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METHOD AND UGMPOS CRMALIZATION IN

SENSITIVE S3KiIN

 METROBIOME D

Field of the bvention

The present ivention relates 1o tbe use of & topieal comigosition Ry dagwoving the saboliniead

i shin and normudization of the shin microblome grofis. Mo panticals

i

thoraed which see oldained e o poninined within avextact of Seoweliiy se

FEHHQIR ulse

sampoasition comprises s akabilied and encapsulsted faape of hoswsliic seid eadfor dortudives

et The present

nvention aise provides method of Brproviagskin condition by i popuddtion with spmtiveskin

Bucheround Deseription

SRR

f of curdieons hyperroasliviey o enviranmaasd Ty

Sepsiive skin iy & conditing

skin rescticns tinging, Hoehing, buving, ervihema sand dn v be wispered theough

sontset with allergeos saoh oy oodmetic ngredisils o by chmate wordl

pathophsisdogy of seasidve s s well avespred and s charseterized by lopairmeneoskin barrfer

Bunction that Is pervelited Wit e thin pernsably stratiah Compury and fiyperseusitive reactions it

N

PRGN R DR

o the perve fibee e epidermis Both impaioieat of the skiv baerier and

vty enablemargsgaceptibiliny s the chertioal fimi t;&i‘ic:«,s} avid allerey vhipise

B

Beightensd newosen

B whien sompared toehealibne sk (Bew

19 SONSIIVE §

Seversl studies have shown thedy s of ctitanecus nicroabiota e asen

isorclars Tncluding peorfasis and am;kic desroustie {Alekseyenkowr ol M3, Byrd or wd 20 Tand

W R & Oadlo, 20150 ¢€ e i the

rathagonis

eudan demonsteied sipniticant oreme ¢

sk popudation with seositive skia, inshiding Caen seniug

sv i Lo edarelef o, 2028 In additton, the
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|

oresforasiony of the shin microbiome balwive v oriical for overgll shin heabih o

witiyinedeveloprtent {Shisohare & Masakl 2019 Therstorena

s ovtskin Rype

aveid deslopment of sensitive skin,

e been usad fn traditondd ik medicnie Ty ventusies
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for e troatment of vavious chromic inflannnstory disa G neaidste o fawy
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a3 which tx a pro~-inflmmgtory evevve (VL Saddined, 3010 and e

E}@r:‘ gaid ¢ Srel stpplements fis the irsatment of shioste inflammatony dis

ST TIGTERA L  and photoaged sk {Ualaavars-Pinton e of . 20F0), In sddiion, Besx

servoiy ekiret has baon wsed In s dopion] fornmilation Sir regting sosenatous syrogoms of

Jatts pationty { Toen of of (20140 Furthennors, apecifie sctive sonpoands sich ax AKES

im\:'c heen proven 'QK?“IEb?ti pfesitial snti-Dagterial and tnt-bofn solivity by ndrrupting e

ol gty angd
pammia}'ﬁ a;);_:s‘i Foatione For use in the teatment of Sugindors
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Gt ntad B compasitiony thatiare abie Jo treat the subelinistt yynplomy of sensHibve skin

syt healthy sk, Foweee, boswellin svidand deriy thereat

and therehy ahves

ars cheraioally anstable and wre thus pame o diseclowration and degradation upen prefonged

&>

storage which Hotids thedr indastrial applic WE%;\ e the Fast-Moving Congtmer Good HFMOG)

& nged o7 wishiliead compasitd

sty that requives edablishiod product shelf il T

somprisiog hoswellivagid sodior dw

The prosest sfivestion s prodivared wi feast in et on thedieaveny ot g compasiticn sompeising &

stabilized i of 1‘0—\\\‘2 io sokd andior s devivat

cand that this compreliion can mprows skin

o this shin iicrobiomne of sonad

Bartier fastion and il acurosensidy ‘i‘v REEE

yorwards thit found iy bealthy sk

Supumuy of invention

A

oud, e

i vatte mspect, the p - rvertion provides s teplisd domposition camprising bosweltic

s o derbvativey of oewellic quids or g migters thersot whersin the boswellic soid, voe o

srofe derivatives of bovwellic soid br trixtors Seoreobase stabilised wid epeapaniation ina

sanseralsion Baving & Yaad Bpld cors wnd o negative surfies charge.

fy snothirdspeet 18 the present invention there {y provided s somposition augheding o te

neirve sl by a sublea,

ivernion, Tor use 1o alfoviating 8 subaHn

plom ol

B snorber asprot ofthe prosent nvention Here Is prvvided a congposition of the tnverdiva. for wse

fiy porabicing the skin mivroblone profile of 3 subest with ssesiitvesking

In vt another aspeut of the present invention there i provided & compeatiion of the invention, far

(e o @ subjeot with Bealtiy shin without cabsing disrupdten of skin sticeobinme profife,
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cRirpostion of the present ivention,

bt farther adpecr of e preseat wvestion Sereds provided w cas of g vompesition of the

ryvention othe masufiehge of @ wedicsnsat Ry weating a sl syt of acositive skin,

iy st & funther aspeot, they is provided & sorgpesition avconding o the thvention for wein

traating O preventing aone sRin or avwe prong skl oily sking oily svalps dry siin, dry sealp.

frvjrated sKin, ievitated sealp, hudr B

sreving, aged sKing aped soahy, hypoepignanted sk

dindnd, ssopic dersiaits o seborrbeic dermatiis,

b snother aspect of the present invermon there Is provided a methad of reating e previntin

skin or gdve prone sk, O3y akin, olly sealp. diy skio, dey sealp, feritawed skia, fon

ot s &

akin gt scdlp, b foss, e greving hvpes-piamented shin, dandeaft, st dermaiitls or

«
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in yet another asprot of the present Invention thers is privvided g use o conpusitfon i the

ovention fa Sw oanfEctans of obedivanen Tor éatha ov priventing sene skl oy 3ine prose

skl oty slih, ofly sontp dy skl Hry sedly ivitatad sking eitaded sondp, sged skin, sead sodp
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Figure § provides @ graphical weantstion of the differendial sKin miorobionse piefile Behwe
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%
7

the sige of the ny ithin the Bt 180 raw aad e nanseraaision b 8 surfie

ohar;

Figare 3 providas & graphical represamiatinn of the gifvoty of wobead applicaiion of Formuda Lo

skin fotiro-sendiivitg £AT bisad s & Viltah Aviatogue Svome (VAR ol the Jaelie ackd stnging teel

STY seid dprovemeatofakin bandey fonction (B based o fransopidermal warer Jost LTTEWLY

mdasirsment A valocsargexpressad Biorg SN of the group ol paneliist fa 121

09, tu statistindhy difforent Detwesy grotp based o Wilooson Maich Fajr Stgned Bank ety

prescatativn of the effeets ofiopeal spplicativn of Fogaai b un

Fignre 4 provides s graphicat e
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5 Definfiions

Fris b beimderitood that Sris byvention iy sob faiied t any pasticular methodalogy o protacels
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il

s dafined otfrerwise, alb ischnioal snd sclsntific tovos Wind hergdy

doseribed b

S this Gans wies \nmo a8 u}mnmmix« wndersteod 1 ong of ima skt drdhe an fo wehich s

tyvention bebongs B slseto be underdood that the terminalogy tadd hereln it Tor desoribidy

pirticitar emhoditrents oniv snd B ot tshded to Bt ihe soope of the prevent finventidn, shich

st
Paed

it b Homired sndy by theelains.

by the spent Beating, sxeept whers the congext requinsy sihiervisedue o g

vress banginge &
nevessaly inplication, the word “comprise™ pe varlations sucl ax PRomiprives” o ohmpriking” i
el the sinted featvres hul not e proviade the

il

saed e an inglusty

B presence o addBton.of fovthes featares Bvanois wrbadbnemy of the invention I othgr wo

thig hated siepy or pptions need not be exhastive,

His o be wnderstpod that, any prior sy publication Is referred o fevetn stoh reforents dogy

constitute i admisaon that the publisttiod furmd s part of the vomdidn gereral knowdedge in the

ard. i Maloesia o dny other counity,
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stionsniploys conventional chewiistry, molesuly

