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DEPARTMENT OF HEALTH AND HUMAN SERVI CES

Food and Drug Adm nistration

21 CFR Part 101

[ Docket No. 2006P-0487]

Food Labeling; Health Clains; D etary Noncariogenic Carbohydrate
Sweet eners and Dental Caries

AGENCY: Food and Drug Adm nistration, HHS.

ACTION: Interimfinal rule.

SUMVARY: The Food and Drug Admi nistration (FDA) is issuing this interim
final rule to anend the regulation authorizing a health claimon

noncari ogeni ¢ carbohydrate sweeteners and dental caries, i.e., tooth
decay, to include isonmaltul ose, a noncariogenic sugar. FDA is taking
this action in response to a health claimpetition submtted on behal f

of Cargill, Inc. Based on the totality of publicly available scientific
evi dence, FDA now has determ ned that the nutritive sweetener
I somal tul ose, |ike other noncariogenic carbohydrate sweeteners |isted

in the dental caries health claimregulation, is not fernented by ora
bacteria to an extent sufficient to | ower dental plaque pHto |evels
that would contribute to the erosion of dental enanel. Therefore, FDA
has concl uded that isomaltul ose does not pronote dental caries, and it
i s anendi ng the regul ation authorizing a health claimrelating certain
noncari ogeni ¢ sweeteners and the nonpronotion of dental caries to

I ncl ude isonmaltul ose as a substance eligible for the claim

DATES: This interimfinal rule is effective Septenber 17, 2007. Submt
witten or electronic comments by Decenber 3, 2007.

ADDRESSES: You may submt conments, identified by Docket No. 2006P-
0487, by any of the foll ow ng nethods:
El ectroni ¢ Subm ssi ons

Submit electronic coments in the foll owi ng ways:
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Federal eRul emaking Portal: http://ww.regul ations. gov.

Follow the instructions for submtting comments.
Agency Web site: http://ww.fda.gov/dockets/ecomments.

Follow the instructions for submtting comments on the agency Wb site.
Witten Subm ssions
Submt witten subm ssions in the foll ow ng ways:
FAX: 301-827-6870.
Mai | / Hand del i very/ Courier [For paper, disk, or CD ROM
subm ssions]: Division of Dockets Managenent (HFA-305), Food and Drug
Admi ni stration, 5630 Fishers Lane, rm 1061, Rockville, NMD 20852.

To ensure nore tinely processing of coonments, FDA is no | onger
accepting comments submtted to the agency by e-mail. FDA encourages
you to continue to submt electronic conments by using the Federal
eRul emaki ng Portal or the agency Wb site, as described previously, in
t he ADDRESSES portion of this docunent under El ectronic Subm ssions.

Instructions: Al subm ssions received nust include the agency nane
and Docket No. 2006P-0487 for this rul emaking. Al comrents received
may be posted w thout change to http://ww.fda. gov/ohrns/ dockets/default.htm

, Including any personal information provided. For

additional information on submtting conments, see the "~ Coments’

headi ng of the SUPPLEMENTARY | NFORMATI ON section of this docunent.
Docket: For access to the docket to read background docunents or

comments received, go to http://ww.fda. gov/ohrns/dockets/default.htm

and insert the docket nunber, found in brackets in the heading of this
docunment, into the "~ Search'' box and follow the pronpts and/or go to
the Division of Dockets Managenent, 5630 Fishers Lane, rm 1061,
Rockvill e, NMD 20852.

FOR FURTHER | NFORVATI ON CONTACT: Jill onne Keval a, Center for Food
Safety and Applied Nutrition (HFS-830), Food and Drug Adm nistration,
5100 Pai nt Branch Pkwy., College Park, NMD 20740-3835, 301-436-1450.

SUPPLEVMENTARY | NFORMATI ON:
| . Background

The Nutrition Labeling and Educati on Act of 1990 (the 1990
amendnments) (Pub. L. 101-535) anended the Federal Food, Drug, and
Cosnetic Act (the act) in a nunber of inportant respects. One aspect of
the 1990 anmendnents was that they clarified FDA's authority to regul ate
health clainms on food | abels and in food | abeling.

[[ Page 52784]]

In 1993, FDA issued a regulation to inplenent the health claim
provi sions of the 1990 anendnents entitled " Food Labeling: General
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Requirenents for Health Cainms for Food'' (58 FR 2478, January 6,
1993), which established a process for petitioning the agency to

aut hori ze heal th cl ai n8 about substance-di sease rel ati onshi ps and set
out the types of information that a health claimpetition nust include
(21 CFR 101.70). This regul ation becane effective on May 8, 1993.

The final rule that established Sec. 101.80 (21 CFR 101.80) (61 FR
43433, August 23, 1996) (the 1996 final rule), relating sugar al cohols
to the nonpronotion of dental caries, conpleted the first rul enmaking
t hat FDA conducted in response to a health claimpetition (Docket No.
1995P-0003). Section 101.80 (the dental caries health claim was
subsequently anmended, to expand the substances which are the subject of
the claim to include noncariogenic carbohydrate sweeteners other than
sugar al cohols (67 FR 71461, Decenber 2, 2002) (the 2002 anendnent).
Section 101.80(a) describes the role of fernentable carbohydrates,
(i.e., nost dietary sugars and starches), in the devel opnent of dental
caries. The fernmentation of these carbohydrates by m croorgani sns
produces organic acids on the surface of teeth, which contribute to the
devel opnment of dental caries through erosion of tooth enanmel. Section
101. 80(b) explains that sone carbohydrate sweeteners, such as sugar
al cohols, are relatively noncariogeni c because they are fernented by
oral mcroorganisnms nore slowy than are fernentabl e carbohydrates and
consequently, the rate of acid production is |ower than that from
fernment abl e carbohydrates. Noncari ogeni c carbohydrate sweeteners, when
used in place of fernentable sugars, are useful in that they do not
pronote dental caries as do the sugars they replace. Section 101.80(c)
describes the specific requirenents of the dental caries health claim
i ncluding the requirenent that the food bearing the claimbe " sugar
free'' (Sec. 101.80(c)(2)(iii)(A)). Section 101.80(c)(2)(ii) also
lists 11 noncari ogeni c carbohydrate sweeteners (xylitol, sorbitol,
mannitol, maltitol, isomalt, lactitol, hydrogenated starch
hydrol ysat es, hydrogenated gl ucose syrups, erythritol, D-tagatose, and
sucral ose) that are eligible for the claim Section
101.80(c)(2)(iii)(C further states that, "~ Wen carbohydrates other
than those listed in paragraph (c)(2)(ii) of this section are present
in the food, the food shall not | ower plaque pH below 5.7 by bacteri al
fermentation either during consunption or up to 30 mnutes after
consunption, as neasured by the indwelling plaque pH test found in
“ldentification of Low Caries Ri sk D etary Conponents,' * * *_ !

