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DI BENZYL AM NE DERI VATI VES AS CETP | NHI Bl TORS

BACKGROUND OF | NVENTION This invention relates to
waliengmB1 ani ne conpounds and deri vati ves, PCT/IB2007/001770

pharmaceutical conpositions containing such conpounds

and their use to elevate certain plasma lipid |evels,

i ncl udi oprote HDL) - chol est er ol

and t o SAMHA TRk RN Al e Reriass BOBIGVES ch

as |low density lipoprotein (LDL)-chol esterol and

| cerides and accordingly to treat di seases which

BACKngLRL[%/f ected by low | evels of HDL chol esterol and/or

firaghioha \ciglagstied ateDimaited| bydigbiing araerd! ofrd giapped fotlesio rediehd drawing
air pred%ﬁn@awkﬂh‘?&%ngfu@ﬂ énoaﬂsd &%gg g@éharﬁ@#ﬂ\ﬂécedéné‘éﬁgﬁé c‘g@hette Traditional
cigarettey gleliwgy | smakel eﬁju%gewun&fngomm%@m odwingr whick tahepcptis combusted at

temperai%@%a@&ﬁ%aﬁ;@é%@ﬂ SBOQ‘TG Gﬁl’}hgdé PERS Thé GOR) oficBmbb&ion releases various
cause of t he industrialized

gaseouwgpmbngl%%qquétsaqr}de%tﬁgtelsd‘r%mq ?bgg@oné%uﬂgps'algageous products are
drawn th@agothe dj@rﬁliél thety codlesidicgnddnae ko fokm exeletdsse whithGbrovides the flavors

reat n dyslipidema with dietary nodification
and aran maﬁe{ %Wa%@qk' oronary heart disease (CHD) renmains

Ah@Im@tlvmwmnncrawwht@haldegarhﬁe is ameletkrigally hdatadecigarette used in
electrical 3§n¢dkﬂ1§% o#@nﬁ’ie%ssgﬁﬁﬁar@d: ‘E@gﬁﬁﬁoﬁzﬂ i fobeQf F@Ltlncges%cﬁﬁvg systems

se associated w th atheroscler ot

significarifly 6RhiFS sidegifeamysraeles and pisg lpefgt sTHekAsY iopTHsRenduang gingiate smoking
as desméan@kémﬁawmtrﬁa@?n&mvwstbﬁns% giksioaliy c&%bﬁa |-3vBEd US 6 026 820;

s 5 oL {78, 355 ke Ral DBl S b pd, LR efhelteg U £ 1idece; and

Uss 3&8}594oeamams/ht:he hamly |s¢ogpmréted anteférepdedn &s smtretat ed

lcélbs%oﬂrn&ﬁ%st% mc?o Djec%caﬁy (}ﬁe?eda llgii?te ange Hse ?ctrlcally heated
cigarettg, \mm istasnpirCles| testoepesbtearith haridhten alf wﬂwrameéleaiﬁéctncal smoking

system@bg Cdélpélglé Qi ’deﬁv%%ﬁg)smozg in 8 ﬂﬂ%%ner"@nﬂrbrl-tg-thg @?Ao@értse Efferiences with

rg Cerl evel ar e OSItlve Yy correl at
’frad'tlorwhut“'lgérq#re@hsqcev%ﬁ 8Y Jirovifipg 176 m@aﬂy r@ﬁ@onﬁég@mpwdyhvew oceurring

|mmed|@téll§/ r@batdaﬁN)Wa tdlas"tdruelew&k d%WerﬂQNﬁ'd@ﬂblﬁ&sQﬂﬂwde aeﬁqweaar a desired

resstare S otod (KB exdsebit PHEY TR 8 el e sBasHE st
Molatilel ﬂa*zxnrmgaha\@rtmm,@nmr@rath@ innteaiitioh al cigaredtes tndddofldvorsgand aromas
to mainBL@zﬁﬁr%P!é tgea[% 1JAESS s?&)lg‘ee a%%{e d%P%?%Eﬁlé,) 85'3%'6%14?5 US 3 236 244;

Ster trans
US 3 344 freet §Sé3l426toﬁﬂeé13 P 3 éJf‘o# 715BL0; 709 (501(37@§i4¢ b'ﬁ 5144 964; and

Us 6 32@' 8’%@%@&&&9&{!@5\%& Weleshdy 12 TheRELd %voﬁ deswably volatilized
peci es, i ncl UanS is to transfer chol eSter

when ”’@s‘t‘@"et%'a Sf”PF@q y*d@f"’r“@é "@@t'{ﬁe“@’io’lmgﬁd%@@'ﬁraﬁa?’tth% P'@éreﬂe to other
comporieR&! dndipBesithy Boudasd éntird LigaeROt €i NS (HDL) | ow density

E/@fé%%fm/grﬁ*@g Cq%b%o& gﬂé m%%tg o urllné ?&g{ag esﬁrlg];lsbution at ordinary

condltloastprmr toy snmsknag lobwer ciggretiés. HDlheCdngIrmbfen’nyratwndofaVDIatile flavorings in

cngarett{a@&%:%ﬁé? orl1 Hlﬁ%n@h %P%Lsie i&c@fgﬁgghg é\fbﬂﬁ%g 9%5 ?)F%Sﬁ errebthe solublllty of the

flavorm@mgémr@pmponamt%qi theceigaretith @9¢ tanigsraiup eofl ihbmidgy ﬂ@tdlttom es
?i’évbrﬂﬁ% eaehn’ inaknidy aLkier g%ﬂ%ﬁ%tﬁn&@&' 5 @&rﬁ&ftMg and/or reacting

DLeevatlngttherales ar e nar ket ay.
with othgr gemRoneats <fithpiciorecist PY WGH@F%@éhﬂ@V'r%thago%@ﬁ% activated

carbon thas %a:ﬁ IR rPoBlSE $n W@b@hei e@il@ﬁo@omm@e@ &ondtitlhad #6m mainstream
ase i nhi bjtqors raise

smoke. HowtEE TRARTnGR it VG P RS AFTPPEIeA AP oL e activated
carbon par poaddotres! Hy-16 adiRMed cAsbom, whishilcén cibfebesios theractivered carbon and
consequlT%?wqil/ é?éctﬂﬁ? gwe a% Y_ﬁd ?%5% OY&??qS(hcﬁ @%ﬁHé |t%F§9t§gc¥ f(i)l{relp ?otoacco smoke.
sl owi ng the progressi on of atheroscler03|s Thus,
al though there are a variety of anti-atherosclerosis
therapies, there is a continuing need and a continuing
search in this field of art for alternative
ther api es. SUM\/ARY (]: THE | NVENTI ON Thi S | nventi on [ s

T o s o . — o —
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description of exenplary enbodi nents of the invention

and the exanples included therein. Before the present
w@orvponss, conpositions and et hods are di scl PGETB280TA01770

described, it is to be understood that this invention

isnot limted to specific sgnthetic nmet hods of maki ng

o to be under st ood
'Fgmhenﬁyeggfngﬁn’g%%q%g Hg\llroy%% {h@ E? %enf 'BPorP‘Pf@teSU'F‘ Iﬁﬂ@éet@ﬁ have not
been tQi@%(cﬁ"&lt'Bfaﬁer"Mai‘aJlVdei éﬂ tembmdkerenDse doiltye #abring 63t the uniformity of
ﬂavored Bfgﬁi‘é@t@éj hb® rio? b'eemtotblggsat-gﬂa% of%@esii‘? %d{tigve{étel sgorr]pgi%n of flavorings by

l'ates to har maceut |ca acce

Sorbentadmme Wrg%ﬂst ‘?”o‘i’eaé@’rﬁﬁ)bhﬁ@rféﬁnti ared fb\ﬁ@eﬂedumwmebments ability to
remove Bae pB@iett®nytiigHis Pdif toba e dnfbiRl epar e the

pharmaceutically acceptable acid addition salts of the

af orenenti oned base conpounds of this invention are
SUMMARYse which formnon-toxic acid addition salts, (ie,

[ ol ogi_cal | ccept abl e ani ons,
B SR e R PRI H ol e e <A rcbeinga.cvolodextn
(gammaqpyjqicgi[eétrinbgmcf ﬁa\@ring;ussgiiot/uee Byhorsyibiiay eflavérittigdwithin y-cyclodextrin, the

flavoring® 8§ MG BtecRECHEH Goss! alf:rtngt sqora éteinﬁt $trity ||09 Cr'}éar al ﬁavoring can be

rate, bitartrate,
release%thmhéﬁeémagd&@maiﬂat @O”B@ﬁ’fmatféhe V'i@)tdﬂdﬁ)dsml f onat e,

EEit bmlwsmbi%@/néﬁtﬁodn‘ﬁ@rﬁtz %Heééﬂtrfidéﬂfi‘th%ateﬁ 4 &Eé“gﬁ%nf gggttigal smoking
system, c F e at S b thyl ene-bi s-
grp"l’? 'Hoat el?i o st e'i*hé”‘i' ﬁJ'éh‘tri”@ﬁe'aﬁseoafidélvatcempﬂonmawclodextrm
and at lepgtione famoral i$ provideti.he conpounds of the pr esent
b d
I'nne/r%mér%}emgg?y 8“3&51’% rﬁg%e &hp Co tma?;a récargﬁ{lég%p@?@%ed cigarette,

reagents to prepare p
comprisgigprtcgrp@fating, dueag elepiocai heated tcigarqﬁeea;)ahe afl layiohé @dsrbérhtaénd (b) the

flavoringefad€ h@Hitvel Bnpad n-t oxic
SpicRa3C bikive B o duckdif 3 iRkt oRE TARRs s Hiduea
salts include, but are not limted to those derived

BRIEF DESDRIBUCIN ORaHEEDRAWGS! | y acceptabl e cations such as
catigns . g, ,.potassiumand sodiu and
i—éi}Skaliﬂus{rraE‘tg%?p ﬁxe@@grly e&r%ogm%tt ggargeiectri%aéuy dealed gig@pgtte for use in an
electricahgrpeiéng syslem witmtba iciganetie in/mbafalminuéﬂe&ibﬂaalddﬁdiml t | on
I
. géﬁlugﬁanoﬁg%&hﬁ%ngcg 5&3‘8@,@' ulmpt g irbthe assembled condition
with on%ﬁaql P sy cioasitte ycoatacitnet abitep Oiegamf @nagiectésally Diperated lighter of the
electricaldhedkirisyoenOr di nary skill w Il recognize that certain

Fﬁgnﬁﬁund of this invention wll contain one or nore
TPRHIPT SRt epkpdiment efansiesirisebsatacialigapette for use in

an electrg:eerl‘iﬁIkI‘HQGyﬁt@mfvlnguﬁ@big@rﬁtte 6] é/pérﬂaii&luﬁsssieﬁibﬁab%ﬁéiho%omer S
ch isoners and

rati onal . i so
LI 21 SRR ST g S oo din et wih
electricaiwtqaadengaaet@ issgiried trds thefeldchiealhoieeiiediyhedr, t hi s

th
N RRecie oo A Ste iR 1 gy & VR i gintie withcraun
ﬁomthe&@h©ers and the absolute or relative stereochenistry

A, &illﬁ/&@tés% Heatr RATR: oftﬂeeelgﬁr%agﬁﬁoﬂi% fnfind S refer

ely toeach stereogenic cen i'n"ascendi ng
Fk?m@ éa}é %eéd':e'p @:Lillusirategexegtp&ary flagasiog delagset eonagisons for different
flavoring delwee/iﬁricomlantsUPAC nunber schenes for each nol ecul e.
Where the conmpounds of the present invention possess
one or nore stereogenic centers and no stereochem stry
DETAILEDSDIgBORIPTIONt he name or structure, i s under st ood

n u r e ded t enconpass
epoq e AR nglbl Sl o el A THY5 . Bt Gha Brvaring from
exposurety dhe giinrsahers (ep., tahibient aiveinsidon peeyaged Ahdiciyarette components (e.g.,
sorbents)0! Bd eyd e ds,.ar
e Chrened i 6 ok el U R i Rorine. 1
configurations and as m xtures thereof. The term "cis"
refers to the orientation of two substituents with
reference to each ot her and the plane of the ring
(either both "up"” or both "down"). Anal ogously, the
terni "trans” refers to the orientation of tmp

Y o

. " .. "
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having 3 to 8 carbon atons, wherein each carbon atom

of said chain or ring is optionally replaced by a
whedoenoasom sel ected from ni trogen, oxygen andPGUIE2007/001770

and said carbon aton1of said chain or ring is
optionally nmono-, di- or tri3substituted with am no,

add"im*é@ie"ﬁﬂx 300 Ay 8 ALl B nepnarpgesmodave i

the ciggipfiahineonirellagi rn@rﬁaﬂuﬂr@rsrrmkmgo Caneexuently, thegligh, in€ltsi¢r( € a flavoring
guest rﬁol@&ﬂ@'wkt@%y aC\P&ycfb@l@J(t ny i é&ps?cgn' E%‘rh@gx \Nogpm% e%gltsglt]h% ﬂ%\mnng can be

, one or two
SUbStaQS‘P lysg[eae@ﬁ%,fwnb,mlgrah@ |lr35 ﬂ’aﬁ)tciggfeﬁp,l yeagtiieo withr other substances in the

cigarettdios whisthie ertvieghmant, Bnd %&tﬂa’ﬂnb QEERY ﬂ?é\“;éyl{ inQhe &i é&rgeﬂ&%
al o

ption tituted wth one to nrne
%}/aoi%(tr& 1r9\/(9yﬂ&90¥'89(§ﬁcfha”§§? grcluding Fucopyanese subugits, as described,
for exarppigi in USr3 4261 1i apd suingtontytiwedd Wsiﬂﬂmzioﬁvhfcﬁ\@rémébrpcﬁ&ted herein by

referené"é"@ t% @ri@etgg%bhgﬁzgﬂg ggr?r@ Ecgﬂgg%g@p %@gc&glbge% ,aagé/rpyclodextrm

include gixggeyen 6'@‘%Uaﬂ’%ypyr@mosesn@rﬁ)sabmyveMer ein said alkyl
s’l\@dﬂs@hi@%&%eﬁéﬂr@% (:WH& nﬁefféborﬁm qelggéé Qtﬂﬂtt\)e pnﬁ % g cyclodextrin

q % stltuted independen Xg o ning 1
and at {eastgngtiRMerIngnb b Yreyplodexirip comprisasch Reycl®BXtriRSnclasiach &implex "host

molecula[' eanelag Malyiihg0gasst MBILEVS W%%xeﬁblagzémh%ﬁlgﬁtt Iill‘raé' flavoring is a
are eac

