TOPI CAL COVPCOSI TI ONS COVPRI SI NG FERVENTED EXTRACTS OF TRADI TI ONAL CHI NESE
MEDI CI NAL (TCM | NGREDI ENTS, AND METHODS OF MAKI NG AND USI NG SAVE

CROSS- REREBRENO099522 RELATED APPLI CATI ONS Thi s cl ai ns pri @tirtus2010/0bk7%5
Provi si onal Patent Application No. 61/159,272 filed March 11, 2009 and U. S.
Provi sional Patent Application No. 61/228,999 filed July 28, 2009. FIELD OF
THE | NVENTI ON The present invention relates to topical conpositions for

i mprovi ng the appearance and skin condition of a user, while such topical
conposi t i OBNHANGED MIGRAJN e REA TMENT AR ASEFRIONHGHBEIMNI ci nal
(TCM ingredients with reduced covbfMETPI@Sor. The present invention al so
relates to conputer-based system and nethod for determ ning the skin
conmposi tion of a specific usgiraR¢$apBEidRgIGNSUi tabl e topical conposition
for such user based on his or—%ér—éirn—tvﬂpvsrrron according to TCM
principles. BACKGROUND OF THE | NVENTI ON There is great interest in the
cosnetic industry to devel op .products confajning. natural ant - deri ved
material s tHSPIHEY arPQﬂ%f’ﬁ‘ﬁF‘ic '%FBBPE'%}(I"[IS‘M %Sabﬂéses%lﬂéfooﬁérg i de anti-acne,
anti - ¢ji}1563n9, @Rl irGRhyW7 beodenefits. Plant-based cosnetic products that
enhance the appearance"of skin are increasingly in demand. Active

i ngredi ents or conponents with skin care benefits can be obtained from
either the entire plant qr, vario Ra 'HN%“' 2 such as seeds,

needl es, |eaves, roots, Bark,—cotres, A= 1SRRI , callus cells,

protopl asts, organs and organ systens, and neristens, either as dried
powders or |iquid extracts, which can then be incorporated into topical
conpodfllons. TMigrainesras wekaspread invise pepyatiqmandegian ff vet siemdipnyt impactivden in
eXi St enG LA, SONETRlnd NOHRROMRROT HEATS, ARMC] SPBPETERLAPEY Phon
accumil at ed hunan experlenc% I N using naturaflyoccurrlng pl ant and ani mal
ext r agégort Iavingeladd & ddabodi® raligERRSGSsode fin theRGeatibys ywanrSilbekh, fMigtdiees have
gai ned siqnificant reco?nition by the Western worl d, especialléafor
t r eat At BPOENOSHIS - 1A hMligginearancdirihdve FRS cornic AMRACEENF Ihigediatlent s have
been ' i - : snetic
o ski p e LY O o el RN MR A ey SRR IS FEoT
popul anain Begdase dfhike WGNifomegr €tlé emtrediatablealr Iperiadiomature dtheigranes can result

significantl re ealing to custoper .are canscious of .the side

ef fect'd teé‘i‘ﬂﬂ’r%/féig&‘ ?@ﬁgE%%Pﬁh‘grﬂrﬂr §F‘teinpr‘££§9§< Cg?a &Vﬁtlﬁbﬁ%‘“f OEH5EUNHS 20 However
it isihdiPRULIBM kAL AQtvaidshat the basic principles of TCMare quite
different fromthat of the western nedicinal sciences. For exanple, TCM
bel i el0@2]t hat ar imgreinngengyhlsicshlogineaipeGait srecef Nagutap hbalankd ettasdaetted or a
person to be health and all .di seases, are caused by. one _or,.nore types of
g T ST T A e A e G A AR TR
pat t end40f72530Rd WRRiMrdaRAUThE Paih FaAlhigfihdis oFh 16alikédBBIORBRIE of Bfe head
correction. A TCM Rractltloner typically uses a conpound prescription

. : : : nmp .
cont ai(hé-ngnikataplamdthenentie pripireayhes pyasent pigpeldisides of the hepd die.\palaiesils synpt ons
of a qi f refu B i 1 dj Vi i ant, such
or cact i nethles SR SAATRERY Aes oDl Ml iR PRLL e AR
i nt er RadsigpHysbatioglicak., lighedndsohd)s g froadstigsltupsdtnovhasl datudancdshe TCM
practice takes an individualized treatnent approach, instead of a
"one- $H7Pe-fits-all" treatnent approach. Unfortunately, the currently
avai | skin r Al 1 rdd jgngr edi ent s
are ngggﬁnarketgﬁkgggg%ﬂ“%%ﬁgﬁﬁgﬁg&ghgq?EQEH%%L#%% g%%ﬁ&ﬂ?ﬂg£§%§fbidualized
t r eat peevena@paebcizgaf avbidvheeTdre tygfiorly, nok effewivk dn bentddlsig migranto Mpevi de new
cosnetic d ski.n c%ﬁgﬁpraducts containiq? T iggredients t hat. adopt the
i ndi vitRIAZBET PR SHHREHE rep 5P SHERIOGIAIS ERPTR] I ABYIGVT HER Bt BpE4FdAge and
skin geNdidhhigRa@chsPa6EHitE cHffutng dMNEARE N mBerRine RSMAHOMRBLYIs@ficount er ed
when formul ating TCMingredients 1nto cosnmetic or skin care products is the
di st i fichimentcwepdrsliawl, nddisitedisifbcasyorr lase ondeatreble widelefinetny TCM

i ngredients, which makes | ifficult to.form aesthigcal.ly and olfactorily
ncoeptbfle:osmseme TR EEpid o Bl EbBY miosttid S BRI ittty SRR €42

i ngr ediginttSmighdind\Rithcrs. a8 ERatHpAA S & %?bt@nﬁlC(SFHT’f%ﬁ§ﬁrea-?%ﬂ AOhedihendassdy
reduci ng the col or and odor so that they can be readily fornulated into
aesthically and ol factorily acceptable cosnmetic or skin care conpositions.
SUMMARY OF THE | NVENTI ON The present invention provides topical

conposi tions, each of which contains & unique blend of TCM i ngredients
specifically designed to inprove the appearance and skin conditions of a
particul ar sub-popul ati on of users characterized by a specific skin
conposition, according to the TCM principles. Specifically, one aspect of
the present invention relates to a topical conposition containing fernmented
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fernmented extracts of Ganoderma |ucidumfruiting body, Selaginella
tamari sci na plant, G nkgo biloba |eaf, and Cal endula officinalis flower,

whi ch canwbeomypbized to the skin of a user with a Yang- ¢omiusasni/oes72s

bal anced-t o- Yang skin conposition to nourish Yin and store the Yin-Yang

bal ance in the skin. A further aspect of the present invention relates to a
topi cal conposition containing fernented extracts of Rhodiol a rosea
rhizonme, Perilla frutescens fruit, Phel]lodendron amurense bark

Foeni CaniFeHan Qfgranialdlepd Vastekh Séﬁlﬁtrb’éalhlﬁ pYifdey presciibrd ia Izlil%UwedaSta@é Adyith a
Yi n- dom panhe @5119 3l anesthe hpfo}('a@uté i BrafiRTRASchECRith By @ﬁﬁsﬁt%nra\mdﬁﬂg store

t he Yin-Yang ance in the skin e present Invention also provides a
met hocSui’rmltnmarepa:lcmla@ iantaditeladonooerpady s dmitlex ®f inntgilet! srsakspirayngndanjecehld of

extracts fron1o have deS|ra e odor
ona ooRsE P LORECl Betnlanist SRS ausiobs APy e Eat & g RiE ddtgant om
under Mio?meﬁt RELARHCI Ntk DO, f(%examﬁﬁét'e@@ﬂﬁﬁnstthﬁ%cﬁysfi i SintredePidreduce
or elimnate the undesirable odor and/or color while preserving desirable

bi ol ogieribts artludei mzaérgotm emmanr(zmrmgmm,@ntaﬁrlptammlmh@mtamoarrmﬁra‘tatm@am he
ferne bl end t QNIextractgdlnt a cosnetlf? % é'g queutlca y
accept e carrier TRPOFRLRE DI Eeéfrogb?% PENAREFY K& PR PP ES ent

I nventre@RuRE¢i thesaridcul®! a6k beh 0bsdre€d thAgtha nhgﬂanféah PERTROFhS bRNrda@d a user
to inmprove the appearance or skin condition of said user based on his or
her sRYif @omyoRRR PHeN reeerHsy Mg o 2 hevst pledtiniig! BRamedk daloverspaetthism t he
user t n the
colleé%&%]ﬁ %%?%étggé%n?smﬁggg?ﬁygé 4@2?%3% ?g&§#%ﬁﬁ?@'lgg?%atlve of the

Yi n- Yanglaﬁ@ltaimeh eforghetisk NS AID subiead @a;ko;telﬁe;bemfn Axpord(r) toFedchetkha1ghe
t opi cal conp05|t|on for the user. wherein sajd topical conp05|t|on cont ai ns

a bl ertdd @PnPé?Mt@&n@NSﬁé?etoﬁérHéﬁ agapist %i@?%dsfﬂéﬁ'l’er%drﬂ S1TRFHG BH-PEENBS | ng
the Yi i t he
user Fgﬁ%gte orlzed 9§a§$ﬁ§§§k§%g?#@%?gaﬁkﬁgﬁgpﬁnﬁhnﬁ hts{)vihlﬁﬂg{;(3rq§

bi ol ogiscabsedaica atrocSmicth etpl t HEROAGHERDOHI46 983 1 hend Hﬁaé’atest Bnd6,384.e¢t foves

of th sent ventian w |l | become. nore.apparent .fromthe ensur
Geser SHRTEREV st AP Reo e cpmbiaton SprRAH R SeH g P N

AND  PREHERIEREMBOR MEeNTor EEEREGE,))The present invention provides several

topi cal conpositions, each of mhlch contains a uni que conbi nati on of

f er med0@d ext r adkhs tbptaﬂmmah@rseéﬁeeﬁpm afsiowmhmg@cphge@p pwbleygpgul ation of
users with a t n co to. the TCM iples. In
Tom prdhiete@uBPR By RePefRaRBRl Jn el BLA R B O SRR R
are ogﬂ@ﬁadmnfsaﬁﬁ@sfdr meesrumﬂﬁ;ﬁ@ﬁ ekeadititd MbaraePesdemtation it iR plamy al worl d,
giving rise to each other in turn. These two forces represent the bipolar
mani f d34rExj agRigsFing pttackhtha gesqrptiiatl Qi eeveadurthercagdsmaygmunhbleod gppeepiiaiionp e
prese C et ween
G antr et ZhIRS ab Bl afins SRR REL M ERAORLIR, 8 ARG 0T 0

f or ce tatdets egwleﬂrgay)rdbmermbpomgd thaethid imereeﬁddearbsorphen hmahi Ji’au@éd bheslpatingstt can

becone co rom se re in.illness i se refore, when
di agnds #4 81%%7{1{1 riact, %&ﬁ\iﬁiﬁlfaaett}qm@ﬁ\eneo %é?f L@l %wa BRI Hes iRk exact
nat ur ‘%n&fh& REnalh BIaCRRY dBPR! mRGiet aﬁ%ﬂc‘i‘%ﬁ%ﬁrm 19 sddpi gughy the use of

acupunct ure, herbal renedies, exercise, diet and Iifestyle. Once the
bal and@07]s r est d?oeuferqmntel"thlsbiathyfed sficing Madgdil ¢t.al. CHVO 26PpLIMRTA0G) hravet he t opi cal

conposi tion rovnde by the. pre inventi.o re ecifica esi gned
o P nsrEpe i gh PR BTSB! ety B Ew PR o boe
WhlChhﬁﬂ&nhﬁeﬁ@&ﬁﬁ@ﬁﬂdﬁﬂdé@ﬁ&fﬁ&ﬂacﬁQa&hQhXme@ﬁﬁu&@ﬁ%aﬁﬂbgﬁ&ﬁ&é@Q@kance of
the skin. For exanple, the skin conpositions can be divided into three

maj or relaﬁtfélgr@ugleéle didlefenaqinvamigftipas dnoeehtek bﬁocmtﬂrp@spt@m o taheelddataihale
referr a Ianced kln Ltion onlnant skin
compodt foshe o 1tn SOGF RS, AR TREH R BB s O S T PR P Rt s e
can amegya@ﬂmn@bmﬂeﬁﬂkoa&aﬁﬂﬂebyqgaﬂpmﬁy the degree of |nbalance For
exanpl e, the skin conposition categorization may further include a

bal ance-to- Yang skin conposition and a bal ance-to-Yin skin conposition,
which are rel atively bal anced skin conpositions with slight Yang or Yin
synptonms. The specific skin conposition of a patient can be determ ned by
observing the skin condition, tongue color and tongue fur color of the
patient (which are two inportant factds to be considered by TCM
practitioners for diagnosis), as well as by gathering certain information
fromthe patient regarding the person's age, bodily sensation, sleep
pattern, and energy |evel. For exanple, the bal anced skin conposition is
typlcally characterlzed by snDoth radlant soft and dellcate skln mnth
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drinks, becone thirsty very easily, have bitter tastes in the nmouth, often
sweat when sleeping at night, easily irascible, and often suffer from

i nt er nal Weab10/0bbe2Yi n- donmi nant ski nconposition is typi ealrlus2elaeses eri zed
by pale skin tone, dry and easily desquamated skin with | ow water
absorption and water retention capacity, and tendency to devel op

pi gnmentation and pre-mature winkles. Patients with the Yin-dom nant skin

conposition may have pale or blue I|ips, Iig[ht red or. pale tongue color with
whi t e [¥Hgue f urAccardipely dhig 20 e8iect 9othe Rrassatin wnEPN HMRIPYS R aDjpspigon rate
relatiyel . (NEAVT-RN & . ase, and
of t on f Sua S AERIRRANE haBLa ol RO eIy Sl SRR DR R b et

bal andmgrdve-thé absskption caapbdsiptimsandathee xtigibing msddidatians shepoatty adwirtistasé w t h
Yang- doni nant. or Yin-dom nant skin conposition but to a | esser degree.

Cor r es} HH%IFﬁ‘b‘Egﬁ}netﬁ‘itéc resent invention provides a method for selecting
cosmefpgyjor ski ryGar&ner tsStoftRht M8 Sy HipRaRedsRMdRItH nipafief hs@ndg%' n
conpositions, by first collecting biological data (e.g., age, bodily
sensatcouined|deepregandre tmproeide rgliet |gesatdr thanghefuashicw¢dusing atrguian $netharol or, and

skin condai.tei on iOftiot th user), then determ ning the skin conposition of the
user BASEY R (llﬁ% 6 PEct ed bi ol ogical data, and finally selecting a

sui t ahprjcosnet imhudrandtheNokisétes eQilbhGtioh Of a tHBbIMSE Hrueat sigRRARMitREtslode hi s Or
her skin conposition. Preferabl t he bi ol ogi cal data was collected by a

prel i M Mg SyB@roans @J@eilrﬁsmﬁt%w)éh migaingdasterghame fptas o ABIEBIIHEE t he user
to fil . J L C C 1S sed by
2 ot e ROl Sy RS N8 sHRMA: BBt BRtobi i BRoRiRE6

speci fpatahhd/rebotindligdagsidieni ng t he skin conpositions of a user by weighing
the coll ected biological data according to TCM principles. Unlike the

west ed®lHedi ci ndl 28&herorbadpmentihesaatngd drag seedmen geify O Of ekt sygpaems

di sea : rGomhi ! I p in
o horEAr PRarApy UL ERe BB Bartn G Ty AT A RO RPRRSED ni s
t o t ang@tsymipeonmsoot scectsdfras naskda, psotdpldber, phencphnpinopmn,ahd t¢teudd sease. A
typi cgll TCE/I formula contains four major ingredients, each playing its

uni quétHCEE-whi | e wor ki ng toget her synergistically to achieve the opti mal
treatment results. The four nmajor ingredients have been described in
ancient texts as "enperor" or "king," "mnister," "assistant" and
"servant." This TCM phi | osYpMMARYOE THHEERVENIIEONRj or i ngr edi ent s
conponents in a conpound forrmula after a court of an enperor. The enperor
orking ingredient serves as the principle in attacking the root cause of
the difgeyse; therheipadsshiahvdnioheshepto atlethotl f agstimla aibfecabgiBNi niifi@inkMper or
or king ingredient; the assistant ingredient also assists the enperor or

ki ng ioAgreaantaia migrping in ¢ sEhjec HayAg adiriereof pageinepgr aiyskpd sleydpring a

si de-ef f ec f . Ki B i L ; rvants, jngredi ent
acts theaas pEropp i NEREek s ol gt 6F Hkn AR AR HEAL: 48

