
 

 
 
30 Churchill Place ● Canary Wharf ● London E14 5EU ● United Kingdom 

An agency of the European Union     
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 
Send a question via our website www.ema.europa.eu/contact 
 

 
© European Medicines Agency, 2017. Reproduction is authorised provided the source is acknowledged. 

 

9 October 2017 
EMA/CHMP/581993/2016  
Committee for Medicinal Products for Human Use (CHMP) 

Overview of comments received on the draft 'Information 
in the package leaflet for aspartame' 
(EMA/CHMP/134648/2015) 
 

Interested parties (organisations or individuals) that commented on the draft document as released for 
consultation. 

Stakeholder no. Name of organisation or individual 

1 Medicines Evaluation Board in The Netherlands (MEB) 
2 F. Hoffmann-La Roche Ltd 
3 Reckitt Benckiser Healthcare (UK) Ltd 
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1.  General comments – overview 

Stakeholder no. 

 

General comment (if any) Outcome (if applicable) 

1 • A paragraph 1.4 "Exposure relevant for safety evaluation" should be 
added for aspartame and its metabolites (methanol and L- 
phenylanaline) for the usual (100mg) and maximum aspartame dose of 
2000mg daily. The intake of aspartame as food additive should be taken 
into account in this paragraph. 

Not accepted.  

The major concern with aspartame is the metabolite 
phenylalanine which causes problems for patients with 
phenylketonuria (PKU). For these patients no relevant 
exposure levels can be cited since they should generally 
abstain from food/drugs that may contain aspartame. Such 
a paragraph is not needed. 

• For L- phenylanaline Human and Animal data are presented for the 
aspartame and the other metabolites only preclinical data are 
presented. Please add human data if this information is available. Please 
also mention if no human data are available.  

 

 

Not accepted.  

The assessment of aspartame is based on the EFSA report. 
Since phenylalanine is the crucial metabolite emphasis was 
put on phenylalanine. A lot of clinical data are available for 
phenylalanine because of PKU patients and these data were 
used for risk assessment. Further animal data and human 
data for aspartame or other metabolites can be found in the 
original EFSA report and do not need to be repeated in this 
overview. 

• Several abbreviations have not been explained (ADI value, LD50, GD) 
please add a list of abbreviations    

Accepted.  

A list of abbreviations was added. 

• It is proposed to change the order of presentation of the metabolites  
and present L-phenylalanine in 2.1.2 as it is the most important 
metabolite for the safety of aspartame  

Accepted. 
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Stakeholder no. 

 

General comment (if any) Outcome (if applicable) 

• In the document the concentrations of the aspartame metabolites are 
expressed as mg/dL, µg/mL and µM. Preferably the concentrations 
should be expressed in a consistent way. 

Partly accepted.  

mg/dL was changed to µM. The term µg/mL is only once 
cited for the detection limit of DKP which is scientifically ok. 
All other concentrations are given in the µM-range. 

2 The efforts to update the current excipients guideline are appreciated, and 
proposed revisions are welcomed. This guideline should be updated as new 
evidence suggests the need for update. 

Noted. 

2 It is to assume that the proposed updates will be incorporated in the 
existing guideline. This would result in differences in terms of terminology 
used for the same condition (e.g. hereditary, genetic and inborn) or 
different level of details (which could be perceived as more details are 
needed for those excipients requiring more attention, in fact it is not 
necessarily the case, e.g. fructose vs. sucrose where sucrose is hydrolysed 
into glucose and fructose; aspartame vs. phenylalanine; or benzyl benzoate 
vs. benzoic acid/benzoates).  

Partly accepted.  

Attention will be paid to consistency in terminology for the 
different excipients. 

2 It is recommended to include a general requirement in the guideline that 
the quantity of the excipients per dose unit should be included for cases 
where toxicity depends on quantity of the excipient. 

Wording proposal could be as follows: 

This medicine contains xx mg <excipient> in each <volume/dosage unit> 

Accepted. 
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2.  Specific comments on text 

Line no. Stakeholder no. Comment and rationale; proposed changes Outcome 

Page 4 

Not 
mentioned 
in the Table 

2 Comments:  

It is helpful to include in the leaflet the content (quantity) 
of the excipients that require an inclusion in package 
leaflet and SmPC. 

Proposed change:  

This medicine contains xx mg aspartame in each 
<volume/dosage unit> 

Accepted. 

 

 

Page 4 

Table Row 2 

2 Comments:  

It is helpful to indicate that Phenylketonuria is a genetic 
disorder which can cause damage to the body (brain), if 
untreated; and the increases in phenylalanine in the body 
is measured via blood test. 

Proposed change:  

This medicine contains aspartame, a source of 
phenylalanine. Aspartame may be harmful for people 
with phenylketonuria, a rare genetic disorder in which a 
person lacks the protein needed to break down 
phenylalanine from food, causing an increase of 
phenylalanine level in the blood condition where 
phenylalanine may build up in the body. 

Accepted. 

