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Femarelle  and bone mineral density

Scientific substantiation of a health claim related to “Femarelle®” and
“induces bone formation and increases bone mineral density reducing the
risk for osteoporosis and other bone disorders” pursuant to Article 14 of the
Regulation (EC) No 1924/2006'

Scientific Opinion of the Panel on Dietetic Products, Nutrition and Allergies
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SCIENTIFIC OPINION

Scientific Opinion in relation to the authorisation procedure for health
claims on calcium and vitamin D and the reduction of the risk of
osteoporotic fractures by reducing bone loss pursuant to Article 14 of
Regulation (EC) No 1924/2006'

EFSA Panel on Dietetic Products, Nutrition and Allergies (_\'DA)E' 3

European Food Safety Authority (EFSA). Parma. Italy

ABSTRACT

Following a request from the European Commission. the Panel on Dietetic Products., Nutrition and Allergies was
asked to deliver a scientific opinion in relation to the authorisation procedure for health claims on calcium and
vitamin D and the reduction of the risk of osteoporotic fractures by reducing bone loss pursuant to Article 14 of
Regulation (EC) No 1924/2006. A cause and effect relationship was established between the intake of calcium.
either alone or in combination with vitamin D. and reducing the loss of BMD. which may contribute to a
reduction in the risk of bone fracture. This relationship implies that the critical nutrient in relation to the claimed
effect 1s calcium. The Panel proposes that at least 1200 mg of calcium from all sources or at least 1200 mg of
calcium and 800 L.U. of vitamin D from all sources to be consumed daily should be considered for the purpose of
setting conditions of use for a risk reduction claim on the loss of BMD. which may contribute to a reduction in
the risk of bone fracture. The target population is women 50 vears and older. Tolerable Upper Intake Levels (UL)
have been established for calcium and vitamin D in adults.
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Relation of BMD to Fracture Risk

b

- How important is
change in BMD with

treatment?

= Treatments for osteoporosis
increase BMD & reduce risk

= Is the reduction in fracture risk
with treatment due to the
increase in BMD?
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*Not head-to-head comparison; fvs placebo. Error bars represent 95% confidence intervals.

1Chesnut CH, et al. Am J Med. 2000;109:267-276; 2Ettinger B, et al. JAMA. 1999;282:637-645; & data on file, Eli Lilly and
Company; 3Harris ST, et al. JAMA. 1999 282:1344- 1352, 4Reg|nster J-Y, et al. Osteopor05|s Int. 2000;11:83- 91 SBlack DM, et
al. Lancet. 1996;348:1535-1541; 6Cummlngs SR, et al. JAMA. 1998:280:2077-2082.
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DRAFT SCIENTIFIC OPINION

Guidance on the scientific requirements for health claims related to bone,
joints, and oral health'

EFSA Panel on Dietetic Products, Nutrition and Allergies (NDA)E' 3

European Food Safety Authority (EFSA). Parma. Italy

SUMMARY

The European Food Safety Authority (EFSA) asked the Panel on Dietetic Products, Nutrition and
Allergies (NDA) to draft guidance on scientific requirements for health claims related to bone. joints.
and oral health. This draft guidance has been drawn from scientific opinions of the NDA Panel on
such health claims. Thus. this guidance document represents the views of the NDA Panel based on the
experience gained to date with the evaluation of health claims in these areas. It 1s not intended that the
document will include an exhaustive list of beneficial effects and studies/outcome measures which are
acceptable. Rather. it presents examples drawn from evaluations already carried out to illustrate the
approach of the Panel. as well as some examples which are currently under consideration within
ongoing evaluations. This draft guidance document was endorsed by the NDA Panel on
25 March 2011. and is released for public consultation from 26 April 2011 to 31 August 2011.
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3. Bone and joints

3.1 Claims related to maintenance of bone and to the reduction in the risk of osteoporotic
fractures

Contribution to the maintenance of normal bone throughout the lifespan 1s considered to be a
beneficial physiological effect. Evidence for the scientific substantiation of these claims can be
obtained from human studies by assessing the relationship between the food/constituent and measures
of bone mass and bone mineral density (BMD) using appropriate methods of measurement (e.g. dual-
emission X-ray absorptiometry (DXA)) and study duration (e.g. at least one year). Biochemical
markers of bone turnover (e.g. of bone formation and bone resorption) can be used as evidence for a
mechanism by which the food/constituent could exert the claimed effect. An increase in bone
formation and/or a decrease in bone resorption are considered beneficial physiological effects when
they lead to an increase (or reduced loss) in bone mass/density.