I ngr edineé mer¢tgyenhending the dpeddl & absorptiorpargl/auhéreseutin effest di ghemigchihb drdgal
formula, e.g., both as the king and the mnister, or as the king, the

m ni stldUs-4R4ne ﬁ@ga@&e&,é}?ﬁl}wwwpﬁowlﬂ%& medpd égf}&%ﬁa?lﬁé e spe O REPBal

f or mJl(_@r ¥d BEseraBRl e e%feg{) of 2 sBPnEHh GO Te defeck Bdm séﬂat&nlﬂ?S @ﬁelﬁ/?ﬂ]fece tor

i nvention, a blend of fernented plant extracts containing at [east Tour,
and prgbesabryptavinederivatyesdirgring des vapivey,inde chtdroidalumeiriaflamtriatay dalganaoeld
skin conmposition to mai nt.ain and g}}ebr.en t hen t he bal ancf§ pet ween Yi.n and
Yang iPAYERRCSFRTPERINESTRINCIINAER BIHPITH B3V AR USSRV S #HBOWK Ph2bar r i er
f unct ighRel@f mink@icRal iiRecod®Yibleadlbze the skin, and enhance sel f-repair
function of the skin. Such a blend contains fernmented extracts from

Cor dyd8pd si nendn snetheredmbpdir@nikige iichodaplosiles a Puithagoriurpatng pisedeaim

rhi Zoey 800, GHETLS L a1 U AREGL o T8, CRrAYCeRs ol NENSH S Mugekia extract
funct i 6nSe4sehe enper or (K ng i grecﬁ"i eRt i A TS Yot end:! {ﬁ G nkgo

bi | obanihesit a8& b kéwhd tedulORsectsl fidie sefotingt SHT,RYY RIERGIL dgohlies, ROptaDIRUM
cuspi datum rhi zone extract functions as the assistant ingredient; and the
G t r uslerigatives| cagling slsrivativies.on-seipidel Bisindampagory druganind yglessirent .
Preferably, this blend of fernmented plant extract further conprises one or
nore additional mnister ingredients selected fromthe group consisting of
fermented extracts from Poria cocos sclerotium Panax ginseng root, and
Perilla frutescens fruit, and nost preferably, it conprises all three
additional mnister ingredients. The fernented extract of Cordyceps
sinensis mycelia is preferably present in this blend at an anpunt rangi ng
from about 10%to about 40% nore preferably from about 15%to about 35%
and nost preferably from about 20%to about 30% by total weight of the
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30% by total weight of the blend. If present, the fernented extract of
Panax ginseng root is preferably at an anmpbunt ranging from about 0.1%to
about 15%vororomops2ef erably from about 1% to about 10% ®od/usesi/ops7es er abl y
from about 3% to about 5% by total weight of the blend. If present, the
Perilla frutescens fruit is preferably at an anmpbunt ranging from about 2%
to about 30% nore preferably fromabout 5% to about 20% and npst

preferably from about 10%to about 15% b%( total wejight of the blend. For
users [(M4lh a vadgsdd AnG{Bsenodiag e dveal S TSN r‘ihf‘c‘é?ﬁS‘@S‘%liltt aghimpreyed

presentedqifenld; Po Ay &?ﬁc Hk&nth n;?JueBér %f BBk ﬁ&t{oﬁ%ﬁsﬁﬁﬁmﬂ ni ng
at | east four, pre erab y seve |ngre s to nourish n ener gy
in thef skgmnebdlharecf@kniewtiﬂahother ¢rhieodemetsbe Mangtienaoygyes pnerfodef tebddzol | sm

in the skin, faC|I|tate circulation of .bodily fluid as well .
t r ans8f OLIOBHCWRP 1CAYORS RYSY BPEMS AHPIgFrinG 2pY/Pr %‘%}]éHClP%S}EeSPF%gﬁ%’ﬁ%@“B‘F
vari oys t}@rzﬁ%ﬁﬁ@éfféd’ﬂ il QMtie!?@ ‘s'\[ff&ﬁ]lg frdrf Qﬁ’dhaéo%ﬁl@@udr{@w @ﬁnﬁﬁbﬁise%ellefﬁ&faﬂi/ e the

skin barrier function, and enhance the selfrepair function of the skin.
Such aoiplieaticnent simsome areesetestbddiam gettse $ta@mr@mde¢rmangmom1ﬂmbna@ndu ng

ody, el a | eIIa tamari scin | ant, G nk bi |l pba | eaf, and endul a
oot o eRgr o p b ATRLA R BB b el i PR Eay M PEg! Finct fons
as t h%oﬁﬁﬂl@z&ﬁﬁls OF sythftem BFeABEBRIanidunt 6 SgitbRNfiméieof 8t pasalih@ntion
tamari scina plant functions as the mnister ingredient; the G nkgo bil oba
| eaf aRd uaaeqonflaa@@%mel%edﬁﬁenagreit@mlaﬁtHTlngm EgPRiAL agoarﬁéﬁ fiyp@alRhdul a
Of L CALUR L QUL AR IRGHLONS AR bR ARINA M LB EM R, Pr ol erabl y,
this 0 ment ed rac urther co es one “or

addi t |[01$]I m ni S[therpretsﬂgﬁ‘lﬁﬁhrﬁl@hSfu1$1&ireﬂhtedtd°afﬂlﬂ‘thfoﬁe)f gceatug gaemmaetsum upiet
fermented extracts from Centella asiatica plant, Scutellaria baical ensis

root, 2BAANEEFYYSHRIThALSHiY A BIRrH AT z@iﬁ%rOH%{ﬁ%ﬁlnﬁbeisetpm@flé?weyor mare ebtsr i ses
al | i

oL ol R s Ul R iR Bme, Te EROFRRSReF ARl 0o )
anountsubjactgh mged thereofib terapt0déally effioctine ahidgnt nba ghiplie fremati¢ pf the qvmsa]htout 15%

to about 40% nost eferably fromabout 20% to .a 0% t ot al
wei ghimsrtoR and el e Bl e et Aty S Qi Ao Lt B PLE ner- pl ant
is pr %%gﬁlé‘tbhl/ryﬁfaﬁﬁﬁé"&eﬂv@tltf@ lafi B oPine dativaaie MM §terofdd h g idTaA AR W% t 0

about 35% nofe preferably from about 5% to about 25% and nost preferably
f r om abeotlgddooor ennpoubindthon theseof.ot al  wei ght of the blend. The fernented

extra f G nk bl|0 sent |nt
onound018lh g ne s misBBh HE ey bR bt B ur Rl oslsPab B belineiestt 106
t 0 abeikralficon ﬁsﬂi’fgﬂie er@lﬁrﬁﬁﬂ’ﬁétl/csfdf €8 inbaition 3%el hﬂlea@@ﬂé oﬂ-Q%roﬁ@Yhnt pt al

wei ght of the blend. The fernented extract of Calendula officinalis flower
is préf Pe(il)Dyecf?pégeﬁ@mfstnafrbiperrbmeeqlmwatw%ﬁn sraoling derayasivacg 1QnoseIREeLaNtD o, t o

about 50 out 25% and nost preferably
from a%itﬁ]m%)gfg {) % raﬁ‘b%@ Fna\%é?lté}%@ogf the blend. If present, the
ferme0EY extr adtheofbreg‘emg ehdi athas olagb¢te depli@ptind sdxmhenfgesr afxhy irven@on |itbbnt
rangi ng from about 2%t o about 35% m)re pre from about_ 5% to about
25% &HHarﬁ%tsffo%F}E:ff@ﬁ%‘HW OIS PREISHLH dTEUPLIER AbRHe rrfé%nbea] IRt Wi ght  of
the bligndiohf present, the fernented extract of Scutellaria baicalensis
root is preferably at an anmount rangi ng fromabout 2% to about 35% nore
preferably from about 5%to about 25% and nost preferably from about 10%
to about 15% by tot ent the Pol ygonum
cuspi datum rhi zone i ;ﬂ prefet qDﬂngHﬁgﬁiig)%ﬂl%Hfirlgl Y u.q\.Lom about 2%to
about 35% nore preferably from about 5% to about 25% and nost preferably
from about 10%to about 15% by total weight of the blend. This blend of
fer me®8d pl ant Télztpresentsmveltme@mh@ Uraleestnod rb@t:meatdlde byaeigredoeriondnt

ski nc 0si ti.on t he . bal a i tion, 1.8l di fferent
concentrar g et g fe-s OB MEREd SRRl S B TRERsh B s e “ext r act s
in prQﬁm@desltH@aingnat ed for the bal anced- t o- Yang skin conposition are
preferably from25%to 75% nore preferably from about 40%to about 60% of
those in products designated for the Yang-dom nant skin conposition. For
users with a Yin-dom nant or bal anced-to-Yin skin conposition, the present
invention provides a blend of fernmented plant extracts containing at | east
four, and preferably seven, ingredients to nourish the Yang energy in the
skin, bal ance/neutralize the excess Yin energy, strengthen the body fluid
circulation, inprove the i nmune system enhance the skin barrier function,
and enhance the self-repair function of the skin. Such a blend contains
fernmented extracts from Rhodi ol a rosea rhizome, Perillafrutescens fruit,
PheI I odendr on amurense bar k and Foen| cul um vuI gare seed The Rhodl oI a
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The fernmented extract of Rhodiola rosea rhizone is preferably present in
this blend at an anmobunt ranging from about 10%to about 50% nore

pr ef er ablwof2mmeedout 15% t o about 45% and nost pref er eblrysbeomesabout 25%
to about 30% by total weight of the blend. The fernmented extract of
Perillafrutescens fruit is preferably present in this blend at an anount
rangi ng from about 0.5%to about 30% nore preferably fromabout 1%to
about 20% and nost  preferably fromabout 5%to about 15% by total weight
of thd¥Hllend. THEIMEMSNt ed extract of Phel | odendron anurense bark is

pr ef er[gﬂio]y pres %tus%@ irf '«g&}e ép%fr‘&ﬁogran@aaﬁ'ﬂg?% sﬁ;g%@érr}gnﬁsr % %%H&’ e iﬁclﬁ?@ to

about "30% nore prefera om about 1% to ab 20% nost preferably
f r om aiboul refeYericos allosstthd &8gtexdyledy dictated gherwade. Fhveexahepiha) theTtaem hier nent ed

extract of Foenicul.um vul gare seed is preferabl resent i.n this _blend at
o BRI G DM BOGEEr 60 996 DM dUr T asy N FE PRE S MRom about

1% t 0 ppherily diQ%os@ndriMakioRral efaiid¢. from about 2% to about 5% by total

wei ght of t'he blend. If present, the fernmented extract of Santal um al bum

st em i[82Hr ef er abVheradosanaraminentior adiyigragd fits satt. abwilt booundpsstepdgbaube 15% nore

preferaply. fromahout, 1%to about 10% d .nost _pref erabl .rom about 2%to
Pbout ety B B gplb GrtrRtinyieasth I (RSl SHEME oM Gtk 2

of HorolgemBallingdiblgh@nleaeeted B (R &tfadbhdteinl TAOs, aRDWBIzhT &MGE AgdbEMpri@adout 10%
to about 50% nore preferably from about 15%to about 45% and nost

pr ef er2ifty if peameiBbyhydrgobloddeaewd bs@sgluggd fremahe gaeygHtonof the bl end. |f

prese the Gt .G ] LS- Qr r ahl i from
Bbout 21 o abouy TluTeorts B PE Shosl §irR &L Rk s AP SRk B0M 18,

nmost  ppérashdlf yhef tange, aboilitbelb¥e tsod it tthe2@bge din Headefinedvey gléctioklyt he bl end.
This blend of fernented plant extracts is used to bal ance both the,

Yi n- dSRTMEHRRE 3 el ihrolomer el vibles vithany fis @f ths-vppar &) varigblep et 15i on, but
at di frﬁa@ﬁ&ﬂ&ﬁcﬁﬂ?ﬁ@&ﬂl@“ ons. For exanple, the concentrations of fermented
pl ant extracts products designated for the bal anced-to-Yin skin
conpo4023lon ar e hat eedbbreirf theergb%boat” TElcompeesapr fof earability alowedfrout 40%
to about 60% of. those in products designated for the Yin-dom nant skin
conpodts piRsertacnaSsHy SRS AarTRGHiGH suriet: SeB Al OF et od

pl ant exducpgtchefiucttb @dhbRGndRat K afhddd 89 il {didessproand dwe ikl sas Teound t he
periorbital areas. According to TCMtheories, dark circles are caused by

st asi derof al@wsdntayodyiatipuwdiichwhithaeprpetide of @b srnzacouted]st euleé gldowa theaprpduct aus ed
by da ness fntd %Eesiosn 9er%0t>d¥ef|' ua{le%‘ tTtherecfit(f):r Ceeli€. Present i nvention

pr ovi dELELVBIUAIRH T PC F ISR ed O T AR TL LG S &Y SHE MM ng four i ngredi ent s
for cgoplenent i rgukject”] 4¥AIse héigint fefers kd iihalsisach &f mb@dhiald idelding, ®aDMItNY
danpness, tightening the skin, and prevent pre-mature skin aging. Such a

bl end ledRddp Ny ipaEemse sk §evs sheaPrR0ateorsce.umesc Hogin §XF-dARPiostinegPaeoni a
|l acti fl qr ' |.ut i no: i, ' ui The

L+ guet S it Al o FAAOLE, Syl 00RR, Gl (R0 CORIEPRLHL WRIGN

i ngr egirefatred embddisedd, rdharhinel iPadonaa. | actifl ora root functions as the

m ni Stgéﬁ]i ngr edi ent ;dilhe, Rehmannj a g) uti nosa root extract functions as the

assi s8Rl i ngr edieted hefid- t‘ﬁ%aﬂzgz%q%dgﬁaﬂ}lﬂﬁerﬁff?ﬁfptde@fﬁﬁea@@u%ﬁ&&ﬁr%%%s as the
ser vanehneL ahith: o e of80RNbeinhithe A aRbiobhghe bimishuaNat g root s
preferably present I1n this blend at an anount "ranging from about 5% to
about di@%e aroliwrgarelrethalbbytekr dithalnoentidh) thetroethbdsu phadOligedinal qvogtosipiors,er abl y
from abgg% é&(g)to about 3%% bd3r/ toctial vvef;y%ht of the blend. The fernmented
ext r a@fd &t PRBSATEAL Y P60 §SFAYCE OpPRPLIRLLT M YOS 8htY TROTH%S 2bl end at
an an%!@%aiﬁe?@%l,%ada&:ﬁéﬂg@&%hteﬁ%aﬂ Q%S%Q%éﬂsitm%to RBmAliPMHef @bgll.Y from about
10% to about 40% and nmost preferably from about 20%to about 30% by total
wei ghtl026] t he blAsnused breing epierentéand e wntiont reReioadaiaasglinthenssarrenset i s
pr ef er abl esent in this blend at.an anount r.anging.from about 5%to
Bbout aooRF 87 Beur e SIS b SRl BORHE' alifR s SRRBE £ et or o
f rom abpjgtt. 20 Wet @naRout thd Aeentiyn, tigd akthved gt codfpokitionbbed invEheod ayeet ed
extract of Zizyphus jujube fruit is preferably present in this blend at an
amountsehivgiresf f SHEABS SEOPOE s siatebwath aeRiarayiccp arsaBiegt fFsraystion 10%
to about 40% and nost preferably from about 20%to about 30% by total

wei ght of the blend. The above-descri bed bl ends of plant extracts can
further include other plant extracts of known skin care benefit but are not
specifically nentioned herein. Such pltant extracts may include, but are not
limted to, those obtained fromroots, |eaves, flowers, stal ks or other
parts of plants such as Si mmondsia Chinensis, Canellia Sinensis, Coffee
Arabi ca, Betula Al ba, Zea Mays, Siegesbeckia Oientalis, Helianthus Annus,
Hor deum Vul gare, Cucum s Sativus, Carthanus Tinctorius, Mangifera Indicia,

o A 1" - —— - o ~



U marius, C adosi phon Ckanuranus, Acal ypha W/ kesi ana, Acant hopanax
Gacilistylus, Allium Sativum Ananus Conosus, G ssanpel os Synpodialis,
Cor i ol us wensiwwbsae, Echi nacea Purpurea, Gifola Frondosayr/usaspagaphyt um
Procunbens, Panax G nseng, Polygala Tenuifolia, Poria Cocos, Silybum
Marianum Smlax G abra, Tinospora Cordifolia, Uncaria Tonentosa, Wthania
Somi fera, Echinancea, Viscum Al bum Capparis Monii, Capsella Brusa

Pastoris, Doliocarpus_ Verrucul osus, Kaenpferi a Gal anga, Sauropus Androgynus,
Tet r ad2yi Rfi (MR Adph othg Aqtalpbsence of Aarigryine agd{qrdts vymatostsa, Thelriesadon g ca,

Vi ol a ) HRNAGRAM SucH fHaPhR! e R e (chfrbndRedfi it tinithaife isTERAIERM defur M MDSA
Pudi ca, Sil'ymarin, Eucomm a, Menyanthes Trifoliata, Cafluna VUl garis, Rosa
Cani nahanReldythosubgedUnbiaktatadsthe GleaemnimvdndoiRecut i t a, Pygeum Afri canum Actina
Bosmelh%ﬁ, Sof t geur m Capsi cum Annum Car pi nus Laxiflora, Parinus
Tschoh®elii, ca 6P s Cuspidata, Sel aginella Tamariscina, Rosmarinus

O ficipad)i s, CayaRARntiaYeRdn rd8le@8 fmelol S abfinLiblcet MiMEARiSraine

Hapl ophyl'l um hi spani cum Scutellaria Rivularis, Centauriunt, Polygonum
Cuspi daeurpmingalnigraBagsioy glasfhodgeings Rddepresnieinuentivanisoaslpirs tieh oiethwsl, of Zhi

Mu, Uncaria Tonment osa Cereus .G anidflora,. Chaenonel es Sinensis., Lyngbya,

Vi apurleBftred MRS dp a5 B e B ad S eR A S G A T CRTORIE dent at a

Mar gi Rk Aind”aBRNh&hAdih{ 108 8o-adiatnaei B0 GARbEE: inPRES BFRA a ldapRRutidagNol i a
O ficianalis, Echineacea Pallida and those set forth on pages 2755-2757 of
t he Ceffertivg ameimgphaehishiamimsseet the prasgrtdayenton ppe thesmparycadly ¢ffertiebook,

El eve i4 N ol J r Lpcor re in,its
ot 1 ¢ aFty b A Peke) i o PR B B S T e Bkl
benef ittyptan@ine baivanet, utedgdlinetdedvilvens sowkte plida tan@Xiflaeh sonf diupganpr esent
invention. For exanple, fungi fromthe genus Tranmetes are known for their
medi ciAaleesis-Opany prabinaiipitherept ol hepddiff Wabihe BRI tG 12C860 At iSFRO M héw a pi ece
of funRgy pi r : SOl I epre urkey Tail)
e oo SR e L ARl MR, Bl Rl G RO ERCARATT 1Yy The

i nventigilanmh@ty dmgaddinhigesictroay beadmikmened aedpleirmateuprcdpeacce@sable Salgnet es
extra;&a al so have beaniciaI properties when applied to the skin.

