
 

 

PART VI: SUMMARY OF THE RISK MANAGEMENT PLAN 

Summary of risk management plan for Xyrem (sodium oxybate) 

This is a summary of the Risk Management Plan (RMP) for Xyrem (sodium oxybate) The RMP 

details important risks of Xyrem, how these risks can be minimized, and how more information 

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

Xyrem’s SmPC and its package leaflet give essential information to healthcare professionals and 

patients on how Xyrem should be used. The educational material provides important information 

about the appropriate use and handling of Xyrem. The controlled distribution allows Xyrem to 

reach the intended population of narcolepsy patients while minimizing the risk of Xyrem being 

diverted by those seeking to misuse it. 

Important new concerns or changes to the current ones will be included in updates of Xyrem’s 

RMP. 

1 THE MEDICINE AND WHAT IT IS USED FOR 

Xyrem is authorized for treatment of narcolepsy with cataplexy in adult patients, adolescents and 

children from the age of 7 years. It contains sodium oxybate as the active substance and it is 

given by oral route of administration. 

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

public assessment reports, including in its plain-language summary, available on the European 

Medicines Agency (EMA) website, under the medicine’s webpage: 

http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000593/huma

n_med_001163.jsp&mid=WC0b01ac058001d124 

2 RISKS ASSOCIATED WITH THE MEDICINE AND 
ACTIVITIES TO MINIMIZE OR FURTHER CHARACTERIZE 
THE RISKS 

Important risks of Xyrem, together with measures to minimize such risks and the completed and 

ongoing studies for learning more about Xyrem’s risks, are outlined below (Sections 2.1, 2.2 and 

2.3). 

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; 

 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 patient (eg, with or 

without prescription) - can help to minimize its risks. 

Together, these measures constitute routine risk minimization measures. 



 

 

In the case of Xyrem, these measures are supplemented with additional risk minimization 

measures mentioned under relevant important risks, below. 

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

regularly analyzed, including aggregate reports - so that immediate action can be taken as 

necessary. These measures constitute routine pharmacovigilance activities.  

If important information that may affect the appropriate use of Xyrem is not yet available, it is 

listed under “missing information” below (see Section 2.2). 

2.1 List of important risks and missing information 

Important risks are risks that need special risk management activities to further investigate or 

minimize the risk, so that the medicinal product can be appropriately 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 medicinal product. 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 not available and still 

needs to be collected (eg, on the long-term use of the medicine). 

Table 2‒1: List of important risks and missing information 

List of important risks and missing information  

Important identified risks Alcohol interaction 

Respiratory depression 

Central nervous system depression 

Dependence/withdrawal 

Overdose 

Misuse/abuse 

Diversion/criminal use 

Depression/suicidality 

Convulsion 

Psychosis 

Important potential risks Aggravation of cardiac failure due to additional sodium load 

Fluid retention in patients with compromised renal function due to 

additional sodium load 

Missing information Long-term impact on children and adolescents, including growth 

and neurocognitive development 

Use in pregnancy  

Use in elderly patients 

Use in patients with body mass index of ≥40kg/m2 



 

 

2.2 Summary of important risks 

Table 2‒2: Summary of important identified risks - Alcohol interaction 

Important identified risks - Alcohol interaction 

Evidence for linking 

the risk to the 

medicine 

The combined use of alcohol, or any CNS depressant medicinal product, with 

Xyrem may result in potentiation of the CNS depressant effects of Xyrem as 

well as increased risk of respiratory depression (UCB SmPC, 2018). 

There are few surveillance studies of alcohol use and alcohol-related problems 

among children and pre-adolescents, a situation that makes estimation of 

alcohol burden in this population problematic. The available data indicate that 

whereas the rates of alcohol use are relatively low in this population, 

substantial numbers of children do in fact have experience with alcohol. With 

respect to wholly alcohol-attributable health conditions, the available data 

suggest very low levels of alcohol abuse and acute intoxication among 

children (NIH/NIAAA 2018). 

