TREATMENT OF ORAL PHARYNGEAL DYSPHAG A BACKGROUND OF
THE | NVENTI ON TECHNI CAL FI ELD [001] The invention

wo edoaerIgeneral ly to the treatnent of oral pheeyngmas/079044
dysphagi a, and, nore particularly, to the use of
vanilloid receptor 1 (VR-1 ) agonists to stinulate
swal lowing in an individual suffering from oral

o oStk SRR o RN Btk e =

swal | ow. The normal swallow i nvol ves three distinct
phases which are interdependent and wel | coordi nated,

they include: the oral, the pharyngeal, and the
esophageal phdeKGROUND aTHEHHg/é:-,Nm'\bh i s under
voluntary control, food that has been chewed and m xed
TECHMIGAL BHILYa is formed into a bolus for delivery by
vol untary tongue novenents to the back of the nouth,
[001] Theadntéstigrheslstes. gdieralh ao \thg eedatipieas ®f icsal phatyngealr gysphagia,

and is triggered by foqod/liqujid bolus [ t hrough
and, miie RAURYIAT a1 T6r 456 98 SAMEIh FaGRRIST 1 GRT 1 GBI 0 stimulate
swallowing ih RiNSRILRINEI LSBT draepPAghyBX dfspRagid he bol us

towar ds t he upper oesophageal sphincter.

Si mul t aneousl y, the soft palate closes the

nasopharynx. The |l arynx noves upwards to prevent food

or liquid passing into the airway, which is aided by
BACK@R@LH&@I&%JFOd tilt of the epiglottis and closure of the

vocal folds. The oesophageal phase is also involuntary
[002] Bydpkagiatis aartditiore typifieskby iactewrtased abjifyeto swallow. The normal

| : Ol . . . .
swallo TRRHIA0Riteq ARGrRaseS W Sr nBecbBbit fag YRl Sagrainated.
they indiyslphéw eraif thegdtaarangesl gend tib esoptiadesdiphadesal sinotheadral phase,
anin BS5 e G S e DRt i ) 5 s v
formedP M6 YA 9Rfls bes@é]%ir)a’byp%lhﬁ%r?ttfilﬁéu@aﬁéverhént% Wethe tbﬁCk of the

serious condition and’is generally not treatable w

mouth,nisde dhei praryax.al The aehangegeal dghgseaif dvelwdans pediis triggered by
food/liquid bolus passing through the faucial pillars into the pharynx. Contraction of the
three constrictors of the pharynx propel the bolus towards the upper oesophageal
sphincter. Simultaneously, the soft palate closes the nasopharynx. The larynx moves
upwards to prevent food or liquid passing into the airway, which is aided by the
backward tilt of the epiglottis and closure of the vocal folds. The oesophageal phase is
also involuntary and starts with the relaxation of the upper oesophageal sphincter
followed by peristalsis, which pushes the bolus down to the stomach.

[003] Esophageal dysphagia affects a large number of individuals of all ages, but is
generally treatable with medications and is considered a less serious form of dysphagia.
Oral pharyngeal dysphagia, on the other hand, is a very serious condition and is
generally not treatable with medication. Oral pharyngeal dysphagia also affects
individuals of all ages, but is more prevalent in older individuals. Worldwide, oral
pharyngeal dysphagia affects approximately 22 million people over the age of 50.



i ndividuals of all ages, but is nore prevalent in
ol der individuals. Wrldw de, oral pharyngea
waely®phenv@ affects approximately 22 mllion pep@l/ESmOE079044
the age of 50.[004] The consequences of untreated or
poorly managed oral pharyngeal dysphagi a can be
severe, including dehydration, malnutrition, airway
struction w

olid foods hoki nq) , an i rwa .

o041 §B8daiReaRladts Br iftretie0S Bt oratite ALY iekvitisa gyshagia

can beas@idrat Ir@mdﬁ’r@wéﬂw@tléﬁdh%mmﬁﬁ@ﬂimama? obgﬁuétf ¢h Withl solid foods
haryngeal dysphagia may require nutrjtion to be

(chokirigilpal' iy PabEatiasbal HGUIOR!ans Semirsali deedsrRipmoting aspiration
pneum%ﬂ%&oﬂ?ﬂf&l gﬂéﬁﬁ% 2 rS%Véfee%rélh%htagﬁﬁel%é%%@%? rh8y require