Speci fYELF §F soalfBeEel ext ract s contain certain chenical conponents that
are papigjcul ar | yriefh&ehd iMertidn Wit DE1RGs & a Rei@BE RbMthet H8trSiltlcRtindl lupie®
bel i eved t hat such skin-whitening or brightening effect  is achieved either
t hr oughd jothisr porditdams shuseg by i migsana ctpspiointessinaloa et inglefi¢sdngror parowaihs t hat

| ead to skin pignmentation, thereh revent i for i on. af e.spots or

ot 1 sqmBii R B taety PR o Gl Shhen SR P RLE PP Mee Lo o
or notstibjeét if kst dBROE heTcetpputi ¢k @¥cB@vel oY 6f akhreBY @MEES aftf atll&Bt Skd N

tone. Extracts fromthe Tranmetes genus are al so excellent noisturizers, and
some $pditiopal theygpaartis a2YE. wgef sgrotorinahsdnvimigeepieieenist BiryPiamine g iwkivened

i ndi vi . oy . i al SGrI rel nabove
M R R T SR

ext r achdrest. e @asSin rmhimetkiaat s¢ronpl ST, pal etepdisaganst, inypeinsecdérivadvs,ol vent
system consi sting essentially of deionized water at a tenperature rangi ng

f r om SEHUC ASEVATY Cabiiticranie! B amamatoryidrignoa BB HDBEY PHAYBBNCIEBATY and
8 PreSREANAIN Al M ARR B dr3oRBRYINAAS mpa for a duration of

about "8 to 10 hours. "The extraction solution is then concentrated at a

t enped83Qr e r andihegnfentom bthet pEOQEs pbaratoatticBb@niprsafoas &bplthe frevmestout 55C
to about 600C) and. under, a.vacuum candi.tion. characterized.by a negative

pr ess BPE NI PRE S MSHBEIN TIPEHe o SeIBETNIoRdRT fblerst O PEY FErAFEbI y 11 om
about BT}, 0f feckRopdatst, 20riRihine ABHy MRS arPérebiBicall ¥ a@ROUhodferbRial &t-- The
concentrated extract solution is then spray dried at a tenperature ranging
f r om abidanmmaEaodug caraielgesit5Q0Qy combiratiah therdof 00t pharaipoentical@o@ositions or m
fine po r.s ready. for packagin d shipping. . The bl.ends |.ant extracts
"t na TSR b e PARERI AP s B i PR YF MhePafea Theo

t opi C@lrefOifabBQ®NRInhiGisEAEPBSd dih@B pharkipu@MREl cohtfRitiod Pihe ahredin rEiR&@HES ik at
conpositions are typically characterized by a distinctive bitter odor and a
br ownil&it ofr & cErAenie Sntbmhy LSRG PERNEH. Ty Pfameng dskivative: an &it@lifdy not be
consi dered aesthically andol factorily acceptable by nost users of cosnetic
or skin care products. In order to inprove the aesthic and ol factory appeal
of the final cosnetic or skin care products, the present invention enploys
a unique fernentation process to further treat the blends of plant extracts
as descri bed herei nabove. The fernentati on process of the present invention
conprises incubating a blend of plant extracts in the presence of yeast,
fungi, or other suitable aerobically netabolizing m croorgani snms, under

sui tabl e aerobic conditions, for a period of tine sufficient to reduce or

. " Y o, oy




ot her m croorganisns can nultiply significantly in nunber. The second, and
preferred, approach is to fernment the yeast or other mcroorganisnms in an
agueous ewoi20mnyes2e, in the presence of only the plant extrrnmedis/o2svdsin
substanti al absence of any additional nutrients, or in a |low nutrient
media, so that during the fernentation process, the yeast or other

m cr oorgani sns only engage in catabolic processing of the plant extracts.
The incubation is nonitored periodically for signs of the, plateauing of

bi ol o§EE%MIVEcR NY-igroidad antsinfispmatory drageAn HGlessif. Prany QomEHtiomEKke%e syst em
t enper, oo Sinhidisasd tllgi\)?(g;ay}?en about 30-500C, preferable about 40-450C,
for at ["east about 24 hours. In one enbodi nent, the tenperature is then
bri ef I[Q3¥]ai sed tMiggdn®5 OC for a period of about 5-10 m nutes, which

rupt ur the yeast, releasing the cell contents. Alternately, the cells can
be i 4033)t o by "SltF Bt BOTHET RGBT CFRTa 1 B HBRCAUNE o T oom
t enperahMERriz8) £ hdaddgerdoMnidaiRE REddRSIR, Y& YedRPhAARE BENPORRS HeRvelh By, iRMOVE

yeast debris, |€aving a fernmented extract that has significantly reduced
odor derd) ‘Onigedhdrminals@ dgraribs anewptdgiqahdisodpr asesweshingxucheympt®he anount of

| ant _extract d i t critical,; Cif it, js. desjred
b evertispbfisRartis fontoft i feabie S St o T burginn T REL RSt
shoul geh@icE&ThiealidP@ HRAnAsddiObithia Y 6pélef @B aM@htitadd @Rdrfed6 htRindds oW

multiplication. Ordinarily, the anpunt of plant extracts used in the
i ncubarigEinarderludn PPNRRROYS MESEHICS| Yiguadly iiBduced myarines gricalstalpertedl t o about

10% . b 0 . 50 ..ght of the

i ncuba %%aﬁﬂe%@l&%@ﬁ%ﬁ%ﬁs gﬁ%r}l}f;si rgﬁﬁ%ﬁfggﬁaﬁh enzgg%oaﬁ&%%ge %ﬁy%g@ E%f pl ant
extrago3djused asA weghinaemdrallnessled ki dpeditic typereabsculan headackndiodideeized of
the invention as described, abgve, the |ncubation nmedium contains sinply
wat er Dyrinedeaste foltanse hepd pafm pitedescabedby suitesery pppesing @t EHpRingredting Uae
vt er i5edy MENeNREn ultieaftaS HRUBLH RS MBLARe islofn lodaliff Blone d\é@F Rlehedli 2
conbi nati on of the two, as described, for exarrpfle, In RO 88053 [ S-type
wat er ](j.c.aurdlaR@IB MG 4ugh the ppi@ mvat By reseandn WShRates of thkdead 6,e8461288d). and

6139855, the, caontents of which are incorporated herein by. reference. The
oo oM bERRR AT 3 BRB TS B IobT OPh SO M ERoY it R Medgie at 1 on
proc e%@ns@@sﬂtyf IstiR@li (@.Qbﬁ@ﬁ@anrdhs%uﬂjcﬁ§§Jsﬁgin@ésﬁhﬂgjp§&!(e.ggﬁlhlyéeﬁ hES$ véﬁntin@?, pl ant

extracts. As also noted above, the Tncubation nediumis generally not
suppl iaed viseldisthpanedser awiat ri ent s besi des the plant extracts, so that the

sol e ce of bstrate for the m cr.oorgani sns, hiochem cal.agtivity is
Uhe plaA oxt r acts (5P GUTHRE Y alepiutie ot Bprs 3 e natima iy iaignand e

f er mertRbdiOmMi@hiRe eore@bn kgt aferiPedighctd & dboaseRCHidl ofmidthineent nmedi um
appropriate for the growh of the m croorgani sns. The fernentation process
as deseHpisesd Hayse mighyies Heestomied foasews sridovipnediftice ave-tbird af magraing he
undesi r - r ' ' i [ ' but
s ol Sutels, PR m AR R e RO e B b Bl
of t hehdfdvhémaghagirerts or Suompaesa clackibimidroige oal‘awadt | Am hurasndyrtel wida], but are
not limted to: ATP-el evat] ngi activities, antiinflammti og-ac ivities,

ant i - iSFRSOPALRF BRI M5ES: e¥isudl fiiine heoaatt sPmmPndyes Aperigiced in which a person

bl 0odci . - ot Vit . . AGL Lt '

phot opy St Ser o SRS D KRS e Gtk Ol P Blons Sk rh o clasie

act i viniigesnesamty al chepotiaspaech dicticuliy, wesknesobll agem @ \ed, iegliseofhtha icagr
activities, fbranectih synthesis-enhanci activities,.anti-glycation

St ViEgs B FTOL pHis FHRSS RBATPEADY LT RHS°BS, TiUS Bh e BaPh Sy

( PDE) teriédiotttdabodsib bt tea§pessif R & r teSHpasifs 61S6B) nlibkedatdcyibéd €s,
DNA synt hesi s-enhancing activities, protein synthesisenhancing activities,
DNA- r dwoesiin.i hgmesuffares aeesabls o mredial the enset ebaimigraine gpispdd bdcause it is preceded

anti gl XCasam IoOPYSANAS AL\ 8 %cadlbd 5L AILASE BabEMlaldeS:

cat al age T ke activites, TRLer P RkTReT 3(‘['_-?3) al pfg'ua protern-inhibiting
activifodgs, i nt eNdusdd ddfor(vohrilg 4e atseicBminidhi hiptdifs ahigraihé.€Not only does
prostagl andin E2 (PGE2)-inhibiting activities, cyclooxygenase-2 .

( COX- Zpstigipfesiinal nRpeheatiss fispaatorty vt impgred pirsomtestinalvmetlay capplse hindpeeinbn
activities, 5-1ipoxygenase (5-LO-inhibiting activities, and the |ike. The
fermented bl ends of plant extracts as described herei nabove can be used for
formul ating various cosnetic and skin care conpositions of various forns,
such as anhydrous or aqueous gels, sol&tions or seruns, enulsions (such as
water-in-oil, oil-in-water, water-insilicone, or silicone-in- water

enul si ons). Suggested anount of the fernmented plant extracts as used in
such conpositions may range from about 0.001%to about 75% preferably from
about 0.05%to about 70% nore preferably fromabout 0.1%to about 65% If

S r o " o - r I ~ oA ~rns



but are not Iimted to: mascara, blush, eye shadow, eyeliner, skin cream
skin lotion, skin treatnent serum foundation, lipstick, lip gloss, and the
| i ke. Suclkoceompesizki ons nmay i ncl ude various cosnetic or pekiUs2@8NES725

i ngredients, as described hereinafter: 1. G ls The cosnetic or skin care
conpositions of the present invention nmay contain one or nore oils which
may be volatile or non-volatile. The term"oil" refers to an ingredi ent

that is paourable at roomtenperature (ee]g1i 25.C.) The term"volatile" neans
t hat taﬁeuaﬁtratwa@eaa%ﬁB?aUﬁ?aeesdmrevoarm@& dditionggasiifotitsiocanecispsentie cury at
20 C. i 06, r
presert kS B bR BLY SOPRE REL SEEFEND P MBS REE A o

vol at iabsorbed. i 'ﬂmesentmolalsdee]lates eéarelisving ssampﬂomsmr leomditibiexatrpattngyih @tk thiall 0x ane
(0.5 centrscacr %\‘) oct anet h Itrrsrloxanepﬁl.o cs%, L

decanePry et 1% Qubrfimitef 8. EAsiic YRsie PARERHPPERM: Q5 PhsRRInptongheEpt. o
cycligoygl atile "15He|1 ?Rﬂ%é t&@tﬁ%’h%ﬂ AhERBIEREs 41 @npl ¥ GIRE b aaRE suchWhi ch
may be octanet hyl cycl ot etrasi |l oxane, décamet hyl cycl opent asi | oxane,
dodecasehdipbleahid aeptmapplnbémere airmcmr@piate@arﬂpﬂ msthods Qfdheprelseltplaweaﬁ@m ni c

hydr ocar bops i ncl ude s hexadecane, iSO -1 i sgparaffins, .and
the 1 eS e BT IE GPe RRe B PRRES Reer S ardear SRR st tied or's.
The t &fifi m@aUOtRS blctfer Bﬁeﬂ&héﬂﬁaﬂlew Qil dneh A%he dnatiRRBIof eS8 EindEntiddSS t han
about 2 mm of nercury at 20 C ?es of nonvol atile silicones include
di met lspe 8ne be rdeﬁn@t #i donethody ﬁ%‘ﬁ“;ﬂt@ﬁ [99€ Pt TOEXSYSIALPBD AeeraRlicAtians qiteigiaine

trimet I

trimet y? ?oxyp pgﬂ{%?%ﬁ%%%@? naﬁ%ﬁn‘%’imlﬁhg% qi)?lgglﬁeo;r P Ié%%DPP R‘élar i ke;

C2- 14 oafnlpyilsmg labﬁlﬁmwm@gjthelcbmﬁmaSn sﬂthh p&&emehydnudn i@ h Phttdin & ndeexlydreof,

di met hi cone, lauryl dinethicone; or fluorinated silicones such as

per f | d%crl&]rﬁlﬁﬁl%f oI GRIRINAHAR, trifl uor opropyl di nethicone; and the

| [ke. Pl es _ofriaons VGhiall dihdatHEREIAOAISIIGL R DYALOERLRANG BaYT ng from
10 to 40 carbon atoms In | 1 near or ranc ed rm such as Cl10-
|sopar’oams|Mgralﬁta,2{®6a¢1$riarraﬁarsmc Sjasmll\ehsemthaum%Phomphdhmmr 18 to 54

car bo ato for exa , C20-24 ol efin, C26-54 olefin;

pol ybE)thQH @r?rl?%%}’é’uﬁ naltlﬁ?BIt ‘é eW«Su bie* hydr ogenat ed deri vatives t her eof
such as hy%&gﬁggg%gstﬂggtml@butene i soei cosane; squal ane; squal ene; and so
on. Exanpl es "of esters include those fornmed by the reaction of nono-, di-,
or pol yhydVigrdihe +Beadachhpdis +uiatifeaciaphooptiobt -apha®phabia ng from about 1 to

40 car bon atons, preferably fatty C6-22 car boxyl ic acids. Preferred
al cohol s®i ﬂﬁaé%@eé’@’rﬁlahﬁfl‘us%r@BQWBhOin‘)ﬁtPéHB‘PP °RBxanol, glycerin, and so on.
Preferre ristic, stearic, isostearic, palmtic,
beheni c,gi CP?'agga%r]i)aﬁljélﬁéuggarfrlrisght:tggﬁ?ﬂ}ypreferred ester is fornmed by the
react i one ofHeaadfdkpaydr heusad ¢ phohophobfa fatty carboxylic acids, nore
specification glycerin and stearic acid, to provide glyceryl stearate,
di gl ycer9l Pmadg@etpearhnelsegl yceryl triisostearate, and so on. Most

arate. 2. FilmFormers The cosnetic or skin care

preferred i C
conposi ti or@ g?éﬁte yanF Bg(gtﬂ?ho Kvent i on may conprise at |east one filmformer

whi ch i s.cm@ﬁ&ecdpfamfp pRodd@hébihi | m when applied to the skin surface. |f
present, suggested ranges of filmformer(s) are fromabout 0.1 to 45%

prefer{ﬁftﬁ]y f r omGastipparesiGAsspciaah Dispiiderspr ef er abl y from about 0.5 to 30%
Fllmf[g;, rs m nthetic . or .natural

