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The evaluation of aspartame:
a WHO collaboration

n 14 July 2023, the World Health Organization (WHO) re-

leased the results of a comprehensive evaluation of the
artificial sweetener aspartame by two of its bodies, the IARC
Monographs Programme and the Joint FAO/WHO Expert
Committee on Food Additives (JECFA).

A highly coordinated effort was undertaken to evaluate the
carcinogenic hazard of aspartame (by IARC) followed by a risk
assessment for cancer and other non-communicable diseases,
including reviewing and updating the acceptable daily intake
(ADI) and dietary exposure assessment for aspartame (by JEC-
FA). In line with the procedures established for communication
and collaboration between IARC and other WHO programmes,
IARC Monographs Meeting 134 on 6-13 June was followed
closely by the JECFA Ninety-sixth Meeting on 27 June to 6 July.
Aspartame was evaluated for the first time by IARC and the
third time by JECFA.

The two bodies conducted independent but complementary
reviews of all the available scientific literature. The most in-
formative studies of cancer in humans were published in
2016-2022. The results of both evaluations were communi-
cated jointly in a press release and an accompanying briefing
document (see page 2).
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Call for Data

ARC is interested in identifying studies that are

relevant to the carcinogenicity of the agents that
will be reviewed in each volume. This includes all
pertinent cancer epidemiology studies, cancer bioassays,
and mechanistic evidence in both exposed humans and
experimental systems. Eligible studies should be published
or accepted for publication in the openly available scientific
literature. Relevant exposure data (particularly from low-
and middle-income countries) that are or can be made pub-
licly available are also requested. Please see the IJARC Mono-
graphs Preamble for details of the types of study that may
be reviewed.

The Call for Data and Call for Experts are announced
approximately 1 year before the meeting on the JARC Mono-

graphs website.

Meeting 135: Perfluorooctanoic acid (PFOA) and
Perfluorooctanesulfonic acid (PFOS)

Meeting dates: 7-14 November 2023
Call for Data closing date: 7 October 2023
Call for Experts CLOSED 28 November 2022

Meeting 136: Talc and Acrylonitrile

Meeting dates: 11-18 June 2024

Call for Data closing date:10 May 2024

Call for Experts closing date: 31 July 2023

Advisory Group to Recommend Priorities for the JARC Mono-
graphs during 2025-2029

Meeting dates: 19—22 March 2024

Call for Nomination of Agents closing date: 30 November 2023

Call for Experts closing date: 31 July 2023

IARC encourages the participation of Representatives of
national and international health agencies. If you are in-
terested in serving as a Representative, contact us at
imonews@iarc.who.int.
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Results of JARC Monographs Meeting 134:
Aspartame, methyleugenol, and isoeugenol,
and JECFA evaluation of aspartame

Meetings held in Lyon on 6-13 June 2023, and Geneva, 27 June to 6 July 2023

ARC classified methyleugenol as probably

carcinogenic to humans (Group 2A) and
isoeugenol as possibly carcinogenic to hu-
mans (Group 2B) on the basis of sufficient
evidence for cancer in experimental ani-
mals and inadequate evidence regarding
cancer in humans, together with mecha-
nistic evidence that was strong for meth-
yleugenol and inadequate for isoeugenol

(see Q&A).

IARC classified aspartame as possibly car-
cinogenic to humans (Group 2B) on the
basis of limited evidence for cancer in hu-
mans (specifically, for hepatocellular carci-
noma). There was also limited evidence for
cancer in experimental animals and /imit-
ed mechanistic evidence related to the key
characteristics of carcinogens.

The Joint FAO/WHO Expert Committee on
Food Additives (JECFA) concluded that, al-
though some positive findings were ob-
served for cancer in humans and in experi-
mental animals exposed orally to
aspartame, the findings were not suffi-
ciently conclusive to result in a change to
the previously established ADI of 0-40 mg/
kg body weight. WHO/JECFA and IARC
highlight the need for more research to re-
fine the understanding of whether aspar-
tame poses a carcinogenic hazard or risk of
other chronic diseases, such as diabetes.
The results are consistent with the overall
WHO recommendation to reduce intake of

sugar and other natural and artificial sweeteners.
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Aspartame

Group 2B

Possibly carcinogenic
to humans

There is limited evidence
for cancer in humans
(for hepatocellular carcinoma)

Aspartame is a low-calarie
artificial sweetener that has
been widely used in foods and
beverages since its authoriza-
tion in the 1980s. Other uses
include cosmetics, medicines,
and tobacco products.

