
Abstract. – Bisphosphonates are a type of
drugs known to inhibit bone resorption through
complex interventions.Their primary mechanism
of action is aimed at the cellular level, inhibiting
osteoclast activity and, thus, bone resorption.
Bisphosphonates are, therefore, very widely
used, with many patients receiving continuous
treatment for years. But it is well known that
these drugs can produce osteonecrosis of the
jaw and this is their principal risk. A 75-year-old
woman received dental treatment before starting
intravenous BP therapy for a breast cancer. She
started intravenous bisphosphonate treatment
with monthly protocol and after two years the
patient presented a wound compatible with os-
teonecrosis of the jaw.
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Introduction

Bisphosphonates (BP) are a type of drugs
known to inhibit bone resorption through com-
plex mechanisms. Their primary action is aimed
at the cellular level, inhibiting osteoclast activity
and, thus, bone resorption, particularly when ad-
ministered by intravenous infusion1-3. Bisphos-
phonates can be grouped into two basic cate-
gories: those containing nitrogen and those with-
out. They vary in their antiresorptive potencies,
approved clinical use, and method of administra-
tion. The newer generations of bisphosphonates
contain the nitrogen moiety, creating drugs with
much higher potencies. These drugs, namely
zolendronate, pamidronate and alendronate, are
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also known to accumulate in bone. The nitrogen
side chain prevents these drugs from being me-
tabolized, allowing them to accumulate with on-
going effects2,3. Because some breast cancer
treatments can cause bone loss (osteoporosis),
many women being treated for breast cancer are
also prescribed a BP. Some BPs, in addition to
help to reduce bone loss, can also help treat
breast cancer4,5. BPs are, therefore, very widely
used, with many patients receiving continuous
treatment for years. These drugs have proven
benefit, not only in preventing bone loss but also
in prevention of fragility fractures6,7. Increasing
evidence is accumulating that bisphosphonates
are able to directly affect tumoral cells, in addi-
tion to their direct effects upon osteoclasts. Bis-
phosphonates induce apoptosis of tumoral cells
and inhibit tumoral cell growth. Moreover, there
is increasing evidence that BP may also positive-
ly influence the osteoblast8-11.

The potential anticancer activity of zoledronic
acid (ZA) may be mediated through its effects on
the bone marrow microenvironment. In addition,
preclinical evidence suggests that ZA treatment
also may interfere directly or indirectly with oth-
er processes in cancer progression and tumor
growth12. BP in general and especially ZA are
thought to promote apoptotic signals in both os-
teoclasts and keratinocytes that reduce and de-
struct the immune keratinocyte barrier of oral
mucosa13. Osteonecrosis of the jaw (ONJ) is an
oral complication of bisphosphonate medica-
tion14. By consensus, ONJ has been defined as
the persistence of exposed bone in the oral cavi-
ty, despite an adequate treatment for 8 weeks,
without local evidence of malignancy and no pri-
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and mineralization of the bone5,13,28,29. From the
clinical point of view, bone necrosis of the jaws
usually appears as an exposure of avascular
bone10. Almasan et al14 found a mandible/maxilla
involvement ratio of 2/1, which it could attribute
to the decreased vascularity of the mandible and
to the existing local conditions. The exposed
necrotic bone is infected and the area is usually
painful; patients may complain of difficulty in
eating and speaking, pain, bleeding and, when
the necrosis is near to the mandibular branch of
the trigeminal nerve, paresthesia. The main cause
of bone necrosis is a defect in vascularization30.
In the oral cavity, bone necrosis is probably relat-
ed to the presence of poor oral health, which in-
creases the risk of infection; in fact, bone necro-
sis is usually related to tooth extraction9,10,14,19.

ZA is a bisphosphonate used in the treatment
and prophylaxis of bone disease in patients with
malignant tumors with bone implication. ZA is the
most potent BP in clinical development9. Although
the proper ZA treatment duration is yet to be es-
tablished, currently available evidence suggests
that bone morbidity is decreased for the period
that the patient is receiving ZA treatment13,29. The
duration of effect of a single dose of ZA found in
the current study is unexpectedly long and a full
biological explanation will require further studies.
However, it is known that the duration of action of
individual BPs varies according to their binding
affinity to bone. This is extremely high for ZA
compared with, for example, residronate31. Fol-
lowing the acute effects of a BP on local osteoclast
function, the drug is presumably internalized by
deposition of new bone but becomes biologically
active again as this area undergoes subsequent re-
modeling months or years later. The high affinity
of ZA for bone may result in the majority of this
remobilized drug readhering to the bone surface
and the consequent effects on bone cell function6.
Based on the probable correlation between ONJ
and BPs, before and during bisphosphonates ther-
apy, a careful evaluation of the patients and a strict
collaboration between dentists and oncologists is
essential for the prevention of secondary effects11.
The clinical decision to use a BP must, therefore,
be made with clear risk/benefit assessment6.