"Poph'“%%%g@,qeﬁgfngawacwéf},\% h@'ﬁé’ﬂt%Wyta? Wlonﬁypwhobl%(]@ﬁw or hole in the
y-cyclodsxtri@F@med oy the elghtgmmrlar%&-lgubunm 3, cyano, -CHOQ,

S mher i n_each
(AR RS A 4 S5
CommO’B]{rPYVBWaILI@ @Q%@weeme@ Newmaonet sl {heveinattey tNwvn@dn"Y, Wrhich  are
mcorpor’@l&é@”@‘éﬁh lrpﬂﬁeﬁ%ﬁtlr%ﬁ’eéuof"%ll ?&ngges Wd%ﬁﬁ oano( KIQngn dlsclgse electrically

t| onal subst it ut ne

heated gh@'eg ﬁ% PHWP Rosyclopextirpangd fiavorag. o)/VhlIgrﬁwqqgse of B-cyclodextrin
can proizoi fdiavorntgﬁaﬁlﬂ;h a@Xenthdll fh@wwhextﬁﬁbﬁl?)@éhve% I ISt of the flavoring

I t dent |
Ge. 10@)@\}%{ ()t%&?\é%?nycgﬂgaééeo”ﬁ%m @{'Sn gg:no(rant vvc); hydr oxy|
Bnexpeeiedly hmmeerha—lcyx)lodelxmnamotdewer ﬁf@ﬁiﬁbﬂﬁﬁétely&ulgh‘ér ﬂa\r’brlng levels
than B- c&&ogexmﬁ E\'ﬁ{?% %P&(/Heg Il'b Qédarﬂ au@r c‘fz Sr:]]ueaﬁ \%’]\gprét? ?Ecyclodextnn

Sel ect ed r omo n an
and B- C)fcg)dsﬁfllil ofhile Qotmﬁ.g tg lbed)pu@mmeqruugd balidvhd R20y-andodextrin with its

addltlonﬁaglbcd@%nb% Isngmee%féfé ¥ Ia F?) ?rlr(ck%e'\%g 8R% a larger inclusion

hydrophﬁ»_é (:%99@6)%3( );handﬂ @lph@ QDB cycIC( |S|49r|gel|\|pple it is believed, allows
y-cyclodé&@rirf @-hohl) mioksy fla\ﬁﬁhﬁ vilithin, the( find (1€0) @bll’eybf Q‘ecﬁ%vw%@@ioaded into

Y- cyclode%&% ?ob ﬁalﬁ%%log %51 (ﬁ/élag%(r wkﬂ B- c&c&gextrm n%lgé( ulpon saturation of the

rings). OLh@s,) #l ik yhelibetde trat yit lise beea(l@ (ﬁ6tha| &qditionat grueéﬁyydnose subunit that
Y- cyclodéﬁtﬁpcﬁa@b&m @{gy e]’vEIQ((;lf TI&/ ?k{h‘%ﬁ‘ﬁe Bg:g(li {J)qeég é%gﬂl(t);strated in the

wherein sa
EX&“WQﬁﬁManally substltuted |ndependently Wit h one to four
Iih EWEXdﬁﬁ:ﬁe tHEifelliveh el YO8 Nextrin %‘\ﬁ)ﬂ% '{ﬂ@%e Vach‘gmlves is gompared

nother enbdodi nent

to other%orﬁgdpéa%ea@ Imepgﬂﬁgﬂppylsmcnumﬁs the (figvoring used is menthol,
wherein 1668 )nadnkhol déReBFLomphicd a@bn%h’dﬁbﬂ' coﬁ@inﬂ@ clébrettes which include:

1 ( Cr e%ﬁ’c% %Aﬁ %e%e qo tnn W|th meéthol flavoring from 20 wt. %

to 33 wt. % @mp&)sdekm (@memmdm Eigures G@ad@ﬁ) al kyl -(C

7, o B e b b DA IRISIR g 9 g % (sampies (0
and (d) f“\M’e':r'@irﬁS 4ap 8)al kyI subst ituents are each optionally

substituted i ndependently with one to four fluorines,

one or two hydroxyl, or one or two (Cl- C6)al koxy; and

said heterocycle, heteroaryl or aryl substituents are

each optionally substituted with (Cl- C6)al kyl,

(Cl- C6Jal kOXy, hydroxy, or halo, wherein said al kyl

and al koxy substituents each optionally substituted

|ndependently mnth one to four fluorlnes one or two

~ o oy
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Patent No. 5,576,460; International Publication No. WO
98/ 15515; International Publication No. W00/ 02887;
wo pdogosmasi onal Publicati on No. W04/ 052939; EuPCpEEN07/001770
Publ i cati on No. EP3009560.8; and European Publication
No. EP99933785 O all of whigh are incorporated herein
Egg theter en s for, all_ purposes. I n another
a CWHE &\9869&?? dfital montelheqiainieg igrogapsyigy |(Sample (b)
from F@:reoy afddpyri m d| nyl or 2- pyrazinyl gr oup this

45 20 B Aerf PPN S ik SrerlS (S o) T AU S i, mon-
sor benﬂGOh’@[r’('uWraidthodalmgamﬁeQ witly nmnthoEdlffmp dnto theadigardtie).a

jﬂéﬁ'@%ﬁi %@%ﬂ%&g r%hs a\ég{f% féJ& Imiared elow in Table 1.
Y, i, W’@Q\Fhat as wa?ﬁbhﬁseimﬂ@a Bugnthy- @aclg«dﬁﬁrmbmetebals eap Lehcommercially

purchas',ia‘éi fdr'e%rhwllea%rﬁ%ar@ﬂ 'Iﬁ@%%bﬁhgﬂ b@%\ﬁ‘éa thé?P&@ﬁnﬁl'}éHnwth flavorant to
bonate, . or sodi um car bonat e, preferred base is

form ﬂ%i"’f'%%ﬁ%tﬁg?l”@t ﬂ?cft%ﬁﬁ"h@e?tﬁdac'%?tfe&bl éd‘ij"i*fé\a{'y dbe veipocanseles can be
commegctall§f Hurchesdd) yoresxamplel @bimde Mde Fiser@n.e BarlS@fI®&uperrance, and then

el P S N M e —

cigaretiahioahbe caintmeraredly ipueshasap G redsmple, #FOMARLBORD kaythblelights cigarettes
y, l.ati conpounds of Fornmula 2 1
from Plﬂquﬁ@rHQQJSF ofﬁ*ch%oﬁ& \R@{’n%or mula 12 using a suitable
ghe - s%néhv-%losiext@m hyerthel iaclusion sepplexepl eanhyd fominad according to the
compoﬁm%gﬁgéwmwﬁ@prQate sodi um hydride or potassium
irt but oxi d Cgr ef er abl é/v otassiumtert-butoxide in a
i t afissolyiBa e ¥rlofgxipy in Watey ihiorma g choledextrinpRaupqustip|uliers
ehl or indengmenthobeat @thapoiab eoramld verfthlt midtirea t enperat ure
het we referably. 0-300C. unds
37" FoFMhid 5 g Syt B8 WS ke PSRRI ffprm a clear
solutionpf conpounds of al dehydes of Formula 6 with amnines of
gor mu ﬁ&gﬁl
bgr oh )%@nlgatﬁ,g%@ﬁiprr%o?}rﬁkggg%g%or 0 ri g%ﬁﬁ(}?é‘@o@&]@ {8 Brecipitate
cyclodextyig Ha¥nsingfisiersedditiyep tﬁe@ﬂPmaQﬂde sol vent such as THF,

gpt hy bﬁr@? d@ngQﬁé gr%mpﬁét@d(é\fbﬁad@itnﬁ ﬂéﬁéﬁﬂé’«rel@%@ aB@iﬁ\Fés' on
or ma onotﬁnlmne whi ch nay be

at 200° (?’8[:(%3??f”%ﬂeéb'gwa%i’uabtﬂﬁ'?‘%‘ﬁ §Y“3lfént such as 4A
nol ecul ar sieves in toluene at a tenperature between
2Q0C and 1110C, preferably 100C-1 110C, foll owed by
renoval of the solvent. Alternatively a titanium
compound, preferably titaniumtetrai sopropoxide, nmay
be enpl oyed preferably in the absence of a solvent at
roomtenperature. The imne is then reduced in a
sui tabl e reaction inert solvent, preferably ethanol,
with a suitable hydride reducing agent, preferably
sodi um borohydri de, at a tenperature between O0C and
8Q0C, preferably 200C 500C. Conmpounds of Fornula 13
may be prepared by reductive am nation of conpounds of
Formul a 6 and conpounds of Fornula 11 with a suitable
reduci ng agent such as sodi um borohydri de, sodi um
tri acet oxyborohydri de, or sodi um cyanoborohydride. A
preferabl e reduci ng agent i s sodi um borohydride in a
sui tabl e sol vent such as ethanol, THF, nethyl ene
chl oride, dioxan, or toluene. A preferred solvent is
et hanol at a tenperature of -78 0OC and 670C preferably
0-500C. Alternatively conmpounds of Fornula 13 may be
prepared by al kyl ati on of conmpounds of Fornula 7 with
an al kyl halide of Fornmula 12 using a suitable base
such as triethylam ne, diisopropylethylam ne, potassi um
carbonat e, sodi um hydri de or potassiumtert-butoxide,
preferably potassiumtert-butoxide in a suitable
reaction inert solvent such as THF, nethyl ene chloride
or di oxane, preferably THF, at a tenperature-between
-4Q0C and 4Q0C, preferably 0-300C. Conmpounds of
Fornula 17 mhereln R11 and R12 are as deflned above
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protecting groups and their use, see T.W G eene,
Protective Groups in Organic Synthesis , John Wley &
w@eng/oonew York, 1991. For exanple, in the rearCT/IB2007/001770
schenes, certain conpounds contain primary am nes or
carboxylic acid functionalitges which may interfere
w th reactions at other sites of the nolecule if left
unpr ot EO%. SaRRieT ofi Grglogextdn, (GP)antal BrlpiPR ceaplpss be
pr ot egiy@d 7oy an appr opbadME%PT Olreftision Codiplixsyszheh may
be renoved in Egbsequent step. Suitable protecting
groups for anR&®hnd car boxylic acid protection
i ncl u@e thoseB@ibt ect kg gr oups40@rrﬁfﬁ[b/y2g1$mdnﬂ1m/20g

pepti de synthesis (such as Nt
benzyl oxycar bonyl, and 9- fluoregy%ﬁéﬁﬁé enoxycarbonyl

for a nes anBQDbwer aBkyl or béfgyB-dyReg smeathol/20g

carboxylic acids) which are gengﬂ@hMMOQQWa@penlcally
reactive under the reaction conditions described and

can t{ical | yYH& renov®d wi t hout0eh¥RR 9 ymanthef0ag
ot her functionality in the corrp@mdguﬁoﬁd,mégs of the

conpopnds of t| pres mvenhg@ % fﬁ“fﬂﬁtﬂ?@gg

according to ods ovvn to tA
art. Exenplary processes are deethandﬂsdo@wbtew Pr odr ugs
of thj |nven whe a carbo ol

car boi?il ic ac E@Sf thégcorrpoundg'b%s rcgjﬁi)%d m@BthdIZOg
ester may be prepared by conbi nreth‘@nwlﬁéogswl@bxyl ic acid
with ghe apprppshate ghkyl halidggiQ.do)godr pesisimogf @
base such as potassium carbonate in an inert solvent
such as di net hyl f ormani de at a t 8{BPZ009 wal§f about ©
to 1000C for about 1 to about 24 hours. Alternatively

JPVBRY 1 R dBen e GrolnCE RO ChGuBbR Br Elision complex
systems udtar ediog theantlnsidrecbnspidx systemsadiedneltsian ¢apmydexeatcan e afcorporated

into tob@p&%f e@trkglyﬁ%%%ghl%ﬁrgeggﬁ%{tﬁ ?rlfat@ofrtﬁé EIH&(trltf';{%lgrhregtggtc!{ggrr]ettes. The

hour met ho
deliveryyof mprthelGag thgnt be galsylaied mydh@pmogntaefﬂuemhqﬁfreleqtﬁ@d from the inclusion

compleﬁésctﬂbﬂls defvetdie / B! areithdunPleldhsedtifth ¥ hdt A8RBEY bPEorB&it Hownstream
ent such as tol uene or

n an inert
from th?g’tb W@Pﬁgﬁm%@ﬁ conconitant renoval of the water
e ntpuprigpkiced gnthbly sbetaininge clgarettBe afinclidmigk tiosapjromr the above

e e e e
Figuresdépi iv dhé zelivens amnurdt dignentisy) (Bewnstrepar fexin leyy corbents) by each of the
mentho} Iagntgléﬁﬁ%%é(ﬂet Badeh e R %Hxnﬂ}rﬁ ol EJ/o MEHHBId@eII%%deﬂned as the

resence o ase suc
amountC%{rrB@ﬁlgﬂl éhqtrpaarpel drlivered do \ae‘m]ol@ué'ﬁmatge control traditional lit end menthol

CIgarettQI é’ﬁi‘rﬁﬂl@’ eﬁ@f’f F‘Qﬂﬂedﬁ M offlet \ﬁ&’ﬁ@ rtﬁé D}if ﬁeﬁ’tﬁol%ﬂ\#&y Q; tﬁé’ aﬂa@@&%f menthol

a o% about 24 ryI ani no
delivercg e pis EPeH‘@U SBPS HooBlior SRl ioh CBTreit . Sl CBIAACTrAbpheated b
cyclodeatnblfnSer(ﬂaJl kagamttamtlﬁm) ﬂéttth\@lﬂ? héatédney-[ay(ﬁc&%Rmﬁ-nﬂfntlﬁ)I cigarette, the
eSS BT S e 3 ko UERh oA comoce
divided &y WHI‘%@I ofAhendal deliveaddyby & ¢varel teditipoal Ihtl@'\drmgntihm C|garette
' f

m ﬂﬁ’igz ¥ 56"? grg@rﬂﬂgdo%h %Brlr%%@ggésf I’[J;gséeg?%y %trf ea%hut b.B125mg of

menthObyerr (wﬁbrﬁw Pufie par QIQWGFte)afPfcla’fale%Sérab@\H)ﬁd‘rfm of mﬁ:n’@nl per cigarette

(compakédjecb fab§l§i|0V5hﬁH oﬁh@rﬁhcﬁ‘?ert &Jnh*@lﬂ%dltlﬂnél el RS RG ‘éngrfett@)C igbwever, it is
ormed in the reaction i s renoved

pIc

noted ’fB%f %ntﬁ@ aé‘?é?“ﬁ& Yotrerpt Q0240 & B0l apss Ryt %r?taqﬁsé.ah%té) 15mg of
menthoppercidtetie (ies, dt Rrist &0t 3098 nehthoh@liddrgdaalgivei 4 Mo desirable taste.

