
 

This HMMC recommendation is based upon the evidence available at the time of publication.  The recommendation will 
be reviewed upon request in the light of new evidence becoming available. 

 

 

 
HERTFORDSHIRE MEDICINES MANAGEMENT COMMITTEE (HMMC) 

DENOSUMAB (PROLIA® AND XGEVA®) 
 

 RESTRICTED RECOMMENDATION 
 
 

Names: 
generic 
(Trade) 

What it is Indications Date decisions 
last revised 

Decision 
status 

NICE guidance 

Denosumab 
(Prolia®) 

Human 
monoclonal 
antibody 
(IgG2) with 
high affinity 
and specificity 
to RANKL 

Treatment of postmenopausal 
osteoporosis 

Sept 2013, updated 
April 2014 & July 
2020* 

Final NICE -TA204, 
recommended 

Treatment of osteoporosis in 
men 

September 2014, 
updated July 2020* 

Final Not considered 
by NICE 

Treatment of bone loss 
associated with hormone 
ablation in men with prostate 
cancer 

September 2010 Final NICE - unable to 
recommend 
 (no company 
submission) 

Denosumab 
(XGEVA®) 

Prevention of skeletal related 
events (pathological fracture, 
radiation to bone, spinal cord 
compression or surgery to bone) 
in adults with bone metastases 
from solid tumours.  
Treatment of adults and 
skeletally mature adolescents 
with giant cell tumour of bone 
that is unresectable or where 
surgical resection is likely to 
result in severe morbidity. 

July 2013 Final NICE – TA265, 
recommended 
for prevention of 
skeletal related 
events in adults 
with bone 
metastases from 
solid tumours 
(TA excludes 
prostate cancer) 
 

 

* HMMC approved change in formulary status from Amber Protocol to Amber Initiation when used for the treatment of osteoporosis - July 2020 
(decision document updated accordingly December 2020) 

HMMC recommendation, following discussion with local specialists: 
 

 Denosumab is NOT RECOMMENDED (Double Red) for treatment of bone loss associated with 
hormone ablation in men with prostate cancer. 
 

 Denosumab (XGEVA®) is RECOMMENDED (Red) for prevention of skeletal related events in adults 
with bone metastases from solid tumours, in line with NICE TA265.  Prescribing responsibility for 
this indication to remain with secondary care. 
 

 Denosumab is RECOMMENDED (Amber Initiation) for post-menopausal women with osteoporosis, 
and osteoporotic men (except where excluded above), as a treatment option in the following 
situations: 
 

 1st line in patients with severe renal impairment (eGFR <30ml/min) (as other treatments are 
contraindicated), OR 

 Where a patient is unable to comply with the administration instructions for oral/IV bisphosphonates 
(refer to Hertfordshire osteoporosis guidelines), OR 

 When oral/IV bisphosphonates are contraindicated or not tolerated (leading to discontinuation). 
 

 As part of the implementation of the Hertfordshire Guidelines on Management of Osteoporosis (OP), the 
continued recommendation for the first line use of generic oral bisphosphonates is highlighted. 
 

 The following summary information is intended to provide brief advice to GPs prescribing Prolia®: 
 

Initiation, prescribing and administration of the initial dose of Prolia® must be undertaken by secondary 
care specialists. Responsibility for ongoing prescribing may be transferred to primary care under the 
transfer of care guidelines.  A template letter is available to ensure that relevant prescribing information 
promoting safe management is provided at the point of transfer of care.  Patients with eGFR<15ml/min must 
remain under the care of the specialist service. 
 

Further information on denosumab 
 

 Denosumab is the first monoclonal antibody (MAB) licensed for the management of osteoporosis. 
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 Osteoporosis dose: 60mg by subcutaneous injection (into the thigh, abdomen or back of arm) every 6 months. 

 Prescribers should be aware of the latest information contained in the denosumab (Prolia®) Summary of 
Product Characteristics (SmPC) including contraindications, special warnings and precautions and 
undesirable effects. 

 Healthcare professionals administering denosumab should be aware of the latest information contained in 
the SmPC and Patient Information Leaflet (PIL) including the instructions for injecting denosumab. They 
should also have the necessary competencies to administer, and train patients/carers to self-administer 
denosumab. 

 Patients/carers may be trained how to self-administer denosumab.  As part of the training, the injection 
should be administered by a suitably qualified healthcare professional to demonstrate technique to the 
patient/carer. 

 As for all injections, appropriate facilities for dealing with allergic reactions must be available. 

 Patients and prescribers must have mechanisms for ensuring timely administration of subsequent 
doses. This is important because bone mineral density declines rapidly when denosumab treatment 
is stopped. 

