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Summary of the risk management plan  

A separate RMP Part VI is provided for the IV Akynzeo formulations and the oral Akynzeo in the RMP.  

The first summary refers to both, the IV pharmaceutical forms of Akynzeo (powder for concentrate for 
solution for infusion and liquid concentrate for solution for infusion), which are identical for qualitative 
composition and the second summary for the oral Akynzeo (hard capsules).  

Summary of risk management plan for IV Akynzeo 
This is a summary of the risk management plan (RMP) for IV Akynzeo (powder for concentrate for 
solution for infusion and concentrate for solution for infusion). 

The RMP details important risks of IV Akynzeo, how these risks can be minimised, and how more 
information will be obtained about IV Akynzeo's risks and uncertainties (missing information). 
IV Akynzeo's summary of product characteristics (SmPC) and its package leaflet give essential 
information to healthcare professionals and patients on how IV Akynzeo should be used.  

This summary of the RMP for IV Akynzeo 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 IV Akynzeo's RMP. 

I. The medicine and what it is used for
IV Akynzeo is indicated in adults for the: 

- Prevention of acute and delayed nausea and vomiting associated with highly emetogenic
cisplatin-based cancer chemotherapy.

- Prevention of acute and delayed nausea and vomiting associated with moderately emetogenic
cancer chemotherapy.

IV Akynzeo contains fosnetupitant and palonosetron as active substances and it is given by intravenous 
route. 

Further information about the evaluation of IV Akynzeo’s benefits can be found in IV Akynzeo’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 IV Akynzeo, together with measures to minimise such risks are outlined below. 

Measures to minimise the risks identified for medicinal products are the following: 

• 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 authorised pack size — the amount of medicine in a pack is chosen so to ensure that
the medicine is used correctly;

https://www.ema.europa.eu/en/medicines/human/EPAR/akynzeo
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• The medicine’s legal status — the way a medicine is supplied to the public (e.g. with or 
without prescription) can help to minimises 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/PBRER 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 IV Akynzeo is not yet available, it is listed under 
‘missing information’ below. 

II.A List of important risks and missing information 

Important risks of Akynzeo IV are risks that need special risk management activities to further 
investigate or minimize the risk, so that the medicinal product can be safely administered. Important 
risks of IV Akynzeo can be regarded as identified or potential. Identified risks are concerns for which 
there is sufficient proof of a link with the use of IV Akynzeo. Potential risks are concerns for which an 
association with the use of this medicine is possible based on some preliminary data, but this association 
has not been fully proven 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. 

List of important risks and missing information  

Important potential risks Torsade de pointes due to QT/QTc prolongation  

Serotonin syndrome (due to palonosetron) 

Teratogenic effects 

Missing information Effects in children 

 

II.B Summary of important risks 

 Important potential risk: Torsade de pointes due to QT/QTC prolongation 

Evidence for linking the risk 
to the medicine 

Studies in healthy volunteers showed no relevant effects on the QT 
parameters and no clinically important QT prolongations were observed 
in the safety study in both treatment group. Nevertheless, since cancer 
patients are a vulnerable population receiving potentially cardiotoxic 
antineoplastic agents, or with medical history remarkable for cardiac 
disease on treatment with antiarrhythmics, or may carry electrolytes 
imbalance, it is prudent to consider Torsade de pointes due to QT/QTc 
prolongation an important potential risk. The risk in this particular case 
is the clinical outcome of the adverse reaction.  Prolonged QT interval 
can predispose a patient to develop Torsade de Pointes which is a life-
threatening arrhythmia that can degenerate to ventricular fibrillation 
and cause patient’s sudden cardiac death. 

Risk factors and risk 
groups 

Risk factors include drug interaction, pre-existing cardiac diseases, e.g. 
cardiac ischaemia, cardiomyopathies, congenital long QT syndrome, 
electrolytes abnormalities or treatment with drugs known to prolong QT 
interval, hypothyroidism and hypoglycaemia. Female sex and older age 
are also associated with longer QT intervals. Furthermore a wide range 
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of chemotherapy agents including histone deacetylase inhibitors, 
nilotinib, ponatinib, vandetanib, crizotinib, vemurafenib, taxanes has 
been associated with arrhythmic effects. 

