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D ivision of D ockets M anagement(H FA -305)
Food and D ru gA d ministration
5630 Fishers L ane,RM .1061
Rockville,M aryland 20 8 52

Re: The Food and Drug Administration Deems Tobacco Products To Be
Subject to the Federal Food, Drug, and Cosmetic Act, as Amended by
the Family Smoking Prevention and Tobacco Control Act; Regulations
Restricting the Sale and Distribution of Tobacco Products and
Required Warnings for Tobacco Product Packages and
Advertisements; Docket No. FDA-2014-N-0189; RIN 0910-AG38

The A merican E-L iqu id M anu factu ringStand ard s A ssociation (A EM SA )appreciates this
opportu nityto respond to the Food and D ru gA d ministration’s (FD A orA gency)requ estfor
comments on the N otice of P roposed Ru lemaking(N P RM )forthe “D eemingRegu lation”
(D ocketN o.FD A -2014-N -018 9;RIN 0910-A G38 ),whichproposes to d eem cu rrently
u nregu lated tobacco and nicotine-containingprod u cts as regu lated tobacco prod u cts pu rsu antto
the Food ,D ru gand C osmetic A ct(FD C A ),as amend ed bythe FamilySmokingP revention and
Tobacco C ontrolA ctof 2009 (the Tobacco C ontrolA ct).1 The pu rpose of this letteris to provid e
A EM SA ’s responses to asu bsetof FD A ’s requ ests forcomments regard ingthe potential
regu lation of electronic cigarettes (e-cigarettes)2 and the “e-liqu id s”u sed in them.Forthe
reasons setforthbelow,we believe thatFD A has the legalau thorityto regu late e-cigarettes,
inclu d ingad vanced refillable personalvaporizers,and theire-liqu id components,d ifferentlythan
tobacco leaf-containingprod u cts.

Specifically,FD A shou ld u se the enforcementd iscretion envisioned byC ongress and
permitted bythe statu te to establishregu latoryrequ irements tailored to the prod u cttypes it
chooses to d eem as regu lated tobacco prod u cts,inclu d ingprod u cts thatonly d eliveraerosolized

1 See 7 9 Fed .Reg.23142 (A pril25,2014).

2 Forpu rposes of this comment,u nless otherwise ind icated ,the term “electronic cigarette”
or“e-cigarette”refers to both“cigalike”mod els as wellas ad vanced refillable personal
vaporizers.
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nicotine.W e offerseveralregu latoryframeworks fore-cigarettes and e-liqu id s forFD A to
consid er,as follows:

1. B ased on the extensive existingliteratu re on the safetyand pu blic healthbenefitof e-
cigarettes (compared to conventionalcigarettes)the A gencyshou ld acknowled ge thata
less rigorou s implementation of premarketd ocu mentation is appropriate.Specifically,
FD A shou ld find that,as aclass of prod u cts,the availabilityof e-cigarettes and theire-
liqu id components are “appropriate forthe protection of the pu blic health”.A ccord ingly,
e-cigarette and e-liqu id manu factu rers shou ld nothave to consid erthe potential
popu lation-levelimpactof theirprod u cts,bu tshou ld instead onlybe requ ired to
d emonstrate thattheirprod u cts are notu nnecessarilyharmfu lto the healthof ind ivid u al
consu mers by,forexample,complyingwithprod u ctstand ard s and Good M anu factu ring
P ractices.FD A shou ld d elaythe effective d ate of the D eemingRegu lation u ntilitis
read yto promu lgate ind u stry-specific prod u ctstand ard s and GM P s forthese prod u cts.

2. If FD A chooses to d eem e-cigarettes as regu lated tobacco prod u cts,onlythe cigarette-
look-alike or“cigalike”mod els and notad vanced refillable personalvaporizers (A RP V s)
shou ld be consid ered “covered tobacco prod u cts”u nd erthe D eemingRegu lation,forthe
same reasons thatFD A has su ggested ex emptingpremiu m cigars from regu lation u nd er
O ption 2 of the N P RM .M oreover,the componentparts of su chprod u cts shou ld notbe
consid ered covered tobacco prod u cts.

3. FD A shou ld u se the effective d ate of the finalru le forthe D eemingRegu lation as the new
“Grand fatherD ate”fore-cigarettes and e-liqu id prod u cts and mod elthe su bstantial
equ ivalence requ irements forthese prod u cts based on the Section 510(k)pathwayfor
med icald evices.

4. FD A shou ld implementan alternative frameworkfore-liqu id manu factu ringcompanies
to complywithSection 904(a)(1)ingred ientlistingrequ irementand establisha“master
file”system forind u stry su ppliers and componentmanu factu rers to su bmitconfid ential
information.

W e d iscu ss eachof these regu latoryframeworks,in tu rn,below,as wellas the legalbasis
su pportingthe u se of FD A ’s ru lemakingau thority to find regu latorysolu tions otherthan those
explicitlyanticipated by C ongress and setforthin the statu te.
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I. Background on AEMSA

A EM SA is the firstand onlymanu factu rers’trad e association completelyd ed icated to
creatingresponsible and su stainable stand ard s forthe manu factu ringof “e-liqu id s”u sed in e-
cigarettes.A EM SA is an all-volu nteerorganization,formed byU.S.manu factu rers of e-liqu id s,
to promote safetyand responsibilitythrou ghself-regu lation.O u rmembers believe we have a
responsibilityto self-regu late the e-liqu id manu factu ringprocess u singprofessionalcriteria.O ne
of A EM SA ’s primary goals is to provid e consu mers withhigherd egrees of confid ence thatou r
members’prod u cts are manu factu red withprofessionalism,accu racyand in asafe manneru ntil
su chtime as FD A promu lgates Good M anu factu ringP ractices fore-liqu id s.A EM SA has
d eveloped manu factu ringstand ard s forof e-liqu id s,whichmaybe d ownload ed from ou rwebsite
at:http://www.aemsa.org/stand ard s/.A EM SA su pports reasonable,responsible and science-
based regu lation of e-cigarettes,inclu d ingad vanced refillable personalvaporizers (A RP V s)and
the refillable e-liqu id s u sed in those prod u cts.

W e note thatthe althou ghthe e-liqu id and e-cigarette prod u cts manu factu red by
A EM SA ’s M embercompanies mayhave the corollarybenefitof helpingsmokers qu itsmoking
ornicotine u se altogether,these prod u cts are notintend ed to be smokingcessation d evices or
nicotine replacementtherapies (N RTs),bu tratherrecreationalu se prod u cts intend ed to help
ad u ltconsu mers transition from smokingcigarettes to aless harmfu lsou rce of nicotine (as
compared to cigarettes)thatd oes notinvolve the heatingorcombu stion of tobacco.A s d escribed
below,althou ghthe available evid ence d emonstrates thatmostcu rrent“vapers”are u singthese
prod u cts as an aid to helpthem qu itorcu td own on the u se of trad itionalcigarettes,no claims to
this effectare beingmad e by A EM SA M embers abou ttheire-liqu id ore-cigarette prod u cts.

A EM SA is provid ingthese comments to FD A on behalf of its e-liqu id manu factu ring
M embers.

II. FDA Should Either Promulgate a New Notice of Proposed Rulemaking to Give the
Public an Opportunity to Comment on Regulations Appropriately Tailored to E-
Cigarettes and E-Liquids or Reopen the Comment Period for this NPRM Prior to
Publishing the Final Rule

W hile the N P RM forthe D eemingRegu lation proposes to d eem u nregu lated prod u cts
and components thereof,inclu d inge-cigarettes and e-liqu id ,as “covered tobacco prod u cts”
su bjectto the same regu latory requ irements as the cu rrentlyregu lated tobacco prod u cts (e.g.,
cigarettes,cigarette tobacco,smokeless tobacco and roll-you r-own tobacco),the proposalis
u niqu e in thatits preamble makes clearthatthatFD A is stillseekingmu chinformation regard ing
e-cigarettes and how su chprod u cts shou ld be regu lated .Specifically,the preamble poses a
nu mberof qu estions regard inghow itshou ld regu late newlyd eemed prod u cts,su chas:
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" W hether,and ,if so,how FD A shou ld consid erad ifferentregu latorymechanism
fornewerproposed d eemed tobacco prod u cts thatcannot,as apracticalmatter,
u se the SE pathway.

" Shou ld FD A consid erad ifferentcompliance policy forproposed d eemed tobacco
prod u cts thatcannot,as apracticalmatter,u se the SE pathway?If so,whatshou ld
the compliance policyentailand wou ld itbenefitpu blic health?Instead of,orin
ad d ition to,su chapolicy,shou ld FD A consid erways to exped ite the review of
some orallpremarketapplications forproposed d eemed prod u cts?

" W hatotherFD A actions orregu latory approaches,if any,shou ld FD A consid er
forproposed d eemed tobacco prod u cts thatare “new tobacco prod u cts”u nd er
section 910(a)(1)of the FD & C A ctand why?

FD A also notes severalareas in whichthe A gency lacks su fficientd ataregard inge-
cigarettes and e-liqu id s and requ ests commenton,amongotherthings:

" The effects e-cigarettes and e-liqu id s have on the pu blic health.
" H ow e-cigarettes shou ld be regu lated based on the continu u m of nicotine-

d eliveringprod u cts and the potentialbenefits associated withe-cigarettes.
" The impactof e-cigarettes and e-liqu id prod u cts eitheron red u cingu sage of

cigarettes orin possibly prolongingu sage of cigarettes while continu ingto expose
u sers to the harmfu lcarcinogens in combu stible tobacco prod u cts.

Inherentin these qu estions and requ ests ford atais the recognition thatthere are several
novelconsid erations thatmu stbe weighed in d eterminingwhetherand how to applythe Tobacco
C ontrolA ctrequ irements to e-cigarettes and e-liqu id s –prod u cts thatC ongress nevereven
consid ered when d raftingthe legislation.W hen the A gencyis seekingbackgrou nd information to
su pportand inform aregu lation in this manner,ittypicallyissu es an Advanced N otice of
P roposed Ru lemaking(A N P RM ),ratherthan aN P RM ,as FD A d id here.A N P RM s,while
optional,are promu lgated when the A gencyneed s earlypu blic inpu ton key issu es before
proposinganew ru le.

FD A tookthe A N P RM approachto d etermine whetheritshou ld take steps to regu late
mentholin cigarettes.3 In thatad vanced notice,FD A requ ested stakehold ers to commenton
u niqu e regu latoryoptions itmightconsid erwithrespectto the u se of mentholin cigarettes,
inclu d ingpotentially establishingtobacco prod u ctstand ard s.The ad vanced notice was d esigned

3 See M entholin C igarettes,Tobacco P rod u cts;Requ estforC omments,A d vance N otice of
P roposed Ru lemaking,7 8 Fed .Reg.4448 4 (Ju ly 24,2013),http://www.gpo.gov/fd sys/pkg/FR-
2013-07 -24/pd f/2013-17 8 05.pd f.
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to inform the A gencyon the available science and d ataand to helpFD A d etermine whattypes of
stu d ies are need ed to ad d ress ou tstand ingqu estions abou tthe pu blic healthimplications of
mentholu se in tobacco prod u cts.The mentholA N P RM was mad e available forpu blic comment
foratotalof 120 d ays.The A gencyis now consid eringallcomments,d ata,research,and other
information su bmitted to the d ocketto d etermine what,if any,regu latoryaction withrespectto
mentholin cigarettes is appropriate.If the FD A d ecid es to propose aru le,the nextstepwou ld be
anotice of proposed ru lemaking,whichwou ld give the pu blic an opportu nityto weighin on the
specifics of the proposed ru le.

FD A tookamu chd ifferentapproachwithrespectto e-cigarettes,whichitinclu d ed as
d eemed tobacco prod u cts in the N P RM .Even thou ghthe A gencymakes nu merou s requ ests in
the preamble forinformation and d atarelated to the potentialimpactof these novelprod u cts on
the pu blic healthand how theyshou ld be regu lated ,FD A nevertheless proposed aru le thattreats
these prod u cts as regu lartobacco prod u cts.A s d iscu ssed below,we believe thatFD A has the
legalau thorityto regu late e-cigarettes and theire-liqu id components d ifferentlythan combu stible
cigarettes and othertobacco leaf-containingprod u cts.Given the available d atarelated to the
pu blic healthimpactof e-cigarettes and ,in particu lar,the growingbod yof evid ence ind icating
thatthese prod u cts have contribu ted significantly to the continu ingd ecline in the percentage of
the ad u ltpopu lation thatsmokes cigarettes,FD A shou ld have issu ed an ad vanced notice before
d ecid ingto issu e aru le thattreats e-cigarettes and combu stible cigarettes the same.

A s d iscu ssed below in Section III,FD A shou ld u se its enforcementd iscretion envisioned
byC ongress and permitted bythe statu te to establishregu latoryrequ irements tailored to e-
cigarettes and e-liqu id s.The A gencyitself has even tacitly acknowled ged thatis has su ch
d iscretion by requ estingcomments on potentialalternative regu latoryframeworks fore-
cigarettes in the N P RM ,and in proposingoptions notcontemplated byC ongress.B u t,becau se
the A gencyfailed to initiallyissu e an ad vanced notice,if FD A d oes tailorthe regu latory
requ irements fore-cigarettes and e-liqu id s then itmu stgive interested parties an opportu nityto
commenton su chregu lations.The A d ministrative P roced u res A ct(A P A )requ ires thatan agency
“give interested persons an opportu nityto participate in the ru le makingthrou ghsu bmission of
written d ata,views orargu ments… .”4 A ccord ingly,given the controversialnatu re of this
proposed ru le,FD A shou ld either(1)promu lgate anew notice of proposed ru lemakingthat
specificallyd escribes how the A gencyintend s to regu late e-cigarettes and e-liqu id s or,(2)atthe
veryleast,if itchooses to incorporate the tailored e-cigarette requ irements in the finalversion of
the cu rrentN P RM ,reopen the commentperiod priorto pu blishingthe finalru le.

4 See 5U.S.C .§ 553(c).
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FD A has previou slyreopened commentperiod s forpastru lemakings to allow for
stakehold erinpu tin ad vance of implementingregu lations.In 1996 the A gencyproposed to
regu late cigarettes and smokeless tobacco as d ru gs pu rsu antto its au thority u nd erthe FD C A .
Severalmonths afterclosingthe 144 d ay commentperiod ,on M arch20,1996,the A gency
pu blished notice of an ad d itional30 d ayperiod to allow forthe pu blic to commenton three
d ocu ments FD A ad d ed to the record .5 FD A recognized thatthese ad d itionald ocu ments maybe
partof whatthe A gency relied u pon in makingad ecision abou tits ju risd iction overthese
prod u cts,and accord ingly reopened the commentperiod so stakehold ers wou ld have afairshot
atrespond ingto these d ocu ments.Itis,in fact,common practice forFD A to reopen comment
period s in ord erto allow stakehold ers to respond to d ataand information on aspecific issu e the
A gencywillrelyu pon in implementingregu lations.Recently,forexample,ataJu ne 26,2014
pu blic meetingon FD A ’s proposed revisions of the nu trition and su pplementfacts labels for
food ,6 FD A noted thatitwas u nd ertakingconsu merstu d ies to evalu ate the impactof the
proposed “ad d ed su gars”d eclaration on consu mers and whetherthis d eclaration wou ld cau se any
consu merconfu sion.FD A assu red the stakehold ers thatonce the d atafrom this consu merstu d y
was available itwou ld be ad d ed to the d ocketforpu blic comment,althou ghthatwou ld likely
occu rafter closu re of the initialcommentperiod .

FD A shou ld u se its enforcementd iscretion here to establishappropriate regu latory
requ irements fore-cigarettes and e-liqu id s and eitherpromu lgate anew notice of proposed
ru lemakingto give the pu blic an opportu nityto commenton su chregu lation or,if itchooses to
incorporate the tailored e-cigarette requ irements in the finalversion of the cu rrentN P RM ,it
mu streopen the commentperiod priorto pu blishingthe finalru le.D oingso willensu re
stakehold ers have inpu ton the actu alregu lations,as wellas have ad equ ate notice and time to
prepare forcompliance.

III. E-Cigarette and E-Liquid Products Should Not Be Regulated in the Same Manner
as Tobacco Leaf-Containing Products

The N P RM forthe D eemingRegu lation proposes to d eem e-cigarettes,inclu d ing
A RP V s,and theire-liqu id components,to be “covered tobacco prod u cts”su bjectto the Tobacco
C ontrolA ctrequ irements,whichcu rrentlyonly applyto trad itionalcigarettes,cigarette tobacco,
roll-you r-own tobacco,and smokeless tobacco.Firstand foremost,A EM SA ’s position is thate-

5 See 61 Fed .Reg.11419 (M ar.20,1996).

6 See P u blic M eeting:P roposed Ru les on Food L abeling-Revision of the N u trition and
Su pplementFacts L abels and ServingSizes of Food s,
http://www.fd a.gov/Food /N ewsEvents/W orkshopsM eetingsC onferences/u cm398 002.htm.
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cigarettes are technology prod u cts,nottobacco prod u cts.Forpu rposes of these comments in
response to the N P RM ,however,we assu me,arguendo,thate-cigarettes and theire-liqu id
components willbe “covered tobacco prod u cts”su bjectto the Tobacco C ontrolA ct
requ irements,assu mingthey are u sed withorcontain nicotine d erived from tobacco.A EM SA
believes thatFD A has the legalau thorityto regu late these prod u cts d ifferentlythan tobacco leaf-
containingprod u cts.Specifically,we believe thatFD A shou ld u se the enforcementd iscretion
envisioned byC ongress and permitted bythe statu te to establishregu latory requ irements tailored
to the prod u cttypes itchooses to d eem as regu lated prod u cts,inclu d ingprod u cts thatonly
d eliveraerosolized nicotine.A s H ajeketal.(2014)recently conclu d ed in theirreview of 8 1
scientific stu d ies of the healthimpactand u se of electronic cigarettes,7 ou rposition is that:

Regu lating[electronic cigarettes] as strictly as cigarettes,oreven more strictly
as some regu lators propose, is not warranted on cu rrent evid ence…
Regu latory d ecisions willprovid e the greatestpu blic healthbenefitwhen they
are proportional,based on evid ence and incorporate a rationalappraisalof
likelyrisks and benefits.

B ecau se e-cigarette and e-liqu id prod u cts d o notcontain tobacco leaf bu tonlytobacco-
derived su bstances (i.e.,nicotine)these prod u cts shou ld not be regu lated in the same manneras
conventionaltobacco leaf-containingprod u cts (e.g.,cigarettes,smokeless tobacco,roll-you r-own
tobacco,and cu rrentlyu nregu lated prod u cts su chas cigars,hookahand pipe tobacco).Rather,
FD A shou ld u se the enforcementd iscretion envisioned byC ongress and permitted bythe statu te
to establishregu latoryrequ irements tailored to the tobacco prod u cttypes itchooses to d eem as
regu lated prod u cts,inclu d ingprod u cts thatonlyd eliveraerosolized nicotine.In otherword s,
FD A shou ld u se its ru lemakingau thorityto find regu latorysolu tions otherthan those explicitly
anticipated byC ongress and setforthin the statu te.W e propose potentialregu latoryframeworks
fore-cigarettes and e-liqu id s in Section IV below thatare more appropriatelysu ited to the lesser
risks posed bythese non-tobacco leaf prod u ctforms.

a. Congress Intended FDA to Use its Discretion to Establish Appropriate
Regulatory Requirements for Tobacco Products Deemed to be Regulated by
the NPRM and Not to Strictly Apply the Tobacco Control Act Requirements
to All Deemed Products

There is ample statu tory au thorityto su pportthe view thatC ongress d id notintend FD A
to rigid ly applythe Tobacco C ontrolA ctrequ irements to those d eemed tobacco prod u cts thatd o
notcontain actu altobacco leaf.Instead of requ iringa“one-size-fits-all”approachforalltobacco

7 See H ajek,P .etal.(2014).Electronic cigarettes:review of u se,content,safety,effects on smokers and
potentialforharm and benefit.Addiction.d oi:10.1111/ad d .12659.
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prod u cts,whetherornotthey contain tobacco leaf,the statu te leaves room forthe A gencyto
tailorthe regu latory requ irements foreach“other”tobacco prod u ctcategory thatitchooses to
regu late.This is becau se althou gha“tobacco prod u ct”is d efined broad ly,in pertinentpart,as
anythingmad e orderived from tobacco,the statu te onlyprovid ed FD A withimmed iate au thority
to regu late certain types of tobacco prod u cts,allof whichcontain tobacco leaf:cigarettes,
cigarette tobacco,roll-you r-own tobacco and smokeless tobacco.O f cou rse,the statu te fu rther
provid es the A gencywiththe d iscretion to “d eem”othertobacco prod u cttypes to be similarly
regu lated ,if itso chooses.Specifically,Section 901(b)of the A ctstates whattypes of tobacco
prod u cts the law willapplyto:“[C hapterIX of the FD C A ] shallapplyto allcigarettes,cigarette
tobacco,roll-you r-own tobacco,and smokeless tobacco and to anyothertobacco prod u cts that
the Secretary[of H ealthand H u man Services] by regu lation d eems to be su bjectto [C hapterIX
of the FD C A ] .”8 B u tsimplystatingthatthe othertobacco prod u cts thatFD A chooses to
regu late wou ld be su bjectto the new tobacco chapterof the FD C A d oes notmean thatallof the
specific requ irements d esigned forprod u cts thatcontain tobacco leaf need to be rigid lyapplied
to prod u cts thatd o not contain tobacco leaf.

To su pportthis concept,we note thatin provid ingFD A withthe d iscretion to d eem (or
not to d eem)othertypes of tobacco prod u cts to be regulated tobacco prod u cts viaits ru lemaking
au thority,C ongress clearlyanticipated thatFD A wou ld u se its expertise to d etermine which
othertobacco prod u ctcategories to regu late.P u tsimply,C ongress gave FD A the abilityto not
regu late othertobacco prod u ctcategories if itd etermined thatsu chregu lation was u nnecessary.
Ind eed ,as d iscu ssed below,FD A has acknowled ged the rightto exercise this d iscretion in the
proposed “O ption 2”of the N P RM ,whereby “premiu m cigars”–acombu stible prod u ctwith
known healthconsequ ences –wou ld be ex empted from the Tobacco C ontrolA ctrequ irements.

B u tthere is also nothingin the statu te orits legislative historyto ind icate thatC ongress
envisioned FD A ’s enforcementd iscretion to end withbeingable to choose whichothertobacco
prod u cts to regu late.O n the contrary,Section 3of the Tobacco C ontrolA ctsets ou tthe pu rpose
of the legislation and provid es the onlystatu tory gu id ance as to whatstand ard shou ld applyto
FD A ’s exercise of d iscretion.Specifically,Section 3(4)of the A ctnotes thatone of the primary
pu rposes of the law is “to provid e new and flexible enforcementau thorityto ensu re thatthere is
effective oversightof the tobacco ind u stry's efforts to d evelop,introd u ce,and promote less
harmfu ltobacco prod u cts[.] ”C onsid eringthis in lightof Section 7 01(a)of the FD C A ,which
provid es the A gencywith“[t] he au thorityto promu lgate regu lations forthe efficient

8 See 21 U.S.C .A .§ 38 7 (2010).A review of the legislative historyof this provision d id
notprovid e anyspecific insightinto whattypes of prod u cts C ongress intend ed to captu re with
the phrase “anyothertobacco prod u cts.”This langu age has been u sed in everytobacco prod u ct
billintrod u ced since the 105th C ongress in 1998 .
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enforcement”of the law,itis clearthatthe factthatC ongress even gave FD A the abilityto
choose which othertobacco prod u cts to regu late su ggests thatitalso intend ed the A gencyto u se
its d iscretion to impose appropriate regu latoryrequ irements tailored to the tobacco prod u cttypes
thatitd id choose to d eem as su bjectto the A ct.A s noted above,the A gencyitself has tacitly
acknowled ged thatis has su chd iscretion byrequ estingcomments on potentialalternative
regu latoryframeworks fore-cigarettes in the N P RM .

Forthe reasons d iscu ssed below,we thinkthatC ongress intend ed the specific statu tory
requ irements in the Tobacco C ontrolA ctthatcu rrentlyapplyto cigarettes,cigarette tobacco,
smokeless tobacco and roll-you r-own tobacco to applyto the d eemed prod u cts thatalso contain
tobacco leaf (e.g.,cigars,pipe tobacco,hookahtobacco,etc.),bu tnotnecessarilyto the d eemed
prod u cts thatonly contain tobacco-derived su bstances,like e-cigarettes and e-liqu id thatcontain
nicotine d erived from tobacco.Rigid ly applyingthose same statu toryrequ irements to prod u cts
withsignificantlyd ifferentharm profiles simplyd oes notmake sense.B y notexplicitlystating
thatalld eemed prod u cts mu stbe su bjected to the same regu latory requ irements as tobacco leaf-
containingprod u cts,forthose noveld eemed prod u cts thatare d emonstrably less harmfu l,the
statu te provid es FD A withenou ghleewayto establishappropriate regu latory proced u res thatare
commensu rate withthe harm thatrequ ires regu lation.

i. Neither the Tobacco Control Act’s Plain Language Nor its Legislative
History Strictly Require FDA to Apply All of the Tobacco Control Act
Requirements to All Deemed Products

The plain langu age of the statu te ind icates thatC ongress onlyintend ed the Tobacco
C ontrolA ctrequ irements,as enacted ,to be strictly applied to prod u cts thatactu allycontain
tobacco leaf,and notnecessarilyto prod u cts thatonlycontain tobacco-d erived su bstances.W e
note thatmanyof the provisions of the A ctonlyapplyto specific prod u cttypes,allof which
contain tobacco-leaf.Forexample:

" Section 102 of the Tobacco C ontrolA ctrequ ired FD A to reissu e the A gency’s 1996 final
ru le on cigarette and smokeless tobacco (withcertain exceptions).Thatru le,whichis
now cod ified in 21 C .F.R.P art1140,specificallyprohibits the sale of cigarettes and
smokeless tobacco to ind ivid u als u nd erthe age of 18 and imposes specific marketing,
labeling,and ad vertisingrequ irements.W e fu rthernote thatnothingin FD A ’s lengthy
ru lemakingfrom the 1990’s ind icates that,atthattime,the A gencyevercontemplated
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assertingau thorityovertobacco prod u cts otherthan cigarettes and smokeless tobacco,
mu chless prod u cts thatd o notcontain tobacco leaf.9

" Sections 201 and 202 of the Tobacco C ontrolA ctamend ed the Fed eralC igarette
L abelingand A d vertisingA ct(FL C A A )10 and C omprehensive Smokeless Tobacco
H ealthEd u cation A ct(C STH EA )11,respectively,to transferau thorityovercigarette and
smokeless tobacco labelingand ad vertisingwarnings from the Fed eralTrad e
C ommission to FD A .Importantly,FL C A A and C STH EA bothrequ ire specific warning
langu age to appearon the packagingof cigarettes and smokeless tobacco prod u cts
respectively.This is yetanotherind ication thatC ongress d id notintend aone-size-fits-all
approachto regu lation of tobacco prod u cts.C ongress anticipated consid eration of the
u niqu e risks posed by eachtype of tobacco prod u ctwhen makingregu latory
d eterminations.The warninglabels enacted bythese statu tes reflectthe u niqu e risks
posed bythe d ifferenttypes of tobacco prod u cts,i.e., the higherrisks of mou thcancer
and gu m d isease posed by smokeless tobacco prod u cts,and the presence of carbon
monoxid e in cigarette smoke.

" Section 907 (a)(1)(A )sets forthatobacco prod u ctstand ard thatspecifically prohibits the
u se of characterizingflavors (otherthan menthol)in conventionalcigarettes only.
Tobacco leaf-containingprod u cts are also the only types of tobacco prod u cts that
C ongress envisioned wou ld be su bjectto u serfees.Specifically,even thou ghcigars and
pipe tobacco are notyetotherwise regu lated byFD A ,Section 919 of the A ctstates that
u serfees willbe allocated amongmanu factu rers and importers of cigarettes,cigars,snu ff,
chewingtobacco,pipe tobacco and roll-you r-own tobacco.There is no mention in the
statu te orits legislative historyof anyothertobacco ortobacco-d erived prod u cts with
respectto u serfees.

Even withrespectto the non-specific provisions in the A ct(i.e.,the provisions thatare
intend ed to applyto all tobacco prod u cts),the statu te implies thatC ongress onlyintend ed those
requ irements to be strictly applied to tobacco prod u cts thatactu allycontain tobacco leaf and ,

9 O f cou rse,the A gencyhad no need to mention othernicotine d elivery forms in its
proposed regu lations atthis time,as itwas su ccessfu llyintimid atingallthattried to introd u ce
othernicotine forms thattheyneed ed to be regu lated as d ru gs.See footnote 52 below regard ing
FD A ’s response to the introd u ction of the FA V O R® smokeless cigarette in the 198 0s.

10 See 15U.S.C .§ § 1331–1341.

11 See 15U.S.C .§ § 4401–4408 .
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thu s,notnecessarilyto d eemed prod u cts thatonly contain tobacco-d erived su bstances.For
example,althou ghSection 904 (“Su bmission of H ealthInformation to the Secretary”)generally
applies to “tobacco prod u ctmanu factu rers,”itis clearthatC ongress only had tobacco leaf-
containingprod u cts in mind when itd escribed the ingred ientlistingrequ irementto inclu d e
ingred ients ad d ed to the “tobacco,paper,filter”orotherparts of eachtobacco prod u ct.12 There
is no mention of “liqu id ,”“vapor,”“aerosol”orotherterms associated withe-cigarettes.Even
forthe harmfu land potentiallyharmfu lconstitu ents (H P H C )d isclosu re requ irementin
Section 904(a)(3),the statu te specificallynotes thatsu chconstitu ents inclu d e “smoke
constitu ents,”whichcan onlybe generated bycombu stingtobacco leaf,and makes no mention
of “aerosol”or“vapor”constitu ents generated by e-cigarettes.13 Fu rthermore,regard ingthe
requ irementthattobacco prod u cts be manu factu red in accord ance withGood M anu factu ring
P ractices,as promu lgated by FD A ,we note thatSection 906(e)provid es thatsu chpractices “may
d ifferbased on the type of tobacco prod u ctinvolved .”

Itis qu ite apparentfrom read ingthe statu te thatC ongress only contemplated tobacco
leaf-containingprod u cts wou ld be su bjectto the requ irements as enacted .

ii. There is No Mention of E-Cigarettes or E-Liquid in the Tobacco
Control Act or its Legislative History

This is fu rthersu pported bythe factthatneithere-cigarettes nore-liqu id are mentioned
anywhere in the Tobacco C ontrolA ctorits legislative history.A s noted above,FD A ex ercised
its d iscretion to not d eem premiu m cigars as covered tobacco prod u cts in its proposed “O ption 2”
of the N P RM .In arecentd raftreportbythe H ou se A ppropriations C ommittee on the FD A
fu nd ingbill,the C ommittee noted thatexemptingpremiu m cigars from the scope of the D eeming
Regu lation mad e sense becau se there was “little mention of cigars”in the legislation.
Specifically,the C ommittee stated 14:

12 See Section 904(a)(1).

13 FD A ’s Gu id ance D ocu mentforH P H C testingalso makes clearthata“one-size-fits-all”
approachd oes notmake sense fortobacco prod u cts.In thatgu id ance,the A gencyd istingu ishes
between the d ifferenttypes of regu lated tobacco prod u cts and whichof the 93H P H C s need to be
tested foreachprod u cttype (i.e.,smokeless tobacco companies are notrequ ired to testfofr
H P H C s su chas carbon monoxid e thatresu ltfrom combu stingtobacco).See
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Gu id anceC omplianceRegu latoryInformation/U
C M 297 8 28 .pd f.

14 See http://appropriations.hou se.gov/u pload ed files/hrpt-113-hr-fy2015-agricu ltu re.pd f.
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D eeming Regu lations.— The C ommittee is encou raged thatFD A has provid ed
options foraway forward on d istingu ishing between premiu m cigars and other
tobacco prod u cts in its recently proposed ru le ‘‘D eemingTobacco P rod u cts To B e
Su bjectto the Fed eralFood ,D ru g,and C osmetic A ct,as A mend ed by the Family
Smoking P revention and Tobacco C ontrolA ct;Regu lations on the Sale and
D istribu tion of Tobacco P rod u cts and Requ ired W arningStatements forTobacco
P rod u cts’’(D ocketN o.FD A –2014–N –018 9).In particu lar,the C ommittee notes
that FD A is consid ering exclu d ing premiu m cigars from the scope of this
proposed ru le throu gh O ption 2.The C ommittee believes this cou ld be aviable
solu tion,given thatthe Family Smoking P revention and Tobacco C ontrolA ct
makes little mention of cigars throu ghou tthe legislation,and there is even less
evid ence thatC ongress intend ed to focu s on the u niqu e su bsetof premiu m cigars.
The C ommittee notes thatpremiu m cigars are shown to be d istinctfrom other
tobacco prod u cts in theireffects on you thinitiation,the frequ ency of theiru se by
you thand you ngad u lts,and othersu chbehavioraland economic factors.

W hile there maybe “little mention”of cigars in the Tobacco C ontrolA ct,there is no
mention atallof e-cigarettes ore-liqu id s in eitherthe textof the legislation orin the
C ongressionalrecord .These prod u cts,whichare clearlyd istinctfrom the cu rrentlyregu lated
tobacco leaf-containingprod u cts,were noton the U.S.marketorwere ju stenteringthe market
when the Tobacco C ontrolA ctwas beingd ebated ,and C ongress was clearly u naware of their
existence.This fu rthersu ggests thatC ongress cou ld nothave intend ed FD A to strictlyapplythe
Tobacco C ontrolA ctrequ irements to these novel,tobacco leaf-free prod u cts.

iii. There are Numerous Examples of FDA Using its Rulemaking
Authority to Implement Appropriate Regulatory Solutions Other
Than Those Anticipated by Explicit Language in the FDCA

Itis importantto u nd erstand thatthe Tobacco C ontrolA ctis notastand alone piece of
legislation,bu tamend ed the FD C A –astatu te witharichhistory,and one thatFD A has always
interpreted as provid ingitwithmu chru lemakingand enforcementflexibility.Ind eed ,there are
nu merou s examples of FD A u singits ru lemakingau thorityto find ways arou nd strictu res in the
statu te.A s noted above,Section 7 01(a)of the statu te gives the A gencythe au thorityto
promu lgate su bstantive ru les thatwillprovid e forthe “efficientenforcement”of the A ct.Specific
examples of FD A ’s u se of this enforcementd iscretion are provid ed below.

1. Section 404 Emergency Permit Controls

O ne su chexample is the requ irementin Section 404 of the FD C A foremergencypermit
controls.This statu tory provision effectively allows FD A to prohibitthe interstate shipmentof
certain types of food (i.e.,classes of food fou nd by FD A to be inju riou s to the pu blic healthwhen
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contaminated withmicro-organisms,bu tforwhichthere are no ad equ ate means to d etermine
whetherornotthe food s are in factinju riou s d u e to microbialcontamination priorto their
interstate shipment),u nless su chfood processors have obtained an emergencypermitfrom the
A gency.Section 404 requ ires FD A to promu lgate regu lations provid ingforthe issu ance of su ch
permits,whichFD A d id in 21 C .F.R.P art108 .The proced u res setou tin su bpartA of P art10 8 ,
however,are qu ite bu rd ensome.15 Realizingthatapplyingthese requ irements to certain classes
of food wou ld go againstthe A gency’s Section 7 01(a)mand ate to provid e forthe efficient
enforcementof the A ct,FD A created an exemption process from the need forapermitin the
regu lations.Specifically,FD A promu lgated regu lations in 21 C .F.R.§ § 10 8 .25and 10 8 .35
exemptingacid ified food s and thermallyprocessed low-acid food s in hermeticallysealed
containers,respectively,from the permitrequ irement,even thou ghthe inad equ ate orimproper
manu factu ring,processingorpackingof these food s “may resu ltin the d istribu tion in interstate
commerce of processed food s thatmaybe inju riou s to health.”Ratherthan simplyrequ iring
processers of su chfood s to obtain an emergencypermit,as requ ired bythe statu te,FD A tookthe
initiative to exemptthose food processors from this obligation,provid ed the requ irements set
forthin the regu lations are met.16

This exemption process promptlybecame the statu s qu o within the partof the food
ind u stryengaged in canningand packagingof acid ified food s.The exemption requ ires food
manu factu rers to provid e information thatFD A d id nothave the au thorityto mand ate otherwise
as partof the permitapplication process,i.e.,registerthe facility,allow access to record s d u ring
inspections (Section 404(c)),su bmitprocess d etails and provid e acertification regard ingthe
ad equ acyof the process to controlmicroorganisms.In otherword s,the mand atory requ irements
forthe exemption requ ired companies to d o certain things thatprovid ed FD A withconfid ence
regard ingthe safetyof the processed food ,and obviated the need forthe A gencyto go throu gh
the bu rd en of issu ingand managingpermits forind ivid u alfacilities.In short,FD A effectively
u sed its ru lemakingau thorityto implementappropriate regu latorysolu tions otherthan those
explicitlyanticipated by Section 404 of the FD C A .

