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SCIENTIFIC OPINION

Scientific Opinion on the re-evaluation of aspartame (E 951) as a food
additive'

EFSA Panel on Food Additives and Nutrient Sources added to Food (ANS)* 3
European Food Safety Authority (EFSA), Parma, Italy

ABSTRACT

The EFSA ANS Panel provides a scientific opinion on the safety of aspartame (E 951). Aspartame is a
sweetener authorised as a food additive in the EU. In previous evaluations by JECFA and the SCF, an ADI of 40
mg/kg bw/day was established based on chronic toxicity in animals. Original reports, previous evaluations,
additional literature and data made available following a public call were evaluated. Aspartame is rapidly and
completely hydrolysed in the gastrointestinal tract to phenylalanine, aspartic acid and methanol. Chronic and
developmental toxicities were relevant endpoints in the animal database. From chronic toxicity studies in
animals, a NOAEL of 4000 mg/kg bw/day was identified. The possibility of developmental toxicity occurring at
lower doses than 4000 mg/kg in animals could not be excluded. Based on MoA and weight-of-evidence
analysis, the Panel concluded that developmental toxicity in animals was attributable to phenylalanine.
Phenylalanine at high plasma levels is known to cause developmental toxicity in humans. The Panel concluded
that human data on developmental toxicity were more appropriate for the risk assessment. Concentration-
response modelling was used to determine the effects of aspartame administration on plasma phenylalanine
using human data after phenylalanine administration to normal, PKU heterozygote or PKU homozygote
individuals. In normal and PKU heterozygotes, aspartame intakes up to the ADI of 40 mg/kg bw/day, in
addition to dietary phenylalanine, would not lead to peak plasma phenylalanine concentrations above the current
clinical guideline for the prevention of adverse effects in fetuses. The Panel concluded that aspartame was not of
safety concern at the current aspartame exposure estimates or at the ADI of 40 mg/kg bw/day. Therefore, there
was no reason to revise the ADI of aspartame. Current exposures to aspartame - and its degradation product
DKP - were below their respective ADIs. The ADI is not applicable to PKU patients.
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Le directeur géneral
Maisons-Alfort, le 4 avril 2017

AVIS
de I’Agence nationale de sécurité sanitaire de I’alimentation,
de I’environnement et du travail

relatif a une demande d'avis relatif a I'’exposition alimentaire aux nanoparticules de dioxyde
de titane.

3.6. Conclusions et recommandations

Les membres du GECU reconnaissent la valeur scientifique de cette publication et les résultats qui
en sont issus malgré les limites discutées avec les auteurs lors de leur audition et rapportées ci-
dessus. Cette etude apporte de nouveaux e€léments par rapport a I'avis de I'Efsa (2016) quant a un

potentiel effet promoteur cancérogene du E171. Les membres du GECU émettent les conclusions
et recommandations suivantes.

Concernant les effets liés a I'inflammation observés dans les études in vivo, ceux-ci sont modérés
et leur significativité biologique n’est pas etablie. Par ailleurs, l'apparition d'une réaction

inflammatoire caractéristique dans le cblon (changement histologique, infiltration cellulaire) est
difficilement étayee par les résultats présentes.

4. CONCLUSIONS ET RECOMMANDATIONS DE L’AGENCE

L’Agence nationale de sécurité sanitaire de I'alimentation, de I'environnement et du travail endosse
les conclusions du GECU et convient avec ses experts que les résultats de I'étude de Bettini et al.
(2017) mettent en évidence des effets qui n‘avaient pas été identifiés auparavant, notamment les
potentiels effets promoteurs de la cancérogenése du E171.

Si les résultats présentés dans cette publication ne permettent cependant pas a ce stade de
remettre en cause I'évaluation du E171 menée par I'Efsa, 'Anses souligne la nécessité de

conduire, selon des modalités et un calendrier a définir, les études nécessaires a la parfaite
caractérisation du danger associé au E171.




