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Cort ex nouhaemor(Rgiorpprebral MiRkanpicprebipbeiwkefs Deiden anpdAsMRISEWSEH of Brathg

Xi ang), drdeROnBOs¥ure fwhef MePficWof(Hidsans Mio&ed AR bixygeRWalittlbaaieivendd t6 Yean Zhi ),

G assl eaf 30s tfiag rhizome (Shi Changpu) eeches (H ru r j zhi),

G ound Beéir?"é\{\s(%g?e%gﬁlkg TR ,°""’(l§{;ﬁ‘|[sa eé’rth%ﬁ M é‘fibgolo%fs FEOWE %%g%)%‘r%rkﬂcal cul us
Bovi s 34r t i (ke s ‘tromiBesig) of the hitary)wahyy detached iobthatjedgenin antasietywiefdren Sok s
(Ramul us  upcar k¢ E'tmléér)‘.qlla%n%‘:rh%’st;gﬁ@%ultsw RPluF &f)anBR%ry’ wallNarldUrdnhier

conpri se any one or noré of DanCui, Honghua, Tac%ren, oL Deer Horn

35Neur 0Ai diiqef leafing drHo fheySUFRURdNg @?‘%r'@?"%ﬁﬁ%qm RN =T ?‘lﬁ'ﬁé&mienc?ﬂs?sf er ent
countri es thedgath bhtissT® by Bephlving ¢ize brhinios bioed ket exygers 2Bt resulis oh(a hurarer BANQi

Pi ant an Ji r i se.commercially in the
Peopl e' s é‘g""gﬁg‘@%‘% b'@fﬁﬁs@%{' %%e%)gagj“{g%a%ﬂﬁ%t?gﬂ d%ﬁ@‘r‘%&ceuti cal Goup Co.,
Ltd (located in the Jianxin Industrial area, Wangwenzhuang town, Xi qi ng
district, Tianjin Gty, China; Postal Code 300381;). It is also available
from Ml eac Pte Ltd (fornerly WO 2010/ 053456PCT/ SG2009/ 000416 7 Mol ecul ar
Acupuncture Pte Ltd), the main |icensee outside of the People's Republic of
China (11 Biopolis Way, Helios #09-08 Si ngapore 138667; Tel: 65 64789430;
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In the present invention, NeuroAid(r) can be used in conbination with one
or nore agents used in Western nedicine for the treatnent of stroke. By "an
agent useaoizniMésssser n medi ci ne”, we include any form of pomiSe2om®amieedi ci ne
or Western nedicine, including dietary suppl enents. For the avoi dance of
doubt, by "an agent used in Western nedicine", we 15do not include

medi canents used in TCM nedi canents or the |ike. Exanples of suitable

agent s i nEreugmn ‘shekeprefarefodhe sudden feaimoitisavr eslls deato @packtof oxygar wherthepounds

for treathigh folwi® tﬁepaa@adb,cgw@gmérsmwe &%'a‘r‘t@?' SftbkB N R FSckiE 5&%@@5&%& TREK- 1.
One, two, three # urt her agents

i nst ance, PGy t’ie £l °6H}T’SF ﬁaidiaﬁﬁyW'f’h*\\%Wﬁﬁ%f'%" IS fpgically lﬁ'\’-ﬁ’""f‘d’]sl owi ng
are ervi samyechrdial isfarctian}| andemaneptopsndniyr knsen as ac'bedt mtddkdrBgeaudenefr thei i) : ~an
ant i pl at eligharity2% b@t’ﬂtsirGl@argéthﬁléms & iy HeRER 6 %@rﬂe’u o@u %ﬁ&ﬁ' Bgletmg ifn" €at 1 ng

stroke; a conpound for activatl nﬂ pot assium c annel

ant i pl at ef Bgam SYOk&RERVAERY RstienfiorHneihdisaite oagul ant : an anti pl at eI et in
conbination with a neuroprotectant; an antipl atel et in conmbination with a
conpound for treating stroke; an antlpl atelet in conbination 25 with a
conpound PETA'EE?R%F%WJ'%t assi um channel s TREK-1; an anticoagul ant in

conbi p@t i PR Mbddit BvdhBSH &Wl@&%ﬁ%bﬂ%b@tﬂﬁééﬁﬂ&g\‘Ur%@ﬁen{srhagiﬁt'j’gh@éit mBfR W th a
conmpound fo E?reatl stroke; anticoagul ant in conbination with a