15 Specifically,su bpartA of P art10 8 establishes the proced u res for,amongotherthings,
d eterminingand revokingthe need forapermit,issu ingord enyingapermit,and su spend ingand
reinstatingapermit.

16 O f cou rse,shou ld aprocessorfailto meetanyof these regu latoryrequ irements,su ch
failu re “shallconstitu te aprimafacie basis forimmed iate application of the emergencypermit
controlprovisions of section 404[.] ”See 21 C .F.R.§ 10 8 .19(b).
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2. FDA’s Constituents Policy and Threshold of Regulation Rule
for Food Additives

A notherexample of how FD A u sed its ru lemakingau thorityto find regu latorysolu tions
otherthan those explicitly anticipated byC ongress can be seen in the regu latory framework
established to d istingu ishfood ad d itives from constituents of food ad d itives.Section
409(c)(3)(A )of the FD C A ,whichis known as the “D elaneyC lau se,”prohibits FD A from
clearingthe u se of afood ad d itive thathas been shown to be carcinogenic.The D elaneyC lau se
was initiallyenacted in 1958 as partof the Food A d d itives A mend ment,and states that:

[N ] o su chregu lation [au thorizingu se of afood ad d itive] shallissu e if afair
evalu ation of the d atabefore the Secretary...fails to establishthatthe proposed
u se of the food ad d itive,u nd erthe cond itions of u se specified in the regu lation,
willbe safe:Provided,Thatno ad d itive shallbe d eemed to be safe if itis fou nd to
ind u ce cancerwhen ingested byman oranimal,orif itis fou nd ,aftertests which
are appropriate forthe evalu ation of the safetyof food ad d itives,to ind u ce cancer
in man oranimal....

W hen the Food A d d itives A mend mentwas passed ,little was known abou tthe carcinogenic
propensities of awid e varietyof ad d itives.Followingthe enactmentof the D elaneyC lau se,
manysu bstances were shown to be potentially carcinogenic becau se of theirchemical
constitu ents.In 198 2,the FD A respond ed to this trend byissu ingan ad vanced notice of
proposed ru lemakingproposingthatthatafood ad d itive wou ld notbe d enied approvalu nd erthe
D elaneyC lau se u nless the ad d itive itself,and notju stthe constitu entchemicals u sed to make it,
was shown to cau se cancer.17 M ore specifically,u nd erthis “C onstitu ents P olicy,”FD A
d istingu ishes between an ad d itive as awhole and its constitu ents.If an ad d itive as awhole is not

17 See FD A P olicy forRegu latingC arcinogenic C hemicals in Food and C olorA d d itives,47
Fed .Reg.14,464 (A pril2,198 2).In aN ovember26,2004 Federal Register notice (69 Fed .
Reg.68 8 31,68 8 36),FD A withd rew this ad vance notice of proposed ru lemaking(A N P R)along
withapproximately8 0 otherproposed actions and ru les thatwere no longerconsid ered viable
cand id ates forfinalaction.The withd rawalrepresents an effortbythe A gencyto red u ce its
regu latorybacklogand focu s its resou rces on cu rrentpu blic healthissu es.The notice states that,
“withd rawalof aproposalis notintend ed to affectwhateveru tilitythe preamble statements may
cu rrentlyhave as ind ications of FD A ’s position on amatteratthe time the proposalwas
pu blished ,”and fu rtherthat,“in some cases the preambles of these proposals maystillreflectthe
cu rrentposition of FD A on the matterad d ressed .”Thu s,d espite the A gency’s withd rawalof the
A N P R,the C onstitu ents P olicyou tlined in the A pril2,198 2 Federal Register notice remains a
valid policybywhichto evalu ate minorcarcinogenic constitu ents of food ad d itives.
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carcinogenic,the presence of u navoid able low levels of carcinogenic constitu ents d oes not
au tomaticallytriggerthe D elaneyC lau se,barringthe u se of the ad d itive.Instead ,the safetyof
the ad d itive maybe evalu ated u nd erthe generalsafetyprovisions of the A ct.

D espite the explicitlangu age in the D elaneyC lau se prohibitingcarcinogenic food
ad d itives,FD A d eveloped this C onstitu ents P olicy as means of d ealingrationallywithfood
ad d itives thatclearlypresentno meaningfu ltoxicologicalrisk,bu tthatmay contain minu te
levels of carcinogenic impu rities orcarcinogenic resid u alstartingmaterials.18

FD A promu lgated asimilarregu latorysolu tion beyond the scope of the explicitlangu age
in the FD C A withits Threshold of Regu lation ru le forsu bstances u sed in food -contactarticles.
A “food ad d itive”is d efined in Section 201(s)of the A ct,in pertinentpart,as anysu bstance the
intend ed u se of whichresu lts,orreasonablyexpected to resu lt,in its becomingacomponentof
food ,u nless the su bstance is generallyrecognized as safe (GRA S)orsu bjectto apriorsanction.
W ithrespectto food -contactmaterials,su chsu bstances may also be food ad d itives if they
migrate from the packagingto become acomponentof the food .Und erSection 409 of the A ct,a
su bstance thatfalls within the statu toryd efinition of afood ad d itive mu stbe the su bjectof an
applicable food ad d itive regu lation.In 1997 ,the Food and D ru gA d ministration M od ernization
A ct(FD A M A )amend ed Section 409 of the FD C A to establishafood contactnotification (FC N )
process thatallows forfasterreview of food -contactsu bstances thatare also food ad d itives.
P riorto the establishmentof the FC N program in the legislation,however,FD A u sed its
ru lemakingau thorityto establisharegu latorysolu tion forfood -contactmaterials thatalso fell
within the food ad d itive d efinition.

Specifically,FD A promu lgated its “Threshold of Regu lation”ru le in 21 C .F.R.§ 17 0.39
to enable the A gencyto,on acase-by-case basis,exemptsu bstances u sed in contactwithfood
(thatmigrate orthatmay be expected to migrate from the packagingto the food )from regu lation
as food ad d itives if su chsu bstances have notbeen shown to be carcinogens,d o notpossess
molecu larstru ctu res su ggestive of carcinogenicity,and the d ietary exposu res to the su bstances
d o notexceed 0.5parts perbillion (ppb)or1% of the acceptable d ailyintake (A D I)if the
su bstances are regu lated as d irectfood ad d itives.This means thatif the anticipated d ietary
exposu re to asu bstance is su fficientlylow,and the molecu larstru ctu re of thatsu bstance d oes not
have featu res thatgive cau se forsafetyconcerns,FD A permits the u se of thatsu bstance in
contactwithfood pu rsu antto its Threshold of Regu lation ru le,even thou ghthe FD C A might
otherwise have requ ired petitioningafood ad d itive regu lation forthe su bstance.

18 The u se of the C onstitu ents P olicyas ameans of avoid ingapplication of the D elaney
C lau se when appropriate has been ju d iciallyu pheld .See Scott v. FDA,7 28 F.2d 322 (6thC ir.
198 4).
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3. FDA Has Exercised Discretion When Implementing Certain
Tobacco Control Act Requirements

FD A has even d isplayed awillingness to exercise enforcementd iscretion withrespectto
implementingthe Tobacco C ontrolA ct.Forexample,d espite the explicitstatu tory requ irement,
the A gencyhas stated thatitwillnotenforce the premarketsu bstantialequ ivalence requ irements
forcertain types of mod ifications mad e to grand fathered tobacco prod u cts thatare notexpected
to affectthe pu blic healthprofile of the prod u ct.Specifically,Section 905(j)Su bstantial
Equ ivalence Reports d o notneed to be su bmitted forthe followingprod u ctmod ifications:

" C ertain labeland packagingchanges as follows:(1)removalof the d escriptors “light,”
“mild ,”or“low”in compliance withthe A ct,(2)inclu sion of anyrequ ired graphic
warnings,(3)package type mod ifications (i.e.,hard to softpackorvice versa),provid ed
su chchange d id notmod ifythe tobacco prod u ctin anyotherway(e.g.,achange in
moistu re content,shelf life,ingred ientcomposition,nicotine d elivery,harmfu l/potentially
harmfu lconstitu ents),and (4)changes mad e to fontsize,inkcolor,orbackgrou nd color
of the packagingorlabels.19

" W hen anew su pplieris u sed forthe same ad d itive withid enticalspecifications;20 and

" Tobacco blend ingchanges requ ired to ad d ress the natu ralvariation of tobacco in ord erto
maintain aconsistentprod u ct.21

FD A has also exercised similard iscretion in notfu llyenforcingthe Section 904(a)(3)
requ irementfortobacco prod u ctmanu factu rers to reportthe amou ntof H P H C s in theirprod u cts.
Specifically,the A gency has pu blished gu id ance statingthatitwou ld ,fornow,onlyrequ ire the
su bmission of d ataon only20 of the 93su bstances thatthe A gencyhas id entified as H P H C s.
FD A ju stified this d ecision in terms of bothexped iencyand practicality,as the A gency’s ability

19 See FDA Draft Guidance for Industry and FDA Staff: Demonstrating the Substantial
Equivalence of a New Tobacco Product: Responses to Frequently Asked Questions,7 6 Fed .Reg.
55,927 (September9,2011),available at:
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Resou rcesforY ou /ForInd u stry/UC M 27 1239.pd
f.

20 Id.at6.

21 Id.at8 .
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to achieve the pu blic healthgoals of the legislation willd epend largelyon whetheritcan
efficientlyu tilize its resou rces.22

These are ju stafew of the examples of FD A effectivelyu singits ru lemakingau thorityto
implementregu latorysolu tions otherthan those explicitlyanticipated bythe legislation.The
A gencyshou ld take asimilarapproachwithhow ittreats e-cigarette and e-liqu id prod u cts in the
D eemingRegu lation by exemptingthese novelprod u cts from specific requ irements in the
Tobacco C ontrolA ctthatare clearlyd esigned and intend ed to applyto tobacco leaf-containing
prod u cts,su chas the premarketau thorization requ irementto d emonstrate anetpositive
popu lation-levelimpactfornew prod u cts.O f cou rse,manu factu rers wou ld stillbe requ ired to
d emonstrate thattheirprod u cts are “appropriate forthe protection of the pu blic health,”bu tby
focu singsolelyon the impactof theirprod u cton the healthof the individual consu mer.This and
otherpotentialregu latory solu tions are d escribed in Section IV below.

iv. Strictly Applying the Tobacco Control Act’s Requirements to E-
Cigarettes and E-Liquid Products Would Result in the Vast Majority
of these Products Being Removed from the Market Which Will be
Tantamount to a Ban Which Congress Did Not Intend

Rigid lyapplyingthe same regu latory requ irements to e-cigarettes and e-liqu id s that
cu rrentlyonlyapplyto tobacco leaf-containingprod u cts wou ld mean that,in ord erto meetthe
“appropriate forthe protection of the pu blic health”stand ard to marketsu chprod u cts,
manu factu rers wou ld have to d emonstrate thateachof theirind ivid u alprod u cts willnothave an
ad verse impacton the net-popu lation “pu blic”health(i.e.,overalltobacco-u se initiation and
cessation rates).23 Forthe reasons d iscu ssed below,placingthis highbu rd en on manu factu rers of

22 See FDA Guidance for Industry: Reporting Harmful and Potentially Harmful
Constituents in Tobacco Products and Tobacco Smoke Under Section 904(a)(3) of the FDCA,7 7
Fed .Reg.20030 at3(A pril3,2012),available online at:
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Gu id anceC omplianceRegu latoryInformation/U
C M 297 8 28 .pd f.

23 Specifically,Section 910(c)(4)of the A ctprovid es that“the find ingas to whetherthe
marketingof atobacco prod u ctforwhich[aP remarketTobacco P rod u ctA pplication] has been
su bmitted is appropriate forthe protection of the pu blic healthshallbe d etermined withrespect
to the risks and benefits to the popu lation as awhole,inclu d ingu sers and nonu sers of the tobacco
prod u ct,and takinginto accou nt–(A )the increased ord ecreased likelihood thatexistingu sers of
tobacco prod u cts willstopu singsu chprod u cts;and (B )the increased ord ecreased likelihood
thatthose who d o notu se tobacco prod u cts willstartingu singsu chprod u cts.”
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nicotine-onlyprod u cts thathave the abilityto helpsmokers transition to less harmfu lforms of
recreationalnicotine willresu ltin most,and possiblyall,su chprod u cts beingremoved from the
market.Itwou ld also make itprohibitivelyd ifficu ltforanysu chnew prod u cts to enterthe
market,whichwou ld be tantamou ntto aban,d espite C ongress’s clearcommitmentto allow the
marketingof potentially red u ced riskprod u cts.Instead ,FD A shou ld u se the d iscretion
envisioned byC ongress and permitted bythe statu te to establishalternative regu latory
frameworks forsu chd eemed prod u cts.24

1. Size of the E-Liquid Industry

To u nd erstand the real-world impactof strictly applyingthe Tobacco C ontrolA ct
requ irements to this new ind u stry,the A gencymu stfirstrecognize the nu mberof small
bu sinesses thatwillbe affected .In the proposed ru le,the A gency grosslyu nd erestimated both
the nu mberof companies in the “othertobacco,e-cigarettes,and nicotine prod u ct”category,as
wellas the nu mberof su chprod u cts on the market.M ore specifically,FD A has estimated that
only140 “othertobacco,e-cigarettes,and nicotine prod u ctmanu factu rers”willregisteras
tobacco prod u ctestablishments pu rsu antto Sections 905and that18 8 companies willsu bmit
theirprod u ctand ingred ientlists to the A gencypu rsu antto Section 904 of the A ct.FD A has
also grosslyu nd erestimated thatitwillonlyreceive 25P remarketTobacco P rod u ctA pplications
(P M TA s)fornew prod u cts.

These estimates are off by ord ers of magnitu d e,as the e-cigarette ind u stryin the U.S.has
rou ghlyd ou bled every year since the prod u cts firststarted beingcommerciallyd istribu ted .25

24 P otentialalternative frameworks forthese novelprod u cts are d iscu ssed in Section IV
below.

25 W e note,howeverthatthese gross u nd erestimates are notmiscalcu lations on FD A ’s part,
bu tratherbased on the assu mption thatmostof these smallcompanies willnotbe able to comply
withthe bu rd ensome and costlyregu lations,and thu s willbe forced to exitthe ind u stry.FD A ’s
own Regulatory Impact Analysis forthe proposed ru le acknowled ges thatthe regu latorybu rd ens
of the ru le willresu ltin mostcompanies exitingthe ind u stry,bu tfailed to estimate the valu e of
this loss of consu merchoice.See
http://www.fd a.gov/d ownload s/A bou tFD A /ReportsM anu alsForms/Reports/EconomicA nalyses/U
C M 394933.pd f. Specifically,FD A states in the impactanalysis that

In ad d ition,we assu me that the per-prod u ct (or per-UP C ) costs of this
proposed ru le,inclu d ing labeling changes and premarket tobacco prod u ct
applications (P M TA s)are costly,and if there are no valid pred icate prod u cts
for su bstantial equ ivalence su bmissions, electronic cigarettes wou ld

(continu ed … )
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Sales in 200 8 were approximately$50 million;in 2014 sales are expected to exceed wellover$1
billion.26 Thatvalu e,however,mayu nd erestimate the actu alsize of the e-cigarette ind u stry
becau se itis based on limited monitoringof majorsales ou tlets (e.g.,convenience stores),which
mainlyreportsales of cigalike e-cigarette prod u cts captu red from electronic sales record s.N ot
inclu d ed in this d ataare sales from the rapid ly growinge-cigarette su bcategoryof A RP V s and
theircomponents (e.g.,e-liqu id s and hard ware),thatare sold eitheronline orin brick-and -mortar
“vape shops”.C onsid eringA RP V and e-liqu id sales,totale-cigarette sales in the U.S.are
expected to be between $2.2 to 3billion in 2014.27

W ithrespectto the refillable e-liqu id ind u stryalone,the available evid ence ind icates that
there are atleast5,000 and possiblyu pto 15,000 ind ivid u almanu factu rers and retailers

(… continu ed )
necessarily be marketed throu gh the premarkettobacco application pathway.
There are cu rrently a large nu mber of electronic cigarette prod u cts being
marketed ,some of whichhave very little marketshare while others represent
prod u ctvariation among larger marketplayers.P rod u cts thatd o nothave
su fficientsales to ju stify incu rringthe costs of complying with the proposed
ru le wou ld exit.P rod u cts withlargersales willmore likely bearthese costs to
come into compliance withany finalru le,bu twe expectsome red u ction in the
variety of prod u cts offered even among largerplayers.Therefore,we expect
thatconsid erable prod u ctconsolid ation and exitwou ld occu r,as wellas the
entry,exit,and consolid ation thatwou ld be expected to occu rin an emerging
marketand thatwou ld occu ru nd erbaseline cond itions.

W e note,however,thatwhile manyof these companies are small,they are entrepreneu rialand
are continu ingto grow,and intend to complywithFD A ’s regu lations.To propose aru le that
assu mes u pto 99.99% of the thrivingA RP V and e-liqu id manu factu ringcompanies willbe
eliminated is obd u rate beyond reason.Rather,FD A shou ld u se the enforcementd iscretion
envisioned byC ongress to implementappropriate regu latoryrequ irements tailored to these
prod u cts,as d iscu ssed in Section IV .

26 See N icotine Science and P olicy,“N ew Estimates D ou ble Size of E-C igarette M arket;
IncreasingImportance of Refillable and M od ified D evices”by G.Stimson (M arch2014);
available online at:http://nicotinepolicy.net/gerry-stimson/1317 -wells-fargo-march-2014.

27 See W ells Fargo Secu rities,Equ ityResearch,M arch24,2014,“Tobacco Talk:
V apors/Tanks D rivingN extW ave of E-E-V aporGrowth,”available online at:
http://www.vaporworld expo.com/P D Fs/Tobacco_Talk_V apors_Tanks_%20M arch%202014.pd f.
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prod u cinge-liqu id prod u cts in the U.S.,nearlyallof whichare smallbu sinesses (i.e.,less than
350 employees),inclu d ingvape shops thatmix theirown prod u cts.Specifically,we note that:

" The Smoke Free A lternatives Trad e A ssociation,atrad e association of representingsmall
and mid -sized bu sinesses in the vaporind u stry,inclu d ingvape shops,manu factu rers,
importers and d istribu tors,has estimated thatthere are 1,200 e-liqu id manu factu rers that
make theirown e-liqu id and 15,000 vape shops in the United States (many of whom also
mix theirown e-liqu id s),representingover65,000 jobs.This estimate is based on
internald atacollected from manu factu rerand d istribu tormembers,as wellas
insu rance researchers.See www.sfata.org.

" P rominentW allStreetSecu rities A nalystB onnie H erzogof W ells Fargo estimates that
thatare 5,000 to 10,000 vape shops in the United States.28

" The V aporSearchUSA online portal,available athttp://www.vaporsearchu sa.com/,has
over5,000 e-liqu id prod u cers throu ghou tthe United States listed in its d atabase.

" The Electronic C igarette Foru m (EC F),an online commu nityfore-cigarette consu mers
and stakehold ers (available athttp://www.e-cigarette-foru m.com/foru m/)has nearly
1,7 00 e-cigarette and e-liqu id bu sinesses (inclu d ingU.S.-based manu factu rers and
foreign importers)on record .29

" A notherpotentialmethod of d eterminingthe size of the e-liqu id marketis to calcu late the
totalamou ntof nicotine beingconsu med in the cou ntryfrom e-liqu id s bytakingthe total
amou ntof USP grad e nicotine prod u ced /imported into the cou ntry and d iscou ntingthe
amou ntu sed in nicotine replacementtherapies (N RTs).B ased on this and u singthe
average nicotine concentration in e-liqu id (of 1.8 % or18 mg/mL ),the totalvolu me of
nicotine-containinge-liqu id consu med in the U.S.maybe extrapolated .

These estimates are only forthe e-liqu id ind u stry,and d o notinclu d e the hu nd red s,if not
thousands,of companies thatare manu factu ringthe variou s hard ware components u sed in
A RP V s (i.e.,“mod ”components inclu d ingad apters,atomizers,cartomizers,clearomizers,
batteries,chargers,tanks,end caps,tu bing,internalmicroprocessors/motherboard s,springs,o-

28 See W ells Fargo Secu rities,Equ ityResearch,A pril14,2014,“V ape Shops –Springing
UpA cross The C ou ntry,”available online at:
http://www.vaporworld expo.com/P D Fs/Tobacco_%20V ape_Shop_V isit_A pri_2014.pd f.

29 O nlythose who applyand pay forrecognized vend orstatu s on EC F are listed here.
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rings,d rip-tips/mou thpieces,wickingmaterials,and otherd evice components su chas internal
connectors,bu ttons,casings,gaskets,seals,internalchargingcircu itrycomponents,etc.).30 If the
N P RM becomes effective as d rafted ,allof these thou sand s of companies cou ld fallwithin
meaningof “covered tobacco prod u ct”manu factu rers.

2. Tantamount Ban of E-Cigarettes

Strictlyapplyingallof the Tobacco C ontrolA ctrequ irements to e-cigarette and e-liqu id
prod u cts wou ld effectively resu ltin aban of su chprod u cts,whichwou ld clearlybe contraryto
C ongressionalintent,as d escribed below.First,becau se there are no viable pred icate prod u cts
thatwere on the marketon the Febru ary15,200 7 “grand fatherd ate,”no e-cigarette ore-liqu id
prod u cts on the markettod ay willbe able to d emonstrate su bstantialequ ivalence (SE)to a
grand fathered prod u ct(u nless the A gencyu tilizes amore appropriate grand fatherd ate forthese
novelprod u cts,as su ggested in Section IV below).This means that,if the N P RM becomes
effective,allcu rrentand new e-cigarette and e-liqu id prod u cts willneed to go throu ghthe
P remarketTobacco A pplication (P M TA )process ou tlined in Section 910 of the A ct.31

The d atarequ ired to su pportaP M TA are extensive and mu stinclu d e ad etailed
d escription of the “components,ingred ients,ad d itives,and properties”of the prod u ct,and
information regard ingmethod s and facilities u sed forprod u ction32 to “fu llreports of all
investigations of healthrisks (inclu d ingstu d ies su bmitted to su pport[a] showingthatthe tobacco
prod u ctis appropriate forthe protection of the pu blic health… ).”33 M oreover,in ord erto meet
the high“appropriate forthe protection of the pu blic health”legalstand ard to marketanew

30 Fu rther,eachof these components can come in manymod els,sizes orbe mad e from
d ifferentraw materials.

31 In the N P RM ,FD A has proposed acompliance policythatwou ld d elayenforcementof
the premarketau thorization requ irements fortwo years forthe newlyd eemed prod u cts.Und er
this policy,FD A wou ld allow anyprod u ctmarketed between Febru ary15,200 7 and two years
afterthe effective date of the D eemingRegu lation to remain on the marketu ntilsu chtime as the
FD A d enies the SE orP M TA su bmission (thatmu stbe su bmitted bythe two yearanniversaryof
the effective d ate of the regu lation).

32 21 U.S.C .§ 38 7 j.

33 See FDA Draft Guidance for Industry: Applications for Premarket Review of New
Tobacco Products,7 6 Fed .Reg.60,055at7 (September28 ,2011),available online at:
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Gu id anceC omplianceRegu latoryInformation/U
C M 27 3425.pd f.
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prod u ct,e-cigarette and e-liqu id manu factu rers mu stconsid erthe potentialrisks and benefits that
theirprod u ctwillhave on the popu lation as awhole,inclu d ingu sers and nonu sers of the tobacco
prod u ct,and takinginto accou ntthe increased ord ecreased likelihood thatexistingu sers of
tobacco prod u cts willstopu singsu chprod u cts (cessation),as wellas the increased ord ecreased
likelihood thatthose who d o notcu rrentlyu se tobacco prod u cts willstartu singsu chprod u cts
(initiation).P u tsimply,the statu te places the bu rd en on manu factu rers to show thateachof their
prod u cts willnot have an ad verse impacton the net-popu lation “pu blic”health(i.e.,overall
tobacco-u se initiation and cessation rates).A n application thatfails to d emonstrate that
permittingthe new prod u ctto be marketed wou ld be appropriate forthe protection of the pu blic
healthshallbe d enied by FD A pu rsu antto Section 910(c)(2)of the Tobacco C ontrolA ct.

Even if itwere possible to meetthis stand ard ,whichno tobacco companyhas yetbeen
able to d o,the amou ntand type of d atathatwou ld be requ ired wou ld make itimpossible forany
single e-cigarette ore-liqu id companyto d evelopon its own.FD A has pu blished ad raft
Gu id ance forInd u stryon the type of d atathatwou ld be requ ired for“A pplications forP remarket
Review of N ew Tobacco P rod u cts.”34 In thatgu id ance d ocu ment,the A gency makes clearthat
“non-clinicalstu d ies alone generally are notsu fficientto su pportad etermination thatthe prod u ct
is appropriate forthe protection of pu blic health,”and thatacombination of,amongotherthings,
laboratoryanalyses,pre-clinicaltoxicityd ata,clinicalstu d ies,epid emiologic evid ence,consu mer
perception d ata,mathematicalmod els,abu se liabilityd ataand long-term post-market
su rveillance d atawou ld be need ed to meetthe highstand ard .Itwillnotbe possible for
manu factu rers of novelprod u cts su chas e-cigarettes and e-liqu id s to d evelopthe d atanecessary
to meetthis stand ard .A s su ch,placingthe “pu blic health”aspectof the stand ard on ind ivid u al
manu factu rers willresu ltin most,and possiblyall,su chprod u cts beingremoved from the
market.35 Itwou ld also make itprohibitivelyd ifficu ltforanysu chnew prod u cts to enterthe
market,whichwou ld be tantamou ntto aban,d espite C ongress’s clearcommitmentto allow the
marketingof potentially red u ced riskprod u cts,as d iscu ssed below.

34 Id.

35 A s d iscu ssed in Section IV below,based on the available scientific evid ence,FD A shou ld
find that,generally,the availabilityof e-cigarettes on the marketprovid es apu blic healthbenefit,
as su chprod u cts provid e amu chless harmfu lalternative to combu stible cigarettes,and there is
no reliable evid ence thatsu chprod u cts increase initiation of smoking.Su chafind ingwou ld take
the bu rd en of d emonstratingapositive popu lation-levelimpactoff of ind ivid u ale-cigarette and
e-liqu id manu factu rers.M anu factu rers wou ld stillbe requ ired to d emonstrate thattheirprod u cts
d o meetthe “appropriate forthe protection of the pu blic health”stand ard ,bu tbyinstead focu sing
on the impactof theirprod u cton the ind ivid u alconsu mer,and notthe potentialpopulation level
impact.
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A notherconcern forFD A to consid eris the potentialthatover-regu lation bystrictly
applyingthe Tobacco C ontrolA ctrequ irements to these prod u ctcou ld resu ltin consu mers
tu rningto an u nregu lated “blackmarket”if theirprod u cts of choice are removed from the
regu lated marketand /oreffectivelybanned . A su rveyad ministered to 10,000 vapers bythe E-
C igarette Foru m fou nd that7 9% of respond ents said theywou ld “lookto the blackmarket”if
prod u cts theyu se “were banned tomorrow,”while 14% said theywou ld retu rn to smoking
analogcigarettes.36 Su charesu ltwou ld be d etrimentalto the pu blic healthas su chablackor
greymarketwou ld be d evoid of good prod u ctsteward shipand manu factu ring
oversights/controls.The implications of su chamarketgo beyond pu blic health,as the economic
and logisticalbu rd en (forenforcementefforts)is d au nting.

v. The Primary Purpose Underlying the Tobacco Control Act is to
Reduce Tobacco Related Disease and Death in the United States by
Making it Nearly Impossible to Bring New, Harmful Tobacco Leaf-
Containing Products to the Market

Itis wellestablished thattobacco leaf-containingprod u cts,and in particu lar,tobacco-
combusting prod u cts,are d etrimentalto the healthof ind ivid u alconsu mers as wellas to the
pu blic (i.e.,netpopu lation)health.A ccord ingto the U.S.C enters forD isease C ontroland
P revention (C D C ):37

Tobacco u se is the single mostpreventable cau se of d isease,d isability,and d eath
in the United States.Each year,an estimated 443,000 people d ie prematu rely
from smoking or exposu re to second hand smoke,and another 8 .6 million live
withaseriou s illness cau sed by smoking.D espite these risks,approximately 46.6
million U.S.ad u lts smoke cigarettes.Smokeless tobacco,cigars,and pipes also
have d ead ly consequ ences,inclu d inglu ng,larynx,esophageal,and oralcancers.

Itis clearfrom its legislative historythat,becau se of these well-known health
consequ ences of tobacco u se,the Tobacco C ontrolA ctwas tru lyintend ed to applyto prod u cts
thatactu ally contain tobacco leaf,and to make itveryd ifficu ltforthe tobacco industry to bring

36 See N elson,S.,E-Cigarette Users Would Ignore Bans, Turn to Black Market, Survey
Finds,U.S.N ews & W orld Report,Ju ly17 ,2014,available online at:
http://www.u snews.com/news/articles/2014/07 /17 /e-cigarette-u sers-wou ld -ignore-bans-tu rn-to-
black-market-su rvey-find s.

37 See C D C ,Targeting the Nation’s Leading Killer At A Glance 2011,available online at:
http://www.cd c.gov/chronicd isease/resou rces/pu blications/aag/osh.htm.
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su chnew prod u cts to the market.Specifically,before beingable to bringanew prod u ctto the
market,tobacco prod u ctcompanies have the heavy bu rd en of d emonstratingthatsu chprod u ctis
eithersu bstantially equ ivalentto agrand fathered prod u ct(i.e.,the new prod u ctis eitherid entical
to agrand fathered prod u ctorits d ifferent“characteristics”d o notraise d ifferentqu estions of
pu blic health)or,in the alternative,thatthe new prod u ctis “appropriate forthe protection of the
pu blic health”bywayof aP M TA .B oththe “d ifferentqu estions of pu blic health”and
“appropriate forthe protection of the pu blic heath”stand ard s forSu bstantialEqu ivalence (SE)
Reports and P M TA s,respectively,are incred ibly highand requ ire consid eringthe impactthe
new prod u ctwillhave on bothu sers and non-u sers,as d escribed above.In otherword s,bothSE
reports and P M TA s need to d emonstrate thatthe introd u ction of the tobacco prod u ctin qu estion
willnotresu ltin increased harm to the pu blic healthbyad verselyimpactingoveralltobacco-u se
initiation and cessation rates.

Itis illogicalto place this same bu rd en (which,again,was d esigned to make itnearly
impossible to bringnew harmfu lprod u cts to the market)on manu factu rers of prod u cts thatonly
contain tobacco-d erived su bstances.D oingso willresu ltin the vastmajorityof,if notall,su ch
prod u cts beingremoved from the market.C ongress,however,d id notintend the implementation
of the Tobacco C ontrolA ctto effectivelyban prod u cts thathave the potentialto greatly red u ce
the bu rd en on societyof tobacco-related d isease.W hen C ongress passed the Tobacco C ontrol
A ctitsetou tten pu rposes u nd erlyingthe legislation.These pu rposes inclu d e notonlyred u cing
“the socialcosts associated withtobacco-related d iseases”and ensu ring“thatconsu mers are
betterinformed ”— bu talso continu ing“to permitthe sale of tobacco prod u cts to ad u lts”and
provid ingeffective oversightof the “ind u stry’s efforts to d evelop,introd u ce,and promote less
harmfu ltobacco prod u cts.”38 If the N P RM is implemented as d rafted and the likely
insu rmou ntable bu rd en of d emonstratingthe popu lation levelimpactis placed on e-cigarette
manu factu rers,we d o notbelieve the e-cigarette/e-liqu id ind u strywillsu rvive.This wou ld
clearly go againstC ongress’intentto red u ce harm from tobacco-related d isease throu ghthe
promotion of less harmfu lprod u cts.The evid ence su ggests thatC ongress u nd erstood thatthe
Tobacco C ontrolA ctwas notintend ed to bringthe tobacco ind u stryto agrind inghalt;rather,it
sou ghtonlyto establish“appropriate regu latory controls”overtobacco prod u cts.39 FD A shou ld
take asimilarapproachin the D eemingRegu lation to establishappropriate regu latorycontrols
overe-cigarette and e-liqu id prod u cts,as d iscu ssed in Section IV below.

38 See 21 U.S.C .38 7 etseq.

39 Id.C ongress,forexample,gave FD A the au thority to establishnicotine yield s in Section
907 of the A ct,bu tprohibited FD A from red u cingthe levels of nicotine in aprod u ctto zero,
presu mablybecau se d oingso wou ld resu ltin ad e-facto ban on cigarettes,cigars,smokeless
tobacco and roll-you r-own tobacco prod u cts.
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vi. Proposed Legislation Governing the Marketing of E-cigarettes and E-
liquids Makes Clear that Congress Does Not Intend for the
Implementation of the Tobacco Control Act to Effectively Ban these
Products for Adult Consumers

In FDA v. Brown & Williamson Tobacco Corp.,529 U.S.120,131-32 (2000),the U.S.
Su preme C ou rtwas faced withasimilarsitu ation.In thatcase,the Su preme C ou rtwas charged
withd eterminingwhetherC ongress had intend ed the FD C A to applyto conventionalcigarettes
and smokeless tobacco prod u cts.B ywayof backgrou nd ,althou ghFD A historicallymaintained
thatitlacked ju risd iction u nd erthe FD C A to regu late “cu stomarilymarketed ”40 tobacco
prod u cts,in 1996 the A gencyproposed to regu late cigarettes and smokeless tobacco as d ru gs
pu rsu antto its au thority u nd erthe FD C A .41 Specifically,the FD A proposed to regu late the
promotion,labeling,and accessibilityof those cu stomarilymarketed tobacco prod u cts to
child ren.

A grou pof tobacco manu factu rers,retailers and ad vertisers filed alawsu itagainstFD A ,
argu ingthatu nd erthe FD C A the A gencylacked ju risd iction to regu late tobacco prod u cts as
cu stomarilymarketed and withou texpress therapeu tic orstru ctu re/fu nction claims.FD A
argu ed thatcu stomarily marketed cigarettes and smokeless tobacco prod u cts came u nd erthe
A gency’s pu rview as d ru gs,becau se su chprod u cts were nicotine d elivery d evices that,becau se
of nicotine’s foreseeable ad d ictive qu alities and physiologicaleffects on the bod y,were
necessarily “intend ed ”to affectthe stru ctu re and fu nction of the bod y.42 The Su preme C ou rt

40 C u stomarilymarketed tobacco prod u cts are tobacco prod u cts marketed forrecreational
u se orsmokingpleasu re,and notwithany claims of therapeu tic benefitorexplicit
stru ctu re/fu nction claims.

41 The Su preme C ou rtstated in thatcase:

In 197 2,FD A C ommissioner [D r.C harles] Ed ward s testified before
C ongress that“cigarettes recommend ed forsmokingpleasu re are beyond
the Fed eralFood ,D ru g,and C osmetic A ct.”H e fu rther stated thatthe
FD A believed that the P u blic H ealth C igarette Smoking A ct
“d emonstrates thatthe regu lation of cigarettes is to be the d omain of
C ongress,”and that“labeling orbanning cigarettes is astep thatcan be
take[n] only by the C ongress. A ny su ch move by FD A wou ld be
inconsistentwiththe clearcongressionalintent.”

Id.at151-52.

42 Id.at131-32.
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d isagreed withthe A gency,however,and held thatif FD A had ju risd iction overtobacco prod u cts
throu ghthe FD C A ,the A gencywou ld have no choice bu tto remove and ban su chprod u cts from
the marketentirely,as no tobacco leaf-containingprod u ctcou ld meetthe “safe and effective”
stand ard ford ru gs,as tobacco leaf-containingprod u cts are inherentlyu nsafe. B u t,the Su preme
C ou rtreasoned thatbanningtobacco prod u cts from the marketwou ld contrad ictC ongress’s clear
intentnot to d o so;su chintentis d emonstrated by,amongotherthings,the factthatC ongress
has,overthe years,enacted tobacco-specific legislation thatd oes not ban su chprod u cts.43

Specifically,notingthatithas d irectlyad d ressed the problem of tobacco and health
throu ghlegislation on nu merou s occasions,the C ou rtstated that“C ongress,however,has
foreclosed the removalof tobacco prod u cts from the market.”The C ou rtwenton to state:44

W hen C ongress enacted these statu tes,the ad verse healthconsequ ences of
tobacco u se were wellknown,as were nicotine’s pharmacologicaleffects.See,
e.g.,U.S.D ept.of H ealth,Ed u cation,and W elfare,U.S.Su rgeon General’s
A d visoryC ommittee,Smokingand H ealth25-40,69-7 5(1964)(hereinafter1964
Su rgeon General’s Report)(conclu d ingthatcigarette smokingcau ses lu ngcancer,
coronary arteryd isease,and chronic bronchitis and emphysema,and thatnicotine
has variou s pharmacologicaleffects,inclu d ingstimu lation,tranqu ilization,and
appetite su ppression);U.S.D ept.of H ealthand H u man Services,P u blic H ealth
Service,H ealthC onsequ ences of SmokingforW omen 7 -12 (198 0)(find ingthat
mortalityrates forlu ngcancer,chronic lu ngd isease,and coronaryheartd isease
are increased forbothwomen and men smokers,and thatsmokingd u ring
pregnancyis associated withsignificantad verse healtheffects on the u nborn fetu s
and newborn child );U.S.D ept.of H ealthand H u man Services,P u blic H ealth
Service,W hyP eople Smoke C igarettes (198 3),in SmokingP revention Ed u cation
A ct,H earings on H .R.18 24 before the Su bcommittee on H ealthand the
Environmentof the H ou se C ommittee on Energyand C ommerce,98 thC ong.,1st
Sess.,32-37 (198 3)(hereinafter198 3H ou se H earings)(statingthatsmokingis
“the mostwid espread example of d ru gd epend ence in ou rcou ntry,”and that
cigarettes “affectthe chemistryof the brain and nervou s system”);U.S.D ept.of
H ealthand H u man Services,P u blic H ealthService,The H ealthC onsequ ences of
Smoking:N icotine A d d iction 6-9,145-239 (198 8 )(hereinafter198 8 Su rgeon
General’s Report)(conclu d ingthattobacco prod u cts are ad d ictingin mu chthe
same way as heroin and cocaine,and thatnicotine is the d ru gthatcau ses

43 Id.at156.

44 Id.at138 -139 (Emphasis ad d ed ).
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ad d iction).Nonetheless, Congress stopped well short of ordering a ban.
Instead ,ithas generallyregu lated the labelingand ad vertisementof tobacco
prod u cts,expresslyprovid ingthatitis the policyof C ongress that“commerce and
the nationaleconomymay be --protected to the maximu m extentconsistentwith”
consu mers “be[ing] ad equ atelyinformed abou tany ad verse healtheffects.”
15U.S.C .§ 1331.Congress’ decisions to regulate labeling and advertising
and to adopt the express policy of protecting “commerce and the national
economy – to the maximum extent” reveal its intent that tobacco products
remain on the market. Indeed, the collective premise of these statutes is that
cigarettes and smokeless tobacco will continue to be sold in the United States.
A ban of tobacco products by the FDA would therefore plainly contradict
congressional policy.