Table-top sweetener, low-calorie
beverages, prepared food, and
pharmaceutical products.

Aspartame consumers.
Workers involved in production
or use of aspartame.
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Methyleugenol

Group 2A

Probably carcinogenic
to humans

Methyleugenol is a flavour and
fragrance compound that is
present in various foods and
consumer products due to its
natural occurrence in essential
oils of various herbs and spices

Foods containing some herbs
and spices. Personal-care
products.

Consumers of food and
personal-care products.
Workers handling methyleugenol.

Isoeugenol

Group 2B

Possibly carcinogenic
to humans

Isoeugenol is a fragrance and
flavour compound that occurs
in many plant species and
wood smoke. It is used in
food, cosmetics, household
products, animal feed, and
veterinary medicines

Food containing some herbs,
spices, of flavouring
Personal-care and household
products.

Consumers of food and
personal-care and household
products. Workers producing or
handling isoeugenal. Firefighters.

Click to enlarge

A summary of the results of JARC Monographs Meeting 134 has been published in The Lancet Oncology.

For more information on the results of both evaluations, see IARC Featured News.
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e are philosophers at the University of Kent
who have been discussing evidence assessment
with IARC.

Evidential pluralism (EP) is a philosophical theory of
causal enquiry that has been developed over the last
15 years [1]. EP encompasses two key claims. The
first, object pluralism, says that establishing that A is
a cause of B (e.g. that exposure to a particular agent
causes cancer) requires establishing both that A and
B are appropriately correlated and that there must be
some mechanism that appeals to A to explain B and
that can account for the extent of the correlation. The
second, study pluralism, maintains that determining
whether A is a cause of B requires assessing both as-
sociation studies (studies that repeatedly measure A
and B, together with potential confounders, to quan-
tify their association) and mechanistic studies (studies
of features of the mechanisms linking A to B), where
available.

The agent is
carcinogenic in humans

AN

The agent is correlated There is a mech. from the
with cancer in humans agent to cancer in humans

Key characteristics of cancer
& other mech. hypotheses

Similarity of
mechanisms

Exposure
characterisation

Animal
studies

Human

studies

Mechanistic
studies

Evidence pluralism and IARC evaluations
From [3]

Our previous collaborative work showed that EP ac-
cords well with the IARC Monographs evaluation
process [2, 3] and has informed revisions to the IARC
Monographs Preamble.

We argued that EP should be more widely employed
in medicine, where it leads to a development of evi-
dence-based medicine (EBM) that we call EBM+ [2].
Perhaps EBM+ would have given better outcomes in
the COVID-19 pandemic than did EBM, for example
[4, 5, 6]. We have also argued that EP can be fruitfully
applied to the social sciences [7].

EP also has implications concerning the role of expert
consensus conferences, such as the Working Group
Meetings held by the IARC Monographs programme.
It is typically assumed that such conferences help to
resolve controversies, in this case, whether exposure
to a particular agent causes cancer.

4

Evidential pluralism and IARC

However, it has been argued that consensus confer-
ences are unnecessary for resolving such controver-
sies: an EBM-style analysis of the available studies is
sufficient and the conference itself is merely a social
ritual [8]. EP reveals the flaw in this argument. Once
we recognize the need to assess both association
studies and mechanistic studies, we see that an ex-
pert consensus conference may be required to resolve
controversy. Why? It is a matter of domain expertise.
At the outset of a conference, panellists (i.e. Working
Group Members) will usually not be in a position to
recognize the import of the whole evidence base: the
association-study experts will usually not be able to
determine the significance of the mechanistic studies
and vice versa. Expert group deliberation at a confer-
ence is a key way to learn the significance of studies
outside of the individual’'s domain of expertise. It is
for this reason that expert consensus conferences
help to rationally resolve controversies.

Thus EP offers some interesting philosophical justifi-
cation for IARC evaluation methods.

If you would like to hear more or get involved, you can
contact us at: j.williamson@kent.ac.uk.