Linless otherwiss indivated, the present iy

of those shillad in thiant, Buch

hiology and roloroblologs elrdgues within die capac

techigues srewell Rnsten drthe skilled sorker snd are axprlnined Sully in the Hieadare

Agused Rorein and by, the stnzudir ook "and Nthe gclude plaval

refergnte tdess the context clearty dottes siherwise. Thus, for exdmple, 8 refergnee o ™

4

careiy™ may olude 3 plaraliny of coprdorsosnd worafiorende tn a sulject” may bra s

VORI i8

SR mre Suhiects, wnd ag ot

The toin ey followiing 2 noun cordempltes the strgelar or ploral T, o bothy The weon

Sanedin™ g s ndor o™
Linfess the contest rmauiss othenvise, all percentages redorrad ton herein are porcoiagen Iy
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v rent techimques, sl therefors should be interpected as etudin

ivherent in sy particular picastrerent wehmigue, Some of the vadues s‘ei‘i;‘-s'rsﬁ 1 heredys ase

S dlenoted by the teem aboly” fo Al feast I pst setobnt Ry The term “ahowt™, when
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shiv mosny qn gmount within &

O P af that valoe,

Where d range of vadies sve expressed, 1wl be Qeardy tndeisivod thal this oaige cdoomipasiss
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Tyt first aspeebof the present fnvention there s provideda topioal compasition comptiaing

boswellie avhd, one ormars depbvatives of Bovwelliv acid se & mixture theread, whersin the

bosweto auld, anedr more dererite of bosweilie goidandior spstisted in

g rancsvndsion hadie s Rguld i

3 vare and g

ot

%o hyassse embodissenty, the bovweltio agid orong or more derbeativedy) thereot e substintiadiy pare.

Fother smbeadinments, the Toswellic scid or vy v nre devivsiiy

b entract, il s‘idin;;;g bt vob Hemited vy, Say

Eogyeedtior coriarid exiyaet.

BRIt
X
S
Roswetie soid, or derieatived thereol, avp prosent iy several phott pradusts, Tor sramphe, bosseeli
setd ardior devtvativeldd thereol, ard avatluble a5 aidravts fhom Byl ssvriraoe Bovwellis

LU, (?ms‘z‘:m-e,rcia ces arg avaiialle, forexample, from Active Intemational LI,
{ Trade rames Vigpure Boswelfiag, "'am}mm}m; Cievmany (Trads name! Roluntips Boswe

% Aanbe Phytosciracts, ndiy Ulrade vamer ARBA

Nabinsa, Il (Trade pape: Bosweliin U

sttt avid anslie der sitherent, that may he

i) Alrrnativgdy, dxtracts
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then oF the provent invenifon may e obtained teing any kpows et

misthods, for-example, by those skfiled inthe wet of phvtothamistry, A¢ tead hergin, an “sxtract™ is

a substancs miade by antrseting & paeta anwe matesal, secke ey a plasit, Those of skl in the ant

will appreciate that thes are many other sxtrsction provesses, hoth Rriown i the art and deseribed

R

o i varkong patents sad pubiicattons that o e ied to o i practicing

Hhe pres eacribedd in the olfowing

et rveention; Por axample. the extraction proveshires

i
referamces, whith sre eorporsted herely by referense could be used In praguiving the present
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L. Exation of 3-Chasety -l BRoto- M bhoswellie seld {AKBAY fiom

Hveaton 38 Niphadbar of

wedflic vt plant ol g reshy using noved three phase partitinaing (RN eckaique

ge Aveinat, Plosge, {TrA070 P Shak o o, An hnproved progess i
s peificition of hoswellic acids, WOROTAIRSETEAZ, 204 D Kumar ¢ -
Potermial turpont sippressant rpenoid - Phaws m:mnsr\ Extraction and Isolation Mothods <A
comprehensive woview siudv L P w Sl SR RRE239,
The derivatives of boswelliz acid epcompassail by the prosént Inveativn Invlodi, but aré sl

5 Hniladio, friterperic geidd such as w-bovweilic acid sestyb-i-boswelo neld, Shoowellic acid

(BRA), avsiylfibes

s agid, B,

it uudi ABAY S bdehvdro-a-boswellic acid dachy B detnedinens

asdeh ortyisfopen

X o

{AKRAS The defivaiives of boswellie acd as*:_mm;}ass::«:j' i)}-‘ e preiat et gwy b Rutheyr
&0 inchude. butare set Himited fo, dertvatives of bovwallie aekd whereb oneor move vdrogen sioms
arg replacedd with s s mors substiuents selested Trom albel, adkemd, dikvovhoavl el
vik

stitee, nitroatind nitrobtkeil witrsalived, nivdanyt,

hatostkyl hdoathenel, adoatkynyd, hals alkoxy, alkemvlony, arviioy, benzeloxy,

haloatkoxy, halotienyiony, falsarviosy,

sitrohserosediyh aming, el vianiog, Salvlaaae, sikenvlandnd, alkynyhaing aryliaming

)

diarviamine, bearylandng, dibonryliaming, ¢

chacylamine, stvioxy. alkyisulphonviosy, arvisulphisnyion, b

heterooyelamine. haloheseroevelyl, stiodsulphenyh arvls
teroeyel Hip

morcanic. atkyhiiio, benzlin oup, w8 wall as

Beterowyedio devvad

I boapartivelae ambodimen, the conpasttion somprises ABBA,

g andior devivativets) thereel pay bepsed in

b some gmbodiments, the basweilie

3

“substantiathy pure Tonn ™, Thiz means that the boswalliv aohl oy derivativels) theol et ing

Fwers thst feosubstantiadly feop of the sthey prineipal comypsonents of the phant from which is

aivtained, suoh s Sovwellia rervane, Iy thivcoumtext, substantis! mesns that the bosweilic weid
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ed i the composiion miay contsin tag or more of bossiele acd

ancdor derivativels) thersol But containg no moe Han 2006 wiw of the non-hovwelliy a8

diefivtive somponcat ofsaid plant or ne more than 18% ey no miore s 8% wivg e prore

than $% wiv of the sther pringipal conponer

< of gaid ‘piémi, i soine sibadiments, the

sithsrantially pore formyreany b Bis bosweltlie For dedvativels) ersolitompaition

contams sl eas BO%

v the boswethic sold sndor divstymtiveds ¥ e, b loasl §5%5 w0y

Bosweitie actd andforderivaliveds) thereof, at feast Bt o the baswellic pold tndior

desivative(s) thereo!, at fea Fite Boswellic acld andror destvitiveds thersof gt

Wt wiw of e boywelliowoid anddor derivativeds) thereot, ap feast 3P0 wiv of the boswelic seid

anetior derivatived}s thoresd, st least B8% wiw of the hosweltie soid wadior derivative s thercol @

of the

Teast 9% wiw of the bosweltic achd soddar dortativels) tharsot, af lesst 1

buswishic aeid sdfr derbativels} Hoareof Thay, the sooy w i

Fuativads ) therend mad extrants rélaloing sivall Bevels of tnpiritis

soid svdior ¢ frar the ;J'Eam

ey
135

from which 1t i sbained, such sz Koo SERSS

I othee srnbodivens, the boxweilin acid gnelior devivativady) thevenf are n the fora of 3 plany

7

exfrant, b these embodineiis, the sxtrdot convprises ot Teast 0%, espectaly o Toast 3095 more

sspeciaily 30 bosweilio antd andfor derivasiveds therend, For sxample e extraet tray sormpeise

W AS 1 0% or S0t B

3010 K38, T 8O%, 40 1o 7Y m}stnm acid sadior derteativets)
thereat,

i other spbodbnents, the boswellic seld or derbastivg therent ey e orodaned i heticatly

EShaninae of ol 208 owhich case Towoild vot helespeoted thatany of the monsbaswelin sk

companents of 2 plant extet would be pressar

Ty sone embodiments the boswelis qoid derivative 15 ARBA fn substantially pure foarm, fn other

{9 thereof comprises AKRAL In vt ather

embeodiinents, the boswellic acid andior devivaiived

iy the Toon od an eivant, &

& Berswelbir sovrata eRIrsel.

