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List of abbreviations 

ADR Adverse drug reaction 

AFF Atypical femoral fracture 

AIDS Acquired immune deficiency syndrome 

AAOMS American Association of Oral Maxillofacial Surgeons 

ATC Anatomical Therapeutic Chemical 

AAC Area above the curve 

BCAT Breast cancer adjuvant therapy 

CKD Chronic kidney disease 

COX-2 Cyclooxygenase-2 

CrCI Creatinine clearance 

CRPC Castrate-resistant prostate cancer 

CV  Cardiovascular 

EEA European Economic Area 

EMA European Medicines Agency 

EPAR European Public Assessment Report 

ER Emergency room 

EU European Union 

GCTB Giant cell tumor of bone 

HALT Hormone ablation therapy 

HCM Hypercalcemia of malignancy 

HIV Human immunodeficiency virus 

IgG Immunoglobulin G 

INN International Nonproprietary Name 

iPTH Intact parathyroid hormone 

IV Intravenous or intravenously 

MAH Marketing authorization holder 

MM Multiple myeloma 

NPM New primary malignancy 

NSCLC Stage IV untreated non-small cell lung carcinoma with or without 
bone metastasis 
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ONJ Osteonecrosis of the jaw 

OPG Osteoprotegerin 

PI Product Information 

PIL Patient Information Leaflet 

PMGCTB Primary malignant giant cell tumor of bone 

PMO Postmenopausal osteoporosis 

PSUR Periodic safety update report 

PTH Parathyroid hormone 

PY Person-years of follow-up 

Q4W Every 4 weeks 

QPPV Qualified Person for Pharmacovigilance 

RA Rheumatoid arthritis 

RANK Receptor activator of nuclear factor kappa-B 

RANKL RANK ligand 

RMP Risk management plan 

SC Subcutaneous 

SmPC Summary of product characteristics 

SRE Skeletal-related event 

ULN Upper limit of normal 

US United States 

ZA Zoledronic acid 
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PART I: Product(s) overview 

Active substance(s) 
(INN or common name) 

Denosumab biosimilar 

Pharmacotherapeutic group(s)  
(ATC code) 

Drugs for treatment of bone diseases – Other drugs affecting bone 
structure and mineralisation (M05BX04) 

Marketing authorisation applicant Zentiva k.s. 

Medicinal product(s) to which this 
RMP refers 

1 

Invented name(s) in the European 
Economic Area (EEA) 

ENWYLMA 

Marketing authorisation procedure Centralised 

(EMEA/H/C/0006376) 

Brief description of the product  Chemical class 

Denosumab biosimilar, the active substance of ENWYLMA, is an 
immunoglobulin IgG2 isotype monoclonal antibody. 

Summary of mode of action 

Denosumab has high affinity and specificity for the soluble and cell 
membrane-bound forms of human receptor activator of nuclear factor 
kappa-B(RANK) ligand (RANKL), preventing the RANKL/RANK 
interaction from occurring and resulting in reduced osteoclast 
numbers and function, thereby decreasing bone resorption and 
cancer-induced bone destruction. 

Important information about its composition  

Denosumab is a human monoclonal IgG2 antibody produced in a 
mammalian cell line (Chinese hamster ovary cells) by recombinant 
DNA technology. 

Hyperlink to the Product 
Information 

eCTD Module 1.3.1 
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Indication(s) in the EEA  

 

 

 

 

 

Current: 

Prevention of skeletal related events (pathological fracture, radiation 
to bone, spinal cord compression or surgery to bone) in adults with 
advanced malignancies involving bone. 

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. 
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Table 2. Cumulative subject exposure to MB09 from clinical trial MB09-C-01-19 by age, age 
group, sex and smoking status – Main treatment period 

 

Table 3. Cumulative subject exposure to MB09 from clinical trial MB09-C-01-19 by age, age 
group, sex and smoking status – Transition period 
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Table 6. Cumulative subject exposure to MB09 from clinical trial MB09-C-01-19 by baseline 
height, weight and BMI- Main treatment period 

Table 7. Cumulative subject exposure to MB09 from clinical trial MB09-C-01-19 by baseline 
height, weight and BMI - Transition period  
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Safety concern Routine risk minimisation activities  

Important Identified Risks 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription. 