Les additifs alimentaires




REPORT OF THE SCIENTIFIC COMMITTEE FOR FOOD ON AMARANTH

Opinion expressed 27 February 1976 REPORTS
OF THE SCIENTIFIC COMMITTEE
FOR FOOD

Terms of Reference

1. The Scientific Committee for Food has been asked by the Commission whether in th )
light of the recent reports on amaranth received froem the U.S.,A. the opinion of Second series
the Committee, as expressed in its report of June 1975 remains the same.

Discussion and Conclusions

2. The Committee's Report on the Revision of the Directive on colours of 27 June
1975 included in para 7 the statement :

“Not all the Members agreed on the need for colours in food. However, the
Committee accepted that the existence of a Community Directive, and of
national legislation in Member States and in many other countries on colouring
matters in foodstuffs, and the fact that the Commission had requested the
advice of the Committee indicated that many authorities regard the use of
colours as justified, It is therefore necessary for the Committee to formulate
advice on their safety".

3, The Committee has reviewed all the data with regafd to amaranth and reaffirms its
opinion given in June 1975, This was that a temporary ADI be allocated of

0-0.75 mg/kg body weight., It also requested by 31 December 1978 the results of
adequate further long term and reproduction studies,

L, The situation would be reviewed earlier if new data become available.




ERTTHROSINE

Sirce erythrosine was last considercd by the Comnittee a considersble amount of rew data
have become available including rew Long-term studies, animal anel buman studies on hormonal
effects, ard rew mortagericity studies. These were reviewsed Dy the CommitLes.

£rythrosine has been shown to cause an Increase in the imgigence of thyroid folblicular
adenomas in rale rats when fed at high doses im g 2=generation loog-term study. There i
alse some equivocal evidence for an increased incidence of thyroid carciroma.  Studies in
animals have been performed to investigate the effecis of erythrosine on thyid ard
pituitary function, and these show a gecerably consistent picture. Levels of serum
hyroxine (T4} and of thyroid stimslating hormone (TS4) are increased while lewvels of serm
tri-iodsthyronine (T3} are reduced.  In vitro studies have shown that erythrosine inhibits
the comversion af T4 tg T3 in the Liver. These findings suogest a mechanism of actien for
the effects of erythrosine in produting thyroid hypeeplasia,  Innibition of cowersion of
T4 to T2 will produce reduced tissue and plasma levels of TS, which will in tumn reduce the
inhibitory effect of T3 on secretion of TSH.  The resultant increased secreticn of TSH will
stimlate the thyroid, leading to hypertrophy, aderoms formation and possibly malignant

changes.

Earlier mutacenicity data based mainly on bacterial assays were largely regative, although
there was an irdication that the compound could produce gene mutation in yeasts, albeit

enly in the dark, ad chromssome damage in vilrop negative results however were chtained in

2¢% in vivo aszays for clastogenicity. Recently negative results hawve Deen ebtained in
assays far point mutations in bacteria, and for gene mutation in culiured mamatian cells.
Megative results were also cbtained in tests for clastogenic effects in wivp, In addition
recative resulls were obtained in 2 tests indicative of DNA demage, ramely & recom:ination
assay in yeasts and an UDS gssay in rat hepatacytes in vitro.

In the Light of the rew data it is oW possible to comclude that erythrosine is nat
mrtagenic  in mamals.

In view of the above findings the Committes concluded that the oncocenic effects seen in
the long-term studies were Likely to ke secondary to the affects of erythrosire on thyroid
ad pituitary function, and that an acceptable daily intake could be established based an
the me—effoct Level for these hormonal effects. Although it is rot possible to defire a
ro—effect Level from the amimal studies, which employed relatively high doses, it is
possible to cefine a no-etfect Level for endocrine effects in humans. Avaitable clinical
studics have shown that erythrosine has a minimal effect in humans a7 3 dose of 20 mg
daily over 16 days, while a dose of 60 mg daily was without effect. The Laiter dose was

raken to be equivalent to 1 mafkg bwfday, and the Comittee has set an ADI us?rg a =afery
factor of 10 to allow for the small numoer af sibjects used in the study ad 1t relativaly

short guration.

The Tomnittee hag therefore concluded that the use of erythrasing was acceptacle sdbiect to
an ADI of (0.9 mgikg bw.

