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IV. Comments

Interested persons may submit to the
Division of Dockets Management (see
ADDRESSES] either electronic or written
comments regarding this document. It is
only necessary to send one set of
comments, Identify comments with the
docket number found in brackets in the
heading of this document. Received
documents may be seen in the Division
of Dockets Management between 9 a.m.
and 4 p.m., Monday through Friday.

V. Electronic Access

Persons with access to the Internet
may obtain an electronic version of this
guidance document at http://www.
regulations.gov and hitp.//www.fda.gov/
TobaccoProducts/GuidanceC
omplianceRegulatorylnformation/
default.him.

Dated: March 23, 2012,

Leslie Kux,

Assistani Commissioner for Policy.

[FR Dac. 2012-7766 Filad 3—30-12; 11:15 am]
BILLING CODE 4160-01-P

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
[Docket No. FDA-2012-N-0143]
Harmful and Potentially Harmful

Constituents in Tobacco Products and
Tobacco Smoke; Established List

AGENCY: Food and Drug Administration,
HHS.

ACTION: Notice; establishment of a list.

SUMMARY: The Food and Drug
Administration (FDA} is establishing a
list of harmful and potentially harmful
constituents (HPHCs) in tobacco
products and tobacco smoke (the
established HPHC list) as required by
the Federal Food, Drug, and Cosmetic
Act (the FD&C Act).

FOR FURTHER INFORMATION CONTACT:
Carol Drew, Center for Tobacco
Products, Food and Drug
Administration, 9200 Corporate Blvd.,
Rockville, MD 20850-3229, 877—-287—
1373.

SUPPLEMENTARY INFORMATION:
L. Introduction

On June 22, 2009, the President
signed the Family Smoking Prevention
and Tobacco Control Act {Tobacco
Control Act) (Pub. L. 111-31) into law.
The Tobacco Control Act amended the
FD&C Act (21 U.S.C. 301 &t seq.) by,
among other things, adding a new
chapter granting FDA important new
authority to regulate the manufacture,

marketing, and distribution of tobacco
products to protect the public health.
Section 904(e) of the FD&C Act {21
11.5.C. 387d(e)), as added hy the
Tobacco Control Act, requires FDA to
establish, and periodically revise as
appropriate, ““a list of harmful and
potentially harmful constituents,
including smoke constituents, to health
in each tobacco product by brand and
by quantity in each brand and
subbrand.”

The Agency has considered comments
solicited from the public, as well as
scientific and other information, and
has developed a list of tobacco product
constituents it currently believes are
harmful or potentially harmful to
health. We are establishing this list as
table 1 of this document as required by
section 904({e) of the FD&C Act, In this
document, we are also providing
information about related actions,
including the Agency’s guidance
discussing the meaning of HPHC, the
criteria the Agency used to help develop
the established HPHC list, the reasons
the Agency may add or remove
constituents from the established HPHC
list consistent with the directive of
section 904(e), and the addition of
quantities to the list.

II. Background

On January 31, 2011, FDA announced
the availability of a guidance entitled
‘ ‘Harmful and Potentially Harmful
Constituents’ in Tobacco Products as
Used in Section 904(e) of the Federal
Food, Drug, and Cosmetic Act” (76 FR
5387) (available at www.fda.gov/
TobaccoProducts/GuidanceCompliance
RegulatorylInformation) (HPHC final
guidance}. This guidance represents the
Agency’s current thinking on the
meaning of the term “harmful and
potentially harmful constituent” in the
context of implementing section 904(e)
of the FD&C Act, It states; “FDA
believes that the phrase ‘harmful and
potentially harmful constituent’
includes any chemical or chemical
compound in a tobacco product or in
tobacco smoke: (a) That is or potentially
is inhaled, ingested, or absorbed into the
body; and (b) that causes or has the
potential to cause direct or indirect
harm to users or non-users of tobacco
products” (HPHC final guidance at page
2). The HPHC final guidance includes
examples of constituents that have the
potential to cause direct harm and
examples of constituents that have the
potential to cause indirect harm:
“Examples of constituents that have the
‘potential to cause direct harm’ to users
or non-users of tobacco products
include constituents that are toxicants,
carcinogens, and addictive chemicals