In or er to mnimze th
nutritioo Hokbengupppliest py rtale deedimgi Midijo inmederdte ored phargigesl ysphagia

requirein EALGEoRRENS I B e B B e 1S kbifing of choking

or aspiedtiap. eVIeletma}B lzr&ﬂlﬁd@d lth:e thick ey bgﬁqu_nﬂs @gd!dﬂwhutrééln‘:gﬁiflslwd foods,
|cee i qui are i gned to have thr
both O‘p\“’gﬁgrfﬂ?‘@s egn f PWa tﬁo*?%%% \?zfsesgv%mm Ofcrarﬁvset'ng choking
f: I
and as émrﬁbu@rﬂ? tHy Qéﬂ??@ghgﬁr gﬁc{kgﬁﬁgrhgé*ﬁﬁceg%eggne(d?tb have three

ower d ver
properlﬁeH (thea moox eabwlve@dllmjthah oahi hmmdietam thoougigout the action of

swallowgfi, 5 S Er B to DS thitef e Fbtehy siitirensallie fo e increased

period ﬂfﬂ/ﬁﬁjhctﬁeoé‘wélmﬂ d@?eﬂéx@%'p}ebéﬂwﬁ)rltrﬁb tHigkereet Iuid Cskd (3) provide
Ora haryngeal dysphagia is often a consequence of

greateragglﬂgfJ et icreasr AwasenRess pbie Presanee af (pod opfiquid bolus in the
mouth Surgery for oral or throat cancer. In addltlon
radi ot herapy and chenot herapy may weaken the rruscl es

n rade t erves associated with the Si o
[005] GRS VRS dYsaRaa TS e 4 Fanesmanss 41 Bt Qe such as
stroke,3brafh ﬁfthDBr 0F Ogér?%t\/bﬁd!%rsth%étfba‘hb@ﬂr 3 Bidéftion, radiotherapy and
neur onuscul ar di seases, such as Parki nson's Di $ease,

chemotf@rérxspémasemkenc,th@amuwe@|an1d| degreglei thesipiveswssociated with the
physiolggg %ﬁ(ﬁ'r%r}vo F%eqﬁﬁér% f&ﬁ'é’feth%aléﬁ%ﬁg\?/ rée ha\f yggéq% common for

agi a i ncl ude t 0Se associ ated neuro
individuidl wetts pmg(rbssavelsmemmum.rlar diseases rsammaas @tarloheon s Dlsease to
erebra rome, _Hunt i | ng

G]{ arre |¥
experlqﬂcgeggcgeaﬁﬂgt%f B‘Icg ¥c'|ne|SE9’§| gwuo@o“ ﬁatl%st Iﬁggrq atlve causes of
orophaSyHyP Bsphagidi elubes kdirs hasodiBledbabii®logical ilinesses (brainstem

tumors, head trauma, stroke, cerebral palsy, Guillain-Barre syndrome, Huntington’s
disease, multiple sclerosis, polio, post-polio syndrome, Tardive dyskinesia, metabolic
encephalopathies, amyotrophic lateral sclerosis, Parkinson’s disease, dementia),
infectious illnesses (diphtheria, botulism, Lyme disease, syphilis, mucositis [herpetic,
cytomegalovirus, candida, etc.], autoimmune illnesses (lupus, scleroderma, Sjogren’s
syndrome), metabolic illnesses (amyloidosis, cushing’s syndrome, thyrotoxicosis,
Wilson’s disease), myopathic illnesses (connective tissue disease, dermatomyositis,
myasthenia gravis, myotonic dystrophy, oculopharyngeal dystrophy, polymyositis,
sarcoidosis, paraneoplastic syndromes, inflammatory myopathy), latrogenic illnesses
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encephal opat hi es, anyotrophic |ateral sclerosis,
Par ki nson' s di sease, denentia), infectious illnesses
W@ cioploehes i a, botulism Lyne di sease, syphili SPCT/US2008/079044
nmucositis [herpetic, cytonegal ovirus, Candida, etc.],
aut oi mune il |l nesses (lupus, scleroderma, S ogren's
syndrone) nmetabolic illnesses (anyloidosis, cushing' s
ndr oe ot OXxi,cosi

(medicB g SAE ke | el iR Pecaty. HRUileBicS BE1 gl SRRIcH Fuscular

or nelfmgiéﬁ|bema@aﬁéﬁvtr@rawob@@vadyﬁﬁlr aRidYy, PtehtRRA)Y Baeaktructural
dystrophy, pol¥ny05|t|s sar col dosi's, paraneopl astic
q

|IInessg§,,(gmqqﬁ;‘@ryngﬁ atpﬁfatzﬁq}(%ogypﬁwlumatcp%@a{, webs, oropharyngeal
il C i et
tumors! dsf&ﬁﬁ@%r aég?ﬁbnﬁjérlo e%atbﬁggrﬁglgt%;s ]Sco[ngﬁnﬂal E:Ieft ga,ate diverticulae,
pouchea,@tm])ar or neurogenic, radiation therapy, corrosive
[pill injury, intenti onal]) and structural illnesses