FDA noted in the 1996 final rule that it would consider adding
ot her noncariogeni c carbohydrate sweeteners in the |ist of sweeteners
eligible for the health claimbased on a petition to anend the
regul ati on that would show how t he substance confornms to the
requi rements of Sec. Sec. 101.14(b) (21 CFR 101. 14(b)) and 101.80 and
that provides evidence that the additional noncariogenic carbohydrate
sweetener will not |ower dental plaque pH below 5.7 (61 FR 43433 at
43442). Section 101.80 was first anended in 1997 to |list the sugar
al cohol erythritol as an additional noncariogenic carbohydrate
sweetener eligible for the claim (62 FR 63653, Decenber 2, 1997). The

http://a257.g.akamaitech.net/7/257/2422/01jan20071800/edocket.access.gpo.gov/2007/E7-18196.htm (3 of 18) [01/10/2007 05:52:43 p.m.]



http://a257.9.akamaitech.net/7/257/2422/01jan20071800/edocket.access.gpo.gov/2007/E7-18196.htm

petition to list erythritol in Sec. 101.80 (Docket No. 1997P-0206)
presented scientific data froma rodent cariogenicity study and froma
human in vivo indwelling plagque pH test of erythritol. The agency was
satisfied that this evidence was consistent with the results of the
studi es that investigated the cariogenic potential of the substances
previously listed in Sec. 101.80(c)(2)(ii)(A) and that erythritol net
the requirenents of Sec. 101.14(b). Therefore, erythritol was added to
the |ist of sugar alcohols eligible as a noncariogenic carbohydrate
sweet ener. Section 101.80 was again anmended in the 2002 anmendnent to
add D-tagatose, a non-fernentable sugar, to the |ist of substances
eligible for the health claim This action was based upon clinical

evi dence that ingestion of D-tagatose would not |ower plaque pH bel ow
5.7 as neasured by the indwelling plagque pH nethod. Because D-tagatose
Is a sugar, not a sugar al cohol, the 2002 anendnent al so changed the
title of the regulation from "“sugar alcohols'' to " "~noncariogenic

car bohydrate sweeteners.'' The nobst recent anmendnent of Sec. 101.80
was to |ist sucralose, a non-nutritive sweetener, as an eligible
noncari ogeni ¢ sweetener (71 FR 15559, March 29, 2006).

1. Petition and G ounds
A. The Petition

On August 31, 2006, FDA received a health claimpetition (Ref. 1)
from Hyman, Phelps & McNamara, P.C., submtted on behalf of Cargill,
Inc. (petitioner), under section 403(r)(4) of the act (21 U S. C
343(r)(4)). The petition requested that FDA anmend Sec. 101.80 to
aut hori ze a noncariogenic dental health claimfor isomaltul ose. FDA
notified the petitioner on Decenber 8, 2006, that the initial review of
the petition had been conpleted and that the petition had been filed
for further action in accordance with section 403(r)(4) of the act. If
t he agency does not act, by either denying the petition or issuing a
proposed regul ation to authorize the health claim wthin 90 days of
the date of filing for further action, the petition is deened to be
deni ed unl ess an extension is nutually agreed upon by the agency and
the petitioner (section 403(r)(4)(A) (i) of the act and 21 CFR
101.70(j)(3)(iii)). On March 5, 2007, FDA and the petitioner nutually
agreed to extend the deadline for the agency's decision on the petition
until Septenber 5, 2007. The petitioner requested that FDA consider
exercise of its authority under section 403(r)(7) of the act to nmake
t he anendnent to Sec. 101.80 effective upon publication.

B. Nature of the Substance

The petitioner identified the substance, which is the subject of
the petitioned health claim to be isonmaltul ose. Isomaltul ose (CAS Reg.
No. 13718-94-0) (6-0O[al pha]-Dglucopyranosyl-D-fructose) is a
di sacchari de sugar. The petitioner identified the intended food use of
I somal tul ose as a nutritive sweetener. A 2005 generally recognized as
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safe (GRAS) notification to FDA (Ref. 2) identified use of isomaltul ose
as a nutritive sweetener in a variety of foods to have been determ ned
to be GRAS for food use. For the purpose of a health claim the term
““substance'' has been defined as "~ * * * a specific food or conponent
of food * * *'' (Sec. 101.14(a)(2)). An ingredient added to a food as
a sweetener is a conmponent of food. As such, FDA concl udes that

i somal tulose is a " substance'' as defined in Sec. 101.14(a)(2) for

t he purpose of food |abeling, which characterizes the relationship of
any substance to a disease or health-related condition

C. Review of Prelimnary Requirenents for a Health C aim

1. The Substance |Is Associated Wth a D sease for Wich the U S
Popul ation Is at Risk

Dental caries continues to affect a |large segnent of the U S.
popul ati on, notwithstanding its decline in recent years (Ref. 3). The
U S. Departnent of Health and Human Services' Heal thy People 2010
(bj ecti ves recogni zes dental caries as the single nost conmon chronic
di sease during childhood, and states that 30 percent of adults have
untreated dental decay (Ref. 4). Based

[ [ Page 52785] ]

on these facts, FDA concludes that, as required in Sec. 101.14(b)(1),
dental caries is a disease for which the general U S. population is at
risk.
2. The Substance |Is a Food