Risk minimisation 
measures 

Routine risk minimisation measures 

SmPC Section 4.4 where advice is given for monitoring of patients with 
conditions leading to QT prolongation 

PL section 2  

Additional risk minimisation measures: 

No additional risk minimisation measures 

 

Important potential risk: Serotonin syndrome (due to palonosetron) 

Evidence for linking the 
risk to the medicine 

The occurrence of Serotonin Syndrome (SS) has been considered as a 
potential class effect of the anti-emetics belonging to the class of the 5-
HT3 RAs. Serotonin syndrome is a potentially life-threatening drug 
reaction that may occur following therapeutic drug use. The excess 
serotonin activity produces a spectrum of specific symptoms including 
cognitive, autonomic, and somatic effects, which can be of variable 
intensity. 

Risk factors and risk 
groups 

Patients on treatment with antidepressant, or with triptanes for migraine 
or cluster headaches. Patients on therapy with anti-parkinson agents, or 
antidepressants for fibromyalgia or chronic fatigue. Use of illicit drugs 
(ecstasy, LSD), or herbal and nutritional supplements (St. John’s wort, 
panag ginseng) may increase the risk. Susceptibility to serotonin 
syndrome may be also conferred by patient’s factors, such as the capacity 
to metabolize certain drugs. 

Risk minimisation 
measures 

Routine risk minimisation measures 

SmPC Section 4.5 

SmPC Section 4.4 where advice is given for monitoring of patients with 
serotonin-syndrome like symptoms. 

PL section 2 

Additional risk minimisation measures: 

No additional risk minimisation measures 

 
Important potential risk: Teratogenic effects 

Evidence for linking the 
risk to the medicine 

The occurrence of teratogenic effects has been considered in view of the 
recent published data of the anti-emetic ondansetron belonging to the 
class of the 5-HT3 RAs that have suggested an increased risk in specific 
major birth defects with first-trimester ondansetron use. This increase 
was entirely accounted for by a dramatic rise in oral ondansetron use 
beginning in 2006.  
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Risk factors and risk 
groups 

Women suffering from nausea and vomiting in the first trimester of 
pregnancy.  
Risk factor is represented by the off-label use of antiemetics in morning 
sickness affecting pregnant women or in the most severe form of 
hyperemesis gravidarum. 

Risk minimisation 
measures 

Routine risk minimisation measures 

SmPC Section 4.3 (contraindication in pregnancy), 4.6 and 5.3 

PL section 2 

Additional risk minimisation measures: 

No additional risk minimisation measures 

 

Missing information: Effects in children  

Risk minimisation 
measures 

Routine risk minimisation measures 

SmPC Section 4.2 

PL section 2 

Additional risk minimisation measures: 

No additional risk minimisation measures 
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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 for IV 
Akynzeo. 

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

There are no studies required for IV Akynzeo. 

Summary of risk management plan for oral Akynzeo 
This is a summary of the risk management plan (RMP) for oral Akynzeo. The RMP details important risks 
of oral Akynzeo, how these risks can be minimised, and how more information will be obtained about 
oral Akynzeo's risks and uncertainties (missing information). 
Oral Akynzeo's summary of product characteristics (SmPC) and its package leaflet give essential 
information to healthcare professionals and patients on how oral Akynzeo should be used.  

This summary of the RMP for oral Akynzeo 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 oral Akynzeo's 
RMP. 

I. The medicine and what it is used for 
Oral Akynzeo is indicated in adults for the: 

- Prevention of acute and delayed nausea and vomiting associated with highly emetogenic 
cisplatin-based cancer chemotherapy. 

- Prevention of acute and delayed nausea and vomiting associated with moderately emetogenic 
cancer chemotherapy. 

Oral Akynzeo contains netupitant and palonosetron as active substances and it is given by mouth. 