A ccord ingly,the Su preme C ou rtin Brown ru led thatatthattime,C ongress had notyetgiven
FD A au thorityto regu late tobacco prod u cts as cu stomarilymarketed .45

In this case,itis apparentthatC ongress similarly d id notintend forthe implementation of
the Tobacco C ontrolA ctto effectivelyban prod u cts su chas e-cigarettes thatd o notcontain
tobacco leaf,as willlikely happen if the bu rd en of d emonstratingthe popu lation levelimpactof
anew prod u ctis placed on e-cigarette/e-liqu id manu factu rers.In ad d ition to C ongress’s clear
statements regard ingthe pu rposes u nd erlyingthe A ct(e.g.,to red u ce tobacco-related morbid ity
and mortality),there is mu chotherevid ence to ind icate thatitd oes notintend these prod u cts to
be banned . M ore specifically,severalstand alone bills have recentlybeen introd u ced that
propose to restrictmarketingof e-cigarettes,particu larlyanymarketingd irected toward child ren,
bu td o notban the prod u cts entirelyorrestricttheiru se by ad u lts of legalsmokingage.

Forexample,the P rotectingC hild ren from Electronic C igarette A d vertisingA ctof 2014
was recentlyintrod u ced in boththe Senate and H ou se of Representatives.46 This billproposes to
“prohibitad vertisement,promotion,ormarketingin commerce of electronic cigarettes in a
mannerthatis known,orshou ld be known,to increase the u se of electronic cigarettes by
child ren u nd erthe age of 18 .A mongotherthings,the billalso proposes to give the Fed eral
Trad e C ommission (FTC )au thorityto enforce violations as an u nfairord eceptive actorpractice
and to intervene and appealin state actions.The billd oes notban orprohibitthe u se of e-
cigarettes by ad u lts.

45 Id.at17 6.

46 See S.2047 and H .R.4325.
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Earlierthis year,C ongresswoman Jackie Speierannou nced plans to introd u ce the Stop
Sellingand M arketingto O u rKid s E-C igarettes (SM O KE)A ct,whichwou ld similarly give the
FTC au thority “to prohibitthe marketing,promotion,and ad vertisingof electronic nicotine
d eliverysystems ore-liqu id s thatwou ld increase u sage of the prod u cts by child ren.”The
proposed SM O KE A ctwou ld also amend the FC L A A so thatelectronic nicotine d elivery
systems and e-liqu id s can also be regu lated like tobacco cigarettes,and ,within one yearof
enactment,requ ire FD A to establish(1)child -proof packagingstand ard s forelectronic nicotine
d eliverysystems and e-liqu id s,(2)d osage limits forelectronic nicotine d eliverysystems and e-
liqu id s,(3)maximu m levels of nicotine concentration and (4)labelingrequ irements to clearly
state the concentration of nicotine fore-liqu id s.The proposed legislation also d irects FD A to
complete astu d yon whetherflavorings helpad u lts to qu itsmokingand /orappealto child ren
increasingtheirlikelihood to u se electronic nicotine d eliverysystems,and requ ires the A gencyto
consid erprohibitions orrestrictions on flavorings based on its find ings.47 Ind eed ,the pu rpose of
the bill“is to make su re these prod u cts are safe,to keepconsu mers informed abou timportant
safetyinformation su chas d osage gu id elines,and to keepthese prod u cts ou tof the hand s of
teens and kid s –especially the you ngestchild ren thatru n the highestriskof beingpoisoned .”

Even more recently,on Ju ly10,2014,SenatorB illN elson introd u ced the C hild N icotine
P oisoningP revention A ctof 2014,whichwou ld d irectthe C onsu merP rod u ctSafety
C ommission to issu e ru les requ iringsafer,child -resistantpackagingforany liqu id nicotine sold
to consu mers.48

Importantly,neitherthe C hild N icotine P oisoningP revention A ct,the P rotectingC hild ren
from Electronic C igarette A d vertisingA ct,northe SM O KE A ctou tlaw e-cigarettes for
consentingad u lts.These proposed laws are d esigned to ensu re thate-cigarettes and e-liqu id
prod u cts are safe and stay ou tof the hand s of ad olescents.Ju stas the FL C A A and C STH EA
mad e clearthatC ongress d id notintend to effectivelyban trad itionalcigarette and smokeless
tobacco by givingFD A au thorityoversu chprod u cts u nd erthe d ru gprovisions of the FD C A ,the
proposed legislation governingthe marketingof e-cigarettes makes clearthatC ongress d oes not

47 See C ongresswomen SpeierIntrod u ces SM O KE A ctto Regu late E-cigarette P rod u cts,
available online at:
http://www.jackiespeier.hou se.gov/ind ex.php?option=com_content& view=article& id =1460:con
gresswomen-speier-introd u ces-smoke-act-to-regu late-e-cigarette-prod u cts& catid =20:press-
releases& Itemid =14.

48 See C hild N icotine P oisoningP revention A ctof 2014,available online at:
https://www.govtrack.u s/congress/bills/113/s258 1.
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intend forthe implementation of the Tobacco C ontrolA ctto effectivelyban e-cigarettes and e-
liqu id s forad u ltconsu mers.

In ad d ition to these proposed bills,earlierthis yearseveralU.S.C ongressmen and
Senators sentaletterto the A ttorneyGenerals in C alifornia,Iowaand V ermontrequ estingthey
“consid ertakingabold stepin the battle againsttobacco u se”byclassifyinge-cigarettes as
cigarettes u nd erthe M asterSettlementA greement(M SA ).49 N otwithstand ingthate-cigarettes
simplyd o notfallwithin meaningof cigarettes in the M SA 50,the U.S.lawmakers also state in
the letterthat“[b] ringinge-cigarettes u nd erthe [M SA ] wou ld notremove them from the market
ormake them u navailable to ad u lts who maysee them as saferalternative to conventional
cigarettes,”clearlyind icatingtheirintentthatthe prod u cts notbe banned .

Strictlyapplyingthe Tobacco C ontrolA ctrequ irements to these novelprod u cts wou ld be
tantamou ntto aban,and wou ld d efy C ongressionalintent.

49 See L etterfrom Senators W axman,H arkin and W elchto A ttorneys GeneralH arris,M iller
and Sorrell,available online at:
http://d emocrats.energycommerce.hou se.gov/sites/d efau lt/files/d ocu ments/H arris-M iller-Sorrell-
M aster-Settlement-A greement-Tobacco-2014-2-12.pd f.

50 The M SA d efines cigarettes as “anyprod u ctthatcontains nicotine,is intend ed to be
bu rned orheated u nd erord inarycond itions of u se,and consists of orcontains (1)anyrollof
tobacco wrapped in paperorin anysu bstance containingtobacco;or(2)tobacco,in any form,
thatis fu nctionalin the prod u ct,which,becau se of its appearance,the type of tobacco u sed in the
filler,orits packagingand labeling,is likelyto be offered to,orpu rchased by,consu mers as a
cigarette;or(3)any rollof tobacco wrapped in any su bstance containingtobacco which,becau se
of its appearance,the type of tobacco u sed in the filler,orits packagingand labeling,is likelyto
be offered to,orpu rchased by,consu mers as acigarette d escribed in clau se (1)of this d efinition.
See M SA (1998 )online athttp://oag.ca.gov/sites/all/files/agweb/pd fs/tobacco/1msa.pd f.A s
noted above,neithere-cigarettes northe e-liqu id u sed in them contain any tobacco atall.
A lthou ghitmaybe derived from tobacco,nicotine is achemicalcompou nd id entified in Section
900(12)of the Tobacco C ontrolA ctas “3-(1-methyl-2-pyrrolid inyl)pyrid ine or
C [10 ] H [14] N [2] ,inclu d inganysaltorcomplex of nicotine”and is notitself “tobacco.”
A ccord ingly,e-cigarettes and e-liqu id thatcontain tobacco-d erived nicotine d o notmeetanyof
the criteriaforbeinga“cigarette”in the M SA .
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vii. If Congress Intended the Tobacco Control Act to Result in an
Effective Ban on E-Cigarettes, it Would Not Have Defined “Tobacco
Product” so Broadly to Include Products that Only Contain Tobacco-
Derived Substances

Fu rthermore,C ongress clearlyd id notintend forthe Tobacco C ontrolA ctto effectively
ban novelnicotine-only prod u cts like e-cigarettes,as italread yhad the capabilityto d o this by
wayof its d ru gau thority u nd erthe FD C A .P riorto the implementation of the Tobacco C ontrol
A ct,nicotine-containingprod u cts su chas e-cigarettes wou ld have been consid ered d ru gs (or
d ru g-d eliveryd evices).51 This was the position thatFD A tookpriorto the implementation of the
Tobacco C ontrolA ctforother“nicotine d elivery”prod u cts su chas the FA V O R® Smokeless
C igarette,52 N icogelTobacco H and Gel,nicotine lollipops,nicotine lipbalm and nicotine water.

51 Section 321(g)(1)of the FD C A d efines “d ru g,”in pertinentpart,as “articles intend ed for
u se in the d iagnosis,cu re,mitigation,treatment,orprevention of d isease in man orother
animals”and “articles (otherthan food )intend ed to affectthe stru ctu re oranyfu nction of the
bod yof man orotheranimals.”See 21 U.S.C .§ 321(g)(1)(B )and (C ).

52 In the 198 0s,the FA V O R® Smokeless C igarette was marketed as a“revolu tionarynew
cigarette”thatgave “cu stomers tobacco flavorand satisfaction withno smoke.”The FA V O R®
consisted of atu be of cellu lose acetate wrapped withcigarette paperand topped withbrown cork
tipping.The tu be was filled withliqu id nicotine blend ed withflavorenhancers u sed in
trad itionalcigarettes.W hen airis d rawn throu ghthe tu be,the liqu id tu rned into acolorless,
od orless vaporwithacigarette-like taste.A lthou ghthe manu factu rerof thatprod u ctd id not
promote the FA V O R® as asmokingcessation tool,bu tas arecreational,non-therapeu tic
nicotine prod u ctthatcou ld provid e aless harmfu lwayforsmokers to continu e “smoking,”FD A
asserted thatthe prod u ctwas an u napproved new d ru gthatcou ld notbe sold withou tFD A pre-
marketapproval.In aW arningL etterto the manu factu rerd ated Febru ary9,198 7 ,FD A stated :

The [Favor prod u ct’s labeling and promotional literatu re] contain
statements which representand su ggestthatFavor is a novelnicotine
d elivery system;thateach pack of six [Favortu bes] willhave anicotine
d elivery capacity intend ed to satisfy the average smokerof conventional
cigarettes foran entire d ay;thatFavord elivers an amou ntof nicotine per
inhalation within arange of amou nts d elivered perinhalation from many
conventionalcombu stible cigarettes;thatthe qu antity of nicotine requ ired
to prod u ce the effecton the nervou s system whichmostcigarette smokers
are accu stomed is small relative to the amou nts of other alkaloid s
regu larly consu med by typicalu sers;and that it is an alternative for
conventionalcigarette smokers who d esire nicotine pleasu re.

(continu ed … )
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Itis also the position thatFD A initiallytookwithrespectto e-cigarettes,before the Sottera
d ecision.53

A s the Sottera case mad e clear,however,the implementation of the Tobacco C ontrolA ct
created anew parad igm thatpermits the marketingof recreationalu se nicotine-containing
prod u cts as tobacco prod u cts and notd ru gs.54 In this regard ,the enactmentof the Tobacco
C ontrolA ctactu allyprevented the immed iate ban of these prod u cts,whichotherwise wou ld
have only been allowed to marketif theyreceived FD A premarketapprovalbyd emonstrating
safetyand effectiveness foratherapeu tic pu rpose (e.g.,smokingcessation orto satisfynicotine
cravings),regard less of whethersu chprod u cts were cu stomarilymarketed forrecreationalu se.
B u t,byd efining“tobacco prod u ct”broad lyin the Tobacco C ontrolA ctto inclu d e prod u cts that

(… continu ed )

* * *
In view of the above,itis ou rposition thatFavoris anicotine d elivery
system intend ed to satisfy nicotine d epend ence and to affectthe stru ctu re
and one or more fu nctions of the bod y. B ecau se of its intend ed u ses,
Favoris ad ru gas d efined within section 201(g)of the Fed eralFood ,D ru g
and C osmetic A ct(A ct). In ad d ition,we regard Favorto be anew d ru g
within the meaning of section 201(p) of the A ct becau se Favor’s
composition is su ch thatitis notgenerally recognized ,among qu alified
experts,as safe and effective for u se u nd er the cond itions prescribed ,
recommend ed ,orsu ggested in its labeling.

53 See Sottera, Inc. v. FDA,627 F.3d 8 91 (D .C .,2010)).

54 Specifically,the D .C .C ou rtof A ppeals in Sottera affirmed the D istrictC ou rt’s d ecision
whichheld ,in pertinentpart,thatif ite-cigarettes were consid ered d ru gs simplybecau se they
have the same effecton the stru ctu re and fu nction of the bod yas cigarettes,“anytobacco prod u ct
containingnicotine and claimingto have some pharmacologicaleffect,inclu d ingtrad itional
cigarettes,wou ld be exclu d ed from the meaningof ‘tobacco prod u ct.’”See Smoking
Everywhere, Inc. v. FDA,68 0 F.Su pp.2d 62,7 0 (D .D .C .,2010).B ecau se this wou ld
“effectivelyd ismantle the existingregu latorywallC ongress erected between tobacco prod u cts
and d ru g-d evice combinations,”the cou rtcou ld “easilyinferthatC ongress d id notintend
tobacco prod u cts to be d ru gs merelybecau se they d elivernicotine.”Id. Thu s,e-cigarettes that
contain nicotine-d erived tobacco thatare cu stomarilymarketed forrecreationalu se are notd ru gs
if theysimplyd elivernicotine and affectthe stru ctu re and fu nction of the bod yin the same
manneras acigarette.



A u gu st8 ,2014
A EM SA D eemingRegu lation C omments
D ocketN o.FD A -2014-N -018 9
P age 36 of 101

" '(. %,$0 * &+/ 2 #. %&)(1&-&% &)&$/-,+($#))3!

onlycontain tobacco-d erived su bstances while not givingFD A immed iate au thorityto regu late
allsu chtobacco prod u cts,C ongress created the regu latory environmentthatallowed forthese
cu stomarilymarketed nicotine-onlyprod u cts to flou rishon the market.Essentially,if notforthe
Tobacco C ontrolA ct,the e-cigarette ind u strywou ld noteven existin the U.S.tod ay.

Itsimplyd oes notmake sense to assertthatC ongress intend ed FD A to strictlyapplythe
Tobacco C ontrolA ctrequ irements to novelnicotine-onlyprod u cts if d oingso wou ld resu ltin
su chprod u cts beingremoved from the marketand effectivelybanned ,as FD A alread yhad the
au thorityto d o ju stthatthrou ghthe d ru gprovisions of the FD C A .If C ongress tru lyintend ed the
Tobacco C ontrolA ctto have su chan impacton nicotine-onlyprod u cts,itwou ld have eithernot
d efined “tobacco prod u ct”to inclu d e tobacco-d erived su bstances,oritwou ld simplyhave given
FD A the immed iate au thorityto regu late alltobacco prod u cts,inclu d ingnicotine-onlyprod u cts,
u nd erits new fou nd tobacco au thority,ratherthan allowingFD A to choose whichothertobacco
prod u cts to d eem as regu lated prod u cts.

W e fu rthernote thatSection 907 (d )(3)of the Tobacco C ontrolA ctmakes clearthat
C ongress d id notintend forthe new law to ban whole categories of tobacco prod u cts.A lthou gh
thatprovision states thatFD A cannotissu e aregulation “banningallcigarettes,allsmokeless
tobacco,alllittle cigars,allcigars otherthan little cigars,allpipe tobacco,orallroll-you r-own
tobacco prod u cts,”this langu age implies thatC ongress d id notintend forFD A to implementthe
law in su chawaythatwou ld resu ltin atantamou ntban of anytobacco prod u ctcategories,mu ch
less ad eemed prod u ctcategorythatis d emonstrablyless harmfu lthan the cu rrentlyregu lated
tobacco leaf-containingprod u cts (e.g.,e-cigarettes),and thatcou ld provid e asu bstantialpu blic
healthbenefitto cu rrentsmokers.

Forthe reasons stated above,there is no d ou btthatC ongress d id notintend fore-
cigarettes to be effectively banned bythe Tobacco C ontrolA ct,whichis whatwilloccu rif the
premarketau thorization requ irements d esigned to make bringingnew tobacco leaf-containing
prod u cts to the marketas d ifficu ltas possible are applied to these noveltobacco leaf-free
prod u cts.Itis clearthatFD A has the d iscretion to impose on those othertobacco prod u cts thatit
chooses to regu late requ irements thatare tailored to the specific tobacco type and commensu rate
withthe harm thatrequ ires regu lation.In Section IV below,we propose severalalternative
regu latoryframeworks fore-cigarette and e-liqu id prod u cts forFD A to consid er.N amely,we
thinkthat:

1. B ased on the extensive existingliteratu re on the safetyand pu blic healthbenefitof e-
cigarettes (compared to conventionalcigarettes)the A gencyshou ld acknowled ge thata
less rigorou s implementation of premarketd ocu mentation is appropriate.Specifically,
FD A shou ld find that,as aclass of prod u cts,the availabilityof e-cigarettes and theire-
liqu id components are “appropriate forthe protection of the pu blic health”.A ccord ingly,
e-cigarette and e-liqu id manu factu rers shou ld nothave to consid erthe potential
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popu lation-levelimpactof theirprod u cts,bu tshou ld instead onlybe requ ired to
d emonstrate thattheirprod u cts are notu nnecessarilyharmfu lto the healthof ind ivid u al
consu mers by,forexample,complyingwithprod u ctstand ard s and Good M anu factu ring
P ractices.FD A shou ld d elaythe effective d ate of the D eemingRegu lation u ntilitis
read yto promu lgate ind u stry-specific prod u ctstand ard s and GM P s forthese prod u cts.

2. If FD A chooses to d eem e-cigarettes as regu lated tobacco prod u cts,onlythe cigarette-
look-alike or“cigalike”mod els and notad vanced refillable personalvaporizers (A RP V s)
shou ld be consid ered “covered tobacco prod u cts”u nd erthe D eemingRegu lation,forthe
same reasons thatFD A has su ggested ex emptingpremiu m cigars from regu lation u nd er
O ption 2 of the N P RM .M oreover,the componentparts of su chprod u cts shou ld notbe
consid ered covered tobacco prod u cts.

3. FD A shou ld u se the effective d ate of the finalru le forthe D eemingRegu lation as the new
“Grand fatherD ate”fore-cigarettes and e-liqu id prod u cts and mod elthe su bstantial
equ ivalence requ irements forthese prod u cts based on the Section 510(k)pathwayfor
med icald evices.

4. FD A shou ld implementan alternative frameworkfore-liqu id manu factu ringcompanies
to complywithSection 904(a)(1)ingred ientlistingrequ irementand establisha“master
file”system forind u stry su ppliers and componentmanu factu rers to su bmitconfid ential
information.

W e review eachof these regu latoryframeworks,in tu rn,below.
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IV. Potential Regulatory Frameworks for Electronic Cigarettes and Components

a. Regulatory Framework No. 1: FDA Should Only Require E-Cigarette and
E-liquid Manufacturing Companies to Consider the Impact of their Products
on the Health of the Individual Consumer, and not the Population Level
Impact, To Meet the “Appropriate for the Protection of the Public Health”
Legal Standard

i. FDA Should Find That, As A Class of Products, The Availability of E-
Cigarettes and Personal Vaporizers is Appropriate for the Protection
of the Public Health

B ased on the growingbod yof d atawhichestablishes thate-cigarettes and the e-liqu id s
u sed in them (1)provid e amu chless harmfu lalternative to tobacco leaf-containingprod u cts
(especially combu stible cigarettes)forcu rrenttobacco u sers and (2)d o nothave an ad verse
impacton smokinginitiation and cessation rates (i.e.,the evid ence ind icates thatthe prod u cts
have contribu ted to the continu ingd ecline in the percentage of the popu lation thatsmokes
cigarettes),FD A shou ld find that,generally,the availabilityof these prod u cts on the marketis
“appropriate forthe protection of the pu blic health”.Itis criticallyimportantforFD A to
acknowled ge thatitis notstartingfrom atabula rasa when itcomes to u nd erstand ingthe safety
of nicotine aerosols forinhalation u singelectronic cigarettes.Instead of pretend ingthatwe
know nothingabou tthe safetyof the inhalation of nicotine and propylene glycol(as wellas other
commonlyu sed d ilu ents like glycerin),FD A shou ld acknowled ge that,as aclass of d evices (i.e.,
ad evice prod u cinganicotine aerosolforinhalation prod u ced throu ghelectric heatingof aliqu id
mixtu re of nicotine and propylene glycol/glycerin d ilu ent)e-cigarettes meetthe pu blic health
requ irementof the Tobacco C ontrolA ct.In otherword s,FD A shou ld ad optan alternative
regu latoryframeworkforthese novelprod u cts wherebyind ivid u ale-cigarette and e-liqu id
manu factu ringcompanies need notaffirmatively d emonstrate thateachof theirprod u cts will
have apositive net-popu lation level“pu blic health”impact.Rather,in ord erto meetthe
“appropriate forthe protection of the pu blic health”legalstand ard ,su chcompanies need only
consid erthe impactof theirprod u cton the healthof ind ivid u alconsu mers byd emonstratingthat
theirprod u cts are compliantwithestablished prod u ctstand ard s,manu factu red in accord ance
withGood M anu factu ringP ractices and marketed responsiblytoward ad u ltconsu mers.
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1. To Meet the Appropriate for the Protection of the Public
Health Standard FDA Should Only Require E-Cigarette and
E-liquid Manufacturing Companies to Consider the Impact of
their Products on the Health of the Individual Consumer and
not the Population Level Impact

In ord erto d emonstrate thatanew tobacco prod u ctis “appropriate forthe protection of
the pu blic health”the Tobacco C ontrolA ctrequ ires tobacco prod u ctmanu factu rers to consid er
bothu sers and non-u sers and show thatthe availabilityof the new prod u ctwillnotad versely
impactoverallsmokinginitiation and cessation rates.H owever,withou tlong-term consu mer
perception and post-marketd ata,amongotherthings,this stand ard is insu rmou ntable formost,
and possiblyall,e-cigarette and e-liqu id manu factu ringcompanies,and wou ld resu ltin
potentiallyallsu chprod u cts beingremoved /banned from the market,notwithstand ingC ongress’
clearintentd escribed above.Instead of placingthe bu rd en on ind ivid u ale-cigarette and e-liqu id
manu factu rers to affirmativelyd emonstrate thattheirprod u cts willnotad verselyimpactoverall
smokinginitiation and cessation rates bywayof apremarkettobacco prod u ctapplication
(P M TA ),FD A shou ld ,consid eringthe available scientific evid ence,find thatthe availabilityof
e-cigarettes is,generally,appropriate forthe protection of the pu blic healthbecau se (a)the
prod u cts provid e amu chless harmfu lalternative to combu stible cigarettes and (b)the evid ence
ind icates thatthe prod u cts have contribu ted to the continu ingd ecline in the percentage of the
popu lation thatsmokes cigarettes.55 Su chageneralfind ingby FD A wou ld in and of itself be
appropriate forthe protection of the pu blic health,as itwou ld allow these red u ced harm prod u cts
to remain on the marketas an alternative forsmokers of combu stible cigarettes,and wou ld make
itmu chless d ifficu ltformanu factu rers to bringnew prod u cts to the market.

O f cou rse,manu factu rers wou ld stillbe requ ired to d emonstrate thattheirprod u cts d o
meetthe “appropriate forthe protection of the pu blic health”stand ard ,bu tbyinstead focu singon
the impactof theirprod u cton the healthof the individual consu mer,and notthe potential
popu lation-levelimpact.This means thatin ord erto forgo the popu lation-levelassessment,e-
cigarette and e-liqu id manu factu rers need only consid erthe impactof theirprod u cton the health
of ind ivid u alconsu mers by,forexample,d emonstratingthattheirprod u cts are compliantwith
established prod u ctstand ard s,manu factu red in accord ance withGood M anu factu ringP ractices
and marketed responsibly toward ad u ltconsu mers.

55 This is ind icated bythe d ecliningsmokingrate as reported bythe C D C as wellas the
correlative red u ction in recenttobacco cigarette sales and the comparable,and simu ltaneou s,
d ramatic e-cigarette/vapormarketexplosion clearly ind icatingthatsmokers are su bstitu tingtheir
cigarettes forthese prod u cts.
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To su pportafind ingthatthe generalavailabilityof e-cigarettes and e-liqu id s on the
marketis appropriate forthe protection of the pu blic health,we examine below the growingbod y
of d atawhichestablishes thate-cigarettes and the e-liqu id s u sed in them (1)provid e amu chless
harmfu lalternative to tobacco leaf-containingprod u cts (especially combu stible cigarettes)for
cu rrenttobacco u sers and (2)d o nothave an ad verse impacton smokinginitiation and cessation
rates (i.e.,these prod u cts are not cau singthe overallsmokingrate to increase).

a. Electronic Cigarettes Provide a Much Less Harmful
Alternative to Tobacco Leaf-Containing Products for
Current Tobacco Users, Especially Smokers

There is no d ou btthatcompared to tobacco-leaf prod u cts,and especiallythose thatare
combu sted ,e-cigarettes and the e-liqu id s u sed in them are d ramaticallyless harmfu lfor
ind ivid u altobacco u sers,especiallycigarette smokers.This is why when tailoringthe regu latory
requ irements forthe tobacco prod u cts FD A chooses to d eem as regu lated ,the A gencyshou ld
recognize the wid e d isparityof riskposed byd ifferenttypes of prod u cts.This riskd isparitycan
be d escribed on a“continu u m of risk,”wherebythe prod u cts thatpose the greatestharm and risk
of tobacco-related d isease (i.e.,the trad itional,combu stible cigarette)is on one end of the
continu u m,and new prod u ctforms (su chas e-cigarettes)thatd o notcontain orcombu sttobacco
leaf are on the otherend ,as d epicted in the followingd iagram56:

Tobacco leaf-containingprod u cts,especiallythose thatare combu sted ,are the most
harmfu land d angerou s prod u cts on the continu u m of riskand shou ld be treated as su ch.Itis

56 FD L I,Embracingthe C ontinu u m of Risk,(2013),available online at:
http://www.fd li.org/d ocs/d efau lt-d ocu ment-library/6---tobacco---combined .pd f?sfvrsn=0.
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wellestablished thatthe more pyrolyzed tobacco constitu ents au serinhales from acombu stible
tobacco prod u ct,su chas acigarette,the greaterthe riskof tobacco-related d isease thatprod u ct
poses.57 O f the approximately5,300 chemicals id entified in tobacco smoke,atleast60 are
known hu man carcinogens,inclu d ingpolycyclic aromatic hyd rocarbons (P A H s)and tobacco-
specific nitrosamines (TSN A s).58 Electronic cigarettes are farless riskyto ind ivid u alu sers than
combu stible cigarettes becau se theyd o notresu ltin the inhalation of pyrolyzed chemicals.

P u blic healthexperts arou nd the world have come ou tin su pportof tobacco harm
red u ction throu ghthe u se of e-cigarettes.M ore than 50 tobacco and nicotine and pu blic health
specialists from 15cou ntries recentlysentaletterto the W orld H ealthO rganization (W H O )
D irectorGeneralM argaretC han emphasizingthe importance of tobacco harm red u ction throu gh
the u se of “low risknon-combu stible tobacco prod u cts (whichinclu d es e-cigarettes).These
prod u cts “cou ld be amongthe mostsignificanthealthinnovations of the 21stC entu ry— perhaps
savinghu nd red s of millions of lives.”59 Similarly,withrespectto the impacton the ind ivid u al
consu mer,the A merican L egacy Fou nd ation,anot-for-profitorganization d ed icated to
preventingteen smokingand encou ragingsmokers to qu it,recentlypu blished aposition
statementon e-cigarettes,in whichitstated :“L egacy recognizes that,on an ind ivid u allevel,
there is acontinu u m of riskacross tobacco prod u cts withcombu stible prod u cts (e.g.,cigarettes,
cigars,hookah)posingthe mostd angerand Food and D ru gA d ministration (FD A )approved
nicotine replacementtherapies (N RT’s)posingthe leastharm.H arm red u ction is avalu able
pu blic healthstrategywiththe potentialto red u ce,althou ghnoteliminate,the preventable
d isease and d eathcau sed bytobacco.Electronic cigarettes mayhold greatpromise in this regard .
W hile theyare notwithou trisk,initialscientific evid ence su ggests that,forthe ind ivid u al
smoker,theyare likelyless harmfu lthan smokingcigarettes,and theylikely have significant
lowerlevels of known tobacco toxicants than combu sted tobacco prod u cts.”60

57 See R.R.B aker,et al.,The pyrolysis of tobacco ingredients,7 1 J.A nal.A ppl.P yrolysis
223-311 (2004).

58 See Rod gman,A .and P erfetti,T.A .,The Chemical Components of Tobacco and Tobacco
Smoke, B ocaRaton,FL :C RC P ress (2009).

59 See D avid A brams et al.,Statement from specialists in nicotine science and public health
policy,(2014),http://www.nicotinepolicy.net/d ocu ments/letters/M argaretC han.pd f.

60 See L egacy,E-cigarette policy: the FDA should promptyly exercise regulatory authority
over e-cigarettes,(2014),
http://www.legacyforhealth.org/content/d ownload /3962/5608 8 /version/1/file/L EG-
P olicy_Statement-EC igarette-JA N 2014.pd f.
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The potentialfore-cigarettes to be u sed as avalu able toolforharm red u ction mu stbe
consid ered ,especiallyin lightof the effectiveness (orlackthereof)of FD A -approved N RT
prod u cts.The A lpertetal.stu d ycasts seriou s d ou bton the efficacyof FD A -approved N RT
treatments,su chas patches,gu m,and d ru gs,su chas Zyban and C hantix.61 A s M ichaelM arlow
noted in his pu blic commenton behalf of the M ercatu s C enteratthe George M ason University:
“This stu d yconclu d es thatpersons who have qu itsmokingrelapsed atequ ivalentrates,whether
ornottheyu sed N RT to helpthem in theirqu itattempts.In otherword s,FD A -approved N RT
maynotbe anymore effective in helpingsmokers qu ittheirsmokinghabits than going‘cold
tu rkey.’The possibilitythate-cigarettes representamarketresponse thatattempts to fillthe need
forharm red u ction bysmokers is worthpu rsu ing.This is especiallytru e given concerns overthe
efficacyof N RT.”62

W e review the impactof e-cigarettes and e-liqu id s,generally,on the healthof ind ivid u al
consu mers compared to tobacco-leaf prod u cts below.

i. Compared to Cigalike Electronic Cigarettes,
Advanced Refillable Personal Vaporizers are
Less Harmful to the Health of Individual
Consumers

Electronic cigarettes are anew and rapid lyevolvingtechnology.In ord erto effectively
regu late these prod u cts,itis criticalforFD A to u nd erstand the d istinctions within the category.
A lle-cigarettes operate in the same basic way–they are battery-powered d evices thatprovid e
inhaled d oses of aerosolized nicotine.W hen au serinhales/pu ffs on the d evice,the heating
elementknown as the atomizer(orcartomizer,in some cases63)vaporizes the e-liqu id solu tion
contained in the cartrid ge/tankinto an aerosol.W hen the u serinhales on the d evice,this action
“pu lls”the liqu id from the atomizer’s reservoirinto the atomizerpot.This liqu id is then absorbed
bythe aromatic polyimid e wick(whichis situ ated insid e the pot).A tthe same time,the d evice is
heatingthe coilarou nd the wickand therefore heatingthe e-liqu id u ntilitbecomes an aerosol.

61 H illelR.A lpert,et.al,A Prospective Cohort Study Challenging the Effectiveness of
Population-based Medical Intervention for Smoking Cessation,Tobacco C ontrol22 (2013):32-
37 .

62 M arlow M L ,available online at:
http://mercatu s.org/sites/d efau lt/files/M arlow_ecig_P IC _0627 14.pd f.

63 The atomizeris the partthattu rns the liqu id into vapor.Itd oes this byheatingacoilthat
is in contactwiththe fillermaterialcontainingthe e-liqu id .C artomizers are acombination
cartrid ge and atomizer.
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This aerosolcontains the nicotine and othercomponents su chas propylene glycol/vegetable
glycerin (P G/V G)and flavorcompou nd s inhaled by the consu merwhen itis d rawn u pthrou gh
the e-cigarette and ou tof the mou thpiece.B u tas we have ind icated ,there are two d istincttypes
of e-cigarettes:cigarette-look-alike or“cigalike”d evices and ad vance refillable personal
vaporizers (A RP V s).

C igalikes were the firsttype of e-cigarette to enterthe marketand are d esigned to mimic
the lookand feelof atrad itional,combu stible cigarette.These d evices are closed -system
prod u cts,meaningthe nicotine-containinge-liqu id solu tion comes in prefilled replaceable
cartrid ges/cartomizers.M ostcigalike e-cigarettes are ru d imentaryd evices thatwere not
d esigned withconsu mersafetyin mind .A s aresu lt,overthe lastfew years we have seen a
growingnu mberof more ad vanced e-cigarettes enterthe market.C ompared to the earlycigalike
mod els,these A RP V s are betterd esigned ,incorporate nu merou s safetyfeatu res and provid e
more consistentand effective aerosol/nicotine d elivery.These prod u cts u tilize new-generation
high-capacitybatteries withelectronic circu its thatprovid e highenergyto arefillable atomizer.
Forasu mmaryof e-cigarette and A RP V components,see:http://www.mister-e-
liqu id .com/elecronic-cigarette-termonology.Examples of typicalA RP V safetyfeatu res inclu d e:

" M icroprocessors u sed to monitorand ad ju stthe powerand heatd elivered ,ensu ring
consistentaerosold elivery;

" O ver/u nd er-charge and short-circu itprotections (internalon d evice circu itboard s);

" “Smartcharging”ability u singcellphone technologywhichstops chargingcu rrentflow
to battery when fu llycharged ;

" N ewerrefillable tanks/atomizers d o notcontain the cartomizerfillermaterialfou nd in
cigalikes,whichhas the potentialto melt/charif heated afterthe e-liqu id is consu med ;

" “B oostcircu its”whichhelpto ensu re consistentaerosolou tpu tbymaintainingthe heat
level,as wellas offerad ju stable airflow featu res allowingthe u serto cu stomize their
experience and preventpotential“d rypu ff”;and

" Safety featu re in the poweron/off mechanism whichrequ ires u sers to press the power
bu tton severaltimes in su ccession to powerthe d evice.This prevents u nintentional
activation.