 

Additional Information (refer to Prolia® SmPC and PIL for full information) 

 Contraindications/cautions 
o Hypocalcaemia. Pre-existing hypocalcaemia should be treated prior to initiation of denosumab.  Calcium 

monitoring is recommended before each dose, within 2 weeks of the initial dose in patients predisposed to 
hypocalcaemia (e.g. severe renal impairment) and if suspected symptoms of hypocalcaemia occur.  
Hypocalcaemia is more common in the first few weeks of treatment but may occur at any time.  Calcium and 
vitamin D supplements are recommended during treatment with denosumab, (after taking into account other 
possible contra-indications to calcium and vitamin D supplementation, such as poor renal function).  

o Hypersensitivity to the active substance or to any of the excipients, or rare hereditary problems of fructose 
intolerance.   

o Periodic monitoring of renal function is recommended during treatment.   
o Osteonecrosis of the jaw (ONJ): A dental examination with appropriate preventative dentistry is 

recommended prior to treatment in patients with risk factors for ONJ (smoking, old age, poor oral hygiene, 
invasive dental procedures, advanced cancer, previous bisphosphonate treatment, concomitant treatments 
such as chemotherapy, antiangiogenic biologics, corticosteroids, head/neck radiotherapy, and co morbidities 
such as anaemia, coagulopathy, infection).  Patients should maintain good oral hygiene, receive regular 
dental check-ups and immediately report any oral symptoms such as dental mobility, pain or swelling to a 
doctor or dentist.  

o Osteonecrosis of the external auditory canal: Patients should be advised to report any ear pain, discharge 
from the ear, or an ear infection during denosumab treatment. 

o Increased risk of multiple vertebral fractures: Patients should be advised that increased risk of multiple 
vertebral fractures has been reported in patients within 18 months of stopping or delaying ongoing 
denosumab 60mg treatment for osteoporosis and that patients with a previous vertebral fracture may be at 
highest risk. Patients should not stop denosumab without specialist review. 

 The needle cover of the syringe contains a derivative of latex, which may cause allergic reactions. 

 Denosumab should be stored in a refrigerator (2°C – 8°C). The pre-filled syringe may be left outside the 
refrigerator to reach room temperature before injection to make the injection more comfortable. 

 Each pack of denosumab contains a reminder card with stickers. The stickers can be used to mark the next 
injection date on the reminder card or on a calendar. 

 A sharps bin should be prescribed for the patient to ensure safe disposal of used syringes. 
 

 Possible side effects include 
o Very common: musculoskeletal pain, pain in extremity. 
o Common: urinary tract and upper respiratory tract infection; sciatica; cataracts; constipation; rash. 
o Uncommon: skin infections (predominantly cellulitis). Patients should be advised to seek prompt medical 

attention if they develop signs or symptoms of cellulitis. 
o Rare side-effects: osteonecrosis of the jaw, allergic reactions, hypocalcaemia, atypical femoral fractures 

(patients should be advised to report new or unusual thigh, hip, or groin pain). 
 

 Denosumab (Prolia®) SmPC and PIL available at: https://www.medicines.org.uk/emc  

 Drug Safety Updates, vol 6, issue 3, October 2012, issue 7, February 2013 and volume 8 issue 2, September 2014  
http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/DrugSafetyUpdatePDFarchive/index.htm 

 MHRA, Drug safety update, Denosumab: updated recommendations, Minimising the risk of osteonecrosis of the jaw; 

https://www.medicines.org.uk/emc
http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate/DrugSafetyUpdatePDFarchive/index.htm
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monitoring for hypocalcaemia, December 2014  
https://www.gov.uk/drug-safety-update/denosumab-updated-recommendations 

 MHRA Drug safety update, vol 8, issue 12, July 2015 
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/447037/Drug_Safet
y_Update_-_July_2015_pdf.pdf 

 MHRA, Drug safety update, Denosumab: reports of osteonecrosis of the external auditory canal, June 2017  
https://www.gov.uk/drug-safety-update/denosumab-prolia-xgeva-reports-of-osteonecrosis-of-the-external-auditory-
canal 

 MHRA, Drug safety update, Denosumab 60mg (Prolia): increased risk of multiple vertebral fractures after stopping or 
delaying ongoing treatment, August 2020 

 https://www.gov.uk/drug-safety-update/denosumab-60mg-prolia-increased-risk-of-multiple-vertebral-fractures-after-
stopping-or-delaying-ongoing-treatment 

 London New Drugs Group APC/DTC Briefing Document May 2010 - Denosumab (https://www.sps.nhs.uk/wp-
content/uploads/2010/06/Denosumab_May_2010.pdf)  

 Orwoll et al, A Randomized, Placebo-Controlled Study of the effects of Denosumab for the Treatment of Men with 
Low Bone Mineral Density, J Clin Endocrinol Metab, September 2012, 97(9):3161–3169 
https://academic.oup.com/jcem/article/97/9/3161/2536950?login=true  
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https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/447037/Drug_Safety_Update_-_July_2015_pdf.pdf
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/447037/Drug_Safety_Update_-_July_2015_pdf.pdf
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https://www.gov.uk/drug-safety-update/denosumab-60mg-prolia-increased-risk-of-multiple-vertebral-fractures-after-stopping-or-delaying-ongoing-treatment
https://www.sps.nhs.uk/wp-content/uploads/2010/06/Denosumab_May_2010.pdf
https://www.sps.nhs.uk/wp-content/uploads/2010/06/Denosumab_May_2010.pdf
https://academic.oup.com/jcem/article/97/9/3161/2536950?login=true