When a health claiminvol ves consunption of a substance at ot her
t han decreased dietary levels, the substance that is the subject of the
health claimnust contribute taste, aroma, or nutritive value, or any
ot her technical effect listed in Sec. 170.3(0) (21 CFR 170.3(0)) to
the food, and nust retain that attri bute when consuned at the |evels
that are necessary to justify a claim(Sec. 101.14(b)(3)(i)). The
petitioner stated that the intended use of isomaltulose in food is as a
nutritive sweetener. |Isomaltul ose contributes taste (sweetness),
nutritive value (source of calories), and a technical effect (nutritive
sweetener) listed in Sec. 170.3(0)(21) to the food and retains these
attri butes when consuned at |evels that are necessary to justify a
claim Thus, the agency concludes that the prelimnary requirenent of
Sec. 101.14(b)(3)(i) is satisfied.
3. The Substance |Is Safe and Lawf ul

Section 101.14(b)(3)(ii) requires that for a substance to be
eligible for a health claim it nust be a food or a food ingredient or
a conponent of a food ingredi ent whose use at the | evels necessary to
justify a claimhas been denonstrated by the proponent of a claim to
FDA's satisfaction, to be safe and | awful under the applicable food
safety provisions of the act. FDA eval uates whether the substance is
““safe and lawful'' under the applicable food safety provisions of the
act. For conventional foods, this evaluation involves considering
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whet her the ingredient that is the source of the substance is GRAS,
approved as a food additive, or authorized by a prior sanction issued
by FDA (see Sec. 101.70(f)).

The petitioner asserts that there is general recognition of safety,
based upon scientific procedures, for the use of isonmaltul ose as a
nutritive sweetener in food. FDA previously received a notice on
Novenber 1, 2005, inform ng FDA that S[Uum ] DZUCKER AG Mannhei nf
Ochsenfurt, had determ ned through scientific procedures that use of
i somal tul ose as a nutritive sweetener in a variety of foods is GRAS
(the 2005 GRAS notification). FDA issued a |letter on March 20, 2006
(Ref. 2), in response to this notice stating that the agency had no
guestions at the tinme regarding S[ Uum ] DZUCKER s concl usi on t hat
I somal tul ose is GRAS under the intended conditions of use. The intended
conditions of use for isonmaltul ose stated in the 2005 GRAS notification
i nclude use as a nutritive sweetener in the follow ng food categories:
Baked goods and baking m xes (Sec. 170.3(n)(1)); beverages (Sec.
170.3(n)(2) and (n)(3)); cereal -based products (Sec. 170.3(n)(4));
chewi ng gum (Sec. 170.3(n)(6)); confectionery and frostings (Sec.
170.3(n)(9)); frozen dairy desserts and m xes (Sec. 170.3(n)(20));
fruit and water ices (Sec. 170.3(n)(21)); gelatins, desserts, and
puddi ngs, etc. (Sec. 170.3(n)(22)); jams, jellies, and spreads (Sec.
170.3(n)(28)); mlk products (Sec. 170.3(n)(31)); nuts and peanut
spreads (Sec. 170.3(n)(32)); processed fruit and fruit juices or
veget abl e juices (Sec. 170.3(n)(35)) and (n)(36)); snack foods (Sec.
170.3(n) (37)); sugar substitutes (Sec. 170.3(n)(42)); and sweet
sauces, toppings, and syrups (Sec. 170.3(n)(43)). Ot her categories
include nutritive fornmulas at 5 to 20 percent, energy-reduced foods at
5 to 40 percent, and neal replacenents/slimmng foods at 5 to 20
percent. Furthernore, FDA is not aware of any scientific evidence that
i somal tul ose, under the intended conditions of use, would be harnful.
The agency has not made its own determ nation regarding the GRAS status
of isomaltul ose, however, and notes that authorization of a health
claimfor a substance should not be interpreted as affirmation that the
use of the substance is GRAS. FDA concludes that the use of
I somal tulose in food as a nutritive sweetener at |evels necessary to
justify the claimand in accordance with the 2005 GRAS notification
denmonstrates to FDA's satisfaction that such use is safe and | awf ul
under applicable food safety provisions of the act. Therefore, FDA
concludes that the prelimnary requirenents in Sec. 101.214(b)(3)(ii)
are satisfied.

I11. Review of Scientific Evidence of the Substance-D sease
Rel ati onshi p

A. Basis for Evaluating the Relationship Between |sonaltul ose and
Dental Caries

As recogni zed in Sec. 101.80, certain carbohydrate sweeteners are
rel atively noncariogenic conpared to fernentabl e carbohydrates such as
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starch and nost sugars. The rel ati onshi p between noncari ogenic
sweet eners and dental caries involves slower fernentation by ora
bacteria than that of the dietary sugars they replace. Noncari ogenic
sweet eners do not pronote the devel opnent of dental caries because the
anount and rate of organic acids resulting fromtheir netabolism by
oral bacteria is sufficiently less than that of the fernentable
car bohydrates, and they do not cause the |loss of mnerals fromtooth
enanmel . (Sec. 101.80(b)) The agency noted in the preanble to the 1996
final rule that it would take action to add additional sugar al cohols
to Sec. 101.80 when presented, in part, wth evidence that the
addi ti onal sugar al cohols would not |ower plaque pH (i.e., raise plaque
acidity) below 5.7 (61 FR 43433 at 43442). FDA has subsequently anended
Sec. 101.80 on three occasions to |ist additional noncariogenic
sweeteners in the regulation. The three added noncari ogeni c sweeteners
i ncl ude a sugar al cohol (erythritol), a sugar (D-tagatose), and a non-
nutritive sweetener (sucralose). Although the noncariogenic sweeteners
that were initially the subject of the health claimwere all sugar
al cohol s, FDA has anmended Sec. 101.80 to |list additional noncariogenic
sweet eners that are not sugar al cohols. Wen doing so, FDA al so changed
the title of the health claimfrom  "Dietary Sugar Al cohols and Denta
Caries'' to "Dietary Noncariogenic Carbohydrate Sweeteners and Dent al
Caries."'