The innovative A RP V ind u stryis continu allyincorporatingmore ad vanced technologyto
improve the qu ality and safetyof theirprod u cts.W e d iscu ss the public (popu lation level)health
benefits of A RP V s compared to cigalikes below in Section IV (a)(i)(1)(a)(iii).
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ii. Safety of Nicotine

N icotine,of cou rse,is the componentof mostconcern in e-liqu id s.Itis wellestablished ,
however,thatwhile nicotine is not,per se,harmless,itis not the su bstance thatkills smokers.A s
M itchZeller,the D irectorof FD A ’s C enterforTobacco P rod u cts has stated on several
occasions,people maysmoke cigarettes forthe nicotine,bu td ie from inhalingthe smoke and tar
from combu stingtobacco.The safety and toxicologicalprofile of nicotine has been stu d ied
extensivelyin bothanimals and man,and acomprehensive su rveyof this literatu re willnotbe
presented here.W e d o note that,importantly,nicotine itself is notacarcinogen.The long-term
inhalation effects of nicotine have been stu d ied overatwo-yearperiod in 68 female Spragu e-
D awleyrats (34 controlanimals).64 A fterbeingexposed to pu re nicotine aerosolfor20 hou rs a
d ay forfive d ays aweekforovertwo years,no tu morigenic effects of nicotine were fou nd in any
organ in the bod y.N o tu mors were d etected on eithermicroscopic ormacroscopic examination
of the lu ngs.There were also no changes evid entin the macroscopic examination of the hearts,
inclu d ingatherosclerotic lesions (althou ghsome nicotine-exposed animals d id d eveloppitu itary
tu mors).

Stu d ies on the long-term u se of nicotine-replacementtherapies (N RTs)have similarly
mad e clearthatnicotine is also notacarcinogen in hu mans.Specifically,aconnection between
nicotine and cancerwas notfou nd in a5-yearstu d yof 5,8 8 7 su bjects.In thatstu d y,the
researchers conclu d ed that“[t] he absence in generalof arelation between nicotine replacement
therapyand canceracross the mod els ad d s cred ence to ou rconclu sion thatnicotine replacement
therapyd oes notcau se cancer.”FD A itself has confirmed this in its N otice of Find ings
pu blished lastyearfor“M od ifications To L abelingof N icotine ReplacementTherapyP rod u cts
forO ver-the-C ou nterH u man Use”.65 In thatnotice,FD A cites agrowingbod yof evid ence that
d emonstrates the safetyof long-term nicotine u se as wellas thatN RT prod u cts sold over-the-
cou nter(O TC )d o notappearto have significantpotentialforabu se ord epend ence.C onsid ering
this,FD A requ ested N RT manu factu rers to su bmitsu pplementalnew d ru gapplications to
change the labelingof theircu rrentN RT prod u cts to make clearthat,amongotherthings,thatit
is safe foru sers of N RT prod u cts to u se su chprod u cts beyond the 8 -12 weeks on the labelin
ord erto qu itsmoking.

O f cou rse,we recognize thatnicotine d oes pose some acu te hazard s if swallowed or
absorbed throu ghthe skin and ,as aresu ltof the increasingmarketshare of A RP V s,the growing

64 See W ald hu m,H .L .etal.,Long-term effects of inhaled nicotine,58 (16)L ife Sciences
1339-1346 (1996).

65 See 7 8 Fed .Reg.197 18 (A pril2,2013).
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presence of refillable e-liqu id s on the marketplace,and in the home,expand s the popu lation that
maybe inad vertently exposed to nicotine atlevels thatpose an acu te toxicity risk.B u tfirst,itis
importantto recognize that,contraryto popu larbelief,the lethald ose of nicotine forad u lts
(when ingested )is between 500-1000 mg(not50-60 mgas manystillbelieve).66 N evertheless,
risks associated withthese hazard s can be controlled by carefu lattention to how these prod u cts
are packaged .A EM SA fu llysu pports the safe hand lingof nicotine-containinge-liqu id s by
ad u lts throu ghthe u se of child -proof packagingand othermeans.

Itis also criticalto u nd erstand the contextof the potentialharm.Recentmed iareports
abou tthe risingd angers of nicotine exposu res from e-liqu id s greatly exaggerate the levelof
harm.A ccord ingto the N ationalP oison D ataSystem (N P D S),e-cigarettes accou ntforonly
0.1% of exposu res reported to P oison C ontrolC enters (i.e.,200 of 194,500 monthlycalls).67

O thercommon hou sehold good s resu ltin farmore reported poisoningcases.A ccord ingto
N P D S’s annu alreportfrom 2012,the topfive su bstance classes mostfrequ entlyinvolved in all
hu man exposu res were analgesics (11.6%),cosmetics/personalcare prod u cts (7 .9%),hou sehold
cleaningsu bstances (7 .2%),sed atives/hypnotics/antipsychotics (6.1%),and foreign
bod ies/toys/miscellaneou s (4.1%).A nalgesic exposu res as aclass increased the mostrapid ly
(8 ,7 8 0 calls/year)overthe last12 years.The topfive mostcommon exposu res in child ren aged 5
years orless were cosmetics/personalcare prod u cts (13.9%),analgesics (9.9%),hou sehold

66 See Farsalinos,KE,Nicotine lethal dose in humans: a common argument by regulatory
authorities, based on poor science,available online at:http://ecigarette-
research.com/web/ind ex.php/2013-04-07 -09-50-0 7 /132-nicotine-lethal-d ose-in-hu mans.

67 In 2012,there were 2,27 5,141 exposu res reported to P oison C ontrolC enters,or
18 9,595exposu res permonth.See James M owrey et al.,2012 Annual Report of the American
Association of Poison Control Centers ’ National Poison Data System (NPDS): 30th Annual
Report,(2013),
https://aapcc.s3.amazonaws.com/pd fs/annu al_reports/2012_N P D S_A nnu al_Report.pd f.
C onsid eringthis in lightof the C D C ’s recentannou ncementthate-cigarette calls to P oison
C ontrolC enters have increased to abou t200 permonth,itis clearthate-cigarettes accou ntfor
onlyatinyfraction (0.1%)of reported exposu res (i.e.,200 of 18 9,595monthlycalls).See C D C ,
Notes from the Field: Calls to Poison Centers for Exposures to Electronic Cigarettes — United
States, September 2010–February 2014,(2014),
http://www.cd c.gov/mmwr/preview/mmwrhtml/mm6313a4.htm?s_cid =mm6313a4_e.
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cleaningsu bstances (9.7 %),foreign bod ies/toys/miscellaneou s (7 .0%),and topicalpreparations
(6.3%).68

iii. Studies Demonstrating the Safety of E-Cigarettes
and E-Liquids Compared to Tobacco Leaf
Products

There are d ozens of stu d ies in the pu blic literatu re (and growing)thatscientifically
d emonstrate thate-cigarettes and the e-liqu id u sed in them are d emonstrably less harmfu lfor
ind ivid u alconsu mers compared to tobacco leaf-containingprod u cts.W e highlightsome of these
stu d ies below:

" A team of researchers led byD r.Thomas Eissenberg,co-d irectorof the C enterforthe
Stu d yof Tobacco P rod u cts atV irginiaC ommonwealthUniversity,reviewed 8 1 prior
stu d ies of the pharmacod ynamics,pharmacokinetics,and healthimpactof e-cigarettes
inclu d ingchemicals in the liqu id s and aerosols and u se amongsmokers and non-
smokers.69 The pu rpose of the stu d y,whichwas partlyfu nd ed bythe U.S.N ational
Institu tes of H ealthand pu blished in the jou rnalAddiction on Ju ly30,2014,was to assess
the potentialforharm orbenefitof e-cigarettes and to obtain evid ence to gu id e fu tu re
policy.The researchers d etermined thatwhile e-cigarette aerosolcan contain some of the
toxicants presentin tobacco smoke,the levels are mu chlower.M oreover,while long-
term healtheffects of e-cigarette u se are u nknown,compared withcombu stible tobacco
cigarettes,e-cigarettes are likelyto be mu chless,if atall,harmfu lto u sers orbystand ers.
The stu d y au thors conclu d ed thatallowinge-cigarettes to compete withtobacco
cigarettes in the marketplace mightd ecrease smoking-related morbid ityand mortality.
Regu latingthese as strictlyas cigarettes,oreven more strictly as some regu lators
propose,is notwarranted based on the cu rrentevid ence.

68 See M owry,et. al.,2012 A nnu alReportof the A merican A ssociation of P oison C ontrol
C enters'N ationalP oison D ataSystem (N P D S):30thA nnu alReport.,51(10),C lin.Toxicol.949-
1229 (2013).;See C D C ,2012 A nnu alReportof the A merican A ssociation of P oison C ontrol
C enters'N ationalP oison D ataSystem (N P D S):30thA nnu alReport.

69 See H ajek,P .,Etter,J.-F.,B enowitz,N .,Eissenberg,T.and M cRobbie,H .(2014),
E lectronic cigarettes: review of use, content, safety, effects on smokers and potential for harm
and benefit,A d d iction,d oi:10.1111/ad d .12659,available online at:
http://onlinelibrary.wiley.com/d oi/10.1111/ad d .12659/fu ll.
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" Similarly,D rs.Konstantinos Farsalinos and Riccard o P olosaof the C entro perla
P revenzione e C u rad elTabagismo (C P C T)and Institu te of InternalM ed icine,Università
d iC atania,C atania,Italy,cond u cted asystematic review of existinglaboratory and
clinicalresearchon the potentialrisks from e-cigarette u se,compared withthe well-
established d evastatingeffects of smokingtobacco cigarettes.7 0 The researchers
conclu d ed thatcu rrently available evid ence ind icates thate-cigarettes are by faraless
harmfu lalternative to smokingcigarettes,and significanthealthbenefits are expected in
smokers who switchfrom tobacco to e-cigarettes.Researchwillhelpmake e-cigarettes
more effective as smokingsu bstitu tes and willbetterd efine and fu rtherred u ce resid u al
risks from u se to as low as possible,byestablishingappropriate qu ality controland
stand ard s.

" A n internationalexpertpanelconvened bythe Ind epend entScientific C ommittee on
D ru gs recentlyd emonstrated thatu se of e-cigarettes is farless riskycompared to the u se
of trad itionalcombu stible tobacco,and onlyslightlymore riskythan FD A -approved
nicotine replacementprod u cts thatare recognized as beingsafe fortheirintend ed u se.7 1

M ore specifically,the expertpaneld eveloped amu lti-criteriad ecision analysis mod elof
the relative importance of d ifferenttypes of harm related to the u se of nicotine-containing
prod u cts (e.g.,cigarettes,cigars,waterpipes,smokeless tobacco,electronic nicotine
d eliverysystems,nicotine patchand nasalspray).A fterd efiningthe prod u cts and the
harm criteriathe grou pscored allthe prod u cts based on eachcriterion to d etermine the
prod u ct’s average harm world wid e.The prod u cts were compared to eachotheru singa
scale with100 d efined as the mostharmfu lprod u cton agiven criterion,and ascore of
zero d efined as no harm.The panelfou nd thatthe weighted averages of the scores
provid ed asingle,overallscore foreachprod u ct.C igarettes (overallweighted score of
100)emerged as the mostharmfu lprod u ct,withsmallcigars in second place (overall
weighted score of 64).A fterasu bstantialgapto the third -place prod u ct,pipes (scoring
21),allremainingprod u cts,inclu d inge-cigarettes,scored 15points orless.The panel
conclu d ed thatcigarettes cau se byfarthe mostharm and attempts to encou rage smokers
to switchto non-combu sted sou rces of nicotine shou ld be encou raged .

7 0 See Farsalinos KE and R.P olosa,Safety evaluation and risk assessment of electronic
cigarettes as tobacco cigarette substitutes: a systematic review,5Therapeu tic A d vances in D ru g
Safety67 -8 6 (2014),abstractavailable online at:
http://taw.sagepu b.com/content/early/2014/02/12/2042098 614524430.abstract.

7 1 See N u tt,D .J.et. al,Estimating the Harms of Nicotine-Containing Products Using the
MCDA Approach,20 Eu ropean A d d iction Research218 (2014),abstract
http://www.karger.com/article/fu lltext/360220.
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" A ccord ingto anew stu d y pu blished in the InternationalJou rnalof Environmental
Researchand P u blic H ealth,asthmatic smokers who u se e-cigarettes experience an
improvementin theirasthmasymptoms and lu ngfu nction,even if they remain d u al
u sers.7 2 The stu d yexamined 18 smokers withsignificantasthmawho switched to
electronic cigarettes.Ten of the patients switched completely and 8 became d u alu sers
(bothsmokingand u singe-cigarettes).A mongthe d u alu sers,the average cigarette
consu mption d ropped from 22.4 to 3.9 cigarettes perd ay.A fterone yearfollow-u p,both
the ex-smokers and d u alu sers experienced asignificantimprovementin asthma
symptoms and lu ngfu nction,especiallysmallairways obstru ction.A lthou ghthe
improvements in lu ngfu nction were small,the improvements in asthmasymptoms were
clinicallyrelevant.The stu d yau thors conclu d ed thatbysu bstantiallyred u cingthe
nu mberof cigarettes smoked perd ay and exposu re to theirhazard ou s toxicants,e-
cigarettes maynotonlyimprove asthmasymptoms and pu lmonaryfu nction bu tmayalso
conferan overallhealthad vantage in smokers withasthma.

" W ithrespectto the card iovascu lareffects of e-cigarette u se,astu d y was recently
performed to examine the immed iate effects of e-cigarette u se on leftventricu lar(L V )
fu nction,compared to the well-d ocu mented acu te ad verse effects of smoking.7 3

Specifically,echocard iographic examinations were performed in 36 healthy ad u ltheavy
smokers before and aftersmokingone cigarette,and in 40 electronic cigarette u sers
before and afteru singthe d evice with“med iu m-strength”nicotine concentration (11
mg/mL )for7 minu tes.M itralflow d iastolic velocities (E,A ),theirratio (E/A ),
d eceleration time (D T),isovolu metric relaxation time (IV RT)and corrected -to-heartrate
IV RT (IV RTc)were measu red .M itralannu lu s systolic (Sm),and d iastolic (Em,A m)
velocities were estimated .M yocard ialperformance ind ex was calcu lated from D oppler
flow (M P I)and tissu e D oppler(M P It).L ongitu d inald eformation measu rements of global
strain (GS),systolic (SRs)and d iastolic (SRe,SRa)strain rate were also performed .
B aseline measu rements were similarin bothgrou ps.In SM ,IV RT and IV RTc were
prolonged ,Em and SRe were d ecreased ,and bothM P Iand M P Itwere elevated after
smoking.In EC IG,no d ifferences were observed afterd evice u se.C omparingafter-u se

7 2 See P olosaR,et al.Effect of smoking abstinence and reduction in asthmatic smokers
switching to electronic cigarettes: evidence for harm reversal,11(5)Int.J.Environ.Res.P u blic
H ealth4965-497 7 (2014),available online at:http://www.md pi.com/1660-4601/11/5/4965.

7 3 See K.Farsalinos,et al.,Acute effects of using an electronic nicotine-delivery device
(electronic cigarette) on myocardial function: comparison with the effects of regular cigarettes,
14 B M C C ard iovascu larD isord ers 7 8 (2014)available online at:
http://www.biomed central.com/147 1-2261/14/7 8 .
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significanteven afterad ju stingforchanges in heartrate and blood pressu re.The stu d y
au thors conclu d ed thatalthou ghacu te smokingcau ses ad elayin myocard ialrelaxation,
e-cigarette u se has no immed iate effects.

" Ind epend entu niversity researchers analyzed d atafrom apilotonline su rvey to d etermine
whetherswitchingto e-cigarettes from combu stible cigarettes had anyinflu ence on the
healthof the consu mer.A llrespond ents previou slysmoked and 91% had attempted to
stopsmokingbefore tryinge-cigarettes.M ostrespond ents resid ed in the United States
(7 2%)and 21% were in Eu rope.A bou thalf (55%)were 31-50 years old ,while 32% were
>50 years old .M ost(7 9%)of the respond ents had been u singe-cigarettes forless than 6
months and reported u singthem as acomplete (7 9%)orpartial(17 %)replacementfor,
ratherthan in ad d ition to (4%),cigarettes.The majorityof respond ents reported thattheir
generalhealth(91%),smoker’s cou gh(97 %),abilityto exercise (8 4%),and sense of smell
(8 0%)and taste (7 3%)were bettersince u singe-cigarettes and none reported thatthese
were worse.A lthou ghpeople whose e-cigarette u se completelyreplaced smokingwere
more likelyto experience improvements in healthand smokingcau sed symptoms,most
people who su bstitu ted e-cigarettes foreven some of theircigarettes experienced
improvements.7 4 A lthou ghthis stu d ywas notpu blished in apeer-reviewed jou rnal,it
stillprovid es valu able insightinto the potentialimpactof e-cigarettes on the healthof
ind ivid u alsmokers.

" The InternationalJou rnalof EnvironmentalResearchand P u blic H ealthpu blished astu d y
comparinghow e-cigarette vaporimpacts heartcells compared to cigarette smoke.7 5

M ore specifically,u singastand ard ized ISO protocol,the cytotoxic potentialof the vapor
of 20 e-liqu id samples was tested and compared to thatof cigarette smoke extracted from
three combu stible tobacco cigarettes.The extracts,u nd ilu ted (100%)and in fou r
d ilu tions (50%,25%,12.5%,and 6.25%),were applied to myocard ialcells (H 9c2);
percent-viabilitywas measu red aftera24 hou rincu bation period .A ccord ingto ISO

7 4 See K.H eavner,etal.,Electronic cigarettes (e-cigarettes) as potential tobacco harm
reduction products: Results of an online survey of e-cigarette users (2009,
http://tobaccoharmred u ction.org/wpapers/011v1.pd f.

7 5 See G.Romagna,A llifranchiniE,B occhietto E,Tod eschiS,Esposito M ,Farsalinos KE.,
Cytotoxicity evaluation of electronic cigarette vapor extract on cultured mammalian fibroblasts
(ClearStream-LIFE): comparison with tobacco cigarette smoke extract.25(6)InhalToxicol.
354-61 (2013),abstractavailable http://www.ncbi.nlm.nih.gov/pu bmed /237 42112.
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10993-5protocold efinition,viabilityof <7 0% was consid ered cytotoxic.The cigarette
smoke extractshowed cytotoxic effects atextractconcentrations above 12.5%,while
only2 e-liqu id samples were cytotoxic at100% and 50% extractconcentrations and one
was cytotoxic at100% extractconcentration only.The stu d y au thors conclu d ed that
while some e-cigarette vaporsamples have cytotoxic properties on cu ltu red
card iomyoblasts,associated withthe prod u ction process and materials u sed in flavorings,
alle-cigarette vaporextracts were significantlyless cytotoxic compared to cigarette
smoke extracts.The flavorings thatd emonstrated cytotoxicitywere natu ralextracts of
tobacco leaf,and to alesserextent,natu ralextractof coffee.

" A 2012 stu d ywas cond u cted to assess the contentof the aromatic liqu id mixtu re and its
vaporand the P articu late M atter(P M )emissions of an Italian brand of e-cigarette and to
compare its P M emissions withaconventionalcigarette.7 6 The main components of the
liqu id were:P ropylene glycol(66%)and glycerine (24%),while the flavoringsu bstances
comprised less than 0.1%.The same su bstances were d etected in the vaporin similar
proportions.Fine and u ltrafine P M emissions were higherforthe conventionalversu s the
e-cigarette (e.g.:P M 10=922 vs 52 microg/m3;P M 1=8 0 vs 14 microg/m3).The
researchers fou nd thatthe e-cigarette seems to give some ad vantages when u sed instead
of the conventionalcigarette,bu tmore stu d ies are need ed .M ore specifically,the
researchers fou nd thate-cigarette u se cou ld helpsmokers to cope withsome of the ritu als
associated withsmokinggestu res and to red u ce oreliminate tobacco consu mption
avoid ingpassive smoking.

" A 2012 stu d yevalu ated the acu te effectof active and passive e-cigarette and tobacco
cigarette smokingon complete blood cou nt(C B C )markers in 15smokers and 15never-
smokers,respectively.7 7 Researchers placed smokers u nd erthe followingcond itions:a
controlsession,an active tobacco cigarette smokingsession,and an active e-cigarette
smokingsession.In ad d ition,researchers placed never-smokers u nd erthe following
cond itions:apassive tobacco cigarette smokingsession and apassive e-cigarette smoking
session.Researchers fou nd thatC B C ind ices remained u nchanged d u ringthe control
session and the active and passive e-cigarette smokingsessions (P >0.05).A ctive and

7 6 See RM P elligrino et al.,Electronic cigarettes: an evaluation of exposure to chemicals
and fine particulate matter (PM), 24(4)A nn Ig.27 9-28 8 (2012),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /2291317 1.

7 7 See A D Flou ris et al.,Acute effects of electronic and tobacco cigarette smoking on
complete blood count,50(10)Food C hem Toxicol.3600-3603(2012),abstact
http://www.ncbi.nlm.nih.gov/pu bmed /228 58 449.



A u gu st8 ,2014
A EM SA D eemingRegu lation C omments
D ocketN o.FD A -2014-N -018 9
P age 51 of 101

" '(. %,$0 * &+/ 2 #. %&)(1&-&% &)&$/-,+($#))3!

passive tobacco cigarette smokingincreased white blood cell,lymphocyte,and
granu locyte cou nts foratleastone hou rin smokers and neversmokers (P <0.05).
A ccord ingly,the researchers conclu d ed thatacu te active and passive smokingu singthe
e-cigarettes tested in this stu d yd id notinflu ence C B C ind ices in smokers and never
smokers,respectively.In contrast,the researchers noted ,acu te active and passive tobacco
cigarette smokingincrease the second aryproteins of acu te inflammatoryload foratleast
one hou r.

" Researchers conclu d ed thate-cigarettes generate smallerchanges in lu ngfu nction after
assessingthe acu te impactof active and passive e-cigarette smokingon seru m cotinine
and lu ngfu nction as compared to active and passive tobacco cigarette smoking.7 8

7 I ? = C@C= ; EEP $ @C@L? ? G K F H D ? JK "R ) , = CA ; J? LL? K '> ; P . K ? N ? G @? F ; E? K . ? CA B L F ; E? K # M G > ? JO ? G L

acontrolsession,an active tobacco cigarette (theirfavorite brand )smokingsession and
an active e-cigarette smokingsession.15never-smokers (seven females;eightmales)
u nd erwentacontrolsession,apassive tobacco cigarette smokingsession and apassive e-
cigarette smokingsession.Seru m cotinine,lu ngfu nction,exhaled carbon monoxid e and
nitric oxid e were assessed .Electronic cigarettes and tobacco cigarettes generated similar
effects on seru m cotinine levels afteractive and passive smoking.N eitherabrief session
of active e-cigarette smokingnoraone hou rpassive e-cigarette smokingsignificantly
affected the lu ngfu nction.In contrast,active bu tnotpassive tobacco cigarette smoking
u nd ermined lu ngfu nction.

" A 2012 stu d ycompared the effects of e-cigarette vaporand cigarette smoke on ind oorair
qu ality.7 9 Researchers assessed the potentialhealthimpacts relatingto the u se of e-
cigarettes throu ghaseries of stu d ies u singe-cigarettes and stand ard tobacco cigarettes.
Researchers vaporized fou rd ifferenthighnicotine e-liqu id s in two sets of experiments by
generic 2-piece e-cigarettes to collectemissions and assess ind oorairconcentrations of
common tobacco smoke byprod u cts.Tobacco cigarette smoke tests were cond u cted for
comparison.Researchers compared pollu tantconcentrations between e-cigarette vapor
and tobacco smoke samples.P ollu tants inclu d ed V O C s,carbonyls,P A H s,nicotine,
TSN A s,and glycols.From these resu lts,researchers cond u cted riskanalyses based on

7 8 See A D Flou ris,Acute impact of active and passive electronic cigarette smoking on
serum cotinine and lung function,25(2)InhalToxicol.91-101 (2013),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /23363041.

7 9 See T.R.M cA u ley et al.,Comparison of the effects of e-cigarette vapor and cigarette
smoke on indoor air quality,24(12)InhalToxicol.8 50-8 57 (2012),abstract
http://informahealthcare.com/d oi/abs/10.3109/08 958 37 8 .2012.7 247 28 .
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d ilu tion into a40 m³room and stand ard toxicologicald ata.The non-cancerriskanalysis
revealed “N o SignificantRisk”of harm to hu man healthforvaporsamples from e-liqu id s
(A -D ).In contrast,fortobacco smoke,researched noted thatmostfind ings exceed ed risk
limits ind icatingacond ition of “SignificantRisk”of harm to hu man health.W ithrespect
to the cancerriskanalysis,researchers noted thatno vaporsample from e-liqu id s A -D
exceed ed the risklimitforeitherchild ren orad u lts.The tobacco smoke sample
approached the risklimits forad u ltexposu re.The stu d yconclu d ed thatforall
byprod u cts measu red ,e-cigarettes prod u ce verysmallexposu res as compared to tobacco
cigarettes.The stu d yd emonstrated thatno apparentriskto hu man healthresu lts from e-
cigarette emissions based on the compou nd s analyzed .

" A 2011 stu d yassessed the safetyof certain cigalike e-cigarettes.8 0 Specifically,
researchers examined 32 smokers who consu me more than 20 tobacco cigarettes d aily.
The cartrid ge of an e-cigarette tested contains 0.25gof glycerin aqu eou s solu tion.
Researchers asked eachstu d yparticipantto consu me one cartrid ge perd ay (more than
150 pu ffs perd ay)for4 weeks.Followingthe treatment,researchers noted no abnormal
changes in blood pressu re,hematologicald ata,orblood chemistry,norany severe
ad verse events.A lthou ghresearchers d id d etectatrace amou ntof acrolein in the vapor
collected from asingle cartrid ge,8 1 itwas less than the minimu m amou ntin the
mainstream smoke from asingle tobacco cigarette.Importantly,researchers noted that
d u ringthe u se of the electronic cigarette,participants’d ailyconsu mption of tobacco
cigarettes d ecreased significantly.Researchers conclu d ed thatelectronic cigarettes
containingglycerin aqu eou s solu tion maybe asafe alternative to cigarette smoking.

" A 2011 stu d ypu blished in the Jou rnalof P u blic H ealthP olicyconclu d ed thate-cigarettes
“d ramatically[expand ] the potentialforharm red u ction strategies to achieve su bstantial
healthgains.”8 2 Researchers reviewed 16 stu d ies thatcharacterized the components of e-

8 0 See M iu raK,Kiku kawaY ,N akao T,TokaiH ,Izu miY ,Fu jiiH ,H ojo,T.Safety
Assessment of Electronic Cigarettes in Smokers.55(1)SEIKA TSU EISEI(Jou rnalof Urban
L ivingand H ealthA ssociation)59-64 (2011).

8 1 This is becau se cartrid ges like these willnotbe able to d eliver150 pu ffs withou tgoing
d ry,and thu s d ecomposingthe glycerin.

8 2 See C ahn,Zachary and M ichaelSiegel,Electronic cigarettes as a harm reduction
strategy for tobacco control: A step forward or a repeat of past mistakes?,32 Jou rnalof P u blic
H ealthP olicy16-31 (2011),available online at:http://www.palgrave-
jou rnals.com/jphp/jou rnal/v32/n1/abs/jphp201041a.html.
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cigarette liqu id and vaporu singgas chromatographymass spectrometryand d etermined
thate-cigarettes are “amu chsaferalternative to tobacco cigarettes.”

" In a2014 B M C P u blic H ealthresearcharticle,aresearcherconclu d ed thatthere is
cu rrentlyno evid ence thatexposu re to e-cigarette vaporwou ld warranthealthconcerns
u nd ercu rrentworkplace safetystand ard s.8 3 The researcherextracted more than 9,000
observations of exposu re to the aerosols and liqu id s from electronic cigarettes by
reviewingpeerreviewed and “grey”literatu re available on the chemistryof aerosols and
liqu id s u sed in electronic cigarettes,then compared the exposu re levels to Threshold
L imitV alu es (TL V )forworkplace exposu re.Specifically,the researchercalcu lated the
concentrations of the ingred ients/contaminants in the “personalbreathingzone,”either
based on measu red levels of specific compou nd s in aerosols oru singworstcase
assu mptions regard ingthe chemicalcontentof aerosoland liqu id s as wellas behaviorof
vapors.These concentrations were then compared to the 2013Threshold L imitV alu es
(TL V s)from the A merican C onference of GovernmentalInd u strialH ygienists to
establishwhetherthe exposu re levels presented ahealthconcern.The researcher
d etermined thatthere is no evid ence thatvapingprod u ces inhalable exposu res to aerosol
contaminants atlevels of pu blic healthconcern when evalu ated againststand ard s for
workplace exposu re.M ostof the pred icted exposu res were less than one percentof TL V .
P red icted exposu res to acrolein and formald ehyd e were less than five percentof TL V .

" Unlike cigarettes,e-cigarettes are notasou rce of combu stion toxicants.Researchers
measu red severalmarkers of second hand exposu re,inclu d ingnicotine,aerosolparticles,
carbon monoxid e,and volatile organic compou nd s in an exposu re chamberby generating
e-cigarette vaporfrom mu ltiple brand s of e-cigarette.8 4 The resu lts showed thate-
cigarette vaporis asou rce of second hand exposu re to nicotine,bu tat10 times lower
concentrations than from second hand cigarette smoke.O f note,second hand exposu re to
nicotine has notbeen implicated as acau se forany ad verse healtheffectand cannotlead
to ad d iction.

8 3 B u rstyn,Igor,Peering Through the Mist: Systemic Review of What the Chemistry of
Contaminants in Electonic Cigarettes Tells Us about Health Risks,14 B M C P u blic H ealth18
(2014),available http://www.biomed central.com/content/pd f/147 1-2458 -14-18 .pd f.

8 4 See Jan C zogala,P hD ,et al.,Secondhand Exposure to Vapors From Electronic
Cigarettes,16(6)N icotine Tob Res 655-662 (2014),available online at
http://ntr.oxford jou rnals.org/content/16/6/655.
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" A 2012 stu d yid entified and qu antified the chemicals released on aclosed environment
from the u se of e-cigarettes (C learStream-A IR).85 Researchers cond u cted this stu d yin a
60m3
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and the second u sing5u sers of e-cigarettes.B etween sessions,the room was cleaned
and ventilated for65hou rs.Smokers u sed cigarettes containing0.6mgof nicotine while
e-cigarette u sers u sed commercially available liqu id (Flavou rA rt)withnicotine
concentration of 11mg/ml.Researchers measu red totalorganic carbon (TO C ),tolu ene,
x ylene,carbon monoxid e (C O ),nitrogen oxid es (N O x),nicotine,acrolein,poly-aromatic
hyd rocarbons (P A H s)glycerin and propylene glycollevels on the airof the room.
Researchers observed thatd u ringthe smokingsession,19 cigarettes were smoked ,
ad ministering11.4 mgof nicotine (accord ingto cigarette packinformation).D u ringthe
e-cigarette session,researchers noted that1.6 mlof liqu id was consu med ,ad ministering
17 .6 mgof nicotine.D u ringthe smokingsession,researchers fou nd :TO C =6.66 mg/m3,
tolu ene=1.7 µg/m3,x ylene=0.2 µg/m3,C O =11 mg/m3,nicotine=34 µg/m3,acrolein=20
µg/mland P A H =9.4 µg/m3.N o glycerin,propylene glycoland N O x were d etected after
the smokingsession.D u ringthe e-cigarette session,researchers fou nd :TO C =0.7 3mg/m3
and glycerin=7 2 µg/m3.N o tolu ene,x ylene,C O ,N O x,nicotine,acrolein orP A H s were
d etected on room aird u ringthe e-cigarette session.The researchers conclu d ed that
passive vapingis expected from the u se of e-cigarettes,bu tthe qu alityand qu antityof
chemicals released to the environmentfrom e-cigarettes are farless harmfu lforhu man
healthas compared to regu lartobacco cigarettes.Researchers noted thatprobable
reasons forthe d ifference in resu lts are:evaporation instead of bu rning,absence of
severalharmfu lchemicals from the liqu id s and absence of sid estream smokingfrom the
u se of the e-cigarette.

" In an article pu blished in the C riticalReviews in Toxicology,researchers reviewed the
toxicologicalprofiles of propylene glycol(P G),d ipropylene glycol(D P G),tripropylene
glycol(TP G)and polypropylene glycols (P P G;inclu d ingtetra-richoligomers)are
collectively reviewed ,and assessed consid eringregu latorytoxicologyend points.8 6 The
au thors fou nd thatthe metabolism of these compou nd s share common pathways,
ju stifyingaread -across approachto d escribingexpected hazard potentialfrom d atagaps
thatmay existforspecific oligomers,and aconsistenttoxicityprofile.N one of the

8 5 See Romagna, G., et al., Characterization of chemicals released to the environment by
electronic cigarettes use, (2012), available online at: http://clearstream.flavourart.it/site/wp-
content/uploads/2012/09/CSA_ItaEng.pdf.

8 6 See Fowles,Jeff,et al.,A toxicological review of the propylene glycols,43(4)C ritical
Reviews in Toxicology363-390 (2013).
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glycols reviewed presented evid ence of carcinogenic,mu tagenic or
reprod u ctive/d evelopmentaltoxicitypotentialto hu mans.The pathologies reported in
some animalstu d ies eitheroccu rred atd oses thatexceed ed experimentalgu id elines,or
involved mechanisms thatare likelyirrelevantto hu man physiologyand therefore are not
pertinentto the exposu res experienced byconsu mers orworkers.The au thors conclu d ed
thatthe existingsafetyevalu ations of the FD A ,USEP A ,N TP and A TSD R forthese
compou nd s are consistentand are evid ence thatthe propylene glycols presentaverylow
riskto hu man health.

" A laboratorystu d ypresented atthe annu almeetingof the Societyof Toxicologyon
M arch24-27 ,2014 provid es importantnew evid ence thatelectronic cigarettes have the
potentialto d elivernicotine withahighd egree of relative safety.8 7 Specifically,the stu d y
reports thatahigh-technologybrand of electronic cigarette (V USE)d elivers an aerosol
thathas no d etectable carcinogens ormetals -compou nd s thatwere of concern in a
nu mberof othere-cigarette brand s.In the stu d y,researchers from R.J.Reynold s Tobacco
C ompanyand the Eu rofins-L ancasterL aboratories in W inston-Salem examined the
constitu ents in the aerosolprod u ced byV USE electronic cigarettes.O f particu larconcern
were anu mberof carcinogens,metals,and volatile compou nd s fou nd in previou s stu d ies
of d ifferentelectronic cigarette brand s.The stu d y chromatographicallyprofiled the
chemicalconstitu ents of V USE aerosol.The stu d y reported thatchemicals inclu d ing
tobacco-specific nitrosamines,carbonyls,metals,volatile organic compou nd s,poly-
aromatic amines,polyaromatic hyd rocarbons were allbelow eitherthe limitof d etection
orlimitof qu antification of the laboratorymethod s u sed .In contrast,mostof these
compou nd s were d etected in tobacco cigarettes in veryhighlevels.The stu d yconclu d ed
thatthe composition of V USE aerosolis mu chless complex than thatof tobacco smoke,
thatthe main compou nd s d etected are those pred icted to be present(i.e.,those presentin
the e-liqu id ),and thatnone of the toxicants of specific concern were d etectable in the
electronic cigarette aerosol.

A ccord ingly,based on growingevid ence from arou nd the world ,there is no d ou btthate-
cigarettes and the e-liqu id u sed in them are d emonstrablyless harmfu lforthe ind ivid u al
consu mercompared tobacco leaf-containingprod u cts,especiallycombu sted prod u cts.
M oreover,compared to the early cigalike mod els,A RP V s are less harmfu lforind ivid u al
consu mers becau se they are betterd esigned ,incorporate nu merou s safetyfeatu res and provid e

8 7 See Theophilu s EH ,et al.V USE electronic cigarette aerosolcharacterization (poster).
P resented atthe A nnu alM eetingof the Societyof Toxicology,M arch24-27 ,2014.) Fu rther
d iscu ssion available at:http://tobaccoanalysis.blogspot.com/2014/03/laboratory-stu d y-shows-
no-d etectable.html.
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more consistentand effective aerosol/nicotine d elivery.W e examine the “pu blic health”impact
of these prod u cts below.

b. Electronic Cigarettes Have a Positive Population Level
“Public Health” Impact As The Evidence Indicates
These Products are Contributing To the Declining
Smoking Rate

N otonlyare e-cigarettes and the e-liqu id s u sed in them d ramaticallyless harmfu lfor
ind ivid u altobacco u sers compared to tobacco-leaf prod u cts,theyalso provid e anetpositive
popu lation level“pu blic health”impact.Specifically,as these prod u cts become more prevalent,
the evid ence thattheirgeneralavailabilityis not cau singthe smokingrate to increase fu rther
su pports thatFD A need notrequ ire ind ivid u alcompanies affirmativelyd emonstrate thateachof
theirprod u cts provid es apu blic healthbenefit.

C igarette smokingrates in the U.S.have fallen consid erably since the introd u ction of e-
cigarettes to the market.The C enters forD isease C ontroland P revention (C D C )annou nced last
yearthatthe overallsmokingrate d eclined forthe firsttime in severalyears to 18 % of the
popu lation from 20-21%,where ithad plateau ed forseveralyears.8 8 Fu rthermore,new d ataare
d emonstratingthatyou thsmokingrates reached arecord low in 2013.8 9

D espite these trend s,there is agrowing,althou ghu nfou nd ed ,concern thate-cigarettes
are actingas a“gateway”to cigarette u se,particu larly amongyou th.In this regard ,FD A cited
in its proposed D eemingRegu lation the C D C ’s mu chpu blicized N ationalY ou thTobacco
Su rvey (N Y TS),whichind icated thatthe percentage of stu d ents from grad es six throu gh12 that
had u sed an e-cigarette d ou bled to 6.8 % from 3.3% in 2012.W hile the med iahas portrayed this
as evid ence thate-cigarettes are ad d ictingnew you thto tobacco,the realityis thatnine ou tof 10
of the highschoolstu d ents in thatsu rveywho reported u singe-cigarettes in the previou s month
were already cigarette smokers.90 Fu rthersu pportingthe factthatthese prod u cts are notacting

8 8 See “C u rrentSmoking”section in Early Release of Selected Estimates Based on Data
From the 2012 National Health Interview Survey,C enters forD isease C ontroland P revention
(C D C ),N ationalC enterforH ealthStatistics (N C H S),Ju ne 18 ,2013,available online at
http://www.cd c.gov/nchs/d ata/nhis/earlyrelease/earlyrelease201306_08 .pd f.