RNTHNUECT R oF i e 8 TR D A e R S

di spensidide oPhesAnidal bbstRetiE. Idhﬁlﬁﬂéﬁeﬁlméhlltyhﬁrohgpaﬁéﬂ dfilgg@hasaspetifiche
conposi tion. Exanples of filmformng polyners include po?yuret hanes eit her

in |ipopRIRscSUEbansaly saHety hloptitemnatsepanpiexide gomyinggadonyndlirdie psd on
copolxaggﬁ 1§om ethyl eni cal ly unsaturated nononers, for exanple, homo- or
copol yne acryl ates, ammoni um acryl ates, styrene, acryl am des,

met hag040]at es, \Ganybpaecst bdcemey intydasipygpiailerdativewhar it somphyatesithe cadtment

pol ymer.s ch as trimethylsiloxysilicate, polynethylsilsesquioxane; or

Sili cc?rﬁén‘btﬁ‘ﬁrsd%ar?ecﬁlsﬁl: a%ﬁ%rdgrond.%%ae@#eo ok ERHBAG BHOL ng a degree
of  pOloy tRSpaZR s iOthe RBGLAD i Q}I%Pgﬂﬂl 10 A00H AR, Whdd @R o&sric E‘K)ﬁngj igs of
such ﬁ'lnrfornlng polynmers inc %ut are not |imted to acryl at es

copol ymer, pol yurethane, acryl am de/ amoni um acryl ate copol yner,
acryl am des copol yner, acryl ates/acryl am de copol yner, acryl ates/ amoni um
met hacryl at e copol yner, acryl ates/octyl acryl am de copol yner, PVP, PVA,

PVP/ VA copol yner, acryl ates/ VA copol yner, acryl ates/ VP copol yner, anmmoni um
styrene/ acryl ates copol yner, and so on. Al so suitable are naturally
occurring polyners such as shellac or cellulose. Preferred is where the
filmforner |s shellac |n agueous drspersron mhrch conprrses fronrabout
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The cosnetic or skin care conpositions of the present invention may al so
contain at |east one structuring agent which increases the viscosity or

t hi ckens wbeonmapsesi tion. |f present, suggested ranges etraiscai0ioes7ng

agent (s) are from about 0.1-70% preferably from about 0.5-65% nore
preferably from about 1-60% Structuring agents nmay be natural or synthetic

waxes, polyneric materials that increase viscosity, and the |ike. Exanples
of waxes |nclude pol yet hyl ene, pol ypropyl ene, . beeswax, beeswax nodi fied by

r eact isHyask the 1619y étmtm@f@r%}b&dmlgtﬁt?rﬁda@usee he pacdindecreppes c1gptiBgeswax,
car na%@ﬂlph&&to% k& th@trsa&&%ﬁt ﬁftﬂést'd&%asegrdlto@a%t’ a@a ﬁ&hﬁt chsSuch as stearyl,
beheny acl ds suc as stearic acl enli c acl d i sostearic
acid, [ so on SuAjeets WSlth 4 aldhberad dsseases tdisdrdgs ageodmslitaoms hpvrtlywm des or

si |i cope ﬁg es, | es. |3§Iude thos sol.d béd¢W|zona Chﬁhlcal under
t he t Fadénarks a\V/’é‘élgéétF RAyesin Obﬁi‘aé?@&rstl Jects iDAYNG GHaDG et 15 KEOITE RS t he
INCl  RaRRRlcghd¥t tﬁ@@@hﬁa@h :}%@@ﬁl%@ﬂhsegée@'eégt@éﬂr@srsﬁ)ncﬁfé@aﬁ QisBfders

et hyl enedi am ne/ stearyl di e | i nol at e copol yner, ethyl enedi am ne/ di ner
tall at(enompmltwttena)bgwmympbg@ahte@mtdaﬂeawmmnegaswisyamhaear@y, endocrlne

eth Ien di e/ h enated di | inol eat ol r _bis-di

o ko1 S ERaE B B oy B g S eGP e e bahayproiis

gl yC0@aﬂbl@@de&‘|d1§@¥d’8f§?6§‘t&ﬂ1@(kc?été@6m§“ dltrﬂ@sh@ﬁ{cﬁxﬁﬁpﬂ*pb?@ﬁm&ﬁ] dGEé’iﬁ)plateKﬁ
Silicone waxes may al so be used including but not limted to stearyl
d|netﬁ@&6%@bﬂﬁeﬁéﬁvﬂﬂBW#b@HPh@h@ﬂOB@EEﬁ@X?mHPﬁ@ﬂHPCone st ear oxy

di et t

ari no hds o Gsr oy e Pl iR et gt ARSI BR S iie,
or amsdgsats hevie@tiisedsat, tcySncaQbﬁfs eRtdsadat tdi reson id gastrupartesm nak dedceibbd|
dinmers; or alkylam des of di-_ or tricarboxylic acids, npl es incl ude

st ear ARicde ﬂREQV@tt@éerét)@ des\ghyelin mypeticsng meehags é?raﬁ?r%ﬂémneﬁamg dhesp ghiglia g
suita t r Vi K t hat
ncr oag el He s e S R o I iR AR fo ARG RER RS
enegabagpmhn&@mgummdmmgnesddnualuntnuntslIlcate) bi osacchari de gum
Boswelh Serrata gum L ( yum Gel I an gum xant han gum
al gin| %ﬂarose Sand the like. Silicone
el astg 0Ff]s are 6)4s$1£&e§ Héx%ﬁlb*‘ghréltlﬁ Hﬁﬁﬂe‘ﬂid *&tﬁ&ﬁ@&eﬁlt adniiniclenderd Paitahbat are
formed by addition reaction-curing, by reacting an Si H containing
di or gdees inodegwde, amwnunﬁ)qdndpmmwsmeesm\mh@@@ramiqastl ong|fefation

unsat ur at i aon ene h ocarb ' resence a

ol a1 none e PP RCY SReel RN R Poabihe' BRlieBRErESr e
int hQGmgsctdeF@m)s Eztent ylgnreeﬂtmlmuamrelgmdhﬁi dgbeisRRwEless drowih hd¥mone

di spersed or solubilized in solvents such as volatile or non volatile

si | i copastagegues [ @rerf'ént&éirm@nt« the ghipdipingimegic sp@powyl ¢yghagln agopishigdv®ar bons
or es a S Wi

G ot By e RSBt B8 el FAORPL S CEhcRRUTRERS il iRl Bihd indeeys 1
KSP- 1@Hs sekéffton b0 2rowbRormi iz, AK&npdiid halkiBR-GHY becepipbngdhis iattivdone. gp,(h\l\der S

that c¢ ain a fluoroal kyl group like Shin-Etsu's KSP-200 ichis,

f1 uor 69%1% FGCERRE SR ILIRSFRIORFEP KN e ddqniigish anhatbraly $5%°A iy ik
phenyl, gfQu ppo%t&mn@% sﬁ@ 'bthcﬁtgéo fiit<oPa éﬁ% retgstgﬂ%goﬁls@mqhe Bs I%H%%ﬂ éatttb%d
silicone el astoner; mng' s anpl es of silicone

el ast @Wrmmmmmgmmmembmdmg asdays mrmimowd’rﬂma‘mobb stimehatioh ean chsyebsed

di et hi one met hi co C suppl i by a variety of

Suppl PR PETTEFLE S BERMCSF i gtk FRPECTBH P FE T S denanes. 5040 or
9041, [6#5]Si | i comB@FelunNRSEptbRQANY %%Bﬁo@%@ 83Fess&d 1n5th!é_l_lz_@t§dlar§hi,|p?tﬁﬂ@f§
under the t radenanes KSéi15, 16, 18. KSG 15 has the name

cycl opeﬁpamrtasxmemgjwthettmsvt@nethtiivaatj@n ofi theseheespinas mtbssﬁmlt%vwrduc%s@ 18 has
the | Iélg Iretlonmaf % SHY horhllelrlir:re 4 cfc;i?t{]o%/tg L Jc{]r{ ‘%R%?&Pé%%%f nt¥ hOIdrlnrn:"et ?Ic%rcl)tne
crossaoplyner. I'cone elastoners my a e purcha ed 1S

| nduststid@s haiel ﬁfovtrmﬁe @ BNk lhbnhdsl&ckeaﬁtégogﬁtds&@d gutelhabhleqe@beczﬁi 1ht1e@sra:e

el astoners havi ng chain al kyl substitutions such as |auryl

di net IPRYHerd bedy ‘M‘?lﬁg& Hitdppiealdosess plelimerimedenpe plee kpgwiskr Wdpgestieunder t he
tradenanmes KSG 31, KSG 32, KSG 41, KSG 42, KSG 43, and KSG 44. Cross-Ilinked
or ganopol ysi | oxane el astonmers useful in the present invention and processes
for making themare further described in U S. Pat. No. 4,970,252 to Sakuta
et al, issued Nov. 13, 1990; U.S. PatlONo. 5,760,1 16 to Kilgour et al.,

i ssued Jun. 2, 1998; U.S. Pat. No. 5,654,362 to Schulz, Jr. et al. issued
Aug. 5, 1997; and Japanese Patent Application JP 61-18708, assigned to Pola
Kasei Kogyo KK, each of which are herein incorporated by reference inits
entlrety The cosnetlc or skln care conp05|t|ons of the present i nvention
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met hacryl ate copol yner, which is sold by Rohm & Haas under the tradenane
Accul yn 22, or acryl ates/steareth-20/ nmethacryl ate crosspol yner which may be
pur chasedwbnomwden & Haas under the tradenane Accul yn @8TAISs@mosps7tabl e are
acryl ate based ani oni c anphi philic polynmers containing at | east one
hydrophilic unit and at |east one allyl ether unit containing a fatty
chain. Preferred are those where the hydrophilic unit contains an

et hyl eni cal l y_unsaturated ani oni c._ nononer, nore specificially

car boX§FonRh 1§ Fs e hxefaplap, ghrelin memetic Cr?é‘%H?élBﬁi%ﬂrF éhoge Fiescabe%rw&r B%te{lther eof ,
and whgy, I e ig [ to the
monomer Sb?’g?%g%?j 6?76%1;8’ 5:9{87%“&%&?3? g@g%%ot e‘réh 9[9?%'39% denot es
t he ettiRA7€186xthe reatirea:a;htennoﬁ al dfewlaclo areancqrmra@dmereanlgy mderttnaem 1 to 100, R

oot Tl e ARy B RS HrF Srle B iR, SR eePhon at o,

pr ef er:gRip¥udd PM1IA deAnddherdindo IeaVﬁ{hrrﬁ{Qée%uQﬁM dc@ﬁ;it%l& Yalf, 'h9&'9a§e2 of &Il car bon
at ons. re preferred in this case is wheré notes H n is equal to 10

and Rthiweet ésamoselanis gherpicaBy desadbashds. 3-Ripedinecabphyliplhtidi &-(polopimdalgnydf t hi s

+ 202 e RRR HaPr AR RS PG RRr RSP Res i e ) PR Phve R

ent i 1 ehodthylAFIpRgoyl ARHEL ]33 (18 163- Aoyl J-S- bW RN SV - tHRleHBsiferidfer8d of 20
to 60% by ﬁg?gheﬂacryllc acid g?%?gr nethacrﬁylc acid, o 5§to 60% by

wei ghtcarbetudrazgiifyind ietepesseyiedibr the following shenuabyrusairght al |yl et her
containing a fatty chain as nentlonegﬂ@bove and of 0 to 1% by wei ght of a
crosslinking agent which is a me$qunoWﬁ copol ynmeri zabl e pol yet hyl eni c
unsat urated nononer, for instan d\aILxﬁ pht hal ate, allyl (neth)acrylate,
di vi nyl benzene, (poly)ethylene §%yeﬁ?~ﬁlnethacrylate and

met hyl enebi sacryl ani de. One commgr ci al exanple of such polyners are
crosslinked terpolyners ofunethacrylkd' thyl acryl ate, of

pol yet hyl ene gl ycol (hawing| 10 EO units) eg eg ~Stear ¥l al cohol or
steareth-10, in part ikgullaer 0. Hny? "he Gbnpah? Al lied Colloids under
t he names SALCARE SC80 anpd SALCA = SCI0, i ch.are aqueous emul sions
cont ai ni ng 30% of a crossti nked terpolyne QL-nethacryllc acid, of ethyl
acrylate and of steareth-10 allyl ether (4@/53N1 Al so SU|tabIe are
acryl ate copol yners such as Pol yacryl at e- mh|¢h |s a copol yner of

nmet hacrylic acid, nethyl nethacrylate, nethy sf?rene i sopropylisocyanate,
and P@@Obehen%&n RETRE i cﬁgﬂnmﬁgﬁk&h%e&% G| Rt 2000 B utdf. sodi um
acryl oyl ai met hyl t aur at iumacrylate, acrylam de and. I ny rrolidone
nonomensic aotd NPal NRgelr- {/Ne[t leR)all henzwh € #-hydroay pippiadiyntey1)-Qf oxoothiy L FiN-

acryl Idlne t hy ium acrylate, hy et.h

acryl byl F%ﬁ%%?yaﬁ#{mﬁ%ﬂ I%Bfrhyg)gﬂ %Iﬁélaméffm a%%w? ﬁf%&ﬁ%ﬁgﬁg%

sui t ahenpnesthicass! | nked acrylate based pol yners where one or nore of the
acrylic groups may have substituted | ong chain alkyl (such as 6-40, 10-30,
and the |ike) groups, for exanple acrylates/ C o-30 al kyl acryl ate

crosspol ymer which is a copolynmer of Cl0-30 al kyl acrylate and one or nore
nononers of acrylic acid, nethacrylic acid, or one of their sinple esters
crosslinked wwth the allyl ether of sucrose or the allyl ether of
pentaerythritol. Such polynmers are conmmonly sold under the Carbopol or
Penul en tradenanes. Particularly suitable as the agueous phase thickening
agent are acrylate based polyneric thickeners sold by Cdariant under the
Aristoflex trademark such as Aristoflex AVC, which is anmoni um

acryl oyl di net hyl t aurate/ VP copol yner; Aristoflex AVL which is the sane

pol ymer has found in AVC dispersed in m xture containing caprylic/capric
triglyceride, trilaureth-4, and polyglyceryl-2 sesquiisostearate; or
Aristofl ex HVB which is amoni um acryl oyl di net hyl t aur at e/ behenet h- 25

nmet hacryl ate crosspol yner, and the like. Al so suitable as the aqueous phase
t hi ckeni ng agents are various pol yethyl ene glycols (PEG derivatives where
t he degree of polynerization ranges from 1,000 to 200, 000. Such ingredients
are indicated by the designation "PEG' followed by the degree of

pol ynmeri zation in thousands, such as PEG 45M which neans PEG having 45, 000
repeati ng ethylene oxide units. Exanples of suitable PEG derivatives

i nclude PEG2M 5M 7M 9M 14M 20M 23M 25M 45M 65M 90M 115M 160M
180M and the like. Also suitable arelpol yglycerins which are repeating
glycerin noieties where the nunber of repeating noieties ranges from15 to
200, preferably from about 20-100. Exanpl esof suitable polyglycerins

i ncl ude those having the CFTA nanes pol ygl ycerin-20, polyglycerin- 40, and
the |iKke. Also SU|tabIe as aqueous phase thlckenlng agents are varlous



about 0.1-25% Suitable enmulsif ers may be silicone based emulsif ers or
surfactants including linear or crosslinked pol yoxyal kyl ene substituted
or ganosi lweanemees22al kyl substituted pol yoxyal kyl ene or gamasbkéionasves.
Exanpl es i nclude those having the generic nane dinmethi cone copol yol, cetyl
di met hi cone copol yol, and so on. Exanples of silicone surfactants are those
sol d by Dow Corni ng under the tradenanme Dow Corni ng 3225C Formul ati on Aid
havi ng the CTFA nane cycl otetrasil oxane (and) cycl opentasil oxane (and)
PEG PPG 18 di net hi cone; or 5225C Fornul ati on Aid, having the CTFA nane
cycl opent asi | oxane (and) PEGVPPG—18/18Aw}nethlcone or Dow Com ng 190
Surfactant having the CTFA nanme PEG PFG 18/ 18 di net hi cone; or Dow Cor ni ng
193 Fluid, Dow Corning 5200 having thge CTFA nane |auryl PEG PPG 18/18
nethicone; or Abil EM 90 having the CFA nane cetyl PEG PPG 14/14

di met hi cone sold by Gol dschm dt; og&Abil EM 97 having the CTFA nane

bi s-cetyl PEGF PPG 14/14 dlneth|cj %0l d by Gol dschnidt; or Abil WVE 09
havi ng the CTFA nane cetyl PEG PP& 16/ 1 dinmethicone in a mxture al so
contalnlng pol ygl yceryl -4 isosteardte and hexyl |aurate; or KF-601 1 sold
ofigs havi ng thel CTFA=nang PEG 1 1 nethyl ether

i 2 i sm§1 E@ su §licones having the CTFA nane
el ~ Wk 3 sold by Shin-Etsu

y one;i or KF-60 15 sold

byShi n-Etsu Silicones having the CTFA ndne P met hi cone; or KF-6016
sol d by Shin- Etsu Silicones having 4he CTFA nane PEG 9 methyl ether

di met hi cone; or KF-6017 sold by Shig su Silicones having the CTFA nane
PEG | O di et hi cone; or KF-6038 sol dby #5hin- Etsu Silicggfs havi ng the CTFA
name | auryl PEG 9 polydi net hyl sil oxy™et hyl di met hi cone so suitable are
various types of crosslinked silicone surfactants that are often referred
to as emul sifying elastoners. They are typically prepared as set forth
above with respect to the section "silicone elastoners” except that the
silicone elastonmers will contain at |east one hydrophilic noiety such as
pol yox048lky| enatlpangebu psc:hefﬁj{cpitlgailet;qvibtth ess ghomywidy dbﬂilyddemax—w&afildlardmﬂe

el ast s ar ssl | r o] i |.ox S. th ned by a

or ossit PRI A-Rh Er R PR D Rar Y GOy P AOhphBr fg. at | east
one hydpegen rhandedpior. $d-NHG Ohdaad tef fooR Bl d¥Madak h@ageconpri sing at | east
two ethylenically unsaturated groups. In at |east one enbodinent, the

pol yoxyal kyl enat ed crosslinked organo pol ysil oxanes are obtai ned by a
crosslinking addition reaction of a diorganopol ysiloxane conprising at

.‘.'Q

wponded ) silicon, and a pol yoxyal kyl ene

conprising at |east t gt hyl en y unsaturated groups, optionally in the
presence of a:pl |n§ntcata ysti, as lescri bed, for exanple, in U S. Pat.