[006] (PRI YAroerdividial'sZeiRYy ' andi eeididrfdyl Us SQ\%'II@SWCarlnproves the
oropharyngeal tunors, osteophytes and skel et al

webs
'nd|V|d%l’$o$Qfﬁm hredgh ceseas fisk O[fcﬂUélTlpnﬁ%n asriratigny eAp; efficigat swallow
may p%@tﬁlﬂ@féa\te? ﬁd%;%enc[e%g@] fr(%r‘ﬁpfe%ﬂ?r{bg a@éﬁsfdﬁ%’e"ér‘n’#@? réduced length of

Iclency to swa roves
time spemili i deecﬂlhg asafstance Idudoghmleedwoedumpﬁbnof Efidieminawallow also
iration efficient [1o erm,t at er
reduce e BhbeleoF 1tk Jefflred Rt sfel o Cr Blkfinde dbgy and nectar
thlckndsgrmbbua%) bhﬂ&né?%ﬂﬁo limitf tedigegoptsitwreaneaified rfbﬁas meql of these
nption. Efficient swallow al so reduces th

prewoqﬁlyécq%pflpeq,ffap % € AlBeM raldinRovEgf @pylr‘(dév@uals quality of life.

dgin y. chLar Y%
Ebinarg €061 BestABEYa BENBRCHEImbRRTTRpeR [BEAErY JPHe-ERY including
coughingesd pwallaveng) ypele e okl ddmaioistiasioarad aacapshiein troche with each
iV i pdig dual . ity of Aif jhara et~ . ..
meal. SR Hrdthe Rsthalthnd csRulittg 20, DlobF Pegple Al ceriatrics
Society, &3(&x&34- (2005di ng coughi ng and swal | owi ng, upon the
oral adm nistration of a capsai cin troche with each

[007] g%gé?lcggggf}g&!hyﬁk&m@eﬁafg o @é@”. @%ﬁ%@%g?@naﬂkﬁlmd found

natural(y2i008&)ili ppopm]s Qapvdiidi may also be syntheS|zed Capsaicin is a vanilloid,

capablg b B 1Al dearag 1 PANRGHIELahBed RGN PRt receptor

is a tr%ﬁu@ér&%fﬂ@od&éﬁth@%igﬁ@is ifelngiagchenti shdacaesitihoi Ak noted above,

oral administration of capsaicin has been shown to promote a swallow reflex. However,

capsaicin is a particularly pungent and toxic compound. Physiological effects
associated with oral administration of capsaicin include a burning sensation of heat from
the mid-tongue to the throat, shortness of breath, fainting, nausea, and spontaneous
vomiting. As a result, only small quantities of capsaicin may be administered without
causing discomfort to the individual. In addition, methods such as that of Ebihara et al.
require the administration of a troche prior to any food consumed by the individual and
as a result of poor oral motor skills (ability to control the tongue) this method may
introduce an additional risk of choking on the troche itself.



capabl e of binding to and agoni zing the vanilloid
receptor 1 (VR-1) . The VR- 1 receptor is a

wao e@nmezeer s of noci ceptive signals includi ng PEERUSENS079044
capsai cin. As noted above, oral adm nistration of
capsai cin has been shown to pronote a swall ow refl ex.
However, capsaicin is a particularly pungent and toxic

onmpound. Physi ol ogi cal effects, assocj.ated w,th oral .
0081 TG TR Stent BeeH Sishilard reticd BFEeglRe Bl tilahi6é8l aysphagia
that doégml%@bhﬁ’@r@(ﬁmhﬁéfdeffécﬁﬂbf h@o\mﬁ%étﬁﬁﬁsle to the throat,

shortness of breath, fainting, nausea, and spontaneous

vomting. As a result, only small quantities of
capsai cin may be adm ni stered w thout causing

di nfort tot i, 0l A LEA.on, t hod

shiﬁoasotr hat oof @WW&BEHEI Inll\le\aﬂﬁlll_@lﬁﬂe e et
o BRI 1Rl 3 Al P
individ @i Al alsdPah likdivid@ar QﬂriéQ!odeE;/feﬁﬁrggzi‘?ﬁe Sy SemRt Wéy%ﬂ;ﬁégia—and

