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International comparison of regulatory approaches
to health claims
UK Canada Japan USA Codex Eu
Voluntary/mandatory \ M M v v v
Qrigin industry Government Govermment industry Codex Council
members of Europe

Health claims v v v ¥ v v
Enhanced function V + ) ¥ v
Disease risk reduction X 3 X V v ¥
Generic claims ¥ v ¥ v ¥ x)
Product specific < ) ) ¥ v y
Amvt and freq N N ¥ v
specified
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Assessing Strength & Consistency of Scientific Evidence

Single large”
human study

i vitro of
“animal data
only

+Supportive epidemiologic daterm—t -
<+— +Contradictory epidemiologic data
+Supportive laboratory datae—p
<+— +Contradictory laboratory data

“Reported
Body of consistent, relovant
Evidancs fram well designed
Clinical, amffor epidemialogic,
And laboratory studies,
Weight of svidence
supportive

Single small
Human study

Multiple small
Human studics
<+——tConsistent rest flawed designs

+Consistent results with good designgme Evidence accopied
o Contradictory results with good designs By federal scientific
Epidemiclopical datds

malf uncontrolle
Himnan studies

Bodies independent
Expert, bodies as
Basis for pubfic health

<4 +D\fficUity 11easuring substances Clinical review
f=e s DR IR BTN +Biologic plausibility and=——s
i LY onsistent laboratory data
<+ +Contradictory laboratory da¥¥

Meta analyses ~Review by credible  emp
Disinterested expert groups

Emerging evidence Significant Scientific Agreement
Consensus

ssessing th Eiden e

s

N

. b i

3 Credibility of the evidence
a Strength of the evidence

Quality of the evidence

LU

Sufficiency of the evidence




Evidence—-based Ranking System

v A N B 4
s 370 RE0 Tt
T Randomized, controlled intervention trials
T2 Observational cohort studies
T3 Non—-randomized intervention trials, case—controlied studies
T4 Cross—sectional studies, case series

15 Animal study
T6 In vitro study

= 270 Fo| Wt ,
QL1 EAIEO KSo/40| LM =AS biomarkers} AIE, 289 2ist

SNHO M0l 20 HE biomarker® AISSIASL A
5K g2 e ‘
= F 2 biomarker® AHSSHKI FUHL SHFel S50 HESX

e

QL4  Primary referenceld} Otd (review and meta analysis)

QL2

QL3

Ao 2ol mek

QN1 BE3 B2 MAS XD A, 20t 2
QN2 &3 WS NHME JIND AESAOU ZWJt WK U
QN3 AIEE JRES & 25 |

» GIPo Y@L @R
i _§§§F biomarker7t Y&E UBC2 AL USH 2o e
St 49 Jts
E X8 biomarkerdt HIRE U0 YECR ALY AUACLE &
WOt HESX US

C3 =& biomarkerDt Y#HOIX| R8IH 20T LA U8

» HALE JlsAne 20
R1  HISEQR 2010t U2 FHeIdE Jisd0e 2K Hat

delgFoz 0|0t AU FHSIHE sS4l AL Hets
X s

R3 MIEHSZ 90 g8
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Standardized Qualifying Language (Qualmed Health Claims)

B AR

Second ...7although there is scientific evidence
Level supporting the claim, the evidence is not
conclusive.”

Third “Some scientific evidence suggests ...
Level however, FDA has determined that this
: evidence is limited and not conclusive.”