suitably protected glycosyl halide in the presence of

base foll owed by deprotection. N-(i-hydroxyal kyl)

am des, N-(1-hydroxy-1-(al koxycarbonyl)nethyl) am des

may be prepared by the reaction of the parent am de

with the appropriate al dehyde under neutral or basic

conditions (e.g., sodium ethoxide in ethanol) at

tenperatures betmeen 25 and 7OOC N—alkoxynethyl or

o I
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Any HMG CoA synt hase inhibitor may be used in the

conbi nation aspect of this invention. The term HMG CoA
w@ynwrigel i nhi bitor refers to conpounds whi ch PemiB2007/001770

t he bi osynthesis of hydroxynet hyl gl utaryl - coenzynme A

fron1acety| coenzyne A and agetoacetyl coenzynme A,

a&g%*ze y the enz gﬁ HMG CoA s ase. Such
& G s PEBRRS ol the ey tribes” Gk T eteningl delivery” is
calculateheaaeasd upma dloe athaumnt bbmerthsi ghar dg@;’éﬁ@&@wéﬂ&ﬁkéﬂdﬁ@@’é@bhon by sorbents)

to a sn}c%ef’ 'of %?c g’tsth%qger}t%tcgntafnpnzg%m%ﬂteést § wg?dl fl’}ﬁ él%ee amoun% oq menthol per

erences herein
cigaretig siefiuertiio aamokeeﬁ@mtihﬁe@brantjmemﬁenedmembl lit¢raligdnetecto @rrovide the %

mentho@tdQWer}HN@' &9& \ﬁé(reg hﬁﬁ)@ rﬁéﬁlﬂ'ﬁt}P g&ﬁ@/ B kb) ep%tr?gwiagg ¥iS éclodextnn-

hose “ski | |
me"th%l Figanele G?’éb%fje'\)ﬁ'ieéhf tihé CH'éthé mﬁnihﬁbtﬁﬁcbféﬂnat 'éd?n@yalgareﬁe delivers 0.1g of

menthol 8AEihe Reelicallyhehea g é?@ﬂé)@irﬂ-n%tlﬁr él@&&l@é@éﬂﬁéﬂs‘()ﬁzbv es.

d | f whi
PRSP 115 S BoIAE [piptt @ring dym TR faseisg” Beskuled based upon

the toted prrtoohtaaftaddl&vedwhen/lattlamemlxpd emacider Wyrds,Uds sHolwAdn dable 1, sample (c),

o ' . .4, he.
20% m%}.tg@ﬁ%‘éﬂ@ i’??ﬂe V%%ﬁ%s "19 &g gg %?hga%%lpét@g%él%cl(géexﬁm and 20g of
ethanolr @¢.el e oenthdl $40908-€9 ¢ €0y @ithanol) &t 20 neniipd lwadisg)s whhreirs water can
also be%dé@lhh&é@f@%ﬁhw |s4’18%§9heﬁ‘twth§@éh )wz%w?arg eraEH &?5 ?Iﬁ*gpgbams (and

undeca- di enoi ¢ aci erivatives
not an giamie kawy). HW*@WQF@%@@E/«ag@n@éhl@a@mw%@@ndﬁd mayld@ete 20% menthol
loadingwy&kigh t he conbi nation aspect of this invention.
CoA redu tase transcrj ption

hese
T ERB e 8 i, By, Peroq Mot S ee S Jo Bh HENAL Bioore o, which is a
comparisoarng Ba;mlmmxtmi’anblvt-ccybbdé*nm Iopdlﬁg’ Evéls@bmdémﬂaﬂlﬁ&iehvery Ievels the %

[ r UCt a
menthol Egpééya(;f tlg@g §%633r§p'§§ian L p%ga)gj tglt!tw%gemepﬁg{ﬁgwery ??he y-cyclodextrln is
l"U~'°”"a'f‘t“»‘#anscr|ptlon or translation directly, or may be

Wsoihbﬁﬂshf ng”e@ 79, Gemé%ﬁ drfdesNaW FevielR€of menthol delivery even with

af orement 1 oned activities by one or nore enzymes in

higher logding jRyrlEASeTIPabIRFHIVHIt e othgt eamBlesr Fengxdreriel the B-cyclodexirin
samples Rdth ao%lrﬁuhtﬁéllldﬁdjlr@f(saﬁplbf@ﬂﬁ EfiIrd¥er- QQQH |TfaSlet1h@ﬁh W&$ B-cyclodextrin,

0 e R b8 B4 A o 70 an

Table Q)slpeml(lde pag eqiiont 73 ndeénmtigol pdaiveiyn indyl 1I°/nhné)1thdl ngelivdre, respectively.

Addltlorﬁacﬂg a\é' Jh%ﬂwmn ﬁ%ﬁr@s ;‘ o 9%@%}%@(&4}%@20@’ % QI lgécn%r éalgPlF );e) in Figure

enal receptor of ion
7a”dTQEFé9ﬁﬂﬁ@@@BWYﬂh%§é5%Hh@ﬁ@ddﬂwenhe art according to

Sharstaidiyapsaner, (dBhibbirafedzy rﬁﬂure519§5mel]rﬂngl Igac}ngg 8reater than 20% in

ounds are descri bed ref erence

everal conp
V'CVC'OC??*‘&%VE“V%% ﬁéiﬂsprqmﬁwﬂﬁfsrlgcr%qsem@o @@Athpb%w?rgsc‘@n@ewé to the increase
in % menthsleGaimnN Ohd wWolle ekpwvrbets@d Up6&rs theSdhbhdehh %rinérmﬂal @éltvery from the

20% el et Poa B o B AR b JesE A Enadain, thatthe % mentho

deliveryl\Bo g bsteatel aptiokimneit wppdriicteatly @eiRise 9@ohparing the B-cyclodextrin at
20% m ﬂ%’%é’hggnéé@}” %e%tﬁolp%gdlﬁg)ppr ess synthesis of HMS CoA

ctase are discuss Mercer (Prog.Lip. Res.
Eggsxwl@,szﬁ"/mr@nthowdaadmta Brrytlodeniiyo oradidesantygabout 7% menthol
dellveryagr‘id yS% heﬁﬁxoﬁlo&ﬁ:ﬂa pr‘oOBé@bﬁl?éb&ﬁ‘m%Qﬁ&ﬂwcﬁ‘%elmﬁl ﬁ-ﬁo%og the change

. in nbi nati on therapy aspect o
in % mﬁp@gbﬂ%hvxewgm |tféﬂ120%h'@eTtB?'n‘P@%F'PY PYﬂIﬂCi?M”BrtO rt¢ 8p% mgnthol loaded

y- cyclommpﬂm@dfahﬁérkédihérbbée ihbemehpbesligsy! est er transfer

T n aril ou
Sheld il Sveh 7o &t piaG Eﬂsﬂthab@a¥ iR IR Herclqdsxipyleads to 15%
me“fhomﬂve\f%m% Bethol(E=biMg inlyidytlbdextrinas ety in Hgdr@ada!nl:l)ﬂ'able 1) leads to

about 2§?>2rﬁ%5c]%gh%t/&]§az loaaw l@k gféjsfﬁé}?é Prﬁ%laﬂ% C&%é 4%3;3/(} m'gnthol loading in

variety of CETP inhibitors will be knomn to those
skilled in the art, for exanple, those disclosed in
commonly assigned U S. Patent Nunber 6,140, 343 and
commonly assigned U S. Patent Nunber 6,197,786. CETP
|nh|b|torsd|sclosed in these pat ents include

~EN A
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intestine and is also of inportance for fat absorption

in a variety of physiological and pathol ogi cal
weondiogilens associ ated with pancreatic insuffiRPCEB2907/001770

See, for exanple, CK Abrans, et al.

Gastroenterology 92,125 (1987). Such gastric |ipase

vesctodB e BELIEHEY s e es b E e g B S etgdenin s
toamnm@T%mmBnmmquuw 286: 190-231). A variety of gastric

SIS P B O S P g
B-cyclogledtiirhortad 28%agan repidise mondihbi t16%sor eliernt 2006 enentrlobddligery f asodasired. As
shown Hﬁqlﬁéso'}”gnd@ "Q%b/c?'ﬁ'\bﬁ’tgol%adkdé;%g%gél&ex{rﬁt(éﬁ'ﬁ%g ||n F‘?g%tr@ti' ﬁd Table 1)

tat) val 1 | act one
leads t‘é@é%@o’hé’es’m*rﬁ@we@np\%ﬁa coBparah el sl Z%étaaﬂﬁﬁ%% menthol loading in

B-cyclo@S@ats leatH ¥f whied Risuedin 1EBEol IbQ@ﬁm@nﬂhBeréﬂ{/ér?rthe results of the % menthol

triflu net h hen -3-chl oro-4'
ddwewwwﬁp?M&Y%ﬂ%?ﬁ?ﬁﬁﬁéﬁgpﬁﬁéé and the various urea
Aéoj \eat Biveas nreIFagw@b 7hei®td), tharigcrdasc i seshtion ddliivery over 20% is

disprop?rzigrgéll we in reé)s%Lﬁ g/lml_e,; hg IlPé SeFé{”&%‘g%‘pEfggé gﬁ%\;nem%gurés 7 and 8,
by increpsmthg‘ganthph@aum@@g 8% thpovitiea, 23%y olepthdl Badifg in v-cyclodextrln 10%
more melﬂﬁ'?&@@&q 'bXQemeQ‘re? %&Ir\g@%rolagﬂ}fp‘] GHhRXjs exﬁéb‘fjeot 953) E@N BYchuse such

bi s(1 m nocar bon rel ated t
changepise falr agticed tﬂ'eéf@r |5t5‘é’€!°ﬁj€?¥"l1’et e'?fgeﬁxeénpl%u 13%Lmé[9 gregthol loading in

B-cycloduxirdl @iy profides 20%- n?c?&as@:l@ﬁ@hthol@ew&{ry ety of pancr eat ic

bh%ase | nh| b tor E |ﬂ]escn E 5 n bel €

& Erperd js3uE TRAvBR SrehTasata s ES g g0 ementiol oading
into y-cydadextrin (Sample (9) in Figure 7 and Table 1), Wthh results in about 34% menthol delivery.
As sho&ﬁ% tf'*:?s sga@?l f'/ﬁ/ré )ﬁ(?;c eagg I,%ri’ Irﬁg%gahgﬂ a S‘e%)letg Xrg% 092/0 mcré/ase in menthol
delivery eﬁlmgﬁwdamlscpghcmm in F{ogrelsi7s?, byt 3@2’c8net$$pl loading (sample (h) in Figure 7
and Tal&) L@Slﬂl{s% agotft @?%&ﬁ@rﬂ%‘l éellve

val eryl oxy] - 2- g hydr oxy- hexadecanoi ¢ 1, 3
éé.%jrersaEt@hésmarvocyﬁlﬁgeWm w&fmgﬁﬁ Qi Bigher mewifiol loading, 25% or higher

menthonM/%Fy |cb||€b§ aogedar MRti$ Mr%(pétﬂé'd BV 6l RO Im,reﬁmbhtﬁbﬂiéﬂlvery that can
1 S 0
ve achi el GG < R ki i Bt M ppRPiA oiadisrain Foure o

which dompagesgqualUo&lindPEvelntof Nemthob ji2F-bydatixtrib , aba 0/-80bextrin, wherein the
y—cyclod@xﬁ%%ag]a @ﬂﬁ%%éﬁé‘]ﬁ/e? Z{gr léo-[tl? 59? %I% r:’»%%l})%dl% Re 3?{0 I%admg has a

much lapqes HERSENS@ betwiagn )f@@(}ycl@ﬂﬁﬁmm@l thand:yclh@exvmrm &{u@elythol delivery.
ﬁ%%loﬁ@itﬂqfl%hg@%a%e g@ﬁlh\)@édn\’&smérﬁkﬁlﬁ%E)hgﬁfétmablérp?ocess that

di scl| osed Pat ent . ancr eat
produces glditives hying igrdesifpdystiuriug ecompopiie g strenyherein the y-cyclodextrin

flavoringkran@isb yAdaitine ris @r&erébIWwaE@r@@Q)b}é abhe didiot MEnYatiRUS y cyclodextrm

nevoring BR8-S oy 0eR P TP Ged oL SR ehioiuse o1 V- Syclodestr
and at 18a% bAe §6Fring, B’@ﬂe)ﬁa?ﬂpleawd:ySIp&é)@mlﬂ'al/on@elqaa@edtﬁialel &n be formed by
s YEAGE A LA hOELR B FER T gl coe e
flavor'ngxt?therimgm@ﬁféé agtargaﬁﬁ mmﬂwiﬁln}r»@e thamestd/rcs/sloci%rdw fing structure. Next, a
powder Kbft gt@&l@de@n Favoring: reléékte' kéﬁgﬁvecsc»andfge (r%-}aver%jgﬁgmlw s&lutron by

The pancreatic pase i nhibitors | act one
precipit wa t'?ﬁb@?"%{’@{ Brécles Olﬁr%lth& Wtaf?eyberﬁmth@ H@N‘Eﬂr@ﬁﬁlﬁlﬁﬁ c@jnbe spray dried

to remot/él ﬂfeﬁﬁ)ﬁteby Attétﬂaﬁﬂeﬁyr EH@' \ﬂbycﬁidlbikthl’{ ﬁb\bdﬁﬂg Plefiet AJARITY Q:§|t1 ®& formed by
scl as in Urezawa, et a

e""“s'Oﬂan?rBY S{Vu”@s CO%“@Q %@fherl%‘é@g'&1@%83%%”%%%0%?“9 flavaiing s a guest
molecule reidect looseg-cyclatasliniB ring strindursuppr essi on  of
nonogl yceride formation is disclosed in Japanese Kokai
08-143457, published June 4, 1996. O her conpounds
that are marketed for hyperlipidem a, including
hyper chol esterol em a and which are intended to help
prevent or treat atherosclerosis include bile acid
sequestrants, such as Welchol (r), Colestid(r),
LoChol est(r) and Questran (r); and fibric acid

] e s
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inhibitors for use as anti-obesity agents are
gut-sel ective MIP inhibitors, such as dirlotapide
waleweoded in U S. Patent No. 6,720, 351; PCT/IB2007/001770
4-(4-(4-(4-((2-((4-methyl -4H 1, 2,4-tri azol -3-yl thi o) ne
thyI ) 2- (4-chl orophenyl) - 8
xol an- 4- nmet ho y)phenyl)plpera2|n -yl ) phenyl

)Jf EL 2‘1{?’21 S, N-YCOHpE aeripgyelerre agdeitysywan be provided in

smokmgleﬂlcres trefbrring indluBing Podtevot lihigss. togaoﬁlaér,slﬁﬁ\sa&ﬂlut@ngaﬁd/Qﬂé—ﬁspensnons

M T TR N R
mesh t¢ ¢Qft meshl. dtis invied thed thesy-cyehdexthie flAMBRNg-retedsie tadditiveasanade provided as a

powde#%l&h?haﬁmﬂwsb’é’rﬁclé QL %?Iegéﬁ‘kh%boﬁt[ﬁﬁlmnmlcrsﬁ)ggﬁﬁe r%gre LPrefgrably less

ver sus yst €ém C exposure
than ahoyit {l g %’@c@rﬁ@n'aglehpaﬂlﬁe@dﬂmfanUbﬁnw prefesalyy mpwel tithnogbout 10nm.