Further information about the evaluation of oral Akynzeo’s benefits can be found in oral Akynzeo’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 oral Akynzeo together with measures to minimise such risks are outlined below. 

Measures to minimise the risks identified for medicinal products are the following: 

• 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 authorised pack size — the amount of medicine in a pack is chosen so to ensure that the 
medicine is used correctly; 

https://www.ema.europa.eu/en/medicines/human/EPAR/akynzeo
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• The medicine’s legal status — the way a medicine is supplied to the public (e.g. with or without 
prescription) can help to minimises 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/PBRER 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 oral Akynzeo is not yet available, it is listed 
under ‘missing information’ below. 

II.A List of important risks and missing information 

Important risks of oral Akynzeo are risks that need special risk management activities to further 
investigate or minimize the risk, so that the medicinal product can be safely administered. Important 
risks of oral Akynzeo can be regarded as identified or potential. Identified risks are concerns for which 
there is sufficient proof of a link with the use of oral Akynzeo. Potential risks are concerns for which an 
association with the use of this medicine is possible based on some preliminary data, but this association 
has not been fully proven 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. 

List of important risks and missing information  

Important potential risks Torsade de pointes due to QT/QTC prolongation 

Serotonin syndrome (due to palonosetron) 

Teratogenic effects 

Missing information Effects in children  

II.B Summary of important risks 

Important potential risk: Torsade de pointes due to QT/QTC prolongation 

Evidence for linking the 
risk to the medicine 

Studies in healthy volunteers showed no relevant effects on the QT 
parameters and no clinically important QT prolongations were observed 
in the safety study in both treatment group. Nevertheless, since cancer 
patients are a vulnerable population receiving potentially cardiotoxic 
antineoplastic agents, or with medical history remarkable for cardiac 
disease on treatment with antiarrhythmics, or may carry electrolytes 
imbalance, it is prudent to consider Torsade de pointes due to QT/QTc 
prolongation an important potential risk. The risk in this particular case is 
the clinical outcome of the adverse reaction.  

Prolonged QT interval can predispose a patient to develop Torsade de 
Pointes which is a life-threatening arrhythmia that can degenerate to 
ventricular fibrillation and cause patient’s sudden cardiac death. 

Risk factors and risk 
groups 

Risk factors include drug interaction, pre-existing cardiac diseases, e.g. 
cardiac ischaemia, cardiomyopathies, congenital long QT syndrome, or 
electrolytes abnormalities or treatment with drugs known to prolong QT 
interval, hypothyroidism and hypoglycaemia. Female sex and older age 
are also associated with longer QT intervals. Furthermore a wide range of 
chemotherapy agents including histone deacetylase inhibitors, nilotinib, 
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ponatinib, vandetanib, crizotinib, vemurafenib, taxanes has been 
associated with arrhythmia effects. 

Risk minimisation 
measures 

Routine risk minimisation measures 

SmPC Section 4.4 where advice is given for monitoring of patients with 
conditions leading to QT prolongation 

PL section 2  

Additional risk minimisation measures: 

No additional risk minimisation measures 
 

Important potential risk: Serotonin syndrome (due to palonosetron) 

Evidence for linking the 
risk to the medicine 

The occurrence of Serotonin Syndrome (SS) has been considered as a 
potential class effect of the anti-emetics belonging to the class of the 5-
HT3 RAs. Serotonin syndrome is a potentially life-threatening drug 
reaction that may occur following therapeutic drug use. The excess 
serotonin activity produces a spectrum of specific symptoms including 
cognitive, autonomic, and somatic effects, which can be of variable 
intensity.  

Risk factors and risk 
groups 

Patients on treatment with antidepressant, or with triptanes for migraine 
or cluster headaches. Patients on therapy with anti-parkinson agents, or 
antidepressants for fibromyalgia or chronic fatigue. Use of illicit drugs 
(ecstasy, LSD), or herbal and nutritional supplements (St. John’s wort, 
panag ginseng) may increase the risk. Susceptibility to serotonin 
syndrome may be also conferred by patient’s factors, such as the capacity 
to metabolize certain drugs. 