In some enmbodinedrds, the composition comprises boswallis acd sndior o dedivati

arvcamount bt the range of from BOORE-2.0 %o, pepe ‘{:ﬂi}t {00051 .0 %, move Sypeaially £.0010.30

%, abid tyost

speniglly G0 - 010 by witilit oft

o

iy s et Bodinents, the composttion contprites AKBA b an ervount of SO0 to 13 5,

PO {003 %5 by weighr of the cobygasition,

sspecrdtly 8001 w

The baswethie A hoswellie agid or paxiore thersot antasulard in a

saverylzion having e Hguid Hid vorg and o poegative savbce sharge, The hosweltin avid andiar
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erbvativals) thersad are Tnalrophoble snd are in e i some svbodimant

1§ 8 el extraes eoprist the boswedlio acht ancdior Sevivativels) thereot I dther sonbastinents,

wellic sod andior devivativels) thersof s dissedvad §r an ailcmetion withow

regrysiaibisatian, proforably spester il Aoy sster pilemalliont suhable for as¢ ng

phirnsacentiod) composition for opioa] appBization o the skin oy B ossd, melading, but oot

Heonited to, sapryhofoapric gy v, QO(‘:()«‘-QJ&}“&F)} st caprate, dicepryivt

carbonate ur any sombination thaest
Py sopw emboditierds, other sucapsulatim ‘i‘-ecimei’ggiesa e be used 1o pratedtand enhinie te

tansdeerml delivery of Bovaiilie acid andior dertvativais

Hposopies, neosomies o phytasames,

The hoswaitis anld andior derivasivels’ thereof dre encapsulated fnan srisapsulatinn draterind

carnprising o loast one emnultilive wad @ sabilizer, Wsome gnbodiments, B encapsulatiol

raterish comiprises e and & cosgmulsifler. I some einbodiments, the ey

setectad Traam gheeeryt esters of different sy chaing, e tuding. bat nod Hsited

Hnaleate,

glyenr el pnyristaie, ghveeny! ourate. glveany

conhiation thereat v any wuixed ghvoeryd eaters of fatty wcids inchud i_n;g Citate, Baciale, myrisae,

tatraie, Hosleap ‘arsleate. I ong

sbsadiment. the smulifier wghvosryd

eliratelaotate Rrolauieolsate o niked vty of oitre achd lactio soid,

with gheceroly - In some smbodiments, e

Bt aot Hmbrad s,

orany pondsination thersol dn gmn“}ciﬁat ewbodinients, the C's_‘.‘svc{!‘l(ﬁ:siﬁﬂ is Gkﬂt iyt
smoaslent,
tesours embedimenis, the vabilizer cun be selevted from orgauic subsanves o any kird that oy

sotobilize the smulsifiers. Suitdle exanples are adlacied From aleobols orghvvals 'inciisatiiﬁg. Tt

aat findted 1o, shanol, svpraparol, propylene glysel pe

ks

diments, thecencrpsulated boswallin adid andor derivativelst therent comprinss pog

1 gome ey

of pofe ercllients, Tovsome embodinwus, the srollent 8 o Ul slbetbensome. tn some

smbodirents, the snellient 1 preasnt i the Hpid vore o other smbuadbnenis the smolfiont &

prsent i vhe socapsalation material. Tyt other embodinents, the emollient s present i both

the Hpld cove aod the gnicapsulation muderial,

The phannaesiticad or costietic somptsition i Tormubasd gs st lopical samiposifion, suitable o 'be

cally o theskay
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I some smbodimens, the composition comprlses a phanaceatioatly wr scsmaiically seay

vahiele, The phnemancutically orostivetica

iy berany phariigceitically or cotmetivally 4

pharnaceutisaily andior deravae

septabde warriers, incloding suelchimts.

Phasmaesatically sbor doraatalogivally aceopiabls carrlers are preferalddy ¢ bl with sbin,

rafls, pueons perabran

sandior haie, and g Inchads vy sonventivnaliv used

phammcssismﬂi o denosdedogieal Carriens wo rejatreminty. Buck carrens may

sdify selectet by Ong of erdirary skl i the wrt Cartiers idtude, b are ool Hatied 1o,

fewty, wenuinitiert, and rhedloaival wodi Hers,

Emollionts sutabie Tor v In'the vebicle or cartier for the campositions of the invention tmoluds,

o

s atks? benroates, PRPG-3 myriayd othen paraffinws Hguidum and dhmatiivons.

For enserply,

Rolsiiors suitable fiw e i e vehicle or srrer for e commpositions of the wnvention inclade,

s mory iy

for evample, v ety tarate sdpolvar, Cotegrahalt

wherof votearyl dlvchel) Rheotogionl madifters

s tahde foruse i the vebiole or shevise forthe sompnstiions of the wventlig olids, for examphe

¢ m:&smi}@r{z@a Oiher suttable

carbowy,

aad

sitbvlere andior polioxspromvisn Conpum

rormsterraie, podvsorbate 60 fpalvaxyel 3y sorhiian mpnovierssieocetvl g

setsanvbaloohol Sootvidodesingd: benry! aleshol sodium vaieronates Rviduronie actd, and

witten
The composition of the presebt fovension vay abss inclide sther sultable fngredients

wchading dickéners, Ragraness,
pheneyyethanel or hydrosyacetopherong ., suscrosns. vitaming, sibicongs, gelling 5

Hydrophitic oF Hpophiiie golling seens), sotiovidants, solsits, fitlers,

agents, pH adjia . sodigy hydravide) solub

shif-lghteniog apdols, shlidmaning vgentd, perfiroes, Spadifiers ol preservativg

it

waw of the: fonpulation

comipangmy pray ke up betveen e

s Raviiated as

Far topical adrmiptatration, the eompositions o i

KRR HR

serumy, roasks,

& Rydrogels orfvansdenmd

airimenty, Hguids, lotions, pas

patches, Terve-on sod dase-ofl fotims oy tomers, shin sy

rtak e romcivers, o m hialr conditioners @ alr viipaas, b s
pebdiorie, Wiles bavd, autinerspivangs, deodarants, deptatories, all volour tosnetindnludi




WO 2022/108439 PCT/MY2020/000020

A
AN

st

o
BREE)
BN

G

\*

Freet v dirnited te, lpstiaks and fomdhations,

T or sunsoreen Totions, 5

STROOE

condivonery, halr sanios, mousse Aipsones, ty other tap

by suitable Bems

Cioenents avd Srians mige foeexaoyss; be forntlated with an squeous o oy Basewhl the

addition of sultghle dinkentag,

drge madior peliing agents tag

R

evtiuisinn of ail fnvwater, gryulsiog ofwider in ofl or omilsion of walse T sflicons), Lotives my ke

forniited with an squeditoor oty base and goverally abiv Govtady pne ot me svekitd

spsnte, stabilising agents, dispersing agents, sespending agens, thickening agents, colouring

sgenls o presenvaives (e methyd P“iiﬁi‘iu\ propyl parsen, phenenpethanal o Gintmaitis. sreams.

fetions wed the BRe thay alse be frmulited 1o comprise Cuealhoxyiated oils sod waxes {e

gthorylated vopsable sile, ethoxadied joduhe oilfwse ethoxyluted lanelin oil, sthoxviatad cocont

odf, etfioybated docon hattery,

B somi grnbadinsms, s may by formudided with oné or nuire

Gthar cirponenty Bl are advantagons for teatment of sk conditions, foroxample.