and chemical compounds. Examples of
constituents that have the ‘potential to
cause indirect harm’ to users or non-
users of tobacco products include
constituents that may increase the
exposure to the harmful effects of a
tobacco product constituent by: (1)
Potentially facilitating initiation of the
use of tobacco products; (2) potentially
impeding cessation of the use of tobacco
products; or (3) potentially increasing
the intensity of tobacco product use
(e.g.. frequency of use, amount
consumed, depth of inhalation).
Another example of a constituent that
has the ‘potential to cause indirect
harm’ is a constituent that may enhance
the harmful effects of a tobacco product
constituent” (HPHC final guidance at
page 2).

On May 1, 2010, a subcommittee of
the Tobacco Products Scientific
Advisory Committee (TPSAC),? the
Tobacco Product Constituents
Subcommittee {the subcommittee), was
established and charged with making
preliminary recommendations to
TPSAC on the HPHCs in tobacco
products and tobacco smoke. The
subcommittee held public meetings on
June 8 and 9, 2010, and July 7, 2010.
Prior to these meetings, FDA solicited
data, information, and/or views on
HPHCs in tobacco products and tobacco
smoke from the public.2 At these
meetings the subcommittes:

* Reviewed example lists of HPHCs
in tobacco products and tobacco smoke
developed by other countries and
organizations;

¢ Identified criteria for selecting
carcinogens, toxicants, and addictive
chemicals or chemical compounds in
tobacco products and tobacco smoke;

¢ Identified chemicals or chemical
compounds that met the identified
criteria;

¢ Confirmed the existence of methods
for measuring each chemical or
chemical compound identified; and

. Identifiedp other potentially
important information or criteria for
measuring HPHCs in tobacco products
or tobacco smoke, such as smoking
machine regimens to be used in
measuring HPHCs.

1 [nformation about TPSAC as well as information
and background materials on TPSAC meetings are
available at hitp://www.fda.gov/
AdvisoryCommitiees/ComnitteesMeetingMaterials/
TobaccoProductsScientificAdvisoryCommittee/
default.htm.

2See 75 FR 22147 (April 27, 2010) and 75 FR
33814 (June 15, 2010). Information submitted to the
public docket far each of these meetings is available
at hitp:/fwww.fda.gov/AdvisoryCommittees/
CommitisesMestingMaterials/ TobaccoProducts
ScientificAdvisoryCommittee/ucm222977 htm and
hitp.//www fda.gov/AdvisoryCommitiees/
CommitieesMeetingMuterials/TobaccoProducts
ScientificAdvisoryCommittee/ucm222978.him.
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The subcommittee made preliminary
recommendations to TPSAC.

On August 30, 2010, TPSAC held a
public meeting to deliberate on the
recommendations from the
subcommittee. Prior to this meeting,
FDA published a notice in the Federal
Register soliciting data, information,
and/or views from the public on the
issues to be discussed at this meeting.?
FDA asked what criteria TPSAC
recommended the Agency use for
determining whether a constituent is a
carcinogen, toxicant, or addictive
chemical or chemical compound that
should be included on the established
HPHC list. As a result of its discussions,
TPSAC recommended to the Agency the
following criteria for selecting the
established HPHC list:
¢ Constituents identified as known or

probable human carcinogens by either

the International Agency for Research

on Cancer (IARC), the U.S.

Environmental Protection Agency

{EPA)}, or the National Toxicology

Program,;

s Constituents identified as possible
human carcinogens by IARC or EPA
and/or identified by the National
Institute for Occupational Safety and
Health as potential occupational
carcinogens;

» Constituents identified by EPA or the
Agency for Toxic Substances and
Disease Registry (ATSDR) as having
adverse respiratory or cardiac effects;

o Constituents identified by the
California Environmental Protection
Agency as reproductive or
developmental toxicants;

o Constituents having, based upon a
review of the peer-reviewed literature,
evidence of at least two of the
following measures of abuse liability
{addiction):

O Central nervous system activity;

O Animal drug discrimination;

O Conditioned place preference;

O Animal self-administration;

O Human self-administration;

Drug liking;

O Signs of withdrawal; and
e Constituents banned in food (for

smokeless tobacco products).

