
SUMMARY OF RISK MANAGEMENT PLAN FOR EVKEEZA 

(EVINACUMAB) 

This is a summary of the risk management plan (RMP) for EVKEEZA. The RMP details 

important risks of EVKEEZA, how these risks can be minimised, and how more information 

will be obtained about EVKEEZA’s risks and uncertainties (missing information). 

EVKEEZA’s SmPC and its PL give essential information to healthcare professionals and 

patients on how EVKEEZA should be used.  

This summary of the RMP for EVKEEZA 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 

EVKEEZA’s RMP. 

I THE MEDICINE AND WHAT IT IS USED FOR 

EVKEEZA is authorised for treatment of adult and adolescent patients aged 12 years and 

older with homozygous familial hypercholesterolemia (see SmPC for the full indication). It 

contains evinacumab as the active substance and it is given by IV route. 

Further information about the evaluation of EVKEEZA’s benefits can be found in 

EVKEEZA’s EPAR, including in its plain-language summary, available on the EMA 

website, under the medicine’s webpage. 

II RISKS ASSOCIATED WITH THE MEDICINE AND 

ACTIVITIES TO MINIMISE OR FURTHER CHARACTERISE 

THE RISKS 

Important risks of EVKEEZA, together with measures to minimise such risks and the 

proposed studies for learning more about EVKEEZA’s risks, are outlined below. 

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

• Specific information, such as warnings, precautions, and advice on correct use, in 

the PL and SmPC addressed to patients and healthcare professionals; 

• Important advice on the medicine’s packaging; 

• The authorised 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 patient 

(eg, with or without prescription) can help to minimise its risks. 

Together, these measures constitute routine risk minimisation measures. 

In addition to these measures, information about adverse reactions is collected continuously 

and regularly analysed, including PSUR assessment, so that immediate action can be taken as 

necessary. These measures constitute routine pharmacovigilance activities.  

https://www.ema.europa.eu/en/medicines/human/EPAR/evkeeza


If important information that may affect the safe use of EVKEEZA is not yet available, it is 

listed under ‘missing information’ below. 

II.A List of Important Risks and Missing Information 

Important risks of EVKEEZA are risks that need special risk management activities to further 

investigate or minimise the risk, so that the medicinal product can be safely administered. 

Important risks can be regarded as identified or potential. Identified risks are concerns for 

which there is sufficient proof of a link with the use of EVKEEZA. Potential risks are 

concerns for 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 (eg, on the long-term use of the medicine). 

List of Important Risks and Missing Information  

Important identified risks None 

Important potential risks Embryofoetal toxicity 

Missing information Safety of long-term use (eg, 2 years) 

Use in pregnant or breast-feeding women 

II.B Summary of Important Risks 

Important Potential Risk: Embryofoetal Toxicity 

Evidence for linking the risk to 

the medicine 

The nonclinical development programme showed reproductive toxicity 

associated with evinacumab in rabbits, but not in rats.  

In rabbits, the embryofoetal toxicity was observed at doses that induced 

maternal toxicity. Maternal toxicity (premature neonatal death, foetal 

loss and/or premature delivery) was observed at all doses and foetal 

findings (soft tissues and skeletal malformations) were observed at all 

but the lowest dose (1 mg/kg). Mean systemic exposure measured 

during the gestation period in rabbits was below that measured at 

maximum recommended human dose of 15 mg/kg Q4W.  

The clinical relevance of these findings from reproduction studies is 

unclear, as rabbits have significantly lower lipid levels than do humans 

at baseline (Yin, 2012), and therefore, may be uniquely sensitive to the 

lipid lowering effects of evinacumab during pregnancy.  

There is a limited amount of data from the use of evinacumab in 

pregnant women. A single case of evinacumab-exposed pregnancy 

occurred within the evinacumab clinical development programme, 

which resulted in a healthy newborn. 

Risk factors and risk groups Any woman of childbearing potential who receives evinacumab has a 

potential risk of embryofoetal toxicity. 



Important Potential Risk: Embryofoetal Toxicity 

Risk minimisation measures Routine risk minimisation measures: 

SmPC Sections 4.6 and 5.3 

PL Section 2 

Recommendation for women treated with evinacumab should use 

effective contraception during treatment with evinacumab and for at 

least 5 months after the last dose is included in the SmPC Section 4.6 

and PL Section 2. 

 

SmPC Section 4.2 

Evinacumab is subject to restricted medical prescription. SmPC Section 

4.2 includes treatment with Evinacumab should be initiated and 

monitored by a physician experienced in the treatment of lipid 

disorders. 

Additional risk minimisation measures: 

None 

Additional pharmacovigilance 

activities 

Additional pharmacovigilance activity: 

Long-term safety study 

See Section II.C of this summary for an overview of the post-

authorisation development plan. 

Yin W, Carballo-Jane E, McLaren DG, Mendoza VH, Gagen K, Geoghagen NS, et al. Plasma lipid profiling across species 

for the identification of optimal animal models of human dyslipidemia. J Lipid Res 2012, 53(1): 51-65. 

 

Missing Information: Safety of Long-Term Use (eg, 2 Years) 

Risk minimisation measures Routine risk minimisation measures: 

Prescription medicine 

Additional risk minimisation measures: 

None 

Additional pharmacovigilance 

activities 

Additional pharmacovigilance activity: 

Long-term safety study 

See Section II.C of this summary for an overview of the post-

authorisation development plan. 

 

Missing Information: Use in Pregnant or Breast-Feeding Women 

Risk minimisation measures Routine risk minimisation measures: 

SmPC Sections 4.6 and 5.3 

PL Section 2 

Recommendation that women of childbearing potential should use 

effective contraception during treatment with evinacumab and for at 

least 5 months after the last dose is included in the SmPC Section 4.6 

and PL Section 2. 

 



Missing Information: Use in Pregnant or Breast-Feeding Women 

It is unknown whether evinacumab is excreted in human milk. Human 

IgGs are known to be excreted in breast milk during the first few days 

after birth, which decrease to low concentrations soon afterwards; 

consequently, a risk to the breast-fed infant cannot be excluded during 

this short period. Afterwards, evinacumab could be used during breast-

feeding if clinically needed is included in SmPC Section 4.6 and PL 

Section 2 as recommendation on use of evinacumab for breast-feeding 

women 

SmPC Section 4.2 

Evinacumab is subject to restricted medical prescription. SmPC Section 

4.2 includes treatment with Evinacumab should be initiated and 

monitored by a physician experienced in the treatment of lipid 

disorders. 

Additional risk minimisation measures: 

None 

Additional pharmacovigilance 

activities 

Additional pharmacovigilance activity: 

None  

(note that pregnancy information will be evaluated in the proposed 

long-term safety study to address the potential risk of embryofoetal 

toxicity) 

II.C Post-Authorisation Development Plan 

II.C.1 Studies Which Are Conditions of the Marketing Authorisation 

Long-term safety study 

Purpose of the study:  

The proposed study would include the following objectives: to evaluate the long-term safety 

outcomes in patients with HoFH who are ≥12 years old and treated with evinacumab, 

evaluate the frequency and outcomes of pregnancy in female patients with HoFH who are 

treated with evinacumab, as data allow to evaluate the antherosclerosis process over time in 

patients with HoFH who are treated with evinacumab and undergo cardiac imaging, and the 

frequency of cardiac imaging of patients with HoFH. 

II.C.2 Other Studies in Post-Authorisation Development Plan 

There are no studies required for EVKEEZA. 
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