8 9 See Universityof M ichigan N ews,Teen Smoking Continues to Decline in 2013,available
online at:http://monitoringthefu tu re.org/pressreleases/13cigpr_complete.pd f.

90 See Su llem,Jacob,CDC Belatedly Reveals That Smoking By Teenagers Dropped While
Vaping Rose,Forbes.com (N ovember20,2013),available online at:

(continu ed … )
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as agatewayto cigarette smokingis the factthatonly0.6 percentof stu d ents in the su rvey
reported havingtried e-cigarettes and not regu larcigarettes.M oreover,while the nu mberof
stu d ents who have “evertried ”91 an e-cigarette may have increased ,itis necessaryto consid er
thatthe share of stu d ents who reported tryingany type of cigarette (combu stible cigarettes ore-
cigarettes)d eclined between 2011 and 2012:92

P laced in the propercontext,the N Y TS actu allyd emonstrates thate-cigarettes can be a
toolfortobacco harm red u ction.The d ramatic d ecline in bothoveralland you thsmokingrates
correspond s d irectlywiththe increase in e-cigarette u se overthe lastfew years,d emonstrating

(… continu ed )
http://www.forbes.com/sites/jacobsu llu m/2013/11/20/cd c-belated ly-reveals-that-smoking-by-
teenagers-d ropped -while-vaping-rose/.

91 O f cou rse,the factthatsome you thmaybe experimentingwithe-cigarettes shou ld not
come as amajorsu rprise to anyone who has been ateenager.There is nothingto ind icate that
the you thwho have “evertried ”an e-cigarette have orwillbecome regu laru sers of these
prod u cts.

92 See O ster,Emily,What Do We Really Know About the Safety of E-Cigarettes?,available
online at:http://fivethirtyeight.com/featu res/what-d o-we-really-know-abou t-the-safety-of-e-
cigarettes/#fn-1.
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the pu blic healthbenefitthese prod u cts provid e.Forthis reason,u ntilthere is d atathatclearly
shows the opposite,i.e.,thatthe availabilityof e-cigarettes is actu ally increasing cigarette
smokingrates,FD A shou ld notimplementregu lations thatcou ld alterthe statu s qu o.There is a
growingbod yof evid ence in the pu blic literatu re thatd emonstrate thate-cigarettes and the e-
liqu id u sed in them are havinganetpositive popu lation-levelimpactbyprovid ingasignificantly
less harmfu lsou rce of nicotine forcu rrenttobacco u sers and cigarette smokers,and are not
havingthe “gateway”effectto cigarettes feared by many.

i. Compared to Cigalike Electronic Cigarettes,
Advanced Refillable Personal Vaporizers
Provide a Greater Benefit to the Public Health,
Especially Because They May be Used with
Flavored E-Liquids

A s noted above,the cigalike e-cigarette mod els thathave been on the marketsince the
earlyd ays of the ind u stry are,forthe mostpart,ru d imentary,and d o notincorporate safety
featu res orprovid e consistentaerosol/nicotine d elivery.M anycigarette smokers lookingto
make the switchto aless harmfu lrecreationalsou rce of nicotine find cigalikes to be less
satisfyingthan the “realthing,”which,in tu rn,often resu lts in “d u alu se”withcigarettes,or
complete relapse to smoking.A RP V s provid e apu blic healthbenefitcompared to cigalikes
becau se theyprovid e abettervapingexperience forad u ltconsu mers,many of whom are former
smokers.N u merou s stu d ies and consu merpreference su rveys have shown thatA RP V s are better
atd eliveringnicotine and keepingformersmokers satisfied while theytransition to less harmfu l
sou rces of nicotine (compared to combu stible cigarettes).Forexample,aresearchteam lead by
D r.Konstantinos Farsalinos measu red the amou ntof nicotine d elivered to the blood stream by
variou s e-cigarette d evices.93 Specifically,plasmanicotine levels were measu red in experienced
e-cigarette u sers u singafirstgeneration cigalike and anew-generation A RP V d evice.A fterone
hou rof vapingu singan 18 mg/mL nicotine-containinge-liqu id ,plasmanicotine levels were
observed to be 35% to 7 2% higherin A RP V u sers compared to the cigalike u sers.W hile the
A RP V d evice d elivered nicotine more efficiently compared to the cigalike,itstilld id so ata

93 See Farsalinos,et al.,Nicotine absorption from electronic cigarette use: comparison
between first and new-generation devices,Scientific Reports 4,A rticle nu mber:4133,available
online at:http://www.natu re.com/srep/2014/140226/srep04133/fu ll/srep04133.html. For
pu rposes of fu lld isclosu re,please note thatthis stu d ywas fu nd ed byA EM SA .The stu d ywas
completelyinvestigator-initiated and investigator-d riven,however.A EM SA had no involvement
in the stu d yd esign,d atacollection,analysis and interpretation,writingorapprovingthe
manu scriptand d ecision to su bmitthe manu scriptforpu blication.The stu d y was presented in
partd u ringameetingwiththe FD A C enterforTobacco P rod u cts byD r.Farsalinos.
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mu chslowerrate compared to tobacco cigarettes.O verall,the amou ntof nicotine d elivered
u singthe e-cigarette d evices was abou tone-third to one-fou rththe amou ntd elivered by
trad itionaltobacco cigarettes afterfive minu tes of u se.94 This is one of the reasons A RP V u sers
tend to be formersmokers who,instead of goingbackto smoking,transitioned to the more
ad vanced prod u cts when the cigalike brand s failed to meettheirneed s.

A RP V s are also less likely to resu ltin d u alu se withtobacco cigarettes.In arecent,
comprehensive su rveyof 10,000 vapers cond u cted bythe E-C igarette Foru m (EC F),7 8 % of the
e-cigarette u sers su rveyed thatcontinu e to smoke cigarettes were u singrechargeable or
d isposable cigalike prod u cts,compared to only8 % of u sers of large A RP V d evices:95

94 The researchers fu rthernoted thatthe u se of 18 mg/mL nicotine-concentration liqu id
probably compromises A RP V ’s effectiveness as smokingsu bstitu tes and su pported the need for
higherlevels of nicotine-containingliqu id s (approximately50 mg/ml)in ord erto d elivernicotine
more effectivelyand approachthe nicotine-d eliveryprofile of tobacco cigarettes.

95 See M claren,N eil,Vaping.com Big Survey 2014 - Initial Findings General,(2014),
available http://vaping.com/d ata/vaping-su rvey-2014-initial-find ings. This su rveywas
cond u cted in late Ju ne and earlyJu ly2014.O f the more than 10,000 members of E-C igarette
Foru m,7 8 percentof whom live in the United States.Theirages ranged from 18 to “65and
over,”with7 4 percentbetween 22 and 54.
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The overwhelmingmajorityof A RP V u sers (92.29%),mechanicalmod s (92.7 1%)and mid -sized
personalvaporizers (8 3.8 3%)in this su rveyhave completelytransitioned to vaping,and no
longersmoke cigarettes.C igalike vapers were farmore likelyto continu e smokingthen those
who grad u ated to the more ad vanced personalvaporizers.

1. Flavored E-liquids Are a Public Health
Benefit

O ne of the primaryreasons whyA RP V u sers are so mu chless likelyto engage in d u al
u se orrevertto smokingis the factthattheyare u sed in conju nction withrefillable e-liqu id s that
come in avarietyof flavors and nicotine concentrations,allowingad u ltconsu mers to tailortheir
vapingexperience to fittheirneed s.A s d iscu ssed in Section IV above,there are thou sand s of e-
liqu id manu factu rers and vape shops across the cou ntrywhich,in tu rn,prod u ce tens of thou sand s
of ind ivid u ale-liqu id prod u cts.The factthate-liqu id s come in su chawid e varietyof flavors
otherthan tobacco and mentholis the primary reason whyvapers continu e to vape ratherthan
smoke.

To betteru nd erstand the impactthatflavors have on e-cigarette u sers,aresearchteam led
byD r.Farsalinos cond u cted asu rveyof 4,618 d ed icated vapers.96 O f the 4,515participants that
reported theircu rrentcigarette smokingstatu s,the overwhelmingmajority (91.1%)were former
smokers (i.e.,vapers who have transitioned completelyto e-cigarettes from combu stible
cigarettes).O f the remainingcu rrentsmokers (i.e.,vapers thatcontinu e to smoke cigarettes),
theyhad ,on average,red u ced theircigarette consu mption from 20 to 4 u nits perd ay.B oth
su bgrou ps (formersmokers and cu rrentsmokers)had amed ian smokinghistoryof 22 years and
had been u singe-cigarettes for12 months.O n average,the participants were u singthree d ifferent
types of e-liqu id flavors on aregu larbasis,withformersmokers switchingbetween flavors more
frequ ently,compared to cu rrentsmokers.Specifically,69.2% of the formersmokers reported
u singd ifferente-liqu id flavors on ad ailybasis ord u ringthe d ay.Fru itflavors were more
popu laratthe time of participation,while tobacco flavors were more popu laratinitiation of e-
cigarette u se.In otherword s,smokers makingthe transition to vapingwere like to initiallymake
the switchu singtobacco flavored e-liqu id s,bu tthen began enjoyingotherflavors.O n ascale
from 1 (notatallimportant)to 5(extremelyimportant)participants answered thatvariabilityof
flavors was “veryimportant”(score =4)in theireffortto red u ce orqu itsmoking.The majority
reported thatrestrictingflavorvariabilitywillmake e-cigarettes less enjoyable and more boring,
while 48 .5% mentioned thatitwou ld increase cravingforcombu stible cigarettes.N early40%

96 See Farsalinos,K.,et al.Impact of Flavour Variability on Electronic Cigarette Use
Experience: An Internet Survey,10(12)Int.J.Environ.Res.P u blic H ealth7 27 2-7 28 2 (2013),
available online at:http://www.md pi.com/1660-4601/10/12/7 27 2.
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said thatitwou ld have been less likelyforthem to red u ce orqu itsmokingif notforflavored e-
liqu id s.The nu mberof flavors u sed was ind epend entlyassociated withsmokingcessation.97

This pu blic healthbenefitof e-liqu id flavors was also recentlyreinforced by EC F’s
su rveyof 10,000 vapers noted above.W hen asked whiche-liqu id flavortheyu sed most,only
abou t25% of the participants ind icated tobacco ormentholtobacco.This means thatthree-
qu arters of the ad u lte-cigarette u sers su rveyed actu allypreferflavors other than tobacco,
inclu d ingfru it(31 percent),bakery/d essert(19 percent),and savory/spice (5percent)98 :

A pproximately65.5% of the formersmokers su rveyed consid ere-liqu id flavors importantin
helpingthem transition completelyto vapingand awayfrom smoking.

FD A itself has recognized the importance of havingpalatable cigarette alternatives
available in ord erto red u ce harm.Specifically,in the case of the N icorette® gu m,FD A has
d etermined thatavariety of flavors su chas W hite Ice M int® ,C innamon Su rge" ,Fru itC hill" ,

97 O f cou rse,as noted above,e-liqu id s are notmarketed foru se in smokingcessation oras a
nicotine replacementtherapy,bu tonlyforrecreationalu se.A nysmokingcessation orred u ced
cigarette consu mption resu ltingfrom the u se of e-liqu id s ore-cigarettes generallyis acorollary
benefitof these prod u cts.

98 See Vaping.com Big survey 2014 - initial findings general,available online at:
http://vaping.com/d ata/vaping-su rvey-2014-initial-find ings.See also Survey Shows Adults Who
Use E-Cigarettes To Quit Smoking Prefer Supposedly Juvenile Flavors,Forbes.com,(2014),
available online at:http://www.forbes.com/sites/jacobsu llu m/2014/07 /17 /su rvey-shows-ad u lts-
who-u se-e-cigarettes-to-qu it-smoking-prefer-alleged ly-ju venile-flavors/.
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FreshM int" and M intprovid e amore palatable alternative forad u ltsmokers and d o notpresent
asignificantriskforabu se.99 In the case of N icorette,the A gencyclearlyd etermined thatthe
benefitof havingavariety of palatable/flavored options ou tweighed the riskthatthe flavors
mightattractad olescents ornon-smokers to the over-the-cou nterprod u ct,orotherwise lead to
the prod u ctbeingabu sed .There are,in fact,many consu mable prod u cts on the markettod ay
thatare intend ed forad u lts and are offered in fru ity,cand yand otherflavors,su chas flavored
alcoholbeverages.100

A lthou ghe-cigarettes and e-liqu id s are recreationalu se prod u cts and notintend ed to be
smokingcessation d evices (as noted above,the factthatsmokers mayu se these prod u cts to qu it
smokingis acorollarybenefit–no explicitsmokingcessation claims are beingmad e by
A EM SA members),the same principle applies.N on-tobacco e-liqu id flavors assiste-cigarette
u sers to associate theirnicotine fix withanew taste,helpingthem transition awayfrom smoking
and creatingan ad d itionalbarrierto relapse,as retu rningto combu stible cigarettes wou ld mean
gettingu sed to the bu rningflavorof tobacco smoke again.A lternatively,the tobacco-flavored e-
liqu id s cou ld triggeran u rge to smoke cigarettes.Ultimately,as cigarette u se continu es to
d ecrease,withou tsu fficientscientific d atato su pportaprod u ctstand ard restrictingorbanning
the u se of characterizingflavors in e-cigarettes and e-liqu id s,the A gency mu stproceed with
extreme cau tion before promu lgatinganysu chstand ard .101 If FD A were to move too qu icklyin
this regard ,su chamove cou ld be d etrimentalto the pu blic health,as smokers who prefere-
cigarette/e-liqu id flavors wou ld have no palatable alternatives to tu rn to.Su chsmokers cou ld
switchbackto harmfu lcigarettes.

W e fu rthernote thatA RP V s are notlikelyto increase initiation of tobacco orcigarette
u se becau se the often large and bu lkyd evices lackthe “coolness”factorof cigalikes as theyare

99 See http://www.nicorette.com/nicorette-gu m (“Q u itters agree — N icorette Gu m tastes
great.C hoose from six su gar-free flavors:W hite Ice M int® ,C innamon Su rge" ,Fru itC hill" ,
FreshM int" ,M intand O riginal.”)

100 See,forexample,Smirnoff vod kaflavors:http://www.smirnoff.com/en-
u s/newmain/vod ka-d rinks/d rink-prod u cts/#axzz38 s0TZob7 .

101 M oreover,anyban on flavored e-liqu id s wou ld likelyresu ltin an u nintend ed ban of all
electronic cigarette prod u cts.See Glantz and Colleagues Essentially Call for a Ban on
Electronic Cigarettes: Banning Flavors Would Ban All Existing E-Cigarettes,byD r.M ichael
Siegel,available online athttp://tobaccoanalysis.blogspot.com/2014/06/glantz-and -colleagu es-
essentially-call.html.
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not intend ed to mimic the lookand feelof atrad itionalcigarette.102 A d d itionally,manyof these
prod u cts can also be prohibitivelyexpensive to assemble (costinghu nd red s of d ollars),makingit
mu chmore u nlikelythatad olescents willinitiate u se withthese prod u cts.

A EM SA agrees thatpreventingad olescents from accessingthese prod u cts is paramou nt,
bu tthe growingbod yof evid ence thatind icates flavored e-liqu id s u sed in A RP V s mayactu ally
be provid ingapu blic healthbenefit to ad u lts simply cannotbe ignored . A EM SA ’s position is
thatmanu factu rers shou ld make clearthattheire-liqu id prod u cts are notintend ed foru se by
anyone u nd erthe legalsmokingage,and agrees thatthe marketingmaterials available online or
in vape shops shou ld notbe available to minors.M anu factu rers shou ld implementrobu stonline
age-verification systems thatwillverifythe age of online pu rchasers u singeitherofficial
governmentid entification orverification throu gharepu table cred itagency.A EM SA also
encou rages brick-and -mortare-liqu id vend ors to ensu re thatthe age of any in-person pu rchasers
u nd erthe age of 26 is properlyverified .A EM SA su pports banningsales of e-liqu id s to minors.

A ccord ingly,forthe reasons noted above,A RP V s provid e agreaterpu blic healthbenefit
than cigalike e-cigarettes becau se theyprovid e betterand more consistentnicotine/aerosol
d elivery,and the variety of refillable e-liqu id flavors helpsmokers d isassociate theirhabitwith
the taste of tobacco/combu stion.

ii. Evidence Demonstrating that the Availability of
E-Cigarettes and E-Liquids, as a Class of
Products, is Having a Positive Population-Level
Impact

A s noted above,there is agrowingbod yof evid ence in the pu blic literatu re that
d emonstrates that,generally,the availabilityof e-cigarettes and the e-liqu id s u sed in them are
havinganetpositive popu lation-levelimpactbyprovid ingasignificantlyless harmfu lsou rce of
nicotine forcu rrenttobacco u sers and cigarette smokers,and are nothavingthe “gateway”effect
to cigarettes feared bymany.

The available evid ence stronglysu ggests e-cigarettes are effective harm-red u ction tools
thathelpsome smokers red u ce orqu itsmoking.W e highlightsome of these stu d ies below:

102 See http://www.forbes.com/sites/jacobsu llu m/2014/07 /17 /su rvey-shows-ad u lts-who-u se-
e-cigarettes-to-qu it-smoking-prefer-alleged ly-ju venile-flavors/(“Refillable vaporizers,available
mainlyonline orin specialized ou tlets,are less likelyto interestteenagers than the cheaper
“cigalikes”sold in su permarkets and convenience stores.”).
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" A recentstu d yin England pu blished in the jou rnalAddiction fou nd thatsmokers tryingto
qu itwere su bstantiallymore likelyto su cceed if theyu sed e-cigarettes than over-the-
cou ntertherapies su chas nicotine patches orgu m.103 Two rand omized controlled trials
were cond u cted and su ggested thatwhile manyfactors cou ld influ ence real-world
effectiveness,e-cigarettes can aid smokingcessation.The stu d yinclu d ed 5,8 63ad u lts
who had smoked within the previou s 12 months and mad e atleastone qu itattemptd u ring
thatperiod witheitheran e-cigarette only(n=464),N RT bou ghtover-the-cou nteronly
(n=1922)orno aid in theirmostrecentqu itattempt(n=347 7 ).A bou tafifthof those who
said they were u singe-cigarettes had stopped smokingatthe time of the su rvey,
compared withabou tatenthof people who had u sed patches and gu m.M ore
specifically,e-cigarette u sers were more likelyto reportabstinence than eitherthose who
u sed N RT bou ghtover-the-cou nter(od d s ratio 2.23,95% confid ence interval1.7 0 to
2.93,20.0% vs.10.1%)orno aid (od d s ratio 1.38 ,95% confid ence interval1.08 to 1.7 6,
20.0% vs.15.4%).The ad ju sted od d s of non-smokingin u sers of e-cigarettes were 1.63
(95% confid ence interval1.17 to 2.27 )times highercompared withu sers of N RT bou ght
over-the-cou nterand 1.61 (95% confid ence interval1.19 to 2.18 )times highercompared
withthose u singno aid .The stu d y au thors conclu d ed thatamongsmokers who have
attempted to stopwithou tprofessionalsu pport,those who u se e-cigarettes are more likely
to reportcontinu ed abstinence than those who u sed alicensed N RT prod u ctbou ghtover-
the-cou nterorno aid to cessation.This d ifference persists afterad ju stingforarange of
smokercharacteristics su chas nicotine d epend ence.

" A notherrecentstu d yfrom England also su ggests thate-cigarettes are helpingto
accelerate smokingcessation,ratherthan hind erit.104 A ccord ingto this stu d y,the
prevalence of e-cigarette u se began to rapid lyincrease in 2012 and has continu ed to
climb stead ilythrou ghthe firstqu arterof 2014.The keyfind ingfrom the stu d yis thatthe
annu alrate of smokingcessation (thatis,the percentage of cu rrentsmokers who qu it
smokingd u ringthe pastyear),whichhad reached alow of 4.6% in 2011,increased
marked lyto 6.2% in 2012,6.1% in 2013,and 8 .7 % forthe firstqu arterof 2014,
concomitantwiththe d ramatic rise in e-cigarette u se amongthese smokers.The
proliferation of electronic cigarettes in England has also been associated withad ramatic

103 See B rown,Jamie et al.,Real-world effectiveness of e-cigarettes when used to aid
smoking cessation: a cross-sectional population study,A d d iction (forthcoming2014),abstract
available online at:http://onlinelibrary.wiley.com/d oi/10.1111/ad d .12623/abstract.

104 See W estR,B rown J,B eard E.Trends in electronic cigarette use in England.Smoking
ToolkitStu d y,L ond on:UniversityC ollege L ond on,A pril4,2014,available online at:
http://www.smokinginengland .info/latest-statistics/.
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increase in the proportion of smokers who tried to stopin the pastyear(from 33.5% in
2011 to 40.3% in 2014)and an increase in the su ccess rate forsmokers who tried to qu it
(from 13.7 % in 2011 to 21.4% in 2014).The proliferation of e-cigarettes was also
associated withan acceleration in the d ecline in smokingprevalence.Taken together,
these d atasu ggestthatthe wid espread u se of e-cigarettes amongsmokers in England has
ad vanced the d egree of smokingcessation.105

" A su rveyof more than 19,000 vapers from arou nd the world reported in the International
Jou rnalof EnvironmentalResearchand P u blic H ealthfou nd thatalmostallof the
participants (99.5%)were smokers when theystarted vaping.Fou r-fifths of them had
stopped smokingcompletely,while the resthad red u ced theircigarette consu mption,on
average,from 20 to fou rperd ay.106 This su rveyclearlyd emonstrates thate-cigarettes
are red u cingharm from tobacco/cigarette u se and notactingas agatewayto initiation.

" Respond ents from three su rveys were recru ited from apanelof ad u lts in B ritain to
estimate prevalence and attitu d es of e-cigarettes in England .10 7 P reliminary online and
face-to-face qu alitative researchinformed the d evelopmentof asmokers'su rvey(48 6
smokers who had u sed e-cigarettes and 8 94 smokers who had not).Representative
samples of ad u lts in B ritain were then constru cted from the panelforpopu lation su rveys
in 2010 (12,597 ad u lts,inclu d ing2,297 smokers)and 2012 (12,432 ad u lts,inclu d ing
2,093smokers),generatingestimates of the prevalence of e-cigarette u se and trialin
GreatB ritain A wareness,trial,and cu rrentu se increased between 2010 and 2012;for
example,cu rrentu se more than d ou bled from 2.7 % of smokers in 2010 to 6.7 % in 2012.
The proportion of ever-u sers cu rrently u singe-cigarettes was arou nd one-third in both
years.In 2012,1.1% of ex-smokers reported cu rrente-cigarette u se,and afu rther2.7 %
reported pastu se.A pproximately0.5% of never-smokers reported havingtried e-

105 Formore analysis of this stu d y,see New Data from England Suggest that Electronic
Cigarettes are Helping to Accelerate Smoking Cessation, Not Hinder It,byD r.M ichaelSiegel,
available online athttp://tobaccoanalysis.blogspot.com/2014/04/new-d ata-from-england -su ggest-
that.html.

106 See Farsalinos,K.,et al.Characteristics, perceived side effects and benefits of electronic
cigarette use: a worldwide survey of more than 19,000 consumers,11(4)Int.J.Environ.Res.
P u blic H ealth4356-437 3(2014),abstracthttp://www.ncbi.nlm.nih.gov/pu bmed /247 58 8 91.

10 7 See D ockrellM ,M orison R,B au ld L ,M cN eillA .,E-Cigarettes: Prevalence and
Attitudes in Great Britain,15(10)N icotine Tob Res.17 37 -17 44 (2013),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /237 037 32.
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cigarettes.The au thors conclu d ed thatthere was evid ence su pportingthe view thate-
cigarette u se maybe abrid ge to qu ittingand thatthere was little evid ence of e-cigarette
u se amongad u lts who had neversmoked .

" In one of the firststu d ies to examine the hypothesis thate-cigarettes are agatewayfor
you thto become ad d icted to cigarettes,D r.Theod ore W agenerfrom the Universityof
O klahomaH ealthSciences C enterreports beingable to find onlyone you ngperson who
initiated nicotine u se withe-cigarettes and then wenton to smoke cigarettes,ou tof a
sample of 1,300 college stu d ents.10 8 O verall,43stu d ents said theirfirstnicotine prod u ct
was an e-cigarette.O f thatgrou p,onlyone person said they wenton to smoke regu lar
cigarettes.A nd the vastmajoritywho started withe-cigarettes said theyweren’tcu rrently
u singanynicotine ortobacco. This stu d yprovid es preliminaryevid ence thatelectronic
cigarettes are notcu rrently servingas amajorgatewayto cigarette smoking.109 Similarly,
in nationalsu rveyof 3,240 ad u lts to d etermine u se and awareness of emergingtobacco
prod u cts (e.g.,snu s,waterpipe,d issolvable tobacco,and e-cigarettes),only 6 (six)non-
smokers,ou tof atotalof 2,000 non-smokers in the sample,had ever u sed e-cigarettes.110

" Self-ad ministered written su rveys assessingtobacco u se behaviors were cond u cted in
two large U.S.su bu rban highschools.The su rveys d emonstrated that,while the u se of
e-cigarettes increased amongthe stu d ents,su chincrease was primarilyobserved in

10 8 See Good man,B rend a,E-Cigarettes May Not Be Gateway to Smoking: Study,
H ealthd ay.com,(2013),available onlineat:http://consu mer.healthd ay.com/cancer-information-
5/tobacco-and -kid s-health-news-662/e-cigarettes-may-not-be-gateway-to-smoking-stu d y-
68 1597 .html.

109 Formore analysis of this stu d y,see First Study to Examine E-Cigarette Gateway
Hypothesis Can Find Only One Nonsmoker Who Initiated with E-Cigs and Went on to Smoke,by
D r.M ichaelSiegel,available online athttp://tobaccoanalysis.blogspot.com.au /2013/10/first-
stu d y-to-examine-e-cigarette.html.

110 See M cM illen R,M ad u kaJ,W inickoff J.,Use of emerging tobacco products in the
United States.2012 Jou rnalof Environmentaland P u blic H ealth(2012),available online at:
http://www.hind awi.com/jou rnals/jeph/2012/98 947 4/.Formore analysis of this stu d y,see
National Study of Adults Can Find Only Six Nonsmokers Who Have Ever Tried Electronic
Cigarettes,byD r.M ichaelSiegel,available online at
http://tobaccoanalysis.blogspot.com/2013/05/national-stu d y-of-ad u lts-can-find -only.html.
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stu d ents who were alread y smokingcigarettes.111 Specifically,the prevalence of e-
cigarette u se d u ringthe previou s 30 d ays increased from 0.9% in Febru ary 2010 to
2.3% in Ju ne 2011 (p=0.009).This is an ind ication of harm red u ction,however,as
cu rrentcigarette smokers had increased od d s of e-cigarette u se.W hen ad ju sted for
school,grad e,sex,race and smokingstatu s,stu d ents in O ctober2010 and Ju ne 2011
had increased od d s of past-30 d ayu se of e-cigarettes compared to Febru ary 2010.The
prevalence of e-cigarette u se d ou bled in the sample of highschoolstu d ents,bu tcu rrent
cigarette smokingwas the strongestpred ictorof cu rrentu se.

" A prospective 6-monthpilotstu d ycond u cted in C atania,Italy examined the effectof e-
cigarettes on smokingred u ction and cessation and d emonstrated thatthe u se of e-
cigarettes helps smokers,notintend ingto qu it,to remain abstinentorred u ce their
cigarette consu mption.112 The execu tion of this stu d y involved monitoringpossible
mod ifications in the smokinghabits of 40 regu larsmokers (u nwillingto qu it)by
experimentingthe ‘C ategoria’e-cigarette withafocu s on smokingred u ction and
smokingabstinence.Stu d yparticipants were invited to attend atotalof five stu d yvisits:
atbaseline,week-4,week-8 ,week-12 and week-24.A teachvisit,prod u ctu se,nu mberof
cigarettes smoked ,and exhaled carbon monoxid e (eC O )levels were allmeasu red .In
ad d ition,smokingred u ction and abstinence rates were calcu lated and ad verse events and
prod u ctpreferences were also reviewed .The researchers fou nd asu stained 50%
red u ction and smokingabstinence in 22/40 (55%)participants,withan overall8 8 %
red u ction in cigarettes/d ay.A lthou ghmou th(20.6%)and throat(32.4%)irritation,and
d ry cou gh(32.4%)were common,these sid e effects d iminished su bstantially byweek-24.
O verall,two to three cartrid ges/d aywere u sed throu ghou tthe stu d yand participants’
perception and acceptance of the prod u ctwas good .The researchers conclu d ed thatthe
u se of e-cigarettes su bstantiallyd ecreased cigarette consu mption withou tcau sing
significantsid e effects in smokers notintend ingto qu it.

" A 2011 stu d ycond u cted in P hilad elphia,P ennsylvaniasu rveyed experienced e-cigarette
u sers in the interestof id entifyingthe e-cigarette prod u cts u sed byexperienced e-cigarette
u sers,theirpattern of e-cigarette u se and the impacton tobacco u se.Specifically,the

111 See C amenga,D eepaR.et al.,Trends in use of electronic nicotine delivery systems by
adolescents,39 A d d ictive B ehaviors 338 -340 (2014),abstract
http://www.scienced irect.com/science/article/pii/S03064603130027 36.

112 See P olosa,R.,et al.,Effect of an electronic nicotine delivery device (e-Cigarette) on
smoking reduction and cessation:a prospective 6-month pilot study.11 B M C P u blic H ealth7 8 6
(2011),available online at:http://www.biomed central.com/content/pd f/147 1-2458 -11-7 8 6.pd f.
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stu d yinvolved face-to-face su rveys of 104 experienced e-cigarette u sers.Researchers
fou nd that7 8 % of participants had notu sed anytobacco in the prior30 d ays.
Researchers noted thatthese e-cigarette u sers had previou slysmoked an average of 25
cigarettes perd ay and had tried to qu itsmokingan average of nine times before they
started u singe-cigarettes.Researchers also observed thattwo-third s of e-cigarette u sers
had previou slytried to qu itsmokingu singan FD A -approved smokingcessation N RT
prod u cts.The majorityof the sample in this stu d y had u sed e-cigarettes d aily foratleasta
yearand three qu arters started u singe-cigarettes withthe intention of qu ittingsmoking.
N otably,almostallparticipants who id entified as e-cigarette u sers feltthatthe e-cigarette
had helped them to su cceed in qu ittingsmoking.Researchers fu rthernoted thatmost
participants u sed A RP V s whichare d esigned to enable the atomizerto more consistently
achieve amore satisfyingvapor.Researchers conclu d ed thatfu rtherevid ence shou ld be
collected regard ingthe safetyand efficacyof e-cigarettes forsmokingcessation and that
u ntilthen,smokers shou ld u se proven treatments su chas cou nselingand FD A -approved
med icines.N evertheless,the researchers also conclu d ed thatsmokers who su ccessfu lly
switchto e-cigarettes,shou ld continu e vapinge-cigarettes and notrevertto smoking
cigarettes.113

" A 2011 internetsu rveyin Englishand Frenchexamined 3,58 7 participants (7 0% former
tobacco smokers,61% men,mean age 41 years)to assess the profile,u tilization patterns,
satisfaction and perceived effects amongu sers of e-cigarettes.114 The researchers
observed thatthe med ian d u ration of e-cigarette u se was 3months,u sers d rew 120
pu ffs/d ayand u sed five refills/d ay.M ostparticipants (96%)said the e-cigarette helped
them to qu itsmokingorred u ce theirsmoking(92%).Reasons foru singthe e-cigarette
inclu d ed the perception thatitwas less toxic than tobacco (8 4%),to d ealwithcravingfor
tobacco (7 9%)and withd rawalsymptoms (67 %),to qu itsmokingoravoid relapsing
(7 7 %),becau se itwas cheaperthan smoking(57 %)and to d ealwithsitu ations where
smokingwas prohibited (39%).M ostex-smokers (7 9%)feared theymightrelapse to
smokingif theystopped u singthe e-cigarette.Users of nicotine-containinge-cigarettes
reported betterrelief of withd rawaland agreatereffecton smokingcessation than those
u singnon-nicotine e-cigarettes.The researchers conclu d ed thatparticipants u sed e-

113 See Fou ld s,J.et al.,Electronic cigarettes (e-cigs): views of aficionados and
clinical/public health perspectives,65(10)IntJC lin P ract.1037 -1042 (2011),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /218 0128 7 .

114 See Etter,J.F.,et al.,Electronic cigarette: users profile, utilization, satisfaction and
perceived efficacy,106 (11)A d d iction 2017 -2028 (2011),abstract
http://onlinelibrary.wiley.com/d oi/10.1111/j.1360-0443.2011.03505.x/abstract.
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cigarettes similarto people who take nicotine replacementmed ications –by former
smokers to avoid relapse oras an aid to cu td own orqu itsmoking.

" A 2012 stu d yexamined the effects of the W hite Su pere-cigarette on d esire to smoke,
nicotine withd rawalsymptoms,attention and workingmemory.115 Researchers selected
eighty-six smokers,and rand omlyallocated them to either:18 mgnicotine e-cigarette
(nicotine),0 mge-cigarette (placebo),orju sthold the e-cigarette (ju sthold )cond itions.
P articipants rated theird esire to smoke and withd rawalsymptoms atbaseline (T1),and
five (T2)and twenty(T3)minu tes afteru singthe e-cigarette ad libitu m for5min.A
su bsetof participants completed the L etterC ancellation and B rown-P eterson W orking
M emory Tasks.Researchers fou nd thatafter20 minu tes,compared withthe ju sthold
grou p,d esire to smoke and some aspects of nicotine withd rawalwere significantly
red u ced in the nicotine and placebo grou p;the nicotine e-cigarette was su periorto
placebo in males bu tnotin females.Researchers also d etermined thatthe nicotine e-
cigarette also improved workingmemoryperformance compared withplacebo atthe
longerinterference intervals.There was no effectof nicotine on L etterC ancellation
performance.Researchers conclu d ed thatthe W hite Su pere-cigarette alleviated d esire to
smoke and withd rawalsymptoms 20 min afteru se althou ghthe nicotine contentwas
more importantformales.

" B ased on d atagathered from anationalonline stu d y of 2,649 ad u lts and the L egacy
L ongitu d inalSmokerC ohortstu d yof 3,658 ad u lts,researchers u sed mu ltivariable mod els
to examine e-cigarette awareness,u se,and harm perceptions.116 In the online su rvey,
40.2% (95% confid ence interval[C I] =37 .3,43.1)had heard of e-cigarettes,with
awareness highestamongcu rrentsmokers.Utilization was higheramongcu rrentsmokers
(11.4%;95% C I=9.3,14.0)than in the totalpopu lation (3.4%;95% C I=2.6,4.2),with
2.0% (95% C I=1.0,3.8 )of formersmokers and 0.8 % (95% C I=0.35,1.7 )of never-
smokers everu singe-cigarettes.The stu d y au thors conclu d ed thatawareness of e-
cigarettes is high,and u se amongcu rrentand formersmokers is evid ent.

115 See D awkins,L .,et al.,The electronic-cigarette: effects on desire to smoke, withdrawal
symptoms and cognition,37 (8 )A d d ictB ehav.97 0-97 3(2012),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /2250357 4.

116 See P earson,J.L .,et al.,e-Cigarette Awareness, Use, and Harm Perceptions in U.S.
adults,102(9)A merican Jou rnalof P u blic H ealth17 58 -17 66 (2012),available online at:
http://www.ncbi.nlm.nih.gov/pmc/articles/P M C 347 4361/.
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" A stu d ypu blished in 2012 examined e-cigarette u se amongteenagers and you ngad u lts in
P oland ,and conclu d ed thatmostyou ththattried e-cigarettes and previou sly smoked .117

The researchers cond u cted asu rveywithaclu stersample of 20,240 stu d ents enrolled at
17 6 nationallyrepresentative P olishhighschools and u niversities between September
2010 and Ju ne 2011.To estimate nationale-cigarette prevalence amongvariou s
d emographic grou ps,researchers u sed popu lation weights.In ad d ition,researchers u sed
mu ltiple logistic regression to evalu ate whichd emographic factors were ind epend ent
pred ictors of 2 ou tcomes:everu se of e-cigarettes and u se in the previou s 30 d ays.The
researchers fou nd thatamonghighschoolstu d ents,aged 15to 19 years,23.5% had ever
u sed e-cigarettes and 8 .2% had d one so within the previou s 30 d ays.A mongthose in
u niversities,aged 20 to 24 years,19.0% had everu sed an e-cigarette and 5.9% had d one
so in the previou s 30 d ays.In mu ltivariate analyses thatcontrolled forcovariates,
smokingcigarettes,male gend er,livingin an u rban area,and havingparents who smoke
were associated witheveru se of e-cigarettes.O verall,3.2% of neversmokingstu d ents
reported everu se of e-cigarettes.The researchers conclu d ed thatabou tone-fifthof
P olishyou thhave tried e-cigarettes;mostof them had previou slysmoked cigarettes.
This stu d yshows the potentialforharm red u ction thate-cigarettes provid e.