On August 12, 2011, FDA published
a notice in the Federal Register (76 FR
50226) (the August 12 notice4) stating
that the Agency had tentatively
concluded that it should consider a

(o]

3S5ee 75 FR 47308 (August 5, 2010). Information
submitted by the public to the docket for this
meeting is available at http://www.fda.gov/
AdvisoryCommittees/CommitteesMeetingMaterials/
TobaccoProductsScientificAdvisoryCommittee/
nem232799.him,

4 “Harmful and Potentially Harmful Constitusnts
in Tobacco Products and Tobacco Smoke; Request
for Comments,” 76 FR 50226 [August 12, 2011).

constituent meeting the criteria listed in
that document to be harmful or
potentially harmful, such that the
constituent should be included on the
HPHC list, unless other scientific
information obtained by or submitted to
the Agency shows that the constituent is
not, in fact, harmful or potentially
harmful. The August 12 notice also
included a list of constituents that was
developed by applying this approach to
available information and requested that
interested persons submit scientific and
other information concerning the
harmful and potentially harmful
constituents in tobacco products and
tobacco smoke. The August 12 notice
stated that the Agency was particularly
interested in comments on the following
issues: (1) The criteria FDA should use
in determining whether a constituent is
harmful or potentially harmful such that
it should be included on the established
HPHC list; {2) whether any chemicals or
chemical compounds not listed should
be added because they are harmful or
potentially harmful, including
supporting scientific or other
information; and/or (3) whether any
chemicals or chemical compounds
should be removed because they are not
harmful or potentially harmful,
including supporting scientific or other
information.

The Agency has considered all of the
comments submitted to the docket for
the August 12 notice and has reviewed
scientific and other information
submitted to support these comments.
Based on the information befare it and
its own knowledge and expertise, FDA
concludes that it should consider a
constituent mesting the criteria
proposed in the August 12 notice to be
harmful or potentially harmful, such
that it should be included on the HPHC
list, unless other scientific information
obtained by or submitted to the Agency
shows that the constituent is not, in fact,
harmful or potentially harmful.
Applying these criteria, and after
consideration of comments and
supporting information submitted to the
docket for the August 12 notice, FDA
has developed the established list of
harmful and potentially harmful
constituents in tobacco products and
tobacco smoke as table 1 of this
document.

Three constituents included on the
list we published for comment in the
August 12 notice are not included in
table 1. Based on information submitted
to the docket and our review of the
scientific literature, we have determined
not to include dibenz[a,h]acridine,
dibenz[a,jlacridine and 7H-
dibenz[c,glcarbazole on the established
HPHC list at this time because there is

not sufficient evidence that they are
found in tobacco products or tobacco
smoke. This decision is based on
information presently befare us, and
may be revised, consistent with the
directive in section 904(e) of the FD&C
Act that FDA periodically revise the
established list as appropriate.

We note that certain metals on the
established HPHC list (beryllium,
cadmium, chromium, cobalt, lead,
mercury, nickel, and selenium}) may
exist in tobacco products and tobacco
smoke in the elemental form and/or in
compounds. Both the elemental and
compound forms are harmful and/or
potentially harmful under our criteria.
Identification of a metal on the
established HPHC list therefore refers to
the metal regardless of whether it is
found in its elemental form or as a
metal-bound compound. For example,
beryllium includes both slemental
beryllium and beryllium found in
beryllium compounds.

FDA recognizes that the established
HPHC list may not include all
constituents that are “harmful or
potentially harmful.” For example,
several of the criteria described in this
document depend on a chemical or
chemical compound being both studied
and listed by another entity, such as
constituents identified by EPA or
ATSDR as having adverse respiratory or
cardiac effects. The fact that a
constituent has not been so identified by
EPA or ATSDR could be because it has
not been adequately studied or has not
yet heen systematically reviewed by
relevant Agencies, rather than because
the constituent does not have adverse
Tespiratory or cardiac effects. Moreover,
FDA has only focused on the five
disease outcomes of cancer,
cardiovascular disease, respiratory
effects, developmental or reproductive
effects, and addiction. FDA intends to
review other disease outcomes to assess
whether additional chemicals or
chemical compounds in tobacco
products or tobacco smoke are harmful
or potentially harmful constituents that
contribute to the risk of other diseases.