\Y
I ntroduce an additional risk c 10ki ng on the troche
relatedj peasiuctd. 0030e RMbedisentteinthe iviealian esargprisesoadepinistering to an

e t . ' ral d i .
oo 510 8/614¢ SSLRE S EhgBB SRl O8RS B0 A e oty
partial 8gorisRo MIEGIE A V/A@ réfles. | nvent i on provi des a net hod

of treating oral pharyngeal dysphagia in an individual

[0010]2Nd ahSGr&N akpEtY oflURe Mventisk Bfovigde! PRhBEhdd8or treating oral
I of dysph I One

sequel ae of dysphagi a-and related products. o
pharynggbbodys@ragiafint dre ingividual, dhecoedias esmpdising: sadminigjering to the

e i ndivi dual f @ct,i ' id -

nivid BAUINE, pBuR! LEck: Yo TBI el YAAREL Y (yR-1) agonist

whereiadiog as leasbops MR} eagonsig@rdrovtesed bwalloy 06fléY inAhkiindividual.
aspect of the invention provides a nethod for treating

[oo11jor al Rheéw%e?gpemsehqaé%b@nﬁ@ p?&gaééiagagmetgge 1%t Hefhoting a

i
conprising: a nistering to the indivi
swallowfrélax invan dibddital otheanethedstoroprisingiradmivisderirg tgpther individual an

effectivy et SRR Bidiont Iy e PRI ORBRAET [ 00777 *

second aspect of the invention provides a nethod for o
[0012] pr onofhi HYch 25RAFT Ofv thef Inwgntion difovidgs varfelly-ereinistrable liquid

nutritioAEt HRduELEBMbRsMAG: afHELRIohEerdifbid Petdifior 1AVR-9Y'ahoARt capable

of promoting a swallow reflex in an individual.

[0013] A fourth aspect of the invention provides an orally-administrable liquid
hydration product comprising: at least one vanilloid receptor 1 (VR-1) agonist capable of
promoting a swallow reflex in an individual.

[0014] A fifth aspect of the invention provides a texture-modified food comprising:
at least one vanilloid receptor 1 (VR-1) agonist capable of promoting a swallow reflex in
an individual.

[0015] The illustrative aspects of the present invention are designed to solve the
problems herein described and other problems not discussed, which are discoverable
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effective anount of at |east one vanilloid receptor 1
(VR-1 ) agonist. [0012] A third aspect of the
WO pooensi2ec provi des an oral | y-adm ni strabl e | iPCi/tis2008/079044
nutritional product conprising: at |east one vanilloid
receptor 1 (VR 1 ) agonist capable of pronoting a
swal low reflex in an individual. [0013] A fourth
e of the invention provides an
by a S@ﬁegll ‘T‘é)s%lm nistrable liquid hydration product
conprising: at |least one vanilloid receptor 1 (VR-1)
agoni st capabl e of pronoting a swallow reflex in an
i ndividual. [0014] A fifth aspect of the invention
provi des a textur dnNDAILEROHIORIRKHON i si ng: at | east
one vanilloid receptor 1 (VR-1 ) agonist capabl e of
[0016] pr ormA'sn@d&maml dbwwver eheeventiam prodides daanethdd0 b ] treating oral
he strative aspects o e present inven
pharyngash QYRRTE0H b & GHEURT B0 IR0 BRBICH s & TBLRPBAR ProMoting 2
swalloWrBféx BORHSHE ARhindHSIGE & the MAMALAER SHEIRURAANIRY at least
 ed artisan. DETAI'LED DESCRI PTI ON [ 0016]
one Vanﬂidldc@péltodiﬁd\)/é? 1) Bgoniglrent i on provi des a net hod of
treating oral pharyngeal dysphagia in an individual

[0017]and, Theeexdaict iof Wepipleys h@s%éﬁpdegérlbﬁob@tpm@eat which means a
swal | ow refl ex conprising, adm ni sterin

sharp Ph@?tmgdﬁ%nsaéﬁne‘f"h@mq%” iSuft foge- papg%@tn @Hg its analogues are
classed &3 {/éﬁﬂlgl § 95 RUsE %faﬁﬁRvém)lln%%é@tmoﬁ&Qé 1B8 orthodiphenolic