No. 5, 236, 986: b égfitmf @94, U S, Pat. No. 5,837,793 and U. S.
Pat. No. 5,81 1;&87‘ t e onﬁgpts OL\MhICh are |ncorporated by reference.

stomerls that may be used in at |east one
ude those sold by Shin-Etsu Silicones under
the names KSG 21 , KSG 20, KSG 300, KSG¥81, KSG 32, KSG 33; KSG 210 which is
di et hi cone/ PEG 10/ 15 crosspo r di spersegdin dlnethlcone KSG 310 whi ch
is PEG 15 lauryl dinethicone crosspolyner; KSG 320 which is PEG 15 |auryl
di met hi cone crosspol yner di spersed in isododecane; KSG 330 (the forner

di spersed in triethyl hexanoin), KSG 340 which is a m xture of PEG 10 | auryl
di met hi cone crosspol yner and PEG 15 |auryl dinethicone crosspol yner. Al so
sui t at0¥lar e po@Qﬂgmﬁujﬂﬁmed_gﬁmﬁmdhELeﬁﬁstoners |l i ke those disclosed in
PCT/ 04/024798 |ch ks, here ncor p » ence i ts

ent1 1 31 such arebedkED e SAE s areiel Releiit S i el i 710
whi ch abﬁvad@sr@tdmﬁﬁrsqﬁlmlamglsyﬂﬂ?m Reept6fs O SEEOEIMBIundi SR@IcSHE effébtdjt Rt hi cone;
or lauryl dinethicone/polyglycerin-3 crosspolyner dispersed in a variety of
sol vemeuapsaiie] ssaetoriacaf davebaenshewd frebe effqciiye i tieatiag grigraingsipgd under t he

R s T s G ST

The conposition nmay conprise one or nore nonionic organic surfactants.
Sui t abl e noni oni ¢ surfactants include al koxyl ated al cohol s, or ethers,
fornmed by the reaction of an alcohol with an al kyl ene oxi de, usually

et hyl ene or propyl ene oxide. Preferablly the alcohol is either a fatty

al cohol having 6 to 30 carbon atons. Exanples of such ingredients include
Steareth 2-100, which is fornmed by the reaction of stearyl alcohol and

et hyl ene oxi de and the nunber of ethylene oxide units ranges from2 to 100;
Behenet h 5 30 mhlch IS forned by the reactlon of behenyl alcohol and

T T - g oy o M Y T T T o e o ~—

Pol yoxyal kyl enat ed silicone el
enbodi nent of the invention




pol yhydric al cohols with an al kyl ene oxi de. For exanple, the reaction

products of C6-30 fatty carboxylic acids and pol yhydric al cohols which are

nmonosacchwoi2dagoesszeh as gl ucose, gal actose, nethyl gl ucese;usamdobdves!|i ke,

wi th an al koxyl ated al cohol. Exanpl es include pol yneric al kyl ene gl ycol s

reacted with glyceryl fatty acid esters such as PEG gl yceryl ol eates, PEG

gl yceryl stearate; or PEG polyhydroxyalkanotes such as PEG

dlpolyhydroxystearate wherein the _nunber of repeating.ethylene glycal units

r angedeisvs rﬁngratlt?s?@@thvwngée@tﬁrtnaér%Tlaraed ér%@?%})@ﬁs ﬁr%@ﬁwla?%aessels

deriv I

D1 - Pre e B PR Bt BRI ety Bk el B AT,

Et her Thdsgpaties mAy also da |effa&:th& basauseo theyrictors wrétanmaactezptozcs & faoveredlitgs ashe

reactio of carboxylic acid with an yl ene oxi de ar th a . polyneric

e her oS hERGPE Fssr BateP ey soRR B Nenare Pt dapae iare B o 1 he

car bo}iﬁ/\l'énﬁoﬁ ﬁfcﬁfder Bdiab@hot 1%hnited tB Yr%tgﬁseiﬁdc%mle% hné1 |dEMl/at1V€§‘Q: , drothMghenumber
meri zed al koxy groups. In the case of diesters, the fwo

FKI}gdéﬁHs do ndiryptemehetDerbativelent i cal . Preferably, Ris a C6-30 straight

or br ed chain, saturated. or unsa ur at .ed, al.k ,

Vonomdia. honodBi SREPHED & upReabRyTer e nrialy ok Mi¥ito e as
noni oficen & widnaghaRtaficaldidl fi.& by lamBUE WhRh keh@in a8 ifdEEal Byudnlte, and is

pol yneri zati on of nononeric al kyl ene oxi des, generally ethylene or

pr opy Ichaicglly eatedsircthe patiymesid By pipRlas Tapiamineds foInddditage geemrain ther mul a:
wher ei noner

i ¢ 5.0l PUHE oAl YL B 21018 o S DUFRELISRY of RARGH DT

i ncl udﬁ'ylﬁhtklme)deﬁ&/etﬁives amddidesbiol@pidakty Kaxylcatr@dusdst fichan ne@biryiniukas andror
exanple al koxyl ation, in particular ethoxylation of sorbitan provides

pol yal B%VP%%@H sorbitan derivatives. Esterification of polyal koxyl at ed

sor bi Provi deg; bidiadd. 65t £E SoSHAR-AS t rbates. For exanple,
t he pg?ﬁzlkyoxyla#ﬁﬁﬁsorﬂytan canobe ester%??%ﬁﬂéyﬁﬁ -gb, preferably
Cl2- 22irhethymadettsy])- Bl angdl €sylpf N soethylimephaiselfivrmmide I rizdeipRol, gysor bat es

20- 85, r bi Le sorbjt ol e orbltan almtate, sorbitan
sesqupf§> %Q%ﬁSfiéfbVPéﬂf%r@%?@ﬁiqﬂﬁ gg' aﬁﬂ@Pwp? ALPIEAOF or use in
nmascar r f ;
;g;rtrtz SRR 61711 il ) AL RELLSE, DAl 454

is ost i(lrdlnmﬁhyl@ml@ethbbh]éhﬂ@%l éetlbmthxi} %pwom}m %@nfo gletipian,jos éf[é(tQBI)y

Do e E By RGas - Dt BV o2 Sl BUREN ISR b R R Pa PRSI N ¢ abi o

are delimy@ii- yqs @Y rreiedihi 1Lﬁmlﬁd1@hn@rﬁy15’olH&womatﬁpetha@arrﬁht amdgedvatripkdrgdr Wi t h
stearic acid, g sorbitan tristearate, and so on.5. Particul ates The

cos rret6r1@e'tbb’la§kfl<?r It & testmydrer TH-sabaralg- Sfagphopamideo iy ithaws bptmethosnd o any,

th t
elcI5&ah?ﬁo?g§ﬁhg%%gLﬁggggﬁgﬁaﬁfg%ﬂgﬁﬁﬁ%s ?ﬂ%?&ar reggk%ﬁf$om1 g@F Igck
Al so Hil'habtdeptoas @mgalrbleocpvegEﬂmtcaustlhgthearoenﬁﬁ&@am) andD&dseqlent mhivitidakes

t her eof h as yel | ows, bl yues, . etc., Suitable ers_include
{1t aniPEON TGN ety rrﬁurzoyeptsff‘s ape- oRiFEhissYidgace ojsugsnst @a%tea@wwe, silica,

bent onkf.givaehisa mhégadc? on é‘é}gtohﬁlerelsé s i ﬁer% EREM s asSHIBRTHhEFIHAREES]sOf

pi gnments are from .01-45% preterably from about 0.05-35% Suggested

r angesEx@mpimyvd?q:rtmsefpeus‘er\mm dlb@mtenﬁom inch@E®o blﬁ ard-tgintigdtts sthetripgenet i ¢ or

skin care. ? nBosrtrons of. the nventron qg lso contain one or
Etdn

more AUAE @auﬁfmeggﬂﬁﬁnm% E?EGIWﬁﬁaﬁgzﬂp ‘@‘Hﬁﬂ%ctant(s) are from

about 054 to 25% pldIRCtRRE Sf édﬂﬁtﬁﬂﬁn Gl BB QldniniSI BRI GFall B gh e H ol d6Rut 25
Surtable glycols are in nononeric or polyneric formand include

pol yett%ylb@ﬁ@()%ﬁd; peimyghospy f<e=rf:e>u98yftg)¢rs4 @acyrheaedmmtaxeg@@renwmlbh are
polye col s _havi tg 2 earin |ts
as mel lggﬁm an(nmang?§co éos%gﬁ‘§§ﬂ5¥§%9 %ﬁggaryco @ﬁhgﬁg g yco
pent ylr@ﬂges gerﬁ&|elet1a1I5tdn t10e60 dia)-4Bubit adkiteptsnl a8 &, 2056 8toalf0; Mlz@hm@ﬁ;ﬁal@l SO

pol yhydric al cohols, are al so suitable hunectants. Exanples of such sugars
i ncl ude gl ucose, fructose, honey, hydrogenated honey, inositol, naltose,
mannitol, maltitol, sorbitol, sucrose, xylitol, xylose, trehalose, and so
on. Also suitable is urea or sugar derivatives, e.g. ethyl hexylglycerin. In
one preferred enbodi nent, the hunectants used in the conposition of the
invention are Cl1-6 , preferably C2-4 &Bkyl ene glycols, nost particularly
butyl ene gl ycol. The conpositions may further contain other ingredients
including but not limted to preservatives, sunscreens, and so on. The
invention will be further described in connection with the follow ng
exanples mhrch are set forth for _purposes of |IIustrat|on onIy EXANPLE 1

T ] o r




Fi ne powder containing a blend of plant extracts for nourishing the Yin
energy and bal anci ng/ neutralizing the excess Yang energy of a user with
Yang- donmiwenbieobsz2conposi ti on was prepared accordi ng t ecrhs2@wioesesi on and
dryi ng techni ques descri bed herei nabove, which contains: EXAVPLE 3 Fine
powder containing a blend of plant extracts for nourishing the Yang energy
and bal anci ng/ neutralizing the excess Yin energy of a user with

Yi n-dom nant skin comnposition repared according to the extraction and

was
dryi nd -t €chnPytiedo adsag; ioeBrpGEiPE Ny 5@&9@ 0 Qhli- @ HO P& 1RE AmQANPRE 240 1 ne
powder hAI X f t for treating dark circles,
puffnégggBgﬁggﬁg?%gﬁgé%gggﬁﬁgﬂkﬁgﬁgggi&?ggzmgf a user was prepared

accor 05 to th&rgdireddrivafivend dryi ng techni ques descri bed herei nabove,

whi ch tains: EXAMPLE 5 A sterilized cultural di um.containin n
OueohTSor Ut T o CTER GhatEoURE HaRataE pidierato A OBIEeH Gl o8 13 CRaMe: ¢ or
was i RAGWiad &chiwM 4B fREGh AN KE Plah RS @Yéo‘ﬂn@%eﬁ@ﬁk@g ae 6T the @ba@feaudr 24C

for about 14 hours, until the yeast reached the end of |og phase growth, to
f or m amgianc@dmatimey mecophwidion paHt cuifieinegard dinscadly o aS-Hit agouist dertthe as

descri bed herei nabove .in anples.1-4 was .t hen added into a New Brunsw ck
Sci ent"fRE° ES%SPf)ODéHt?gOP'eE)E(%OEE‘F g%’ilhaéﬁ%?reé?’“‘é%lﬂﬁg %8%? 058P¢ TR v ol une,
toget gb@/ych\eﬁéﬁt drhRIliAASLInRIARE, W@l RS dbRANEMr SAihSefased ukechnadgdiBleow: Tot al
100. 00% The m xture was incubated at about 24C and m xed at a speed of
about deOpAthSATADPE BisE (@ traatipigrainesThe ferment sol ution was then sequentially

passe rough 9 it e. Hyf el (di e )., t .5-m cron
cel | ulcﬂggéﬂ pad, ?réoj} q%edﬁ}r%%l‘%rnll‘cgl\l/v&FF%tea?é g@}%&gﬁﬁi @%éorﬁl)ctagﬁgégéi’ %{glﬁ?ow

filtererdcopadid mdiaisomantiheamSdgbdibidemndllydepade); Mgbpdphibed(ele. NEgb@MiIARNSOl ut e
dead-end fjlter_ (Pall Caorporation). EXAMPLE 6 Colors of the blends of plant
ext r adi'8OUStipR LB Nh T EPHRRIH e BI ¢MIStREPE-c8d Frgovsdingy elayings & er t he
ferme i p ' S I 100 col or

ot or E R e PR e R ol R e R G My RIS 71 2t 1t
11 mMm gleouatdreg basblectay ete eih grednvdneion plchodedbitmre het lowital tonBteetamindibrpine,
provi ded an .auto i c readin f the colorg in Gardner_ Col or. Nunber, as

F ol | oEEoTAHinG FF e COREUEs M PR 13 E0F drr s 1R (ESERSREiaE] on. 1
conparfs@tyMdeNBldio S RBe, F2PN Life Nk oE 8 he rEeBE hineErobXAMAE 7 Cdors of

t he bl ends” of plant extracts as descri bed herei nabove in anples 1-4

bef or Sramdcraptings Erdomaling; agnetlavinerelpnodevsise.dyseExdnpirgolBlewandeLisaidsar ed usi ng
an Alpha MO S. Fox electronic nose system Specifically, a 1nlL aliquot of
each sanpl e was prepared in quadruplicate and ran on the el ectroni c nose at
about 45C and for about 250 or 450 seconds. The data obtained for each
sanple was plotted using the PSA nodel. In all cases, the PSA data showed
observabl e difference between the TCM bl ends before fernentation and after
fermentation. Further, snell tests conducted by human subjects confirned a
reduction of undesirable odor in TCM bl ends after fernentation, in
conparison with the sane bl ends before fernentati on. EXAMPLE 8 Five (5)
different types of skin care seruns were formulated with the fernented TCM
extracts described hereinabove for users with different skin compositions,

i ncl udi ng bal anced ("B"), Yang ("Ya"), balanced-to-Yang ("B-Ya"), Yin
("Yi"), and balanced-to-Yin ("B-Yi") skin conpositions,
respecti vel y: ENHANCED M GRAI NE TREATMENTS BASED ON GHRELI N M METI CS RELATED
APPLI CATI ONS The present application clains priority under 35 U S.C. 119
to U S.S. N 61/156,129, filed February 27, 2009. BACKGROUND OF THE

| NVENTI ON [ 001] M graines are wi despread in the popul ation and can have a
significant inpact on an individual's health and quality of life. In the
U.S. alone, 18% of wonen and 6% of nen report having had at |east one

m grai ne episode in the previous year (Silberstein, "Mgraine". Lancet

2004; 363:381-391). Mgraines can al so have an econom c inpact due to

medi cal expenses and reduced or |ost work productivity. M graines generally
afflict young adults, the main popul ation of the workforce. The

unpredi ctabl e or periodic nature of mgraines can result in tenporary | ost
wor k productivity or extended work disability, let alone interfere with an
i ndi vidual's normal activities.
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[002] A mgraine generally results in a specific type of vascul ar headache
characterized by noderate to intense head pain, often described by

suf f er er sweomuesizng or throbbing, lasting up to - 12 hegraseéen:ims r eat ed.
The pain of a migraine is often |ocalized to one side of the head (i.e.,
unilateral), al t hough the pain may be present on both sides of the head

(i.e., bilateral). M grai ne headaches are al so acconpani ed by at | east one
or nDre synptons i ncl udi ng extrene senS|t|V|t to stinuli (e.g., light and
sound)[0 zﬂastrm s pterpadal Mndisknflamaagory PinoqiAad g :

st or aura. [003]
Becaus[@SSf he eve%ssuseg' ﬁ&reﬁlo Bh r‘é e‘§1ct’ ?efgf 96 %fﬁleﬂﬂ)@r oQ‘Ethe b veRkE Y& of drugs
understood prevention and trigder avol ance are typi cal 1 §t @f ect ve in
cont r ais¢d togelidgrraimesnal pdsicedrbypact &l Variaus grags ne t}mﬁehehaalsarrdeieytrdmervous
synptonatché trol or ab |ve treatments for Hellerag |nd|V|duaI
headach&Ems Eaﬁ?séc LisE 116 g’C%PHW&WcP €N ARt PHAPHBIATY dFSSt exi sti ng
treat TENS'EA?:D%?(H ukh 8¢ @ sYliciave 2%@??@%&5 fdigaaNd CoOX-have trdsRibIaR! Sirsdilte

ef fects 4] Sumatri pt'an and her triptan nol ecul es represent the

domi n atlmg S§ueln @mmdrpdiinec sirnghedigairmest with garawmprapfcracs(slch 8ol framadqlt 2nd vagiogs

seroto HT | B/ | t or ni st .that .c esconstrictjon of cranial
b} oo 0ty SPe T e ey e 0T B f i e g Aot RS B &t s
arou n(icétbﬁhrwphéﬂj 288 ndn-bleRALATRAL - i HPIm@AElt Editi g AbéemhRpRarhRISceWhinNOAIDS

Wi thout aura in adults. Sumatriptan succinate is marketed comercially as
| mi t r @ wypically ingpeansiversad avaikableayithond aiphgseipti®il e dosage fornms. Doeni cke et

glesea:Ic ) et1992 GHSX(%%W%O L@?%Séhn%aﬁagt[ E‘ﬁﬂ{ ri 'mggﬂa?yNS - ]Jé)%l\fﬁﬂ i ??Bt

r eceptdpiig b ahspssid, natipydetid zirﬂ:ladnltlklnﬂ@ﬂﬁma&irﬁbfqulﬁ am,, cagdbig off Iiedhlicaﬂig pain,
naratrlptan al rmtrlptan and frovatriptan. [005]. The triptans_are reported

to suffeer apd grlasumation) Thr samy Aiopaaeid ali ﬁ%}lft‘féﬁﬁ&ls grish these&ysLlitence. In
par ti GU-&hs WHicRR R68Ri1 A0 NAT ARy LG bEr AldEvER b‘i’ﬁatd! ﬁﬂéé MAIRear e
treated w t'h sumatriptan often reoccu?s wthin 8 or 24 o? an initial
t r eat mEfatts. Ao aoslgetond SMHDs aprwoikerhin Maabhe ticanoatnaadatic. i n U S. Patent No.