Hypercalcemia several months 
after the last dose in patients with 
giant cell tumor of bone and in 
patients with growing skeletons 

Routine risk communication: 
• SmPC Section 4.4 
• SmPC Section 4.8 
• PIL Section 2 
• PIL Section 4 

Routine risk minimization activities recommending specific 
clinical measures to address the risk: 
• Recommendations for monitoring the patients for signs and 

symptoms of hypercalcaemia after discontinuation of 
ENWYLMA treatment are included in Section 4.4 of SmPC 
and Section 4 of the PIL 

Other risk minimization measures beyond the PI: 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription. 

Important Potential Risks 

Cardiovascular events Routine risk communication: 
• Not applicable 

Other risk minimization measures beyond the PI: 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription. 

Malignancy Routine risk communication: 
• SmPC Section 4.4 
• SmPC Section 4.8 
• SmPC Section 5.1 
• PIL Section 4 

Routine risk minimization activities recommending specific 
clinical measures to address the risk: 
• Recommendations for monitoring the patients for 

radiological signs of malignancy, new malignancy, or 
osteolysis are included in Section 4.4 of SmPC. 

Other risk minimization measures beyond the PI: 
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• Legal status: ENWYLMA is a medicinal product subject to 
restricted medical prescription. 

Delay in diagnosis of primary 
malignancy in giant cell tumor 
of bone 

Routine risk communication: 
• Not applicable 

Other risk minimization measures beyond the PI: 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription 

Hypercalcemia several months 
after the last dose in patients 
other than those with GCTB or 
growing skeletons 

Routine risk communication: 
• Not applicable 

Other risk minimization measures beyond the PI: 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription. 

Missing Information 

Patients with previous 
intravenous treatment with 
bisphosphonate treatment 

Routine risk communication: 
• SmPC Section 4.5 
• SmPC Section 5.1 
• PIL Section 2 

Other risk minimization measures beyond the PI: 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription. 

Safety with long-term treatment 
and with long-term follow-up 
after treatment in adults and 
skeletally mature adolescents 
with GCTB 

Routine risk communication: 
• Not applicable 

Other risk minimization measures beyond the PI: 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription. 

Off-label use in patients with 
GCTB that is resectable where 
resection is unlikely to result in 
severe morbidity 

Routine risk communication: 
• Not applicable 

Other risk minimization measures beyond the PI: 
• Legal status: ENWYLMA is a medicinal product subject to 

restricted medical prescription. 
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V.2  Additional risk minimisation measures 

Patient Reminder Card 

Objectives Patient reminder cards will be provided to address the following risk: 

• Osteonecrosis of the jaw 

Rationale for the 
additional    risk 
minimization activity 

 

The purpose of the patient reminder card is to remind patients about important 
safety information that they need to be aware of before and during treatment 
with denosumab (ENWYLMA) injections for cancer-related conditions, 
including: 

 • the risk of osteonecrosis of the jaw during treatment with ENWYLMA; 

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

• the need to ensure good oral hygiene and receive routine dental check-ups 
during treatment; 

• the need to inform their dentist of treatment with ENWYLMA and to 
contact their doctor or dentist immediately if problems with the mouth or 
teeth occur during treatment. 

Target audience and 
planned distribution 
path 

Target audience will be the patients. 

The patient reminder card is distributed to prescribers with instruction to 
provide it to patients. 

The patient reminder card is distributed by mail and prescribers are provided 
with contact details to request additional copies of the card. Some national 
plans include making the patient reminder card available on a website. 

Plans to evaluate the 
effectiveness of the 
interventions and 
criteria for success 

Monitor and evaluate post marketing and clinical study safety data and report 
in periodic safety updated reports (PSURs). 

The distribution of the patient reminder card will be tracked to ensure that it 
is distributed in accordance with the plan agreed with national agencies. 
Additional requests for patient reminder cards and web downloads will also 
be recorded as an indicator of ongoing use of the patient reminder card. The 
effectiveness of risk minimization of ONJ in the EU will be monitored 
through postmarketing reporting rates of ONJ before and after introduction 
of the patient reminder card compared to the rest of the world.  