| somal tul ose, the subject of the current petition, is a sugar. As
is the case with the noncariogenic sweeteners now listed in the dental
caries health claim the potential dental health benefit from
I somal tul ose derives fromits |lower fernmentability relative to nost
sugars used as food ingredients. Consequently, the criteria that FDA
used to evaluate the other noncariogenic sweeteners in the existing
dental caries health claimcan be applied to assess whet her
i somal tul ose also qualifies for the health claim

B. Review of Scientific Evidence

1. Evidence Considered in Reaching the Decision

The recogni zed role of sucrose in the etiology of dental caries is
related to the ability of sucrose to be netabolized by oral bacteria
into extracel lular polyners that adhere firmy to the tooth surfaces
(i.e., dental plaque), and at the sanme tinme to formacids that can
dem neralize tooth enanel (Ref. 5). FDA initially proposed to authorize
a health claimrelating noncari ogeni c carbohydrate sweeteners and
nonpronoti on of dental caries (60 FR 37507, July 20, 1995), based on
scientific evidence from studi es eval uati ng changes in human denta
pl aque pH, plaque acid production, decalcification or rem neralization
of tooth enanel, and the incidence of dental caries. FDA limted its
review to these types of studi es because previous reviews by the
Federal Governnment and other authorities had focused on these areas,
and the majority of research efforts have al so focused on these areas
(60 FR 37507 at 37523). FDA concl uded t hat
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human st udi es show ng sugar al cohols to be associated with reduced rate
of acid production in dental plaque relative to sucrose and, in sone
studi es, a reduced incidence of dental caries, were evidence for the
associ ation of sugar al cohols and a reduced risk of devel opi ng denta
caries (60 FR 37507 at 37523). In the 1996 final rule, FDA noted that
it would take action to add other sweeteners to the list of substances
eligible for this health claimwhen presented with a petition that
I ncluded, in part, evidence that the substance woul d not | ower plaque
pH bel ow 5.7 (61 FR 43433 at 43442). FDA did not specify a specific
met hod to be used in neasuring plague pH for considering the addition
of other sweeteners to the list of eligible substances for this health
claim However, in order for a food that contains both noncariogenic
sweet eners and fernentabl e carbohydrates to qualify for this health
claim Sec. 101.80(c)(2)(iii)(C specifies that an indwelling pH
el ectrode nethod of neasuring dental plaque pHis the procedure that
the agency will use to verify that a food bearing the health clai mdoes
not result in a lowering of dental plaque pH below 5.7. The current
petition included a report (Ref. 1, Appendix B) froman assay of the
cariogenic potential of isomaltul ose which used the indwelling pH
el ectrode nethod of neasuring dental plaque pH specified in Sec.
101.80(c)(2)(iii)(C. This is the sanme type of evidence FDA consi dered
previously in its decisions to anend Sec. 101.80 to list D-tagatose
(67 FR 71461) and sucral ose (71 FR 15559).
2. Review of Isonaltul ose Noncariogeni c Assay Data

The petition included a report (Ref. 1, Appendix B) of an in vivo
assay of the cariogenic potential of isomaltul ose. This assay was
conducted follow ng the protocol described in "~“ldentification of Low
Caries Risk Dietary Conponents,'' by T. Infield, vol. 11, Mnographs in
Oral Science, 1983, which is incorporated by reference in the dental
caries health claim (Sec. 101.80(c)(2)(iii)(C). This protoco
provi des for the continuous telenetric recording of plaque pHin vivo.
The test was conducted for Cerestar R & D Center, Vilvoorde, Bel gium
by the University of Zurich, Dental Institute, Cinic of Preventive
Dentistry, Periodontol ogy and Cariol ogy, Bioelectric Unit.

The plaque pH telenetry assays were perfornmed with six test
subj ects in good general health. Al test subjects had previously
participated in simlar studies and their response to positive control
procedures was known. Each subject had a mniaturized gl ass pH
el ectrode inplanted in a dental prosthesis. Once the plaque pH
telenetric prosthesis was inserted, it remained in place throughout the
test period. Test subjects refrained fromall oral hygi ene practices,
except for water rinses, to allowa 3 to 7 day undi sturbed grow h of
I nterdental plaque to accunul ate over the tips of the pH el ectrodes.

Basel i ne pl aque pH was neasured over a 15 mnute period following a
3 mnute period of chewi ng paraffin. Test subjects then rinsed for 2
mnutes with 15 mlliliters (nmL) of a 10 percent aqueous sol ution of
I somal tul ose; or alternatively sucking a 1.5 gram (g) tablet of pressed
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i somal tul ose. Pl aque pH response to i somaltul ose was recorded for 30
m nutes follow ng isonmaltul ose exposure. The paraffin chew rinse
sequence was then repeated using a 10 percent sucrose rinse instead of
I somal tul ose. The sucrose rinse serves as a positive control to
denonstrate the accurate functioning of the pH telenetric equi pnent and
of plaque netabolism

The study report conmented that baseline plaque pH val ues neasured
followi ng paraffin chewi ng coincide with those found in earlier tests
wth the sane test subjects. The study report also comented that the
observed decrease of plaque pH subsequent to the sucrose rinse (| owest
pH val ue range was 4.40 to 4.90) denonstrates the accurate functioning
of the pH telenetric equipnent and of plaque netabolismon the
telemetric prosthesis. The | owest interdental plaque pH recorded anong
the six test subjects during the 30 mnutes follow ng the isonaltul ose
rinse ranged from6.00 to 6.35 (6.19 0.12, nean standard deviation, n=6). The
| onest interdental plaque pH
recorded anong the six test subjects during the 30 m nutes follow ng
the isomaltul ose tablet ranged from5.80 to 6.65 (6.38
0.39, nmean standard deviation, n=4). The study report
concluded that no critical decrease (i.e., below pH 5.7) in the
I nterdental plaque pH due to bacterial fernentation of isomaltul ose
occurred followng either the rinsing with 15 nL of a 10 percent
solution of isomaltul ose nor the sucking of a 1.5 g tablet of pressed
I somal tul ose. Although this report of an in vivo dental plaque pH test
of isonmaltul ose constitutes a limted body of scientific evidence on
the cariogenic potential of isomaltulose, FDA is satisfied that this
report, in conjunction with the information previously considered by
t he agency on the etiology of dental caries and the effects of slowy
ferment abl e carbohydrates, are sufficient to enable the agency to
eval uat e whet her isonmaltul ose should be added to the Iist of substances
eligible for the dental caries health claim