Evaduronic seld sodicr sloe vors gell

=

The compasitions roy addidomilly comiprise ctrriors andfor vehivles 1 Rrsadag the encapsuiied

seutioal or sosmcle Fovnvlatians.

howwe e seid sndior derivad therent intg suliable pharas

The composiions gy aisfe coviain various knowy anst podventionyd additives so tng ad they da

hoswallis sok ativelsy thersoler the

s detitng the snospaala

miérfﬁhimm—‘*’i?dmm'fm;‘ swhilities providedt by the mnmtsaititma o the present iiventien, The
CTFA Cowe

Hiiting tosrastio sand pharviscentica] rpridivot comimonty wsed i the skin ssre d

ey brediont Mandbook, Second Editien

wbie fr ke fn the compositions of 1t

stients Inciuder ardiokideats, southiog o

siosbaddivives, huffering apends, cudoranis oy s::;ﬂaj:stfr ‘;}ﬁgmcms‘-, thickeners. palymers,

exfolisting ageats, ph

gatringents, i

foat madifiers, Toaming speots surfactants, smotlicnis, natierad

scfustars, g

seential otb sKin sengazen, dhin soothivng agents, amd skin healing agents. The ski

sierohinge hulancing activity of the composition compoting formalation base may alse conyprise

sty shin conditionding ing, bt not Ymited o, vitaios br sitsmin derfeatioed and

BT or e s Comtaining yitduning or their dorlvgiives, commenn pepiic

paivphenol corgounds, surmoreen sddditives, nunseress sgonty, sensort

o

pmural exmes and essential oty Exenplary preservativey nelyde ethylhexyly r angd

phevsnyethinol, An sxamplary gneetant iy 1. 2hexane diok



WO 2022/108439 PCT/MY2020/000020

P

SR

0%

ial

&

{it the nase whsns the chmpasition o, snd the

m‘:i?z’sbi:ﬁ' Wa

serapoition may Brther comprisg p  axarme, b an genun

of Bon 8.1 - 3 wita), cosolvents such ay propulene glhveol or example o w amomi of from |-

Sy, and swefaciands such 3y PEG-H fudrogenated castor ofl £ S exaraple, o e amoaunt of

fromy 1 28 wt%hk

fu the cone where the mmgmsiiitm i Wrethe form of w fota, it may Tunherponirise water fa the

Geples of seitable envadsifying agents g

”r}:'i stearate, sodhiy seteanvt sulfues The cortposiin vy Dether

e formy of stery andfor Rydrovsebons srboriliconss gudior plant oils

aves (eh ay bond aloohiol gt lovinls 6108 - %Y

huneviantaredhr exelplonts {such @ glycerol for instance & Jevel

eyclomethionne at fevels o bebwsen 801 - 20%0

When the composites {0 Tor of an einteient mdy further coniprise & comventiosal

ottt hase o which 8 sctivaid 3gzui;c'n Sadded, The oivunsn e gy be o paraiiin, such

s surft mrs&fﬁ 1, o @ combintion of solt and figad parsliin, Cthey ot Tresy oy alfsety

vidhoylong glvent {sueh ss po

vethydone o polviy
possible corpeaienss ¢ an oistaen composition irfudi emd

S prderably 8

smomt of honwveen 1o yoand opsonsily pres

Wien the composition @& & the form of & Rguid soap, any Keows figiid seap may be usede &

praferred Hauid scap with Key composition saponifind B

terivad from galm Keynel ol or
; ;

gogomi Gl The pHaf the Hduid soap base may Be adjoated 1o that Witiel s adiiable for toplend

use,

Whea. the conrpostios s dubydious coean, any suitable 11 s iy e wend, & gl
Sroam bise Is powolatin covmm snddor satural gl oy and waves with invodietion of

consisieney facions

When the composiiing i3 soshampoo or combitionar, # ey ferther Somprise one-or mioee of 8

uifie, fr acstheis addifive, sviger o conhditibmpe &

want, a thickening sgent. a pH adiester

ressrvatiye and otz viing by additivg o the wotive ingredionts, Sharnpoos may abis

toeinde pther aolive components Kaovws Gy thoss ehiflad fhthe srtas having some advartiuge when

efuded B & shampoe Teomuls of In & medivival sdrobidaion S freating o sk eondithn suehas

psariasts, suzsarst denyativs or halr loss o another head orscalp dis‘m}m or aitee. A shampon

S

o Sor clearing th Dalr by semoving din

avay sornpriss 8 privany sirfeigend plovids ashu g

and other upuriiies. A seopodaty swrfastant vy e olided o provide stible ham st to reding



WO 2022/108439 PCT/MY2020/000020

s

L

13-

the harshmess af the primes

bvdeaphitic bead greas and a Ry, bydiogihotic fiivi o Suirfrotanty ae mxaﬁgumﬁ R

veriuee surface fension of an intgrphase hetween o and hadeand idfowing the dist to he

Trssporied B e wusous meding 1o be rinsed feg fom the halr sl spalp, Exaaples of

suorfrorants that mwy bevontdingd bra shawpos o ase
sodium baeth suiphaie, spvvontum essthosu e, and sodiam oo

consur oy nohide vncamide MEA and epeoumidapr

<

suspending sgents include cairbomer and PEG 130 d

infudid o stabiliee the shampon durdpg storage sndfor to provent the seftting or dumiging of

plgments aad Siffoone. Saiuble pH adiustors or hufferd ineibde ovtie aeid, tatioly and wodium
Tvdroxide, The i i adiaster o baffer s condigumd  brase the sharnpoo o be gontle to thosking &

Tower pid roay Cause hatoto be compaet argd o shing dnd to protect the strfactant Bom vdral

sund uchy the pH
Merhods
Try oove aspron e preserd invengen provides @ composiion sesibed aboves for ase in weatdsg

a subelinical syoptont o seasitive skt w o sultist.

Benother aspest there i provided ainethod of treating s subolinteal symptont ol sensiive skin i

fran desoribad have,

3 stibiect comprising spphiing t b sk of the subledta Sotmpos
fre vt i Turthies wapect, The prosent invention peovidey 8 we ofia compraitirdessribed shove

the maafactie of s pedicanent Hr ivssting & sabolinical somprom of sensitive Kin,

npnaras of sensiftve skin includs ropatred skin barvise Supetisn, which aff

b

the puter suchee of the skin nohiding the sirtuns cormau, e vutenpost faver of the apidenis,

coaorie sy

tgether with heightened skin nowrosengitivity, The ;ﬁrﬁx«:&kﬁtme of St S

Epidermal Watg

Aearemadivator ¢ skin

the aliby by beey Boewrly correlatedin T

ging AT vivuad dngloie sord

o

Bitreter fandtion Tnpaidmentind higher Lactie Akl Stingd

S8 which san indivader of shinnewros vity: By svrmalisiog the rambovofithe S

woon the skin, the composition of the prosent invention can dgnifiomtly wwdey”

ared Y AS soores bt thy poputaton with ssnsidve skive The miceebinoe seenalizipg by of

Hrvention also oan e spptiad 1o otherskin and scalp problams with 2 disrupted mrderobioms

profils, is;x:ii.:di,ng Bt fiot Hmdtsdae, aone sRin o sone prond skin, oflv skinodev skin, Talr loss. baly

greving haie thaing, dendeof), sensitive scalp, feritated sealp wd aped ssdlp. by

ns, spechivatly, sopsitiveakintonuaing

reevemimginhibiting, the growih of microrgani:

nricrocrgnniamy esockated with TEW L and LASRY.



WO 2022/108439 PCT/MY2020/000020

ke

=y
2

¥
P
%

fi s embodinierds, the corepositfon o the nvention:adiusta iy

i myiorsome of s per

with sensitive skin towards the nderoblome of @ peess with heafihy skin T some embadivients,

Hyes the skin avierabisive of a pereon with sensdtive skin

the ‘Ci’%’t‘:?s‘»&i’ii’l}"??\ 3 1 Bivsaiion noma

provide a on mtorolivore of Bealihy skin

Th

-phissse “icrebiomie balaroing™ o Niiorobiome posnaiistion” o ased Barein ravng

selectively reduning hany cansing aisrabes

+while mugntsining o ngre

the benefivial mivrbes,

amples of Sadiriay il vy Berg cluds, st see not Himited to, Bacusrian'in

Y dittere

the Fieasivotes Phylmt The Finpicates phidhiam s composed of hiore tha

PO

el sy Streptoctoiud, actobaeiiing, Basitin i, 1

2‘{3

TErRURERES, &

arnpies of bactera wh

\

rowth gy b2 gieesnied ar inhibued avcording 1o the prssent

spbederneidis, S m

frvention inohide, it are not Baited to, Sl

N

FHoneURy Reaminiy g

seny diadies,

T I i
AR irfeed

ERRRCOUCHR D

T soune arhodimenty, the wethods and uses of the inveniion halenve the skin miceblome R the

weatmient of soneitive skin. n other emnbadimergs, the mivrabiame rmemalising ability of

NS HECSE L s sKin o seakp probliynewith @ disrapred wicroloms protile
nvestion abo can b applied thather SO0 or sealp probifny with @ disroged microbomg protile

inefuding Bt not Haited 1o, avtie shin s acnd prone skin, ofly sk, Sy ahbs bl foss, hade
thinning, dandnsdl sensitive sonlp, irdtated soilp hale foss, Ty greving: hyper-pigrmentad skiny,

dandrafll stopic dermatidssr scbvrhele dermagiis
The compontion 5 3 topieal composition aad 5 applied vroan external sifies o the sulgest, fn

partiealie erobodimems, the external aurios I the skin of @ sabdeel.