In addition, the focused questionnaire for postmarketing reports of ONJ 
presented in Annex 4. Specific Adverse Drug Reaction Follow-up Forms will 
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be revised to permit inclusion of data on whether the patient affected by ONJ 
had previously received a patient reminder card or not. 

Evaluation of the 
effectiveness of the risk 
minimization activities 

No change in risk-benefit profile 

 

Removal of additional 
risk minimization 
activities 

Not applicable 
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V.3  Summary of risk minimisation measures 

Table 10. Summary table of pharmacovigilance activities and risk minimisation activities 
by safety concern 

Safety concern Risk minimisation measures Pharmacovigilance activities 

Important Identified Risks 

Osteonecrosis of the jaw Routine risk minimisation measures: 

• SmPC Section 4.3 
• SmPC Section 4.4, where 

recommendations for oral 
examination, maintenance of good 
oral hygiene, management of 
patients with unavoidable invasive 
dental procedure, and temporary 
interruption are discussed. 

• SmPC Section 4.8 
• SmPC Section 5.1 
• PIL Section 2, where 

recommendations for oral 
examination, maintenance of good 
oral hygiene, management of 
patients with unavoidable invasive 
dental procedure, and sign of ONJ 
are discussed. 

• PIL Section 4, where symptoms of 
ONJ is discussed. 

Additional risk minimization 
measures 

• Patient reminder cards 

Routine pharmacovigilance 
activities beyond adverse reactions 
reporting and signal detection: 

• Denosumab core questionnaire - 
Osteonecrosis of the Jaw 

• Potential events of ONJ, 
reported in ongoing clinical 
trials, are adjudicated by a panel 
of external medical experts. 

• Potential events of ONJ reported 
in the post marketing setting are 
medically reviewed internally to 
determine if the ONJ events 
meet the AAOMS ONJ case 
definition. 

Additional pharmacovigilance 
activities: 

• None 

 

Atypical femoral fracture Routine risk minimisation measures: 

• SmPC Section 4.4, where 
recommendations for reporting 
new or unusual thigh, hip, or groin 
pain is discussed. 

• SmPC Section 4.8 
• PIL Section 2, where 

recommendations for reporting 

Routine pharmacovigilance 
activities beyond adverse reactions 
reporting and signal detection: 

• Denosumab core questionnaire – 
Post marketing reports of 
potential atypical fracture. 

• Potential cases of AFF from 
clinical trial setting are 
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new or unusual pain in your thigh, 
hip, or groin is discussed. 

• PIL Section 4, where signs of 
thigh bone fracture are discussed. 

Additional risk minimization 
measures 

• None 

adjudicated by an independent 
committee that is blinded to 
treatment. 

• Potential cases of AFF from post 
marketing setting are medically 
reviewed internally based on 
diagnosis of the radiographic 
findings and without requiring 
the radiographs to be sent to 
Amgen. 

Additional pharmacovigilance 
activities: 

• None 

Hypercalcemia several 
months after the last dose 
in patients with giant cell 
tumour of bone and in 
patients with growing 
skeletons 

Routine risk minimisation measures: 

• SmPC sections 4.4 where 
recommendations for monitoring 
the patients for signs and 
symptoms of hypercalcaemia after 
discontinuation of ENWYLMA is 
discussed.  

• SmPC Section 4.8 
• PIL Section 2, where 

recommendations for monitoring 
the patients for signs and 
symptoms of hypercalcemia after 
discontinuation of ENWYLMA 
treatment is discussed. 

• PIL Section 4  
Additional risk minimization 
measures: 

• None 

Routine pharmacovigilance 
activities beyond adverse reactions 
reporting and signal detection:  

• None 

Additional pharmacovigilance 
activities: 

• None 

 

 

 

Safety concern Risk minimisation measures Pharmacovigilance activities 

Important Potential Risks 



Risk management plan for ENWYLMA (denosumab biosimilar)  
Version 1.0. 
 