The aim of the present case is to illustrate the
clinical manifestations of intravenous bisphos-
phonates therapy in areas were invasive dental
treatment was carried out 2 years before and how
was it solved with a treatment modality consist-
ing of antibiotic therapy and clhorhexidine
mouth rinses.

or radiotherapy to the affected region15. Approxi-
mately 95% of ONJ patients suffer from cancer
and receive bisphosphonates for the prevention
or treatment of skeletal-related events16-18. To
date, no risk factors have been statistically corre-
lated to ONJ progression. History of tooth ex-
traction and use of dentures have been suggested
as risk factors13. Wilkinson et al19 found not only
a strong association between intravenous bispho-
sphonate therapy and jaw and facial bone disease
but also a pattern in which risk estimates for this
disease increased as the cumulative dose of intra-
venous bisphosphonate increased. This finding is
consistent with the observation that bisphospho-
nates have a long half-life and remain in the bone
for an extensive period of time. It has been spec-
ulated that over suppression of bone turnover
may be related to the length and amount of expo-
sure and the long half-life that characterize BP.

ONJ is more frequent in patients with intra-
venous administration of bisphosphonates20,21.
Despite, many studies show that the benefits of
bisphosphonate treatment in patients with malig-
nant tumors are superior to the related risks, rea-
son which has undoubtedly contributed to their
widespread use14,16,22. Clinically, ONJ is charac-
terized by the presence of ulcerated mucosa and
exposed devitalized bone. Moreover, the sur-
rounding soft tissues are often inflamed because
of a secondary mucosal infection1,9. Pain, oral
discomfort, purulent discharge, exudates and fis-
tula are common1,23,24. Tooth extractions are often
the predominating event preceding ONJ although
other causes25, such as periodontal disease, dental
implant procedures, and non-fitting dentures,
were also reported4,5,9,25. In oncology, the primary
goal of BP therapy is to maintain or improve the
quality of life of patients9. However, the occur-
rence of ONJ can lead to recurrent episodes of
pain, swelling, and infection, reducing the quali-
ty of life, which the treatment with bisphospho-
nates was intended to safeguard16. Researchers
believe that ONJ may develop because BPs stop
the body from repairing microscopic damage to
the jawbone. The risk of development of ONJ is
dependent on cumulative dose and potency of the
agent26. In consequence, patients with cancer are
more likely than those with osteoporosis to de-
velop ONJ because they receive more potent
agents and more frequent dosing27. In the past
few years, the occurrence of ONJ has been in-
creasingly reported in patients undergoing treat-
ment with BPs9,23. BPs reduce excessive bone
turnover, resulting in preservation of structure
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Figure 1. Initial necrotic area in mandible.

Figure 2. Radiographic aspect of the necrotic area before
treatment.

Case Report
A 75-year-old woman presented in Ex-

tremadura Health Service (Cáceres Health Center
Area, Cáceres, Extremadura, Spain) in order to
receive dental treatment before starting intra-
venous BP therapy for a breast cancer. No other
systemic pathologies were present and the patient
was not receiving any other pharmacological
treatment. At this date, calculus removal was car-
ried out and patient was instructed in adequate
oral hygiene and mouth rinses of chlorhexidine
0.12% (Perio-Aid, Dentaid, Barcelona, Spain)
were prescribed three times a day for a month.
Clinical examination was carried out and anterior
teeth, which correspond to teeth 1.1, 2.2, 3.1, 3.2
and 4.2, extracted because of their poor peri-
odontal prognosis. Few months later she started
intravenous treatment with ZA a monthly proto-
col of 4 mg of ZA intravenously. Next year she
came periodically to revise her oral cavity, re-
movement of dental plaque and reinforcing in-
structions of good oral hygiene. Neither teeth ex-
tractions nor invasive procedures were necessary
during this period. Only conservational treatment
consisting of dental filling was carried out, in-
cluding antibiotic prescription (oral amoxicillin +
clavulanate 875/125 mg, 1/8h/7d; GSK, Madrid,
Spain) due to an abscess that was totally solved
by an endodontic treatment).