Risk factors and risk 

groups 

Patients at risk are those who are more prone to CNS and respiratory 

depression, including those who use other CNS depressant drugs or those 

suffering from concurrent illnesses predisposing them to CNS and respiratory 

depressant effects of Xyrem. 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

CNS=central nervous system; FAQ=frequently asked question; HCP=healthcare professional; NIAAA=National 

Institute on Alcohol Abuse and Alcoholism; NIH=National Institute of Health; PIL= patient information leaflet; 

SmPC=summary of product characteristics 

 

Table 2‒3: Summary of important identified risks - Respiratory depression 

Important identified risks - Respiratory depression 

Evidence for linking 

the risk to the 

medicine 

Xyrem has the potential to induce respiratory depression. Apnea and 

respiratory depression have been observed in a fasting healthy subject after a 

single intake of 4.5g (twice the recommended starting dose). Special caution 

should be observed in patients with an underlying respiratory disorder (UCB 

SmPC, 2018). 

Pediatric patients with an underlying respiratory disorder may be at more risk 

of presenting respiratory adverse effects with Xyrem. No data was found 



 

 

Table 2‒3: Summary of important identified risks - Respiratory depression 

Important identified risks - Respiratory depression 

which indicated that adolescents and children are more prone to respiratory 

depression than adults. 

Risk factors and risk 

groups 

Patients with an underlying respiratory disorder may be at more risk of 

presenting respiratory adverse effects with Xyrem. 

Given the possibility of increasing the risk of respiratory depression, the 

concomitant use of benzodiazepines and Xyrem should be avoided. 

The combined use of alcohol, or any CNS depressant medicinal product, with 

Xyrem may result in potentiation of the CNS-depressant effects of Xyrem as 

well as increased risk of respiratory depression. 

It has been shown that the use of a GHB dehydrogenase inhibitor, valproate, 

may also be a risk factor for respiratory depression. This is mainly due to an 

increase of Xyrem plasma concentration. 

There has been also a clinical observation of coma and increased plasma GHB 

concentration after co-administration of Xyrem with topiramate. Therefore, 

the co-administration of topiramate may also be a potential risk factor for 

respiratory depression (UCB SmPC, 2018). 

In a 2012 safety communication, the FDA reminded HCPs and patients that 

the combined use of Xyrem with alcohol or CNS depressant drugs can 

markedly impair consciousness and may lead to severe breathing problems 

(respiratory depression) (FDA Drug Safety Communication, Dec 2012). 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

 Update to Xyrem syringe to add new graduations of 0.5g and 1.0g 

below the current markings 

 Update to Xyrem syringe to add a second scale along one side of 

Xyrem syringe with graduations of 0.2g to ensure correct dosing when 

combined with valproate 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

CNS=central nervous system; FAQ=frequently asked question; FDA=Food and Drug Administration (US); 

GHB=gamma-hydroxybutyrate; HCP=health care professional; PIL=patient information leaflet; SmPC=summary 

of product characteristics 

 



 

 

Table 2‒4: Summary of important identified risks - CNS depression 

Important identified risks - CNS depression 

Evidence for linking 

the risk to the 

medicine 

Xyrem is the sodium salt of GHB. It has CNS depressant properties, but the 

exact physiological function and mode of action are not yet fully elucidated. 

No data retrieved regarding the epidemiology of CNS depression in a specific 

population. 

Risk factors and risk 

groups 

Patient at risk of overdose (refer to the identified risk of overdose). 

Patient concomitantly treated with CNS depressant drugs. 

The combined use of alcohol, or any CNS depressant medicinal product, with 

Xyrem may result in potentiation of the CNS-depressant effects of Xyrem as 

well as increased risk of respiratory depression. 

It has been shown that the use of a GHB dehydrogenase inhibitor, valproate, 

may also be a risk factor for CNS depression. This is mainly due to an 

increase of Xyrem plasma concentration. 

There have been also a clinical observation(s) of coma and increased plasma 

GHB concentration after co-administration of Xyrem with topiramate. 

Therefore, the co-administration of topiramate may also be a potential risk 

factor for CNS depression (UCB SmPC, 2018). 