Gensratly, the ompositions of the fnvention are toploadly adpdnistersd o Teast on w daily, and

praferably @ peion daily, basis for s pariod of tme sufivient & brive ghout the desins

spriverens Bt sk, sueho w redduction byshin ser i’f'i\;-‘ii:;\_u Mie;'z-‘:a;ivei}g the compositions

anee. bl theee ar T Hnies i Wik

ey b gpplied,

eidmifr;si::f & cospposition of the provent brvention dirsetly tothe skin where de

sived &

v desirad by gendly massaging the dompasifon e 1he presest nvention inta the d

proceas may b repeated later thi same day. [ some sobadinents, e eomposiiitnr ol 1he present
invention s o8 op the skin where docrcased sonsitivity s desived betwess applicstions cocurring

sarae day,



WO 2022/108439 PCT/MY2020/000020

snpositons of I rvesttion sty continge B ary seltaile pestad of

wodivs o s e waky

he titial application, o useraviay astics

redicton i skin Sk"ﬁﬂrr‘ﬁ!i.\-‘ﬁ):‘; ishould Be aprrecianed that the froquensy with whish the

orpmposiuons of the present vention should b applied will vary depending onthe desired effect,

@ fotal wmong ot

8 by suew-eibodiments, the degree of hompsulls srbancenent wil ¥

sOTRpOsiion bsed,

When rapdoadly applicdd thecampotitons of the pressa Inventfon iy be appticdto the sva to b

testedh for exmple. the kv i homane, by speaving: dabbing, swahbing, rubhing of migsaging

wrplied oy a lovatized srev o aneface ol v

&S

fy sowe embodinents, e compes:

T8 hody phrt Sith the imtentonrol having o pHanmaendynandestiser on thad boealived svea. The
stethads and ises of the vention may Tnprovethe shin barier Tenction in

wighing wbe bosnd by theory, Bnprovearent of skin-barrier funeiion o

moleenlar foved o thevugdy Tovobvement o praléin blommikes thad avd proven 18 the et w ke

wodiated with skin buarier Bmotion, ineluding Hut nod Hovibed tos Toorsased Blagerin Soviduaria,

IH foriorinsmd transghuaminased gepression in herativooyvior cefls thiar are ovated in the strarasm

sorseuny feber o i eptdorniss s well as invrsased clrudin- | and dochiadin which acv o tight
unctiony by conteod the permicabilily of smolesales in the oner epidesmidis. The present nvention

@ valject Without wishing to be botnd by theory,

“riti'vi}:y may e predited 88 the moteeuiar fosel thotgh meaivemsny

20 of prowin binnarkers thie 4ré proven iy the Wt 1o be anoviated Avith nelrasonsitivity, inchuding

but ot lindted e reduction of the seoredon of berve growtit iicter {INGE ) dat pronwas the ne

innsrvation buo epidennds, snd redueting of the ralease of souropeptide, ncloding subatanee ¥ and

calofianin pene-relard peptide (OGRPY by skin axurons, phibition s roseptor astivation of

3 raneig

tivated redeptae ¥ {IFAR Db 1 raveptor poterdial

heratinsoyis vells

vaniiliod 1 CYRpY

interfeukined, inferléukire T fomour neevosis fhotor-t TRk ool strooal Tomplopaiaia

angd reducon of releiise of Inflavenatory meditoes, nciuding

{TSLP ), prosrgglandin By that rigger skin rosprasse (Stinging, tohifng o burning) gador skiy

seurogenie inflamaration. The compositfon of the pressnt Invention may also nomatize th

of ather bacteriad spesiey impliviated ovarion

b3

caoteriig sogs, Chryseabiorerinm o

sppongd Lovgssells ai

Caugs

fan popiation vasehacteriien i, E
sespehred with aldo aging 8

ke to eassociaed with stnph dermaritisg



WO 2022/108439 PCT/MY2020/000020

Sk Y

which knewn to by aascoiaed with duandndg? rmagion O which powiniohse

associsted with agne sking Corvnibaserfom & R which koo - b wasociated with

» that are mesnviated with i lossord groy adn

shin vadoessy dnd &

The “subiest™ aay be qvsnvmal. I patiselr sbodimenty, the sabiect iy human,

o partisular ombodients, the muthods and uses of e pressit venticon are iy treating sonsithe

frctons inclwling allergeny,

sking particoladdy na subloct that bag poms o Coavast with extens

oastmtiv ingredinnts e sireni clivate condiffans

As used herefn, "senxitive skin” rofirs t akin thad Is mony pree 1 i

sninatiogy oF aheanse
reactions, Peizpiﬁ with serisitive shbivagy Have shrong veastions 1o cherniosls, dvsy ansd frageancss

preser b products that gorne Tnto ofustact with the shing Sersiive shin on & Bumar suliiso cad be

cansed by a higher abundaroe of Barmiul microgrgasinnsy Timm ih

enfddendis, Without wishing o be boond by theore, 8 spddirnstdic, bas beew shamciorised by
13 {

B esequsneing analyses 1 be roore sburidhint n somithe - Phe shundiney of this
f:';i{ft‘{)?r@ fo sl corrsluted with chinica] parameters used o Gifferentiate berweew healthy slin and
sehstiive skin, whereln the abvnduney oF & wpideranidy iy Hongly corvelated fo the TEWL and

shoowhivh s

sleredt 1o be g “sensiitve sk

oo to bog skin figndly wiorobe

LASY seore. Thas, X ¢ Bg” mie

HECONHNE 10 @ manber ofy
Draoms orehadinents, he cormposition of the prosoit ipventioy Sabmoes the skin microbione

sitiew s b cpphicatiow of hoswellio soidor ¥

anddor soducas s derivativeis ) optiensile bethe

Ho serreid px et o in subetanthddly purs foro by selectively raductig

form of § R

ehy rasiniidring 2 bigh levehof baneficiad

migrodrashang on e subtice sueh e those belonging e the Pritechastens Phvlust

hresnie ermbodivusalz, hesioroblome halancing B obtaingd by asteetively retiing st leastong

serons. faosorne enhodiments, the microliomg

wioEporEanism selected frove the Gaptg St

v obtained by sefeotivefy reducling the sbundanss of &

Examples

Tha firesent Tnvention s farther ilusaated by the fadlowiip experimental invastigations sad
sxamples, which should not be santirued as Hiting, Thecentems of Al references, phatits wad

pulilishod apptications cired thrsuphout this prient we hireby thonrparated by referones borers

Exsmple 1~ Evalastion of the differential skin micrabiame profile between Seasitive
ihy Skin

and Hew



WO 2022/108439 PCT/MY2020/000020
e

Methodology

Axvezmmens aad Mivre

v 24 formdes wers subedivided e 2 groups, v sehieh the sengdive sl grolip s

At

classifled with impaired skin-barter Tunction of Trans-Epidsrmad Water Loms (T8

wane thin

sigs

g m Y and hiiphlensd newio-sensitivity of Laotic Acid Stinging Test {E,,AST‘; sénre e then

Wi,

2, whereby the heaimj; ingroapric ol

sifted with noral skin bardler fenction with

& a e aistnonnal deperesg

L

than |

sitivity with o LAST soore bess than 2o A E paneiligs e

ingtrictod fo ose g standard fhcial eleanser for 3 vontinuous days prive skin svaduasion and

syicrobial spepling. The skin tarrisr fortion of cach sublest was gessed v g FEW S maer

18 MBS si{?‘(:w,iaretg_.e-‘%-i*;h;sz:&%fg-t:.ie wronie GrobH, Gernrane . On the coptvary, shiy niauro-sensithvity

{stimping potentialy was asses

i Dy asing &

il the gpuahiative sbottag

Seonn 0 o do velution o the degres of sting

s pereived by the paneliist and

ed s Visual Asalogne Segle IVASof Ihe sfinging response o it

A3 neimugtes and ¥ minates after TN whw faotio avid apidication on the mdokbiib e

TE O addionotheskin microbial saogpling o each panellisrwas
engfite DNA s
{{Hagen, U

crmducted st Banesashe and Jotl

s ektencied fom the svaly by ading DNeay PoverSoll DRA Boladan Kit

eurding inthe smnufictarer’s sirectings.