Risk minimisation 
measures 

Routine risk minimisation measures 
SmPC Section 4.5 
SmPC Section 4.4 where advice is given for monitoring of patients with 
serotonin-syndrome like symptoms. 
PL section 2 

Additional risk minimisation measures: 

No additional risk minimisation measures 
 
Important potential risk: Teratogenic effects 

 
Evidence for linking the 
risk to the medicine 

The occurrence of teratogenic effects has been considered in view of the 
recent published data of the anti-emetic ondansetron belonging to the 
class of the 5-HT3 RAs that have suggested an increased risk in specific 
major birth defects with first-trimester ondansetron use. This increase 
was entirely accounted for by a dramatic rise in oral ondansetron use 
beginning in 2006. 

Risk factors and risk 
groups 

Women suffering from nausea and vomiting in the first trimester of 
pregnancy.  
Risk factor is represented by the off-label use of antiemetics in morning 
sickness affecting pregnant women or in the most severe form of 
hyperemesis gravidarum. 
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Risk factors and risk 
groups 

Routine risk minimisation measures 

SmPC Section 4.3, 4.6 and 5.3 

PL section 2 

Additional risk minimisation measures: 

No additional risk minimisation measures 

 
Missing information: Effects in children 

Risk minimisation 
measures 

Routine risk minimisation measures 

SmPC Section 4.2 

PL section 2 

Additional risk minimisation measures 

No additional risk minimisation measures 
 

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 oral 
Akynzeo. 

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

There are no studies required for oral Akynzeo. 
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Part VII: Annexes 

Table of contents 

Annex 1 – EudraVigilance Interface  

Not required to be submitted in e-CTD 

Annex 2 – Tabulated summary of planned, ongoing and completed 
pharmacovigilance study programme 

Not applicable 

Annex 3 - Protocols for proposed, on-going and completed studies in the 
pharmacovigilance plan 

Not applicable 

Annex 4 - Specific adverse drug reaction follow-up forms 

4a) Follow-up form for QT/QTc prolongation 

4b) Follow-up form for Serotonin Syndrome 

4c) Follow-up form for Teratogenic effects 

Annex 5 - Protocols for proposed and ongoing studies in RMP part IV 

Not applicable 

Annex 6 - Details of proposed additional risk minimisation activities 

Not applicable 

4c) Follow-up form for Teratogenic effects 

 

 

 

 

Drug:                    
 
 

NETUPITANT/PALONOSETRON FDC 

 
Exposure during Pregnancy and Pregnancy Outcome 

 
 
Have you attempted to obtain the following information in the initial/follow-up report? 
 

□ Date of Akynzeo (OS or IV) administration prior to the start date of last menses 
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□ In case of repeated administrations, please retrieve the total number of Akynzeo capsules or 

injections administered prior to the start date of last menses 

□ Gestational age at the time of first drug exposure  

□ Estimated date of delivery 

□ Specific tests, e.g. amniocentesis, foetal ultrasound, cardiotocography, chorionic villi biopsy 

performed or planned during the pregnancy and provide results  

□ Concomitant medications administered during pregnancy. Please collect dosage, frequency, start 

and stop date, reason for administration 

□ Pregnancy outcome date and type (e.g. uneventful, induced termination, spontaneous abortion, 

stillbirth, miscarriage, neonatal birth, birth defects). In case of abortion, neonatal death, birth 

defects, please retrieve information on reason(s) for abortion, causes of neonatal death, details 

of birth defects (e.g. cleft lip/palate, congenital heart defects, esophageal atresia, hypospadias) 

□ Presence of parents or maternal risk factors that may increase the likelihood of a baby developing 

birth defects, e.g. family history, diabetes, obesity during pregnancy, smoking, alcohol use, other 

substances consumption 

□ N. of previous pregnancies and foetal abnormalities (if any).  
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Annex 7- Other supporting data (including referenced material) 
List of references 

Annex 8 – Summary of changes to the risk management plan over time 

List of all significant changes to the Risk Management Plan over time 
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Annex 4 - Specific adverse drug reaction follow-up forms 
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4a) Follow-up form for QT/QTc prolongation 

 

 

 
Drug:   

 
NETUPITANT / PALONOSETRON FDC 

 
Target AEs: 
 
Other pertinent AEs: 

 
QT/QTc interval prolongation, Torsade de Pointes (TdP). 
 
