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PRODUCT DETAILS 
	Invented name of the medicinal product (product short

name):


	

	Active substance(s) (INN or common name):


	

	Pharmaco-therapeutic group

(ATC Code):


	

	Medicinal Product Code (From EudraVigilance)
	

	Authorisation procedure(s) (central, mutual

recognition, decentralised, national)


	

	Name of Marketing Authorisation Holder or Applicant:


	

	Date and country of first authorisation worldwide


	

	Date and country of first launch worldwide


	

	Date and country of first authorisation in the EEA If different from above


	

	Date and country of first launch in the EEA If different from above


	


Data lock point for EU – RMP 21 September 2011
Version
 1
	The abbreviated core RMP for bisphosphonates and atypical femoral fractures has been agreed to specifically address the condition of the Article 31 Referral regarding this issue and is not intended to set a precedent for future issues. With the exception of updating information about atypical femoral fractures, the abbreviated core RMP does not change the contents of existing RMPs and does not preclude the addition of further known and/or potential risks to the RMP in the future.


	Brief description of product

(chemical class, mode
of action etc)
	

	Indication(s) 
	Current if applicable

Proposed if applicable 

	Dosage 
	Current or proposed for each indication and duration of 

therapy 

	Pharmaceutical 
form(s) 
and strength(s) 
	


PART I

1. SAFETY SPECIFICATION

Non-clinical

1.1.1. <Outline of safety concerns that have not been adequately addressed by clinical data or which are of unknown significance>;
N/A
1.1.2. <Outline of safety concerns that have not been adequately addressed by clinical data or which are of unknown significance>;
N/A
Clinical

1.2 Limitations of the human safety database
1.2.1. Exposure

Clinical trial exposure

N/A
Epidemiological study exposure
N/A
Post marketing (non study) exposure

N/A
1.3 Populations not studied in the pre-authorisation phase

N/A
1.4 Post authorisation experience
1.4.1. <Projected post-authorisation usage data>

N/A
1.4.2. <Actual post-authorisation usage data>

N/A
1.4.3. <Regulatory action taken>
N/A
1.5 Adverse events/Adverse reactions

1.5.1. Newly identified safety concerns (since EU-RMP last submitted)
N/A
1.5.2. Details of important identified and potential risks (including newly identified) – atypical femoral fracture
	Potential Risk 
	Atypical femoral fracture

	Seriousness/outcomes 
	Atypical subtrochanteric and diaphyseal femoral fractures have been reported with bisphosphonate therapy, primarily in patients receiving long-term treatment for osteoporosis. These fractures occur after minimal or no trauma.

	Severity and nature of risk 
	The task force of the American Society for Bone and Mineral Research on atypical subtrochanteric and diaphyseal femoral fractures have defined major and minor features of atypical femoral fracture (Shane et al, J Bone Miner Res 2010; 25: 2267-2294) and recommend that for a case to be considered an atypical femoral fracture all major features need to be present, whereas the minor features have commonly been described in cases of atypical femoral fractures, but are not present in all patients. The CHMP have agreed on a modified case definition that lists ‘noncomminuted’ as a minor feature rather than a major feature of atypical femur femoral fracture.

	Frequency with 95 % CI 
	N/A

	Background incidence/prevalence 
	While some epidemiology studies suggest that subtrochanteric and femoral shaft fractures may be

normal osteoporotic fractures other studies suggest that long-term bisphosphonate use may increase the risk of

subtrochanteric and femoral shaft fractures.

	Risk groups or risk factors 
	The long-term use of bisphosphonates is thought to be the main risk factor for atypical femoral fractures. 

	Potential mechanisms 
	The mechanism(s) for the development of atypical fractures in patients taking bisphosphonates is not known. The main postulated mechanism is the suppression of bone turnover leading indirectly to ageing bone and the delay or prevention of repair of naturally occurring stress fractures although the evidence is not conclusive.

	Preventability 
	Some patients experience thigh or groin pain, often associated with imaging features of stress fractures, weeks to months before presenting with a completed femoral fracture. Fractures are often bilateral; therefore the contralateral femur should be examined in bisphosphonate-treated patients who have sustained a femoral shaft fracture. Discontinuation of bisphosphonate therapy in patients suspected to have an atypical femur fracture should be considered pending evaluation of the patient, based on an individual benefit risk assessment. During bisphosphonate treatment patients should be advised to report any thigh, hip or groin pain and any patient presenting with such symptoms should be evaluated for an incomplete femur fracture. The optimal duration of bisphosphonate treatment for osteoporosis has not been established. The need for continued treatment in osteoporosis should be re-evaluated periodically based on the benefits and potential risks of the bisphosphonate on an individual patient basis, particularly after 5 or more years of use.

	Potential public health impact of safety concern 
	The absolute number of atypical femoral fractures reported with bisphosphonates is far lower than the number of osteoporotic fractures prevented.

	Evidence source 
	CHMP scientific conclusion regarding the Article 20 and Article 31 Referrals on bisphosphonates and atypical femoral fractures which considered pre-clinical, clinical, epidemiological studies, post-marketing reports and published literature.