_ extract O peppers been descr as pu gent whi ch
mOIetyrrean@eaasmdepem o thesp seoleatiesn Wany desteculgsnygvith analogous

phyS|oIo§ St ggsfl"La?%rfh@”?trﬂgét@@i‘%@'gﬁ%ﬂ?ﬁstﬂ:r \?/ltgltcga}%%fjcil‘?s The capsinoids

ecause 0 rel
found |rmn@EEtrh§rﬂ cfthed chmtlholddphcmmidlmn 11®9 %) ydibydrobepsaitidg 22%), as well
as thregn (AT FHBPE CamPEGnEs S BYRIACEPS Pt Lie b omoeapsaicin (1%), and

homodﬂ%?&?ép%blo?ﬁ i(Gomi t 'Th%?é’%%%tﬂer Hh%ld‘g%péf %@bgélcfrp/()ﬂfbi hdve been

extract of hot chili include: capsaicin (69
extractgd HSQ]’H cdppaprens |(12I21d@ng gapgiete aad tharetber mlmrywmﬁ@unds (e.g.,

dlhydr%'ﬁe%nlﬂ@adestcﬁord' hydrocapsaicin (7%, honocapsaicin ( 1

[0018] As used herein, the terms “non-pungent’ refer to vanilloid receptor
agonists that elicit a minimal or no: sharp or biting sensation or sensation of heat.
Capsiate has been extracted from a non-pungent cultivar of red pepper, CH-19 sweet,
and shown to be a capsaicin analogue called capsinoid that has an ester bond instead
of the amide bond between the vanillyl moiety and fatty acid chain.

[0019] The biologic effects of the capsicum family compounds rely on their
interaction with various neural receptors. The hot sensation from eating chilies is
caused by the interaction of the capsaicin with the vanilloid-receptor 1 (Nociceptors
surrounding the taste sensors of the mouth). The receptors are defined as being
sensitive to stimulus by a noxious substance. Capsaicin, and the related compounds, is
a vanilloid receptor agonist which selectively activates the Nociceptors. Some of these
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honodi hydrocapsaicin ( 1% . There are ot her anal ogs of
capsaicin that have been extracted fromchili peppers

w0 pbdizog Capsi ate and the ot her m nor conpouPiBUS2008/079044
(e.g., dihydrocapsiate, etc). [0018] As used herein,
the ternms "non-pungent” refer to vanilloid receptor
agoni sts that elicit a mnimal or no: sharp or biting

. _sensation or ,sensation at Late
nociceSBP ake ettalrsaripte S Hert o, sERSRIST B PEdt peifg non-pungent
aspect(ot tafsiaweabs @atdbe&oIly @lisidatedantdiitidppeas Wethe structural
call ed capsinoid that has an ester bond instead of the

differengasdleet@ed srRASIRIErANthEARTRHEN e Adp@tafe atﬁcprﬁié@'ﬂtythﬁc$%7sat'0” of
heat, dggﬁlk{actﬁ\%l%g]thg%nmbﬂ I%%b?h §3T3‘IQFD‘?/1??‘c the capsi cum
y conpdunds rely on intefaction with

100201 S et Brelrs BRUSERS (ySTREN L GRaRtd GRTEH UERL refer to both

prophyi?a%iﬁéabﬁ'cp“re%rﬁth/et heeat@eht | aHdd-cuesRrt oF &lsébﬁ?@inﬁr&lﬁyﬂfgs treatment,

surroun the taste sensors of the nouth)
mcludwg;ér@@tr@pgt Qf @aél@ﬂ'isné'd”&'s qfaeﬁqw a§B'ﬁ@;|8t disease @t pyrAagsed to have
contraaé‘daarkﬂ é’s}és @%IF‘% §advﬁ Nyre@f)dof rF'f%v%ebé%t"?dd|agnosed as
I's a vani recep or agoni st wh
suﬁerlr@frem a\mSgassecbrvrmcbsalthNm céfpedlegnsStmetmént and “treat” also
tors areth sotherels

rofer o, BRITAMisEfeeri B Bl oL RGHRC e, B o gy 1 feng from

diseas® a8t Wb rhag befdllsbyptidig td d@ @dvelbpineht obppeansaltthatoridigon, such
structural differences between cap3| ate and capsai cin

as oralpRAryRERRlAXSPAYISr cCeRFeqURNIYe ABAEIBAINST aROANT igerpaAmount that
treats écdléé@é 69 n%kﬁcé{la Mlﬁ’érﬁj i € PlRridud! 167 Yhone ?elﬁé}%ﬁw provides a

used hereln, terms "treatnent,” “"treatlng,
nutrltlohalr, ehysiological, Qrdnedncal pergiihyo tut undlvaduqtr eventive
treatnment and curative or disease-nodifying treatnent,

