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COMMISSION IMPLEMENTING REGULATION (EU) .../...

of XXX

authorising the placing on the market of nicotinamide riboside chloride as a novel food
under Regulation (EU) 2015/2283 of the European Parliament and of the Council and

amending Commission Implementing Regulation (EU) 2017/2470

(Text with EEA relevance)

THE EUROPEAN COMMISSION,

Having regard to the Treaty on the Functioning of the European Union,

Having regard to Regulation (EU) 2015/2283 of the European Parliament and of the Council of
25 November 2015 on novel foods, amending Regulation (EU) No 1169/2011 of the European
Parliament and of the Council and repealing Regulation (EC) No 258/97 of the European
Parliament and of the Council and Commission Regulation (EC) No 1852/2001', and in
particular Article 12 thereof,
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Regulation (EU) 2015/2283 provides that only novel foods authorised and included in
the Union list may be placed on the market within the Union.

Pursuant to Article 8 of Regulation (EU) 2015/2283, Commission Implementing
Regulation (EU) 2017/24707 establishing a Union list of authorised novel foods was
adopted.

Pursuant to Article 12 of Regulation (EU) 2015/2283, the Commission is to submit a
draft implementing act authorising placing on the Union market of a novel food and on
the updating of the Union list.

On 10 May 2018, the company ChromaDex Inc. (‘the Applicant’) made a request to the
Commission to place nicotinamide riboside chloride on the Union market as a novel
food within the meaning of Article 10(1) of Regulation (EU) 2015/2283. The application
requested for nicotinamide riboside chloride to be used as a source of niacin in food
supplements intended for the general adult population at the maximum use levels of 300
mg/day. Furthermore, the application requested for nicotinamide riboside to be also
added to the list of niacin forms specified in Annex II of Directive 2002/46/EC of the
European Parliament and of the Council?® as a source of niacin.

The Applicant also made a request to the Commission for the protection of proprietary
data for a number of studies submitted in support of the application namely, an in vitro

0OJ L327,11.12.2015, p. 1.

Commission Implementing Regulation (EU) 2017/2470 of 20 December 2017 establishing the Union list
of novel foods in accordance with Regulation (EU) 2015/2283 of the European Parliament and of the
Council on novel foods (OJ L 351, 30.12.2017, p. 72).

Directive 2002/46/EC of the European Parliament and of the Council of 10 June 2002 on the
approximation of the laws of the Member States relating to food supplements (OJ L 183, 12.7.2002,
p.51).
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study evaluating the metabolism of nicotinamide riboside in blood (Study No. 160312)%;
an oral 7-day dose range finding toxicity study in juvenile dogs (Study No. 17-921); a
hERG screening assay (Study No. 20151223)¢; a 28-day repeat-dose oral toxicity study
in juvenile dogs (Study No. 17-940)7; a 90-day repeated-dose oral toxicity study in
Sprague-Dawley rats (Study No. S14022)%; a reproductive toxicity study (Study No.
G10959)°; and a developmental toxicity study in rats (Study No. G10957)'°.

The Commission consulted the European Food Safety Authority (‘'Authority') on 8
October 2018, asking it to provide a scientific opinion on the safety of nicotinamide
riboside as a novel food in accordance with Article 10(3) of Regulation (EU) 2015/2283,
and on the assessment for the intended use as a food supplement.

On 4 July 2019, the Authority adopted the scientific opinion on the “Safety of
nicotinamide riboside chloride as a novel food pursuant to Regulation (EU) 2015/2283
and bioavailability of nicotinamide from this source, in the context of Directive
2002/46/EC™!!. That scientific opinion is in line with the requirements of Article 11 of
Regulation (EU) 2015/2283.

In its opinion, the Authority concluded that nicotinamide riboside chloride is safe when
used in food supplements at the maximum level of 300 mg/day for the general adult
population, excluding pregnant and lactating women, and at the maximum level of 230
mg/day for pregnant and lactating women.

The opinion of the Authority gives sufficient grounds to establish that nicotinamide
riboside chloride under the assessed conditions of use complies with Article 12(1) of
Regulation (EU) 2015/2283.

The Authority considered that, in elaborating its opinion on nicotinamide riboside
chloride as a novel food, data from the in vitro study evaluating the metabolism of
nicotinamide riboside in blood (Study No. 160312) served as a basis to asses the
bioavailability of nicotinamide, while data from five toxicity studies (an oral 7-day dose
range finding toxicity study in juvenile dogs (Study No. 17-921); a 28-day repeat-dose
oral toxicity study in juvenile dogs (Study No. 17-940); a 90-day repeated-dose oral
toxicity study in Sprague—Dawley rats (Study No. S14022); a reproductive toxicity
study (Study No. G10959); and a developmental toxicity study in rats (Study No.
G10957)) served as a basis to assess the safety of nicotinamide riboside chloride.
Therefore, it is considered that the conclusions on the safety of nicotinamide riboside
chloride could not have been reached without the data from the unpublished reports of
those studies.