 
 Page 48 of 73 

 
  
 

 

Cardiovascular events No risk minimization measures Routine pharmacovigilance 
activities beyond adverse reactions 
reporting and signal detection: 

• None 

Additional pharmacovigilance 
activities: 

• None 

Malignancy Routine risk minimisation measures: 

• SmPC Section 4.4, where 
recommendations for monitoring 
the patients for radiological signs 
of malignancy, new malignancy, 
or osteolysis is discussed. 

• SmPC Section 4.8 
• SmPC Section 5.1 
• PIL Section 4 

Additional risk minimization 
measures 

• None 

Routine pharmacovigilance beyond 
adverse reactions reporting and 
signal detection: 

• None 

Additional pharmacovigilance 
activities 

• None 
 

Delay in diagnosis of 
primary malignancy in 
giant cell tumour of bone 

No risk minimization measures Routine pharmacovigilance 
activities beyond adverse reactions 
reporting and signal detection: 

• None 

 Additional pharmacovigilance 
activities 

• None 
•  

Hypercalcemia several 
months after the last dose 
in patients other than those 
with GCTB or growing 
skeletons 

No risk minimization measures Routine pharmacovigilance 
activities beyond adverse reactions 
reporting and signal detection: 

• None 

Additional pharmacovigilance 
activities 

• None 
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Safety concern Risk minimisation measures Pharmacovigilance activities 

Missing Information 

Patients with prior 
intravenous 
bisphosphonate treatment 

Routine risk minimisation measures: 

• SmPC Section 4.5 
• SmPC Section 5.1 
• PIL Section 2 

Additional risk minimization 
measures 

• None 

Routine pharmacovigilance activities 
beyond adverse reactions reporting and 
signal detection: 

• None 

Additional pharmacovigilance 
activities 

• None 

Safety with long-term 
treatment and with long-
term follow-up after 
treatment in adults and 
skeletally mature 
adolescents with giant cell 
tumour of bone 

No risk minimization measures Routine pharmacovigilance activities 
beyond adverse reactions reporting and 
signal detection: 

• None 

Additional pharmacovigilance 
activities 

• None 

Off-label use in patients 
with GCTB that is 
resectable where resection 
is unlikely to result in 
severe morbidity 

No risk minimization measures Routine pharmacovigilance activities 
beyond adverse reactions reporting and 
signal detection: 

• None 

Additional pharmacovigilance 
activities 

• None 
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PART VI: Summary of the risk management plan 

Summary of risk management plan for ENWYLMA (denosumab) 
This is a summary of the risk management plan (RMP) for ENWYLMA. The RMP details 
important risks of ENWYLMA, how these risks can be minimised, and how more information 
will be obtained about ENWYLMA risks and uncertainties (missing information). 

ENWYLMA summary of product characteristics (SmPC) and its package leaflet give essential 
information to healthcare professionals and patients on how ENWYLMA should be used. 

This summary of the RMP for ENWYLMA should be read in the context of all this information 
including the assessment report of the evaluation and its plain-language summary, all which is 
part of the European Public Assessment Report (EPAR). 

Important new concerns or changes to the current ones will be included in updates of 
ENWYLMA RMP. 

I. The medicine and what it is used for 

ENWYLMA is authorised for the prevention of skeletal related events (pathological fracture, 
radiation to bone, spinal cord compression or surgery to bone) in adults with advanced 
malignancies involving bone and 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 (see SmPC for the full indication). It contains denosumab as the active substance and 
it is given by subcutaneous injection.  

Further information about the evaluation of ENWYLMA benefits can be found in ENWYLMA 
EPAR, including in its plain-language summary, available on the EMA website, under the 
medicine’s webpage <Pre-authorisation RMP (this line should be only edited by EMA): link to 
the EPAR summary landing page>. 

II. Risks associated with the medicine and activities to minimise or further characterise the 
risks 

Important risks of ENWYLMA, together with measures to minimize such risks and the proposed 
studies for learning more about ENWYLMA risks, are outlined below.  