V. Decision to Authorize a Health daimRelating |Isomaltul ose to the
Nonpronoti on of Dental Caries

FDA previously concluded that there was significant scientific
agreenent anong qualified experts to support the relationship between
certai n noncariogeni c carbohydrate sweeteners (e.g., sonme sugar
al cohol s, D-tagatose, and sucral ose) and the nonpronotion of dental
caries. The principal evidence that substantiates this relationship is
in vivo data on the effects of noncariogenic carbohydrate sweeteners on
human dental plaque pH (Sec. 101.80(b)). The current petition based
its assertion that isomaltul ose is noncariogenic on evidence from an
indwel ling telenetric plaque pH assay of the cariogenic potential of
I somal tul ose. As discussed in section IIl of this docunent, the plaque
pH assay denonstrated that isomaltulose did not result in decreases in
pl aque pH below the critical level of pH 5.7, when introduced as either
an aqueous solution or as a tablet, and therefore, would be consi dered
to not pronote dem neralization of dental enanel. The results of the
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i somal tul ose pl aque pH assay are consistent with the evidence relied
upon by the agency when addi ng ot her noncariogeni c sweeteners to the
list of sweeteners eligible for this health claim Therefore, based on
the totality of publicly avail abl e evidence pertaining to the
cariogenic potential of isomaltulose and to the rel ationship between
dental plaque pH and dental caries, FDA concludes that there is
significant scientific agreenent that isonaltul ose does not pronote
dental caries. Accordingly, FDA is anending Sec. 101.80 to authorize
extendi ng the dental caries health claimto include isomaltul ose.

V. Description of Mdifications to Sec. 101.80
A. Requirenents

Specific requirenents for use of the dental caries health claimare
provided in Sec. 101.80(c)(2). Section 101.80(c)(2)(ii) lists
noncari ogeni ¢ carbohydrate sweeteners eligible for the health claim
El i gi bl e sugar al cohols, sugars, and non-nutritive sweeteners are
listed in Sec. 101.80(c)(2)(ii)(A, (B), and (C, respectively. FDA is
amendi ng Sec. 101.80(c)(2)(ii1)(B) to include isonaltul ose as an
addi tional eligible noncariogenic sugar. Section

[ [ Page 52787] ]

101.80(c)(2)(iii) specifies eligibility criteria for a food to bear the
health claimon its label. The first criterion in this paragraph is
that the food be " "sugar free,'' as defined in Sec. 101.60(c)(21)(i),
except that the food may contain D tagatose (Sec.

101.80(c)(2)(iii)(A)). FDA is anmending Sec. 101.80(c)(2)(iii)(A) to

i nclude isomaltulose, in addition to D-tagatose, in the exception to
the "~ “sugar free'' criterion of eligible foods.

B. Model Health C ains

Section 101.80(e) provides exanples of statenents that neet the
requi rements to make a heal th cl ai m about nonpronotion of denta
cari es. FDA enphasizes that these "~ "nodel health clains'' are
illustrative only. These nodel clains illustrate both the el enents of
the health claimstatenment required under Sec. 101.80(c)(2)(i) and
sonme of the optional elenents permtted under Sec. 101.80(d). FDA is
amendi ng Sec. 101.80 to add isonaltul ose as an additi onal
noncari ogeni ¢ carbohydrate sweetener eligible for the health claim and
I's not approving specific wording of claimstatenents. Manufacturers
continue to be free to design their owmm claimso long as it is
consi stent with agency regul ati ons.

Under Sec. 101.80(c)(2)(i)(H), there is a requirenent that when
the substance that is the subject of the claimis a noncariogenic
sugar, the claimshall identify the substance as a sugar that, unlike
ot her sugars, does not pronote the devel opnment of dental caries. This
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requi rement was added to Sec. 101.80, along with the addition of the
sugar D-tagatose as a sweetener eligible for the claim to address the
potential incongruity arising froma sugar-containing food bearing a
dental caries health claimstating that foods high in sugars pronote
tooth decay. The nodel health claimexanples in Sec. 101.80(e)(21)(iii)
and (iv) and Sec. 101.80(e)(2)(iii) and (iv) are exanples of health
claimstatenents for use with D-tagatose-containing foods. FDA is
revising these nodel health clains to change fromthe specific sugar
"“tagatose'' to " nane of a sugar from paragraph (c)(2)(ii)(B) of this
section'' to be inclusive of either tagatose or isonaltul ose, or other
noncari ogeni ¢ sugars that may be added to the rule in the future.
Current Sec. 101.80(e)(1) consists of exanples of the full claim
and Sec. 101.80(e)(2) consists of exanples of the shortened claimfor
use on packages with less than 15 square inches of surface area
avai l able for | abeling. The " “shortened claim' version provided for in
Sec. 101.80(¢c)(2)(i)(G may omt: (1) Stating the rel ationship of
frequent between-neal consunption of foods high in sugars and starches
and the pronotion of dental caries (Sec. 101.80(c)(2)(i)(A)), and (2)
i dentification of the substance by nane or as a sugar al cohol (Sec.
101.80(c)(2)(i)(C). The " “shortened claim' version, however, does not
onmt the requirenent that when a noncariogenic sugar is the subject of
the claim the substance be identified in the claimstatenent as a
sugar. As such, the nodel "~ “shortened clainms'' provided by FDA in Sec.
101.80(e)(2) identify by nane either tagatose or isonaltulose.