A decrease in BMD 1s associated with an increased risk of osteoporotic fractures. However,
modification of BMD 1s only beneficial when the change has a positive impact on fracture incidence.
Increasing BMD, or limiting the reduction of BMD in older adults including post-menopausal women
has been shown to reduce the risk of osteoporotic fractures following certain dietary interventions
(e.g. calcium supplementation) but not others (e.g. fluoride supplementation), probably because BMD
(g/cm”) does not provide any information on the micro-architecture of bone. Therefore, for reduction
of disease risk claims in older adults, measures of both BMD and fracture incidence should be
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Abstract

Summary Health claims for food products in Europe are
permitted if the nutrient has been shown to have a
beneficial nutritional or physiological effect. This paper
defines health claims related to bone health and provides
guidelines for the design and the methodology of clinical
studies to support claims.

Introduction Regulation (EC) no. 1924/2006 on nutrition
and health claims targeting food products was introduced in
Europe stating that health claims shall only be permitted if
the substance in respect of which the claim is made has
been shown to have a beneficial nutritional or physiological
effect. The objective of this paper is to define health claims
related to bone health and to provide guidelines for the
design and the methodology of clinical studies which need
to be adopted to assert such health claims.

Methods Literature review followed by a consensus discus-
sion during two l-day meetings organized by the Group for
the Respect of Ethics and Excellence in Science (GREES).
Results The GREES identified six acceptable health claims
related to bone health based on the potential of food
products to show an effect on either the bioavailability of
calcium or osteoclast regulatory proteins or bone tumover
markers or bone mineral density or bone structure or
fracture incidence. The GREES considers that well-
designed human randomized controlled trial on a relevant
outcome is the best design to assess health claims. The
substantiation of health claim could also be supported by
animal studies showing either an improvement in bone
strength with the food product or showing the relationship
between changes induced by the food product on a
surrogate marker and changes in bone strength.
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SCIENTIFIC OPINION

Scientific Opinion on the substantiation of health claims related to
glucosamine alone or in combination with chondroitin sulphate and
maintenance of joints (ID 1561, 1562, 1563, 1564, 1565) and reduction of

inflammation (ID 1869) pursuant to Article 13(1) of Regulation (EC)
No 1924/2006'

EFSA Panel on Dietetic Products, Nutrition and Allergies (."'?I}iA)2

European Food Safety Authority (EFSA). Parma. Italy



On the Dasts of the data available, the Panel concludss that a cause and effect relationship has not
been established between the consumption of glucosamins, etther as glucosamine hydrochloride o as
ohucosamine sulphate. either alon or in combimation with chondroitm sulphate and maimtenance of
normal jotnts 1n the general population.




3.2. Claims related to maintenance of joints and to the reduction in the risk of
osteoarthrosis

Confribution to the maintenance of normal joints is considered to be a beneficial physiological effect.

Possible outcomes related to joint structure and function include. for example, joint space width,
mobility, stiffness and (dis)comfort (e.g. pain).

Studies performed in non-diseased (including high risk) population subgroups in which the incidence
of disease (e.g. osteoarthrosis or (osteo)arthritis) i1s the outcome measure could be used for
substantiation of health claims on maintenance of normal joints.

Patients with osteoarthrosis or (osteo)arthritis of different origin (rheumatoid arthritis, psoriatic
arthritis. arthritis of infectious origin) are not representative of the general population with regard to
the status of joint tissues, and therefore studies on subjects with osteoarthrosis or (osteo)arthritis of
different origmn relating to the treatment of symptoms of these diseases (e.g. erosion of articular
cartilage. and reduced mobility of joints) cannot be used for the scientific substantiation of health
claims on the maintenance of normal joints in the general population.

Osteoarthritis 15 a disease characterised by the erosion of articular cartilage. Cartilage degeneration
may proceed to clinical osteoarthritis. Slowing cartilage degeneration in individuals without
osteoarthritis may reduce the risk of development of the disease. and thus studies measuring the rate
of cartilage degeneration (e.g. changes in joint space width) in individuals without osteoarthritis could
be used for the scientific substantiation of disease risk reduction claims.
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