Decrea&h@ tlﬁH S thé‘\b@\ﬁ)@lér%n ﬁ%@lﬁe tah%m&ﬁéé&oéé:tahé( i doMtrdiRd release of
determ ned. b ose skil in the art

ﬂavormgg}sa %wg "?Céea:??%ﬁ'ﬂffaarcﬁ aée;soé Rcéf"dﬁr At her oscl erosi s
(A&gé?ﬁ))hei%ﬁ(amﬁﬁ &3 y-chclydixirmt Vav@fmé—fé}@a@m Juaitive cagﬁfét Brovided in a

v L PG 5 L. e bl s SA TR S e o b
mixing ¥CBRBICSTB flavihriad-fOclSaE; additios howds with, t@Bxc® ddst iba 40itry Ffdure to form

a tobacPo ﬁ,gg 468, and 5, 569,674. Qther antiobesity agents
I ncl ude sibutrami ne which can be prepared as descri bed
ieroatelypategvcloppxtrin flavpgng pdeasaraddive it carpbé seatehioote a tobacco
mat for%%l&@ncﬁﬂﬁﬁ’@dt&ﬂm &eﬁ@s ‘FBF befhdid) v%yéodgﬁﬁr?vaohpgirelease additive can

b ﬁh 814 ’?,‘Qﬂ 2 .. The conpounds of pr esent
e mixgth b g aim P%n%agﬂgeach A5 EARIRG NG, {PISOBER O 2 tobacco
mat. Ezamigldry pecesses ithae cagedtssd té\mepaféithe hMﬁQ!ré aastiv&d iRUSNS 006 347 and

commoﬁlggwpgd Ué%gg%}rde) eacﬁ\%ﬁg@ah ﬁgr?cg)tr%ora}gxa 5ﬁrelncby re epeerlltce mr'lﬁelr entirety.
ahe dlm;epelpneefa weyc@@lextvn flgvaringredeasie|agdities @mndraedt limyited. Preferably,
the fnmthEQ%Qmalﬂeké gldud 3 athGt ngma&%‘%ﬁ’t' %ﬁ@g@%%&ﬂb?ﬁéﬁx% preferably

g7 pressure asur enen
up to Plgséhlm ylqralpqggqre@(empm@fr@o@@ﬁflta,anillmgof Y- cyclodextrln flavoring-release

additivead¥hi Hey;ﬁ?r@ﬂérﬁféal Mﬁetﬁﬁa@@rﬁj ihdFhdtated Gatel tHHéc%B eIand/or other selected
H qar ize , Adal at an r
Iocatlonéérl)ag éﬁaec t51e @6\/'@9 ée se ngr@%we o err@g;l di)rpasges a can be used to

apply tRe qaaclddextr)ﬂ.d’lm)qnn@méleas(er hdditMeainaag rélecthéaaﬂyﬁ()fea(eﬂ)clgarette are also
£ eI ti r Nor v

ol SR ROy b WP AT by B e

entiretyj nhi bi t or s, such as Accupril (r), Altace(r)

@ﬁé’? QWIdde((fnh flavdtng! rﬂéll(ar Qddmb@\éér%(%l%% be Hrd eoqL{t%m or a suspension.

Prinivil ), Uni vasc Vasot ec estr
If the v-gydasiaxtEn ARvosingrreleasstadditive isyRIPdiRein Gi w@tle@ﬁp@@mnap@ the solution

or susp&s&ﬁﬂ R od dehéd cﬁiectRﬁ‘tb%fﬁb oNmoréls e d88atioWdIbidhel & more components

neoy e reference,
of an el Befe araIaP AR Y BRF PERET & SGOADES: Rsaliopgy gsyclodextin
flavoringNeeledis8 28di8 08 cambe cpplicdl fong tsbpotainad bher edatingYrocess, such as slurry

coating, (% %{ r%?%e%g@héﬁoocgg p|eﬁ%0tr§gt§§ gng)quﬁﬁPrgraiﬁl%{vﬁ%%gﬁ%nﬁigatlton, gravure
printing 4 jethnplicrtionengthe likear e potent and | ong | asti ng
ﬁ%ﬁ%ﬁpﬁé@@%@hd|§%@5%& o%ﬁﬁtnﬁﬂéégyn ggg’teggéaﬁ%mﬁreﬁ can be disposed in
at leastyRag deralien g yelestitsalbt A¥pled seigaretiaidiati eacheal elsleest the minimum
temperatutt Qi i1 tl’ﬂaa‘ﬂ&/dﬁhg lik trﬁleéé‘iedaﬁbm hMBQLEﬁb%bXtﬁn ag9eRs 2iARe during

SantIISF mcaents I ne
? e

sylate is

smoking, ,f v-as ‘N@P‘VBg@(‘?r ng- r%!ﬁ??fd?%# t?ilé 478et gigposed on an inner
wrap, aftowarod a@aI md!bﬂahh@@ﬂ&}ra;biromb@éctmu)c Re#te® ciatditeN HoR@xample, the

scope of this invention include, but are not limted

to: bepridil, which may be prepared as disclosed in

U.S. Patent No. 3,962, 238 or U S. Reissue No. 30,577;

clentiazem which may be prepared as disclosed in U S

Patent No. 4,567,175; diltiazem which nay be prepared

as disclosed in U S. Patent No. 3,562, fendiline,

whi ch may be prepared as dlsclosed |n U S Patent No.

PN O ONINSN PN\ o . s s s
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3,818, 021; flunarizine, which may be prepared as
disclosed in U S. Patent No. 3,773,939; ibudilast,
waokiochorey be prepared as disclosed in U S, Pap@niB2b/001770
3,850,941; ifenprodil, which nay be prepared as
di scl osed |n U.S. Patent No.g 3, 509, 164 Ionerizine
repared as disclosed in U S Patent

oyIo B O R RIS Aehse o5t Bihatschiith on adhesive) to the

inner welps tHeasiesdco maLbrﬁ/orH&{mthp_) 3 334, 096; nicanetate,

R S el SRR sl ot Pk Elparorng anor
y-cyclodex@iy flavarioggeiéaseeaddiivecty wevideeapdesrad esin@sit dif sthé o@oking in the
Cigarett@povmg cﬁﬂpm'ogh%mp\é@_]ggr %%ﬁnp*t’e ft%FneQ@Ju?qm%S d'bﬁﬁ Q)?t?ggof flavoring

erine,
and/or apquib Aing ¢p d@UP@mevte(ocyphd%mruﬂmpgng elﬁ@ﬁe aghiiiue, Chem

m%moﬁﬂﬁﬁw—@aode’iﬁﬂa flap@'mgerebélaéé Bitivehnh Qngg@fte ken b% based upom the

prepared as discl s%g Ger man Pat ent

weight Bl GHEind, MRAIAHT FhyOBEOE Byt 68 GG aies FSeaTPl. an clecticaly
heated HgSrettPatie bé, bhlsed ¢h tEé%tQvagh‘ﬂbﬂG@dﬂcﬂﬁt thMUb%Bcdméﬁ d98/or tobacco plug

d
of the éj%cﬁrgc%@yeﬁea esd mlg\%%ttosﬁg?/ E%ultjﬁsép gp(i 8105%pr8 eg‘%l;bgkéqﬂ%ﬂ% to about 15%
Y-cyclodgxgin fRypremg- reNase 4d@Be, 750gthaxrvebras, gucidarktte whntaihingePoriag of tobacco

preferaﬂlg '5iﬁ9 b Hoss {*y‘.dgdyﬂéﬁ r@%\,gﬂig Jé%asg 20444,

ISC sures 0 S are
AHemabehattee aequst rbe\;rCYCéqdexténcféevom@tv@sg additive in an exemplary

embodlbh'éﬁp‘élatlt FcRIs, Hskh bﬁttt‘i@ﬁe@ﬁtodﬁh@fnngah\'/v%p[ ﬂt\éet%éc‘a@ mat I'a]md/or the over
e no [imted ene

S S B ol o el e i St BE pE ek edtin flavoring:
release3additile.9 Gbothlrenstag, dbr, a vighehie MR DN BPAERUNAS 1.5mg of y-cyclodextrin

fIavorlnﬁ régés(esa%gltlv ca‘?t b\ﬁﬁgﬂaﬁ;’cbelgS& 2426, be_nf ur odi |

m succl nat €, prepared as disclosed in
cssclocmactrentlavmm -13|e855 ad@iye bamrelembar ftaveringihi Emperajurbe of at least
about 2@0@%ﬁ@ﬁja§§bc§1}t §§6°@St%dab'o[}tb4¥(’50 . ewu‘ég‘tot DR ilng’t?%g’ g&r?d by theory, it is

| oraci zi ne, which pare ose

pelievedihat o ferraaraies o ot 16! 9t 2ORorlanng ohEEsPYRRpS®SUbLNI of the
y—cyclocﬂﬁxﬁmam%ﬂ\saéhddﬂﬂﬁél |ré!§a%@s|aﬂﬂéa'/oﬁng Rat&nhobule 3r0318’%e9@§yclodextrm host

enf ur al ared as discl ose
moteaufy, {178 AroriRiayed e o ie%%%até bere ek 406T. wctpayxtae begins to
decompmsegdauschuting mmruwme a:d bealecsmrdtong ah®legetordsedrel |

ﬁ%ﬁg@ éfg%&{}%éﬁjogm . CI‘Y) r[%ctlohe alﬁglﬁv r%lsgs%? c@ﬂwggseggposed in at
least onf inshlinsein the algcBicallyabenied Ngarette 464, @adhesdit| least the Vilniotihg release
temperé’@ﬁé e B BT, g 2 Cnlg?)‘& Iﬁﬁ\ﬂgrlhd] retbas aﬁd?'itl\?éqct,anlt% dlSéJOS&d on an inner

532, 685; di'pyrida be prepar e
wrap, ad?b:,aep%gt@aarp#pr'p,opteg wrappa$L@ht’(ha](|{tjﬁe @gyplqgi‘e_gnn flavoring-release additive can

be heal@dtiafyr £ hichdMeRMenMh& tHEBYIn&ewRpE PRI BHaiks rﬁétsé}td‘ib?qge blter wrap is
Cerman Patent No. 2,521,1 13; efloxate, which nay be

heated. ;) epared as disclosed in British Patent Nos. 803,372
ﬁhel&%cltidl&dnneﬁawbrhtg-rte}elasé etiditve tarafuthemitiade Gﬁ)bpbéhal encapsulating

materlaptroepﬂg\g(?edagc?'ﬁuc{%alt kga%%rgﬂ? ertle%r Y hlrertcgé)?tﬁ‘tfwﬁrggaéel%l can include a binder,

WOLE s
which can dclidenat isvitet thiterhlp, o qzrrrmpraroédarmednm; belstrg agar, gellan gum, gum

arabic, S8R, Rah0h d\tPn a]ﬁdﬁ%%tlﬁ5%)éhérgﬂéte |é|§'EB vV\@nzth"%%tPQtecan improve

prepared as discl'ose
charact{risgsegian enganslatingagatsBalpe.gp Hisiarais ahasasteristids praddiiverstability, can

opt|onal®adeegadeab 2 020, 464; gangl efene whi ch rray be

ﬁr%@) d as disclosed in S. R Pat ent . 115,
B Fjom gy 815 PR dBEE 06 4B a W eRHch FeLpegpermint and
spearmiRft chiotole, I|®r|8é7c|tﬂ&5andtemb$ﬂi](ﬂlfﬁeorswlo@ﬁlaﬁﬂbﬁe t(Qamma octalactone),

o1 cl osed

vanitin, WP 94 ffl, Msrth FEs SRR 143 Pie TBIEp B o5 S RRORT Joky salotate,
i n Swedi sh Patent No. 168, 308; khellin, which may be
prepared as disclosed in Baxter et aI., Journal of the
Chemi cal Society, 1949 . S 30; lidoflazine, which may
be prepared as disclosed in U S. Patent No. 3,267, 104;
nannltol hexanltrate mhlch may be prepared by the

o, . - Y - o
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al cohol abuse, a sedentary lifestyle and | ow cal cium
i ntake. Those skilled in the art will recognize that
w@pio7/9a8pr pti ve agents (for exanpl e progesti nBCT/IB2007/001770
pol yphosphonat es, bi sphosphonate(s), estrogen
agoni st s/ ant agoni st s, est rogem, estrogen/progestin
conbi nati.ons, Premarin(r), estrone, estriol or 17a- or

"na'°°'1?%f9%mﬂwwefégwaﬂ momglly oirger il HhARCE taYPL Rd icambilRptigns thereof.

In an etéiﬁolmr@pmuaudenoﬁhetfmomfgemaes infene ol oro@mnﬁxenpl ary
rom commer

eSt I g%f@gg%eﬂ li‘eg?rgﬂclu{g 5P gsnts gﬁrl)%béen%fgsgéot{llon or re?no(\j/al of selected

gas—phasmchnnhinmtaﬁeman@nst@amgemeraee poegided @jthia f fienpattisroofean electrically
heatedaglgér@ﬁéa ,ﬁée lug&?th% ein Cthg gc?réi leﬁpt?o‘ﬁetoghgtes Cald@%ﬁcﬁ? %R&‘/Sr absorption.

madi noné ace desoge
Sorptiogj lmtﬁnféqdeﬁomomw%ﬁ m@émtlemfbﬁe thetoht@héumfe ofetheysatgnblas well as

mteracﬁBr@Qﬁﬁwﬁnttﬁe p&%@ Bﬁ@@ﬁ%ﬁnﬁ@lg of thb Ub@BRS LI BReAREI&L £1sorbent” is a substance
¢l one, dene, Og?rcstonor one capr oat e,

that hag&eﬁqu%pecon 58 FS)f B@ggt Hisa of ﬁti)arr%l)pgﬁp%é@tl@rsgﬁéce and/or has the

ability t@apkeoap @thel' eWsEteHceS Slel, @hroudly ﬁ@fdtr’éﬁdﬂﬂbf thEREHeP BB15t4H8s into its inner
dr ax est ergﬁe acet ate, enﬁgsﬁ r al

e
stucturF o RO PO o S0LIE™ rarE0h At BRG. PGP e 5 AP i 2dsorbent, an
absorbametrat Ribstaocethhicanduretion abgle st adetriegnt and gesltsorhent.