VI. Analysis of |npacts

FDA has exam ned the inpacts of the interimfinal rule under
Executive Order 12866 and the Regulatory Flexibility Act (5 U S.C. 601-
612), and the Unfunded Mandates Reform Act of 1995 (Pub. L. 104-4).
Executive Order 12866 directs agencies to assess all costs and benefits
of available regulatory alternatives and, when regulation is necessary,
to select regul atory approaches that nmaxi m ze net benefits (including
potential economi c, environnental, public health and safety, and other
advant ages; distributive inpacts; and equity). The agency believes that
this interimfinal rule is not a significant regulatory action as
defined by the Executive order.

The Regul atory Flexibility Act requires agencies to anal yze
regul atory options that would mnimze any significant inpact of a rule
on small entities. Because this interimfinal rule concerns voluntary
clainms, the agency certifies that the interimfinal rule will not have
a significant econom c inpact on a substantial nunber of snal
entities.

Section 202(a) of the Unfunded Mandates Reform Act of 1995 requires
that agencies prepare a witten statenent, which includes an assessnent
of anticipated costs and benefits, before proposing "~ "any rule that
I ncl udes any Federal mandate that may result in the expenditure by
State, local, and tribal governnents, in the aggregate, or by the
private sector, of $100, 000,000 or nore (adjusted annually for
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inflation) in any one year.'' The current threshold after adjustnent
for inflation is $122 mllion, using the nost current (2005) Inplicit
Price Deflator for the Gross Donmestic Product. FDA does not expect this
interimfinal rule to result in any 1-year expenditure that would neet
or exceed this anount.

FDA identified the follow ng three options regarding this petition:
(1) Deny the petition, (2) authorize the petition (add only
I somal tul ose to Sec. 101.80), or (3) add isomaltulose to Sec. 101.80
and al so expand the scope of the claimto include all noncariogenic
car bohydrate sweeteners. FDA concl udes that authorizing the petition by
adding only isomaltul ose to the dental caries health claimis the best
option of those identified.

Option One: Deny the Petition

The agency can only define costs and benefits relative to a
basel i ne, and FDA usually selects the option of taking no action as the
basel i ne because it helps readers identify the costs and benefits of
actions that change the status quo. In this case, denying the petition
woul d correspond to taking no action because it would inply no change
in the dental caries health claimand thus the continuation of the
status quo. By definition, the baseline itself has no costs or
benefits. This does not nmean that FDA ignores the costs and benefits of
the baseline. Instead, it neans that the agency expresses the costs and
benefits of the baseline in how it calculates the costs and benefits of
the other regul atory options.

Option Two: Authorize the Petition (Add Only Isonaltul ose to Sec.
101. 80)

This option would all ow producers who use isomaltul ose to use the
dental caries health claimon their product |abels under certain
conditions. Producers would only choose to change product | abels or
refornul ate products if they believe that doing so will increase
profits nore than the costs of nmaking those changes. Providing this
I nformation may increase profits for some producers because sone
consuners may find this information val uabl e when choosi ng products.
Sonme consuners may find this information val uabl e because it may all ow
themto reduce their risk of dental carries. FDA has determ ned that
this informati on has sufficient scientific support and, when provided
in |labeling under certain conditions, is truthful and not msleading to
consuners. Therefore, using the clains will not generate offsetting
costs for consuners. The agency does not know how many producers wil |
find it worthwhile to use this claim However, if this interimfina
rule is finalized without change, it is sure that to whatever extent
producers use the claim both producers and consuners will be nade
better off under option two than under option one. The agency can
concl ude that adding isomaltul ose to the dental caries health claim
will generate either a net increase in social benefits or, if no
producers find it worthwhile to use the clains, no inpact on social
wel f are.

Option Three: Add Isomaltulose to Sec. 101.80 and Al so Expand the
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Scope of the Caimto Include Al Noncariogenic Carbohydrate Sweeteners
[ [ Page 52788]]

This option would all ow producers who use isonaltul ose and al
ot her noncari ogeni ¢ carbohydrate sweeteners to use the dental caries
heal th claimon their product |abels under certain conditions rather
than just listing specific individual sweeteners. Simlar to option
two, producers would only choose to change product | abels or
refornul ate products if they believe that the benefits that they wll
derive fromdoing so are at | east as great as the costs of making those
changes. In addition, this option would reduce the future burden on
manuf acturers of petitioning FDA to use the dental caries health claim
for additional noncariogenic carbohydrate sweeteners, and it would al so
reduce FDA's burden of evaluating each petition for each individua
noncari ogeni ¢ carbohydrate sweetener.

However, FDA does not know the identity of all the sweeteners that
may fall under the category of "~ “all noncariogenic carbohydrate
sweeteners.'' Thus, FDA would have to extrapol ate the data applicable
to the known noncari ogeni ¢ car bohydrate sweeteners to unknown
noncari ogeni ¢ carbohydrate sweeteners in that category, even though the
science may not support such an extrapol ati on. By expandi ng the use of
the claimto all noncariogeni c carbohydrate sweeteners w thout
reviewi ng the scientific data on each individual sweetener, FDA would
not be able to verify that the clai mwas being used under circunstances
where it is truthful and not m sleading to consuners. If producers used
t he expanded claimon a product that was, in fact, not noncari ogenic,
then the expanded claimcould actually result in an increase in the
nunber of dental caries.

Based on these considerations, FDA cannot conclude that the
potential cost savings of option three would necessarily outweigh the
I ncreased risk of producers making a false or m sl eading claimunder
t he expanded claim Therefore, FDA cannot conclude that option three
woul d be better for social welfare than option two.

In addition, the agency notes that it does not believe this option
Is legally feasible. FDA believes that expanding the dental caries
health claimto all carbohydrate sweeteners w thout review ng the
scientific data supporting such a claimof noncariogenicity for each
I ndi vi dual carbohydrate sweetener would be a failure to carry out FDA' s
statutory responsibility under section 403(r)(3)(B) of the act to issue
heal th cl ai mregul ati ons only when FDA determ nes that there is
significant scientific agreenent that the claimis supported by the
totality of publicly available scientific evidence.