In a 2012 safety communication, the FDA reminded HCPs and patients that 

the combined use of Xyrem with alcohol or CNS depressant drugs can 

markedly impair consciousness and may lead to severe breathing problems 

(respiratory depression) (FDA Drug Safety Communication, Dec 2012). 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

 Update to Xyrem syringe to add new graduations of 0.5g and 1.0g 

below the current markings 

 Update to Xyrem syringe to add a second scale along one side of 

Xyrem syringe with graduations of 0.2g to ensure correct dosing when 

combined with valproate 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

CNS=central nervous system; FAQ=frequently asked question; FDA=Food and Drug Administration (US); 

GHB=gamma-hydroxybutyrate; HCP=health care professional; PIL=patient information leaflet; SmPC=summary 

of product characteristics 

 



 

 

Table 2‒5: Summary of important identified risks - Dependence/withdrawal 

Important identified risks - Dependence/withdrawal 

Evidence for linking 

the risk to the 

medicine 

There have been case reports of dependence after illicit use of GHB at 

frequent repeated doses (18 to 250g/day) in excess of the therapeutic dose 

range. Whilst there is no clear evidence of emergence of dependence in 

patients taking Xyrem at therapeutic doses, this possibility cannot be 

excluded. 

The discontinuation effects of Xyrem have not been systematically evaluated 

in controlled clinical trials in patients with narcolepsy. In some patients, 

cataplexy may return at a higher frequency on cessation of Xyrem therapy, 

however, this may be due to the normal variability of the disease. Although 

the clinical trial experience with Xyrem in narcolepsy/cataplexy patients at 

therapeutic doses does not show clear evidence of a withdrawal syndrome, in 

rare cases, events such as insomnia, headache, anxiety, dizziness, sleep 

disorder, somnolence, hallucination, and psychotic disorders were observed 

after GHB discontinuation (UCB SmPC, 2018). 

Illicit use of GHB is often seen in teenagers and young adults (Oyemade, 

2012). Acute withdrawal of GHB with its cardiovascular and delirant 

symptoms is of particular importance for child and adolescent psychiatrists. 

Acute GHB-withdrawal syndrome can present with symptoms close to 

psychotic episodes or acute alcohol withdrawal (Zepf et al, 2009). 

Risk factors and risk 

groups 

McDonough and his colleagues found that frequent dosing was a key feature 

of dependent use. An 8-hourly dosing was found to be the minimum frequency 

associated with withdrawal delirium. The minimum daily GHB dose 

associated with withdrawal was 18g (about 9 teaspoons-full; McDonough et 

al, 2004). This is in accordance with the SmPC (UCB SmPC, 2018). 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

 Controlled distribution 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

FAQ=frequently asked question; GHB=gamma-hydroxybutyrate; HCP=healthcare professional; PIL=patient 

information leaflet; SmPC=summary of product characteristics 

 



 

 

Table 2‒6: Summary of important identified risks - Overdose 

Important identified risks – Overdose 

Evidence for linking 

the risk to the 

medicine 

Information about signs and symptoms associated with overdosage with 

Xyrem is limited. Most data derives from the illicit use of GHB. Xyrem is the 

sodium salt of GHB. Events associated with withdrawal syndrome have been 

observed outside the therapeutic range. 

Patients have exhibited varying degrees of depressed consciousness that may 

fluctuate rapidly between a confusional, agitated combative state with ataxia 

and coma. Emesis (even with impaired consciousness), diaphoresis, headache, 

and impaired psychomotor skills may be observed. Blurred vision has been 

reported. An increasing depth of coma has been observed at higher doses. 

Myoclonus and tonic-clonic seizures have been reported. There are reports of 

compromise in the rate and depth of respiration and of life-threatening 

respiratory depression, necessitating intubation and ventilation. Cheyne-

Stokes respiration and apnea have been observed. Bradycardia and 

hypothermia may accompany unconsciousness, as well as muscular hypotonia, 

but tendon reflexes remain intact. Bradycardia has been responsive to atropine 

intravenous administration. 

Risk factors and risk 

groups 

Dependence to Xyrem may be risk factors for the administration of an 

overdose of the product. 