conpound oidhe Iaipwiogee 8%?3@@? Ok AIFAB ISYORERERIQdeTsNSrRINE SisPEEE Rt i n
conbi nat i bauma, béTveus Gysigo traund arcobdii@at related tornelm@plasticineur opr ot ect ant i n
conbi nation with a conpound for activating potassium channels TREK-1; a
conmpound for 30 treating stroke in conbination with a conmpound for

acti vat i nJheg pteass iinventdihagrovddes rhéthds 1andacoragusitipdsaoe tredting Npa@ientdinadhg @an Wit h
an angico t a rppr t t el in_ Vi ation
wth yn ag‘ﬁd’gggguﬁ&%d afFr.]b?]"rj &Q O%g %%Slaﬂ?rggt %egéb(?%t rsg{zke g%érgan%kgat el et
i n combi nBRYsisoslerativafiseases. @fﬁ!{g U “aW@JSaSYé@WﬁEiHWé ape conglifions; Eglat

pot assi unhélnspradity. THRlpKtichts @@a&ﬁihlg@}eatvaﬂhet in conmbination with a
neuroprotectant, _and a conpound for treating stroke; 35 an antiplatelet in

combi nation w ma%fe?%ﬁ?eo‘ﬁp@f’@ﬁ‘t 'awh%aaafeafﬁ?ﬁ%ﬁm%@nécu vating potassi um
channel s TREK- {g) afigasiBhé aﬂaaéoa{pesmdnrw@névnw&és% Iéé‘:,tﬁhzae Qosmyng o ap,

11111111

e P 8 Pl e b b DRl AR SO Rl o "
treating strreXer Haanga Qb %mgetl RimgomianSalGad Mittinrihigae wiot [(Red $rgerropravtl=ot ant and
0501 bo3ase It Brnt Ehdd e FbASSGIRNE PaNIYALE or U Shap), mizome of Ligustioum, i 1y
a conpound f a?’?’c’é‘ﬁtﬁ%ﬁﬂja”sf(l"ﬁlﬂ)e Rapy & %W?PH@JHBW'B?‘&%&C(ISFW iGPHSH ARG um
channel s TRERedhy @ Medanpipr Woed tofi ifidoriferane nikosawbado (Jiang t Xiara),c arigdobety bfor
treathng st rs%%&,.méugq ﬁn@ﬁﬁ%’&'@ol&&&a%&! MaLA 26, B2 raﬂéseégﬂ WL HER PR (SREK- 1; an

antiplatelet_in conbination an ant |coag a neuro rotectant and a
conpound f orCENgRY dtseries SHingdeeor Sizhb Prorag F%‘\e PrnT%@F?oPPFng? etk o an
ant i coagul amrifical QewbedpaOcaicH @ BovantifactCOOTREAGEhgl Mithuasd)| Gamhbiflanp SeASSi um

channel & TR ihoofIRaiLLRLA N hoEATBLIGLLINYI h an anti coagulant,
ng stroke an

conmpound for rea und ractivating potassium
channel s TREK- 1; @ragamtm'sqm iaVédstern madlmnnﬂor thatreatmentiof strake.neur opr ot ect ant, a
conpoy Qd for treati ng stroke and a conpound for activating potassium
channel's TREK-1; an anticoagulant 10 in conbination with a neuroprotectant,
a conpounhib vettioe as bargd Sinrtk discuvery athato iporonid® fisomiot acly ieffebdioug ip ateatrgi um
channel s\ 1’&% %tlen%%t ﬁ'ngt @915%% ?éfall Gged' il cgrﬂgpétfaﬁwwﬂe%fn%ms @&nﬁl%%ﬁ?&gm ant,

a neuroprotectan oun

activatinff W66igES Fl?ﬁ‘F'Bﬁafﬁ'ngFaé“”Q“Fﬂngel Patl%‘ﬁnﬁ'tmuétaéY%%e &Gérﬂf@c"ﬁ\n%qcbl 3t el et
agent s ar @agnsdtacisdisorsrston Aigh bbb redsie dsfelBribe®@BonE. bl 0od cl ot s by
prevepting the clunmping of platelets. Exanples of antiplatelet agents
include without limtations: Aspirin, the thienopyridine derivatives such
as ticl opddideoncTiasms ¢ rentpdegenpiationysueh @p| Algheierstand Padsinponiadidissessr ase || |
i nhi bi tor %as§<bt§é?eoaﬁlt m@a@funet%n%@dré coMFBR Gechdhish- df PleadoRal i daBihbiitror s 20