6, 060, , have ose onbi ni ng t he tan with a.long acting NSAID
such A06Haor oxenCuR Rt sk Bot HF At bae B Natsb et Anpiit AUROBP
| ong- agdhbAGtNEALRL BadnRivil s ARPRLS Difothi &N d%idIARiInBENe @1 MlicSafee MdoMEsium

ant| -mgraine action and prevenhts the relapse headaché from occurring (or
"r ebomﬁahcyiﬁfgr mdn%aélcyl salipdatevealsalage )t Arybdkmeic'acBisde gl sbicRifends, éttec:l@fenac

HEADACHE 2 Pate . 34 t eva et
o grapeahy BonBia Fuedd MibneRir N Meihe, Sy R be ecti ve
COX-2 A ?r&plblﬁf: a8ide tpraﬁeng)qfa%cqmﬂio@h CalpesTor iHenhyfed, %ﬁbpﬂsﬁ@l Fl’drlﬁlbﬁﬂal can

al so sutfer froma sl ow pharmacokinetic profile and, consequent I%

del ay deftemafeapbeiordace i paeprofenn NapigrehOxaatmzis Tiaproferigarideandbpuniolpide 2. 0
hour s e i mum

concen 5’%@ Ifh()r%ﬁiﬁ%@% %ste(f%fagg?rﬁg?ﬁ%} riglj\ﬁ %{g?ni%lrc %E%end ngﬁfl %;C%%H%rhg%g orption sl ows
even fRyrdzokdine dadvaribes (aum Ricagtbueanee Mzaplopoinsie AVietantiole, &xoiphentindzohe,2. 5
hour s aftek adm ni t ation. See prescribing informtion fcg Imt}r_ngx(r)

t abl et?8d Sp U‘@&%Z@‘a@t oPEIcARY & -Br e kpynotire. Yigloxicage gndyhenor ntimis
Cause‘t@x 2GRk 'i‘ﬂngiftorg h&e g@él%&‘}}hﬁ‘tlﬁ&tléd}% Lu'hﬂ&%om%%ar&&ﬁ'i@%‘i’édoﬁlb

i nterventions based on such del ayed gastroi'ntestinal notility remain

evasi wed VaétecddbRSntphoeinibdes, (e EuNITieNEJIRDILic@000¢; ab8 (Buggal 3 BatgB8Agids.[ 007] To

overc this del ayed .action,. Michle 07/127207) h oposed
Conbr SR E R et BAlf ARG TP PS e B PP SO BB g b B

f or m tihabpehdad SlacohtforAPaAiRbicOMtifut PreséBftRNAExkfplade NSATDE B6ituse Wi the
conbination is said to provide quick relief through the diclofenac, in as
i tt] éneestion inefusigt g ardedtdimeitedte, aspiri dwmﬁm taaﬂeamrfaﬁfétt Wil e the dosage
form sonme utjlit it s f.ai robl em of t.an

absor §079n, - and Anizedrhe g iBall el CaBabPulPisRhel S o plLaR
triptanefi@0BE dbsieaArtdblogicyl rebfonk& IANhOPjeest iblentihlg thy &SBEd bioleedl e3porise
inprove the absorption rate of triptans and other migraine nedications when
oralIysﬁﬁﬁ¥%K§Pé?@@“m¥hﬁmﬁémﬁobject is to inprove the absorption rate of
triptans and ot her m graine nedications when orally adm nistered during a
m graine attack. [009] Yet another object is to treat the synptons
associated with mgraine, using a conbined drug reginmen, to provide relief
greater than that achieved using a triptan or other mgraine nedication

al one. [010] Thus, another object is the provision of a conmbined drug
reginmen that treats one or nore synptons often associated with m graine
faster than a triptan or other mgrai ne nedication alone, wherein said
synptons are selected fron1nausea photophobla phonophobla paln and

o o ~AaA A oy



m graine, by co-admnistering a ghrelin mnetic of the present invention
and a m graine drug, and thereby enhancing the speed of absorption and/or
t her apeutwo 2efdi@es220f the migraine drug. Thus, in one ewowdiso®wiozshhe

i nvention provides a nethod of enhancing the speed of absorption (or speed
of therapeutic effect) of a second nol ecul e selected fromserotonin 5-HT

| B/I D receptor agonists, tryptam ne derivatives, ergoline derivatives,
non-sterqi dal anti-jnflammtory drugs, and anal gesi cs_ conpri sing

admi nil%Yring tdhg t]%%weé’&lﬁal%‘?ﬁ(%ﬁ}V%arﬁP‘@?t&if Aeseatiilledeperd oy theRgeusk 284 a

ghr el |+ fkidhe B8 teCoo RO, htPns CRAAR ARKGFLL RitidiDdrthe bicAROTAELI RIPRHLARDfI bt he
i nventi1on provides a nethod of treating a subject having a m gral ne

conpr iablertg daetmimie sipproprigtetdosdgee depelnfmgtonahese fahe othey éaceomotordch@ive gheghr el i n

m nmetic .and .a second nol ecul e sel.ected fromserotonin 5-HT. 1B/ 1D receptor
Roni SEsre it R G R aRar Dok ForB ! g e Sl OhePvos MRUIPSh GBI da

ant i - it ARNERLRE Yarf¥ 8GS thA ML RO HRE hCuk KldmihReeddd inbivdneiiher enmbodi nent,
the invention relates to the treatnent, and inproved speed of absorption
and/ ol0&4]f ect i venewgple dosp &aritbrghyeknflimetiq gvhfiehowilbiyniskily Ae givas with thy npt ons
of mgraine. Therefore, in still. another enbodi t the ipventio ovi des
o ot Ny Gy ERer HE Shird riisolioSamb it e SREenT Mgtk GRE P re.
and/ on, @ohasUrignt NensSPeddo dlg. absanhbein Gy dicbrbARE Uiiieh §piany wolldbdat i ent
suffering fromsuch conplications or synptons, wherein said conplications
or syngmdscrdorgbl apraered dilygiese isiin e raagaol Hane éa30Qma. 20me opHdBphobi a
and p i 1.nL.St.erl | .eri.ng from one
R S W D P T S S TS
m et iparedferilhe apicfeedd isiinenth@ofadimg ts €0 omnd, Noke2iihng, set.eed eSinfor om
serotonin 5-HInm mreceptor agonists, tryptam ne derivatives, ergoline

deri va®¥les, nofmtipaiionhdmimistialion | apmat ory drugs, and anal gesics. [015]
The pr[ﬁé(ﬂnt | NV et hiaRuhisd bef Hr@lli@fn‘?@cttié)cﬁ {HiEd 1%}9& d;Q‘ ortté,ea%f BBt the same
gastroi ntestinal upset and other condi tions cause y a m gral ne.

Gast r ginmt sstdamadnt wpetn dddglondethermpentwragams suchfass floe exanmpée,ams oomogast ri ¢
stasi s, enesis, nausea, or vomting.. The nmethod ipvol ves adm nistering to a
subj e LR N R Eafing s paER s g A Rsed DR ginE e peE e el T n

m met i«<go@binhfiéh RIEHRMhHOIVENEH ABmANGrAon’ BESE (O NR RAFHLIARRl ofaPRAGAGYL I C
agent, e.g., a serotonin 5-HTm mreceptor agonist, a tryptanne derivative,
an er dadripratidegéniawitia, a giveromms fremgi da-adopinistiatdn depymobmyply puy parsipular

anal gesi c,, or. any conbi natj.on thereaf. [016] The. invention further provides
har bl B A5 IR ABHUC Red T RES o sl lF ThP R0 adpRey BE Y he
ghr el iaamiisefcd Gaditidubineati abventhé @it aF nlagastad@MEstfediREALORIIbY- HTI B/

| D receptor agonist, a tryptam ne derivative, an ergoline derivative, a
non- stvaites efdemgrtrpsephin) therPanpophardacryticalicopmatigesi c, or any conbi nation
thereghenl 0171 Baginh L6601 PnARd 8L RN RRIBCHY A dhBRLIES and advantages of
the invention w rticular
descri[@68lon of [Ahefetrdli@dnieidoiodif tenihsemiontche bé mecerporaed inREFMNrnaEXUBEICRI PTI ON
OF THE | NVENTI [018] The present invention y be understood nore readily
by reff8P@REETY TR CP@PP%W%@YP}@%IB unélaldaé?cahr% NG 39 S RAAFRIFCRIGI nent s
Of tNGCLNVAIE LRReANL §sBE nELAITRL &5 hggel r;@ﬂ%%atc@&ic%ug ab Qb Rb1R ki G i @R [ 020]
As used In the specification and gla , the singular " forns a, an and the

i ncl udelvphtyy dibperedemedioesoating € sstibdeeriobmtdeatifid gebadentsdisotoatcemdabbapiidse.

For exanple, the ter har utical excipient nmay refer_to. one or nore
har g BN ATE Srs AkE CPPadgs v rndhs e Bah i P BEp S S EPRTA:  one
and MptiRAdSomiddAdd cAhed KosespafatddhivaRe EQhpaitindd Sadsdppfentdtdry attlvewi | | be
understood that the cal cul ated dose is based on the nol ecul ar wei ght of the
base d@pugoundstindude, bnciradphlgmitebtogeiigghes.ofasedeastsiglors, pad eafieinainl ess st at ed
tot hi ntrary 'ﬁlg:lr Iarrr]n C-EIE-II:l]t"l'ICSa. ct heos1 10i gf(l:t géft 'ntcpu%eh ndg gg%i?lrri da?ckrrgé ety in
anano g I'n hydr oc PO S vvoufdo%% excl ude romi1 et Al e abion [022] When
r angeslispefsedtogethebyith petiutiomiFof nindwatioend of a range separately fromthe
upper end of the range, it will be understood that the range can be defined
by sel ectively conbining any one of the |ower end variables with any one of
the upper end variables that is nmathematically possible. [023] Wen used
herein the term"about” will conpensate for variability allowed for in the
pharmaceuti cal industry and inherent in pharmaceutical products, such as

di fferences in product strength due td6nmanufacturing variation and

ti me-i nduced product degradation. The termallows for any variation which
in the practice of pharmaceuticals would allow the product being eval uated
to be considered bioequivalent to the recited strength. [024] "Subject", as
used herein, refers to animals such as mamual s, including, but not limted

. ey o o o o - - o,



attenuate, dimnish, arrest, stabilize, or elimnate the devel opnent,
progression, or state of a disease or disorder. In the context of the

i nvent i onwot2om/metbods, pharmaceuti cal conpositions, anechkiusgoiof2i7be
invention may be used to reduce or elimnate a mgraine or synptons of a

m grai ne, e.g., headache, gastrointestinal upset, sensitivity to stimuli,
in a subject. [026] As used herein, "prevent” and "prevention" refer to a
decrease in the occurrence of a dlsorder or decrease in._the risk of

acqui 1YY a di sd} Bermgreytical cosyseitiah dufosgpridtedia be sompatiils wath itsiptended

cont exbu@br hifini MAEHA | PRumbIBCoITBLRCHP 1 it EATBO HcH R AlerdiNGral NVeNt T ON MY
be used to prevent a mgraine or synptons associ at amgraine in a
subj ectansiihespl; eneretiabadrainisetico nﬂheed:cempcelngs fortubeint the alethedsd niceineéntin

m grai ne aﬁﬂjo i&f sgn@éons. g t|on may al.so be partial, such that
the |{RRPF ¢ R ABEHRtFTIOR 08 SBY Wi erﬁob}FeaF 3 401 UROTIRRIEBIAl B occur

t han Q@anEGUQHHhQG&ﬂUQ% hﬁﬁﬁg&ﬁqH@ﬂﬁ,&hﬁﬁﬁﬂkaﬂﬁh@ﬁi%&&mﬁhQ@@iaEESCUSS'On
[028] The present invention réelates to a nethod of treating a subject

havi ngtranspegaBiadmirfistrggion. common i grai nes or cl assic migraines). The

rese j.nventi a met.hod .of. pr nt| in a
Bubs e HavEng. SR Spl PRt il RulRp i il SRR 0B Bs I At & e
The ngthaghs, thdt¥ied, iespeRiocad ubpembBh b, RPIutOn S s{f B}, 084nulldy, heae, %elkef)ﬁﬁﬁerél
t herapeutically effective amount of a hre in mnetic of the present
i nventPeBefs aneeateloaprass| duds| sppeevioees. \laumpw grdrapovdeist: one additi onal
thera i c age o]
trypt i He drt aap e AaPBERbABbMk ol bt R4 25, BRRE! dose
ant i - ifefmhsincaiafyr ekavgple, aa‘blc&m&lagﬁﬁdsmr capledpyepacdittynahietionbemends withe
addi tional therapeutic agent e.g serotonin 5- FWn1n1receptor agoni st

t rypt ARPRACEEIGallR areratable xS Inigs Tehiay BInting a25pH (& e PO IRYHOlidpRF Manmat or y
drug, t I pt abl e
B T S o
reIate&oﬂ@a@)dﬁhhmdmdégtmm@mamqngasnn@nﬂtesmhqatdmnmEWMan@gphhdmncmmmhtions
caused by a rai.ne. r0|ntest al et | udes_one or nore of the
eyt SRR EY P BE 2l s € eniort o suBRRel, 1P Gestie G oo e
i nvol ves, t@%%méfo%agaq)fts@aﬂo@m@o% pﬂoold@%«%ﬁuye@méﬁse 3f higkaped Lk@bley
effective ampunt of a ghrelin mnetic and at "l east one addi ti onal
t her apeathéds. dgend preealgltlon éorsmlcﬁdenmﬁtr@qﬂmn Bﬁ ult)theef@@ppbaroletgum SLYPsepr

rypt am s der Vlaltll Fepailion ge SO utdo%rslsus i %o S é I suitable_for
antl - PHICEHREY or'§ e g ER"A a%gesué By oS AT NAPPY ﬁ‘et”‘H eétf"1 R
ghr el iofal mumlst@aﬁ@hdma ChObOPicPared by C&Bftanbea: elwaag wat PRhiShacetiticant abdepeable
derivative, oline derivative, non-steroidal anti-inflammtory dru or
anal geéiiléwﬁmnc &s sePiiag azeas (g aopnEt naeRURsthy Jellulgsc eihysreenaiss edible
hydr a r i de
pharngggh?ﬁggﬁgﬁ%ngbsﬁgiqug g£8gﬁhcgfea%néﬁ$) 99%%%$§§§e§8%§¥8?i§%ng t he
ghr el iesters aretliyt slcoholy;adippservatioss (ard naithy @aptopghp-hgliroay denaherion sabicHT1BnD
receptor agonist, a tryptam ne derivative, an ergoline derivative, a
nonst éf-dal anti i nflammatory drug, an anal gesic, or any conbi nation

t her egg?aThe Pha(/mee H&ﬂeﬁﬁ'thect&‘fil?@@{a}m%b%u@m& afck!éﬁt!{'lﬂé SAPTRFISE Ok L More

of a tive, vasoconstrictor fel ne.” Al though preferably

co- ad®omipstust @d)eaesirramsueregll reepinedt hmquhambuwﬂp(amdpmbm ndrh@xghacedsi n
nlnet|c§(gnd at Ieastdone of a g(f E@%rec t or ﬁgonlftbf

t rypt di HE @8 RARLS RS %a&c@s} PGSy BYGTHES: O4 CREN2St Eﬁoéa ampies

ant i - isBéH ABFRLRI AiddlawIhy REcIAGR &ﬂoBronﬂE BAYois@EDAiRRL k@furichekesHosphaik. be
co- adm ni st ered |nd|V|dLaII . [031] Mgrai'ne [032] As used hereln the term