[0021]I ncl ugRng dgormstsrithethdipchpsdisinapronéts @fsviioin AsTidSimilar to
di sease or suspected to have contracted a di sease,

capsaigis. Wl A0GIHO 0 ICBRBEICH Y/ RrleagoNisis: INGhile SRRSAtE; diNekagapsaicin,
d|hydrc§%pr§rt§tée“ nﬁofdﬁ%{&r@cé&ﬁs%?@ﬁe or ?Pog re? Soagel | 0n-pofSapsaicin,

t reat nent treat" er to the
homodity/dmeapsasin, anmmhylalmmat |0d'>n mﬁoﬂ’nmmch aaid ar(VNA), anandamide,
resmlfe%g)&( | d?@q or]yéyﬁ Itlgéllsg %8”’5’ |%§ﬁﬂ2§\pl?lm€yv rmﬁgx Similar to

capsalﬁﬁndhé$@WRS1JCégon|sts are Iess pungent and less toxic than capsaicin.
Accordingly, such compounds may be administered at higher concentrations without
inducing the unpleasant affects associated with capsaicin. As will be recognized by one
having ordinary skill in the art, pharmaceutically acceptable derivatives of capsaicin and
the other VR-1 agonists above may similarly be employed in accordance with the

invention.

[0022] One method according to the invention comprises administering to an
individual an effective amount of at least one VR-1 agonist or a pharmaceutically
acceptable derivative thereof, wherein the at least one VR-1 agonist promotes a
swallow reflex. Such a method is preferably employed in the treatment of oral
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as oral pharyngeal dysphagi a. Consequently, an
"effective anount” is an anount that treats a di sease
wo@eroosmai2e@l condition in an individual or, norECT/US2008/079044
generally, provides a nutritional, physiological, or
medi cal benefit to the individual. [0021] VR-1
agoni sts ot her than capsaicin pronote a swallow refl ex
h Si ITll L ar . to. c.aﬁﬁai. cc;ij{n.. Ilp addition to capsaicin, VR-1
pharyngegliysPhagifcnihe Myt e, di hydr ocapsai cin,
di hydr ocapsi ate, nordi hydrocapsai ci n,
[0023] hor di AberasslapRaningealdyapbagisamelyrhe a consequence of at least one of
h i by oL, vanilLylani ; o - iy
surgery IR Brel SEACEEEHGEY, Pt kBT & syOBTRARRAR AR, and o
progresiveneuromdsdutaratissadd, sgcla asvizgdrkimson'sfDisgase.m | ar to
capsaicin, these VR-1 agonists are | ess pungent and
| ess [ [Wrayen ' . i WSini
002 o R A AN 19 Ep tffinistered
in a nutridenrdl ey pplemenipistal as aafytdentsdenssobeweragewi ihhanother preferred

ai cin | b |.Z ayi .
embodfiE 0P Ry N1 b S R B PR B esparprement
Such gipplena¢ntganapbecmpthal form aind thickeodd diguidR- Ih agoansther preferred
above may simlarly be enpl oyed in acgordance with th
embodfTigainpNe o TIER- REONS A PEUBLETRY 1t § [PKGre modified food.
i nvention conprises admnistering to an individual an
[0025] ef f ecMosé Virrib lagonisits anclud gt capsaioiR- dreaqiniskghttyr seluble in water,

but quiﬁ% g{)lgl'ﬁf?eﬁélggtbclﬂ% e%gét’e‘%]t’?ggl\lﬁ%- %%rgér(\gﬁrﬁgw,e%rfaﬂﬁ{?ﬁg@higtrable nutritional

or hydraiting lppaducts laesordivg to themel/betbn prafeeioty migludecambmpedl, fat, or oil