" In anotherstu d yin P oland cond u cted in 2013,the patterns and effects of e-cigarette u se
and u serbeliefs abou tsafety and benefits were examined .118 Researchers recru ited 17 9 e-
cigarette u sers in P oland online and asked abou ttheirsmokinghistory,patterns of e-
cigarette u se,beliefs and attitu d es regard ingthe prod u ctand information on concu rrent
u se of conventionalcigarettes.Sixty-six percent(66%)were no longersmoking
conventionalcigarettes and twenty-five (25%)had red u ced theirconsu mption to less than
five cigarettes ad ay.M ostparticipants (8 2%)d id notthinkthate-cigarettes were
completelysafe,bu tcorrectlyu nd erstood thatthey are less d angerou s than conventional
cigarettes.The stu d y fou nd thatthe participants primarilyu sed e-cigarettes to assisttheir
efforts to stopsmokingoras an alternative to conventionalcigarettes;the majorityof
participants reported thattheysu ccessfu llystopped smoking.

117 See Goniewicz,M L ,and ZielinskaD anchW "! Electronic cigarette use among teenagers
and young adults in Poland,130(4)P ed iatrics e8 7 9-8 8 5(2012),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /2298 7 8 7 4.

118 See Goniewicz,M L ,et al.,Patterns of electronic cigarette use and user beliefs about
their safety and benefits: an Internet survey,32(2)D ru gA lcoholRev.133-140 (2013),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /22994631.
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" A 2011 stu d ycond u cted in Italy examined the association between nicotine d epend ence
and d epression in two su bjects.119 Specifically,researchers cond u cted acase stu d yof two
heavysmokers withan established historyof d epression.B othsu bjects had previou sly
attempted intensive smokingcessation programs withno su ccess.Researchers fou nd ,
however,thate-cigarette u se led eachto su ccessfu llyqu itsmoking.A lthou ghthe
researchers acknowled ge thatthe find ings cannotbe generalized ,theynote thathighqu it
rates wou ld be d esirable amongsmokers su fferingfrom d epression (who generally
respond poorlyto smokingcessation efforts)and that,therefore,ad d itionalstu d ies shou ld
be cond u cted to explore whethere-cigarette u se shou ld be consid ered as apotentialtool
to aid in smokingcessation.

" A 2013U.S.popu lation su rveyrevealed thatcu rrentsmokers were more likelythan
never-smokers to reportu se of e-cigarettes.120 Su rvey respond ents were asked if theyhad
heard of e-cigarettes,where theyheard of e-cigarettes,whetherand how often theyu sed
e-cigarettes,and why.Responses were weighted to representthe entire U.S.popu lation.
A highproportion,7 5.4%,reported havingheard abou te-cigarettes.A bou t8 .1% had
tried e-cigarettes,and 1.4% were cu rrentu sers.These rates were twice those of snu s
(4.3% and 0.8 %,respectively).A mongcu rrentsmokers,32.2% had tried e-cigarettes,and
6.3% were cu rrentu sers.O ver8 0% of cu rrente-cigarette u sers were non-d ailyu sers.
W omen were significantly more likelyto have tried e-cigarettes than men.Those who
had tried e-cigarettes were more likelythan those who tried snu s to reporttheirprod u cts
beingsaferthan regu larcigarettes (49.9% vs.10.8 %).A lmosthalf (49.5%)of cu rrent
smokers were su sceptible to u singe-cigarettes in the fu tu re.The stu d y au thors conclu d ed
thate-cigarettes have su rpassed snu s in ad option rate,even before anypromotion by
majortobacco companies,su ggestingthatthe formerhave tapped into smokers’intu itive
preference forpotentially harm-red u cingprod u cts,probably d u e to the prod u ctd esign.

" Researchers from the Universityof Genevaand the Universityof A u ckland ,N ew
Zealand ,recru ited 47 7 volu nteers from websites d evoted to e-cigarettes and /orsmoking

119 See C aponnetto,P .et al.,Smoking Cessation with E-Cigarettes in Smokers with a
Documented History of Depression and Recurring Relapses, 2(3)InternationalJou rnalof
C linicalM ed icine 28 1-28 4 (2011),available online at:
http://www.scirp.org/jou rnal/P aperInformation.aspx?P aperID =6134#.U9kbL x C O RW w.

120 See Zhu S-H ,et al.,The Use and Perception of Electronic Cigarettes and Snus among the
U.S. Population,8 (10)P L oS O N E (2013),available online at:
http://www.plosone.org/article/fetchO bject.action?u ri=info%3A d oi%2F10.137 1%2Fjou rnal.pon
e.00 7 9332& representation=P D F.
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cessation,and followed theirsmokingand vapinghabits overone-month(47 7 su bjects)
and one-year(367 su bjects)period s.121 A tthe one-monthmark,amongthe formers
smokers who were regu lare-cigarette u sers,only 6% had taken u psmokingagain.O f
those who bothsmoked and u sed e-cigarettes,46% had qu itsmokingbythe one-year
mark.The stu d yshows thatd u alu se mayu ltimatelylead to smokingcessation.

" A prospective 12-monthd ou ble-blind ,controlled ,rand omized clinicalstu d y withtwo
d ifferentnicotine strengths of averypopu lare-cigarette brand was cond u cted to evalu ate
smokingred u ction,smokingabstinence and ad verse events in smokers who were not
otherwise intend ingto qu it.122 The au thors conclu d ed thatthe u se of e-cigarettes,withor
withou tnicotine,d ecreased cigarette consu mption and elicited end u ringtobacco
abstinence withou tcau singsignificantsid e effects.Three hu nd red smokers were
recru ited and placed into three equ alstu d y grou ps:Grou pA received 7 .2 mgnicotine
cartrid ges for12 weeks;Grou pB received 6-weeks of 7 .2 mgnicotine cartrid ges
followed byafu rther6-weeks of 5.4 mgnicotine cartrid ges;and Grou pC received no-
nicotine cartrid ges for12 weeks.The stu d y consisted of nine visits d u ringwhich
cigarette d ayu se and exhaled carbon monoxid e (eC O )levels were measu red .D eclines in
cigarette perd ayu se and eC O levels were observed ateachstu d yvisits in allthree stu d y
grou ps,withno consistentd ifferences amongstu d y grou ps.Smokingred u ction was
d ocu mented in 22.3% and 10.3% atweek12 and week52 respectively.C omplete
abstinence from tobacco smokingwas d ocu mented in 10.7 % and 8 .7 % atweek12 and
week52 respectively,lead ingto the conclu sion thatthe u se of e-cigarettes helped to
red u ce cigarette consu mption and in some cases resu lted in tobacco abstinence.

" A year-longstu d yof 14 smokers (notintend ingto qu it)withschizophreniawas
cond u cted to d etermine impactof e-cigarettes on theirsmokingbehaviorand
cond ition.123 The stu d yau thors conclu d ed thatthe u se of e-cigarettes su bstantially

121 See Etter,JF,and C hris B u llen,A longitudinal study of electronic cigarette users,39(20
A d d ictive B ehaviors 491-494 (2014),abstract
http://www.scienced irect.com/science/article/pii/S0306460313003304.

122 See C aponnetto P ,et al.,EffiCiency and Safety of an eLectronic cigAreTte (ECLAT) as
Tobacco Cigarettes Substitute: A Prospective 12-Month Randomized Control Design Study,8 (6)
P L oS O ne (2013),available onilne at
http://www.plosone.org/article/info%3A d oi%2F10.137 1%2Fjou rnal.pone.0066317 .

123 See C aponnetto P ,et al,Impact of an electronic cigarette on smoking reduction and
cessation in schizophrenic smokers: a prospective 12-month pilot study,10(2)IntJEnviron Res

(continu ed … )
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d ecreased cigarette consu mption withou tcau singsignificantsid e effects in chronic
schizophrenic patients.P rod u ctu se,nu mberof cigarettes smoked ,carbon monoxid e in
exhaled breath(eC O )and positive and negative symptoms of schizophrenialevels were
measu red .Su stained 50% red u ction in the nu mberof cigarettes perd ay atweek52 was
shown in 50% of participants,withtheirmed ian of 30 cigarettes perd ayd ecreasing
significantlyto 15cigarettes perd ay.Su stained smokingabstinence atweek52 was
observed in 2 participants withcombined su stained 50% red u ction and smoking
abstinence in 9 participants.O verall,one to two e-cigarette cartrid ges perd ay were u sed
throu ghou tthe stu d y. The au thors conclu d ed thatpositive and negative symptoms of
schizophreniaare notincreased aftersmokingred u ction/cessation in patients u singe-
cigarettes.

" In astu d ythatsou ghtto characterize e-cigarette u se,u sers,and effects in asample of
Electronic C igarette C ompany (TEC C )and TotallyW icked E-L iqu id (TW EL )u sers,the
au thors conclu d ed thate-cigarettes are u sed primarilyforsmokingcessation,bu tfora
longerd u ration than nicotine replacementtherapy,and u sers believe them to be saferthan
smoking.124 Respond ents (1347 )completed aqu estionnaire regard ingtheire-cigarette
u se,and 7 4% reported notsmokingforatleastafew weeks since u singthe e-cigarette
and 7 0% reported ared u ced u rge to smoke.E-cigarettes were generally consid ered to be
satisfyingto u se,elicitfew sid e effects,be healthierthan smoking,improve
cou gh/breathing,and resu lted in low levels of craving.A mongex-smokers,‘time to first
vape’was significantlylongerthan “time to firstcigarette,”su ggestingalowerlevelof
d epend ence to e-cigarettes.Ex-smokers reported significantly greaterred u ction in
cravingthan cu rrentsmokers althou ghfew otherd ifferences emerged between these
grou ps.C ompared withmales,females opted more forchocolate/sweetflavors and liked
the e-cigarette becau se itresembles acigarette.

" A qu alitative stu d ywas cond u cted to d etermine how e-cigarettes compare to N RTs in
maintainingcigarette abstinence.125 Usingfocu s grou ps,e-cigarette u sers d iscu ssed their

(… continu ed )
P u blic H ealth446-461 (2013),available online at:http://www.md pi.com/1660-
4601/10/2/446/htm.

124 See D awkins L ,Tu rnerJ,Roberts A ,SoarK.,Vaping’ profiles and preferences: an
online survey of electronic cigarette users,108 (6)A d d iction 1115-1125(2013),abstract
http://onlinelibrary.wiley.com/d oi/10.1111/ad d .12150/abstract.

125 See B arbeau A M ,B u rd aJ,SiegelM .,Perceived efficacy of e-cigarettes versus nicotine
replacement therapy among successful e-cigarette users: a qualitative approach,8 (1)A d d ictSci

(continu ed … )
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perceptions of e-cigarette efficacyforsmokingcessation compared to N RTs.The stu d y
sou ghtto explain the popu larityof these d evices and to shed lighton the factors which
influ ence the efficacyof d ifferentsmokingcessation prod u cts.Five themes emerged that
d escribe u sers’perceptions of why e-cigarettes are efficaciou s in qu ittingsmoking:1)
bio-behavioralfeed back,2)socialbenefits,3)hobbyelements,4)personalid entity,and
5)d istinction between smokingcessation and nicotine cessation.The au thors conclu d ed
thattobacco controlpractitioners mu stpayincreased attention to the importance of the
behavioraland socialcomponents of smokingad d iction.B y ad d ressingthese
components,in ad d ition to nicotine d epend ence,e-cigarettes appearto helpsome
cigarette smokers transition to aless harmfu lreplacementtool,therebymaintaining
cigarette abstinence.

" In asu rveystu d ycond u cted across fou rcou ntries (C anad a,U.S.,U.K.and A u stralia),the
au thors examined patterns of e-cigarette awareness,u se,and prod u ct-associated beliefs
amongcu rrentand formersmokers,conclu d ingthate-cigarettes mayhave the potentialto
serve as asmokingcessation aid .126 The stu d yshowed that7 9.8 % reported u singe-
cigarettes becau se theywere consid ered less harmfu lthan trad itionalcigarettes,7 5.4%
stated thattheyu sed e-cigarettes to helpthem red u ce theirsmoking,and 8 5.1% reported
u singe-cigarettes to helpthem qu itsmoking.

" A stu d ycond u cted in 2009 bythe N orthern Swed en cohortof the W orld H ealth
O rganization (W H O )M u ltinationalM onitoringof Trend s and D eterminants in
C ard iovascu larD iseases (M O N IC A )conclu d ed thatthe u se of e-cigarettes was a
significantfactorin the low prevalence of smoking,especiallyamongyou ngermen and
women in N orthern Swed en.127

(… continu ed )
C lin P ract.5(2013),available online at:http://www.biomed central.com/content/pd f/1940-0640-
8 -5.pd f.

126 See A d kison SE,et al.,Electronic nicotine delivery systems: international tobacco
control four-country survey,44(3)A m JP rev M ed .20 7 -215(2013),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /23415116.

127 See Rod u B 1,Jansson JH ,Eliasson M ,The low prevalence of smoking in the Northern
Sweden MONICA study,41(8 )Scand JP u blic H ealth.8 0 8 -8 11 (2013),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /24052339.
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" A 2014 stu d yd ocu mented the prevalence of e-cigarette everu se,cu rrentu se,and
established u se in anationallyrepresentative su rveyof 2,236 cu rrentand formercigarette
smokers in the U.S.128 P articipants completed aweb-based su rveyin Ju ne 2013.The
d atafrom thatsu rveywas analyzed u singmu ltivariate logistic regression,which
C> ? G LCS ? > > ? F H A J; I B C= ; G > K F H D CG A %J? E; L? > @; = LH JK ; K K H = C; L? > O CLB ? ; = B M K ? = ; L? A H JP &

Researchers observed thatalmosthalf of the stu d y participants had tried e-cigarettes
(46.8 %),bu tprevalence of established u se remained low (3.8 %).Researchers fu rther
observed thatalthou ghtrialof e-cigarettes was highestamongd ailysmokers,itwas mu ch
more likely forformersmokers to id entify as an established e-cigarette u ser.
Importantly,the resu lts d emonstrated thatmost/allof the su rvey’s established e-cigarette

u sers who were also formersmokers became formersmokers byswitchingto e-
cigarettes.

" A single-blind rand omized trialmeasu red the short-term effects of an e-cigarette on
d esire to smoke,withd rawalsymptoms,acceptability,pharmacokinetic properties and
ad verse effects.129 Stu d yparticipants inclu d ed 40 ad u ltd epend entsmokers of 10 ormore
cigarettes perd ay.Researchers rand omized stu d y participants to u se e-cigarettes
containing16 mgnicotine or0 mgcapsu les,N icorette nicotine inhalatorortheiru su al
cigarette on eachof fou rstu d yd ays 3d ays apart,withovernightsmokingabstinence
before u se of eachprod u ct.Researchers fou nd thatover60 minu tes,participants u sing
16 mgan e-cigarette record ed 0.8 2 u nits less d esire to smoke than the placebo e-cigarette
(p=0.006).Researchers d id notobserve ad ifference in d esire to smoke between the 16
mge-cigarette and the N icorette nicotine inhalator.Stu d yparticipants fou nd e-cigarettes
to be more pleasantto u se than the inhalator(p=0.016)and prod u ced less irritation of
mou thand throat(p<0.001).Researchers observed that,on average,the e-cigarette
increased seru m nicotine to apeakof 1.3ng/mL in 19.6 min,the N icorette nicotine
inhalatorto 2.1 ng/mlin 32 min and cigarettes to 13.4 ng/mlin 14.3min.Researchers
conclu d ed thatthe 16 mgRu yan V 8 e-cigarette alleviated d esire to smoke afterovernight
abstinence,was welltolerated amongstu d yparticipants,and had apharmacokinetic
profile more like the N icorette nicotine inhalatorthan atobacco cigarette.

128 See Giovenco,D anielP .,et al.,Factors Associated with E-cigarette Use, A National
Population Survey of Current and Former Smokers,A m.J.P rev.M ed .(2014),abstract
http://www.ncbi.nlm.nih.gov/pu bmed /248 8 098 6.

129 See B u llen C ,M cRobbie H ,ThornleyS,GloverM ,L in R,L au gesen M .,Effect of an
electronic nicotine delivery device (e cigarette) on desire to smoke and withdrawal, user
preferences and nicotine delivery: randomised cross-over trial, 19 Tob.C ontrol98 -103(2010),
abstracthttp://tobaccocontrol.bmj.com/content/19/2/98 .abstract.
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" Three qu arters of e-cigarette u sers su rveyed in a2012 stu d yreported thatu singe-
cigarettes helped them qu itsmoking.130 The stu d yparticipants smoked an average of 25
cigarettes perd aypriorto the stu d yand tried to qu itsmokingan average of nine times
before u singe-cigarettes (two-third s of the participants had previou slytried to qu it
smokingu singan FD A -approved smokingcessation prod u ct).The majority of the e-
cigarette u sers involved in the stu d yhad u sed e-cigarettes d ailyforatleastayear.M ost
of the stu d yparticipants d id notu se the type of e-cigarette thatare commonlysold ,i.e.,
those powered by asingle 3.7 voltbattery;these u sers represented only8 % of the stu d y
participants.Two-third s of the participants u sed e-cigarettes d esigned to enable the
atomizerto achieve hotter,more intense vaporwithe-liqu id s containingmed iu m to high
concentrations of nicotine (13mg+).D u e to the resu lts of the su rveythe stu d yau thors
have conclu d ed thatthose who alread yhave switched to e-cigarettes shou ld focu s on
stayingoff cigarettes,ratherthan qu ittinge-cigarettes.

" O vertwo hu nd red smokers who had tried e-cigarettes were su rveyed online to examine
the effectiveness of e-cigarettes as asmokingcessation tool.131 The primary ou tcome of
interestin the stu d ywas the pointprevalence of smokingabstinence at6 months after
initiale-cigarette pu rchase.In su mmary,the pointprevalence of smokingabstinence at6
months afterinitiale-cigarette pu rchase was 31.0% (95% C I=24.8 %,37 .2%).A large
percentage of respond ents reported ared u ction in the nu mberof cigarettes theysmoked
(66.8 %),and almosthalf reported abstinence from smokingforaperiod of time (48 .8 %).
The participants thatreported u singe-cigarettes more than 20 times perd ayhad aqu it
rate of 7 0.0%.O f respond ents who were notsmokingat6 months,34.3% were notu sing
e-cigarettes oranynicotine-containingprod u cts atthe time.The researchers conclu d ed
thate-cigarettes are apromisingsmoking-cessation toolworthyof fu rtherstu d y u sing
more rigorou s researchd esigns.

" In an Internetstu d yof 8 1 e-cigarette u sers in France,C anad a,B elgiu m,and Switzerland ,
participants answered open-end ed qu estions regard ingtheiru se of e-cigarettes,and

130 See L eelavathi,M .and S.D as,Electronic cigarettes: new kit on the rack,66(4)IntJC lin
P ract.417 (2012),abstracthttp://www.ncbi.nlm.nih.gov/pu bmed /22420500.

131 See Siegel,M B ,et al.,Electronic cigarettes as a smoking-cessation: tool results from an
online survey,40(4)A m JP rev M ed .47 2-47 5(2011),abstract
http://www.ajpmonline.org/article/S07 49-37 97 %28 10%2900 7 92-0/abstract.
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opinions regard ingthese prod u cts.132 O verhalf of participants (63%)were former
smokers;37 % of participants were cu rrentsmokers.P articipants reported u singe-
cigarettes eitherto qu itsmoking,to red u ce cigarette consu mption,to avoid d istu rbing
otherpeople withsecond hand smoke,orto be able to smoke in smoke-free places.There
were nu merou s positive effects associated withe-cigarettes.These inclu d ed reports that
the prod u cts are u sefu lin qu ittingcigarette smoking,and conferthe benefits of
abstinence from cigarette smoking(less cou ghing,improved breathing,betterphysical
fitness).

A ccord ingly,the growingbod yof d ataestablishes thate-cigarettes and the e-liqu id s u sed
in them (1)provid e amu chless harmfu lalternative to tobacco leaf-containingprod u cts
(especially combu stible cigarettes)forcu rrenttobacco u sers and (2)d o nothave an ad verse
impacton smokinginitiation and cessation rates (i.e.,the evid ence ind icates thatthe prod u cts
have contribu ted to the continu ingd ecline in the percentage of the popu lation thatsmokes
cigarettes).In particu lar,A RP V s provid e agreaterpu blic healthbenefitthan cigalike e-
cigarettes becau se theyare able to more consistentlyd eliverthe nicotine-containingaerosoland
becau se of the varietyof available refillable e-liqu id flavors,whichhelpsmokers d isassociate
theirhabitwiththe taste of tobacco/combu stion.

B ased on the above,FD A shou ld ad optan alternative regu latory frameworkforthese
novelprod u cts wherebyind ivid u ale-cigarette and e-liqu id manu factu ringcompanies need not
affirmativelyd emonstrate thateachof theirprod u cts willhave apositive net-popu lation level
pu blic healthimpactin theirP M TA s.Rather,in ord erto meetthe “appropriate forthe protection
of the pu blic health”legalstand ard ,su chcompanies need onlyconsid erthe impactof their
prod u cton the healthof ind ivid u alconsu mers by,forexample,d emonstratingthattheirprod u cts
are compliantwithestablished prod u ctstand ard s,manu factu red in accord ance withGood
M anu factu ringP ractices and marketed responsibly toward ad u ltconsu mers.

ii. To Demonstrate Safety to the Individual Consumer, E-Cigarette and
E-Liquid Manufacturing Companies Need Only Ensure that their
Products Comply with Industry-Specific Product Standards and
Good Manufacturing Practices

Even if FD A makes ageneralfind ingthate-cigarettes,as aclass of prod u cts,provid e a
pu blic healthbenefitand therebyremoves the bu rd en of d emonstratingthe popu lation-level

132 Fu rtherresearchon e-cigarettes is u rgentlyrequ ired ,particu larlywithrespectto the
efficacyand toxicityof these d evices.See Etter,JF,Electronic cigarettes: a survey of users,
10 B M C P u blic H ealth231 (2010),available online at:
http://www.biomed central.com/content/pd f/147 1-2458 -10-231.pd f.
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impactof eachprod u ctfrom ind ivid u almanu factu rers,u nd erthis proposed regu latory
framework,su chmanu factu rers shou ld stillbe requ ired to show thattheirprod u cts are
“appropriate forthe protection of the pu blic health,”bu tby focu singsolely on the impactof their
prod u cts on the healthof the individual consu mer.This can be mostefficientlyachieved if FD A
d evelops science-based ind u stry-specific prod u ctstand ard s and Good M anu factu ringP ractices.
A EM SA also su pports fu lld isclosu re to FD A of alle-liqu id ingred ients (pu rsu antto the
frameworksetforthin Regu latoryFrameworkN o.4 below)as wellas requ irements to ensu re
marketingand ad vertisingd o notu nd u lyappealto minors.

C raftingappropriate,science-based prod u ctstand ard s fore-cigarettes and e-liqu id s will
be ad ifficu lttaskthatwilltake mu chtime to d evelopgiven the complexityof the technology
and ou revolvingu nd erstand ingof the science.A s su ch,FD A shou ld d elay the effective d ate of
the D eemingRegu lation u ntilitis read yto promu lgate prod u ctstand ard s and GM P s forthese
prod u cts (viaits ru lemakingproced u res to ensu re thatind u strystakehold ers,pu blic health
ad vocates and ,mostimportantly,consu mers have asay).133

1. Establishing Product Standards for E-Cigarettes and E-
Liquids

To ensu re these prod u cts are prod u ced in asafe mannerand are notu nnecessarily
harmfu lto the healthof ind ivid u alconsu mers,FD A shou ld workwithind u stry(inclu d ing
A EM SA and the Smoke Free A lternatives Trad e A ssociation (SFA TA )),the pu blic health
commu nityand consu merprotection ad vocates (su chas the C onsu merA d vocates forSmoke-
free A lternatives A ssociation (C A SA A ))to establishastand ard s-settingbod ywhose mission
willbe to d evelopscience-based 134 prod u ctstand ard s and specifications fore-cigarettes,e-
cigarette componentparts and e-liqu id s.

133 Itis notu ncommon forFD A to d elayru lemakingu ntilthe u nd erlyingscience is
established .The potentialregu lation of mentholin cigarettes is agood example.A s noted in
Section IIabove,the A gencyis cu rrentlywaitingforthe science to d evelopbefore promu lgating
aru le prohibitingorrestrictingthe u se of mentholas acharacterizingflavorin cigarettes.FD A
shou ld take the same approachhere and waitu ntilithas su fficientscientific u nd erstand ingto
promu lgate prod u ctstand ard s and GM P s forthese prod u cts.Itshou ld d elay d eemingthese novel
prod u cts to be regu lated tobacco prod u cts u ntilsu chtime.

134 A ccord ingto FD A ’s own Strategic Plan for Regulatory Science,the A gency’s “core
responsibilityis to protectconsu mers byapplyingthe bestpossible science to its regu latory
activities.”In this regard ,“FD A is also responsible forad vancingthe pu blic healthbyhelpingto
speed innovations thatprovid e ou rnation withsafe and effective med icines and d evices and keep

(continu ed … )
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M anyotherind u stries have benefitted from this approach,and FD A has worked with
stand ard s settingbod ies in the pastin this veryway.Forexample,in 2006 FD A issu ed an
u pd ated listof consensu s stand ard s recognized by the A gencyforu se in evalu atingmed ical
d evices priorto receivingpremarketapprovalforentry.The Food and D ru gA d ministration
M od ernization A ct(FD A M A )of 1997 au thorized the A gencyto recognize stand ard s d eveloped
in an open and transparentprocess,su chas those d eveloped byA merican N ationalStand ard s
Institu te (A N SI)-accred ited stand ard s d evelopingorganizations,as wellas the International
O rganization forStand ard ization (ISO )and the InternationalElectrotechnicalC ommission
(IEC ).135

Ultimately,withrespectto e-liqu id s,prod u ctstand ard s shou ld be d esigned to ensu re that
the ingred ients u sed are U.S.P harmacopeia(USP )-certified (where applicable)and are su itably
pu re fortheirintend ed u se (i.e., the amou ntof impu rities/contaminants d o notexceed specified
levels),thatwell-known impu rities su chas d iethylene glycoland d iacetyl,amongothers,are not
d etectable atappropriately sensitive analyticald etection limits u singstand ard testproced u res,
and thatthe concentrations of nicotine and otherbaseline ingred ients are verifiable and accu rate.
C hild -resistantand tamperevid entpackagingforany e-liqu id containingnicotine sold to
consu mers shou ld also be mand ated .Fu rthermore,as d etailed below,GM P s fore-liqu id s shou ld
be established based on A EM SA ’s manu factu ringstand ard s to ensu re these prod u cts are
manu factu red in asafe manner.FD A shou ld also consid erregu latingthese refillable e-liqu id s
based on acombination of commercialfood manu factu ringand micro-brewery/winerystand ard s.

Regard inge-cigarette d evices themselves,stand ard s shou ld focu s on the followingcore
principles:

" The mostimportantstand ard forFD A to establishis aregu latorymaximu m temperatu re
limitthatavaporizerd evice maynotexceed d u ringoperation,regard less of the e-liqu id ,

(… continu ed )
ou rfood su pplysafe,while helpingA mericans getthe accu rate,science-based information they
need to u se med icalprod u cts and consu me food s to improve and maintain theirhealth.”W e
recommend FD A heed its own ad vice,and base anyd ecisions withrespectto the regu lation of e-
cigarettes and e-liqu id s on sou nd ,peer-reviewed science.See Introduction: Strategic Plan for
Regulatory Science,available online at:
http://www.fd a.gov/ScienceResearch/SpecialTopics/Regu latoryScience/u cm268 098 .htm.

135 See A N SI,FDA Issues List of Recognized Consensus Standards for Medical Devices,
available online at:
http://www.ansi.org/news_pu blications/news_story.aspx?menu id =7 & articleid =1190.
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airflow orheatercoilu sed .This is criticallyimportantbecau se the breakd own of the
consu mable e-liqu id flu id into potentiallyharmfu lsu bstances is primarily afu nction of
temperatu re.In otherword s,the chemicalcomposition of the inhaled aerosolwilllargely
d epend on the temperatu re to whichthe e-liqu id and internalvaporizercomponents (coil)
are heated . Excessive heatmayresu ltin the formation of u nintend ed
impu rities/d egrad ation compou nd s,su chas formald ehyd e.In d evelopingtemperatu re
stand ard s,FD A shou ld workwithind u stryexperts to d etermine if there shou ld be one
maximu m temperatu re forallprod u cts,orwhetheritmakes sense to have mu ltiple
temperatu re limits forspecific prod u cttypes ore-liqu id (e.g.,if the e-liqu id contains
propylene glycol,then the internaltemperatu re of the d evice shou ld notexceed that
whichcou ld resu ltin the formation of formald ehyd e).

" P rod u cts shou ld incorporate stand ard safetyfeatu res inclu d ing,bu tnotlimited to,au to-
shu toff capabilities,short-circu itprotections,and “smartcharging”ability,136 over/u nd er-
charge protections,and consu mersafety featu res to preventabu se/misu se (i.e.,child -
proof packaging).

" A lle-cigarette d evices and components shallincorporate electronic protections d esigned
and constru cted so thatashort-circu itin the atomizer,improperlyinstalled battery,
incorrectbatteryoranyreasonablyforeseeable errorbythe consu mer(i.e.,u sing
u nau thorized carcharger)willnotcau se u nacceptably elevated temperatu res,charring,
smoke orfire.

" B atteries and chargers shou ld be d esigned to ensu re theywillnotover-heatorcau se
electricald amage to the d evice.

" Electronic cigarette d evices and components shou ld be requ ired to meetstand ard s similar
to the Eu ropean Union’s Restriction of H azard ou s Su bstances D irective 2002/95/EC
(RoH S orRoH S2),whichrestricts the u se of certain hazard ou s su bstances (e.g.,lead ,
mercu ry,cad miu m,hexavalentchromiu m,polybrominated biphenyls,polybrominiated
d iphenylether)in electricaland electronic equ ipment.

" Stand ard s forthe manu factu re and u se of the variou s e-cigarette/A RP V componentparts
(e.g.,ad apters,atomizers,cartomizers,clearomizers,batteries,chargers,tanks,end caps,
tu bing,internalmicroprocessors/motherboard s,springs,o-rings,d rip-tips/mou thpieces,
wickingmaterials,and otherd evice components su chas internalconnectors,bu ttons,

136 Smartchargingability refers to technologytypicallyfou nd in smartphones thatstops
chargingcu rrentflow to the batterywhen fu llycharged .
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casings,gaskets,seals,internalchargingcircu itry components,etc.)shou ld be d eveloped .
Itsimplyd oes notmake sense to requ ire componentpartmanu factu rers to su bmit
P M TA s foreachof theirthou sand s of prod u cts.Instead ,if acomponentpartmeets the
applicable stand ard and is manu factu red in accord ance withGM P ,itshou ld be allowed to
market.

" Stand ard s shou ld be d eveloped to ensu re consistentaerosold elivery.B oostcircu its may
be requ ired to ensu re consistentaerosolou tpu tby maintainingthe heatlevel,or
ad ju stable airflow featu res (e.g.,airflow sensors).

" Gu id elines shou ld be d eveloped forthe safe hand lingof nicotine when mixinge-liqu id s
in the home.

" O f cou rse,in ad d ition to prod u ctstand ard s,ind u stry-specific GM P s shou ld be d eveloped
to ensu re thatthe d evices and components are safelymanu factu red .

O nce the stand ard s (and GM P s)have been established ,in ord erto mostefficientlyu tilize
bothind u stryand FD A resou rces,e-cigarette and e-liqu id manu factu ringcompanies shou ld be
able to self-d etermine whethertheirprod u cts are compliantwithallapplicable stand ard s and
manu factu red pu rsu antto GM P s su bject,of cou rse,to FD A verification and inspection.This is
critical,as the A gency’s abilityto achieve the pu blic healthgoals of the legislation willd epend
largelyon whetheritcan efficientlyu tilize its resou rces.

2. Good Manufacturing Practices for E-Liquids

Good M anu factu ringP ractices or“GM P s”are systems and proced u res thatare d esigned
to ensu re the qu alityand safe manu factu ringof aprod u ct.FD A has established GM P s cod ified
in its regu lations forfood ,d ietarysu pplements,d ru gs and med icald evices. W ithrespectto
tobacco prod u cts,the Tobacco C ontrolA ctgives FD A the au thorityto issu e regu lations related
to tobacco prod u ctmanu factu ringpractice in ord erto protectthe pu blic healthand to assu re that
tobacco prod u cts are in compliance withthe law.Specifically,Section 906(e)of the A ctrequ ires
thatFD A prescribe regu lations requ iringthatthe method s u sed in,and the facilities and controls
u sed for,the manu factu re,preprod u ction d esign valid ation (inclu d ingaprocess to assess the
performance of atobacco prod u ct),packing,and storage of tobacco prod u cts conform to (i)
cu rrentGM P s or(ii)hazard analysis and criticalcontrolpointmethod ology.O f importance,
Section 906(e)also states thatthe GM P regu lations “mayd ifferbased on the type of tobacco
prod u ctinvolved .”
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FD A shou ld establishGM P s forthe manu factu re of e-liqu id s based on A EM SA ’s well-
established e-liqu id manu factu ringstand ard s,whichare available online (at
http://www.aemsa.org/stand ard s/)and inclu d ed in Appendix I hereto.137 This is especially
criticalbecau se many e-liqu id s u sed in cigalike d evices are prod u ced in C hina,where there is
little regu latoryoversightovertheirmanu factu re.A EM SA members have been able to
d emonstrate forseveralyears now thatcontentand qu alityin e-liqu id s (inclu d ingnicotine
content)is verifiable and su stainable.

A s noted above,A EM SA is the firstand onlymanu factu rers’trad e association
completelyd ed icated to creatingresponsible and su stainable stand ard s forthe manu factu ringof
e-liqu id s.O ne of A EM SA ’s primary goals is to provid e consu mers withhigherd egrees of
confid ence thatou rmembers’prod u cts are manu factu red withprofessionalism,accu racyand in a
safe manneru ntilsu chtime as FD A promu lgates GM P s fore-liqu id s.A EM SA believes thate-
liqu id manu factu rers have the responsibilityto:

" V erifythe accu racyof nicotine contentin e-liqu id prod u cts;
" Ensu re the qu alityof allingred ients in e-liqu id prod u cts;
" P repare e-liqu id prod u cts in aclean,sanitaryand safe environment;
" Ensu re e-liqu id prod u cts are packaged and d elivered in asafe manner;and
" P rovid e alevelof transparencyinto the monitoringand verification process.

These are the core beliefs u nd erlyingA ESM A ’s manu factu ringstand ard s.To assu re thatthatthe
pu blic healthis protected and thate-liqu id s are manu factu red in compliance withthe Tobacco
C ontrolA ct,FD A shou ld ad optGM P s based on these stand ard s,whichwillensu re thate-liqu id s
are notcontaminated ormanu factu red in su chawaythatwillresu ltin the prod u cts being
ad u lterated ormisbrand ed .