Depressed patients with tendency for suicidal may be at more risk for 

administering an intentional overdose. 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

 Update to Xyrem syringe to add new graduations of 0.5g and 1.0g 

below the current markings 

 Update to Xyrem syringe to add a second scale along one side of 

Xyrem syringe with graduations of 0.2g to ensure correct dosing when 

combined with valproate 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

 Controlled distribution system 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

AE=adverse event; FAQ=frequently asked question; GHB=gamma-hydroxybutyrate; HCP=healthcare 

professional; PIL=patient information leaflet; SmPC=summary of product characteristics 

 



 

 

Table 2‒7: Summary of important identified risks - Misuse/abuse 

Important identified risks - Misuse/abuse 

Evidence for linking 

the risk to the 

medicine 

The active substance of Xyrem is sodium oxybate, which is as the sodium salt 

of GHB, a CNS depressant active substance with well-known abuse potential. 

A number of studies have looked at different associations between symptoms 

of narcolepsy and impulsiveness, which suggest an increased probability to 

engage in risk-taking behavior, such as substance abuse (AAC, 2018). 

According to the Substance Abuse and Mental Health Services 

Administration, the rate of persons aged 12 or older who had substance 

dependence or abuse in 2012 was 8.5% which was similar to the rate in each 

year from 2007 through 2010 (between 8.8 to 9.0%), but higher than 8.0% in 

2011 (Substance Abuse and Mental Health Services Administration, 2013). 

Risk factors and risk 

groups 

There are certain individuals who are believed to be at increased risk of 

abusing GHB. Athletes, body builders, gymnasium members, models, disk 

jockeys, ravers, frequent travelers across different time zones, and employees 

who are subject to regular drug testing, among others (Gonzalez et al, 2005). 

Other risk factors include those associated with drug abuse in general, eg, 

previous history of drug abuse, family history of drug addiction, male gender, 

psychiatric problems and socio-economic conditions. 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

 Controlled distribution system 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

AAC=American Addiction Centers; CNS=central nervous system; FAQ=frequently asked question; 

GHB=gamma-hydroxybutyrate; HCP=healthcare professional; PIL=patient information leaflet; SmPC=summary 

of product characteristics 

 

Table 2‒8: Summary of important identified risks - Diversion/criminal use 

Important identified risks - Diversion/criminal use 

Evidence for linking 

the risk to the 

medicine 

The potential for diversion and criminal use of Xyrem may have legal and 

social implications. Psychological traumatism and impact on body integrity 

for victims in case of sexual abuse. 



 

 

Table 2‒8: Summary of important identified risks - Diversion/criminal use 

Important identified risks - Diversion/criminal use 

Risk factors and risk 

groups 

Personal and familial history of drug abuse and a history of criminal behavior 

are known risk factors of drug diversion (Walker and Webster, 2012). 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

 Controlled distribution system 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

FAQ=frequently asked question; HCP=healthcare professional; PIL=patient information leaflet; SmPC=summary 

of product characteristics 

 

Table 2‒9: Summary of important identified risks - Depression/suicidality 

Important identified risks - Depression/suicidality 

Evidence for linking 

the risk to the 

medicine 

The emergence of depression when patients are treated with Xyrem requires 

careful and immediate evaluation. Patients with a previous history of a 

depressive illness and/or suicide attempt should be monitored especially 

carefully for the emergence of depressive symptoms while taking Xyrem. 

In the general population, the pediatric population is not more at risk than 

other subpopulations (WHO, 2018). However, in narcolepsy population, the 

risk could be higher (Drapeau, 2017; Ruoff, 2017). 

Risk factors and risk 

groups 

Risk factors for depression and suicidality include mental disorders substance 

abuse and life circumstances (WHO, 2016). 

Educational achievement was inversely associated with risk of suicide attempt 

(Petronis et al, 1990). 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 



 

 

Table 2‒9: Summary of important identified risks - Depression/suicidality 

Important identified risks - Depression/suicidality 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

FAQ=frequently asked question; HCP=healthcare professional; PIL=patient information leaflet; SmPC=summary 

of product characteristics 

 

Table 2‒10: Summary of important identified risks – Convulsion 

Important identified risks – Convulsion 

Evidence for linking 

the risk to the 

medicine 

Seizures have been observed in patients treated with Xyrem. In patients with 

epilepsy, the safety and efficacy of Xyrem has not been established, therefore 

use is not recommended (UCB SmPC, 2018). 

Risk factors and risk 

groups 

Acute symptomatic seizures predominate in men, in the youngest age class 

and in the elderly (Hauser and Beghi, 2008). 