Fourth “Very limited and preliminary scientific
Level research suggests...FDA concludes that
there is little scientific evidence supporting
this claim.”

iomarkers

o A -

arly Change of Physislogy
'Y
Oaset of a Pathelogy

Markers of Markers of

Consumption exposure to ! C
of food food intermediate
component component endpoint /

Enhanced Reduced

target risk of
function disease

ENHANCED » -
TION.C REDUCTION OF
ISEASE RISK CLAIMS
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Schematic outline of fetatianships of intaka of a functionat foad to bone health

Consumption of functional —  Intake of functional food or food component
food omponent \

Bioavailability of functional food component

Markers of exposure to ~ —— Ca bioavailability
functional food component \ Ca retention

Bone turnover

Markers of target - Bone cell function
function/biological §

function/ \ Calciotropic hormones
Markers of intermediate l
endpoint/reduced disease —— Bone mass
risk in a subgroup Bone mineral density

Markers of disease

Bone strength/quality
prevention and treatment ]

Fractures

Summary of evidence to support ciaims in retation ta ostaoporos:s

Component Calcium Bone Bone Bone Fracture
Bio~ Bio~ Metabolism/ Mmeral  Strengh/
availability availabihity Calciotropic Density quality

Hormones

Nutrient claim {cmpt) XX

Nutrient claim {Ca) X XX

Enhanced function X X X XX

Reduced risk in
subgroup (People X X. X XX
aged>50y only)

Prevention/treatment X X X XX X XX

XX Essential to support claim to that level
X To provide contributory information but not support a claim to that level
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important criteria for conduction studtes Human studtes
[ I MRS e

= Subjects

» Number(SXH8tE 9|43 HAEQ| JHs8t £)
= Group(d, L+0l, 22 AEH)

» Free—living or housed

- Experimental diets
» MEE IEH ASHEN 5Y
« EBANEE Bol0 otEd &y
»  Well-controlled
- Validated chemically before study

3 Experimental design
« Study type: — Crossover and parallel-arm designs acceptable

- Random assignment (0} S2iL10| J}1E &)
» Study duration: Sufficiently long enough for endpoint measures to stabilize
» Fasting before administration
« More than one plasma measurement at each time
» Sample collection and assay: By standardized procedures.

Effect Phytosteroi in Edsble Oil on Serum Cholestero! Leve!s (n——71)

(mg/dl) Total Cholesterol LDL Chalesterol HDL Cholesterot
(a0 160 60
40~ (n=64)
220 H ¥
140 50
zw >
| 10 %
L IOl T |

100 304+
10123456+ 10123456+ 10123456+
Period {(month) Petiod {month} Period (month)

Msan:tSE, Statistically significant after treatmentxp<(0.05, #%p<{0.01, *+%p<0.001
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Important criteria for conduction studies: Animal studies
TN - By RN I SN 2 A R
- Species
- ANEHO E, UES
(0) XI2HAYOl MBI TIS0l DX ISH0) @t o1

Acceptable: nonhuman primates, hamsters, guinea pigs, gerbils, dogs, and pigs
Unacceptable or cautionary: mice, rabbits, rats, squirrel monkeys

- SSHASR [Rold &EI} IisE )
L ho. gg x"%

O Experimental diets
= Acceptable: Pellet diet, semipurified diets
= Well-controlied
» Validated chemically before study

-1 Experimental design
» Study duration: Sufficient for equilibration of endpoints of interest
« Bioavailability should be documented.
» Food should be deprived before blood collection.
= Appropriate biomarkers should be included.

Examples of Health Claims Used or Proposed in Foreign Countries

Claim Example

USA

Nutrient content claims “High in calcium”

Structure/function claims “Calcium aids in the growth and maintenance of bones”
“A healthy diet with enough calcium helps....maintain good

Health claims(14 bone health and may reduce....risk of osteoporosis later in
_approved) the life”

Japan

FOSHU claims “This food is suitable for individuals with high blood

pressure”

Medical claims {prohibited) “This food prevents hypertension™

EU Proposals

Nutrition claims “High in calcium”

Functional claims “High in calcium. Calcium aids in the development of

strong bones and teeth”.
“Calcium may help to improve bone density. Food X is rich
in calcium”

“Sufficient calcium intake may reduce the risk of
osteoporosis in later life. Food X is rich in calcium”

Enhanced function claims

Reduction of disease risk
factor claims
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