such as D| santJ ne or Aggrenox nation wt

aspiri n)) &’"E"Flé’ 5? 'be(r%t'ioﬂ V‘fhf‘%/ch‘%gpa]"f?ﬁl% ?‘E%L%Waasca%ﬁﬁeﬁ’ab
(ReoPro), aEpstarEbammdjeermrmaegr NeumAid@rrdayThe o$sfl) am infprograidteat thesanbraor al | y
active RG mnetic prodrugs such as O bofiban, Sibrafiban, SR121566, or
Roxi fi ban. 25These agents differ in the way in which they prevent platelets
fromclunping: for exanple, Aspirin (Cyclo-oxygenase inhibitor) bl ocks

t hronboxan A-2 by inhibiting the enzyne cycl ooxygenase-1 (COX-1), the

t hi enopyridine derivatives (ADP inhibitors) block the adenosine di phosphate
(ADP) recept or on the surface of pI atel ets rrenbr ane, and gI ycopr otein

-, T 1 . N L Y



I nhi bitors of thronbin that include several products such as, but not
limted to Heparin (Standard Unfracti onated Heparin (UFH), Low Ml ecul ar
Wi ght Hewerom/sk4f\H) S5such as Enoxaparin, Tinzaparin) @CTISG200000M6 nant
fornms of hirudin such as desirudin and | epirudin (Refludan).

Neur opr ot §chadd Sis Lﬁls”@eh&%‘&' BUsavBBRALS lw}yn&’ﬂ Q%%@&Eﬂ@r orft I@stﬁ:erounds

t hat preserve neuronal tissue at 10 ri s urin StI’O n the
af t er mat hNeHoRasfigl dalsasiaged, i asohipip rasticliy o S‘Qj’éﬁﬂ B'aﬁﬁc@’) S%?FE{‘Q ‘Fh?@g%'é@fﬂ t 0
treat hunsdusinrtiekergpritation bisthebehin Bed sl Ciraud bDbGudﬁBtlﬁ p(amclgar dhahgBitkdn 30
\élntzf/l?eg Emo%cw t%alﬁ@ Bcaq:»bng %}:{e@ﬂ"@ n?&r%at[o%ya'&%_sﬂé Bun t%Be rjl?us % Coss u' no!:r'tsnﬁsr
Ant agoni slfeemmmef(ﬂ?vofugaﬁens a‘S@Pff@ﬁﬂélof ew&gﬁ@emmg dENa\ogrnerit @s R@eeparmmals

ant agoni sind Nl ¢redtien @f (MeR' iHBARAtion GAhCREHNAE IneoRC a8 sind\damadgedCRARIHE

nodul at or s uzol e), nobutyric acid agonist (d onethi azol e),
gl utamat e ff%%g%{h?“%%{&%ﬁ Econggg?'bt oni n receptor agonists (repinotan),

phosphol i pids, free-radical scavenger (Tirilazad, and NXY-059), astrocyte

activati Oneric@hinbé.dhﬂén (o%ﬂ%i’@élbral@%?@lpgﬂﬁlts R ér@gg%efastha?uﬁlaur%ﬁldam L- 1 CAM 1
(Enli Hygan anti -1 eukocytic antib

st abi ﬁ)z af“%‘ﬁ?f"ﬁg@‘ﬁt CRERBSILQN, |(§- He 3( BPERISHB | %@?rd‘”ﬁl Br Do PEYE). gPRIGRANY f Bt or
(Fi bl ast ) conhatiorssitruavatabié-agants upe lpllWMrm metieide fradytbe waefuidsr, thestéatagens and
sel ect | Veofslh ABGHIdaE AR 0 kiclRly! ﬁ%a&a %b@em HeBifie [ dibin hRURQISA. hoT mone

and t hyr ol hor mong- mm cki ng c oun erivati ves,

t hal i doni Wigh ah'ﬂ'.z"‘tﬂ’@r RE f“@'é’gA'dnﬁ‘felﬁﬂmP&ﬁ'f"Pﬂ ‘ﬁé@e tmww H@‘e@y’ﬂa@é"'ﬁ'ﬁhl bitors
(I MAO), seemt Nalrdrid® di@r NelireAial-ikeccorpdsitknD itk BRanHl, &leaVbiiars kekiBine Gapam ne |