VII. Environnental | npact

The agency has determ ned under 21 CFR 25.32(p) that this action is
of a type that does not individually or cunul atively have a significant
effect on the human environnment. Therefore, neither an environnental
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assessnent nor an environnmental inpact statement is required.
VII1. Paperwork Reduction Act

FDA concl udes that the |labeling provisions of this interimfinal
rul e are not subject to review by the Ofice of Managenent and Budget
because they do not constitute a ""collection of information'' under
t he Paperwork Reduction Act of 1995 (44 U S.C 3501-3520). Rather, the
food | abeling health claimon the associati on between consunpti on of
I somal tul ose and the nonpronotion of dental caries is a " “public
di scl osure of information originally supplied by the Federal Governnent
to the recipient for the purpose of disclosure to the public'' (see 5
CFR 1320.3(c)(2)).

| X. Federalism

FDA has anal yzed this interimfinal rule in accordance with the
principles set forth in Executive Order 13132. FDA has determ ned t hat
the rule has a preenptive effect on State |aw. Section 4(a) of the
Executive order requires agencies to " “construe * * * a Federal statute
to preenpt State |law only where the statute contains an express
preenption provision or there is sone other clear evidence that the
Congress intended preenption of State |aw, or where the exercise of
State authority conflicts with the exercise of Federal authority under
the Federal statute.'' Section 403A of the act (21 U S.C 343-1) is an
express preenption provision. Section 403A(a)(5) of the act provides
t hat :

* * * no State or political subdivision of a State may directly
or indirectly establish under any authority or continue in effect as
to any food in interstate comerce--* * *

(5) any requirenent respecting any claimof the type described
in section 403(r)(1) nmade in the |abel or |abeling of food that is
not identical to the requirenent of section 403(r) * * *

This interimfinal rule amends existing food | abeling regul ations
to add isomaltul ose to the authorized health claimfor noncariogenic
car bohydrate sweeteners and dental caries. Al though this rule has a
preenptive effect in that it precludes States fromissuing any health
claiml abeling requirenments for isonaltul ose and the nonpronotion of
dental caries that are not identical to those required by this interim
final rule, this preenptive effect is consistent with what Congress set
forth in section 403A of the act. Section 403A(a)(5) of the act
di spl aces both State legislative requirenents and State conmon | aw
duties. Medtronic v. Lohr, 518 U S. 470, 503 (1996) (Breyer, J.,
concurring in part and concurring in judgnent); id. at 510 (O Connor,
J., joined by Rehnquist, C J., Scalia, J., and Thomas, J., concurring
in part and dissenting in part); G pollone v. Liggett Goup, Inc., 505
U S 504, 521 (1992) (plurality opinion); id. at 548-49 (Scalia, J.,
joined by Thomas, J., concurring in judgnent in part and dissenting in
part).
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FDA bel i eves that the preenptive effect of this interimfinal rule
I's consistent wwth Executive Order 13132. Section 4(e) of the Executive
order provides that "~ ~when an agency proposes to act through
adj udi cation or rulemaking to preenpt State | aw, the agency shal
provide all affected State and |local officials notice and an
opportunity for appropriate participation in the proceedings.'' FDA
provided the States with an opportunity for appropriate participation
in this rul emaki ng on August 1, 2007, when FDA's D vision of Federal
and State Relations provided notice via fax and e-nail transm ssion to
State health comm ssioners, State agriculture conm ssioners, food
programdirectors, and drug programdirectors as well as FDA field
personnel of FDA's intent to anmend the health claimregulation
aut hori zing health clains for noncariogeni c carbohydrate sweeteners and
dental caries (Sec. 101.80). It advised the States of FDA' s possible
action and encouraged the States and | ocal governments to reviewthe
notice and to provide any comments to the docket (Docket No. 2006P-
0487), until Septenber 1, 2007. FDA received no comments from any
States in response to the fax and e-mail transm ssion. FDA is al so
provi ding an opportunity for State and |local officials to coment on
this interimfinal rule.

In conclusion, the agency has determ ned that the preenptive
effects of this interimfinal rule are consistent with Executive O der
13132.

X. Issuance of an InterimFinal Rule and I nMedi ate Effective Date

FDA is issuing this rule as an interimfinal rule, effective
i mredi ately, with an opportunity for public comment. Section 403(r)(7)
of the act authorizes us to nmake proposed regul ati ons i ssued under
section 403(r) of the act effective upon publication pending
consi deration of public conment and publication of a final regul ation,
I f the agency

[ [ Page 52789] ]

determ nes that such action is necessary. This authority enables the
agency to act pronptly on petitions that provide for information that
IS necessary to: (1) Enable consuners to devel op and mai ntai n heal t hy
dietary practices, (2) enable consuners to be inforned pronptly and
effectively of inportant new know edge regarding nutritional and health
benefits of food, or (3) ensure that scientifically sound nutritiona
and health information is provided to consuners as soon as possi bl e.
Proposed regul ati ons made effective upon publication under this
authority are deened to be final agency action for purposes of judicial
review. The legislative history indicates that such regul ati ons shoul d
be issued as interimfinal rules (H Conf. Rept. No. 105-399, at 98
(1997)).

The petitioner requested the agency to consider nmaking any proposed
regul ati on on the petitioned health claimeffective upon publication of

http://a257.g.akamaitech.net/7/257/2422/01jan20071800/edocket.access.gpo.gov/2007/E7-18196.htm (15 of 18) [01/10/2007 05:52:44 p.m.]



http://a257.9.akamaitech.net/7/257/2422/01jan20071800/edocket.access.gpo.gov/2007/E7-18196.htm

an interimfinal rule. FDA acknow edges that all three of the criteria
In section 403(r)(7)(A) of the act have been net in the petition
submtted by Hyman, Phel ps & McNanmara, P.C. on behalf of Cargill, Inc.
The health claimw |l enable consuners to devel op and mai ntai n heal t hy
dietary practices, such as limting snacks that contain fernentable
sugars. The health claimalso will provide consuners with inportant
know edge regardi ng the reduced cariogenic potential of isomaltul ose
relative to that of other sugars, and will provide consuners with
scientifically sound information on the dental health benefits of foods
containing isomaltul ose. Therefore, FDA is using the authority given to
us in section 403(r)(7)(A) of the act to issue an interimfinal rule
aut horizing a health claimfor isomaltul ose and the nonpronotion of
dental caries, effective inmedi ately.