, . in t treatnent of oral phary al sphagia in the

in whichrlag SR AGOTO 002 e RSSIRS. JREATy st ki aul songyproducts of

the invBAtich $RAP AFHRIICDnRdinany BETbeP e itiredlengStatf RbvidEad nutritional,
cancer, ‘surgery for throat cancer,” a stroke, a brain

physioliogjaat.yor ragdical ensdit & an irdividuab nbiseuingrediestsaseludeyion example,
. as ' ' ' S 0] - nref er
protelngms)glglﬁﬁeﬁﬁ?&gﬁg@ﬁﬁ%ﬁer%&%@] %%Q%?\é@%rﬁ@sehﬁgerals, sugars and/or
other @m‘bbhj/@‘emfsecfldmgaagents,i thid{miingﬁg@nesrw]ttg,., stagbhe& gums, and/or
nutrient - dense beverage, I n another preferre
celluloghly i e CaBRaBar GBfenorelgtentS ar o adm ni st er ed

in a hydration suppl enent.
[0026] The foregoing description of various aspects of the invention has been

presented for purposes of illustration and description. It is not intended to be exhaustive
or to limit the invention to the precise form disclosed, and obviously, many modifications
and variations are possible. Such modifications and variations that may be apparent to
a person skilled in the art are intended to be included within the scope of the invention
as defined by the accompanying claims.
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Such supplenments may be in the formof a thickened

liquid. In yet another preferred enbodi nent, one or

wore/0vR9d. agoni sts are admnistered in a PCT/US2008/079044

texture-nodi fied food. [0025] Most VR-1 agoni sts,

i ncluding capsaicin, are only slightly soluble in
wat er, but quite soluble in alcohols, fats, and oils.
Accordi ngly, orally-adnig#s e nutritional or
hydrati ng products accor 'H@ the invention

referably include an al cohol, fat, or oil in which

We clajfhe VR-1 agoni st may be di ssol ved.

Oally-adm ni strable nutritional products of the
An prallyradreinistiaple liguie eutrdionesphmeicinrl sedugfcomprising:
ingredients that provide a nutritional, physiological,
or ateerhstainebeamdidid recepdor 1 ORI dagainjst Sapablerafmedimeting a swallow
i nclude, for exanple, proteins, soluble and/or
reflexsobnindviudlers, fatty acids, vitanm ns, mnerals,
sugars and/ or other carbohydrates, flavor agents,

o DGRBS P 0

agents. [0026] .The foregoin cription of various .
A dRastAn Wenil & REPIT ol Frd b RoBhiss GAPRBIeral profoting a swallow
purposes of illustration and description. It is not

reflexireariéfividudle exhaustive or to limt the invention to
the precise formdiscl osed, and obvi ously, many

A texddier inodifiedrfeoa pdodisnt icatripsisingar e possi bl e. Such
nodi fi cations and variations that may be apparent to a
peratdeastkonid eanilloidtreeeptot 1af\éR-1)tagoditl chpalble ofrarbodxidg a swallow
within the scope of the invention as defined by the

refléc foap atgiviogalc! ai ns. CLAIMS W claim 1. An
orally-admnistrable liquid nutritional or nedicinal

Thé’{)/r%%i of QERA HSDNGF 3 AlhéRAPtheCaGe S brd YR 5§5ﬁief Boh-pungent.
(VR-1") agoni st capable of pronoting a swal [ow reflex
in an individual. 2 . An orally-admnistrable |liquid

Thehprbaaict o clRiradUet, of GvHeseindheddt |é&stBneOVIR-V @agbhistigdselected from
receptor 1 (VR-1) agonist capable of pronoting a

a greld ovor&stiRx bR aapsARin dapkiate, dihydrocapsaicin ,dihydrocapsiate

nordihydrocapsaicin, nordihydrocapsiate, homocapsaicin, homodihydrocapsaicin,

vanillylamide of n-nonanoic acid (VNA), anandamide, resiniferatoxin, and olvanil.

The product of claim 1, 2, or 3, further comprising at least one of the following: a
protein, a soluble fiber, an insoluble fiber, a fatty acid, a vitamin, a mineral, a sugar, a

carbohydrate, a flavor agent, a medicament, and a therapeutic agent.

A method for treating oral pharyngeal dysphagia in an individual, the method
comprising:

administering to the individual an effective amount of a product selected from

-8-



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

3 . Atexture-nodified food product conprising: at

| east one vanilloid receptor 1 (VR 1 ) agoni st capable
w@Roopioerred i ng a swal l ow reflex in an indivi duaPCT/4S2008/079044