Page 4 

Table Row 2 

2 Comments:  

Recommendation for Phenylalanine is included in the 
current guideline. Potential inconsistent wording between 

Accepted.  

A respective wording was adapted. 
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Line no. Stakeholder no. Comment and rationale; proposed changes Outcome 

aspartame and phenylalanine will be introduced by 
incorporating the revisions into the existing guideline. 

The wording for phenylalanine (in terms of explanation for 
phenylketonuria) is to be adapted in the existing guideline. 

Page 4 

Table Row 3 

2 Comments:  

Age category for children 28 day-23 months (<2 years of 
age) is ‘infant- toddlers’. ‘Infant’ is more appropriate for 
age of 12 weeks. In addition, the inclusion of such info in 
SmPC is only applicable for aspartame containing 
medicines that have indication covering this age group. 

Proposed change:  

SmPC proposal for medicinal products having 
indication in this age infants: Neither non-clinical nor 
clinical data are available to access aspartame use in 
children infants below 12 weeks of age. Therefore 
aspartame containing medicinal products should be used 
with caution. 

Partly accepted.  

A respective wording should be considered for the SmPC 
(refer to comment section of package leaflet proposal). 

Line 3, 
Column E 

3 Comments:  

The MAH would like clarification on whether the proposed 
SmPC wording would be required for products which are 
not indicated for use in children under 12 weeks of age as 
this is not specified in the comments.  

The SmPC wording referring to the use of aspartame in 
children under 12 weeks of age is not required for products 
which are not indicated for use in this age group. 

Line 2, 
Column D 

3 Comments:  

The MAH considers the addition of “May be harmful to 
patients with Phenylketonuria, a rare genetic condition 

Not accepted.  

Shortening of this paragraph may alert people who do not 
know of the disorder PKU and speculate whether there might 
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Line no. Stakeholder no. Comment and rationale; proposed changes Outcome 

where phenylalanine may build up in the body” to be a 
lengthy addition to the patient information leaflet. Those 
patients who do have Phenylketonuria will be aware of 
their condition and therefore the MAH considers the 
addition to be of little benefit to the patient.  

Proposed change: 

“This Medicine contains a source of phenylalanine” 

be a concern for them. 

Page 5 
section 1.2  

Page 6/7 
table Major 
hydrolysis 
products of 
Aspartame 

1 Comments:  

To enable easy conversion of the concentrations expressed 
as g/L, to M the molecular weights should be added.  

Proposed change:  

The molecular weight of Aspartame and its metabolites 
should be added. 

Accepted.  

 

Page 7 
section 
2.1.1 

1 Comments:  

Also in humans aspartame is completely hydrolysed in the 
gut.  

Proposed change:  

Please add a short summary of human data. 

Not accepted.  

Further data can be found in the EFSA report and are not 
crucial for risk assessment. 

Page 14  
section 
2.1.2 

1 Comments:  

The sentence on formaldehyde levels resulting from 
aspartame is unclear. 

Proposed change:  

Accepted. 
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Line no. Stakeholder no. Comment and rationale; proposed changes Outcome 

please revise  

Page 16  
section 
2.1.5 

1 Comments:  

Abbreviation DKP is clarified in table on page 7, to improve 
readability please repeat the full name of the metabolite  

Proposed change:  

Please change DKP to 5-Benzyl-3,6-dioxo-2-piperazine 
acetic acid (DKP) 

Accepted.  

 

 

Page 20 
section 4.1 

1 Comments:  

The following sentence should be corrected" concentration 
of plasma phenylalanine levels derived from aspartame 
was therefore set to 240 μM considering dietary intake 
(360 120 μM)." 

Proposed change:  

Please change to 120 μM 

Accepted.  

Page 20 
section 4.2 

1 Comments:  

The sentence "Cmax levels were taken as surrogate…." Is 
unclear which aspartame metabolite is meant. Further 
aspartame is entirely hydrolysed in the gut therefore the 
half-life of 1.5 hours should be explained.       

Accepted.  

Page 20 
section 4.1 
Pharmacoki
netic 

1 Comments:  

This section is not understandable. It is vague what 
modeling was used? Dose-response modeling using Cmax 
as response: what does that mean? What does it mean 

Partly accepted.  

Reference is made to the EFSA report where an in-depth 
discussion is presented. 
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Line no. Stakeholder no. Comment and rationale; proposed changes Outcome 

modelling when data were CONSIDERED ??? for modelling. What is a 
single oral bolus dose? What are the numbers in the last 
sentence of the first paragraph? What are lower bound 
distributions? What does 95% percentile mean in (lower 
bounds: 88 mg aspartame/kg bw; 95th percentile, CI 59-
125)? Even after three times reading this section was not 
understood. Please consider complete re-wording. 

Page 20  
section 4.2 

1 Comments:  

The paragraph on the use of aspartame in pregnant 
women with PKU is unclear. It is unclear what is meant by 
"the true threshold for adverse effects "and where it is 
compared to. And it should also be clarified that the 
detrimental effects concern the unborn child. 

Proposed change:  

Please clarify 

Accepted.  
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