Two years after treatment both lower canines
and first left lower molar (teeth numbered 3.3,
3.6 and 4.3) needed to be extracted due to its mo-
bility and the pain they were causing. In conse-
quence, patient was derived to the specialist. The
oncologist stopped the bisphosphonate treatment
for one month; after this month, an antibiotic
prophylaxis was given to the patient (2 g of oral
amoxicillin, GSK, Madrid, Spain) 1 hour before
the intervention) and each tooth was extracted
atraumatically, leading 10 days between each
tooth extraction. A month after teeth extractions,
the patient came again to clinic because she had
noticed an area of mucosal ulceration in the inci-
sive area of the mandible. The patient presented a
wound compatible with osteonecrosis in the ante-
rior-inferior area, where teeth were extracted
years before. Since then, the oncologist did not
prescribe bisphosphonate treatment anymore.
Upon examination, the patient presented an area
of osteonecrosis of the anterior-inferior region
with an area of ulcerated mucosa and exposed
devitalized bone (Figure 1). Clinical examination
revealed a rough, necrotic, yellow and brittle
bone in this region. The surrounding soft tissue

areas were inflamed due to secondary mucosal
infection; however, she had no pain. The exposed
bone had a yellow-white discoloration, probing
of the bone was asymptomatic, and bleeding did
not result. Histological analysis showed inflam-
matory infiltrate, acellular necrotic debris, thin-
walled and dilated blood vessel, intensely ba-
sophilic bone spiculae with scalloped borders
showing prominent bone resorption.

Bone edges were smoothed and the patient was
treated with amoxicillin + clavulanate (500 mg
orally three times per day for 10 days; GSK,
Madrid, Spain) and chlorhexidine rinse 0.12%
(Perio-Aid, Dentaid, Barcelona, Spain) three
times daily for 30 seconds during one month. Up-
on this time, she had not received radiotherapy of
the head or neck. Good oral hygiene habits were
maintained by the patient, including diary use of
chlorhexidine rinses. Moreover, she was given
two antibiotic cycles: first, amoxicillin (GSK,
Madrid, Spain) 500 mg orally 3 times a day for
10 days, and second clindamycin (GSK, Madrid,
Spain) 300 mg orally, 3 times a day, 7 days, until
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marginal erythema disappeared. Successive oral
cavity reviews were carried out periodically to the
patient. Despite presenting no pain, the wound
did not heal; it continued its progression as it was
evident on the panoramic radiograph (Figure 2).
In consequence, consultation with the patient’s
oncologist resulted in discontinuation of ZA treat-
ment. The patient did not use any removable pros-
theses after teeth extractions.

Results

Two years after the appearance of the lesion,
necrotic bone had completely come off. The pa-
tient brought the piece of bone wrapped up in a
napkin (Figure 3). Under clinical examination it
was observed a healthy-looking gum in the bot-
tom of the hole led for the bone fragment (Figure
4). Patient did not refer any pain past or present.
There was also radiographic evidence of bone
healing. Three and six months postoperatively
complete mucosal healing and lack of subjective
complaints and objective signs of relapse were
found. Progress at one year postoperatively was
positive, radiographs revealing a slow but pro-
gressive healing of the right jaw bone area and
the absence of any other areas of bone necrosis.
ZA was initiated not initiated any more.

Discussion

BPs are an accepted standard of practice in the
management of breast cancer. Although the asso-
ciation between ONJ and BPs had been called in-
to question, the sheer number of cases reported

since the widespread use of BPs began lends sup-
port to the view that there is probably a causal re-
lationship27. Patients with breast cancer are often
treated intravenously with ZA or other BPs to
suppress osteoclast activity. As many studies
have suggested, patients who receive intravenous
BPs therapy along with additional chemotherapy
and corticosteroids are at a high risk for ONJ4,32.
Criteria for the point at which BPs should be
started and stopped in the course of bone disease
need to be determined9. Ruggiero et al33 stated
that “there is no evidence to suggest interrupting
bisphosphonate therapy will prevent or lower the
risk of ONJ”. However, since the half-lives of
various BPs have been reported to range from
147 hours (in plasma levels) to 10 years (in
bone), it is possible that cessation may help in
such cases4,33,34. Van den Wyngaert et al16 con-
clude that the cessation of BP therapy does not
imply necessarily a positive effect on the healing
rate of ONJ lesions.

For prevention of ONJ related to BPs, all pa-
tients who undergo this medication should under-
go tooth removal of irrecoverable teeth 3-6
weeks before starting chemotherapy14. The im-
portance of preventive measures has been sug-
gested also by Bagán et al35. Cessation of BP
therapy should be considered in minority of cas-
es, basically if surgery is contemplated, because
this may actually exacerbate the avascular
process. The benefit of doing so has not yet been
evaluated, so conservative therapy with antibi-
otics and mouth rinses with chlorhexidine is ad-
vocated36. In spite of the good results that gener-
ates, resection of ONJ is followed by a compli-
cated postoperative course16. Moreover, zometa-
related ONJ is less predictable from the stand-
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Figure 3. Bone fragment wrapped.