Keystone Bioanalytical Inc., The Metabolism of Nicotinamide Riboside in Human Blood (Study No.
160312), 10 January 2018, unpublished.

Experimur, Oral 7-Day Dose Range Finding Toxicity Study in Juvenile Dogs (Study No. 17-921), 27
November 2017, unpublished.

IPS Therapeutique, Inc., Evaluation of the effects of Nicotinamide Riboside Chloride on the human
potassium channel using human embryonic kidney (HEK) 293 cells transfected with a human ether-a-go-
go-related gene (hERG), 25 March 2016, unpublished.

Experimur, Oral 28-Day Toxicity Study in Juvenile Dogs (Study No. 17-940), 20 February 2018,
unpublished.

Syngene International Limited, Comparative 90-Day Oral Toxicity Study in Sprague Dawley Rats (Study
No. S14022), 12 May 2015, unpublished.

Advinus Therapeutics Limited, Nicotinamide riboside chloride: one generation reproduction toxicity
study through diet in Sprague-Dawley rats (Study No. G10959), 21 November 2016, unpublished.
Advinus Therapeutics Limited, Nicotinamide riboside chloride: embryo-fetal developmental toxicity
study in Sprague-Dawley rats by oral route (Study No. G10957), 30 September 2016.

EFSA Journal 2019;17(8):5775.
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The Commission requested the applicant to further clarify the justification provided with
regard to their proprietary claim over the in vitro study evaluating the metabolism of
nicotinamide riboside in blood and the five toxicity studies, and to clarify their claim to
an exclusive right of reference to these studies, as referred to in Article 26(2)(b) of
Regulation (EU) 2015/2283.

The Applicant declared that, at the time the application was submitted, it held ownership
and proprietary exclusive right of reference to these studies, and that therefore third
parties cannot lawfully access or use these studies or refer to that data.

The Commission assessed all the information provided by the Applicant and considered
that the Applicant has sufficiently substantiated the fulfilment of the requirements laid
down in Article 26(2) of Regulation (EU) 2015/2283. Therefore, the in vitro study
evaluating the metabolism of nicotinamide riboside in blood and the five toxicity studies
contained in the Applicant's file should not be used by the Authority for the benefit of a
subsequent applicant for a period of five years from the date of entry into force of this
Regulation. Accordingly, the placing on the market within the Union of nicotinamide
riboside chloride should be restricted to the Applicant for that period.

However, restricting the authorisation of nicotinamide riboside chloride and of the
reference to the studies contained in the Applicant's file for the sole use of the Applicant
does not prevent other applicants from applying for an authorisation to place on the
market the same novel food provided that, their application is based on legally obtained
information supporting the authorisation under this Regulation.

The Directive 2002/46/EC lays down requirements on food supplements. The use of
nicotinamide riboside chloride should be authorised without prejudice to the
requirements of that Directive.

The measures provided for in this Regulation are in accordance with the opinion of the
Standing Committee on Plants, Animals, Food and Feed,

HAS ADOPTED THIS REGULATION:

JSA

Article 1

Nicotinamide riboside chloride as specified in the Annex to this Regulation shall be
included in the Union list of authorised novel foods established in Implementing
Regulation (EU) 2017/2470.

For a period of five years from the date of entry into force of this Regulation only the
initial Applicant:

»—Company: ChromaDex Inc.; N

e  Address:

is authorised to place on the market within the Union the novel food referred to in
paragraph 1, unless a subsequent applicant obtains authorisation for the novel food
without reference to the data protected pursuant to Article 2 of this Regulation or with
the agreement of ChromaDex Inc.

The entry in the Union list referred to in paragraph 1 shall include the conditions of
use and labelling requirements laid down in the Annex.
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4. The authorisation provided for in this Article shall be without prejudice to the
provisions of Directive 2002/46/EC.

Article 2

The studies contained in the application file on the basis of which the novel food referred to in
Article 1 has been assessed by the Authority, claimed by the Applicant as proprietary and
without which the novel food could not have been authorised, shall not be used for the benefit
of a subsequent applicant for a period of five years from the date of entry into force of this
Regulation without the agreement of ChromaDex Inc.

Article 3

The Annex to Implementing Regulation (EU) 2017/2470 is amended in accordance with the
Annex to this Regulation.

Article 4

This Regulation shall enter into force on the twentieth day following that of its publication in
the Official Journal of the European Union.

This Regulation shall be binding in its entirety and directly applicable in all Member States.

Done at Brussels,

For the Commission
The President
Jean-Claude JUNCKER
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