Michael Wilde & Jon Williamson
(Philosophy Department, University of Kent)
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IARC Monographs exhibition

n exhibition was displayed at the last meeting of the IARC Governing

Council and the inauguration of the new IARC headquarters in Gerland,
in May 2023. This exhibit presented the breadth of the work of the /ARC
Monographs programme by highlighting a selection of agents that have been
evaluated for their potential to cause cancer in humans and some of the pub-
lic health impact these evaluations have had globally.

Panels were developed on ultraviolet tanning devices, tobacco smoking, out-

|

door air pollution, asbestos,
opium consumption, and
occupational exposure as a
firefighter.

Other panels presented the
IARC Monographs Preamble,
the distinction between haz-
ard and risk, the process for
agent selection, and infor-

Exposition
professionnelle

Occupational des

exposure as
a firefighter

mation on how to nominate agents for prioritization at the March 2024
Advisory Group meeting (see page 5).

A digital version of the exhibition is also available on our website (in English and in French).

The Team

Introducing Niree Kraushaar and
Heidi Mattock

Where are you
originally from?

NK: I am one of
the resident An-
tipodeans — from
Sydney, Australia.

HM: | was born
| and raised in Lon-
don, England.

How long have you been at IARC?

NK: | have been at IARC for just
over two years now.

HM: | have been here for 14
years, 11 of those with the IARC
Monographs, but | first discov-

ered IARC as a student in 2000
and always hoped to come back.

What is your role in the team?

NK: | am the other half of the
Production Team and, alongside
Solene, make sure volumes go
from first draft to publication.

HM: | am a technical editor.
After a monograph has been
rigorously checked by the sci-
entists, | help to ensure accu-
racy and clarity and apply WHO
house style.

If you were to recommend one
place in Lyon to visit, where
would it be and why?

NK: This is a difficult question as
there is so much to pick from.

I will choose Parc de la Tete d’Or.
It is beautiful all year round,
from the depths of winter to
high summer. There is always
something to enjoy — no matter
your age.

HM: If you like hiking, Lyon
is a great base. | particular-
ly like the fact that Lyon is
near the French Alps and you
can see Mont
Blanc (4800 m)
on the horizon

on a clear day. ‘
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Call for Advisory Group
Members

dvisory Group Members prepare preliminary
pre-meeting materials and participate in
a 4-day meeting to recommend priorities for the
IARC Monographs during 2025—-2029.
Eligible scientists generally have published signifi-
cant research related to carcinogenicity of environ-

Nomination of Agents

or each new volume of the JARC Monographs,

IARC selects the agents for review from those
recommended by the most recent Advisory Group
Report, considering the availability of pertinent re-
search studies and current public health priorities.
IARC encourages the general public, the scientific
community, national health agencies, and other
organizations to nominate agents for review in fu-

mental, behavioural, or occupational factors
that can increase the risk of human cancer, or
in exposure characterization for carcinogens.
They may also have expertise in carcinogen test-
ing and/or in carcinogen hazard evaluation.
Consideration is also given to diversity in scientific
approaches and views, as well as geographical
representation. Self-nominations and nomination
of women and of candidates from low- and mid-
dle-income countries are particularly encouraged.

ture IARC Monographs volumes.

If you would like to nominate an agent,
please complete the online form (one agent
per form) and the accompanying WHO Dec-
laration of Interests. Please contact IARC at
priorities@iarc.who.int for further information.

Advisory Group to Recommend Priorities for the JARC
Monographs during 2025-2029

Meeting dates: 19-22 March 2024

For more information on the Advisory Group to eeting cates are
Recommend Priorities for the IARC Monographs,
please see the IARC Monographs website.

Call for Nominations closing date: 30 November 2023

Call for Experts closing date: 31 July 2023

Published in 2023
IARC Monographs
P »

Anticipated by 31 July 2023:
Volume 132

May 2023: Volume 131

Cobalt, antimony compounds, and

weapons-grade tungsten alloy Occupational exposure as a firefighter

Available from:
https://publications.iarc.fr/618

The Lancet Oncology

Cattley RC, Kromhout H, Sun M, et al. (2023). Carcinogenicity of anthracene, 2-bromopropane, butyl methacrylate, and
dimethyl hydrogen phosphite. The Lancet Oncology. Published online 23 March 2023

Riboli E, Beland F, Lachenmeier D, et al. (2023). Carcinogenicity of aspartame, methyleugenol, and isoeugenol. The Lancet Oncology.
Published online 14 July 2023
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