N

s Chranirentd

ai Sescing

Beimet 3P I QUTAYGHGRBGUASTAGY (uand 8
GUACTAURNKGGOTS

FOS RINA gone fram

R (5"

CTAATCR ) wore wved o amplity the VAV hepervgrinhie s

bacieeiy using PUR. Seguenging iiiibmrit_‘-s wire mensetad wsing §

[iieet DINA Libwswy P o Bt for D ing, following ranufasturer s recompiendations und index

N

3 Floswoncier { Phame

codes wirs added: The vy gualily was sssessed on the Oull

Retemific, g amd Sgiiert Bloanalvaer 2100 sydtem Then, the Hbrary s sequeted on an

&
Y

HHuraing phatfirem and 250 by pafred-end mads wers gevenared, Pairad-end reads e TirstUrampend

of segusnct adaproreand Fne-quality reads asing BEDGE of te BB Taols pachage (Bushrell,

2018). After dus, the farvsrd and reverse sl st tavnged teing UREARCH v PLRSGT (higs
Flyy gt that sre shorise than U530 by or Jonger than &8 'iag»{s:‘q;wm&ai o

e ?s»‘h‘i‘?é ey Pl i ) Aere rentsoved Tronyy dvwnstronnt prog

3

and ispected for ohimesic errors using V?SE;%XREH V2
{Hognes, Flour, Kichob, Duince, & Mahd, 20181 After thuse quality assessmgnt sieps, ronds wors

e (.?f;:ieﬂsti{ms.i Taoorioad Unia

PTG af 9% similarhy asthg U

L J0E R vars T with fess thiw Y reads {‘ﬁisz}tm gron) which are ofion spurious,




WO 2022/108439 PCT/MY2020/000020

AR

P

waplof? pxckage o B solftwars (Wersdon 3811 Unweichied Paivarbup Method anth

13-
wiere deteted Tron downstream provessinge Asingle ropridsoaitative sequvnse from esch QT wag

ndeinly chosen, g Fenast {Caporaso, Rittinger, of ol 20100 wavused o slign wnd constoast
phiviogenetic treg againgt the SILVA 133 1a8

achigvad wsing GIINME VR

baws, Tivonoinls waignment o (FFL was

Sitva database 168 FRNA dadbsse feloase 13

{Caporaen, Ruezynski etall, shigrdance Information were aurmalized udinga
stansdind of sequeshe number covresponding v the sxmple Svith the Teast sequasves. Subkesient

analysls of alpha diversity dnd bets Byersity sogreall perfirsed basing an thiv outpa sosmatized

"3
ol
2
=
%
";u
':/
bl
§:~

& ipadives, ncluding (e

pratieds i tosamples were caleafated with QUME {Version L3 and displaved with Rosoftwae

.10, Beta divendite ansbests was veed 1o evaluate difbere

e ot saoples

on buth welghted sud snwelghted unifrac were caleaated by QGIIME
oltivare {Verddon VR Cluser aoabysiswas preceded by pringipal component analysing
which v

prokage and gy

@5 ag)‘pi_i%d: to reduce the dimension ofithe origisd voriables weing the FastodineR

sekage o R software { Varsion 3L&.1 ). Pribeipal Uoerdivate 5 (R0

ool coordingres wad vissadize Trom complex. multdimensioaal data A

was-performed fo get prim:

]

clistance matrk of weighted oy tnwaipited wnithas avong sampse nbtained before was

teanstornied 1o 2 new set

TN

of orthogonal axes, by which the rosxdvamy vanstion

demmnatrated by first prissipad coordinate, and the second wmaximum one by the seeand pringigal

gocrdingte, and so oMU anabvsiy vis digplayed b WREIRA package. st sk

Means {UPGMAS Clostering way performed av i iype of hisrarchival olas

i nithed e

wnterpret the distance mainy aving average Bokare and was conducid by GHME aofiwarg

{Version A1) Lincar disarbolaant ans LRAY alfoc

dze tool-LE IS was oxad fo idemily

O with Jiftereitial velative abundance Compiing bettveen soroad skin, sehsitive sbin and

Ator reanmbnt with 8O st ot al., 201 1 The LBA sore sy eadualoted for OTHCwib p

S 008 arnd LI Storg i

st St cd Hewlihy 8n

0 ONL o the detected TIVL counts (] e the 4 foady phivle

af gkiv nnicrobanis, incloding B cbavteria



DD
Water phase

Negg:atéuf& chargss on garkicle’s NS yinwid Bpid ohase
suttace {85 W -I5 V) CC

.. phase lipidique liquide / benzoate d'alkyle en C12-C15 / dérivé de I'acide boswellique
BB ...

DD ...
CcC ..
EE ...

Dérivé de l'acide boswellique

Phase aqueuse

Charges négatives a la surface de la particule (de -85 a -75 mV)
Phase lipidique liquide



WO 2022/108439 PCT/MY2020/000020

chritm s the developiiont

@ spriddermily s fdeatiffod oy g peientiad ;,x:s.timg_ersic
of sensitive akin md s presenes showaa postifve corralation with TEWL and LAST, which s

gssociated with skin Byreree funstice impainment and Beipbien newro-sensitivity,

Easmple 2~ Cronposition prepsration of an encapsulated Boswellic seid derivative

& Methodulogy

wf o Prepaviion

weiy 1 T ; sERes sinsckaess dlieolvad n emoliets sl ay

g

&

st and dighveery] monpoloat were slis

S

Benoute, whils glvevry! diingioactaedinalen

e 3y added o

i pewtylens gheol Then, the nixiure was mixad batib K slear snd dsiontead v

the Tk, Lastly, the preeiy was thes pros

uaing high pressuve homogenteer (Miorafldizet

OO by Ror 2 oyeles

Tabde T Composition of the shosprutared boswaitie acki derfvative
Lo , ) . Crnpventration:]  Conventration
Noo | Oategory Ingredivat N
(%) Fange {550

t | Emukifier as 27

2 Co-ernulsiiior b3 3

3 Maldiizer s S

4 Enustlionts 1%

3 2 &y -3

tgradicnt
& Dbt Detonizad Wl s 1 O oy 1%
15 Parriede »

he mean arface chargs snd stee disribution were derderined by dinamic Heht soatiering with

TR H

Letwirer 48 Nang {,Maiwm atrirnents, Woreestershive, UKL The sdmaps

manoenudlsion whedsin the sfes o cach nasosmulsion B withir 1he range of 80180 iy and srties



WO 2022/108439 PCT/MY2020/000020
“ i

sharge of 03 0 T3 mV. & cartvon Hustration of the ranoenmision that encapsilites the bovwellic

actd dertvative 19 shown in Figare |

Exsmple 3 ~ Composition preparation comprives sn encapsulated Boswellic avid devivative

Methodology

w5

Compnsivion Pregyg

Prenic A faguessss phase) sod Premix B Cipid phasedwere preparsd seproately by niixing

ssotvid, Fromix 8 wiss then added it Premix A and hom

phvise antil folly d extzed At 2300 vpim

R

for 1¥ inwies. Premis O was preparad as setout in Exanmple 2 and wiw added fow the mikiue of
Promix A and Promiiy Boand the cooposition husvogenized ot 2500 rpm for 5 oninuies and aifred