Measures to minimize the risks identified for medicinal products can be: 

• Specific information, such as warnings, precautions, and advice on correct use, in the 
package leaflet and SmPC addressed to patients and healthcare professionals; 

• Important advice on the medicine's packaging; 



Risk management plan for ENWYLMA (denosumab biosimilar)  
Version 1.0. 
 

 
 Page 51 of 73 

 
  
 

 

• The authorized pack size -the amount of medicine in a pack is chosen so to ensure that the 
medicine is used correctly; 

• The medicine's legal status - the way a medicine is supplied to the public (eg, with or 
without prescription) can help to minimize its risks. 

Together, these measures constitute routine risk minimization measures. 

In the case of ENWYLMA, these measures are supplemented with additional risk minimization 
measures mentioned under relevant risks, below. 

In addition to these measures, information about adverse events is collected continuously and 
regularly analyzed, including periodic safety update report (PSUR) assessment, so that 
immediate action can be taken as necessary. These measures constitute routine 
pharmacovigilance activities. 

If important information that may affect the safe use of ENWYLMA is not yet available, it is 
listed under 'missing information' below. 

II.A List of important risks and missing information 

Important risks of ENWYLMA are risks that need special risk management activities to further 
investigate a minimize the risk, so that the medicinal product can be safely administered. 
Important risks can be regarded as identified a potential. Identified risks are concerns for which 
there is sufficient proof of a link with the use of ENWYLMA. Potential risks are concerns far 
which an association with the use of this medicine is possible based on available data, but this 
association has not been established yet and needs further evaluation. Missing information refers 
to information on the safety of the medicinal product that is currently missing and needs to be 
collected (e.g., on the long-term use of the medicine). 

Summary of safety concerns 

Important identified risks • Osteonecrosis of the jaw 
• Atypical femoral fracture 
• Hypercalcemia several months after the last dose in 

patients with giant cell tumor of bone and in patients 
with growing skeletons 

Important potential risks • Cardiovascular events 
• Malignancy 
• Delay in diagnosis of primary malignancy in giant 

cell tumor of bone 
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• Hypercalcemia several months after the last dose 
in patients other than those with giant cell tumor of 
bone or growing skeletons 

Missing information • Patients with prior intravenous bisphosphonate 
treatment. 

• Safety with long-term treatment and with long-
term follow-up after treatment in adults and 
skeletally mature adolescents with giant cell tumor 
of bone 

• Off-label use in patients with giant cell tumor of 
bone that is resectable where resection is unlikely 
to result in severe morbidity. 

 

II.B Summary of important risks 

Important Identified risk 1:  Osteonecrosis of the Jaw 

Evidence for linking the risk to the 
medicine 

This risk was identified in randomized, controlled, phase III 
clinical trials. This risk was further supported by 
postmarketing reports. 

Risk factors and risk groups Risk factors associated with osteonecrosis of the jaw (ONJ) 
include the use of antiresorptives (particularly 
aminobisphosphonates delivered by intravenous [IV] 
dosing), older age, poor dental hygiene, periodontal disease, 
invasive dental procedures, trauma from poorly fitting 
dentures, malignancy, chemotherapy (including 
antiangiogenesis agents such as bevacizumab), radiation to 
head and neck, corticosteroids, hypercoagulable state 
secondary to underlying malignancy, smoking and vascular 
insufficiency due to thrombosis [7 ; 16; 33; 38] 

Risk minimisation measures Routine risk minimization measures: 

• SmPC Section 4.3, 4.4, 4.8 and 5.1 
• Patient information Leaflet (PIL) Section 2 and 4 

Additional risk minimization measures: 

• Patient reminder card 

Additional pharmacovigilance 
activities: 

None. 
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Important Identified risk 2:  Atypical Femoral Fracture 

Evidence for linking the risk to the 
medicine 

This risk was identified in randomized, controlled, phase III 
clinical trials and in open-label, phase II clinical trials. This 
risk was further supported by postmarketing reports. 