Y lgs%ﬁti{e?em tﬂe( ?&ﬁsﬁm&ep F@&Q rt{)) EBQJ}& o% goq %%gé gﬁgo%ncﬁ‘ at least some

qui ngest anol qui ngest r one,
portionof epelm@wnbefd@e@%treﬁ@ teba@cmpl@(ypr ogest rone,

Nk Wﬂélﬁ&%aﬁﬂ%&@‘ qﬂcmﬂ@Q@rrﬁﬂxturéz&eﬁ%legrp‘ésﬂygown the tobacco rod
tion i_nhibiti nglﬁg yphosphonat es i ncl

and issy0 IR G e oo 1 e ST HPBERGEBENG B LR frpmlghfrouth end o
a cigaratteﬁaﬁru@ﬁﬁnol{irfyeofdmsQ:ig@t‘elttée ok mbihstReahBsrholeosdMei §iflthat is drawn in

o A b el SeUAA PR o o
kil'he tptnmélp)hbnldareswe”'ESI usetd desgie refersddi aupvrioss afmucture comprised of an
morgarf?cslmgf‘ehﬁAnﬁ/op()ﬁaﬁircrr@é:l‘ P! MQI@Q@&"@{: ﬁ'ﬁluldgﬂgﬂl;émh&sﬁm‘fﬂe‘#ic materials.

IS an especl a erre
Molecumrér%?%ﬁ%n EmeNe moé%:.ut@a uobﬁ%ﬁa@ eﬁenegw@mhw Nt rpmeYieg pidigr molecules

with dlfFé@érﬁBlﬁﬁéﬁlﬂ&ﬁ@@i@ﬂmg@ﬁblﬁl@{@&i% ﬁm d |sf an espeC| all'y
erre onat e er refrerr
S e M 3R BBy, P oyt i hesioAtical beated cigarette 23,

The eldatriepllydsateaniigaretzl 23 @nprises a tobacco rod 60 and a filter tipping 62 joined together

by tlppﬁll% Bé’%%ﬁy;ﬁé 'Er%tapé/ 8% éﬁaﬁ%‘ (]82 n’g g egrea nk%l tsé%hfo%g%mto a tubular

OSp ona m ni S ere
form akopia free-flowfi ltetrﬁé aagmajendmnd@ftoeeosg Ipuubl8é ahthealther ged.al

5@1' JVﬁP{}vreﬂJ dn%%R@salrhE B %'nij fahdid 1o E'Xfpl[ep%l&ggagllo%gﬁﬁﬁr%rl Seam. The

pol yphosphonat es are kew sé | ncl uded.
over era édiretpias Eledmpl 68dn pERRAGE cewtmmeabrutthsf feefigw filter 74 and tobacco plug
80. 1, 1-di phosphonic acid, nethane di phosphoni c aci d

nt ane-.1- hydr ox 11d S ic acid,
E’%EIW o5 ‘ii‘f‘éﬁﬁ@ﬂ%"oﬁbas%\ﬁ’? 68 ﬁET‘ﬁ e R H) B%)? materla 70. The tobacco
materiatl 7 p bars pdh boated albng an @tslmmarfé,ce— oraaifi cuesidk, sl:rfade @‘hb)@ péeenieb 68. At the
tipped %?do%grr]]e: { ggpc% od %T tﬁg a}a’t %6 a%’j %003 Eﬁ%@ ho&ma g\iraao@eg about the free-flow

Jamn
filter plpgr @hanibe Kot pigy HWI cchamprn&ﬁ a!ﬁqtd/ebrwett tdbadtp h@lsrpn @@iof cut filler

tobaccé witfchs retained
opace W@Edé’n%fe ane OFyas%rou%dm%nnn%r_wr_a ydr oxy-1, 1-di phosphoni c

a{\:yqjd Qgﬁélpregmthe, frﬁ@{l%ﬁ@erd?ﬁbﬁ@é Fj}eo’@p@cco plug 80. The void 90 is an
unfulled%hf&nl\&f%éitoﬁﬁédayﬂoa@b RAd e i RRECHHRORSRBR With tRCHithing 62 through the
r?/dr oxyethyl) am no nethane di phosphonic acid,
free'ﬂoﬂu‘{t%r 4- ami no-1- hydroxy-1,1 -di phosphonic acid,
p‘aettnapneg B2 aah mOmﬂmse’l'y feoRyw ﬂilterb—Zdbdéf&BéH%hﬁh@%bécco rod 60 and a

o AN BT O e SRR e et

In particular, the conpounds of this invention may be
conbi ned wth a mammal i an estrogen agoni st/ ant agoni st.
Any estrogen agoni st/ antagoni st may be used in the
combi nation aspect of this invention. The term
estrogen agonl st/ant agonl st refers to conpounds \Nhl ch

oy

o g, e
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of diethylam ne). Concentration of the product
containing fractions affords the desired materi al s.
w@0ve/02f18t he conmpounds of this invention are arCHIB20em®1770
they forma salt with a pharnmaceutically acceptable
cation. Some of the conpoundstof this invention are
ot 2330t B P i U P o BR B e e
94ckse$oﬁﬁmﬁeeﬁv@ntmenpmmawzhey can be prepared by
%@%@@Féﬁ@ Q%logfﬁ{anyp ﬂﬁlu?é’s‘:gf 185t Sﬁe”RWAf ggrf?rlaf fons a012?%dgacgrqtﬂhe free end

basi entit usual a stol chi
15 of thy ¢iparettadd.aq h%@aéorat«fem g keoigenest agpslits 1Al Whichacareeend through the

over wriB & URa n@ﬁGWtﬁ@fﬁn@F\ﬁrap-@he salts are recovered either
tration pr eci |tat|on with a non-sol vent

?faﬁwswéanrﬁgvef "i*q“t'%/f&ft 3tdaast BRE *AFioBRIAPY GhPesforatipes 46 Icomprising slits 17

can optDJ“nally be fdieg ate kﬂfatu&ﬂbﬂ@ﬁglﬂq§l@béﬁcb% 8®Y The perforatlons 12 or 14 may
i zation, as ap The, co unds

comprig) R RSO et 48P, IRl m B)° UGBS 1Y BHERPlaHe Sits 17 can be
selected yp conpiol tilegessﬂanm]to(d;;aws{mfh) asngtheasidd wallseofahe sigarettes 23 and the
r))/vat er/ethanol m xtures. In addition, when the
onpounds of this invention forn1hydrates or sol vates
%9”3“‘@'%1”@@%@%?%'1@ et §6 epsecayeretiny thengnen vrapn/ 1. THre perforations
12, 14 @m@%@@’@tﬁépﬁr&uﬁaﬂs%@ﬁéd Qé]wer"yh&}ers B?%HQ:?@@@%&\D% the holes 16

%J of such npounds and prodrugs are
being ug ior?@l“éb%ﬁh’?%wﬁ%é legsergfert @ AR D nhi bit chol est er ol
aae ergatettar:zsfoeh hav®h %Uﬂstéiﬁfally/bdr%tdnﬂdlﬁﬁlﬁi@bﬁmg lts length. The diameter

ot ) BB A S SPIRTSBE58 ko .5

that thezdantricabanetingeypomeX 1t (ovidasch snhakef witic 4 Faomikar prabiith fewi'diubiyg smoking.

t'l'h@ BraBed TN &2 Cﬂ%o'g]lpglgé @ltjt | et EB(}{ cal @éng f ttoblgcc?se suph.as blends

t elr activity al so uce asna
comprisifg prﬂgh@ %l@y, @{@SOrlg;[[gtho aesoe degsthsr wntApgptB)nabDLeconstltuted tobaccos

and oth@h@érﬁﬁéoﬂfﬁéherﬁ@dndldlﬁigr traftRAS cRfafRGkeGRRONENt S i N
particul arI humans.” Moreover, these

T eriae” Bles' Guard e eukpice Jte Pl o4 0 ché isnge! taggiher as 2

combinétDplug mathespleg odap HENCELe blth\EapC OOP BAHBS afﬁo&)déslﬁﬂv%elérﬂ’rplug wrap.
n rrectio vari ous

he corfifiod B TR O<E 1 J0deEh b he P RIARET 80« ne

%@@S@qbﬁ@ aboventheiatesirgelclecatdd cgdnetteo23 taar @sisis@ande or more sorbents
that rerﬁ&)’e%é%vrﬁ‘%géj Ic@tﬁstlmeﬁﬁao?ecobégegls%kgg THa SR &L %glf]énse one or more

I sease, coronar ear sease, coronary vasc
porous mageélg§éhrowwl,}j%%gpcq¢m[a &@n a@\ge@s@ exemplary embodiment, the sorbent

is actlvehé@@@fb@h aIkcbrFé‘itBr‘thée’th@%6‘rb'@3nt Wn%%@bbt%%%ﬁﬂoﬂ%r@ies located in a

rtrl ridem a, hypercho| esterol em
wis in FEPRe o B oA 5 i S e e acvatr
carbon canpoinaaticus feineviatiedind Phrticies] fibSs Ofiads, ethd AR EME Sictivated carbon

| € evat ed smal | nse LDL, el evated
oan he e ol orsPlel ST b 2 e RO Dot s SR £ voume
In pratier. exBuptahne embbditeot divt sohef is eonustcmbrenslitallE TRolecular sieve

sorbentgﬁcﬂ@rla'lsntl\ﬂgﬁﬁor% L s€g&8ﬁ %ﬂd/{}fﬁéé’crﬁaﬂ&t}éﬁo@%ﬂj s‘iﬁa/eé thay be used in

reduced

the elecricaliy heptegirigarettse23, ﬂerr%ﬂnpmme pelagied PoropeRaks) desired to be removed

from m&RGEARM fobaddbtamdke. alibIBERSCLiBI0sdrBerktdVBHaPhidy: hduddd: m%e electrically
Al so, |nh|b|t|on of

364; 73-75.

heated WB&E :%J 'Pée 3&“? %( et |"H'FﬁdotPt‘B'?e)Pré'?ﬂr ¢ %@9 zpglitage g1esoporous silicates,
aluminopliispbétes, et sipotous NalliaiBsikdatdsE\4al Sathdp r%-latechor@Us rdaterf¥lls, such as
mixed o% %ISRS%%%%% 8&994%1 %ﬁaerl%%ﬁ%.%g 4I-I?R/ c or érgg@(y a3 - and/or metals.
See, forl@@mbB7 fomBuppowasd WO 61/809%S; ebisk ds pb@'smateﬁEEEFénh)jby reference in its
ent,retyl ntravenous injection with antisense

ol i godeoxynucl eoti des agai nst CETP nRNA reduced

atherosclerosis in cholesterol-fed rabbits (Sugano,

M, et al: J. of Biol. Chem (1998) 273: 5033-5036.)

| mportantly, human subjects deficient in plasma CETP,

due to a genetic nutation possess markedly el evated

pI asma HDL choI ester ol | eveI s and apol [ popr ot e| n A—I

. o g

delive
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inhibitory activities to be determ ned. This assay has
been adapted to run in mcrotiter plate format with
wo paajogh18ci ntil l ati on counting acconpli shed usPCIBR007/001770
Wal |l ac plate reader. Alternatively, the CETP
inhibitory activity of conpoynds can be determ ned
using mcrotiter platebased fluorescent transfer .
Hs SRyxefipiae aedicienh- e parihtiS t9EneF BT zeglites.  Zeolites include

crystallrﬁ@|afwrﬂhtfeilr@ﬁlte§1%aﬁh@|per%be§l)’dh @s%l%fnnél@adrﬂgnr(caﬁdé@w @Eﬁorm molecular
oAl - cont ai ni ng. enul si on

sized dgﬁ%tﬁ’aﬁg&@]# ﬁEepptap)é H%wr? H%EP%{-ﬁﬁ"t‘? Sstrﬁ%hrteltsg}agﬁg é) ffererﬁ sized and
shaped fgotesy @hicke oan BouaifiqaptCifatbthensopmrtesmf deae echtdrialsdrith regard to sorption

o o e et 8 1 L F S50, s gove e
related tchige [popsikle obent@00 @ e Maesdlesoh tRBSIES; priobey gkﬁ‘ﬁreoeaa in ﬁtrength of
sorptiork. atOr?e'5 % %orfa uiéolltEQVWaK/m% eﬂaére@ gargérofha% SR ok rhqﬁ'é s%lected %as phase

stream of m xture is then cool ed
componghts of arfgs (tlgat 1@@3% tod:,e fﬂ@??ﬂﬁaﬁﬁéluﬁ%ﬁrtﬁ? glegirigally (h]egtgﬁlcrgarette 23,

such th& &%ﬁ@!lé]ﬁed ﬁa@&rlé‘ﬁhaﬂ e @ﬁr@ﬁ@nou’gﬁdo pg&d hrough tH‘eﬂio%éf &fake molecular
ausi ng after

sieve igizdh e At PO eyt ey PonePe ot ZeoRRe r ocul ti ng

ghuabksoltncarsbes }butns halrlinB@d o, mnatbr B060ofzeglitt @,; peniite/)& zeolite Y; zeolite

K-G; zé&ﬁ‘{eaiK—gr %Jo?t Bﬁ’te ?{4 ang Qaagé ?%Wﬁ\/\eg tIr? aI]I e&gmgﬂwmbodiment,

odfum-b rom € an ayer e a solution
zeolite KEMrS 2nd/or ggalite BETA i ys@nngutg &Thedistin thie VI tsjructural classification

family Qﬁ@qérﬁ@gentgdt BQQﬁ@tCWSTaV%Eth:@I fdea ﬁ\fa O\q’%ﬁgz? AFZ)BIQS-I-Q@O\AP&h n < 27,

