antacids by mouth, take them at least 30 minutes after
you take alendronate.

tell your doctor if you are unable to sit upright or stand upright for at least 30 minutes and if you have or have ever had a low level

of calcium in your blood or any problems with your esophagus. Your doctor may tell you that you should not take alendronate.

tell your doctor if are undergoing radiation therapy and if you have or have ever had anemia (condition in which the red blood
cells do not bring enough oxygen to all the parts of the body): difficulty swallowing; heartburn; ulcers or other stomach
problems;cancer; any type of infection, especially in your mouth;problems with your mouth, teeth, or gums; any condition that
stops your blood from clotting normally; or dental or kidney disease.

e tell your doctor iIf you are pregnant or are breast-feeding. Also tell your doctor if you plan to become pregnant at any time in the
future, because alendronate may remain in your body for many vears after you stop taking it. Call yvour doctor if you become
pregnant during or after your treatment.

ou should know that alendronate may cause serious problems with your jaw, especially If you have dental surgery or treatment

hile you are taking the medication. A dentist should examine your teeth and perform any needed treatments before you start to

ake alendronate. Be sure to brush your teeth and clean your mouth properly while you are taking alendronate. Talk o your doctor
before having any dental treatments while you are taking this medication_

e you should know that alendronate may cause serious damage to the lining of your mouth, esophagus, or stomach, especially if

you do not take it according to the directions listed in the HOW section above. I you experience any of the following symptoms,

stop taking alendronate, and call your doctor immediately: new or worsening heartburn, difficulty swallowing, pain on swallowing,

A ot o




Omissis da un stampato
di specialita medicinale BP e.v.
per Osteoporosi

“effetti iIndesiderati in meno di 1 pz su 10

...S0No stati riportatdolor e persistente /o piaghe chenon
guariscono alla bocca o allamandibola principalmente in
pazienti in trattamento con BPS atr e malattie’.




Mappa del sito

Gazzetta Ufficiale N. 267 del 16 Novembre 2006

AGEMZIA ITALIANA DEL FARMACO

DETERMINAZIOME 2 novembre 2006
Modifica degli stampati di specialita’ medicinali contenenti bifosfonati (escluso acido pamidronico e acido zoledronico).

IL DIRIGENTE

dell'Ufficio di farmacovigilan=za

Tutte le industrie che producevano BF orali hanno avuto I'obbligo
di introdurre una nota riguardante il rischio di ONJ
sulla scheda tecnica che accompagna la confezione delle singole specialita.

“...prima di iniziare il trattamento con bifosfonati in pazienti con concomitanti
fattori di rischio (cancro, radioterapia,chemioterapia, corticosteroidi,

) deve essere presa in considerazione la necessita di un esame
odontoiatrico con le appropriate procedure dentistiche preventive. Durante il
trattamento, questi pazienti devono, se possibile, evitare procedure dentistiche
Invasive.
....Per i pazienti che necessitano di chirurgia dentale, non ci sono dati

disponibili per suggerire che l'interruzione del trattamento con BP riduca il
rischio di ONJ.
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Ostéoporose, bisphosphonates et
ostéochimionécrose maxillo-mandibulaire

Osteoporosis, bisphosphonates and jaws

osteochemonecrosis

M. Magremanne

Service de Stomatologie et de Chirurgie Maxillo-Faciale, Hopital Erasme

RESUME

Les bisphosphonates sont réguliérement ufilisés
dans le traitement de pathologies osscuscs
bénignes comme ['ostéoporose, la maladie de
Faget et dans des pathologics malignes telles
que "hypercaleémie maligne, les métastases
osseuses des tumeurs du sein, de Ia prostale et
dans le myelome multiple. Des ostconeécroses
maxillo-mandibulaires sont decrites depuis 2003
et sont plus souvent associées 4 la forme
intraveineuse qu'a la forme orale. Aprés 3 ans de
traitement de I'osiéoporose par bisphosphonates
oraux, on note de plus en plus de ¢as d'osiéo-
neécrose dont le facteur declenchant est souvent
une extraction dentaire ou un geste chirurgical
endobucecal.

Le traitement de ces nécroses osseuses esl peu
satisfaisant. On ne pewt qu'insister sur wne
attitude préventive et une mise en ordre dentaire
pertormante avant d’insfaprer ece type de
traitement.

ABSTRACT

Bisphosphonates are widely used in the
treatment of nonmalignant bone disease like
osteoporosis, Paget’s disease and malignant
disease like malignani hypercaleemia, osteolytic
metasiasis from breast and prostate cancer and
mulitiple myeloma. Jaws osteonecrosis is
described since 2003 and is more often
associated with the intraveinous use than oral
use. Higher risk of osteonecrosis is noted after 3
years of osteoporosis treatment. The precipitating
event is often a tooth extraction or other invasive
procedure. There is no effective treatment for this
pathology. Caretul oral examination is necessary
before prescribing bisphosphonates and dental
treatment must be achieved before the initiation
of treatment.

Rev Med Brux 2008 ; 29 : 262-6

Key words @ osteonecrosis, bisphosphonates,
osteoporosis
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8 Pivotal Fracture Trial (PFT) evaluated the effects of receiving high-dose intravenous bisphosphonate therapy.
o . L= .
E zoledronic acid, given as a single 5-mg intravenous infusion Prospective data in oncology and nononcology populations
i - - - . g i s - - .
- annually, on fracture incidence in men and women 50 years are needed to Dbetter understand the underlying
@ of age or older who had already sustained a low-trauma hip pathophysiology of ON] so that appropriate decisions can
< fracture.® Compared with placebo, zoledronic acid reduced be made regarding prevention, diagnosis, and manage-
the 3-year risk of vertebral fracture by 70% (RR, 0.30 [95% ment,” as well as to determine the true incidence. At
CI, 0.24 to 0.38]) and the 3-year risk of hip fracture by 41% present, evidence indicates that if there is a link between
IR, 0.59 [953% CI, .42 to 0.83]). Increases in BMD were bisphosphonates and ON], it is very weak, and the risk of
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significantly greater and height loss reduced in the group bisphosphonate-associated ON] may be less than 1 in
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£ of administration and excellent tolerability. The most com- treatment of ONJ.
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OSTEONECROSI DEI MASCELLARI (ONJ): PREVENZIONE, DIAGNOSI, TRATTAMENTO
UPDATE 2009

Alessandria, 23 giugno 2009
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O. Alabiso (AIOM), V. Brucoli (CAO), P. Ronchi (SICMF), A. Levis (SIE)
. Viano (SIF), F. Bertoldo (SIOMMMS), P. Vescovi (SIPMO

ammaananaaan xxxxxxxxxxxxxxxxxxxmmmmmmmmmmmﬁx o Mnnnnaan sann ﬁﬁxﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁxm xﬁﬁﬁﬁ sansnanann xxx2:xxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxxmmmmmmmmmmmm
- = - . ... .. . .
. . . -

S honnassanannaan




B B B B R RS B B B B S S S e a e
. .. .. ... . . . . ...
- ...
. ...
- ...
. ...
. ...
- - .. ... ... . .. . . . . ... .. .. . . ... . .
...
...

s
.
.
.
.

-
.
-

o

.
.
.

.
P

Epidemiologia ONJ
Visita odontoiatrica? Si-No? Se si, quando

Raccomandazioni odontoiatriche pre-terapia
Raccomandazioni odontoiatriche durante la terapia

Implantologia
Cut-off di 3 anni di BP assunzione per rischio ONJ?
Sospensione BP per eseguire manovre odontoiatriche

Invasive?
Sospensione BP in caso di ONJ? E per quanto tempo?
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