The product of claim1, 2, or 3, wherein the at |east

one VR-1 agoni st is non-pungent. 5 . The product of

cl aiml 2, or 3, wherein the at |least one VR-1

a oni sel £ ted, froma group consisting of:
the(pg frcha”ngS% PE3: di hydr ocapsai ci n , di hydr ocapsi at e

or d| hydr ocapsai nor di hydr ocapsi at e, .
Th%@ﬁ&f&%@%? @i”§7 Wg‘ﬁfﬁjﬂ 9R: ?Bk?éé%ﬁ”%ﬁ/i?,'1 \?‘Qﬁ’i”ﬁtﬁ BeR-pengent.
n- nonanoi ¢ aci d (VNA), anandani de, resin iferatoxin,
Theamgthnd aheleimg’, w @Inﬁh@cahé@a&ifor@l ¥R agomist isrsetected from a group
further conprising at |east one of the follow ng: a
consistingi n, of solaabbkeicin, ber capsiaiensol dinydrddapsaicira f agdilydrocapsiate
acid, a vitamn, a mneral, a sugar, a carbohydrate, a
nortiihgdmcapgeitin, anoreithyciaoeaysiatend hanidoapspiein,i chagedihydiocapsaicin,
A nmethod for treating oral pharyngeal dysphagia in

vandlyldriidie\ofaiabnaridi€ agrlt (VA ¢ aRBRd S ikie, réslniferatdxed,idrd éloanil.
the individual an effective anmount of a product

Thes 8h&hbadof rdPJlFrhe}' PRREEE tAE Fh'dﬁhd’@allts %uﬁé’ﬂn%&[&ri-or-ﬁ?epharyngeal

met hod of claim 7, wherein the at |east one _
csf80Es EEQOERRE Y o siiie TG TRl b der chomatherapy,
f .
cangeh Aol paR SERery fateCban@ s BoRbltor fPRRL Bier aisyoke. a brain
. r di %droca si ate, hormczi\é) i cin, . .
'”JUﬁ!brﬁSk&{ PHRLE ?:igeo\in@PFPm%ﬁH 1JPe#ie of n-nonanoic acid
(VNA), anandani de reS| n iferatoxin, and olvanil. 10.

Thernae ®f Saim ai0n wheggier dhf PRROTERSIVG| AgHromyscular disease is
suffering fromoral pharyngeal dysphagia as a
Parkthsoagueiseas®f at | east one of the follow ng: cancer
chenot her apy, cancer radi otherapy, surgery for oral
The aetierd obcae 7y whereinhhe at |ezsh oee,VR-1sagaks, is adoministered in a non-
injury, and a progressive neuronuscul ar di sease. 11.
hydfangmeéverdgef clai m 10, wherein the progressive

neur onuscul ar di sease is
The method of claim 12, wherein said nonhydrating beverage is a caffeinated
beverage.
The method of claim 7, wherein the beverage is a thickened beverage.
The method of claim 7, wherein said beverage is a coffee or carbonated beverage.
The method of claim 7, wherein said beverage is an alcoholic beverage or non-
alcoholic simulated beverage.
The method of claim 7, wherein the beverage is a soup.

The method of claim 7, wherein the beverage is a yogurt beverage.

The method of claim 7, wherein the beverage is an ice cream beverage.

-9-



20.

21.

22.

23.

24.

25.

Par ki ns
wher ei n

w0 poog/osmadydr at i ng bever age.

on's Disease. 12. The nmethod of claim?7,
the at | east one VR- 1 agonist is adm

12, wherein said nonhydrating beverage is a
ated beverage. 14. The nethod of claim?7,

caffein

wherein the beverage is a thickened beverage.

The el
wher ei n

Theamedied

7, wherein the beverage is a_ soup.

0 sai

aid verage i s an al
Pﬁdéi”'r‘r%(ﬁa‘t"’@@ gl ke Agdic

ni st ered

13. The net hod of P€T/HBIMNS/079044

15. The
cof f ee

| ai . Wh ' d.b [
8habid 7o ubereli i bavEReE e meRLEe hlerue:

Eﬁ%lgolic beverage or non
v

FIRgens PHfTBIaceLHran

18. The net hod of

Themgthedrof glaEr 20nwhReeih & Megkcal bexerpggus @ mdiageseal.
19. The nmethod of claim7, wherein the beverage is an
The pethocahcbav & afjereio tharbevenagkas acfutdlieiahsupplehwardi n

t he bev

erage is a nedicinal beverage.

2 1. The net hod

Theofethad of @8im Fhahergin the beestiagalis bhevrerogleprepation.
eutical. 22. The nethod of claim 20, wherein

phar mac

The hectiedi sfatialte VE vagseins tife belerrRUld 8alitardid, mieral or vitamin and

nmet hod of claim7, wherein the beverage is a
mineedIrduporirgenisuppl ement . 24. The method of claim 7,
wherein the beverage is an herbal preparation.
nmet hod of claim 7 wherein the beverage is a vitamn,

m ner al

or vitam n and m neral
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25. The