In additian, the criteria FDA has
selected are limited to those that relate
to carcinogens, toxicants, and addictive
chemicals or chemical compounds in
tobacco products and tobacco smoke.
We intend to consider whether
additional criteria should be selected to
help identify other classes of harmful or
potentially harmful chemicals and
chemical compounds for inclusion on
the established HPHC list, and whether
individual constituents should be
added. Just as these types of new
information may lead to additions to the
established HPHC list, FDA recognizes
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that it may become aware of new
scientific information about constituents
of tobacco products that make it
appropriate to remove one or more of
the constituents that appear on the list.
Thus, FDA will continue to review
scientific information about tobacco
product constituents. For these reasons
and consistent with the directive of
section 904(e) of the FD&C Act, FDA
intends to periodically revise as
appropriate the established HPHC list.
Currently, the established HPHC list
in table 1 does not contain quantities of

the HPHCs by brand and subbrand.
Beginning June 22, 2012, sections
904{a)(3} and 904(c)(1) of the FD&C Act
require tobacco product manufacturers
and importers or their agents to submit
a list of constituents, including smoke
constituents as applicable, identified by
FDA as harmful or potentially harmful
to health in each of their tobacco
products, by brand and by quantity in
each brand and subbrand. Elsewhere in
this issue of the Federal Register, FDA
is publishing a notice announcing the
availability of a draft guidance for

industry to assist persons reporting to
FDA the quantities of harmful and
potentially harmful constituents in
tobacco products and tobacco smoke.
FDA intends to use the data and
information submitted under sections
904(a)(3) and 904(c){1) to, as directed by
section 904(d)(1) of the FD&C Act, place
on public display the list of HPHCs
established under section 904(e), by
brand and by quantity in each brand
and subbrand, in a format “that is
understandable and not misleading to a
lay person.”

TABLE 1—ESTABLISHED LIST OF THE CHEMICALS AND CHEMICAL COMPOUNDS IDENTIFIED BY FDA As HARMFUL AND
POTENTIALLY HARMFUL CONSTITUENTS IN TOBACCO PRODUCTS AND TOBACCO SMOKE

Carcinogen (CA),
respiratory toxicant (RT),
cardiovascular toxicant
Conslituent {CT), reproductive or
developTantal toxicant
addictive (AD)

Acetaldehyde CA, RT, AD

Acetamide ..... weeee | GA

T (o 1 S RT

T 0T X AT, CT

T T 1o T CA

B Yo [T 1 ] OSSO CA, RT

11 (= OSSOSO CA

B 4T3 1 CA

BT YT Ty T (=T =T T CA

2-AMINONAPNRLNAIENE ..o e e e e e rana e h R e £h S b SRR S b RmE R AR LR bR e e RAn e e b CA

4 o RT

Anabasine . AD

o-Anisidine ... | CA

AAIBBIIC ..itoceieeceiiceeeee it meremmeessammeeesssemeeassmes s smmeeamsbes seass messssmmeesmmseseesseas ssssmeeianbesEsneas ssssmeeiamnssEnsneenmstssansannessnnnensntrann CA, CT, RDT

A-a-C (2-Amino-9H-pyrido[2,3-BlINAOI) ....c.cc.ceeiimeicimesssessesesc s emesnssns e ssesan s e s e e s e e emn s eme e e n s s s nen e e s e anennrenen CA

BeNZ[AJAMHTAGENE ...ccveiviicevseessermssersssssssssssnessmsssssnsessmnsesamssss snsssmsessmnsessmssas ensessnssss ammesmssaesmmssamnshs enansnns ssssmnssmnssesamenannsesnn CA,CT

Benz[aceamtirylene ... e e m b e en b e enn s e enn e CA

= T4 CA, CT, RDT

BONZO[BIIUOTENNBIG .....ciccevieeserrmeserssrssnrsessnesmsssssnsessmnsesamssss snsenmsessmnsessmssss ansessnssssammssmnsassmmssamshs ensnsnns essmnssmnssessmenannsessnn CA,CT