I 8t 100-200 rpw i 10 mintes. The conpositions of Promixes A B and © ave shown dn Table 3

Table 3

Phase ingrodiom Formaia | §V 0BG

A Dietontasd walyy g 100 s Han

Disodinm EDTA T oas s

Sediy Metabisulihe G0 918

Betaine 100 Toh

Glyperin 16D B R

Dipropylene glyent £,45 4435

Ethyhexyighyeerin €10 010

1. -hesanedial 9,30 §.50

B PEGIE Mathyl etbier Dot < lame

P DHamsthivone 10 A0

Selerotum g ? 106 .00

W

Triethyhevannin 30 G50

Banony! sononanoate 030 3,24




WO 2022/108439 PCT/MY2020/000020

ST

Primethiooie fEaY

5 \uunc\,w«;iﬁ ane, Crdioperdasitoxans 428 .20
Palyvsiorviaie crosipilymer-s .38

& Envapsufated boswelfie acid denivative 8.3 REREL

5%

s
ey

i
4%

P
4

‘el 1 the formulation wag

Liftrs Perfomance Ligind Chromatogiaph SHPLE Foor Wikers, USA L Briefly
ESA i exctracted from e savyde using 100% Methana! {Merak Gertany b withs
altrasoniontor assist at 37 KMz The extrsction solutionwag Hered through « 02
Bedvtetrafluoroethviens (FTFES membrane {Agilent .}j%sﬁgﬁ e UPLO aosbet vigls prige fo 13PLD

anah fioade array detecke (FRA and 9 CIS

sqsppasd withg phat

Chromelth RP-1 8 s:fc»:adt‘iy‘i sthie (ODRY stéparating colutin {Meéck, Gamany hwitha mnblle

5
&
3%
i

phasest i

ctie sioid v T 80 {wiw ) avetonint e st aricing vatie o8 T s we

! ;«,‘ e AKBA pesk

sovratie elation mads at Now sste of LEG mbnin throughout the s

4 mbrasies and an ahsa of £5

was dstenained at 3 refention g of 4,39 © .0

e, Ao esternal calibotion seothod was tsed for tie quantifioaton of SNBAL with iy calibvation

srandard ragge covering 1 sl 2o 13 ¢

The stability of the composilion compriving an encapsutated B o setd derfvaive we

sesonsed by analysiv of the lovel oF AKRA in the composition ehand visud nspestion beforg and

N

aller stofing &t 4590 Handaths

Hesulix and Diseussian

felfie weld

As shiew in Talie 4, both composiions with different dosages of shoapatated by
derivativi demsostated exeelisar stabifiny wnder sossloraied W petatare 0P 43 70 S Fowonths,
including the physiou! appearance and chensical stability of S-thaoetyl- i keto-boswveliic avid

l'\K BAY




WO 2022/108439 PCT/MY2020/000020
9%

Table 4 ~ Product sigbility of ¢ compasition comprising an ensspsolated boswetio sol

Ku. Prodig Frivsiond appeardngs

composiion {5}

Frogh | Y oonths, 43¢ Presh Jvnonths,
o
} Forda d L3S White opague | White dpague FERBR %
VO st cresm
2 Formbla 2 W apaaud T Whike upaighe 14,34 “
e grgarn S
(VRS )
Conclusien

v depronstrates good

The complosition comprising an cocdpsilated hoswelhio s

5. physical stability nder slevated toey Crfir 3 oevaths, Purthermnee the gocapsutawd

Bosvweitio seid derivitive dommutraioy eyectiont chentioal stbdfity wider atesloratad tompsistue

',;b

£45 S0 T B menthic

Exsmple 3~ Cliniesd evatuation of the compoaition compristog of an vacapsuinied Baswellic

acdd derivetive ug theskin microbinie profile sod yelief oD sebihaiesl ovmptonis of Seasifive

fort

& Skin

Oibjective

To seatuat the product effivsey of selecisd Forrntlaiion T oroskin harper function, neaps

sedsibeiny and ghin microbiome profile inpanst dee shin and heslthy siin,

Mathodoliogy

LS4 ??.fg)-:b{{{(-'” ‘gh T3 R

oot
557

i grap and the heahthy shin

Briefl, 34 fomales were sub-divided ing T groups

K owiers instrasied fouse

chign of Besntpde 11 A0 paneiliy

grous fan defined § nix nethislolog

G stunded Soial aleanser for § contivuous diys prior to skin svaduation sl microblad sampling for

baseline sesenremand, Thee, pavelting were instructed (G apply Fomnngda 1 oo the fioe region



WO 2022/108439 PCT/MY2020/000020

Ly

&

beice datly fur o duration of 4 weebs, Laatly, skin parametery uf skin barrler fusetion, skiv natro-

&

sensithvity smd microbial ssepling wers opndisied o evduate the smpst of 3%“::; st G

fyandd B

Sl i condisions and wavroliwme prodtie iy both groups efse

skin as pet the protoead deseribed {o the aiethadotogy section of

Hosults and Discussion

A dermovsirated i Pigore 3, product feeatment of Pormuld ¥ significantly ingsoved skin nogro

sersitiely by reducing e ¥ skin barvier function by dermansiating

AR soorg and Inprowd

sedustion i TEWL g valoe = 013281 10 the Sensitive kit grasig, $n the comtiy,

chuingey sere fintnd for the Forouds | irestment ansony the Bealthy skin wroup o btk dhajeal

prameter sciation with the mivroblome profils (Flgurs 43 Fromada 1 sigrdficanly

neradized the abundianey of buctertt belonging b the Firwioutes phylun, mare spevitic

sensithvesiin group sod shiftest the ndorobiome profile clussr

mmmbmm'ﬂmixiﬁw ¢ foand aber

to that of heslthy sk, Fuethar, v significant Clranges ¢

Formds 1 ivoanment in the healihy shin grap,
Cronelusion
Formulation 1 contpriging an sncapeideted bavwelic aoid derbuative npraves akin sewoe

aned skin barrier fonetion arang praciisls with sengitive xkin, whilst eonsormtizatly

A microblome profife clossy &5 the healthy slin pratile.

- navralizey the sbowdancy of

afficaoid dertiatiy

Formulation L comprising an encapsulated bass

tuivterty belup@iog o the Flaniouies phy s, mere spici fioally St R HEN

amyorig e panelists b the sensiiive skin group

Formidation T compristng an ancapeidated E;;)S\"Jﬁ‘.m\ distupt the skin

sterublome prefile of panetiss with Healiby slan



WO 2022/108439 PCT/MY2020/000020

Vi

o
v

<2

Refereness:

Aleksaverho, AV, PeraPerer Gl Be Sewst A e 8 Community difwrentistion of the

shfenme £, 31 {3015,

Farsge, M, & Matbach B, Senstthvg sking An oseretow, for L Covaer Sof 38,38

Byrd AL, Deming st - Brapin
spfdermiat straln. diversity underfving pediatris 3rzs>§:§s;- dermatitis, Sor - Teandd Aed

ST SR pewaldni],

CalzaiaaPingon, 1, S, €., Facohinetit B, Dipeasora, K, Podraiti A Topical Boswellicacids

fortreatorent of photosged shin, Oermio! Ther, 20133 Suppd 1R38-432

Shinghara K

skl MOThe rold ol resident vcrebioms I the onserof skiy serwitivi
29y

Proceading

Siddigul, Mo BonwelBd servas, o potential arstindlavmsteny sgest ssvenview. lndised Blisem

TagrioS, Mararaldi, G, D Preem, B, Bondl, MU A cosmaneutical forrtiation baseslon

Boswelfic seids for the testmey of erythomstous ewvemy tod pesdasiy, £ Crsmer Invissily

Bushnell B 020167 BB oy, Bipsdbterad 103 Lol pons &)