Reports of the Scientific Committee
for Food

(Twenty-first series)

1989



Opinion Open Access

Scientific Opinion on the re-evaluation of Erythrosine (E 127) as a food
additive

EFSA Panel on Food Additives and Nutrient Sources added to Food (ANS)
First published: 27 January 2011
https://doi.org/10.2903/j.efsa.2011.1854

1

Abstract

The Scientific Panel on Food Additives and Nutrient Sources added to Food has re-evaluated the safety of
Erythrosine (E 127) when used as a food colouring substance. Erythrosine (E 127) is a xanthene-dye which has
been previously evaluated by the Joint FAO/WHO Expert Committee on Food Additives (JECFA) in 1990 and
the EU Scientific Committee for Food (SCF) in 1989. Both committees have established an Acceptable Daily
Intake (ADI) of 0-0.1 mg/kg bw/day.

The Panel concludes that the present database does not provide a basis to revise the ADI of 0.1 mg/kg
bw/day. The Panel concluded that at the current levels of use intake estimates for adults on average is 0.0031
mg/kg bw/day and 0.01 mg/kg bw/day at the 95% percentile, and consequently are below the ADI of 0.1
mg/kg bw/day.



https://efsa.onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=EFSA+Panel+On+Food+Additives+And+Nutrient+Sources+Added+To+Food+ANS
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Ann B-La[‘l reD t | 3 N ut r\'ti on Identifiez les additifs qui sont siirs et ceux qui ne le sont pas
Préface du"Pr T angois Narbonne Voici le premier guide grand public sur les additifs basé sur la science.
Vous saurez en quelques secondes si un aliment peut étre acheté sans
inquiétude.

Vous découvrirez ce que cachent réellement les codes ou les noms com-
pliqués qui figurent sur les emballages : des additifs sans risque comme
le E 330 ou le E 920, ou plus problématiques comme le E 250 ou le E 621.

Pour classer les 338 additifs autorisés, nous avons analysé les études
scientifiques et défini 4 catégories :

* rouge : additif qu'il vaut mieux éviter

e orange : a éviter dans des circonstances précises

e gris : additif douteux

e vert : additif qui ne pose pas de probleémes
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Avec, pour chaque additif : les aliments dans lesquels on le trouve, la
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cardio-vasculaire. ..
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tumeurs (poumons et foie) dans
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souris?®
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rat et la souris (a forte dose)®

Reprotoxique chez le rat®
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SCIENTIFIC OPINION

Scientific Opinion on the re-evaluation of butylated hydroxyanisole —- BHA
(E 320) as a food additive '

EFSA Panel on Food Additives and Nutrient Sources added to Food (ANS)**
European Food Safety Authority (EFSA), Parma, Italy

ABSTRACT

The Panel on Food Additives and Nutrient Sources added to Food (ANS) delivers a scientific opinion
re-evaluating the safety of butylated hydroxyanisole (BHA) (E 320). BHA is a synthetic antioxidant
authorised as a food additive in the EU that was previously evaluated by the Joint FAO/WHO Expert
Committee on Food Additives (JECFA) several times, the latest in 1989 and the EU Scientific
Committee for Food (SCF) in 1989. Both committees established an ADI of 0.5 mg/kg bw/day, with
that of the SCF being classified as temporary. Both ADIs were based on proliferative changes in the
rat forestomach. The Panel was not provided with a newly submitted dossier and based its evaluation
on previous evaluations, additional literature that became available since then and the data available
following an EFSA public call for data. The Panel concluded that BHA does not raise concern with
respect to genotoxicity. A large number of long-term toxicity and carcinogenicity studies with BHA
have been performed, demonstrating proliferative changes in the forestomach with BMDL, values in
the rat of 115 and 83 mg/kg bw/day. The Panel concluded that the present database does give reason to
revise the ADI. The Panel considered that forestomach hyperplasia in rodents may no longer be

relevant for human risk assessment. Based on a NOAEL of 100 mg/kg bw/day for growth retardation,
increased mortality and behavioural effects in rat pups at higher dose levels, and using an uncertainty
factor of 100 the Panel established an ADI of 1.0 mg/kg bw/day. This NOAEL also covers the
BMDL,, values for forestomach hyperplasia observed in the rat. The Panel also concluded that at the

current levels of use refined intake estimates are generally below the ADI of 1.0 mg/kg bw/day.