Figure 4. Healthy aspect of the gum after treatment.



point of proper healing than that associated with
the oral BPs37. Fitzpatrick et al38 presented three
cases of BPs-associated ONJ treated exclusively
with antibiotic therapy and daily chlorhexidine
mouth rinses, showing improvement of the
necrotic lesions. Results from the current litera-
ture suggest a link between ONJ and tooth ex-
traction. In this sense, Barnias et al20 found that,
in 13 patients (from 17) dental extraction within
the last year preceded the diagnosis of ONJ.
These results are similar to those reported by oth-
er authors3,4,13. From the literature, we can as-
sume that the continuous, potent decrease in
bone turnover caused by ZA may lead to in-
creased bone fragility in the long run and, in
combination with other local factors that are pre-
sent in the jaw, to the development of ONJ20.
Therefore, all patients who are going to begin
treatment with BPs should receive a dental exam-
ination and be informed about the potential ad-
verse oral effects of these drugs. Patient manage-
ment should be directed at reducing future needs
of dentoalveolar surgery. Furthermore, prior to
BP therapy, preventive treatment combined with
suitable dental extractions, should be instituted to
reduce the amount of dentoalveolar surgery, once
BP treatment is initiated.

Finally, during BP therapy, customized oral
home care, regular periodontal maintenance, and
review of oral hygiene practices are important
methods to reduce the necessity of invasive den-
tal treatment and the possible appearance of
OJN3,13. In this sense, root canal treatment is a
safe procedure for patients under BP treatment.
Smoking habit and periodontitis do not seem to
contribute to the progress of ONJ in patients re-
ceiving BPs39. Woo and Solomon27 found that
treatment with intravenous BPs was associated
with an increased risk of being diagnosed with an
inflammatory condition or osteomyelitis of the
jaw, compared with non-treatment group. The
risk rose with increasing cumulative dose of the
BP. ZA has been known to be the most potent
BP, and previous authors reported that ZA was a
stronger inducer of ONJ when compared with
pamidronate30,40-42. The study of Vahtsevanos et
al39 clearly demonstrates that the longer ZA is
administered, the higher the chances for develop-
ing this complication. Each dose of ZA adminis-
tered doubles the likelihood of ONJ, and this ef-
fect is independent of the total doses adminis-
tered to every patient. It is clear from the litera-
ture that drug induced ONJ is a recognized se-
quel of treatment with the new generation of

BPs. Physicians need to be informed and educat-
ed about this new clinical entity, allowing for
prophylactic care, early diagnosis, and preven-
tion of potential devastating consequences10.
Moreover, close coordination between the gener-
al practitioner who indicated the BP and the den-
tist is essential to reduce the risk of BP related
ONJ in patients who are starting BP therapy4,14,20.

The marked inhibition of bone remodeling that
occurs with high doses of bisphosphonates pre-
disposes patients to ONJ when there are addi-
tional demands on the bone that require remodel-
ing or growth to maintain vitality. The oral cavity
is never aseptic so the necrosis observed in these
patients probably may also involve the effects of
host bacterias, such as infection and pain. Bacter-
ial products have been shown to increase bone
resorption and to decrease bone formation.
Moreover, the bone of the jaws is constantly un-
dergoing impact loading, which may require a re-
modeling response1. The increasing number of
bisphosphonates-related ONJ reported in the lit-
erature draws attention upon oral implications of
this medication. Pain, discomfort, erythema and
inflammation are common symptoms of patients
with ONJ. However, in the case presented, the
patient had no pain, probably due to the positive
effect of clhorhexidine mouth rinses, which lead
to maintain necrotic bone without infection, thus
avoiding major complications. Currently, there is
no effective therapy for BP-associated ONJ, so it
remains important that cofactors continue to be
investigated, given the many patients treated with
BPs and the relatively few reported to have this
condition so far. Further studies are needed to as-
sess other potential risk factors and also to high-
light the etiopathogenesis mechanism of ONJ. As
in this case the oncologist indicated the moment
of suppressing the BPs therapy in order to carry
out the dental treatment, communication between
professionals prescribing BPs and dental profes-
sionals may improve prevention and early detec-
tion of BPs-associated ONJ.

Conclusions

We showed the beneficial effect of antibiotic
therapy and clhorhexidine mouth rinses in ONJ
treatment. Tooth extraction is demonstrated to be
predominant oral factor associated with the de-
velopment of ONJ. This finding emphasizes the
importance of assessing good oral health of pa-
tients and implementing preventive dentistry be-
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fore initiating therapy. Currently, no evidence ex-
ists that discontinuing antiresorptive therapy im-
proves the outcome of ONJ, so, once antiresorp-
tive therapy has been initiated the aim should be
avoidance of surgical procedures. Furthermore, if
ONJ is developed, avoiding reinfection of the
lesson is the main factor so it results interesting
daily use of chlorhexidine mouth rinses in order
to maintain aseptic the oral cavity.
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