Caporase, LG, Bitinger, Ko Bushvws PO, Desantis, TU2, Sodersen, G L & Baighu Ko

C0R0Y PyNAST: A flakible wol for aligning sequenves B template ailgnmun,

Blotsformativy g abory T dndnformatosbiptds

k1 3 Rvorobaueh, 1, Bittoger, K Bushoan, FLD, Costello 30K
Mt g

Laporase, LG Kue

Kavdpht, Ro2010% QIIME allonds snatysis of high-tlpsug Arnanity seguanting

ferhods, hipes/dotarg/ 10038 Huneth. 1303

Fdgar KO {20130 URSHSE: Highly accurate OTU sequences from microbial amplicon reads

Negwre Medbds, Fapsyidotorg M0 HIAR nmeth. 2604

ot Ty nest

Edgar R UL & Plyvhiors, $i 4 BrroY oo

generatn seruencing roxdy, Modnfvemaior. biip

LU Beinionatiehai




WO 2022/108439 PCT/MY2020/000020

FiiHon M, Mo % Cosmpsrative sfudy of normal and sensttive sRin

gerobin bactenial po ptsia*ms v Afferolind

§o AT, dot 10, I mbed 13X

Rognes, T, Plowd, T, Nichols, B, Cudnge, €, & Matid, B 20185 VSEARCH: A vessatile npen

sourcg ool Ry msiagenanies. Peerd, B orf 2384
A Separd, N bzard, Lo Waalkdres, Lo Gevers, B Miropobky, Lo Gairatt, W R, & Hustssthoveer €0

R fmm-

{201 1 - Metagenomic Momarher discovery and sxplanation e

Lintadr Shappaiz, Fidayar Hussain, Najeob Lir Retonan, Sidalvvan Ad-Shidhant, Aashn Saeed
Husan Yar Bhaw Aunad Bhay Luste Fiicher, Bend ok, somin Badshiale Ahrasd abk

e aed

e bo
6 2O R, G4 pt B9S85

PR

T4 Rowahd, david Massin & Aloed AbHa

derivatives se poiential arstim}i%&%ira’i’iw agsas, Vo Prog



WO 2022/108439 PCT/MY2020/000020
-2 -

The Clmey Belining the Toveation are ay Follows:

A fopivad] compasiBon cotapriting boswieltio ackd, oneor miors detvatives of

%

eaf, whergny the boswelie acid, derivative of boswallin acid or

st ora nisise B

mintre thereal b encapsubatad In g senveraulsion having s iguid Bpid core sad &1

pegaiive surfaoy char
A0 The composition of claim ¥, awhsrein the size of cach sstosmulsioy s within tie tage of
SH-200.m,
3o The Sompasitton of oty b or claiin 2, wherein e Suehoe ohirgs of the nonceinulston b
viberange o -H o R0 m
18 4 The composition of sy one of lsimy Ui 3, whershy the Deswellie acid, nhenr siore
derivatives of bosweliie sold or dinistie thergol iy prosars in an oy of ¢
0% by weight of e composition,
5. Thetepical compogition of sy one of elabme e & wdiprvin the boawellie soid boe e
mors detivatives of boswellic acid or g iniciors terso vompiises 3k acety ] o
33 boswelhic acid {ARBAY

f. The topical somposdtion of day oppof clelme § 1 8 wherdin e bosweetlis aotd ane

mare derivativas of howwellic soid or € mixnuee thergol s Fkatatvb f-ketoibawetiic

Aot (ARRBAL

7. The topivat vompesitien of aree one of el o dowhoreit the baswellic adidoneor

more dertvatives oF boswallio sCid ora mibxture thereol s obained from or containgd

¥

within o plant it

8 The wpital compesitian of glabn Twherein the plapt exreaet o3 oxtradt of Sup

LeFFidfan

wirg Sovhereln the compesiRonGomprises Bupwelfi servadn

B, Thetopical sorapnsition af ¢l

exiEet

10, The taplosd composition of anyame of clafow 1 wS whirein the nansemuliio ool

a figtd Hipid corg and 3 negmive surface oharge Ruthey Comprises, In sdditios ot

i, orie or mose hossediie ack devivativas of L wistdve thoreat a least ong

o ematbient

ey @ Stabiieer and st doas

il The m;}i‘s:a! convprosition of clalin Hwhersin ths srnosnunlsian somprises su ewndsifisy

sl 3 asernudsifio



WO 2022/108439 PCT/MY2020/000020

L3 Tha topdead conposition sialabm 10 or 11 whersln the ote or mors erudsifier comprises
ghecend ditrmtedaciatetinoleatelaleate,

whetein the co-smulsiiie

3 The topical composition of elabmy Flor alaim 1

iR,

B The opital compasition olauy ong ol chiims 10 1o 83 wherdin the shabifisee 1 pentilede

150 Th s‘mpsmi CtenpoSTHon O any cne ot i T b whersin the o of e enollionts

worpriase O wikst honzonte.

B The

opleal pomposition of sy one of wladims § o 15 fothor comprising ons or morg

ingredivor selacted fean vitainins and vitamin Jervativex, eosnistic peptides, plam

s noly phered compounds, proservidives, emodiisos, ety ook

sindiiens, surlicants, Gaming apends, sioncrees agents, sorsonal addithves or Jextipirers,

color plamvat, nitars! wxine aittial oHs. macky of Blicre capsidey cantaliing

vikoioy and vitaoin derheatives, peptides, plant eximacs, sunsoresny and pensatind o

fred
L
<3

The tpieal composition of wroone of clidmy 1 to 1o wherein the sovnpasitivg i

Semulated ax @ lbave-on gkin oner, skin serum, skin mvpote, skin lotion and cream. skin

{osve wit hads

auial sod eve sk remover, sharpo condiiorer, by top

sibs bty stybing wdd, shower geborsam, fotlgt bar, antiperspitant

Sorant, deptiytors wit color cotmaaics not hmied v Bpstiek and foundation, siless

Tanngr of Sdimoreey jotion,

£8. A composdiinn arcording to any one of cldms § o T, for use by alleviating o sobalinical

sirnpiom of semsitive skin inesy

R

P The odmposition of chabm 183 whived the subolinst symprom of s

sublentds seledied frorn one or both of tmpaived skin barerfer function and skia neut

sensitivine

B The coraposition of any one of el 1 e 17, B use I normalising the slin i

profideal 3 subject with sensitive skin,

23, The compssition of slais 25, whesaly normatizing the skin miorobionre profile redices

shundancy of huoterial species belonging 1o the phyhiaw Firaivotes,

ositionof cladm 21 whoersin the spestes of bygieria iy sefected frony the group

g

OGRS WHESEE N

ArENE Fimngd

errnisdin, Stapindos

{Eapindacndain

f

R R RN
EOMIGUTIN LERS



WO 2022/108439 PCT/MY2020/000020

The comprsiiion of duy one of elbms | o 17, Bor uxe oo g subjvet with Bealthy skis

without oxusiag disegpdion of the ki misrobinme profils

28wkt of treating 8 subchnical symptosy of & akBoin e subivy, swanprising

applying wethe akinaf said subiest the Compasition o 'fi'ii!'}" oneof clatms T 17,

5 Usent il composiion of any one of dlafne TIT T bohe manafacture of @ medicsosent

Ty trending K subclaioUsyopian of sensitive skin,

QRS DF 400

35 A vorbposition of sy ons of claims L 1T foreee I trdating of prévanting

prove thin, adly skin, oy soalposh

skin, sgad scalp, hale loss, Baly greying, Tvpsepigmsnted skin dandrett dopie dermasitis

sr sshorrhein desrontitis.

skin,

fypeevpigrasnted skin, dandraft) stopie dermatits or schorrheio dt\rn‘;aﬁitis‘, Somprising

appdving to the sl of & sulyeot the compositionof any wne olioladms o 17

1% I8, Use of s composition aecordng o A one of vhdsms F i 17 i the mawnfionwe of 2

sycelicanrdns Jhr treathivg LY proventing sond or pise proe shin: vily

b, dey

Ssehaw' g aged séalp.

g

skin dry sealp, tetated sking ivvitated s

hvper-plgiraniad shin dandootle saople dovmalifls or sebarvhels demativia,