{o renobve uni ncor orate ap ol I rotern
orthorhra’gplrg,e P}Bﬁ’@i /i Whitss zecﬂléq BEailh rratthrf A tiugiah  clagsification family and

represeﬁfeia;iiyetﬂb é:n]/:E@ cﬁé?ﬁhr@albia%/ Bt?rt;(AQ%S]d}@hggd’ l’r’etth@bhélCPﬁ,QZ]lﬁlr Bhese two zeolites
col | écted fromthe to t he i ent_and dia
are thegraly SEPE % SrHAIIES I B hork DERAPUER ™ P O Grelge I cigerete
filters aﬁd]ortthétc&up&gd)rpﬁ ofthe eté@tlﬁ@ﬁl?ﬂi‘eﬁted@@&rquélzer to use The
TP enettraseroffu 0
5 e BEE PP bR s BT P me T Ll LB gl neatec
cigaretth Lﬂﬁarmaarﬁolcr)lppmtet@mmomlomortn asueh regnietgiimoent pthet sarbey, comprises, for
exampl@%ﬂﬁat@@ BE56n D SEF A nﬂa‘t&%ﬁr %Vé %rr’r'é@t P SxdMHIE Rorbent fibers

ese cases are present in ted human plasna.
can be prripgsiptadovith ardyaiacteaiean and Z@H@edonor particles in the

tRk RewRAL &F Hé%&fpd?’é%éd InCdn%Sorlnsforél RBEIME &f thalectit8lly heated cigarette

endent transfe CE to acc
23, Fopgyemels, 44 FUBRI 8" PROSH, i POEGOIAY oL LUGEHEEToN figh 74 n the
free-flow fiiteig b2, satigartin \thd yoiaspage B8 déei Josshnt campaddificslly or h@@¥atively be
th uf0| are tested in a 2.5%pl asma
mcorpo%é%? tp{ﬁtorr?cccrj |?3§r pl ate assay. One microliter of
Edﬁpmhwsramomet)%emm aybodimefitoxd ad electicalydedtedaigaedties?3 including
a filter Pﬁ?)ntﬁterﬂltgg1‘?r€pcr1lﬁlrpr|%3 sgr%éﬂthh' R YoRh %ﬁs%ngéér' f|bgtsefj\32"5ntdrh sleeve 154,

usi n onenmaster solution trans evi ce
such aSI'P%\Q%f%WOP%d'“Qﬂhﬁlf'H?réd Tporhest eadpe ifgreXgmpieg og opfore of activated

carbon 7sn|§%’g€p R&YI%e, GAd Sﬂﬁeldﬂnbl%tﬂé*r Sdveb irPitbPdus fomhd. O'VMel’H])rtFEnt@ &, be surface

ate i's taped ced in rlpress
modifed SRS, {6 SHTBPE. SRR 61 SHFD o8 CUBLAAID0 SMeHy ! (APS) sica
gel. Seabefitoaiturentan profide Abfekens filrafidruchesaeaisties toSadhidverartangaded filtered
uor escent pl ate reader, 485/530 nmfilters, 505
mams’"ﬁﬁméfnck p(ts(ﬁ'lof‘er Not e t hat dependi ng upon |iquid
Wétahbiivedy, daqomré, 154 ean cdveprisatose medieie sodehiunatenals,ofuch as carbon,
I
silica, z@hlﬂg‘ Ry ﬂ{eq kfe M@)Fe%%gtggtm 9@9&%& fﬁb §§ Egcl‘?éés gg&%hﬁﬁ) Qefwty fiber, as
discloséineronyeandyi- azwnadtWOeOééB@??ﬁ% S lrde“sexeemolwwpmmldenarttee fibers are shaped
i tiBGrs! ithpfeghd SPEHiASS BY ohB3r rthore CRINGHRY lternativel
mrcrocatsvlﬁ% IFarrS It c? t@ %9%' g%gay T\Xg %{rcr 0|el teﬁﬁ) n?jé’]}%:ljioa‘xr(rspoor ri
are added to dry, 96-well, half-area mcrotiter plates
foll owed by 48 ul of 40% human plasma (diluted in PBS)
and 50 ul of 40% donor solution. The fl uorescent
intensity is nonitored after 3 hr incubation at room
tenperature. In the case of either the 2.5% or the 20%
assay, the percent |nh| b|t| on of CE transfer by

o s o o o, o
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utilized, for exanple, where oral admnistration is

i nappropriate for the target or where the patient is
wapablog118p i ngest the drug. In general an anouPCT/TB2067/001770

compound of this invention is used that is sufficient

to achi eve the therapeutic eff ect desired (e.qg., HDL

el evati on) gener al an effective dosage for th

continuelérRTIRIGE CabeP PerS; reritRerPrEGrabotAves: B8Teie of figm about 10um to
about 100)irk 9/ e fibeds czid‘ﬁavé@ﬁ@@ﬂnﬁf froth Md&ﬂﬂ ((}Te) tdmfoapioomx foexample.

har ceutlc e e.salt of s mpound or .
DR e, SRR RRLC DR precruPE ! GR0Rg g fbers, which
are prefdvahly ofler@dd paralld) tm@ﬂ&@f&d&;ﬁ of muinstrezompoukel flova tiypaglr thg electrically
or a pharmaceutically acceptable salt of said
heatedtdggrre‘taﬂgnd or of said prodrug. A dosage of the

Jbﬁtﬂtﬁaﬂﬁ@nn%mmmw%aan bedoimedt lor Bxanu@edy giretching a bundle of

non- crlrﬁ éH §6rbrR Bibd hbtelid CarfeFctR Ha08 'a@ohf%’lf%d't&al%%etr tﬂﬁﬂ?’nelrﬂsdenler through
fective for the i1ndication being treated.

using ae?(ﬁﬁ‘b’m@d of VW”&'JP']”iﬁda‘ﬁeeé(Fﬂé&thw @85 gﬁfem?‘ﬁ'?g P{W@%OAF he formed filter
can be 6R264dI16§ asing 01 ddsired Bngth. Fbr &enplaafgssilefs danthbvé @ 1Hdth of from about
Bmm t :%/ kag/day. In general an effect dosage for a PPAR
mm 858 "is in the range of 0.01 to 100 ny/ kg/ day.
The fitemSoundsding filtdne 152 eselrd incorpemtadom treer @egjenady hédtyd cigarette at
one or ﬂ%@ Ees?rteg ﬁc?cgnér{% tlﬂe@erﬂ@g{ g}stﬂo ﬁ‘lo@“%réﬁ%ngﬁ ht‘\: @J(em la egnbodlment the

Itron co | east one e CO
fiter 15Gfoan pSUBSHSR fob thet et sy B 82.peansées @YemIBlaM Pmbodiment, the

free-floRGREPT A b‘éesrlhb&tt&ed ?ﬂr a%moanf tHfFdd-RIw ﬁi{ﬁer deseht BRY 150 can be in
is invention

contactg\ﬂlm H1es;rq9ug0the ﬁ@FYFPWJAtPT %4’0'?&(’"8@%‘1 Refvepn t%{fee—ﬂowbr"lter 74 and the
mouthpme\n&éﬁ planed, dhibontddnan e, aibut) e indlithpiecéd nlmsadsgrgnal The filter 150

can ha\éeo ‘%%T%tgg@bég% |e @keequtaﬁé% ?ﬁ tbea toléqun Lji{ae‘ngharmﬁee lflree ow filter 92 to
minimlzsltsfﬂxansptnmketcubhgams filtiali¢n rocesapsul es, powders, and

t'l"ﬂg fabg}ﬁg so;rb%tﬂ eéa% l%@taaﬁlgﬁ T WigH b%ﬂﬁab@é( é&ﬁrﬁn&eﬁ‘lsﬁ}"%ﬁ fiber length
um ci m car bonate an clum
such tr@h@gmﬂgt @at@y@seqf@qgs;ﬁgeﬂ BetyRen e V%lpqhoﬁg,lcture can effectively remove

sngnlflcéht%hf&)hﬁlgroagélécté?dlgib ﬁ%séb&{sﬁﬁheﬁ‘t@ds&h ek %rﬁlmd)éhﬁiéta?ﬁfbr @Eroleln while
tapi oca starch and certain c

ex sili s t oget her
orferab oS, G o SADESC sl DGRy G AH FUALb o Y SoRs (e,
signific&uigr @fm:tlnggelheattdntﬁl @aﬁcmacmaﬁerAde)l pn&lel gas)l ulByl esmidving selected

constitue ﬂf P%f%g’ i c&mfl aﬁdg K r e d (%n e%ﬁe@?@ au gees %dtlzc?n@ntu?ﬁ{ be achleved A
sufficieptiyr lposieskinGalensitycandpa silfficiently shbrtibei mngmrcanykpaaumdeto achleve such

filtratiorf grpc!oyed as fillers in soft and hard-fill ed
firatio E)‘T:@nﬁn cea sules; preferred materials in this

HRMSILNbAF SArkept Lerd incremBltRBPAsIMeRts Rf @eg%erctr@g"mfrated cigarette

23 depéﬁasmngﬁb Qﬂﬁb@rﬁ ot @erled(&i &Hitphped Ucﬁﬁtshﬁelﬂﬂﬁ t8é YAk sridke and the amount
formul ati o on or suspension in

|
of the C&H"”"B‘fqnts tf‘%‘r's %‘?%rﬁﬁltcebe r&”\?é@%’? %@ tghgcco smekE-as ol i ve
FIES. 4 andyb Yoerdtdas esemﬂa@sentd@dmnnafréqeélednmdmbkmgweystem in which

exempl?ﬁgegrgbo%rﬁ%%) ég%ﬁ%gﬁ%%ﬂg ﬂ%%tﬁ% rcig%e%ﬁ%/ﬁ%etrb:%dl? % Sulgfowever it should be
understord thel exeniplara egbbdimgelsaf the aimbi;:.llyeheamdt qnga(etmang)emyd in electrical
smokmges &gﬁi@%a'i/ﬂg \}@e\fed%st &ﬁ&h €hdR Qeegr{oég%talnﬂ d?ffereqt electnscally powered

ro riate. UEOUS suspensi ons an [ or
ighter anstramians. ehq Becideamating AYSier a1 iinphides jae elastrisalinkratast cigarette 23

and a relésbid mﬁeemtzlsonrhe%ali:&teczm’elceﬁ&ruweh ho %@ﬁhs‘éHéd w@eﬁ&r@n{t@ed from a
flavoring agents

?01 ori s, emulsify g
Clgareﬁsgeﬁﬁ\@f Zhdyishsis Op@meti iEPh §B P@*'Orhgg Q\Tgf‘? ligigergqpe once the clgarette 23
is inseréld, URNénol@Ry Weleh! 21 RLzROM a SWﬁl@fJ)’Haﬂﬁ@r ﬁ é/ &k tradivarar t blgarette, but

witnou TG o RE e 554 PG T oo SRR A P e BT smokins

of a cholesteryl ester transfer protein (CETP)

i nhi bitor and a concentrati on-enhanci ng pol yner are
described in International Publication Nos. WD 02/1
1710 and WD 03/000238, which are hereby incorporated
by refer ence her ei n. Sel f - errul Si fy| ng for rrul at| ons of

o o o e Y o, | ——\ M
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requi red volume. An aerosol solution is prepared
containing the follow ng ingredients: Fornulation 5:
wa\eooosol181 ngredi ent Quantity (% by wei ght) ActP@BIB2007/001770

i ngredi ent 0.25 Ethanol 25.75 Propellant 22

(Chl orodi fl uoromet hane) 70.0{y The active ingredient i S

m xed with ethanol and the m xture added to a porti

Gireferzbly ppaspSigaEtie 2Bprovides aietal of AldeRsS! SigRbPYfed AL afclasgiper smoke.
Howevérotha clgatdite 29 cde Bé eonstriibied kEsdlined B igrdaterttdi@mub®er of available
to a stainless steel container and diluted with the
remai ni ng propellant. The valve units are then fitted
tThetlightec @b tiailutes .a Boyspsst aavies frantearpr epahedsi@sportions 33 and 35,

| - F ' : ' ' [ [ . .
respectB%&h%Y\?dyve( %ng% g%édgp%rg?sy ﬁ#@;@?ﬁéfé%ﬂt‘%&gd? %c?%ﬂ?@%m the rear housing
portion Satandzuprlies negy 4 Bdegley feniedds PholBrtarfituae 89 insludes a plurality of
electncél §6Hve rﬂea‘tuzg Qléﬁ'l%ﬁtg svhEeyEh 'ﬁwé\f%atn%)elgﬁénts @7 Sre §’r‘reﬁ1\é§d within the

SuUsp ended I n the saturated att acl cerl
front hwsz@s. reﬂutsqnyfﬂ%@ &eéﬂvwenagqrﬁ'ée A niAnEoD 88 é@,%agﬁmﬁe%uheater fixture 39
defines EN@rnithat eHd 6f ths cightie RRIVEER7 (H® 2. suppository nol d of

0 al. 2. pacjty d,al lowed to cool .  / , ,
irz?ﬂ”n}rg'vé'%‘ﬂg fﬁi 'Huihgt frB’Hf PRUHIge BMEY :235 SF[?P@P&'XB establishes electrical
commuhigttihn Ftwern the pbwer soueredss Badl ankiod mdregf thdiheating elements 37 during
cach p&;&)& | ty Active ingredient dissolved in ethanol 1% 20
“itral | pid(tm) enul sion 1,000 nm.The sol ution of the
é‘bevean heysindiperios 35sofithe heuwsingodis Isycoasimictddstodreeepangd @nd closed to
famhtat@"f‘édlé?c@l;neﬁlt ofthé BhGer@ourBash. k ihotR8 thaliitlidht he®idg portion 33 can be

q%e atin capsul es are prepared using the foll ow ng:
removaply atigehadite, egea@@pgn@p@?n B2 @é@gggﬂa@wﬂ gngaggment if desired.

!‘?@féfﬁﬁgﬁiol MG. Bnlgraﬁdé)@ﬁipla@d ambbdiveftTHeCapgbll drbuifg Uh V€ activated by a
puﬁ—ac{yg%[jfﬁ%s%é?,lv%% IR a?rés&nvg Ij'ﬁ elltn%g)%anﬁg@% ‘,ﬂrésgn% or ghanges mlthe rate of air

flow that @cturng@bn aiitiabdn efge dtasr. orGhRAlERAtettEZBERI \VEENTKaL, PROGEDRRERd sensor
45 can-B%qoéa?édl W Wlmﬁe%%ﬁmiﬁﬁg%oﬂloﬂ% Jf%é !;ahﬁﬂ 2%Sanﬁcba cQPﬁh@lﬁlcate with a

ordi nar di sc

puffs.