agoni ¢ s, t] I Ye3 and nt hase 25nodul ators.
@moﬁ%dsb‘%ow r %Ig &8 é@"rg%%gg&%nﬁg'ggﬁsusﬁse'a ?ecorﬁgeya%r%e gvesn rokae'dpatl ents
i ncl ude ca%&?mf?@mweipaﬂmueeq<erl§1p(omna®e=ovew Ippientiad ity the\iaeyte RbHspiof etroke

Ni nodi pi N@a n¥chshiaidassrivdd senRy | zi ne, Fluspirilene, |sradipine,

30Ni cardi pi ne, PY 108-068, Verapam | and Triapam|), Calcium chel ator
(DP-b99), free rad| cal scavengers (Ebsel en Tirilazad, NXY-059), GABA
receptor NgenoAist® anlnabemomsofen) , | AVPA agoni sts (ZK 200775/ MPQX),
conp ti i de trophan
T R s A O S fe4en§'ﬁt B4R begin d ddediBy rABB0E " ACEn
1021), pofoFars- %@"B@?@S%ﬂrég’ébﬁdﬂeﬁb 'I'P grrese reﬁnedgfpm\kers putiededratBi-Gr) |

Sodi um 35 channel bl ockers (fosphenytoin, 619C89), potassium channel opener
(BM5 204352, cronekal i m | evcromakal i m aprl kal im pinacidil, diazoxide,

ni cor andi In, ong aBRedINeNt, NeHreAide isansedadNagende ig ﬁaﬂ-“d\p)mrqductnlnlcbpstm form

(propent otythgrising)s heaagiohesméalesargvb (P9Hal Wﬁaao@aisagenﬂoﬁm ,co.mbfe%y el C

| ut te reIe se i itors osent an,, des ex. (ancrod
?enec epl égtéag("' @p"%ﬁ"gﬁ’sy%%e t"é%l%{sguan@yrégl %Dﬂixt?toﬁg'é {@X : >
( TNF- | i ke Milkcathizae tchot éed Sa@e RO1.67/ WPWS@GWW&@O&(@%Pew@@m& s)
receptor, of KhPrERRbY trhicdind ro?ﬂfld@m (dhﬁgrlﬁéldﬁasﬁihuﬁ r)@cmgfkkm &t Aridofhal Uissue

pl asm nogen activator or reconbi nant urokinase), ani s I ase riluzol e,
and di suf E‘ﬁpg'ﬁseé‘gdﬁﬁﬂﬂ')( RecExgBan (Bepee saMpdanpi) ANoethe Plsriteas Respweodst i mj
c, af f ei nolJigngadidng), deedaticka nioborpien@uan Kie), RedixRepygaiserioot (YSGmZ)Hnyslra&sltaft PA,

XI-_lgé ’KM%@?{@%’M& ﬁrﬂé’%’a"gg%ﬁ& ﬁgg‘i"% é‘”fg?)]%%%o?%ﬁ%%#%%%x 100,

RVX- 208, Shpnguaral W'wﬁbfiew- AqarNF@est}e Bayjspertifagiys PeBenaeng Miubkens| |
t herapy,. %mb&plaﬁ@éteﬁﬁﬂﬁl hoeY (Bt ncafdid- iADundls S1G8L Pén3). Neumdit® nidyot ect i ve

cyt oki nek V1015 B y§Qnbi ned use of
statins an“f':l-tlhgrt "s(': a bn? erot 'gf’ﬁgm?e”rcig”ng“&]? uggméer“y? opo? etin, cerebrolysin

and CDP chol i ne (cytl di ne-5' - 10d| phosphochol i ne). Conpounds for activating

pot as channel s TREK— ents used in Western medi ci ne
et it ChRIBARGST TRy de GPOREER AP TRG. TeRCh A hAPIURE (1RCR. 1. The
activati oﬁouiﬁ A?REN—IS_Lmhlaste@)efeﬁtrtﬁMn@r Pandi Rigstan JiadBang@lis mpndectred earsf f ect .