FDA invites public comment on this interimfinal rule. The agency
will consider nodifications to this interimfinal rule based on
comments nmade during the comment period. Interested persons may submt
to the Division of Dockets Managenent, in any of the ways noted in the
ADDRESSES section at the beginning of this docunent, coments regarding
this interimfinal rule by Decenber 3, 2007. Comments are to be
Identified with the docket nunmber found in brackets in the heading of
this docunent. Received comments nmay be seen in the Division of Dockets
Managenent between 9 a.m and 4 p.m, Mnday through Friday.

This regulation is effective upon publication in the Federal
Regi ster. The agency will address comments and confirm or anmend the
interimfinal rule in a final rule.

XlI. Comments

Interested persons may submt to the Division of Dockets Managenent
(see ADDRESSES) witten or electronic coments regarding this docunent.
Submit a single copy of electronic conments or two paper copies of any
mai | ed comments, except that individuals may submt one paper copy.
Comments are to be identified wth the docket nunber found in brackets
in the heading of this docunent. Received comments may be seen in the
Di vi si on of Dockets Managenent between 9 a.m and 4 p.m, Monday
t hrough Fri day.
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Di vi sion of Dockets Managenent (see ADDRESSES) and may be seen by
I nterested persons between 9 a.m and 4 p.m, Mnday through Friday.

1. Cargill, Inc., "~"Petition to Anend 21 CFR 101.80 to Authori ze
a Noncariogenicity Dental Health Claimfor Isomaltul ose,'' Docket
No. 2006P-0487, August 31, 2006.

2. Agency Response Letter to GRAS Notice No. GRN 000184, Food
and Drug Adm nistration, Center for Food Safety and Applied
Nutrition, Ofice of Food Additive Safety, March 20, 2006. Avail able
at: http://ww.cfsan. fda.gov/~rdb/ opa-gl184. htm .

http://a257.g.akamaitech.net/7/257/2422/01jan20071800/edocket.access.gpo.gov/2007/E7-18196.htm (16 of 18) [01/10/2007 05:52:44 p.m.]


http://frwebgate.access.gpo.gov/cgi-bin/leaving.cgi?from=leavingFR.html&log=linklog&to=http://www.cfsan.fda.gov/~rdb/opa-g184.html

http://a257.9.akamaitech.net/7/257/2422/01jan20071800/edocket.access.gpo.gov/2007/E7-18196.htm

3. US. Departnent of Health and Human Services, Oral Health in
America: A Report of the Surgeon Ceneral --Executive Sunmary,
Rockville, NMD, National Institute of Dental and Crani of aci al
Research, National Institutes of Health, May 2000. Avail able at:
http://ww2. ni dcr. ni h. gov/sgr/execsunm ht m

4. U. S. Departnment of Health and Human Services, ~~Oal
Health,'' chapter 21, Healthy People 2010, vol. |1, part B, 2d ed.
Washi ngton, DC., U S. Governnent Printing Ofice, Novenber 2000.
Avai l able at: http://ww. heal t hypeopl e. gov/ docunent/ht m /vol une2/ 21oral . ht m

5. Medline Plus Medical Encyclopedia, "~ "Dental Cavities.'
Avai |l able at U. S. National Library of Medicine and the Nati onal
Institutes of Health MedlinePl us:
http://ww. nl m ni h. gov/ nedl i nepl us/ ency/articl e/ 001055. ht m

Li st of Subjects in 21 CFR Part 101
Food | abeling, Nutrition, Reporting and recordkeeping requiremnents.

0

Therefore, under the Federal Food, Drug, and Cosnetic Act and under
authority del egated to the Comm ssioner of Food and Drugs, 21 CFR part
101 is anended as fol |l ows:

PART 101--FOOD LABELI NG

0
1. The authority citation for 21 CFR part 101 continues to read as
fol |l ows:

Authority: 15 U. S.C. 1453, 1454, 1455; 21 U. S.C 321, 331, 342,
343, 348, 371, 42 U.S.C. 243, 264, 271.

0
2. Section 101.80 is anended by revising paragraphs (c)(2)(ii)(B),

() (2)(iii)(A), (e)(D(iii), (e)(1)(iv), (e)(2)(iii), and (e)(2)(iv) to

read as foll ows:

Sec. 101.80 Health clainms: dietary noncariogeni c carbohydrate
sweet eners and dental cari es.

* * * * %

(C) * * %
(2) * * %
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(ii)***

(B) The sugars D-tagatose and i sonmal tul ose.

(iii)***

(A) The food shall neet the requirenent in Sec. 101.60(c)(1)(i)
Wi th respect to sugars content, except that the food may contain D
t agat ose or isonmaltul ose.

(e)***

(1)***

(1i1) Frequent eating of foods high in sugars and starches as
bet ween- neal snacks can pronote tooth decay. [Nane of sugar from
paragraph (c)(2)(ii)(B) of this section], the sugar used to sweeten
this food, unlike other sugars, may reduce the risk of dental caries.

(iv) Frequent between-neal consunption of foods high in sugars and
starches pronotes tooth decay. [Nane of sugar from paragraph
(c)(2)(ii)(B) of this section], the sugar in [nane of food], unlike
ot her sugars, does not pronote tooth decay.

(2)***

(iii) [Name of sugar from paragraph (c)(2)(ii)(B) of this section]
sugar does not pronote tooth decay.

(iv) [Nanme of sugar from paragraph (c)(2)(ii)(B) of this section]
sugar nay reduce the risk of tooth decay.

Dat ed: Septenber 6, 2007.
Jeffrey Shuren,
Assi stant Conm ssioner for Policy.
[ FR Doc. E7-18196 Filed 9-14-07; 8:45 am

Bl LLI NG CODE 4160-01-S
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