© European Food Safety Authority, 2011
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SCIENTIFIC OPINION

Scientific Opinion on the re-evaluation of butylated hydroxytoluene BHT
(E 321) as a food additive'

EFSA Panel on Food Additives and Nutrient Sources added to Food (AN S)z’ 2
European Food Safety Authority (EFSA), Parma, Italy

ABSTRACT

The Panel on Food Additives and Nutrient Sources added to Food (ANS) delivers an opinion re-
evaluating the safety of butylated hydroxytoluene (BHT) (E 321). BHT is an authorised synthetic
antioxidant that was previously evaluated by the Joint FAO/WHO Expert Committee on Food
Additives (JECFA), the latest in 1996 and the EU Scientific Committee for Food (SCF) in 1987. The
SCF established an ADI of 0-0.05 mg/kg bw/day based on thyroid, reproduction and haematological
effects in the rat. JECFA allocated an ADI of 0-0.3 mg/kg bw/day for BHT based on effects in the
reproduction segments and hepatic enzyme induction seen in two separate 2-generation studies in rats.
The Panel concluded that BHT is not of concern with respect to genotoxicity and that any
carcinogenicity would be thresholded. After the last SCF evaluation, two new 2-generation studies
have been reported which were the basis for the ADI set by JECFA. Both studies revealed a NOAEL
of 25 mg/kg bw/day. Overall, the Panel concluded that the present database gives reason to revise the
ADI of 0.05 mg/kg bw/day. Based on the NOAEL of 25 mg/kg bw/day and an uncertainty factor of
100, the Panel derived an ADI of 0.25 mg/kg bw/day. Since the NOAEL of 25 mg/kg bw/day is below
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arcinomas in male rats, the Panel concluded that this NOAEL also covers the hepatocellular
arcinomas observed in the long-term studies with BHT. Exposure of adults to BHT is unlikely to
exceed the newly derived ADI at the mean and at the 95th percentile. For exposure of children to BHT
om its use as food additive, the Panel noted that it is also unlikely that this ADI is exceeded at the
ean, but is exceeded for some European countries (Finland, The Netherlands) at the 95th percentile.
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On ne peut donc se fier aujourd’hui aux ouvrages
grand public sur les additifs alimentaires pour se
faire une opinion basée sur les faits

» Peut-on se fier aux experts (« officiels » ?) des comités nationaux, européens,
internationaux ?

» Ces experts ne sont-ils pas achetés ou au minimum sous influence forte des
industriels ?

» Ne vaut-il pas mieux se fier aux experts « indépendants » mis en avant par les
ONG et les associations ?

» Il m’a été donné de constater systématiquement, sur différents sujets (Additifs,
OGM, pesticides...), que les experts « indépendants » sont au minimum des
scientifiques militants, ce qui est parfaitement respectable, mais que par la méme
ils perdent leur statut d’indépendants. Mais ils n’ont parfois méme que le
qualificatif d’expert sans en avoir les compétences;

» Si vous souhaitez juger par vous-méme de l’indépendance des experts « officiels »
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Un dernier mot

» Nous pouvons donc faire le constat de la nécessité de disposer de sources
d’informations scientifiques factuelles, reposant sur les faits, plus accessibles
que les avis des comités nationaux, européens ou internationaux (ANSES,
EFSA, JECFA ...), aux personnes disposant méme d’une culture scientifique;

» Dominique Parent-Massin, moi-méme et la section 8 de U’AAF avons quelques
projets en la matiére que je ne vous dévoilerai pas aujourd’hui;

» Je vous recommande d’assister a la séance de notre Académie du 2 mai
prochain au cours de laquelle il sera de nouveau question des additifs dans le
cadre de U'influence des technologies sur les qualités des aliments.
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