DHPC July 2015

Denosumab 60my {Prolia): Introduction of 2 patient reminder card 33 5 risk
minimisation mensure for osteonecrosis of the jaw.

Dear Healthcare Professional,

Amgen LI¢ would like to inform vou of the intreduction of & patient reminder card that is being
implemented to increase patients’ awareness of the risk of osteonecrosis of the jaw (OND) and the
necessary precautions to minimise this risk.

Sunynary

e ORJ iz o side effect that occurs rarely in patients treated with Prolia (may
affect up to 1 in 1000 peoplal.

& 4 patient reminder card ig being introduced to increase patients”
awareness of the risk of ONJ and the necessary precautions to minimise this
risk.

= Patients treated with Prolia should be given this patient reminder card

with information on OMI, as well as the package leaflet. Copies of the
patient reminder card are provided with this letter,

Further informeation

Prolia is Indicated for:
= treatment of osteoporosis in postmenopausal women and in men at increased risk of
fractures. In postmenopausal women Prolia significantly reduces the risk of vertebral, non-
vertebral and Rip fractures.
« treatment of bone loss associated with hormone ablation in men with prostate cancer at
increased risk of fractures (see section 5.1}, In men with prostate cancer receiving
hormone ablation, Prolia significantly reduces the risk of vertebral fractures.

Why these changes are being introduced

The European Medicines Agency (EMA) recently undertook a review of the effectiveness of risk
minimisation measures regarding the risk of osteonecrosis of the jaw {ON]) with bisphosphonates
and denosumab. This resulted in a recommendation that reinforced safety messages in the product
information (Summary of Product Characteristics and Package Leaflet) for these preducts, as well
as a proposal for a patient reminder card, giving details of precautions to take to minimise the risk
for ONI

Amgen is implementing the changes to the product information recommended by EMA and
Introducing the patient reminder card. The changes to the product information include revisions to
the special warnings and precautions for use. The starf of treatment / new treatment course
should be delayed in patients with unhealed open soft tissue lesions in the mouth. A dental
examination with preventive dentistry and an individual benefit-risk assessment is recommended
prior to treatment with Prolia in patients with concomitant risk factors. The management plan of
the patients who develop ONJ should be set up in close coliaboration between the treating
physician and a dentist or oral surgeon with expertise in ONJ.



Batient Reminder Card

The card will remind satients about important safety information that they need to b aware of
nefore and during treatment with denosumab {Prolia) injections for osteoporosis and bong loss
meiuding:

s the risk of osteonecrosis of the jaw during freatment with Prolia

« the need to highlight any problems with their mouth or teeth to thelr doctors/nurses before
starting treatment;

= the need to ensure good oral hygiene during treatment;

e the need o inform their dentist of treatment with Prolia and to contact their doctor and dentist if
problems with the mouth or teeth occur during treatment.

Call for reporting

Biease report any adverse reactions Lo Cherubino Lid, via emall on

nharmarovicglence@cherubing, comrurnt or call on 21343270

Contact details

Should you have any guestions or require additional information regarding the use of Prolia please
contac: Cherubing Lid vig e-mall on o i ; B0

Additional copies of the patient reminder card can be reguested by e-mail on
sharmacovigilance@oherubinoe. comme or care@oherubing com.mt of glaine@eherubing com.mt

Sincerely,

By,

Luiss de Piro O'Connell

RP Cherubing LTD

Annex

patient reminder card regarding osteonecrosis of the jaw
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While heing freated:

# You shauld maintamn good oral hygiene and receive routine dertal check-ups. if you wear deniures you
should maks sure these fit propery.

® i you are under dental reatment or wilf undergo dental surgery (e.g. tooih extractions), inform vour doctor
and 1ol your dentist that you are being treated with Prolia

= Conlact your doctor and dentist imrmediately if you gxperience any problems with your mouth or teeth
such a8 loose teelh, pein or sweling, or non-healing of sores or discharge, s these could be signs of

osteonecrosis of the jaw

Plesss read the package leafiel that comes with your medicine for further information.