I'n addi ti gRailabh B%%er’@@ﬁy .p%rpeebe\émetpgmieloamea ﬁadnerran[.roémnanrpﬂaﬁﬁgce&rcglt ection
agai nst eg%lep\é%/ ana geg ﬁ cgj chord ischemi.a. Since NeuroAid (r)
does not SRRVt HEPRES) mecjl‘?&ﬁ' stippacea, WaNgWRRARHRIY t?‘ﬁ%tx'%"rged'?‘éﬁﬁabl e of
act i vat i nJianjireCipoCams; Rostat Baden 20038 T, RiEiks blsmyanlablelilsoed\/loleaocmmtdr(wrmmy W th
NeuroAid (r) to enhance the neuroprotective effect of NeuroAid(r). 20 One
exanpl e of a conpound that is capable of activating the potassium channels
TREK-1 is Polyunsaturated fatty acids (PUFAs). Pol yunsaturated fatty acids
are fatty acids that contain nore than one doubl e bond. PUFAs can be
categori zed as nethyl ene-Interrupted Pol yenes or Conjugated fatty acids. 25
Met hyl ene- I nterrupted Pol yenes are fatty acids that have two or nore cis
doubl e bonds that are separat ed from each ot her by a Si ngl e net hyl ene
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(DPA), Docosahexaenoic acid (DHA), d upanodonic acid, Tetracosapentaenoic
acid, A -:retracosahexaenoic acid or Nisinic acid. Exanples of Onega-6
fatty aciwe 20nedsede Wt hout linitation: Linoleic acid (lRCRSG2009/000416
Ganme- | inolenic acid (GLA), Eicosadienoic acid, Di hormgamm l'i nol eni c acid

(DALA), ﬁr@é\gélha‘?%@u %n%ﬁlje%t{bﬁ@% [?95;19 ﬁ Qﬁoutsqc& ?9 gﬁ Pept‘: ecbugl%lo(fi h|n

Docosapent aenol ¢ aC| s are a

met hyl ene("[| Biocgelisi¥avedeligs )P Singapere m§67b§eln‘éﬁ@§’§94ﬁ0a'f@@55ﬁ47%ﬁ§/)s at ur at ed.
Exanpl es of Orega-9 fatty acids include without linmtation: Oeic acid,

Ei cosenoi c acid, Mead acid, Erucic acid or Nervonic acid. WO

2010/ 053458 HETVEE2BE O mtlmeu:t@ld?mqt o ineldddsaNeyroid? mishexfosm frawttioh itiei ds t hat

have WO QfrreAl) ﬁxaﬁ@t@ﬂ %@tai’sé uFléiwélsefuiﬁ%”@lﬁmulﬁﬁ%ﬁ%fe%qéﬁfoAQ’nWH%tn%@ ?&‘t ty
aci ds include w t hout acid - Cal endi c

nmeni di c

acid, JacHMP'eals H‘a”‘ﬁteélbéaléat“é’égp'ﬁarh '?admacrfuﬁqaégé"c"@é?q th%ei M°'e?%1’ftﬁll-ﬁﬂ c acid,
Puni ci ¢ aSud futfiteiernelatians &y dfor exafale] vaay in dosage cimoBatPar the asricenteatiordof its
Bosseopen;&@@%,gd,gﬁégm 5 Some other PUFAs which are not catergorized as
net hyl ene-1nt efrupted Pol yenes or Conj ugated fatty include w thout
I i m tation: Pinolenic acid and podocarpic acid. O her conpounds t hat

gPot assi um channel s TREK-1 include 10t he
drug quaﬁhﬂfﬁéqtﬁt&t@w% u;?&s]@phosphol ids (LPLs), Caffeic Acid esters and
Xenon. Thiesthe prsgt investionnyNeatais®an e aged in camtiiiation witin oné bhmikeLagerts dt o

enhance tJ]'é’ed“iﬁlWQQérﬁtrﬁ&&uéur\éefo?ftﬁé?%atﬁi‘eni\'@fiéﬁﬁ'ed@y NP dyentofiseAdii WEstdhat i on
15The conbi natl ,on partners b(Faan)resent in a single

f or mul at | BRIGPE G Bdds r%@’eéﬁ & "?é%ﬁ?%‘? é“eIdB r WVEIHE . Medicitgn B8 di ment