" ni gr Aippeopriat eigenit ocids ﬁewbelselgi:t@é,l fodesordertrah ahld@tle,rar@edtmya@t)helada@he
O S RLNE 1eRdRE N AN ACSATRAN N VIPRAME. LMY SO De Lo

"“m graine al’'so <descri eurologlca dieGAGEN BIYES onpassing such
synpt Qaﬁlpmﬂsﬁnmﬂlc Rerdid AhRric eglgcomch eRehiaib aaétrceenzmcgfrabiaetaaaﬂc aheom nal

m grai ne. Additional types of headaches intended to be included within the
scope 'OHCRIBIIPHGEAYOHR. SHAPRFPAIEY- 160 ResBiMIGIHIS-aANHERN G Spligyéic,
spont aneous m grai nes, visually-induced mgraines, interictal period

m grai nes, chil dhood periodic syndronmes, retinal m graine and probabl e

m graines. [033] A mgraine generally results in a specific type of
vascul ar headache characterized by nodérate to i ntense head pain, often
descri bed by sufferers as pulsing or throbbing, lasting up to 4 - 72 hours
when untreated. The pain of a migraine is often localized to one side of
the head (i.e., unilateral), although the pain nay be present on both sides
of the head (|. - b|IateraI) M gralne headaches are also acconpanled by

o, o o o o e - - o " v o,



may see flashing lights or zigzag lines, or may tenporarily |ose vision.
Synptons of classic mgraines may al so i nclude speech difficulty, weakness
of an ar mworoioag9s2ei ngli ng of the face or hands, and comrtwaiseso/oiives

met hods, pharnmaceutical conpositions, and kits of the invention may be used
to treat or prevent the types of migraines or the synptons of such

m gr ai nes descri bed herein. Sone sufferers are able to predict the onset of
a mgrai ne epi sode hecause it isggreceded by .visual aura. Prevention of

ni gr aiPRedylpfedecnerfely. apbonig (Pameic)  aethyieseligiigedirnesudisnic. RyiBE N gNnd/ or
vom ti n 3 : I j I S
gastré@%?%%ﬁ?ﬁ%ﬁggg et éggﬁggg?@%%%%8&%@Eﬁ%?ﬁ?ﬁ%§%fg§¢g%g§$ointestina
not i | i[074]lcan al dhehlhradi@rmioteaicadistlobast vaatbe presbeciatisefonh ofiangea and/ or

vom ti . I'n addition astri.c stasis can decrease the effectiveness of
vom | Podpchy @aly bt B, MGoRef M TR SR & AR ed i GO UNIE, 2 hey
are abg diiQ@éd?te Theisi pentd o iﬁdln%&eﬁrﬁl ﬂﬁ@ﬁ?ﬂq&yra%hb@mi R Y, REP Bt riptan,

conditions of gastrointestinal upset including, but not limted to, gastric
st asi san paade aresewsrm therfgrm of amnphacmatsivtiaallyoreceptable odlt. [nd8@|marmer.ithpr oved
treatnment of ather synptons and.conplications of. m graine uch as

phot opRoE iRl iR EREDr 3, Ard Ry Sh DR b s RO AER E ne

pr esentihydive teirgiydratbbsd the ke a0ahi satvdt@n of drugs can be used to treat
various synptons and conditions associated with mgraine to a greater
extent than either drug alone. The nmethods of the present invention can
thus be defined as: A method ofg a8t (#1800 r nore synptons or
conplications of mgraine sele he pain, gastric stasis,
nausea, vom ting, photophobia or phonophobia, conprising adm nistering the

conbination of the present invention to a@gatient in need thereof,
i ndi vild{™I 1y or A RharBwRsekiagticodywsmertorned With sYRAripiid RUBYE feht s, t he

i nven i I i i i : i dache
(gﬁoéei 58 8HudtO e I\lgg;%ct dtn gﬁlwg&,{h%ﬁg%%%ﬁéghém%tw &he

Pai n, stric Stasis, sea, Vi la, or Phongg obi a, and
any comsnfiat,ianambiedindyflrochlocida dl (Ygng/dMegbajedenwagsgtof isdt)smabé s M grai ne +

headache pain.+ usea.+ photophobi a + phonophopi.a. Headache pain + _nausea
. photupHOBTIY of s e BEN s Bl v b AR B I G AR PRSI e TESdache
pai N tnfagueRa fvoRRABIRARRIVA: sttieRIRE IR aRA| hotmPAHSeand WEREREHS 183 Pyehrs,

phot ophobi a Headache pain + phonophobi a [ 038] Gastroparesi S Associ at ed

Di sor @en@%@@g]Op@bfoﬁkiganm iSsmagiptgmwes admigisegedas ¢ons aaldhiglot deametlinel ayed
gastric enptving . n,the absence of nechanical. gbstruction. ifests
oo ol R B 4 B BRTRER g BN Mol e e m e

sat i etSubjeblsaire AGtedtBEaRENt vAthod &Xe@dayw RBH bl ericdB@Wesrdberivals IRlagndPKRei ght

| oss. [040] Gastroparesis becones increasing probl ematic when it

conpl ise@ples takge 1P nEgvteeptiordgp dapipg red aldh sais 80 mnsby MEy 1dwus dadi kqusn 1-3one

exanpl f i cat i Sl

ot chgyies b P TRLLES hRS SEHARS Y AREH PRESE A By R e
t he r akmgafvalibsed picandyiddal ates ddy LadMiSAMSY R e3dltdlire gsparted tinBelgwtin @dbdas 1

decr eas creating conplications for the treatnent of these diseases,
disor&@&ézand conditions. [041] Subjects with a nunber of diseases,

di sorders and conditions have been characterized as having gastroparesis.
For exanpl e, subjects having diabetes, sclerodernma, e.g., scleroderm of
the stomach; psychiatric di seases, e.g., depression, and eating disorders
(anorexia, bulima); gastroesophageal reflux disease; atrophic gastritis;
mal i gnancy; endocrine and netabolic disorders, e.g., hypothyroidism
hypopar at hyr oi di sm and hyper par at hyroi di sm gal | bl adder di sorders;

post - chol ecystectony; cirrhosis and portal hypertension. Gastroparesis has
al so been associated with al cohol, snoking, and marijuana use. [042]
Accordingly, the instant invention provides nmethods and conpositions for
treating subjects having di seases, conditions and disorders that result in
gastroparesis. As described herein, the invention provides ghrelin mnetics
and nethods for co-adm nistering these ghrelin mnetics in order to
increase the gastric notility thereby allowing for an increased rate of
absorption of the co-adm nistered drug. [043] G owth Hornone

Secr et agogues/ Ghrelin Mnetics [044] As used herein, "ghrelin mnetic" of
the present invention refers to a substance (e.g., a nolecule, a conpound)
whi ch pronotes (induces or enhances) &8 |east one function characteristic
of a ghrelin receptor (GRLN receptor, aka grow h hornobne secretagogue
receptor (GHS-Ri a receptor). Exenplary ghrelin mnmetics are ghrelin

agoni sts such as growt h hornone secretagogues. In one enbodi nent, the
ghrelin mnetic conpound or ghrelin agonist binds to the GHS-Ri a receptor

e e



met hod. For exanple, the binding affinity of a GHS receptor agonist to the
GHS receptor can be determ ned enpl oyi ng receptor binding assays and grow h
hor none swormioatben can be assessed as described in U SpciRatsesd/odky2s

6, 919, 315, incorporated herein by reference. [045] Ghrelin receptors and
GHS receptors are expressed in the hypothal anus, pituitary and pancreas,
anong ot her tissues. Activation of these receptors in the pituitary induces
the secretion of growh hornmone. |n addition to inducing the secretion of
growth horrmone, recent studies hEZ&IsAéRR he growth hornone secret agogues
and ghrelin mnetics can increasenadppeticti.e and body weight. At typical
doses, ghrelin mnetics are al so k¥wowrrtabo i ndewpetidtdne 10secr et | & QOfr | G- | .
Exenpl &Feme i j (Na#2 58 r | . AT Nos.
6, 303, 620,"6)"576, 648, 5, 977,178, 6, 508, 337, 6, Qf3. 908, B.274,584, and

6, 919, 315, and 5,767,@%§m,the entirg,gontent ofs,al | of Wiich asg g3

i ncor porated herein by deference. [046] Exenpl agy ghrelin mnetics are

sel ected from ananor elvedian | panor el i rj20r conpouwnes 1141 as defined herein,

or a pharmaceuti cal | y rageept abl e sad43sshydr at 59, @r7osol vat e t hereof.
Anannréhwmmwy$@menica$Ly descri bed %g;g-Piperid?ﬁfcarboxylic aci d,

| - (2- et hyl al anyl - D pt ophyl ) - 3- nyl met hyy* , tri net hyl hydrazi de,

(3R) -, or (3/ z)) _ | _ { ( é)d v 2. [ ( 2. am ﬁl%‘g%‘ f17§‘l5 0.0213 -%.00, 0.00

et hyl propanoyl ) ami noj - 5(indol-3-yu_Hgopanoylhﬁgfbenzyl- L, L
,LA-trinethylpiperidi@gﬁﬁ- car bohygdr@azide, andod sobsLpresented by the
follow ng chem cal structure: [047] Conpound 1141 is chem cally described
as (2E)-4-(!-Am nocycl obutyl)but-2- enoic acid N(( IR - 1-{N[(IR) -

1- benzyl - 2- (4- hydr oxypi peri di n- [0%7) TABix02t hyl ] - Nnet hyl car banoyl } -

2- (bi phenyl -4-yl) ethyl)-Nnethylamde, .and is represented by the follow ng
chem cal structure: 1 1[048] | panog@htiginl S Chemugahl y descri begasiod S

chem cakbmetedef | ned as Satshdet hyl al ani Me22) (N=22) p-value Trt Diff

L- hi st Adf H¥BNTLL 2- napht hyl ) - al ani ne2D- phenyl al &hi ne- L-3%%i nami de or

H- Ai b- Hi s-b- (2- napht By - D- Al a- D- Pie®Lys- NH2, Z1id has 1€ fol | ow ggsg
chemical structure: [QA9} Serotonin '3PHTW Recepfgt Agoni®t’s [ 058] °& used
herein, "serotonin 5-KILBND receptor,ggonist” rgfers to a drug that
activates serotonin 5gH[LLB and 5- HpieDspecept olss s@ich conpounds mimc the
ef f ect a0f 12 AgnmEUr otransmtter serotenin and hage been &haswn to be
effective in treatingmangrai nes and sgympt ons ofss.ed gr ai nesetW t hout bei ng
bound to any particul &iDeheory, suchetgoni sts acwusto 120wé6 eves4d gBai nes by
activating serotonin 5®T I B and 5-HP5I D receptdr's in cranial blood vessels
(causing their constri®f3"on) and suB3®uent |y i*Affi biting pro-inflammtory
neur opepti de rel ease. ‘THese drugs %%@6%250 be'°8f f&¢t i ve because they act on
serotonin receptors in nerve endings as well as the bl ood vessels.

Exenpl ary serotonin 5-HT1BnD receptor agonists for use with the invention

i nclude, but are not limted to triptans and sone ergoline derivatives,
e.g., ergotam ne. [051] Trypt QiR EMBORIMENSS] 052] As used herein or
"tryptam ne derivative" or "triptan" refers to a drug derived froma
nonoam ne al kaloid (i.e., tryptam ne) which contains an indole ring
structors], and iBokheMIealding desbiasra, fravill ibe agﬁa'r&q tBiverihtiotRta@@han.
Tryptamne is found in trace anounts in the brains of manmals and is

bel i eveeslitigatignuinay be gade 4 ths inepiiopdengrisedhersin taaderitt taryahPes wagesmdpt ani ne

derivatjyes i j i cal & :
neuro?&%ﬁ§§$%?g#g%gﬁﬁhﬁgﬁgﬁ%?%%égﬁgﬁﬂF%géﬁ%ggﬁ%?gﬁgaﬁﬁgﬂﬁgg; but are not
i mt¢a72lo, sundtheirgdi@rtion of a listjrd-df2ientkinteinhiyl aefiniceh by b yalidhl¢ heoin- 5- yl ] -
N- net hyl - net hanesul f onam de; rizatriptan, or N, Ndi nethyl -2- o

[ 5- (1 1Bcludes debipigions of thatevagkable as apy pinals|clesnspt peeombianiqReor fehcambinatign) ofor
ZN(r)rF:rih %ﬁ!rs‘ifegiegegﬁe(n(lt)s;. n%g%&izﬁfoﬂ'o? eh bABbdindebk hdrealinduddsln & LhBaR Nt DAY s(fl?g'le
{[ 3- ( 2nhiodmndny baim qvoetimion-wikh anydshersmbofimetnitydr}pdrtiGschaza. i di n- 2- one;
eletriptan, or 3-[((2R)-

| - met hyl pyrrolidin-2-yl)nmethyl]-5-(2-phenyl sul fonyl ethyl)- |Hindole;

al motriptan, or N,Ndinethyl- 2- [5-(pyrrolidin-I-ylsulfonylnethyl)-

| Hi ndol - 3-yl ] - et hanam ne; and frovatriptan, or

b- met hyl am no- bJ*"*-t etrahydr o- SH car bazol e- S- car boxam de. Wt hout being
bound to any particular theory, the at®ion of triptans is attributed to
their binding to serotonin 5-HTm and 5- HTi D receptors in cranial blood
vessel s (causing their constriction) and subsequent inhibition of
pro-inflammatory neuropepti de rel ease. There is evidence to suggest that
these drugs are effective because they act on serotonin receptors in nerve
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15.0, or 6.25 to 12.5 ny; and for frovatriptan, 1.0 to 5.0 ng. [055]
Ergoline Derivatives [056] As used herein or "ergoline derivative" refers
to a drugwodenimedszbr om an ergol i ne al kal oi ds, whi ch ar eptomwsdoion2572ngi and
pl ants. Ergoline derivatives are used in the treatnent of mgraine
(sonetines in conbination with caffeine) and clinically as a 5-HTi agoni st
for the purpose of vasoconstriction. Ergoline derivatives are toxic at high
dose and some have psychedelic or hallucinogenic effects, but at | ow dose

and/ ol0801t h r eguMhtcdeicrrss citethhaseigolne dingaatapss Pyieat apaHcasionyad Peblithed at
m gr ai Afent %ﬂp%\?gt}on@ e Ihlsl%ﬁ ofﬁb‘%t’:(‘i’ 5 réf&%hé&ﬁ’ ?{Q{Jéntﬁ‘é@esn@flethémrtn%ﬂe&cﬂ .
| ysergic acids (e.g., FEr Yne ergonetri ne, ergonetri ne, yser gi de,
and Iysﬁn@&dﬂMhd@m@oommﬂmnm@dbor@kmméﬁgotanlne Ergocri stine, Ergocornine,
Ergocryptine, Bronocriptine, and Ergovaline); clavines (e.g., agroclavine,
el ynocl avi ne, and lysergol); pergolide; and |lisuride. Exenplary ergoline
derivatives suitable for use with the invention include, but are not
limted to, Ergotam ne, Ergine, ergonetrine, nethylergonetrine,

met hyser gi de, |ysergide, Ergocristine, Ergocornine, Ergocryptine,

Bronocri ptine, Ergovaline, Ergocristine, Ergocornine, Ergocryptine,
Bronocriptine, Ergovaline, agroclavine, elynoclavine, |ysergol, Pergolide,
and Lisuride. 14[058] Non-Steroidal Anti-Inflamatory Drugs And Anal gesics
[ 059] As used herein, an "anal gesic" refers to any nenber of the diverse
group of drugs used to relieve pain. Analgesic drugs act in various ways on
the peripheral and central nervous systens. Anal gesic drugs include
acet am nophen, non-steroidal anti-inflammatory drugs (NSAI Ds) such as the
salicylates, 2-aryl propionic acids, and COX-2 sel ective inhibitors,
narcotic drugs such as norphine, synthetic drugs with narcotic properties
such as tranmadol, and various others. Exenplary anal gesics for use with the
invention include, but are not Iimted to, acetam nophen, and non-steroidal
anti-inflamuatory drugs. Acetam nophen and certain NSAIDs are typically

i nexpensi ve and avail able without a prescription. [060] As used herein, a
"non-steroidal anti-inflamatory drug”, or "NSAID', refers to a drug with
anal gesic, antipyretic and anti-inflammatory effects, i.e., capable of
reduci ng pain, fever and inflammation. The term "non-steroidal™ is used to
di stingui sh these drugs from steroids, which have a simlar
anti-inflammatory action, but also have a broad range of other effects. As
anal gesi cs, NSAIDs are unusual in that they are non-narcotic. [061] NSAI Ds
i nclude, but are not limted to, Salicylates (e.g., Aspirin, Anoxiprin,
Benoril ate, Choline nmagnesium salicylate, D flunisal, Faislamne, Mthyl
salicylate, Magnesium Salicylate, and Salicyl salicylate (salsalate));
Aryl al kanoi c acids (e.g., Diclofenac, Aceclofenac, Acenetacin, Bronfenac,