Risk factors and risk groups Long-term antiresorptive treatment has been associated with 
atypical femoral fracture (AFF). Corticosteroids have also 
been reported in the literature to potentially be associated 
with AFF [21; 34]. Atypical femoral fractures have also been 
reported in patients with certain comorbid conditions (e.g., 
vitamin D deficiency, rheumatoid arthritis [RA], 
hypophosphatasia) and with use of bisphosphonates, 
glucocorticoids, and proton pump inhibitors [40] 

Risk minimisation measures Routine risk minimization measures: 

• SmPC Section 4.4, and 4.8 
• PL Section 2 and 4 

Additional risk minimization measures: 

• None 

Additional pharmacovigilance 
activities: 

None. 

 

Important Identified risk 3:  Hypercalcemia Several Months After the Last Dose in Patients 
with Giant Cell Tumor of Bone and in Patients with Growing Skeletons 

Evidence for linking the risk to the 
medicine 

This risk was identified in phase II clinical trials of 
adolescent and adult patients with giant cell tumour of bone 
(GCTB), and in postmarketing reports of paediatric patients 
using denosumab for unauthorized indications. 

Risk factors and risk groups Patients with GCTB and young patients with growing 
skeletons following discontinuation of Xgeva®. In general, 
the most common cause of hypercalcemia in humans is 
hyperparathyroidism, particularly among women and 
individuals aged 65 years or older [35]. Hyperthyroidism and 
rhabdomyolysis associated with renal failure also increase 
the risk of hypercalcemia, as does the ingestion of large of 
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amounts of calcium through dairy products or more recently 
liberal use of calcium supplements [32; 35] 

Risk minimisation measures Routine risk minimization measures: 

• SmPC Section 4.4 and 4.8 

• PIL Section 2 and 4 

Additional risk minimization measures: 

• None 

Additional pharmacovigilance 
activities 

None. 

 

 

 

Important Potential risk 1:  Cardiovascular Events 

Evidence for linking the risk to the 
medicine 

The risk of cardiovascular events is a regulatory concern 
based on the epidemiological association between 
osteoprotegerin (OPG) levels and cardiovascular disease in 
man. Clinical data have not substantiated a cause-and-effect 
between OPG and atherosclerotic processes nor between 
denosumab or inhibition of receptor activator of nuclear 
factor kappa B-ligand (RANKL) and undesirable 
cardiovascular outcomes. 

Risk factors and risk groups The denosumab development program comprises studies of 
older subject populations (e.g., osteoporosis, cancer) that are 
likely to have a higher incidence of pre-existing 
cardiovascular conditions and, thus, a higher incidence of 
cardiovascular toxicities than that of the general population 
[23; 41] Risk factors for atherosclerosis include age, gender, 
ethnicity, family history, elevated lipid levels, cigarette 
smoking, hypertension, diabetes, and concomitant 
medications, including antipsychotic agents and 
cyclooxygenase-2 (COX-2) inhibitors [37; 41]. 

Risk minimisation measures Routine risk minimization measures: 

• None 

Additional risk minimization measures: 



Risk management plan for ENWYLMA (denosumab biosimilar)  
Version 1.0. 
 

 
 Page 55 of 73 

 
  
 

 

• None 

Additional pharmacovigilance 
activities 

None. 

 

Important Potential risk 2:  Malignancy 

Evidence for linking the risk to the 
medicine 

Imbalance is observed in the new primary malignancy 
(NPM) events between the zoledronic acid and Xgeva® 
treatment groups in the pivotal clinical studies. The results of 
Study 20170728, a postmarketing retrospective cohort study, 
showed NPM incidence rates for Xgeva® were generally 
lower than those for zoledronic acid in unadjusted analyses, 
suggesting no obvious excess risk associated with Xgeva®. 

Risk factors and risk groups General factors for increasing risk of new primary 
malignancy include advancing age, diet, cigarette smoking, 
excessive ethanol consumption, and numerous 
environmental toxins. In addition, advanced cancer 
populations are at increased risk for NPM because of their 
existing malignancy, possible genetic predisposition, and 
exposure to chemotherapy and radiation treatment. 

Risk minimisation measures Routine risk minimization measures: 

• SmPC Section 4.4, 4.8 and 5.1 
• PL Section 4 

Additional risk minimization measures: 

• None 

Additional pharmacovigilance 
activities: 

None. 