- space iapide dfeskgatgstixire 69 VigoavperiéSe @ma@nw@romégewa&r@mon 182 of the

heater BAGre"Bt ks a%iu@ieﬁqu the5&istr M, ehdBiiordiduiy ah Rt Q8 eledE current to
are intended to pur elr?/ exenpl ary of the invention
§

an appipRHatg ee fighe P?ﬂ“@ﬁ&@@ei”g‘ nit the scope of what the
i1 4R RkET Slary @@ffodingsht, tdmahducatmvan‘elpwudeblrdt @d6cdtiod aag &tk exterior of

the |lgh$€6%§ tﬁMg%ﬁélydaé ?%eéttq “5'%%\5\%? gl};ﬁsb%pap n gﬁglbq\;ai?q t%e or other selected

informattienpEneaindicatoi $1 ¢cam i0Qude a figuiatrystabdignidy. tie ap exerhpirgy, endediment, the

|nd|catcﬂr§1$§|§@§ys' g s@Fec{%B 191% vﬁ{eﬁoas Blpglrfelttg @W?Cc?&écts the presence of a
s were l'1Tzed w thou urt er purification

cigaretird #ieoheaﬁﬁillxtﬂfﬁ 39. eﬁb@ faieaipe St sdrepaMprise 2y ZErapgs ment that senses the

presen&@&"a!ﬂcbll’é%ﬂléﬁllyf 1RAfdd RtPetie IRy ék’dﬂn&@@% déiecﬂd)ﬂff?%ﬁ r&omprlse an inductive
nmosphere f.or conveni ence _an maxi m ze

coll 11§, ABaka 413 HTEle erele %&ﬁéhet hecter e é@f%v%lﬁ%rﬂfaieaﬁs 1104 that
communRateURé€ Boil o withrgSostiatof b‘l&;um Witmﬁ lﬂﬂmieormEI (tnheltry avYem sueh case, the
ch v

cngarett@ #Gleges:nre‘%a]t ﬁ%]ao%ﬁt&[}?&ﬁeg‘é%%g %OrtréShWH ?\a g @ ec lnguctance of the coil
winding34 B2586k Biabwidgneger dsuitable wigaretié 23 lsUhsermd i tier iede)eB@r 1 the detector

Q T ct N
57 gené]%'ie% % Q@\a‘? th thgacﬂ:g g’g )l(rgﬂr?js nggrﬁe%!b%% %tsérll’t THE &Bntrol circuitry 41
prOVIde§t€r gignalite tf@rlnémaﬂor fi t dmherstbﬁm*%ret@n%ﬁ ﬁdﬁmom fiere the lighter 25, the

cigaret@Rftdctdr 67 %B%@%P@&Q&tﬂﬁeypr@scen&@ 6f 4 Bflalehte BRNG ARThEiBdtor 51 is turned
nane. Sonme of ‘the exanples are prepared in a racemc
off.  formand a procedure for resolving the racemate into

1Y hég(wal&tu@a?tsh%@fﬁsad ﬁlséﬁﬁ?g%}ﬁ!ﬂe 2Bnn @eit’ﬁealrﬁlaﬁ@SQSthe heating
abs e,Sstereoc 0 e 1 Q
clemenyey 7 CRERr TInER FEUBY DOt SAr eV R, R gRRpd s foarete 23 at

this invention. In these cases the order of
presentation of the enantioneric structures does not
inmply any relationship to their chromatographic order
of separation. NWR spectra were recorded on a Varian
Unlty 400 (Varlan CD Palo Alto CA) NNR ‘spectroneter
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NVR (400 MHz, CDCI3) d 4.2 (s, 3 H 4.8 (s, 2 H 4.9

(s, 2 H 7.4 (dd, J=8.2, 1.7 Hz, 1 H 7.5 (d, J=1 .7
woq0709H1 7.7 (m 3 H 7.8 (s, 1 H. M (ES+) BEai/B2007/001770

561. 02, Found: 561.7 (Mtl). Preparation 7:

2-fr(3.5-Bis-trifluoronethyltgpenzv

p-(2-nmethyl -2H-tetrazol -5-yl)-am nol - met hyl } - 4- )
approxifefey e ietosgiondernashnewlyiinsered siogfette A3 o% an exemplary embodiment,
the hee(t@n ﬁxt@r'es?)é idcfude® re‘iﬁﬁ@tnlﬂ)tilall ehAile) ‘h(egteb re%men@' 87,1 fuhig® raPéNdisposed

concen’g[lgal qﬁ%@”@é' %ls&%},;sy(rg@/ %3% tgee tc{ga trge%\ér Z%?ﬁ%%éahoﬁ 'where each
heatingCsvaty 8 aduzhedy fbly irizkitag cighretto g8 s GesrelinG dogin ddibe heater footprint
h sol u éi on for 10 m nutes. Copper cyanide (CuCN) (1.14
orchar gone % 8 mml ) was added to the reaction mxture and it
Wasshowatie & 1G.08, TREOhEatngr eldiBetts 137 scanTérsh riecietel afnleggidirst and second
serpent% %l‘aﬁ%atté’[rj{eﬂmgg?st&g%ﬁ 3aH 8o atlk tb'gd Tk HBa 8} P%r{ions 53a, 53b and

€ organi c | ayer was mas tw ce
54 forrrsahaatat badeairfeoliRe tnmiharerndisseel theerening,bs ehthaﬁ&afqiiférfecelver 27.

The op%§{eeéindéﬁ 4d% Bid BEb of teak?fﬁifﬁegﬁrlgegleﬁh\éﬁtr 3P Qe léfébﬁ’lﬁélfyaécﬁnected to the
concentrated. The resjdyue wa rified b q

opposftg iﬁ)p@ﬁg{ 1‘61@ lpgwﬁg,soclgq q5@ @s&@lectl\@yceﬂabﬁ’é}eldtbé(dh%eéproger 41. An electrical

pathwag fiaeighndach hasiiy eldhydnt aT &t atadlisied, Repasiegly;ttoroggive te2mb@l pin 104, a

connecﬁ%g%weﬁﬁg :?;nl Ld4zar%lo ? o %hjd_ﬁgrﬂgrgéé% é\f &ifl %tﬂé}%stine members
53a, thedull) afflesst (adubrtiob GHtheTtip754 1, the el s@pentPB)NEMIET Gdleland its end portion
56b. ItEQ noté\éﬁhéésc&qgé&'oﬁ rlné Q% dan E@&ﬁé@ ‘o ErQ)grdg a(clgﬁﬂ'aon electrical connection to

each ofziher ersl gorpipns. §64. f I8P GERIANY- BEReYMRD. thet FRg 1 HHis: eqnngsted to the

pOSItlvé)ﬂerrﬁilnéﬂto@tiﬁ:"ﬂo}@@ﬂsd@éé"ﬁé thfbugh RfdoHAEEBR Y DY bethedi7 dlkedRBVde and a pin
solution o

105. 5. {[(3,5-bis-trifluoronethyl-benzyl)-(2-nethyl-2Htetr
ah_elhe5’tir)d éleramtme]’ caebhyddividlally energized by the power source 35a under the

s b TN S BLRR bkt W (e o

locationiscaboptithh .peffiphenh pisthe gloatatier?37 . Bienfieaging eentiers nvifs ¢leutdigt puffs) from

the mgé’rf—:‘ttéj:t:? 38 Mn’f’dn%cWeV&l mﬂq{h‘e@ﬁqo((ﬁg BAL nidle ﬁaﬂiﬂeng@ldg@le) It may be

uene was ad op W se e reaction m xtur
preferrgghtp agtivate arpre énan40r}¢ofuﬁa§m9\ﬁhrr@nf FE RSB {ORRIrRIMETS Or all of the
puffs. I oom t errper ature. The reaction was cooled to Q0C in

TiRcrets TN PRAeoGh 3 4 M oo raon BeSE MBI Y o con o e

lighter. VA gogssuel dyod irindLi2edh aparsthetairl emtesnp nhenliphtey sudothat the puff sensor 45 is

operatl e{gprgg ghlie ﬁ'\ltlam)r? QIJ mélﬂﬁ?hﬁ?%?gov e re%g%g%rdpqn({h?g? e@' s)aéLegfeﬂ'such that it

ani C Ium su
is withim Herrammferﬂsslae dbrtdstegitapte by the presaurgisensoThe crude

plrh%q%rﬁth E‘Ptﬁe %%chobﬁg% @Gtaﬁd ‘?’ds |rél§tﬁ/e93%glt|&ﬂ-gl% tHaNBbacco rod 60 can be

uri nor nal ase ronato rap

selecteg ARkt ths 30@%t&nfﬂﬂd '%@@?rh?féy‘?l geac{wg)elqn@néﬁ Q]éof&heilgl:é%:tncal smoking
system(ﬁlo()@/héi‘]c a El%%’(e}té bE & &@m}gtb’ééltlaﬁedaagé&is{ vtopi1ie3 (AIH. ENRthm the lighter

of the %’actiyc%ﬂﬂ (ﬂgklng_ S)Lﬁ?{ M, g p(oélo q_l)ea%}_l)?géitnﬁ]e e_I_Me_rl)% c?ht@t(‘,taghe( %’bacco rod 60.

This rebipn olVBor(t&‘BB) reféared to Bs 4 hkater fdetuuintl95, 3dikhds (Helfegion of the tobacco rod

o0 wherd GBI, Ot 75 Rt PR Eep B RET R it f afow smoking

of the mrhtjd withdut etmlbustion &-thgrcigerette papqonngt prgpbaseo. The heater foot print 95
can cogsét%tg/ Iéﬁ% Siohd Itl'{ llHB&%UErB@Kb P23 préadBiNYdd dibtah& 86 from the

free eng (78 fof bheﬁdq@é@qu ﬁ@é@fzededéiwe(@ thatds Hlly pseieg infRdiedighter 25.
'Tfheqér‘\‘d%h of BeliblRREs piRg 'Bb)of\f&iiasc@&@@éj 28li thetdmygth cﬁr’fhd;ﬂ Reater footprint 95,

and the disigDee BRYBE %mqte'ag‘g%te”%%ét 5 BT RN Bipicd such tat e

nitrogen. The reaction mxture was stirred at room
tenperature for 14 hours. LC-MS indicated formation of
desi red product (M1l =541.0). The reaction was

partitioned between water and dichl oronet hane. The
orgam c Iayer was separ at ed and concentrat ed then

PR A N\ o
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(gamma cycl odextrin) and flavoring is provided. By
providing flavoring within g-cycl odextrin, the

w0 b@vo9ilBy can be protected fromloss during SPOY/ERPE07/001770
and distribution, and the flavoring can be rel eased
t hrough thermal degradation qgpon heating of the

-cycl odextrin. In an exenp Iarg enbodi nent, an
heater feqtaigtt 95 exiengs hryapdiedohpsreplig 89 ghd sipegiases A peripn of the void 91 by a

dlstance°'987 kTiﬁ'&dlgrt‘éﬁéeeQB is (‘a%ggﬂef@@ s ﬂh@aﬁéa’t@%ld&ﬁ?/@biﬂﬁt%. tﬁl'lhé distance over
voril n I TIye conpri n -C odextrin
which t%rgnﬁtndpg%fgtye Eﬁazerf PPt gS”PEFPE?‘%?ab% g’cﬁ’%‘“‘r‘%&%gﬁ ﬁerlejferred to as the

"heaterﬂu@erdspér&lpygarrbodl rrent a method of making an
I e 0
‘?h tgrogtthélnv0| ' aar?ceﬁlrug tsipi %n(f\fﬂg%agrgotue%n of the Iperf?ratlon holes 263
may be @su)aneh@p adjust é@ﬁmthmg chanableristics aﬁ’r@je @lg;are[ttﬁ a3, mcludlng adjustments in its
taste, dFelwa%% H? é/el A ﬁ%ﬁ‘g bf hoi&s SRR ﬁéngﬂ & tﬁé/ %B%Xérfd fRe amount of

avoring I's provi

heater-fr_liasewrhpl B (R0 PRELCDFOIN N IS8 ™Ay P\sastfer ma@sougxtﬁd to adjust the
immedifoyTRIsPbYseCiBRR6Hh b8 Bbnditerdy |f€bé3ﬁéﬂy| cal | y heat ed

in an electric stem w t
EleBPe sl ol akiieb e Pyl AP SAMER 9t Ptk Wartages.
By encﬁs@atlﬁb ond arahdratadsed fevoshgss bspecially yolhtdaflacriog,gbe @4voeng(s) can be
re’talnedS |n Wn(fllge%nr FI l%tll ﬂ'ls S OH(Q(? A3 8{3‘% ?ﬁe ffaQ/?grllF?‘ éa?urbe%rtnperg{h?e released in a
garette Cont ac
controlled @'aﬁtnnelcgwlry; yp@ﬁ@q, etheﬂebxgtncyrdn’qﬁ tlfteh@m@l{eéo/yl’m @@ |enhanced subjective
charactérrg% 8?@1(&%@%"&@ AFItFé fiakrokihd Haﬂ lBé‘Fe%ﬁn&qﬁttrtéeﬁav@Kﬁd]me%%é{ addltlve until

I ment an el ectrical { heated cigarette
the c'gqrﬁteaﬁ seked, Apadhivationok iegsosRs ehaFoRelnS %'Pweé*t tonssitently, the
sorbent@ndidtbins ﬂ'abMtylﬂ@ RysREBEIe6cE @Qﬁpﬁdsé l&ond‘ﬁh@nts%oln{ heBbirednesSmoke.

exe odi.ment of a

3he RiATRPB afPrers Pt §Redr el RPEamEE PG pingyt departing

from thé spidt dfithe eivemitom dabs, ywidlp éhatendlarg letnbpdimehts hage been illustrated and
b bustr t:

descrlb{-énjf E §(%:0%ﬁ§ {vﬂgvgrlo%g ; e%lﬁﬂlams rd%rﬁl’ ?t olrgn rf‘%r%ﬁ@ﬁl FH%’( variations and
changeg @y be maded&qrenametbo@ departieg frem fhaempiany ﬁ@b@ilr@@m $ e g¢t forth in the
claims.SMOki ng system FIG 7, FIG 8 and FIG 9 illustrate

exenpl ary flavoring rel ease conparisons for different

flavoring delivery encapsul ants. DETAI LED DESCRI PTI ON

g-cycl odextrins, as used herein, are provided with

flavoring to protect the flavoring fromexposure to

the atnosphere (e.g., anbient air, inside a package)

and cigarette conponents (e.g., sorbents). The

g-cycl odext hn can reduce mgration of flavoring in a

cigarette prior to snmoking. Inaddition, the flavoring

can be thermally rel eased fromthe g-cycl odextrin

flavoring-rel ease additive in the cigarette in a

control | ed manner during snoking. Consequently,

t hrough inclusion of a flavoring guest nolecule within

a g-cyclodextrin inclusion conplex host nolecule, the

flavoring can be substantially prevented from

mgrating in the cigarette, reacting with other

substances in the cigarette or with the environnent,

and deactivating sorbent present in the cigarette.