Ventricular tachycardia, ventricular fibrillation, cardiac arrest, syncope, sudden 
death / sudden cardiac death 

Verify the presence, or attempt to obtain, the following information for any initial and/or follow-up ICSR of the Target 
Adverse Events and other pertinent AEs mentioned above. 

 
(A) FOR  CONFIRMATION  OF  DIAGNOSIS 

 Was the reported event/diagnosis confirmed by a cardiologist or other specialist (e.g. an oncologist)? 

If QT/QTc interval prolongation or TdP are reported verbatim and ECG information is missing, obtain ECG 
report to confirm diagnosis (being QT/QTc interval prolongation and TdP electrocardiographic diagnoses). 

 
 
 

(B) FOR  COMPLETION  OF  CASE  INFORMATION 

Check whether any of the following risk factors are mentioned, or obtain information, if missing: 

• congenital long QT syndrome mentioned in personal or family medical history 
• electrolyte disorders (e.g. hypokalemia, hypomagnesemia, hypocalcemia) 
• congestive heart failure 
• cardiac hypertrophy 
• bradycardia 
• diuretic use 
• digitalis therapy 
• rapid rate of intravenous infusion with a QT-prolonging drug 

Check availability of chest radiography, echocardiogram, and/or cardiac enzymes to rule out structural heart 
disorders (cardiac hypertrophy, CHF) or myocardial ischemia as potential contributor/confounder to the 
reported dysrhythmia / sudden death. 

 Obtain as much as possible information on concomitant medications.  

 Obtain as much as possible information on pre-existing clinical conditions, diseases or intercurrent 
conditions.  
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4b) Follow-up form for Serotonin Syndrome 

 

 

 
Drug:   

 
NETUPITANT/PALONOSETRON FDC 

 
Target AEs: 
 
Other pertinent AEs: 

 
Serotonin syndrome 
 
Patient should have been treated with netupitant/palonosetron alone or 
concomitantly with a serotonergic agent and have ONE of the following 
features or group of symptoms: 

● Spontaneous clonus; 
● Inducible clonus with agitation or diaphoresis; 
● Ocular clonus with agitation or diaphoresis; 
● Tremor and hyperreflexia; or 
● Hypertonia, temperature above 100.4°F (38° C), and ocular or 

inducible clonus. 
 

 
Have you attempted to obtain the following information in the initial and/or follow-up report or narrative? 
 

□ Was the patient administered netupitant/palonosetron concomitantly with any of the following 

medications?  
Antimigraine agents; triptans; antidepressants (e.g., selective serotonin reuptake inhibitors [SSRIs], serotonin 

norepinephrine reuptake inhibitors [SNRIs], buspirone, tricyclic antidepressants, monoamine oxidase inhibitors 

[MAOIs]); antipsychotics; anticonvulsants; antiparkinsonian agents; analgesics (e.g., meperidine, tramadol); OTC 

products (e.g., cough and cold medication containing dextromethorphan); herbal products, dietary supplements, 

illicit substances  or the antibiotic linezolid. 

□ Was a detailed description of drugs, including dosing, the formulation (e.g. sustained release), 

any change in dosing and schedule collected? 

□ Was the time of onset of the symptoms reported?  
The majority of cases present symptoms within 24 hours and most within 6 hours of a change in dose or initiation 

of a drug. Very few patients experience symptoms after 24 hours and within 72 hours. 

□ Was a neurological evaluation performed? 
Serotonin syndrome is essentially a clinical diagnosis; neurologic manifestations represent the most important 

clinical features. 

  
Patient's medication history/concomitant conditions are fundamental for an accurate case assessment: 
 

□ What medication has the patient taken previously?  