137 A EM SA has recently ad d ed D r.Richard Soltero of InstantGM P ,Inc.as aSu bjectM atter
Expert(SM E).InstantGM P ,Inc.was fou nd ed in 2004 to d evelopweb-based software for
manu factu ringprod u cts thatmu stcomplywithcu rrentGood M anu factu ringP ractices (cGM P )
and FD A requ irements withthe goalof makingGM P prod u ction easy.Theirsoftware systems
were d eveloped to meetthe stand ard s of cGM P ,GA M P and 21 C FR P art11.InstantGM P has
alread ybeen workingwithE-L iqu id manu factu rers and theynow have ad esignated focu s in this
ind u stry.Theyhave awebsite section id entified as “InstantGM P V ape”withsu b categories for
E-L iqu id M anu factu ringSoftware,E-L iqu id calcu lator,E-L iqu id SO P s,E-L iqu id manu factu ring
process,FD A regu lations timeline and aV ape glossary.See http://www.aemsa.org/aemsa-
welcomes-new-gmp-sme/.
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b. Regulatory Framework No. 2: Neither Advanced Refillable Personal
Vaporizers Nor Their Component Parts Should Not Be Considered “Covered
Tobacco Products” Under the Deeming Regulation

A lthou ghthe med iaoften portrays e-cigarettes as heterogeneou s,these prod u cts vary
vastlyin theirfu nction,contentand appearance.A s noted above,there is acleard istinction
between cigalike d evices and A RP V s,bothin terms of the prod u cts themselves and who u ses
them.W iththese d istinctions in mind ,even if we assu me,arguendo,that“electronic cigarettes”
shou ld be regu lated u nd erthe same regu latoryregime as combu stible tobacco cigarettes,su ch
regime shou ld only apply to cigalike d evices,and not to A RP V s and the refillable e-liqu id s u sed
in them.Those prod u cts shou ld instead be ex empted from the meaningof “covered tobacco
prod u cts,”alongwithpremiu m cigars,u nd erthe N P RM ’s “O ption 2”.138

A RP V s d ifferfrom cigalike d evices in manyof the same ways thatpremiu m cigars d iffer
from cigarettes and little cigars.Forexample,bothprod u cts are u sed byad u ltconnoisseu rs and
can generallybe fou nd in specialtystores (cigarshops and tobacconists forpremiu m cigars and
“vape shops”forA RP V mod s and e-liqu id s).These prod u cts are also mu chmore expensive than
theircheapercou nterparts.A RP V s can costafew hu nd red d ollars to assemble,significantly
more than the typicalread y-mad e cigalike d evice which,like cigarettes and little cigars,which
are wid elyd istribu ted in locations where child ren mightview them.C ompared to cigalike
mod els,A RP V s are notonlybetterd esigned and incorporate nu merou s safetyfeatu res d escribed
above,bu talso provid e agreaterpotentialpu blic healthbenefitbecau se they are able to more
consistentlyd eliverthe nicotine-containingaerosoland becau se theymaybe u sed withavariety

138 The N P RM proposes two alternatives regard ingthe scope of the ru le:O ption 1 wou ld
inclu d e allcigars as prod u cts covered bythe proposed regu lations and O ption 2 wou ld carve ou t
an exception from coverage for“premiu m cigars.”A “premiu m cigar”wou ld be d efined as a
cigarthat:(1)Is wrapped in whole tobacco leaf;(2)contains a100 percentleaf tobacco bind er;
(3)contains primarilylongfillertobacco;(4)is mad e bycombiningmanu allythe wrapper,filler,
and bind er;(5)has no filter,tip,ornon-tobacco mou thpiece and is capped byhand ;(6)has a
retailprice (afteranyd iscou nts orcou pons)of no less than $10 percigar(ad ju sted ,as necessary,
every2 years effective Ju ly1st,to accou ntforany increases in the price of tobacco prod u cts
since the lastprice ad ju stment);(7 )d oes nothave acharacterizingflavorotherthan tobacco;and
(8 )weighs more than 6 pou nd s per1000 u nits.
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of available refillable e-liqu id flavors,whichhelpsmokers d isassociate theirhabitwiththe taste
of tobacco/combu stion.139

Forthese reasons,to the extentthataccess to inhalable nicotine from non-combu sted
sou rces may entice some non-smokers to startvapingand possiblyto smoking,the likelycu lprit
willbe cigalike d evices ratherthan A RP V s.A s nu merou s stu d ies and su rveys have shown
(severalof whichare d escribed in Section IV ),the vastmajorityof A RP V u sers are former
smokers who,when they were u nsatisfied withcigalikes,transitioned to the more ad vanced
prod u cts instead of revertingbackto combu stible cigarettes.A RP V u sers also d o nottypically
engage in “d u alu se”withcigarettes,becau se the ad vanced prod u cts are betterable to satisfy
theircravings.140 O f cou rse,anyhypothetical“gateway”threatposed bycigalike d evices mu st
be balanced againstthe pu blic healthbenefitthose prod u cts offerbyprovid ingaless harmfu l
alternative forcigarette smokers.

Itis also importantto highlightagain thatthere is nothingto ind icate thatC ongress
intend ed to even regu late non-tobacco leaf prod u cts like e-cigarettes and A RP V s.A s noted
above,in arecentd raftreportbythe H ou se A ppropriations C ommittee on the FD A fu nd ingbill,
the C ommittee noted thatexemptingpremiu m cigars from the scope of the D eemingRegu lation
mad e sense becau se there was “little mention of cigars”in the legislation.141 Specifically,the
C ommittee stated thatitbelieves thatexemptingpremiu m cigars from regu lation cou ld be a
viable solu tion,given thatthe Tobacco C ontrolA ctmakes little mention of cigars throu ghou tthe
legislation,and there is even less evid ence thatC ongress intend ed to focu s on the u niqu e su bset
of premiu m cigars which“are shown to be d istinctfrom othertobacco prod u cts in theireffects
on you thinitiation,the frequ encyof theiru se by you thand you ngad u lts,and othersu ch
behavioraland economic factors.”

W hile there maybe “little mention”of cigars in the Tobacco C ontrolA ct,there is no
mention atallof e-cigarettes ore-liqu id s in eitherthe textof the legislation orin the
C ongressionalrecord .If FD A feltcompelled to exercise its d iscretion to not d eem premiu m
cigars as covered tobacco prod u cts in its proposed “O ption 2”of the N P RM then,forthe reasons

139 See Farsalinos,et al.,Nicotine absorption from electronic cigarette use: comparison
between first and new-generation devices,Scientific Reports 4,A rticle nu mber:4133,available
online at:http://www.natu re.com/srep/2014/140226/srep04133/fu ll/srep04133.html.

140 See M claren,N eil,Vaping.com Big Survey 2014 - Initial Findings General,(2014),
available http://vaping.com/d ata/vaping-su rvey-2014-initial-find ings.

141 See http://appropriations.hou se.gov/u pload ed files/hrpt-113-hr-fy2015-agricu ltu re.pd f.
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noted above,itshou ld d o the same withrespectto A RP V s,even if cigalike d evices are
eventu allyinclu d ed .

Finally,even if A RP V s are d eemed to be regu lated tobacco prod u cts,itis criticalthat
FD A notalso consid erthe manycomponentparts of su chprod u cts to be covered tobacco
prod u cts.W hile we u nd erstand thatthe tobacco prod u ctd efinition in Section 201(rr)of the A ct
inclu d es any“component,partoraccessory of atobacco prod u ct,”su bjectingthe nu merou s
componentparts to the Tobacco C ontrolA ctrequ irements,in particu larthe premarket
requ irements,simplyd oes notmake sense.W e note thatwithrespectto the cu rrentlyregu lated
tobacco prod u cts (e.g.,cigarettes,cigarette tobacco,smokeless tobacco and roll-you r-own
tobacco)FD A has chosen notto requ ire componentpartmanu factu rers (e.g.,cigarette filter
makers)to su bmitpremarketapplications fortheirprod u cts.In FD A ’s Gu id ance forInd u stryon
Section 905(j)Su bstantialEqu ivalence Reports,the A gencystates thatitintend s to limitits
enforcementof the Section 910 and 905(j)premarketrequ irements to finished,regu lated tobacco
prod u cts.142 A lthou ghthe term “tobacco prod u ct”necessarilyinclu d es componentparts su chas
cigarette rollingpapers,filters orfiltertu bes,in ord eravoid the su bmission of d u plicative
information,FD A states thatitd oes notintend to enforce the premarketapplication requ irements
forcomponents of regu lated tobacco prod u cts thatare sold ord istribu ted solelyforfu rther
manu factu ringinto the finished prod u cts.Rather,FD A expects to receive allrelevant
information regard ingtobacco prod u cts mad e withnew ormod ified components in the
premarketapplications su bmitted bythe end tobacco prod u ctmanu factu rers (i.e.,the cigarette
manu factu rer)in su pportof the finished tobacco prod u cts.This also means thatitis u pto the
finished tobacco prod u ctmanu factu rers to ensu re thataccu rate information abou tanynew or
mod ified components are inclu d ed in the premarketapplications fortheirprod u cts.143

142 See Guidance for Industry and FDA Staff: Section 905(j) Reports: Demonstrating
Substantial Equivalence for Tobacco Products (Jan.5,2011),available online at:
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Gu id anceC omplianceRegu latoryInformation/U
C M 239021.pd f.

143 The Gu id ance d ocu mentstates,in pertinentpart,“[t] he [finished prod u ct] manu factu rer
mu stobtain appropriate marketau thorization forany changes to atobacco prod u ct,inclu d ing
mod ifications to components.Forexample,if afinished cigarette manu factu rer’s filtersu pplier
changed the conformation of its filters,orchanged the ingred ients in its filters,the finished
cigarette manu factu rerwou ld be responsible forinclu d ingthis change as partof its su bmission of
its new prod u ctapplication.”See Section IV (A )of the Gu id ance.
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A s noted above,there are d ozens of separate parts thatgo into makingthe finalA RP V ,
su chas atomizers,cartomizers,clearomizers,batteries,chargers,tanks,end caps,tu bing,internal
microprocessors/controlcircu its,springs,o-rings,d rip-tips/mou thpieces,wickingmaterials,and
otherd evice components su chas internalconnectors,bu ttons,casings,gaskets,seals,and
internalchargingcircu itry components.Fu rthercomplicatinganypotentialregu lation of these
components as tobacco prod u cts is the factthatthese can allbe u sed in d evices in conju nction
withzero-nicotine e-liqu id ;thu s,in those situ ations,these prod u cts/components wou ld notfall
within FD A ’s tobacco prod u ctau thority.A d d itionally,manyof these parts and materials u sed to
make them are u sed in otherconsu mergood s,su chas cellphones,laptopcompu ters,toys,
remote controls,powerstations and cameras.

To requ ire e-cigarette and A RP V componentpartmanu factu rers to su bmitP M TA s for
eachof theirhu nd red s of prod u cts,wou ld resu ltin an effective ban of these prod u cts.FD A
shou ld d evelopprod u ctstand ard s/specifications foreachcomponenttype,as wellas stand ard s
forwhatcombinations of components maybe u sed together.If acomponentpartmeets the
applicable stand ard and is manu factu red in accord ance withGM P ,itshou ld be allowed to
market.Fu rthermore,as d iscu ssed in Regu latory FrameworkN o.3below,componentpart
manu factu rers shou ld be able to su bmitto FD A the confid entialmanu factu ring,composition and
otherproprietarybu siness information abou ttheirprod u cts in aconfid entialTobacco P rod u ct
M asterFile forau thorized cu stomers (i.e.,A RP V manu factu rers)to reference in theirFD A
su bmissions,as necessary.

c. Regulatory Framework No. 3: FDA Should Establish a New “Grandfather
Date” to Apply to E-cigarette and E-liquid Products and Model the
Substantial Equivalence Requirements Based on the 510(k) Pathway for
Medical Devices

The Tobacco C ontrolA ctrequ ires tobacco manu factu rers and importers to obtain FD A
premarketreview priorto introd u cing“new”tobacco prod u cts into interstate commerce.A new
tobacco prod u ctis d efined as “(1)anytobacco prod u ct(inclu d ingthose prod u cts in testmarkets)
thatwas notcommercially marketed in the United States as of Febru ary15,200 7 ;or(2)any
mod ification (inclu d ingachange in d esign,any component,anypart,orany constitu ent,
inclu d ingasmoke constitu ent,orin the content,d eliveryorform of nicotine,oranyother
ad d itive oringred ient)of atobacco prod u ctwhere the mod ified prod u ctwas commercially
marketed in the United States afterFebru ary15,200 7 .”144 In otherword s,the premarketreview

144 21 U.S.C .§ 38 7 j(a)(1)(A )-(B ).
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requ irementapplies to alltobacco prod u cts firstintrod u ced to the marketormod ified in anyway
afterthe Febru ary15,200 7 “Grand fatherD ate”.145

The N P RM forthe D eemingRegu lation imposes the existingFebru ary15,200 7
Grand fatherD ate to newly covered tobacco prod u cts.Thu s,if the proposalwere to become
effective as d rafted ,any d eemed tobacco prod u ct,inclu d inge-cigarettes and theire-liqu id
components,wou ld be consid ered “new tobacco prod u cts”su bjectto premarketreview if they
were notcommercially marketed in the United States as of Febru ary15,200 7 ormod ified in any
wayfrom aprod u ctthatwas commerciallymarketed afterthatd ate.FD A states in the N P RM
thatbecau se the Grand fatherD ate is setbythe statu te,itd oes notbelieve ithas the au thorityto
change itbyregu lation.O f cou rse,as d etailed in Section IV above,there is mu chpreced ent
su pportingthatFD A can u se its ru lemakingau thorityto find regu latorysolu tions otherthan
those explicitlyanticipated byC ongress and setforthin the statu te.

A EM SA is notaware of any e-cigarette ore-liqu id prod u ctthatwas commercially
marketed on Febru ary15,200 7 .B ecau se there are no viable pred icate prod u cts thatwere on the
marketon thatd ate,no e-cigarettes ore-liqu id s prod u cts wou ld be consid ered grand fathered .
Recognizingthe d ifficu lty thatimposingthe statu tory Grand fatherD ate willcau se the ind u stry,
FD A has proposed acompliance policyin the N P RM thatwou ld d elay enforcementof the
premarketau thorization requ irements forthe newly d eemed prod u cts.Und erthis policy,FD A
wou ld allow anye-cigarette ore-liqu id prod u ctmarketed afterFebru ary15,200 7 throu ghtwo
years afterthe effective d ate of the D eemingRegu lation to remain on the marketprovid ed (1)
eitheraP M TA (orSE Report146)forsu chprod u ctis su bmitted bythe two yearanniversaryof the
effective d ate of the regu lation,and (2)u ntilsu chtime as FD A d enies the premarketsu bmission.
This means thatif the N P RM becomes effective as d rafted ,alle-cigarette and e-liqu id prod u cts
marketed between now and throu ghtwo years afterthe effective d ate of the D eemingRegu lation
willneed to go throu ghthe P M TA process to remain on the market.Forprod u cts not on the
marketatthe end of the two yearcompliance period ,e-cigarette and e-liqu id manu factu ring
companies willneed to first obtain P M TA au thorization from the A gencybefore introd u cing
su chprod u cts into commerce.

145 P remarketreview means thatbefore introd u cinganew tobacco prod u ctto the market,the
manu factu rer/importermu stobtain from FD A either(1)an ord erau thorizingits marketingafter
review of aP M TA su bmission,(2)afind ingof “su bstantialequ ivalence”to apre-Febru ary15,
200 7 tobacco prod u ct(oranotherprod u ctpreviou slyd eemed su bstantially equ ivalent),ora(3)
“minormod ification”exemption from the su bstantialequ ivalence requ irements.

146 B u tbecau se there are no grand fathered e-cigarette ore-liqu id prod u cts,the P M TA is the
onlyviable premarketpathway.
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This two yearpost-effective d ate compliance period bu ffer,however,d oes nothingbu t
d elaythe complete collapse of the e-cigarette and e-liqu id ind u stries as they existtod ay.A s
d iscu ssed in Section IV above,requ iringalle-cigarette and e-liqu id prod u cts to obtain premarket
au thorization bywayof aP M TA willresu ltin these prod u cts eventu allybeingremoved from the
marketand effectivelybanned ,even thou ghthis was neverintend ed byC ongress.W hile su cha
resu ltwou ld u nd ou bted ly be d isastrou s forthe pu blic health,as millions of formersmokers
wou ld likelytu rn backto harmfu ltobacco-leaf and combu sted prod u cts,itmaybe prevented if
the A gencyu tilizes amore appropriate grand fatherd ate forthese novel,significantlyless risky
prod u cts.

i. FDA Should Establish a New “Grandfather Date” to Apply to E-
cigarette and E-liquid Products

FD A shou ld u se its ru lemakingau thorityto establishamore appropriate grand fatherd ate
to specificallyapplyto e-cigarettes and e-liqu id s otherthan the Febru ary15,200 7 d ate provid ed
in the statu te,whichwas onlyintend ed to applyto tobacco-leaf containingprod u cts.A s d etailed
in Section IV herein,there are nu merou s reasons whyitsimplyd oes notmake sense to applythe
Febru ary15,200 7 d ate to e-cigarettes and theircomponents;namely,C ongress d id notintend the
Tobacco C ontrolA ctrequ irements,su chas the statu toryGrand fatherD ate,to be strictlyapplied
to novelprod u cts thatd o notcontain tobacco leaf and onlyd eliveraerosolized nicotine.In this
regard ,the u nd erlyingpu rpose forestablishingthe Grand fatherD ate was to create arigorou s
premarketprocess to ensu re thatnew,more harmfu ltobacco leaf-containing prod u cts d id not
enterthe market.B u tas d etailed above,e-cigarettes and theire-liqu id components are d rastically
less harmfu lthan tobacco leaf prod u cts and ,in particu lar,combu sted prod u cts.These prod u cts
provid e aclearpu blic healthbenefit,and the rapid lyevolvingtechnology is onlymakingthese
prod u cts saferand less risky.Innovation in the e-cigarette ind u stryis mu chd ifferentfrom that
of trad itionaltobacco.A s companies have become more sophisticated ,the u ses of higherqu ality
ingred ients and parts,as wellas prod u ction qu ality stand ard s have become more common.There
is avibrantcompetition amonge-cigarette and e-liqu id manu factu rers to d evelopsaferprod u cts
forad u ltsmokers lookingto transition to less harmfu lforms of nicotine.147

147 A few examples of the types of safety and engineeringad vancements thathave now
become common in e-cigarettes (particu larlyA RP V s)inclu d e improved battery and charger
technology,au to-shu toff capabilities,short-circu itprotections,temperatu re limitations,and e-
liqu id wickingand qu ality improvements.E-liqu id s are also mu chless harmfu l(i.e.,contain
feweru nintend ed impu rities,etc.)as the qu alityof ingred ients and manu factu ringprocesses have
improved .
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A d d itionally,e-cigarettes were actu allyprohibited by FD A from enteringthe U.S.market
backin 200 7 .A tthattime,FD A consid ered e-cigarettes to be u napproved d ru gd eliveryd evices.
In 200 8 ,the A gencyseized shipments of some e-cigarette prod u cts thatwere beingimported
from C hinabecau se itviewed them as u napproved d ru gd eliveryd evices.Itwas only afterthe
d ecision in Sottera thatthe A gency was forced to recognize thate-cigarettes are notd ru gs/d ru g
d eliveryd evices bu tcan be allowed on the marketas u nregu lated tobacco prod u cts.Thu s,it
makes no sense to apply the Febru ary15,200 7 Grand fatherD ate to prod u cts that,in FD A ’s
view,were noteven allowed to be on the marketatthattime.

Even if there was aviable pred icate e-cigarette on the marketon the statu tory
Grand fatherD ate,su chprod u ctwou ld mostlikely be aru d imentary,d isposable cigalike d evice.
Electronic cigarette technologyhas improved immenselysince those firstprod u cts entered the
U.S.A few examples of the types of safety and engineeringad vancements thathave now
become common in e-cigarettes (particu larlyA RP V s)inclu d e improved battery and charger
technology,au to-shu toff capabilities,short-circu itprotections,temperatu re limitations,and e-
liqu id wickingand qu ality improvements.E-liqu id s are also mu chless harmfu ltod ay(i.e.,
contain feweru nintend ed impu rities,etc.)as the qu alityof ingred ients and manu factu ring
processes have improved .A pplyingthe statu tory Grand fatherD ate to this ind u strywou ld allow
manu factu rers to prod u ce prod u cts id enticalto those thatmayhave been on the marketon that
d ate,and to ignore and exclu d e technologicalad vancements thatbenefitthe pu blic health.148 In
short,applyingthe 200 7 Grand fatherD ate wou ld completelyd isincentivize anyand allcu rrent
and fu tu re innovations,as wellas eliminate many thathave alread ybeen ad opted and thatare in
d evelopment.Forthese reasons,itmakes little sense forFD A to strictlyapplythe original
Grand fatherD ate to e-cigarettes.

Instead ,FD A shou ld u se its enforcementd iscretion to allow e-cigarettes and theire-
liqu id components thatare on the marketon the effective d ate of the D eemingRegu lation to be
grand fathered and ,therefore,remain on the marketwithou tobtainingFD A premarket
au thorization.149 To u nd erstand whythis d ate makes the mostsense,itis importantto consid er
the why Febru ary15,200 7 was selected as the statu toryGrand fatherD ate.Thatd ate has no

148 A s d iscu ssed below,becau se the “d ifferentqu estions of pu blic health”legalstand ard for
su bstantialequ ivalence requ ires assessingthe popu lation-levelimpactof anyprod u ct
mod ifications,itwou ld be veryd ifficu ltand potentiallyimpossible to d emonstrate thatnew
safetyfeatu res and engineeringad vancements d o not raise d ifferentqu estions of pu blic health
and so are su bstantiallyequ ivalentto agrand fathered prod u ct.

149 Su chgrand fathered prod u cts,of cou rse,willbe able to serve as pred icate prod u cts forSE
Reports forfu tu re prod u cts.
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specialmeaning,otherthan itwas simplythe d ate thatthe H ou se and Senate bills thateventu ally
became the Tobacco C ontrolA ctwere reintrod u ced in C ongress,afterpreviou s versions of the
billhad failed to pass.150 In fact,even thou ghitwas H .R.1256,introd u ced on M arch3,2009 in
the 111th C ongress,151 thatwas u ltimatelysigned by the P resid ent,we su spectthatthe original
Febru ary15,200 7 grand fatherd ate was keptin the legislation,atleastin part,becau se thatwas
the d ate thatpu tthe tobacco ind u stryon officialnotice notonlythatitwou ld be su bjectto FD A ’s
au thority,bu thow itwou ld be regu lated .

Usingthis same logic of “firstnotice,”FD A shou ld establishthe effective d ate of the
finalD eemingRegu lation as the grand fatherd ate fore-cigarettes and e-liqu id s.This is
especiallytru e if the A gencyproposes anew regu latoryscheme tailored forthese prod u cts in the
finalru le,as these comments ad vocate.The grand fatherd ate shou ld be d elayed concu rrentwith
implementation of an appropriate regu latoryscheme appropriate forthe riskinvolved . A s noted
in Section IIabove,the A gencyfailed to promu lgate an advanced notice of proposed
ru lemaking,even thou ghthe N P RM requ ests the pu blic to propose alternative regu latory
frameworks fore-cigarettes.In lightof these requ ests,the A gencyshou ld expectto receive
many comments abou thow to regu late e-cigarettes.Itis entirelypossible,and we certainly
hope,thatthe A gencyseriou slyconsid ers su chcomments as itprepares its finalru le.If FD A
chooses to incorporate new requ irements tailored to e-cigarettes in the finalru le,itshou ld make
the effective d ate of su chregu lation the new grand fatherd ate forthese prod u cts in ord erto
provid e the ind u stry withenou ghtime to prepare forregu lation and to preventits complete
collapse.152

150 See Statement of Rep. Henry A. Waxman Reintroduction of the “Family Smoking
Prevention and Tobacco Control Act,”d ated Febru ary15,200 7 ,available online at:
http://oversight-archive.waxman.hou se.gov/d ocu ments/200 7 021616510 8 -7 8 937 .pd f;see also
L ibraryof C ongress Su mmaryof S.625(110 th):FamilySmokingP revention and Tobacco
C ontrolA ct,available online at:
https://www.govtrack.u s/congress/bills/110/s625#su mmary/libraryofcongress.

151 See https://www.govtrack.u s/congress/bills/111/hr1256/text.

152 Two otherpotentialalternative grand fatherd ates fore-cigarettes and e-liqu id prod u cts
are A pril25,2014,the N P RM pu blication d ate,orA pril25,2011,the d ate the A gencypu blished
aletterto stakehold ers on its website ind icatingthatitintend ed to captu re e-cigarettes as
regu lated prod u cts viaits ru lemakingau thority.N eitherof these d ates,however,wou ld
grand fatherthe manynow stand ard safetyfeatu res in tod ay’s ad vanced e-cigarettes.This is a
majorconcern becau se,as d iscu ssed below,d emonstratingthatsu chchanges d o notraise
“d ifferentqu estions of pu blic health”is incred ibly d ifficu lt,as itrequ ires assessingthe
popu lation-levelimpact.Rather,FD A shou ld u se the effective d ate of the D eemingRegu lation

(continu ed … )
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ii. FDA Should Model the Substantial Equivalence Requirements Based
on the 510(k) Pathway for Medical Devices

In ad d ition to establishingamore appropriate grand fatherd ate fore-cigarettes and their
e-liqu id components,becau se of the significantly d ifferentriskprofile of e-cigarettes compared
to conventionalcigarettes,the A gencyshou ld acknowled ge thataless rigorou s implementation
of su bstantialequ ivalence d ocu mentation is appropriate.Specifically,FD A shou ld implement
the SE pathwayforsu chprod u cts in amannersimilarto the implementation of the med ical
d evice regu lation u nd erSection 510(k)of the FD C A ,as the cu rrentsu bstantialequ ivalence
regu latoryscheme is u ntenable forthese new prod u cts.

Und erthe cu rrentframework,even the mostminorchanges to apred icate prod u cttrigger
the premarketreview requ irement.FD A has issu ed anu mberof gu id ance d ocu ments confirming
its interpretation thatany mod ification to agrand fathered tobacco prod u ctconverts thatprod u ct
to a“new tobacco prod u ct”su bjectto premarketreview.153 This means thateitherafu ll
Su bstantialEqu ivalence (SE)Report154 (oreven more bu rd ensome P M TA )mu stbe su bmitted

(… continu ed )
as the new grand fatherd ate forthese prod u cts to ensu re thatitcaptu res the latestengineeringand
safetyad vancements thatbenefitthe pu blic health,and also mod elthe SE pathwayfore-
cigarettes afterthe 510(k)pathwayformed icald evices,as d iscu ssed below.

153 See Section 905(j)Reports:D emonstratingSu bstantialEqu ivalence forTobacco
P rod u cts,d ated Janu ary 201l,and D emonstratingthe Su bstantialEqu ivalence of aN ew Tobacco
P rod u ct:Responses to Frequ ently A sked Q u estions,d ated September2011.

154 A n SE Reportforatobacco prod u ctis acomplex filingthatrequ ires d emonstratingthata
new prod u ctis eitherid enticalto agrand fathered prod u ctorthatits d ifferent“characteristics”d o
notraise d ifferentqu estions of pu blic health.“C haracteristics”is d efined in Section
910(a)(3)(B )of the A ctas “the materials,ingred ients,d esign,composition,heatingsou rce,or
otherfeatu res of atobacco prod u ct.”FD A has recommend ed in theirgu id ance d ocu ments that
SE Reports inclu d e sid e-by-sid e qu antitative and qu alitative comparisons of the new and
pred icate prod u cts withrespectto allprod u ctcharacteristics.This means thatan SE Reportmu st
listalld esign featu res,ingred ients,materials,levels of H P H C s and otherfeatu res,and provid e a
d escription of prod u ctcomposition and ,if applicable,heatingsou rce.FD A cou ld also requ est
manu factu rers provid e consu merperception d ata,clinicald ata,abu se liabilityd ata,and
toxicologyd atato show thatanew prod u ctwithd ifferentcharacteristics d oes notpresent
d ifferentqu estions of pu blic health.See Guidance for Industry and FDA Staff: Section 905(j)
Reports: Demonstrating Substantial Equivalence for Tobacco Products (Jan.5,2011),available
online at:

(continu ed … )
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virtu allyeverytime amanu factu rermakes even the slightestchange to the d esign,component,
part,constitu ent,labelingoreven packagingof agrand fathered tobacco prod u ct.Ind eed ,FD A
has ind icated that,withrespectto tobacco leaf-containingprod u cts,itwillenforce the premarket
approvalrequ irements foreven the mostminorchanges,statingthatif a“su pplierof a
component(e.g.,the filter)began u singanew processingaid (e.g.,an antimicrobialagent)fora
su b-component(e.g.,paperu sed forthe filter’s plu gwrap)and the change is so minorthatitis
noteven capable of beingqu antified in the finished prod u ct,”su chmod ified prod u ctstillcannot
be marketed withou tFD A premarketapproval.155 The resu ltof FD A ’s strictinterpretation of the
statu te has been aflood of SE Reports bythe tobacco ind u strythathave completelycrippled the
A gency’s abilityto respond in atimelymanner.O n O ctober21,2013,the Government
A ccou ntability O ffice (GA O )released areportid entifyingsignificantshortcomings in FD A ’s
progress toward reviewingSE Reports su bmitted by the tobacco ind u stry.156 The GA O report
noted thatin the three years since FD A received the firstSE Reportin Ju ne 2010,the A gency
mad e finald ecisions on only17 of the 3,7 8 8 su bmissions received atthe time of the report.O n
average,ittookthe A gencyover1 ½ years to complete ju stthe initialreview steps (e.g.,
ju risd iction and completeness reviews)forP rovisionalSE Reports,and 6 months forRegu larSE
Reports itreceived .157

(… continu ed )
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Gu id anceC omplianceRegu latoryInformation/U
C M 239021.pd f.

155 See Draft Guidance for Industry and FDA Staff – Demonstrating the Substantial
Equivalence of a New Tobacco Product: Responses to Frequently Asked Questions
(September9,2011),available online at
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Resou rcesforY ou /ForInd u stry/UC M 27 1239.pd
f.W e fu rthernote thatFD A ’s d raftgu id ance Establishing That a Tobacco Product Was
Commercially Marketed in the United States as of February 15, 2007 (A pril22,2011),available
online at:
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Gu id anceC omplianceRegu latoryInformation/U
C M 3347 50.pd f,provid es information on whatevid ence is need ed to d emonstrate thataprod u ct
is ind eed grand fathered .

156 See ReportGA O -13-7 23from the U.S.GovernmentA ccou ntabilityO ffice,“N ew
Tobacco P rod u cts:FD A N eed s to SetTime Frames forIts Review P rocess,”available on the
GA O ’s website at:http://www.gao.gov/prod u cts/GA O -13-7 23.

157 A P rovisionalSE Reportis an SE Reportfiled withFD A byM arch22,2011 foranew
tobacco prod u ctcommerciallymarketed afterFebru ary15,200 7 bu tbefore M arch22,2011,
pu rsu antto Section 905(j)(2)of the Tobacco C ontrolA ct.A Regu larSE Reportd oes notmeet

(continu ed … )
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FD A ’s cu rrentapproachto premarketreview has notonlyplaced atremend ou s bu rd en on
FD A ,bu talso on the ind u stryitself.Requ iringmanu factu rers to prepare complex SE Reports or
P M TA s nearlyeverytime theymake achange to theirprod u ctorits labelingorpackagingwill
significantlyd rain resou rces and pu tmostsmallcompanies ou tof bu siness.A pplyingthese
requ irements to the e-cigarette and e-liqu id ind u stries willonlyexacerbate the situ ation,as there
are thou sand s of e-cigarette,e-cigarette componentand e-liqu id manu factu rers thatmake tens
and of thou sand s of prod u cts thatare constantlybeingmod ified to improve safetyand to ad ju st
to changingconsu merpreferences.Even if the FD A u ses amore appropriate grand fatherd ate
forthese prod u cts,the ind u strywillbe forced to prepare,and the A gency willbe inu nd ated with,
thou sand s of premarketapplications.To avoid this u nreasonable bu rd en on bothFD A and
ind u stry,the A gencyshou ld u se its ru lemakingau thorityto implementaregu latorysolu tion:for
d eemed prod u cts thatd o notcontain tobacco leaf,in ad d ition to establishinganew grand father
d ate,the A gencyshou ld implementthe Tobacco C ontrolA ct’s su bstantialequ ivalence pathway
in amannersimilarto the 510(k)program established ford evices.

Section 510(k)of the FD C A provid es thatamed icald evice manu factu rermayonly
marketanew ormod ified d evice if,aftersu bmittingapremarketnotification to FD A ,the
A gencyd etermines thatthe d evice is su bstantially equ ivalentto alegallymarketed pred icate
d evice.FD A realized ,however,thatrequ iringpremarketnotification foreverychange mad e to a
d evice was notan effective u se of resou rces and ,in yetanotherexample of the A gencyu singits
ru lemakingau thorityto create aregu latorysolu tion notexplicitlyanticipated byC ongress,
promu lgated afinalru le implementingthe 510(k)program in whichitconclu d ed thatit“shou ld
notrequ ire apremarketnotification foreverychange… since too many… changes are mad e on a
regu larbasis.”158 A ccord ingly,FD A ex empted from the su bstantialequ ivalence filing
requ irementchanges mad e to d evices thathad little orno impacton health,and established
regu lations provid ingthatonlychanges thatcou ld “significantly affectthe safetyoreffectiveness
of the d evice,”orthatconstitu te a“majorchange ormod ification”in the d evice’s intend ed u se,
requ ire a510(k)su bmission.159 FD A has pu blished gu id ance forind u stryto helpmanu factu rers
d etermine whethera510(k)shou ld be su bmitted foraparticu lartype of change,and has even

(… continu ed )
the statu tory criteriaforaP rovisionalSE su bmission (i.e.,the su bjecttobacco prod u ctwas either
noton the marketbefore M arch22,2011 oris notsu bjectto areportfiled by thatd ate).

158 See Establishment Registration and Premarket Notification Procedures,FinalRu le,42
Fed .Reg.42,519,42,522 (A u g.23.197 7 ).

159 See 21 C .F.R.§ 8 0 7 .8 1(a)(3).
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d eveloped aflowchartthatcan be u sed bymanu factu rers when analyzinghow changes to their
d evices mayaffectsafety oreffectiveness.160 A lthou ghad evice manu factu re can d etermine for
itself whetheraprod u ctchange merits su bmission of a510(k)application,FD A retains the
au thorityto inspectamanu factu rer’s d ocu mentation conclu d ingthatafilingwas notrequ ired for
aparticu larmod ification,and mayinitiate enforcementproceed ings if itd isagrees withthe
manu factu rer’s conclu sion.

B ecau se e-cigarettes and theircomponents are so mu chmore similarto med icald evices
than tobacco leaf-containingprod u cts,FD A shou ld promu lgate asimilarregu latory framework
governingthe su bstantialequ ivalence pathway forthese prod u cts,whereby premarket(i.e.,SE
Report)au thorization willonlybe requ ired forsignificantchanges thatmay be expected to raise
d ifferentqu estions of pu blic health.M oreover,manu factu rers shou ld be permitted to make the
initiald etermination of whetheran SE Reportis requ ired .Su chan approachwou ld be
completely consistentwiththe Tobacco C ontrolA ctand wou ld betterallow FD A to achieve
C ongress’s pu blic healthgoals.

FD A has actu allyrecognized thatthe 510(k)program mayserve as amod elforthe
su bstantialequ ivalence pathwayfortobacco prod u cts.A recentFood and Drug Policy Forum
pu blished bythe Food and D ru gL aw Institu te ad d ressed this verypoint161:

Thu s, in the preamble to the final regu lations for minor mod ification
exemptions u nd erFD & C A ctSection 905(j)(3),the A gency noted that“FD A
d id consid erthe requ irements applicable to med icald evices when d eveloping
this ru le,bu t conclu d ed those requ irements are inconsistent with Section
905(j)(3)… .Section 905(j)(3) specifically requ ires FD A to make certain
find ings,inclu d ing ad etermination of whetherthe mod ification wou ld be a
minormod ification of atobacco prod u ctthatcan be sold u nd erthe [Tobacco

160 See Deciding When to Submit a 510(k) for a Change to an Existing Device (Jan.10,
1997 ),available online at:
http://www.fd a.gov/med icald evices/d eviceregu lationand gu id ance/gu id anced ocu ments/u cm08 023
5.htm.

161 See J.B enneville H aas and N atalie N .Sand ers, Substantial Equivalence Under the
Family Smoking Prevention and Tobacco Control Act of 2009: How Can FDA Create a More
Effective and Efficient Regulatory Scheme?,FD L IFood and D ru gP olicy Foru m,A pril10,2013,
at8 -9.
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C ontrolA ct] … .”162 Importantly,the A gency’s statements are limited to a
d iscu ssion of the implementation of Section 905(j)(3);FD A d id notcomment
on the plau sibility of u sing the 510(k) P rogram as a mod el for the
implementation of the su bstantialequ ivalence pathway u nd erSection 905(j).
Ind eed ,the very textu ald istinction u pon which FD A based its conclu sion
abou t Section 905(j)(3) is not applicable to the statu tory langu age that
establishes the su bstantialequ ivalence pathway u nd er the Tobacco C ontrol
A ct.Ind eed ,Section 513(i)of the FD & C A ctd efines su bstantialequ ivalence
in the context of med ical d evices, stating that su bstantial equ ivalence
“means… thatthe Secretary by ord erhas fou nd thatthe d evice [has metthe
applicable stand ard s] .”This langu age is analogou s to thatfou nd in Section
910 of the Tobacco C ontrolA ct,provid ing thatsu bstantialequ ivalence for
tobacco prod u cts “means… thatthe Secretary by ord er has fou nd thatthe
tobacco prod u ct [has met the applicable stand ard s] .” Thus both the
statutory texts and FDA’s prior practice suggest that the 510(k) Program
should serve as a model for implementing the substantial equivalence
review under the Tobacco Control Act.

(Emphasis ad d ed .) W e fu rthernote thatFD A has alread y exercised enforcementd iscretion to
waive the su bstantialequ ivalence requ irements forcertain types of mod ifications mad e to
tobacco prod u cts thatare notexpected to affectthe pu blic healthprofile of the prod u ct.
Specifically,SE Reports d o notneed to be su bmitted forthe followingprod u ctmod ifications:

" C ertain labeland packagingchanges as follows:(1)removalof the d escriptors “light,”
“mild ,”or“low”in compliance withthe A ct,(2)inclu sion of anyrequ ired graphic
warnings,(3)package type mod ifications (i.e.,hard to softpackorvice versa),provid ed
su chchange d id notmod ifythe tobacco prod u ctin anyotherway(e.g.,achange in
moistu re content,shelf life,ingred ientcomposition,nicotine d elivery,harmfu l/potentially
harmfu lconstitu ents),and (4)changes mad e to fontsize,inkcolor,orbackgrou nd color
of the packagingorlabels.163

162 See 7 6 Fed .Reg.38 ,961,38 ,963(Ju ly5,2011),available at
http://www.gpo.gov/fd sys/pkg/FR-2011-07 -05/pd f/2011-167 66.pd f.