Cycl odextrins are cyclic oligosaccharides including

gl ucopyranose subunits, as described, for exanple, in

US 3 426 0 11 and commonl y-owned US 5 144 964, which

are incorporated herein by reference in their

entirety. Al pha-cyclodextrin, b-cyclodextrin

(bet a-cycl odextrin) and g-cycl odextrin include six,

seven and ei ght gl ucopyranose subunits, respectively.

As di scussed herein, a g-cyclodextrin

flavoring-rel ease additive conprises a g-cyclodextrin

and at | east one flavoring. The g-cycl odextrin

conprises a g-cyclodextrin inclusion conplex "host

nol ecul e,” and a flavoring "guest nolecule.” In an

exenpl ary enbodi nent, the flavoring is a lipophilic



10

15

20

25

30

35

Tabl e 1) provide only about 7% nment hol delivery and
11% nent hol delivery, respectively. Additionally, as
WG bwaoiisl Fi gures 7-9, g-cyclodextrin with 20%eem2a@001770
| oading (sanple (e) in Figure 7 and Table 1) provided
only about 15% menthol deliwvgry. Unexpectedly,
however, as illustrated in Figures 7-9, nenthol
What B|°é%lmeﬁgs greater than 20%in g-cyclodextrin delivers a
di sproportionate increase in % nmenthol delivery

onpared to fhe in rease % ment hol | oadi n
. GoERarER et R et R s S edthse:
didbast eng sdrbem dridle 20% nent hol | oaded b-cycl odextrin to
% ggﬁg
n@g\{cﬁ e\r)agpltll/é) |smﬁ§yc§glgg8?£ﬁpr£ é}dgjxa;tﬁré‘}% ?rIetII%vo{‘Ing
proportlonally (see Figure 9 conparing the
2. ?h&%@cf? §lI§/t ﬁéartbanlggrgﬁ@ e eidial 1, \ARMIA G2 B 1e3R7BrERESBaN comprises
For exanple, 20% nmenthol loading in a
activateg caypen @ﬂ@’Q't?qohtepr ovi des only about 7% nent hol
del i very and 33% nent hol | oadi ng provi des onl y about

% I iver ver,, n

3. Gbe eleRyap ek oAt REREIEN: MhEGinng e o FRCHRR b selected
from thé Ig&)uaﬁfkﬁwﬂemighﬁl mértlad.eding -obyedlate elicoricen frui Iﬂlevmrst vaocgtaladtenk, vanillin,
ethyl vaml? r\ﬁﬁthl ﬂes@e O/gflja'\%l? h%“ ﬁg\y Ts %et‘flplog\glc | te Iﬁ%?(ﬁﬁ bgrgamot oil,
geranlurnecwdemoo onfg%geeml laof t@ebwf@vyr 23% msnt hoI | oadi ng in

g-cyclodextrin (sanple (f) in Figure 7 and Table 1)

| eads to about 25% nent hol delivery. Additionall
4. {The elackicel hepsteticigaratteoot Glgim , VW6trinndha A \IOHP%%I%%%& additive is a
y-cyclodeXifmGidhshsieaoniplex Wieddificit @eslbyeordekiah hogInol€duls and a flavoring guest

Eomever 33% ment hol | oading in g-cyclodextrin |eads
moleculey about 37% nment hol del i very. Additionally, nenthol

| oadi ng over 20%in g-cyclodextrin, unlike menthol

5. Ll'ﬂggle? ical f% %Ig%pe%t 5%%"9 g \ﬁh r%q a/PIe 3 nﬁfﬁe‘l’éa%e laBditive comprises

or even meht rvery
greater ¢ abet ZOﬁésofah@ﬂavorlm Por gefvesn Fban a0’y anQa%ﬁéH%’m?mhol
Ioadlng in g-cyclodextrin (sanple (f) in Figure 7 and
1) leads to about 25% nmenthol delivery. Wen
6. JBﬁﬁ@P@SmW@ePWQC@G%ﬁﬁﬁac@yw nERASNY1 0adi ng i n

Ibagea: b@dﬁé(ttétlanwe@ﬁ’c bf edbavky ah ar @sadcosplug ahbAsr ar tdbas® mat in the

. del i ver h %rrentho I
ot Teg B4 L AR o Tl B IbBRle sgnes anor
hasshawheivweidhit glua ebadcoamat, 8n ovdravram endiarsan mnermsmp hupl to about 15%
i sproportionate to the increase
by We'gqgé)fl)( ee{%oﬂxqerﬁle%gé%ﬁgm%l:or exanpl e, as shown in Figures
7 and 8, by increasing the nenthol |oading by 3%to
7. %Q%Ie@ﬁncé\ly%a@e@&ﬂ%@ﬂe dr @R NI wh&reBi-iRY BhvRERXFIdd3e Badfive comprises
can

nore nenth e delivered for g-cyclodextrin. This
y-cyclodaxtripandieenteeh a8€peci al | y because such change is not

APk eBeiflBvdring- r@eélssé@dﬂlﬁee(tsrdaﬁable’fﬁff reexgngphideast B EME of menthol to

I I 4%
5 e SREH O RO SN G2 B BB
aherdinuttefarvodphlasse adbifyg is haoaeblmp‘l relewmm a@e%trﬁe(mmod)f menthol to

s 4 B 50 O AROTRAS A 5 e

delivery. As shown by this sanple, a 7% i ncrease in

8. g"getef& rlclaﬂiiaﬁjéart& &?a%’ﬂté 8f Clﬁlma1 9V(P|ér819 r’tﬁ@ﬂﬁ/ohﬂg F@éﬂs@@ddltlve releases

[ivery. 'Simlar as al so shown in

flavorlng@é@tm@gn)grwéem;pﬁgatuqeogoqbﬁﬁt Qe ard (I/Herem %elflﬁmr@g—felgaﬁe additive is

disposctaR bﬁleés)t oh§$d¢|aﬁc§1 ih thetdsutiicaBy Rem@ndigbticiebi regthes afsast about 200°C
usi ng g-cyclodextrin with 23% or higher
m”mg?ﬁﬁkqﬁﬂfm %@Wﬁﬁa 25% or hi gher nenthol delivery can be
achieved. This is unexpected in view of the | ower
ment hol delivery that can be achi eved using the
b-cycl odextrin and | ower nmenthol |oading |evels. This
is illustrated in Figure 9, which conpares equa
Ioadlng Ievels of nenthol |n b cyclodextrln and
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The term "nol ecul ar sieve" as used herein refers to a

porous structure conprised of an inorganic materi al
w@ea709118r gani ¢ material . Ml ecul ar sieves i ncPCmMEB2007/001770

natural and synthetic materials. Ml ecular sieves can

renove nol ecul es of certain @ nensions, while not

renmovi ng ot her nolecules with different dinensions

(e.g., larger dinensions). FIGS. 1 and 2 illustrate an

9 ¢K@r@éo@{c‘élly‘3ﬂé§féun@§dreﬁ€ oﬁft‘,lﬁhﬁ‘qt fwHesdih fhd1 @Ry & hg-release additive is

' arette el ectrically heated cigaret
disposed dﬁ‘ﬁf rg @Stoﬁ o PYS vE8P gﬂ&obo@ A firer r%cbpg tg beizectrlcally heated
cigarettg.0i ned together by tipping paper 64. The tobacco rod
60 can include a tobacco web or a mat 66 folded into a
tubul ar form about a free-flowfilter 74 at one end
10.  dhel ekectrioblydwatql cigpr@® eftClaine1,ovtmsein sl flavaringtaigaseradgitive is in the
f fbowdd,rounds the mat 66 and is held together along a
orm o %Ong%tudlnal seam The over wap 7 1 retains the mat
66 in a wapped condition about the free-flow filter
11. i’ﬂe é@@tnbéﬂ?a\%‘a‘@d RlgeE:tt8 Of CIEiE 10Bhepéin R IABPRAsSEpAtidIaSige of about
and a | ayer of t obacco material 70. The tobacco
20“mt$%W%¢|%P 70 can be |l ocated along an inside surface or
an out si de surface of the base web 68. At the tipped
12. e e e tniert]g engévrg g 8gre cfg g[) tlﬁ%vl{g%m ﬁ‘% p%%?r‘ P%a%Y—%{)Iuble.
74 The t obacco plug 80 can conprise a relatlvely

13.  §hQ %Fecttneg ggfe%teﬁ QlgdMte 32 C?Im QUivhdrbinltRE fI$\BH§§ Feq’eas%li@lhve comprises

" isretain a surrounding inner wap 84. A void
a film of scysiadgten apthBavorie-f | ow filter 74 and the t obacco
plug 80. The void 90 is an unfilled portion of the

14, PR aEEokD TRkt et P e, WL R4 gkt 8 up to about

150wnt|pp|ng 62 can conprise a free-flow filter 92 | ocated

adj acent the tobacco rod 60 and a nout hpi ece filter

plug 94 at the distal end of the tipping 62 fromthe
15.  tTobglechicallycheged cinestieral &14imo\g wherein 9o filmis soeoatingon artobacco mat
mthee%ﬂﬁm&@%e%&@QﬁFh&mair with very | ow pressure drop. The

nmout hpi ece filter plug 94 closes off the free end of

the tipping 62. The cigarette 23 optionally includes

16. ahelﬁtrtcanm ﬁeeﬁ@d«/c.gérene tof @i ’Qnﬁteléin alsh mﬂhg—tehkﬁese reRi@itive further
erforati

compriges, s e dp oS dana el it S SRUS eRPUAER < RBaGaspan, gelatn
agar, geltaagum, dum arebiargtar@émaxahthine gummed pestmp 84. To furt her
i nprove delivery, at |east one additional row of
perforations 14 conprising slits 17 can optlonally be
17.  {The redattrivelln hegedcigeretial difgaithd wisdseinclbe @it igpsBone spdent comprises
fibers. Perforations 12 or 14 may conprise a single row or a
dual row of slits 17. The nunber and extent of the
slits 17 can be selected to control the resistance to
18.  dhaweciRERy rbeatidahite S dRimal | whadéin tieeiiberome ehpregnalel with at least
ﬁﬁq the delivery. Optional hol es 16 provided in the
one SOTREM 66 are covered by the over wap 7 1. The
perforations 12, 14 can be used to approxi nate desired
t he hol es
19, %Brk Nt rhgléérgd S, &&gnéaﬂf h%éetg%géréﬁe %?wpgén}i i Lhe holes
armormeetml flaY@fé\Qdﬁlg&?eeftCtdéNQ gor@amslrmaweycépdeﬁtbe eah af lagst gne flavoring
; t along its length. The di aneter of
Imoan%%gﬁgﬁggfg%?gﬁégmel|ke nore traditional cigarettes, is
preferably between about 7.5mmto 8.5nm so that the
el ectrical snoking system?2 1 provides a snoker with a
famliar "nmouth feel" during snoking. The tobacco
colum 82 can conprise cut filler of a typical blend
of tobaccos, such as bl ends conprising bright, Burley,
and Oriental tobaccos together with, optionally,
reconstituted tobaccos and ot her bl end conponents,
including traditional cigarette flavors. The free-flow
f||ter 92 and the nDuthplece fllter plug 94 can be
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each puff cycle. The rear housing portion 35 of the
housing 3 1 is constructed to be opened and closed to

wo aw7lodtiat e repl acenent of the power source 35BCT/IB20078001770
noted that the front housing portion 33 can be
renovabl y attached to the regsr housing portion 35 by

nechan ? % nt if desired. Referring
20. eatﬁﬂéfaégm 2Py TYe WRTTEI ARg thenBecRRfting the |f'?\t‘15'i“91”§)e%§eladd't"’e info
the ele¢t|$caa¢ héated eidareite, ahd)ﬂﬁcvf)m@ﬁﬁeléab@ ddiagoincdrporatddii Br orba tobacco mat,
nsitlv

to e er c e res e or changes
an ovef RS it e by Fam o i eekGp PSSR Rodeusi SROGE metnod further
comprigimgaincapornatieg thegabasct a2 3hbyver wnapk@td/or'rthe inner wrap with the flavoring-
thin the
releasepiiy & HEIE BnaEBT flo e se e opEa kBt " nd can
communi cate with a space inside the heater fixture 39
via a port 45a extending through a side wall portion
182 of the heater fixture 39. Once actuated by the
sensor 45, the control circuitry 4 1 directs electric
current to an appropriate one of the heating el enents
37. In an exenplary enbodi ment, an indicator 5 1 is
provided at a |location along the exterior of the
lighter 25 to visually indicate the nunber of puffs
remaining in a cigarette 23, or other selected
i nformation. The indicator 5 1 can include a liquid
crystal display. In an exenplary enbodi nent, the
indicator 5 1 displays a selected i nage when a
cigarette detector 57 detects the presence of a
cigarette in the heater fixture 39. The detector 57
can conprise any arrangenent that senses the presence
of an electrically heated cigarette. For exanple, the
detector 57 can conprise an inductive coil 1102
adj acent the cigarette receiver 27 of the heater
fixture 39 and electric |eads 1104 that comrunicate
the coil 1102 with an oscillator circuit within the
control circuitry 41. In such case, the cigarette 23
can include a netallic elenment (not shown), which can
af fect inductance of the coil wi nding 1102 such that
whenever a suitable cigarette 23 is inserted into the
recei ver 27, the detector 57 generates a signal to the
circuitry 4 1 indicating the cigarette is present. The
control circuitry 4 1 provides a signal to the
i ndicator 51. Wien the cigarette 23 is renoved from
the lighter 25, the cigarette detector 57 no | onger
detects the presence of a cigarette 23 and the
indicator 5 1 is turned off. The heater fixture 39
supports an inserted cigarette 23 in a fixed relation
to the heating elenents 37 such that the heating
el enents 37 are positioned alongside the cigarette 23
atapproximately the same | ocation for each newy
inserted cigarette 23. In an exenplary enbodi nent, the
heater fixture 39 includes eight nmutually paralle
heater el ements 37, which are disposed concentrically
about the axis of symetry of the cigarette receiver
27. The |l ocation where each heating el enment 37 touches
a fully inserted cigarette 23 is referred to herein as
the heater footprint or char zone 42. As shown in FIG
6, the heating elenents 37 can each include at | east
first and second serpentine, elongate nenbers 53a and
53b adjoined at a tip 54. The heater portions 53a, 53b
and 54 forma heater blade 120. The tips 54 are
adj acent the opening 55 of the cigarette receiver 27.
The opposite ends 56a and 56b of each heating el enent
37 are electrically connected to the opposite poles of
t he power source 35a as selectively established by the
controller 4 1. An electrical pathway through each
heatlng elenent 37 |s establlshed respectlvely,
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