□ What adverse drug reactions have been previously experienced? 
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4c) Follow-up form for Teratogenic effects 
 
 
 
 

Drug:                    
 
 

NETUPITANT/PALONOSETRON FDC 
 
Exposure during Pregnancy and Pregnancy Outcome 

 
 
Have you attempted to obtain the following information in the initial/follow-up report? 
 

□ Date of Akynzeo (OS or IV) administration prior to the start date of last menses 

□ In case of repeated administrations, please retrieve the total number of Akynzeo capsules or 

injections administered prior to the start date of last menses 

□ Gestational age at the time of first drug exposure  

□ Estimated date of delivery 

□ Specific tests, e.g. amniocentesis, foetal ultrasound, cardiotocography, chorionic villi biopsy 

performed or planned during the pregnancy and provide results  

□ Concomitant medications administered during pregnancy. Please collect dosage, frequency, start 

and stop date, reason for administration 

□ Pregnancy outcome date and type (e.g. uneventful, induced termination, spontaneous abortion, 

stillbirth, miscarriage, neonatal birth, birth defects). In case of abortion, neonatal death, birth 

defects, please retrieve information on reason(s) for abortion, causes of neonatal death, details 

of birth defects (e.g. cleft lip/palate, congenital heart defects, esophageal atresia, hypospadias) 

□ Presence of parents or maternal risk factors that may increase the likelihood of a baby developing 

birth defects, e.g. family history, diabetes, obesity during pregnancy, smoking, alcohol use, other 

substances consumption 

□ N. of previous pregnancies and foetal abnormalities (if any).  
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Annex 7- Other supporting data (including referenced material) 
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Annex 8 – Summary of changes to the risk management plan over time 

List of all significant changes to the Risk Management Plan over time 

Version Approval date 
Procedure 

Change 

2.3 27 May 2015 

EMA/243243/2015 

Part II: Module SVIII - Summary of safety concerns has been 
reviewed to reflect requirements in current applicable EU guidelines 
as follows: 

• Severe hypersensitivity reactions, including anaphylaxis, 
anaphylactic/anaphylactoid reactions and shock: Important identified 
risk removed 

• Severe constipation: Important identified risk removed 

• Convulsive events: Important potential risk removed 

• Liver transaminases increase: Important potential risk removed 

• Effects of interaction with CYP3A4 substrates (e.g. corticosteroids 
and benzodiazepines): Important potential risk removed 

• Effects of interaction with CYP3A4 inhibitors and inducers: 
Important potential risk removed 

• Phospholipidosis: Important potential risk removed 

• Effects of interaction with BCRP substrates: Important potential risk 
removed 

• Effects of interaction with UGT-2B7 substrates: Important potential 
risk removed 

• Effects of interaction with P-gp substrates: Important potential risk 
removed 

• QT/QTC prolongation: Important potential risk reclassified as 
Torsade de pointes due to QT/QTC prolongation 

• Effects in patients with severe hepatic impairment: Missing 
information removed 

• Effects in patients with end-stage renal disease undergoing 
haemodialysis: Missing information removed 

• Effects in patients aged 75 years or more: Missing information 
removed 

• Effects on fertility: Missing information removed 

• Effects on pregnancy and lactation: Missing information removed 

Content in tables of part V has been updated in line with current 
Guidance on the format of the RMP in the EU in integrated format (31 
October 2018)  

Follow-up questionnaire for exposure in pregnancy and pregnancy 
outcome added 
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Version Approval date 
Procedure 

Change 

2.7 16 March 2020 Addition of a new pharmaceutical form for the intravenous 
formulation. There were no changes to the list of safety concernsin 
version 2.7. 

 

3.0 16 September 
2021 

Addition of references to SmPC/PL sections (contraindication during 
pregnancy - section 4.3 and animal findings - section 5.3 of the EU-
SmPC) to: 

• Part V, table V.1 Routine Risk Minimisation Measures and table V.3 
Summary of risk minimisation 

 

• Part VI, II.B Summary of important risks measures for Akynzeo oral 
and Akynzeo IV 

 

 
  