	Regulatory action taken 
	The CHMP concluded that the Product Information of all bisphosphonates should include a warning in section 4.4 on the risk of atypical fractures of the femur and this adverse reaction should also be listed in section 4.8 of the SPCs. The CHMP also concluded that information should be added to section 4.2 of the product information for bisphosphonates authorised for osteoporosis, about the need to periodically evaluate the need for continuing bisphosphonate treatment, particularly after 5 years of treatment, on an individual patient basis. 


1.6 Identified and potential interactions with other medicinal

products, food and other substances
N/A
1.7 Epidemiology of the indication(s) and important adverse

events
1.7.1. For each indication, discuss the incidence, prevalence, mortality and demographic

profile of the target population
N/A
1.7.2. For each indication, discuss the important co-morbidity in the target population
N/A

1.7.3. For each identified or potential risk e.g. hepatic failure, provide the epidemiology of the condition in the target population when unexposed to the product
N/A

1.8 Pharmacological class effects
N/A

1.9 Additional EU Requirements

1.9.1. Potential for overdose

N/A

1.9.2. Potential for transmission of infectious agents
N/A

1.9.3. Potential for misuse for illegal purposes

N/A

1.9.4. Potential for off-label use

N/A

1.9.5. Potential for off-label-paediatric use
N/A
1.10 Summary – Ongoing safety concerns – atypical femoral fracture
	Important potential risk
	Atypical femoral fracture


2. PHARMACOVIGILANCE PLAN

2.1 Routine pharmacovigilance practices

N/A

2.2 Summary of safety concern and planned pharmacovigilance actions – atypical femoral fracture
	Safety Concern
	 Planned action(s)

	Important potential risk:

Atypical femoral fracture
	1) Close monitoring through routine pharmacovigilance

2) Follow up of reports

3) Review in PSURs


2.3 Detailed action plan for specific safety concerns– atypical femoral fracture
	Safety Concern
	 Planned action(s)

	Important potential risk:
	Atypical femoral fracture

	Action(s) proposed
	1) Close monitoring through routine pharmacovigilance

2) Reports of atypical femoral fractures received will be followed up to attempt to obtain complete information including the following:

Patient age, sex, weight and ethnicity

Bisphosphonate dose, duration and indication

Fracture site and radiographic features

Concomitant medications and medical history

Bone mineral density and other relevant test results

3) Cumulative reviews of post-marketing reports of atypical femoral fractures, and also atypical fractures at sites other than the femur, will be provided in PSURs

	Objective of proposed actions
	To monitor, identify and evaluate reports of atypical femoral fracture and atypical fractures at sites other than the femur.

	Rationale for proposed action(s)
	To continuously closely monitor atypical femoral fracture.

	Detail further measures which may be adopted on the basis of the results of this action and the decision criteria for initiating such measures
	The need to consider further action will be considered as part of routine pharmacovigilance.


	Milestones for evaluation and reporting including justification for choice of milestones
	As per routine pharmacovigilance activities.

	Titles of protocols (Annex full study protocols and provide cross reference to position in annex 5)
	N/A




2.4 Overview of study protocols for the pharmacovigilance plan
N/A

2.5 For updates to the EU-RMP
N/A

2.6 Summary of outstanding actions, including milestones
N/A

PART II

3. EVALUATION OF THE NEED FOR RISK MINIMISATION ACTIVITIES
3.1 For each safety concern from section 1.10, provide a summary table

of planned actions – atypical femoral fracture
	Safety concern
	Routine risk minimisation activities sufficient?
	If yes, provide description of routine activity and justification 

	Important potential risks 

Atypical femoral fracture
	Yes
	Warning in section 4.4 on the risk of atypical fractures of the femur and listed as a class adverse reaction in 4.8.

For bisphosphonates indicated for osteoporosis: section 4.2 includes information about the need to periodically evaluate the need for continuing bisphosphonate treatment, particularly after 5 years of treatment, on an individual patient basis.


3.2 Potential for medication errors
N/A

4. RISK MINIMISATION PLAN

For each important identified or potential risk for which additional risk minimisation measures are planned, provide the following:

N/A

5. SUMMARY OF THE EU RISK MANAGEMENT PLAN – atypical femoral fracture
	Safety concern
	Proposed pharmacovigilance activities

(routine and additional)
	Proposed risk minimisation measures

(routine and additional)

	Important potential risks 

Atypical femoral fracture
	1) Close monitoring through routine pharmacovigilance

2) Follow up of reports

3) Review in PSURs
	Warning in section 4.4 on the risk of atypical fractures of the femur and listed as a class adverse reaction in 4.8.

For bisphosphonates indicated for osteoporosis: section 4.2 includes information about the need to periodically evaluate the need for continuing bisphosphonate treatment, particularly after 5 years of treatment, on an individual patient basis.


6. CONTACT PERSON FOR THIS EU-RMP 
	Names 
	< > 

	Position
	 < > 

	Qualifications
	 < > 

	Signature 
	< > 


ANNEXES

N/A