Benzo[KTIUOFAMNENS .......cccvienirssrssrisnrsessme s essssm s srmnsesamssss snsssmnsssmnsessmsssesnssannssssammesnnssssmmssamsshs ensnsnnn sessmnssmnseesnmenannnsesnn CA,CT

L= LTy o 11T o CA

BONZO[AIPYIONG ......ccceeeevricersensersmnsmrassssmsssssmessmnassensessmnsssamssss nsnamsessmnsnnsmssas enssannssss ammesmnsassnmssamsss ensnsnns ssesmnssmnssesnmennennsennn CA

Benzo[c]phenanthrense . CA

Beryllium .............. e | CA

B LT T 11T CA, RT, RDT

L0 T T o SR CA, RT, RDT

Catfeic acid CA

L= Ty o Ta T 1o gL = RDT

L0721 T4 T | OO CA

Chlorinated dIOXINSAUFANS ...........ccoooiiieeeeeeeeeeree e e ieereseeesesesmmmeeeseeessansse e mmeeans sssmmsneranssa s ssmmmssesanessnnssssmneennn sssmmnnenanssann CA, RDT

L0 3T+ 5311 CA, RT, RDT

Chrysene CA, CT

4T T OO CA, CT

Coumarin .. Banned in food

Cresols (0-, m-, and p-cresol) .. | CA, RT

L a1 T3 T CA

CyClOPBNIA[C,QIPYTENG ....ciccirsursiscrmrsrssisenmsssm i mssems s nmstsam e aa e E R AR AR AER b RR AR AR £ E SRR AR AR ER S E SRR AR AR S S E SR AR AR RR S E 00 CA

[T =Ty b= T = Ty = o= = CA

LI Ty o = 3|4 =g S CA

1 Ty = ]+ = o= R CA

LI 10 Ty o = B o= = S CA

L1 Tyt = B o= = S CA

P T == T T S CA

Ethyl carbamate (Urethane) ... s s n s m s s am e pmn e e nnnma e CA, RDT

L (g 7= T S CA

T =TT I 5L - CA, RT, RDT

Formaldehyde

-

Glu-P-1 (2-Amino-8-methyldipyrido[1,2-8:3,2’-dlimidazole) .............cocvmniiismnsms s s s CA
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TABLE 1—ESTABLISHED LIST OF THE CHEMICALS AND CHEMICAL COMPOUNDS IDENTIFIED BY FDA AS HARMFUL AND
POTENTIALLY HARMFUL CONSTITUENTS IN TOBACCO PRODUCTS AND TOBACCO SMOKE—Continued

Carcinogen (CA),
respiratory toxicant (RT),
cardiovascular loxicant
Consfituent {CT), reproductive or
developmental toxicant
(RDT),
addictive (AD}

Glu-P-2 (2-Aminodipyrido[1,2-2:3',2'-aliMIdAzZOIR) . .....coi e ettt et e e CA

Hydrazing ........cceeevceneee CA, RT

Hydrogen cyanide ........... RT, CT

Indeno[1,2,3-cdlpyrene CA

I (2-Amino-3-methylimidazo[4,5- AQUINOING) ..o et ee e mmen e e e e e e CA

a0 (=T T CA

- T OOV CA, CT, RDT

MeA-o-C (2-Amino-3-methyl)-9H-pyrido[2,3-BlINAOIE) ....oci i ———— CA

LT LT T OO CA, RDT

L L= (N =g 1 o T RT

5-Methylchrysene ..... eaeEmEerEREEEREeREESEREREESERRRRRESERRSEIERESRSERARRERSSERRERAARSRERRERRE O ARRRERR e RS NRRERe ARRRRRRESRmRRRERRRErRRRRRRRETEE CA

4-(Methylnitrosamino)-1-(3-pyridyl)-1-butanone (NNK) .. e | GA

LA Ty 1= o - S CA, RT

INHCKBI cerurscscimsinmi i rnsn s enm e ms s n s nms s e b e R b R AR £ AR AR AR ER £ EERE AR ERE£E§REAE AR L8 L EERERERRELEERERERRE O L ERERRR O RRERERRE R CA, RT