Et odol ac, | ndonetacin, Nabunetone, Sulindac, and Tol metin); 2-

Aryl propionic acids (profens) (e.g., |buprofen, Carprofen, Fenbufen,
Fenopr of en, Fl urbi profen, Ketoprofen, Ketorolac, Loxoprofen, Naproxen,
Oxaprozin, Tiaprofenic acid, and Suprofen); NArylanthranilic acids (fenamc
acids) (e.g., Mefenam c acid and Mecl of enam ¢ acid); Pyrazolidine
derivatives (e.g., Phenyl butazone, Azapropazone, Metam zol e,

Oxyphenbut azone, and Sul fi npyrazone); Oxicans (e.g., Piroxicam Lornoxicam
Mel oxi cam and Tenoxi cam; COX-2 Sel ective Inhibitors (e.g., Celecoxib,

Et ori coxi b, Lum racoxi b, Parecoxib, Rofecoxib, and Val decoxib);

Sul phonani lides (e.g., N nesulide); Licofelone; and Orega-3 Fatty Acids.
Common nenbers of this group of drugs are aspirin, ibuprofen, and naproxen
because they are inexpensive and commonly avail abl e without prescription.
Exenplary NSAIDs for use with the invention include, but are not limted
to, aspirin, ibuprofen, and naproxen. [062] As used herein,
"therapeutically effective anount” refers to an anount sufficient to elicit
the desired biological response. In the present invention, the desired

bi ol ogi cal response is treating or preventing a mgraine. 15[063] The

t herapeutically effective amount or dose will depend on the age, sex and
wei ght of the patient, and the current nedical condition of the patient.
The skilled artisan will be able to determ ne appropriate dosages dependi ng
on these and other factors to achieve the desired biol ogical response. The
dose of the primary nedication, such 3@ the triptan, will typically be the
sane dose that is used when the drug is adm nistered individually. [064] A
suitabl e dose for the ghrelin mnetic, which will typically be given with
the sane frequency as the primary nedication, can be in the range of from
about 0. 1 g to about 2 000 nmg, or fron11ng to 1000 ng. For ananorelln
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time as treatnment with an additional therapeutic agent, such as, for
exanpl e, one or nore additional agents for treating mgraine, including

t hose di swbaesadobepei n. As used herein, "conbination adecmitstediopsms or
"co-adm nistration” refers to the admnnistration of at |east two

t herapeutic agents within a given tine franme. Co-adm nistration does not
inply any particular order that at |east two therapeutic agents nust be
adm ni stered. The therapeutic agents nmay be adm nistered individually at
about the sane time or may be adnini s{dZ8MSi nul t aneously by virtue of
bei ng present in the sanme pharmaceutical conposition. [067] Pharnaceuti cal
Conpositions And Mbdes OF Administration [068] The ghrelin mnetic of the
i nventWhat icaninieel is:ncor por at ed i nto pharmaceutical conpositions. Such
conpositions typically include the ghrelin mnetic and a pharmaceutically
acceptable carrier. As used herein the | anguage "pharmaceutically

accept abl e £afelioof chitlkdane §REY 8NhskorflicaRE A SbQANdTRALAIle §ARLdIGSm

anti bacterial and antifungal agents, isotonic and absorption del ayi ng
agent s, andetotmin HREl zooraseRtobigonsits, bryplanyimdasiviatiess) ergdhimadestvativdsonon-

Suppl enent ary .active gconpounds can al so be incorporated into the .

compost t 1 onerodt Rt SDBTERER ArE AeEi 8 e Or SO e ek B gt S pebisedy
limted tohagEatii@aind/ASEERASE hinoliRoF a2 ghRdinGafnh&icnad t1O@8dndM6lecule.

phar maceuti cal conpositions can be included in a container, pack, or

di spense? thogethedrof ficating hsibicst hiongsa PBgraggreoRIPsisng aiewistesnorohe pubject

phar maceut i LE I : I i i i I.nt ended
Fout o of adienr ot OFs H=hOLRAL St 4 el SRTRGL Plaetdch iafiohl

par ent er al ,5-|ATa),p rédeprus ApGOsa| trypaaimine eeitiedtivad Rt dulist dadivaives, hog-seosipaiunds
for use in the nethod of the invention can be fornulated for adm nistration
by any sui faBiieflageery diven 2ad apygesiisal or parenteral, for exanpl e,

LT ansMUCES lhe g ofSHld 19HRkein biil $HBluindit LABSLRMGHA! dasyBRRlinal upset
(trans) d%r mae, anc??t r ans?’rg)g%t%?) lagungrﬁmsetlr ation. F%?l asSru]?llt ag?ae Hpse

conposi t i ombaantdridokagestrarstwsis, nolsadervailitetgs, capsul es, caplets, pills,

gel caps, troches, .di spersions, suspensions, solutions, syrups, granules,
beads, gél &) i e DERETGRE! MrLRS VSRS or i s,
liquid spraympliOdtiont ¥r RANEIEmS ard @Ieéledlttorh sadti€lglit, edudddatorhifgg conpounds are
orally adm nistered. Suitable oral dosage forns include, for exanple,

tabl ets, capsigpbsbiaandpiyinepkoiz.epmpeidingypdaanstering trmsubjasasfagingirom one

phar maceut i cal | ccept abl e .exci pi ents such.as_bi ndi agents (e.Q.,

bor iy pyt Y ab R G P P Tt HOT 2Ry Lo AR R bt ana

| act ose, maGeesHdiadBtllE bdeded fromasHt@iin SATiHATdRPSP hadests, tlyphiigant s

(e.g., magnesium stearate, talc or silipa?; disintegrates (e.g., sodium
starch gl ydsrizateyes, esgolipstderingfivagatonsstqraidgl antisinflpmmaloryidjyessandoaalesyics. | f
desired, <t e o Ol i . .] owi ng
or o pr Bvi 08 e & B8R, £, 3384EPherEnttaia SRR BHAR { BharfBEf Bl
pr epar at i o 1ftdrorarphhrmabeuticadll natdpeablcsln thaedfn t he form of sol utions, syrups
or suspensions. Liquid preparations (e.g,, .solutions, suspensions and
syrups) @r %su%h%?f_t%%h%é Oaﬂawﬁ%fa% TV B e_%%réﬁ%%bar ed by
convent i ongh, HRARS A} A RPRLIBGRUALES hamRGESRY #Pd 8o RUFbhy ARustish as
suspendi ng ‘agents (e.g., sorbitol syrup, nethyl cellul ose or hydrogenated
edi bl e f at spoutexiiinsg, fopseadgpratye meighe ofjthe flfeedasehi n or acaci a); non- aqueous
vehi cl es_ ( : I .0i],, gily esters or _ethyl .alcohol);: and

or eser vat JAE el STty 2. Sor b SRR Rl MBS A R 6T i ¢ aci )
[073] As us@gnRERidAIly bB&pt®ldRaltRhatiReaHinitatd h A8seREabheamat b5 hefers to
a salt of a conpound to be adm nistered prepared from pharnaceutically
accept abl e ahow-40dking, bastdisn echaightrey thenfoeegeast-c aci ds, organi ¢ aci ds, _
O et RS 0] B 5y DRD GRS ATRLAT (318 LR © oct o
phosphori c.selfppd Giohi @t ¢isOFdpsibiifg a&dua&tmyn,b&aﬁ@k@gh@dtﬁfﬁtm z&XaptA, from

al i phatic, aromatic, carboxylic and sulfonic classes of organic acids,
exanpl es ofelaffptam dpatripgnp{reyatgp@n; ad esgIyNBsi ¢, succini c, canphorsul foni c,
citric, fumaric, gluconic, isethionic, lactic, malic, nucic, tartaric,

par at ol uenesul foni c, glycolic, glucuronic, maleic, furoic, glutamc,
benzoic, anthranilic, salicylic, 17phenylacetic, mandelic, enbonic

(panoi ¢), methanesul fonic, ethanesul f@hic, pantothenic, benzenesul fonic
(besylate), stearic, sulfanilic, alginic, galacturonic, and the |ike. [074]
The ghrelin mmetics disclosed can be present in the formof any
pharmaceutically acceptable salt, although the hydrochloride salt is
preferred for anamorelin, and the diacetate salt is preferred for
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bi oavailability of the orally adm nistered sumatriptan, when adm ni stered
at the sane tine. The study was a two period crossover study in 22 healthy,
nor nal mewoaonth/omsmen ages 18-45 years, conducted in opewrclraisediofoesmost .
Sumatri ptan was admi ni stered as one oral tablet; ananorelin was

adm nistered as 4 25 ng oral capsules; and all nedication was given with
200 nL of water. Subjects were fasted overnight with a seven day wash out

peri od between peri ods. asma PK sanpl es taken 10 m nutes prior to dosing
and at 1% rihg mesboqﬁfrfﬂalasl r% A.or # WSERID the tDptapine derivatiye ppiplectediepihes, 2.5
hours, 3 h re anal yzed
using a va?#géa%ngﬁug‘% ggn gg rﬁﬁggﬂh%%n%gglﬁ/%? Felofile] t%ﬁg?gﬁz?%\ereported in

bel ow i n tahhmlpfanamﬂﬁovajlﬁﬂtﬁﬂm TABLE 1 Anam)rehn HCl + Sumatri ptan

Sumatrip 90W d . for Pa ter (N=22). (N=22) ue Tr Di ff

e el e s it 3. Rok ok s et Bhiyse s g rin g lisgh o

9039 -2 11 cons]istﬁ% oofblﬁ}érggéaédagﬁﬁ)e A afd eladind® 20 45 Range 9 84, 28 80 7
m nu

59, 3 1 70 Tmax 23 Mean 49 82 67 09 Std Dev 19 839 3 1 9
15 0 02118 Themdgigod 0f031@101 %263’039 thelﬁn ﬁlel\ﬂégblm MEVWGBSS@@:tﬂhﬁg@ t80ligo, 90

00 45 00, 180 .00 %&Zﬁ‘% TABLE 2L? HCl .+ Su trléﬁtea trl ptan 90%
d for Par &fBteErs SHCEUREDDY UE‘ SgOBle\féﬂ el Dage®: 50 (ng
*h/m) N 2% C%é’ta&@ﬁﬂgowﬁanq&Eﬁg%camﬁ% DrotBaptint Briomocipdnd Eigid@find) 0908 0 0

1, 068 % Median 2 99 2 56 Range 0 9 1, 5 78 0 53, 5 03 AUC
| ast (ng *Reraclavipepolyppclaviggoly savealn Pazobde, aad 5ugdp391 Std Dev 12 044 14

148 0 06 %% 20 02, 67
32 15 57?9&%%@%1%%&%@@& B R S R R
wi || be appaleent fiohathe Var ¢oabis s ofvat cytews, fargalkhesis acidy, Noaryh@dierahidic tabiels
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conbi nat lbrTll(ecnmethcuda@fmiMrmhtﬁ 8y 4othekdis thechoat wereninbantifinflamewitdratdingnisof an
enbodi nent her des that epbodi.nept as .a odinent or in
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to a subj e@fidhaypratpnaMefenegiineci M@@lp%a@mmeacawbmylwa@nghfﬁ@pmpaﬁmﬁet| c and
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m netic ancMeloslemn”derrmicaﬁu []EleS&;hb,CEtedcéyﬁb Mgeitraioeib, Rarecoxib, Rofecoxib,

Valdecoxib, and Nimesulide.

14. The method of claim 1, 2, 3 or 4 wherein the analgesic is acetaminophen.

15. A pharmaceutical composition comprising an effective amount of a ghrelin mimetic and a
second molecule selected from serotonin 5-HT;p/1p receptor agonists, tryptamine
derivatives, ergoline derivatives, non-steroidal anti-inflammatory drugs, and analgesics.

16. The composition of claim 15, wherein said ghrelin mimetic is anamorelin, ipamorelin,

1141, or a pharmaceutically acceptable salt thereof.
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5-HT I B/ID receptor agonists, tryptam ne derivatives, ergoline derivatives,
non-steroidal anti-inflammatory drugs, and anal gesics. 3. The method of
claiml1, wbeosmorai d mgraine is associated w th gastr ecmtussdionad72spset
characterized by gastric stasis, nausea, or vomting. 4. A nethod of
treating the conplications or synptons of mgraine, wherein said
conplications or synptons are selected fromgastric stasis, nausea,

vom ti ng,_phot ophohi.a and phonophohi a, conpr|5|n% adnlnlsterlng to a
subj ect Lbfﬁh@rcpﬁ@owpelﬁp%ﬁélnbﬁ ﬁ’b‘%eéelﬁﬁa@&hliﬂ]@dﬁlﬁﬁ i€ dt MBHOTYI SAt oms an
effective Bibice lcaly ALl SUTRLLG: MiflinfuGEE AUl P RidhPatel 8g1ed rom
serotonin HT 1 B/1D feceptor agoni sts, tryptam ne derivatives, ergoline
derivativeabmﬂdﬁ@sngﬂmmﬁbhnha&wgﬂmbfﬁmﬁnﬁ@ay:drugs and analge5|cs 5. The
nmet hod oq %lalm ) erein said ghrelin. mnetic is ananorelin,
i panor el i &, hff&&lPOSPO%O g gh@&l%ﬁ?}&tﬂﬂé ISHRPOfHBBSF . 6. The
met hod of %Jh%'nﬁﬁc%utm%ﬂy%c&i)ta‘ﬂ)le WNGR&ELSY, SdthHhi GhE®H Nddbe W om dtouphaNBrel i n or
a pharnmacedtical |y acceptable salt théereof, admnistered in a dose of from
about 20 t@balbd@tmgdﬁsmn@ammmth@érma%t of the free base. 7. The
method of claim1l1, 2, 3 or 4, wherein said ghrelin mnetic is ipanorelin or
a pharmaceutically acceptable salt thereof, admnistered in a dose of from
about 0.5 to about 40.0 ng, based on the weight of the free base. 8. The
met hod of claiml1l, 2, 3 or 4 wherein the serotonin 5-HIni mreceptor agoni st
is selected fromthe list consisting of sumatriptan, rizatriptan,
naratriptan, zolmtriptan, eletriptan, alnotriptan, frovatriptan, and
ergotam ne. 2 19. The nmethod of claiml1l, 2, 3 or 4 wherein the tryptam ne
derivative is selected fromthe |ist consisting of sumatriptan
rizatriptan, naratriptan, zolmtriptan, eletriptan, alnotriptan, and
frovatriptan. 10. The nethod of claiml, 2, 3 or 4 wherein the ergoline
derivative is selected fromthe |list consisting of |ysergic acid,
ergopeptine, and clavine. 11. The nethod of claim1, 2, 3 or 4 wherein the
ergoline derivative is selected fromthe |ist consisting of Ergine,
ergonetrine, nethylergonetrine, nethysergide, |ysergide, Ergotam ne,
Ergocri stine, Ergocornine, Ergocryptine, Bronocriptine, Ergovaline,
agrocl avine, elynocl avine, |ysergol, Pergolide, and Lisuride. 12. The
method of claiml1, 2, 3 or 4 wherein the non-steroidal anti-inflamuatory
drug is selected fromthe |list consisting of salicylates, arylal kanoic
acids, N-arylanthranilic acids (fenam c acids), pyrazolidine derivatives,
oxi cans, COX-2 inhibitors, and sul phonanilides. 13. The nethod of claim1,
2, 3 or 4 wherein the non-steroidal anti-inflammtory drug is selected from
the list consisting of Aspirin, Anoxiprin, Benorilate, Choline nagnesium
salicylate, Diflunisal, Faislamne, Mthyl salicylate, Mgnesium
Salicylate, Salicyl salicylate, Diclofenac, Acecl ofenac, Acenetacin,
Bronf enac, Etodol ac, Indonetacin, Nabunmetone, Sulindac, Tol netin,
| bupr of en, Carprofen, Fenbufen, Fenoprofen, Flurbiprofen, Ketoprofen,
Ket or ol ac, Loxoprofen, Naproxen, Oxaprozin, Tiaprofenic acid, Suprofen,
Mef enam ¢ acid, Mecl of enam ¢ acid, Phenyl butazone, Azapropazone,
Met am zol e, Oxyphenbut azone, Sul finpyrazone, Oxicans, Piroxicam
Lor noxi cam Mel oxi cam Tenoxi cam Cel ecoxib, Etoricoxib, Lum racoxib,
Par ecoxi b, Rof ecoxi b, Val decoxi b, and N nesulide. 14. The nmethod of claim
1, 2, 3 or 4 wherein the anal gesic is acetam nophen. 15. A pharnaceuti cal
conposition conprising an effective amount of a ghrelin mnetic and a
second nol ecul e selected fromserotonin 5-HT I B/ID receptor agonists,
tryptam ne derivatives, ergoline derivatives, non-steroida
anti-inflamuatory drugs, and anal gesics. 16. The conposition of claim 15,
wherein said ghrelin mnetic is ananorelin, ipanorelin, 1141, or a
phar maceutical ly acceptable salt thereof. 2217. The conposition of claim
15, wherein said ghrelin mnetic is ananorelin or a pharmaceutically
acceptabl e salt thereof, adm nistered in a dose of from about 20 to about
200 ng, based on the weight of the free base. 18. The conposition of claim
15, wherein said ghrelin mnetic is ipanorelin or a pharmaceutically
acceptabl e salt thereof, admnistered in a dose of fromabout 0.5 to about
40 nmg, based on the weight of the free base. 23
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