163 See FDA Draft Guidance for Industry and FDA Staff: Demonstrating the Substantial
Equivalence of a New Tobacco Product: Responses to Frequently Asked Questions,7 6 Fed .Reg.
55,927 (September9,2011),available at:
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Resou rcesforY ou /ForInd u stry/UC M 27 1239.pd
f.
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" W hen anew su pplieris u sed forthe same ad d itive withid enticalspecifications;164 and
" Tobacco blend ingchanges requ ired to ad d ress the natu ralvariation of tobacco in ord erto

maintain aconsistentprod u ct.165

M oreover,ju stas d evice manu factu rers are allowed to d etermine whetherchanges mad e to their
prod u cts need 510(k)approval,tobacco prod u ctmanu factu rers are permitted to self-d etermine
whetherone of the above SE Reportexceptions apply.FD A has also exercised similard iscretion
in notfu llyenforcingotherprovisions of the Tobacco C ontrolA ct. Forexample,even thou gh
Section 904(a)(3)requ ires tobacco prod u ctmanu factu rers to reportthe amou ntof H P H C s fou nd
in theirprod u cts,FD A pu blished gu id ance statingthatitwou ld ,fornow,onlyrequ ire the
su bmission of d ataon only20 of the 93su bstances thatthe A gencyhas id entified as H P H C s.
FD A ju stified this d ecision as beingbothexped ientand practical.166 B ecau se FD A ’s abilityto
achieve the pu blic healthgoals of the legislation willlargelyd epend on its abilityto efficiently
u tilize resou rces,the A gencyshou ld ,forthe same reasons,exercise its d iscretion and implement
asu bstantialequ ivalence frameworkfore-cigarettes and e-liqu id s similarto the 510(k)program
formed icald evices.

d. Regulatory Framework No. 4: FDA Should Use its Establish an Alternative
Framework for E-Liquid Manufacturing Companies to Comply with Section
904(a)(1) Ingredient Listing Requirement

Section 904(a)(1)of the Tobacco C ontrolA ctrequ ires eachtobacco prod u ct
manu factu rerorimporterto su bmitalistingof allingred ients,inclu d ingtobacco,su bstances,
compou nd s and ad d itives,thatare ad d ed bythe manu factu rerto the tobacco prod u ct“bybrand
and byqu antityin eachbrand and su bbrand .”W ithrespectto the refillable e-liqu id ind u stry,this
means thateachprod u cerwillneed to su bmitaseparate listof ingred ients foreach of its u niqu e
prod u ctformu lations.Even the smalleste-liqu id prod u cers often have d ozens of u niqu e prod u cts
(withind ivid u alstockkeepingu nits (SKUs)),while the largestcompanies prod u ce hu nd red s or
even thou sand s of u niqu e formu lations.P rod u cts varybyflavorcombinations,and P G/V G and

164 Id.at6.

165 Id.at8 .

166 See FDA Guidance for Industry: Reporting Harmful and Potentially Harmful
Constituents in Tobacco Products and Tobacco Smoke Under Section 904(a)(3) of the FDCA,7 7
Fed .Reg.20030 at3(A pril3,2012),available online at:
http://www.fd a.gov/d ownload s/TobaccoP rod u cts/Gu id anceC omplianceRegu latoryInformation/U
C M 297 8 28 .pd f.
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nicotine concentrations.A s d iscu ssed above,there is likelysomewhere between 5,000 and
15,000 ind ivid u almanu factu rers and retailers prod u cinge-liqu id prod u cts in the U.S.,nearlyall
of whichare smallbu sinesses (i.e.,less than 350 employees),inclu d ingvape shops thatmix their
own prod u cts.If we conservativelyassu me thatthere are only5,000 e-liqu id prod u cers in the
cou ntry and thateachsu chcompanyhas only20 u niqu e e-liqu id formu lations,thatmeans that
there are at least 100,000 u niqu e e-liqu id prod u cts on the market.

First,FD A has greatlyu nd erestimated the totalnu mberof e-liqu id prod u cts thatare on
the marketin the N P RM ,estimatingthatonly18 8 companies in the “othertobacco,e-cigarettes,
and nicotine prod u ctmanu factu rers”category willsu bmit8 .9 ingred ientlists each,foratotalof
1,67 5annu alresponses.This is onlyafraction of the nu mberof ingred ientlistFD A shou ld
expectto receive.Second ,the collection of su chinformation in this mannerand format(i.e.,
separate ingred ientlistings foreachu niqu e e-liqu id formu lation)wou ld be prohibitively
expensive forthe majority of the thou sand s of smalle-liqu id manu factu rers in the cou ntry (each
of whom have anywhere from d ozens to hu nd red s of u niqu e prod u ctformu lations),and is not
necessaryforthe properperformance of FD A ’s fu nction.This vastamou ntof information
wou ld notonlybe veryd ifficu ltand expensive forthe manysmalle-liqu id manu factu ring
companies to prod u ce forFD A ,bu twou ld also inu nd ate the A gencywithsu perflu ou s
information thatwou ld onlyslow d own the regu latoryprocess.W hile we u nd erstand that
information on whatprod u cts are on the marketand whatingred ients are beingconsu med is
importantforFD A to have,the A gencyshou ld u se its enforcementd iscretion to obtain this d ata
in aless bu rd ensome,more practicalmanner.

Specifically,FD A shou ld u se its enforcementd iscretion to implementan alternative
frameworkfore-liqu id manu factu ringcompanies to complywithSection 904(a)(1),whereby
eachcompanywou ld only be requ ired to su bmitasingle table of allthe ingred ients u sed in allof
its e-liqu id prod u cts,alongwiththe u se-level(concentration)ranges (i.e.,minimu m and
maximu m percentages)of eachof those ingred ients in the prod u cts thatare mad e withthose
ingred ients.A hypotheticalexample of su chatable is as follows:
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Ingredient Listing for ACME E-Liquid, Inc.
(Hypothetical)

Ingredient Chemical Abstract
Services Registry

Number
(CAS Reg. No.)

Minimum
Use-Level

in Products
that

Contain
Ingredient

(%)

Maximum
Use-Level

in Products
that

Contain
Ingredient

(%)

N icotine 54-11-5 0.1 2.4

P ropylene Glycol 57 -55-6 35 97

Glycerin 56-8 1-5 35 97

D istilled W ater 7 7 32-18 -5 .1 2

Ethylmaltol(2-ethyl-3-
hyd rox y-4-pyrone)

4940-11-8 .001 0.2

2-C yclopenten-1-one 8 0-7 1-7 or930-30-3 .001 1

B enzald ehyd e,3,4-
d imethox y-

120-14-9 .008 0.5

A cetic A cid 64-19-7 .001 0.3

Fu rfu ral 98 -01-1 .002 1

Ethylalcohol 64-17 -5 .002 0.2

Iso-amylacetate (1-
bu tanol,3-methyl-,

acetate)

123-92-2 .002 0.1

Ethylacetate 141-7 8 -6 .001 0.3

Iso-amylalcohol 123-51-3or
58 4-02-1

.001 0.5
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Ingredient Listing for ACME E-Liquid, Inc.
(Hypothetical)

Ingredient Chemical Abstract
Services Registry

Number
(CAS Reg. No.)

Minimum
Use-Level

in Products
that

Contain
Ingredient

(%)

Maximum
Use-Level

in Products
that

Contain
Ingredient

(%)

A cetald ehyd e 7 5-07 -0 .001 0.2

Ethylbu tyrate 105-54-4 .001 0.3

B enzald ehyd e 100-52-7 .005 0.1

Ethylpropionate
(propanoic acid ,3-
methyl-,acetate)

105-37 -3 .001 0.4

Fu rthermore,u nd erthis alternative framework,e-liqu id manu factu ringcompanies shou ld
be allowed to amend theiringred ientlistif they ad d ed orremoved ingred ients orincreased the
maximu m concentration of anyof theircu rrentingred ients in anyof theirprod u cts,ratherthan
su bmitanew ingred ientlistspecific to the new prod u ct.Su chaframeworkwou ld provid e FD A
withallthe information itneed s forthe properperformance of its fu nction (i.e.,information on
whatsu bstances are beingu sed and atwhatlevels),while d ramatically red u cingthe costand
ad ministrative bu rd en forbothe–liqu id manu factu ringcompanies,as wellas FD A byd ecreasing
the overallnu mberSection 904(a)(1)su bmissions.A gain,becau se FD A ’s abilityto achieve the
pu blic healthgoals of the legislation willlargelyd epend on its abilityto efficientlyu tilize
resou rces,the A gencyshou ld ex ercise its d iscretion and implementthis alternative framework
forthe Section 904(a)(1)ingred ientlistingand d isclosu re requ irementfore-liqu id s.

i. FDA Should Establish a Master File System for Suppliers and
Component Manufacturers to Disclose Confidential Information

A s d iscu ssed above,one of the primaryreasons whyA RP V s provid e apu blic health
benefitis becau se theymaybe u sed withrefillable e-liqu id s thatcome in amu ltitu d e of flavors.
These flavors helpsmokers d issociate theirhabitwiththe taste of tobacco and combu stion.
There are thou sand s of e-liqu id manu factu rers and vape shops across the cou ntrywhichprod u ce
tens of thou sand s of ind ivid u ale-liqu id prod u cts.These e-liqu id manu factu ringcompanies
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pu rchase theirformu lated flavoringred ients from flavorhou se su ppliers.O f cou rse,these flavor
hou ses consid ertheirformu lations to be highly confid entialproprietarybu siness information and
d o notd isclose them to theire-liqu id prod u cingcu stomers.Thu s,amajorconcern is that
becau se few flavorsu ppliers maybe willingto d isclose confid entialcommercialinformation and
trad e secrets to theircu stomers,moste-liqu id prod u cers willnot be able to meettheiringred ient
d isclosu re obligations u nd erSection 904(a)(1).This willalso make itprohibitivelyd ifficu ltto
obtain premarketau thorization forchanges/ad ju stments mad e to flavorand e-liqu id formu lations
in the normalcou rse of bu siness (e-liqu id manu factu ringcompanies willhave to obtain the
confid entialinformation from theirsu ppliers farenou ghin ad vance to timelyprepare and su bmit
aSection 905(j)SE Report,forexample).

To ad d ress this situ ation,FD A shou ld establisha“Tobacco P rod u ctM asterFile”(TP M F)
system similarto the A gency’s D ru gM asterFile (D M F)and Food A d d itive M asterFile (FA M F)
systems to allow fore-cigarette and e-liqu id su ppliers to su bmitto FD A theirconfid ential
prod u ctinformation (inclu d inginformation on formu lations,facilities,processes,and articles
u sed in the manu factu ring,processing,packaging,and storingof ingred ients u sed in e-liqu id s).167

The information contained in the TP M F maybe u sed to su pportFD A su bmissions,inclu d ing
Section 904(a)(1)ingred ientd isclosu res and premarketapplications.A flavorhou se cou ld
su bmitaTP M F foreachof its confid entialflavorformu lations and ind icate whichof its e-liqu id
cu stomers are au thorized to reference thatTP M F in its FD A filings.Thu s,to provid e a
hypotheticalexample,if A B C FlavorH ou se su bmits aTP M F,whichis su bsequ entlyd esignated
as TP M F N o.001,forits “FlavorFormu lation X ”and ind icates therein thatA C M E E-L iqu id ,
Inc.is one of its au thorized cu stomers,then A M C E E-L iqu id wou ld simply ind icate in its
Section 904(a)(1)ingred ientlistthatitu ses FlavorFormu lation X ,whichis the su bjectof TP M F
N o.001.This wou ld provid e FD A withallof the information itneed s,while preservingits
confid entialnatu re.

* * *

167 See FD A ’s Drug Master File Guidelines,available online at:
http://www.fd a.gov/D ru gs/Gu id anceC omplianceRegu latoryInformation/Gu id ances/u cm1228 8 6.h
tm.
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A EM SA appreciates the opportu nityto su bmitthese comments to the N P RM forthe
D eemingRegu lation as wellas FD A ’s continu ingeffortto seekinpu tfrom stakehold ers.Forthe
reasons setforthabove,we believe thatFD A has the legalau thorityto regu late e-cigarettes,
inclu d ingad vanced refillable personalvaporizers and theire-liqu id components,d ifferentlythan
tobacco leaf-containingprod u ct.The A gencyshou ld u se the enforcementd iscretion envisioned
byC ongress and permitted bythe statu te to establishregu latoryrequ irements tailored to the
prod u cttypes itchooses to d eem as regu lated prod u cts,inclu d ingprod u cts thatonlyd eliver
aerosolized nicotine.W e recommend implementingthe regu latoryframeworks fore-cigarettes
and e-liqu id s d escribed in these comments.A EM SA wou ld be more than willingto meetwith
the A gencyto d iscu ss these comments atits earliestconvenience.

Respectfu llysu bmitted ,

L ou Ritter
P resid entand C onsu merA d vocate,
A merican E-L iqu id M anu factu ringStand ard s A ssociation
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Pu rp os e

T hepurposeoftheseS tandardsistocreatearesponsibleandsustainablepracticesandprocessforthe

safem anufacturingof“ e-liquids” usedinelectroniccigarettes. O urm em bersbelievew ehavea

responsibility toself-regulatethee-liquidm anufacturingprocessbasedonprofessionalcriteria. AEM S A

aim stoaccom plishthisby creating,im plem entingandupholdingstandardsforthem anufactureofe-

liquids. O neofAEM S A’sprim ary goalsistoprovideconsum ersw ithhigherdegreesofconfidenceour

m em bers’ productsarem anufacturedw ithprofessionalism ,accuracy andsafety

AEM S A standardsareestablishedbasedonthefollow ingCoreBeliefs:

 W ehavearesponsibility toverify theaccuracy ofany nicotinecontentintheproductsw e

distribute.

 W ehavearesponsibility toensurethequality andsafety ofallingredientsinoure-liquids.

 W ehavearesponsibility toprepareourproductsinaclean,sanitary andsafeenvironm ent.

 W ehavearesponsibility toensureourproductsarepackagedanddeliveredinasafem anner.

 W ehavearesponsibility toprovidealeveloftransparency intothem onitoringandverification

process.

T he2012 AEM S A S tandardsarelivingdocum entsandsubjecttochangesaccordingtotheAEM S A

corporatestructureandprocedures

Scop e

T hesestandardsapply toallAEM S A generalm em bersthatengageinthem anufacturingorprocessingof

E-liquids. 2012 E-L iquidM anufacturingS tandardw illbeusedasabasisfor:

 Evaluatingcom plianceform em bershipacceptance

 Confirm ingcom plianceofexistingm em bership

Definitions

T erm Definition

A ctiveAgeVerification T akingactivem easurestoensurethatallcustom ersareoflegalage.Canbe
accom plishedinm any w aysincludingP hotoIdentificationand3rdparty
verificationsystem s.N ote:Havingpopupbox askingthepersontoindicatethey
areoveraspecifiedageisnotActiveAgeVerification



A S T M -A m ericanS ociety for
T estingandM aterials

Aninternationalstandardsorganizationthatdevelopsandpublishesvoluntary
consensustechnicalstandardsforaw iderangeofm aterials,products,system s,
andservices

Chainofcustody T hechronologicaldocum entationor,show ingthecustody,control,transfer,
analysis,anddispositionofphysicalcom ponent;trackingaproductalongthe

supply chaintothepointofsale

Com ponents A partorelem entofalargerw hole;asubstancethatform spartofam ixture.Any
substance,m aterialorthetangiblesubstancethatgoesintothem anufacturingof

e-liquid

Contam inants Anim purity orforeignsubstancepresentinam aterialorenvironm entthat
affectsoneorm orepropertiesofthem aterial

CustardN otes Flavorcom poundsthatim partabuttery,cream y,orcustardtasteorsensation.
M ostcom m only usedareacetoin,acetylpropionateanddiacetyl

DedicatedM anufacturingS pace A cleansafeenvironm entthatisusedexclusively forthem anufacturingofe-
liquid

Diacetyl A naturalbyproductofferm entation.Itisavicinaldiketone(tw oC=O groups,
side-by-side)w iththem olecularform ulaC4H6O 2.Diacetyloccursnaturally in

alcoholicbeveragesandisaddedtosom efoodstoim partabuttery flavor.Ithas
beenelim inatedfrom m any com m ercialflavoringsduetoriskoflungdam age

DirectO peration A facility orprocessw hereFulltim eem ployeesforanorganizationdirectly
superviseandoverseeproductionandprocess

DIY DoitYourself

Electroniccigarette Alsoknow nasane-cigarette(e-cig)isanelectricalinhalerthatvaporizesa
propyleneglycoland/orglycerin-basedliquidsolutionintoanaerosolm ist

sim ulatingtheactoftobaccosm oking

E-liquid L iquidforproducingvaporinelectroniccigarettes,know nase-juiceore-liquid

E-liquidm anufacturing Fabrication:theactofm akingsom ething(aproduct)from raw m aterials;to
includeallprocessesfrom supply acceptancetothepointofcustom erdelivery

Free-base Anam ineornitrogen-containingorganiccom pound,suchasnicotine,initsbasic
(highpH)form ,incontrasttoitsacidic(low pH)form ,w hichisoftencalledthe

“ salt” form . U nlessanacidhasbeenaddedtonicotine,oritispurchasedasthe
salt,itisinthefree-baseform . Free-basedescribestheform ofthecom pound,

notitspurity

Generally R ecognizedasS afe
(GR aS )

Generally recognizedassafe(GR AS )isanAm ericanFoodandDrugAdm inistration
(FDA)designationthatachem icalorsubstanceaddedtofoodisconsideredsafe
by experts,andsoisexem ptedfrom theusualFederalFood,Drug,andCosm etic

Act(FFDCA)foodadditivetolerancerequirem ents

IndirectO peration A facility orprocessw heresupervisionand/oroversightofproductionand/or
processforanorganizationisconductedby a3rdparty orcontractor

(subcontractor)

M g/ m l M illigram sperM illiliter– ascale(orratio)form easuringaningredient
com ponent,inliquidform ,w hereaccuracy ism easuredinm gperm l-ora

percentageequivalent



N icotine N icotineisanalkaloidfoundinthenightshadefam ily ofplants(S olanaceae)that
actsasanicotinicacetylcholineagonist.T hebiosynthesistakesplaceintheroots

andaccum ulationoccursintheleavesoftheS olanaceae.Itconstitutes
approxim ately 0.6– 3.0% ofthedry w eightoftobaccoandispresentintherange

of2– 7µg/kgofvariousedibleplants

N IS T -T heN ationalInstituteof
S tandardsandT echnology

A non-regulatory agency oftheU nitedS tatesDepartm entofCom m erce.
T heinstitute'sofficialm issionisto:

P rom oteU .S .innovationandindustrialcom petitivenessby advancing
m easurem entscience,standards,andtechnology inw aysthatenhanceeconom ic

security andim proveourquality oflife

O S HA T heU nitedS tatesO ccupationalS afety andHealthAdm inistration(O S HA)isan
agency oftheU nitedS tatesDepartm entofL abor.Congressestablishedthe

agency undertheO ccupationalS afety andHealthAct,w assignedintolaw on
Decem ber29,1970.O S HA'sm issionisto"assuresafeandhealthfulw orking

conditionsforw orkingm enandw om enby settingandenforcingstandardsand
by providingtraining,outreach,educationandassistance"[2].T heagency isalso

chargedw ithenforcingavariety ofw histleblow erstatutesandregulations

P P M P artsP erM illion

S IN GL E-U S EA R T ICL ES U tensils,containersandtoolsdesignedandconstructedtobeusedonceand
discarded

T am perEvident T am per-evidentdescribesadeviceorprocessthatm akesunauthorizedaccessto
theprotectedobjecteasily detected.S eals,m arkingsorothertechniquesm ay be

tam perindicating

T itration Alsoknow nastitrim etry,isacom m onlaboratory m ethodofquantitative
chem icalanalysisthatisusedtodeterm inetheconcentrationofanidentified

com ponent;thedeterm inationofrankorconcentrationofasolutionw ithrespect
tow aterw ithapH of7(thepH ofpureH2O understandardconditions)

U S P (U S P harm acopoeia) T heU nitedS tatesP harm acopeia(U S P )istheofficialpharm acopeiaoftheU nited
S tates,publisheddually w iththeN ationalForm ulary astheU S P -N F.T heU nited
S tatesP harm acopeialConvention(usually alsocalledtheU S P )isthenonprofit

organizationthatow nsthetradem arkandcopyrighttotheU S P -N Fandpublishes
itevery year.P rescriptionandover– the– counterm edicinesandotherhealthcare

productssoldintheU nitedS tatesarerequiredtofollow thestandardsinthe
U S P -N F.U S P alsosetsstandardsforfoodingredientsanddietary supplem ents

W T A (w holetobaccoalkaloids) A full-spectrum m ixtureofallalkaloidsextractedfrom w holetobacco. W T A can
contain,inadditiontonicotine,anabasine,cotinine,m yosm ine,anatabine,and/or

nornicotine,invaryingcom positions,largely dependentonthetobaccospecies



E-Liq u id M anu factu ring Standard

ArticleI. Verifyingtheaccuracyofthenicotinecontentinproducts

Section1.01 Accuracyofnicotine

(a) Allm anu factu res m u s t confirm the accu racy ofnicotine content u p on deliv ery from s u p p lier

Section1.02 Titrated/verifiedafterdilution

(a) Allnicotine m u s t b e titrated/v erified for content accu racy after dilu tion to w orking lev el

Section1.03 Measuringnicotineequipm ent

(a) Alleq u ip m ent u s ed in m eas u ring nicotine from w orking lev elto finalp rodu ct m u s t b e

either

(i) N IST (calib rated)

(ii) ASTM com p liant (calib rated)

Section1.04 Tolerancelevel

(a) Allp rodu cts p rodu ced w illb e w ithin the tolerance lev elof+ /-1 0% nicotine content in final

p rodu ct

Section1.05 Maxim um allowablenicotinecontent

(a) The m ax im u m allow ab le nicotine content in finalflav ored p rodu ct w illb e no greater than

3 6 m g / m l

Section1.06 Retailnicotinesoldforunflavored/DIYnicotine

(a) W illfollow the s am e criteria for v erify ing the nicotine content and q u ality on allb atches

w hen receiv ed and titrated after dilu tion at v ariou s s ales lev els

(b ) Is not s u b ject to m ax im u m allow ab le nicotine content in finalflav ored p rodu ct



ArticleII. Ensurethequalityandsafetyoftheallingredientsofine-

liquid

Section2.01 NicotineSources

(a) Allm anu factu rers m u s t p u rchas e and com p ly w ith at leas t one ofthe follow ing:

(i) USP CERTIFIED nicotine (w ith ev identiary docu m entation from a certified lab )

(ii) Free-b as e nicotine from s u p p liers w ho can p rov ide s ou rce ev identiary docu m entation

from a certified lab confirm ing (b atched) nicotine conform s to the N icotine Qu ality

Standard (s ee Section 2.02)

(iii) Pu rchas e from nicotine s u p p liers w ho can p rov ide ev identiary docu m entation from a

certified lab confirm ing the incom ing (b atched) free-b as e nicotine conform s to the

N icotine Qu ality Standard (s ee Section 2.02)

Section2.02 NicotineQualityStandard

(a) Allnicotine u s ed in m anu factu ring m u s t m eet the follow ing nicotine q u ality s tandards :

(i) N icotine p u rity greater than or eq u alto 99.0% *

(ii) Totalcom b ined ofallother p os s ib le contam inants les s than or eq u alto 1 .0%

(iii) Per ex is tence ofany s olv ent m u s t not ex ceed 0.06%

(iv ) Per ex is tence nicotine ox ide les s than or eq u alto 1 %

(v ) Per ex is tence nicotine-N -ox ides les s than or eq u alto 1 %

(v i) Cu m u lativ e heav y m etals *content* cannot ex ceed 1 0p p m

(v ii) Cu m u lativ e Ars enic*content* cannot ex ceed 1 p p m

(v iii) Alldilu ents after s ou rce p u re m u s t b e USP certified thru chain ofcu s tody

Section2.03 Baseliquidingredients

(a) Bas e liq u id dilu ent ingredients s u ch as Prop y lene Gly col,Vegetab le Gly cerin,Gly cerol,or

any other e-liq u id b as es (either regu larly or ex clu s iv ely ) w illb e at a m inim u m lev elofUSP

(USPharm acop oeia) grade certified

(i) M aterialm u s t m aintain fu llcertification throu ghou t chain ofcu s tody on raw m aterials

u s ed in m anu factu ring p roces s

(ii) M anu factu rer m u s t ex clu s iv ely u s e certified b as e p rodu cts throu ghou t the m anu factu ring

p roces s



Section2.04 Ingredients/Com ponentsotherthanbaseliquids

(a) Ingredients / Com p onents other than b as e liq u ids w illcontain only s afe or highes t grade

b as e m aterials

(i) Flav orings (inclu ding m enthol) u s ed w illb e at a m inim u m offood grade and/or Generally

Recogniz ed as Safe (GRAS) s tandard certifications w henev er the ingredient is p rodu ced at

thos e s tandards

(ii) Flav orings containing artificialfood coloring w illidentify food coloring inform ation to

inclu de coloring nu m b er in adv ertis ing and p rodu ct des crip tions

(iii) Flav orings containing Cu s tard N otes w illidentify adv ertis ing and p rodu ct des crip tions

(iv ) W ater u s ed (ifany ) w illb e either deioniz ed or dis tilled

(v ) Alcoholand additionaladditiv es (ifany ) w illb e:

1 ) Us ed in the p u res t form com m ercially av ailab le and s afe for hu m an cons u m p tion

2) M inim u m ofUSFood grade s tandards

Section2.05 Thefollowingwillnotbeaddedorusedinthecreationofe-

liquids

(a) Inclu ding b u t not lim ited to:

(i) Diacety l

(ii) W TA (w hole tob acco alkaloids )

(iii) M edicinal-or p res crip tion m edicinal

(iv ) Illegalor controlled s u b s tances

(v ) Caffeine

(v i) Vitam ins or Dietary s u p p lem ents (other than for p res erv ativ e p u rp os es )

(v ii) ArtificialFood Coloring

(vii) AcetylP ropionyl(2,3-P entanedione)



1 ) AEM SA m em b ers w illnot add any artificialcoloring or dy es du ring the e-liq u id

m anu factu ring p roces s .N on v endor m anu factu red flav orings containing artificialfood

coloring w illidentify food coloring inform ation to inclu de coloring nu m b er in adv ertis ing

and p rodu ct des crip tions

(v iii) AEMSA reservestherighttoreview,evaluateanddeny/approveanypotential

substanceusedinthecreationofe-liquidsatanygiventim e

Section2.06 Process/Records/Traceability

(a) M anu factu res w illm aintain s u fficient p roces s and records to enab le the m anu factu rer to

trace any indiv idu alp rodu ct dis trib u ted to the tes t res u lts for nicotine content to inclu de

s ou rce nicotine (s ee s ection 2.02)



ArticleIII.Clean,SanitaryandSafePreparationofProducts

Section3.01 General

(a) AllLab /M ix ing em p loy ees are req u ired to b e fu lly fam iliar w ith allAEM SA s tandards

(i) There w illb e a s p ecialem p has is p laced on nicotine handling,s torage and clean-u p

(b ) Each m em b er w illcreate and m aintain w ritten lab /m ix ing p rotocoland m ake acces s ib le to

alllab /m ix ing em p loy ees

(c) AllPers ons allow ed in p roces s area m u s t com p ly w ith ap p licab le p rotection/ s afety and

s tandards

(d) Allp rodu cts w illb e created and/or b ottled in dedicated m anu factu ring s p ace res erv ed

ex clu s iv ely for e-liq u id

Section3.02 ManufacturingEnvironm ent

(a) M anu factu ring p roces s es w illm eet food p rep aration s tandards to inclu de

(i) N on-p orou s s anitiz ed p rep aration w ork s u rface

(b ) Alls u rfaces in lab /m ix ing area (floors ,cou nters ,etc.) s hallb e cleaned w ith anti-b acterial

agents at leas t once each day and after any s p illofany m ix ing ingredient or any p os s ib le-

contam inants

(c) Eq u ip m ent w illb e cleaned b y FDA Ap p rov ed Chem icalSanitation or au toclav e

(d) Alls u p p lies and m aterialw illb e dis p os ed ofin a m anner that is ap p rop riate to com p onent

dis p os al-p rop er dis p os alofp rodu ction m aterial

(e) There s hallb e no op en fans ,du s ty b ox es and/or other p otentials ou rces ofairb orne

contam inants etc.in dedicated s p ace

(f) Allb ottles and m aterials u np acked ou ts ide ofdedicated lab /m ix ing s p ace

Section3.03 Handwashing/sanitation

(a) N ot in s ink u s ed for cleaning m ix ing u tens ils ,and/or other e-liq u id m aterials

(b ) M inim u m 20 s econds w ith com m ercial(food handler’s grade) antib acterialhand w as hing

agent and w arm w ater

(c) H ands w as hed each and ev ery tim e entering m ix ing room

(d) After b athroom u s e,cou ghing,s neez ing,eating and/or drinking,engaging in any other

activ ities w hich p otentially ex p os e hands to any form ofp otentialcontam inants



(e) Du ring m ix ing as often as neces s ary to rem ov e any m ix ing p rodu cts on hands

(f) Before p roceeding to a s u b s eq u ent m ix ing s es s ion -> to p rev ent any cros s contam ination

from one b atch to the nex t

Section3.04 Health/illness

(a) Allop en w ou nds or ab ras ion w illb e p rop erly cov ered

(b ) Any /Allm ix ing em p loy ees rep ort any illnes s /ab ras ion(s )/les ions to p ers on in charge

b efore entering the p roces s

(c) Em p loy ees m u s t rep ort to p ers on in charge ifex p os ed to any contagion or infection -v iral

or b acterial-from any w here (inclu ding others in their hom es ,other w ork env ironm ents ,

other dom iciles ,etc.) b efore entering lab /m ix ing area

(i) Su ch ex p os u re/conditions ex clu des s aid indiv idu alfrom entering m ix ing room for a

p eriod ofthree (3 ) as y m p tom aticday s hav e p as s ed and/or cleared w ith m edical

docu m entation (eq u iv alent to com m ercialfood handling)

(ii) Dis charge from ey es ,nos e and/or m ou th:

(iii) Rep ort to b u s ines s any p ers is tent dis charge from ey es ,nos e,and/or m ou th. Any

em p loy ee ex hib iting s u ch s y m p tom s s hallnot enter the m ix ing room u ntils u ch s y m p tom s

ceas e

Section3.05 Eating/Drinking

(a) N o eating,drinking,v ap ing and/or s m oking in the lab /m ix ing area at any tim e

Section3.06 HairRestraints

(a) Each m em b er m u s t es tab lis h w ritten hair and b eard s tandards

Section3.07 Anim als

(a) N o anim als s hallb e p erm itted in the m ix ing room at any tim e for any reas on

Section3.08 POISONOUSOR TOXICMATERIALS

(a) POISON OUSOR TOXIC M ATERIALSs hallb e s tored s o they cannot contam inate PRODUCT

COM PON EN T,FOOD,EQUIPM EN T,UTEN SILS,and SIN GLE-USE ARTICLESb y :

(i) Sep arating the POISON OUSOR TOXIC M ATERIALSb y s p acing or p artitioning

(ii) Locating the POISON OUSOR TOXIC M ATERIALSin an area that is not ab ov e PRODUCT

COM PON EN TS,FOOD,EQUIPM EN T,UTEN SILS,or SIN GLE-USE ARTICLES



(iii) This does not ap p ly to EQUIPM EN T and UTEN SILcleaners and SAN ITIZERSthat are s tored

in W AREW ASH IN G areas for av ailab ility and conv enience ifthe m aterials are s tored to

p rev ent contam ination ofPRODUCT COM PON EN T,FOOD,EQUIPM EN T,UTEN SILS,

LIN EN S,and SIN GLE-SERVICE and SIN GLE-USE ARTICLES

(iv ) AllPOISON OUSOR TOXIC M ATERIALSw illb e dis p os ed ofin a s afe m anner

(v ) Only thos e POISON OUSOR TOXIC M ATERIALSthat are req u ired for the op eration and

m aintenance ofa lab /m ix ing area,s u ch as for the cleaning and SAN ITIZIN G of

EQUIPM EN T and UTEN SILSand the controlofins ects and rodents ,s hallb e allow ed in a

lab /m ix ing area (kep t s ealed and s ep arate -nev er ab ov e -from any /allm ix ing s u p p lies )

(v i) A container p rev iou s ly u s ed to s tore POISON OUSOR TOXIC M ATERIALSm ay not b e u s ed

to s tore,trans p ort,or dis p ens e any other s u b s tance

Section3.09 Em ployeeSafety

(a) Em p loy ers M UST p rov ide their em p loy ees w ith a w orkp lace that does not hav e s eriou s

haz ards and follow allrelev ant OSH A s afety and health s tandards inclu ding -b u t not lim ited

to -the follow ing m andatory p ers onalp rotectiv e eq u ip m ent (P.P.E.):

(i) Ey e p rotection

(ii) Lab Coat / Ap ron

(iii) Fu lly cov ered footw ear

(iv ) Allm anu factu ring s p aces m u s t hav e eas ily acces s ib le

1 ) Firs t aid kit

2) Em ergency ey e w as h kit



ArticleIV.SafePackaginganddeliveryofproducts

Section4.01 Childproofcaps

(a) Child p roofcap s req u ired for allcons u m er lev ele-liq u id p rodu cts

(b ) Zero N icotine Produ cts do not req u ire child p roofcap s

Section4.02 Tam perevidentpackaging

(a) AllProdu cts req u ire tam p er ev ident p ackaging once leav ing v endor chain ofcu s tody

Section4.03 Labeling

(a) Sm ear Res is tant Lab eling is req u ired on alle-liq u id p rodu cts

(i) M u s t p as s “3 0 s econd s u b m erged”tes t for allreq u ired elem ents

(b ) N icotine content m u s t b e clearly dis p lay ed

(c) Safety and health W arning m u s t b e clearly dis p lay ed

(i) Contains N icotine

(ii) Keep aw ay from Children and Pets

(d) N icotine Traceab ility elem ents (i.e.Batch ID or nicotine b atch ID or p rodu ction date)

Section4.04 Delivery

(a) Alls hip p ed liq u id m u s t b e b agged or w rap p ed to p rov ide w aterp roofb arrier b etw een

p ackaging and p rodu ct for s p illp rotection

(b ) Safe handling inform ation m u s t b e inclu ded in allp ackaging

Section4.05 Activeageverification

(a) AllVendors m u s t u s e Activ e age v erification for alls ales (retailand/or online)

(b ) AM ESA M em b ers w illnot know ingly s ellp rodu cts to any p ers ons u nder the legals m oking

age



ArticleV. Transparencyintothem onitoringandverificationprocess

Section5.01 W ithintheorganization

(a) M em b ers m u s t p rov ide inform ation to ap p lications and com p liance com m ittees req u ired to

es tab lis h com p liance inclu ding:

(i) Docu m ented ev idence ofcom p liance

1 ) Photograp hicand Video ev idence

2) Unfettered acces s to facilities for ins p ection (s chedu led and/or u ns chedu led)

3 ) Proces s and records

(b ) M em b er to m em b er p rofiles w illcontain only m inim alinform ation for the identification and

com m u nication am ongs t and b etw een m em b ers

(i) Cu rrent s tatu s ofcom p liance -b y facility

(ii) Contact Inform ation

1 ) N am e

2) DBA

3 ) Em ail

4 ) Phone

5) Location(s )/ Facilities ofp rodu ction

Section5.02 Totheconsum er
Note: Subsections (a) and (b) are already posted on AEMSA website. Subsections (c) and (d) are intended

for specific information warranted situations ONLY; these may include - but not limited to - allergy

sensitivities, other specific medical conditions/sensitivities, etc. Subsection (e) shall be available on

member’s web site



(a) A s u b s tantiv e v ers ion ofthe AEM SA Standards b e p u b lis hed on W eb s ite

(b ) AEM SA M em b ers hip Statu s

(c) Members will provide consumers tracking nicotine test results as far back as the source

nicotine

(i) Information on the supplier may be redacted to protect intellectual property and

trade secrets

(ii) The member may charge a reasonable and fair fee for said tracing requests

(d) Members will provide answers to consumers on ingredients of products

(i) Yes/No answers to specific questions as pertains to specific customer sensitivity

questions

(ii) No intellectual property or trade secrets of the e-liquid ingredient has to be revealed

1) This includes revealing the source supplier and trademarked/brand name ingredient

(e) Clearly identified p rodu cts that are not m anu factu red b y AEM SA M em b ers

1 ) Ifthe m em b er s ells liq u id that is m anu factu red in a non AEM SA com p liant facility it m u s t:

2) Clearly identify / differentiate p rodu cts that are AEM SA com p liant and thos e that are not

AEM SA com p liant on a p rodu ct b y p rodu ct b as is

Section5.03 Topotentialregulators

(a) To b e decided on cas e b y cas e b as is
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