In patients with epilepsy, the safety and efficacy of Xyrem has not been 

established, therefore use is not recommended (UCB SmPC, 2018). 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

 Update to Xyrem syringe to add new graduations of 0.5g and 1.0g 

below the current markings 

 Update to Xyrem syringe to add a second scale along one side of 

Xyrem syringe with graduations of 0.2g to ensure correct dosing when 

combined with valproate 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

FAQ=frequently asked question; HCP=healthcare professional; PIL=patient information leaflet; SmPC=summary 

of product characteristics 

 



 

 

Table 2‒11: Summary of important identified risks – Psychosis 

Important identified risks – Psychosis 

Evidence for linking 

the risk to the 

medicine 

Neuropsychiatric events include psychosis, paranoia, hallucinations, and 

agitation. The emergence of thought disorders including thoughts of 

committing violent acts (including harming others) and/or behavioral 

abnormalities when patients are treated with Xyrem requires careful and 

immediate evaluation (UCB SmPC, 2018). 

Risk factors and risk 

groups 

Risk factors for psychosis include concomitant psychiatric disorder(s), 

recreational drug use, and pregnancy. 

In one primary care population study, psychotic symptoms were most 

commonly associated with depressive, anxiety, and panic disorders (42.4%, 

38.6%, and 24.8%, respectively), followed by substance abuse (13.8%) 

(Olfson et al, 2002). 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities: 

 Educational materials (HCP Checklist, Frequently Asked Questions 

[FAQs] for patients, Patient instructions for Administration of sodium 

oxybate, Guide for Pediatric Patients and Caregivers, and Patient Alert 

Card) 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

FAQ=frequently asked question; HCP=healthcare professional; PIL=patient information leaflet; SAE=serious 

adverse event; SmPC=summary of product characteristics 

 

Table 2‒12: Summary of important potential risks - Aggravation of cardiac 
failure due to additional sodium load 

Important potential risks - Aggravation of cardiac failure due to additional sodium load (due to 

component of the drug) 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities:  

 None 

Additional 

pharmacovigilance 

activities 

 French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

 



 

 

Table 2‒13: Summary of important potential risks - Fluid retention in patients 
with compromised renal function due to additional sodium load 

Important potential risks - Fluid retention in patients with compromised renal function due to 

additional sodium load (due to the component of the drug) 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization activities: 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

 

Table 2‒14: Summary of missing information - Long-term impact on children 
and adolescents, including growth and neurocognitive 
development 

Missing information - Long-term impact on children and adolescents, including growth and 

neurocognitive development 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization measures:  

 Educational materials (healthcare provider checklist) 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

PIL=patient information leaflet; SmPC=summary of product characteristics  

 



 

 

Table 2‒15: Summary of missing information - Use in pregnancy 

Missing information - Use in pregnancy 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine  

Additional risk minimization measures:  

 None 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

 

Table 2‒16: Summary of missing information - Use in elderly patients 

Missing information - Use in elderly patients 

Risk minimization 

measures 

Routine risk minimization activities: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization measures:  

 None 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

 

Table 2‒17: Summary of missing information - Use in patients with BMI 
≥40kg/m2 

Missing information - Use in patients with BMI ≥40kg/m2 

Risk minimization 

measures 

Routine risk minimization measures: 

 Summary of Product Characteristics and Patient Information Leaflet 

and prescription-only medicine 

Additional risk minimization measures:  

 None 

Additional 

pharmacovigilance 

activities 

French monitoring program (postauthorization safety study C00304) 

See Section 2.3 of this summary for an overview of the postauthorization 

development plan. 

BMI=body mass index 

 



 

 

2.3 Postauthorization development plan 

2.3.1 Studies which are conditions of the marketing authorization  

There are no studies which are conditions of the marketing authorization or specific obligation of 

Xyrem. 

2.3.2 Other studies in post-authorization development plan 

2.3.2.1 French monitoring program (PASS C00304)  

Purpose of the study: To assure safe prescription and distribution of Xyrem; traceability of 

Xyrem and patients; and encourage spontaneous notification of supposed adverse effects and 

cases of abuse or misuse, dependence, and diversion of Xyrem. 

 