LT3 RDT, AD

LA Lo o CA, RT, RDT

1= = T CA

b g o o = CA

N-Nitrosodiethanolaming (NDELA) ........ccivseirssssssissmssessssssssssssssssmssessmsssessssssnsssssnssssssssssmsssmssss nssssns ssssmnssmsssessmssassnsssnn CA

F e T a1 1T CA

N-Nitrosodimethylaming (NDMA) ..ccc...cccociciriismissanssmssss e smssss s ansssses s s snems 4 s aEaEamE 1044 ERERERRE 18 ERERERRE 1648 ERERRR e e RRERERR SRR CA

N-NItroSOMBthYIBHIYIAMING ...ceciuiicicimiissns i smsssn s ee s smsaes b an s s s b eaEsnem e e R amE e EERE e e 8 EmE e R e ERE R e Rmp R RS CA

N-Nitrosomorpholing {(NMOR) .....ccccceiiicriiseissss s mssessms s snsessse s mssessmssss snssssnssrssmsssmssssssmsssmssss nassnns sssmmsssmnssessmenans sessnn CA

NENItrosonOMICONG (NN ..oec.iicerreiiisrsersmesresssm s s mssessms e snsesmnsssmnsessmessessssasnssrsammesenssssmmssamnshs enansnnn essmnssmnssesnmenannsesnn CA

N-NitrosSopIPanding (NPIP) .........iccecveiiisrsimsesssssss ssmssessmssss snssnssessmsssssmssss snssssnsssssnsssms ssssmssamesss snassnns sssmmsssmnsaessmenanssessnn CA

NENItrOSOPYITONING (NPYIR) .oocuicccimisimsssssanssssmsssanssssmssss e b smsasse 1 amss s em 4 hE AR £R 4 £ REAE AR R 184 ERERERRE L8 ERERE AR 1848 ERE R 68 RRERERRR SO R CA

N-Nitros0SErCOSING (INSARY) uveeuiimrsersssiianisrisneinssses i snrsams s nsrssn s e e rsaE e EE AR £ 1 EERRE R RS20 SRR AR £ R e ERAERRRR L E SRR RS RE S RRR AR RS0 RR CA

L o g Lo = R AD

1= 3 RT, CT

PhIP (2-Amino-1-methyl-6-phenylimidazo[4,5-b]pyridine) ..

Polonium-210 ..o

Propicnaldehyde

Propylene oxide

QUINOKING ... eecee et e e e e e e me e emmsece e e s eme s e se s ameamn e seemme s e se s emeaama s e s ame e ea e e e eanam st ameemnant et e e et e s mneanemnenen

82T 1= 1 N

85 3T = T OSSO

Lo R 117 [T

LI 1L T OSSO

Trp-P-1 (3-Amino-1,4-dimethyl-5A-pyrido[4,3-bliNd0IB) .........cco e CA

Trp-P-2 (1-Methyl-3-amino-SA-pyrido[4,3-BliNdole ) .. CA

LI T T TTT = O CA, RT

LI T TN = S CA, RT

R T - OO CA, RT

LT 0] e T N CA

Dated: March 23, 2012, DEPARTMENT OF HEALTH AND (FDA). The meeting will be open to the

Leslie Kux, HUMAN SERVICES Pull\]IhC' / Committoe: Peripheral and

Assistani Commissioner for Policy. ame of Lomumiiiee: reriphera. an

[FR Doc. 2012-7727 Filed 3-30-12; 11:15 am] Food and Drug Administration gﬁnua.}tlt\;:rvous System Drugs Advisory

BILLING CODE 4160-01-P [Docm No. FDHO"Z‘N‘OW"] .

Peripheral and Central Nervous
System Drugs Advisory Committee;
Notice of Meeting

AGENCY: Food and Drug Administration,
HHS.

ACTION: Notice.

This notice announces a forthcoming
meeting of a public advisory committee
of the Food and Drug Administration

General Function of the Committee:
To provide advice and
recommendations to the Agency on
FDA’s regulatory issues,

Date and Time: The meeting will be
held on May 24, 2012, from 8:30 a.m. to
5 p.m.

Location: FDA White Oak Campus,
Building 31, the Great Room, White Oak
Conference Center (Rm. 1503), 10903
New Hampshire Ave,, Silver Spring, MD
20993-0002. Information regarding