 

 

Important potential risk 3: Delay in Diagnosis of Primary Malignancy in Giant Cell Tumour of 
Bone 

Evidence for linking the risk to the 
medicine 

The risk of delay in diagnosis of primary malignancy in giant 
cell tumour of bone is a regulatory concern based on 
difficulties in diagnosing primary malignancy in giant cell 
tumour of bone (PMGCTB). 
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This safety concern was identified in the clinical trial setting. 

Risk factors and risk groups Patients with GCTB are known to be at risk for PMGCTB. 

Risk minimisation measures Routine risk minimization measures: 

• None 

Additional risk minimization measures: 

• None 

Additional pharmacovigilance 
activities: 

None. 

 

Important potential risk 4: Hypercalcemia Several Months After the Last Dose in Patients 
Other Than Those with Giant Cell Tumour of Bone or Growing Skeletons 

Evidence for linking the risk to the 
medicine 

Hypercalcemia several months after the last dose in patients 
other than those with GCTB or growing skeletons is a 
theoretical concern based on the identified risk in other 
specific populations, GCTB, and paediatric populations. 

Risk factors and risk groups Patients other than those with GCTB or growing skeletons 
following cessation of denosumab. 

Risk minimisation measures Routine risk minimization measures: 

• None 

Additional risk minimization measures: 

• None 

Additional pharmacovigilance 
activities 

None. 

 

Missing information: Patients with Previous Intravenous Treatment with Bisphosphonate 
Treatment 

Risk minimisation measures Routine risk minimization measures: 

• SmPC Section 4.5 and 5.1 
• PIL Section 2 

Additional risk minimization measures: 

• None 
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Additional pharmacovigilance 
activities: 

None. 

 

 

 

 

Missing information:  Safety with long term treatment and with long term follow-up after 
treatment in adults and skeletally mature adolescents with giant cell tumour of bone 

Risk minimisation measures Routine risk minimization measures: 

• None 

Additional risk minimization measures: 

• None 

Missing information:   Off label use in patients with giant cell tumour of bone that is resectable 
where resection is unlikely to result in severe morbidity 

Risk minimisation measures Routine risk minimization measures: 

• None 

Additional risk minimization measures: 

• None 
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II.C Post-authorisation development plan 

II.C.1 Studies which are conditions of the marketing authorisation. 

There are no studies which are conditions of the marketing authorisation or specific obligation 
of ENWYLMA. 

II.C.2 Other studies in post-authorisation development plan 

There are no studies required for ENWYLMA.



 

 

Annex 4 - Specific adverse drug reaction follow-up forms 
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Annex 6 - Details of proposed additional risk minimisation measures 
ENWYLMA has additional risk minimisation measures for its safe and effective use (additional 
risk minimisation measures).  

Key elements for the ENWYLMA educational material (Patient Reminder Card) 

In alignment with the EMA requirements for Xgeva®, key elements to be included in the patient 
educational material are as follows: 

Patient reminder card: 

Patient Reminder Cards for osteonecrosis of the jaw (ONJ) will be distributed to prescribers of 
ENWYLMA with the background information on the purpose of the patient reminder card and 
instructions to provide it to patients. 

In alignment with the EMA requirements for Xgeva®, key elements to be included in the patient 
educational material are as follows: 

The patient reminder card will remind patient about important safety information that the need to 
be aware of before and during treatment with denosumab (ENWYLMA) injections for cancer-
related conditions, including: 

• The risk of osteonecrosis of the jaw during treatment with ENWYLMA; 
• The need to highlight any problems with their mouth or teeth to their doctors/nurses before 

starting treatment. 
• The need to ensure good oral hygiene during treatment; 
• The need to inform their dentist of treatment with ENWYLMA and to contact their doctor and 

dentist if problems with the mouth or teeth occur during treatment. 

The patient reminder card will be distributed by mail and prescribers will be provided with 
contact details to request additional copies of the card. Some national plans will include making 
the patient reminder card available on a website and this approach may be extender in the 
future. 

In addition, the focused questionnaire for postmarketing reports of ONJ presented in Annex 4. 




