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Reason for posting: The intra-
venous bisphosphonates pamid-
ronate (Aredia) and zoledronic
acid (Zometa) are often used to
treat cancer-related hypercalce-
mia, Paget’s disease and symp-
toms from solid-tumour bone
metastases and osteolytic lesions
of multiple myeloma. However,
since 2003, osteonecrosis of the
jaw has been reported in at least
217 patients taking the drugs,1

often soon after procedures such
as tooth extraction.2 In light of
this, the US Food and Drug Ad-
ministration recently sent a let-
ter to health care professionals
warning that patients taking
these drugs should avoid inva-
sive dental procedures.2

The drugs: Bisphosphonates
work by inhibiting osteoclast-
mediated bone resorption. They
are often prescribed for use over
long periods and in conjuction
with chemotherapeutic agents
or steroids.

It is unclear why the osteo-
necrosis (avascular necrosis) expe-
rienced seems to affect the jaw
preferentially. It occurs, often
after many months of using
the drugs,3 in 1 patient in about
10 000.1 Possible risk factors in-
clude having a diagnosis of can-
cer; using corticosteroids, chemo-
therapy or radiation therapy; and
having a comorbid condition, in-
cluding poor oral hygiene, dental
disease and infection (including
osteomyelitis), anemia and co-
agulopathies.2 Although some af-
fected patients notice no symp-
toms, others experience more
serious signs and symptoms (see
Box). Osteonecrosis of the jaw is
rarely reported in patients who
take bisphosphonates orally, in-
cluding long-term users.3

What to do: Patients who are to
receive intravenous bisphospho-
nates should be warned of this
potential effect. If time permits
before the drug therapy is initi-
ated, a dental examination may
detect and allow treatment of
tooth or gum problems that
could predispose a patient to os-
teonecrosis. Proper denture fit
should be ensured and good
dental hygiene reinforced. The
oral hard and soft tissues of pa-
tients taking these drugs should
be examined every 3 months or
so. Invasive procedures that may
require bone to heal, such as
tooth extractions and bone bi-
opsies, should be avoided if pos-
sible. When dental surgery is re-
quired, it is uncertain whether
cessation of bisphosphonate
therapy decreases the risk of

necrosis. Prompt referral to a
dentist or oral maxillofacial sur-
geon is recommended for pa-
tients with facial symptoms of
osteonecrosis, although surgery
in the affected area may exacer-
bate or prolong the condition.
Conservative management in-
cludes culturing any lesions and
using antibiotics as appropriate,
and recommending an antiseptic
oral rinse that contains chlor-
hexidine gluconate. Unfortu-
nately, some affected patients
ultimately require the resection
of portions of their jaw. 

Eric Wooltorton
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To receive the Newsletter and health
product Advisories by email, join Health
Canada’s Health_Prod_Info mailing list.

Go to www.hc-sc.gc.ca/hpfb-dgpsa
/tpd-dpt/subscribe_e.html.

Inscrivez-vous à la liste
Info_Prod_Santé de Santé Canada

pour recevoir par courriel le Bulletin et
les Avis au sujet des produits de santé.

Rendez-vous à l’adresse 
www.hc-sc.gc.ca/hpfb-dgpsa/tpd-dpt

/subscribe_f.html.

Report adverse reactions toll free to
Health Canada • Signaler sans frais des

effets indésirables à Santé Canada

Tel./Tél. : 866 234-2345 
Fax/Téléc. : 866 678-6789

Email/Courriel: cadrmp@hc-sc.gc.ca

Box 1: Signs and
symptoms of osteo-
necrosis of the jaw

Infection of the gums

Drainage from the gums

Poor gum healing

Numbness in the jaw, or
a sensation of heaviness

Jaw pain or swelling

Exposed bone
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