t her e naydibtarysuspierasnts. Ebn toe afoidacte of AsubtEnyt aroagedt w0 \re\VestemnimedizineDve par t ner
(1) 18y GONRiHcREe EKP&S‘arﬁé?@s’LsQEE WREd.chRJntseaf%@Jké two antiplatel et
agents, or an antiplatelet agent and a neuroprotectant may be used. 20The
combi nation partners (i) and (ii) may be administered to the patient at the
same timeg( e y): a j e e ially)
and over EI F‘? rent n%)”ét%?éc:dg& é&s mCWde v\?fﬂ)l ﬁé&g ght'ctog%ﬁ;nts( hg’}m%&ng%{%@é anot her
or over | apRYndsTierealing iskeke] %’\ﬁ‘ WPW@stOF( ?O}'Vai'ﬁﬂ PPPF%'UW&‘%@‘SaYﬁﬁNﬂ st ered

in any orgdes, twdSthhe, efixivaaintdte rba@,&dhefurtk’]érlégehttslrhayzm indighck hpe a&mr.aprl ate
adm qs)tratlon [ oul the art or

o S D HAT MRS iyt S huind b SpCBDoL By De S L ¢
wel | knowas cqlinmmomnqnnead") antantlmas@)etgen prighIoulast; enpuideiptastinb @ ompmmds

factors i pgkbginggrddaea aaﬁ]b@na o aéil\%ﬁ‘ng iushbReR ﬁﬁ@m m.pnatb@t in
particular co

adni ni st r SIT '°b&ﬂb?%?"tﬁ8%9“ﬁ‘?t aaﬁat'pifttﬁs&m &P’ﬂB‘Eatﬁ’Bu“ﬂ‘g aS’C?“é‘H’ﬁ‘it"rﬁtaé‘f éfed
concurr enarhtyolatém i @mibmadtian withcd cangredsd feairsatingl sttakenamarttipletelebin copbinatih r anges
of efjgct| Mﬂ?a @6?9%5& fo‘?fact%% &%@H%%ﬂénn&eé 'I'WEkhl' Bn o§§i1|aln m%mBi*ﬂﬁnoﬁr t. The

dosage woul simlar dm ni st ered F'ﬁc IS used w thout
Neur oAi d( Y")‘h a DB'érafg‘J@te%tPr’Hu?ﬂ §““F6§9“{3P*C'P Spreingtien é{‘ﬁﬂ af"GF"Pa‘l‘ P'i tﬂ%?ﬁ?ﬂ grokg:e
descri bedan lnttcb&gul%hyiﬁ icomBination bE ks c3bpdiek dsressivatingsotassmidaags TREXINt S f or
ot her ant C . pirin
Por tho | aRelpiokafn BRERARNLE BRocBIER! SeplRERagR: ITHIRbRGInERP 1) 1
and gener 89MEinatigh yéh fr cpmPawrsuior adivatingPoiaseium %‘EE‘%T'B%K-WQWF"WC’ é@(arrpl e, a
; gg mu@t i ﬁgagiﬁgxétr@@nh @bmbnaa@utwntammp%&m?ﬁggml Sﬁézﬁﬁsﬂﬁ ,chd®&IsTIREK300 N,

ng or
Neor 0 475 s kTP et ARG RE SR PRI AT ERBBEL 0. 4
capsul es) Bembiatioaiedth 2 anitireagulantdand. a Fompeuati fentreating tsnolswvahlamwlatglet in

difficult b&ﬁbméinépw Sﬁarﬁfﬁ&adﬂ%npﬂﬁ%nﬁa%dﬁ@m&anﬂ b&hﬁﬁhnﬁ &aWﬁél@fRElhat can
be drunk as suc astric se of

obout -4 83 TRBRGEEs s ARt WA BT G 2 T Peic € (AT SHRe of
Neur 03 de a cantiplatelehdén combipefiint witin zacewppibtegattoarfd e atyopeeind i for abtiveting2g t o
8g; 39 topgtg55|u4rg cFQ\n@lQ TR‘EK25§E Qntnﬁlatzég in élon';_?%nétlgn @ltgsﬁ;coﬁpoﬁﬁde%? tradfing?- 69 to

4.10g; or 4./g t ‘dai | y dose" can be a sin t or capsu e
etc. or nﬁi"f“iep?’é’ ?&BP"@?@"ofPr @atﬂémgeeot%iswm Flpnpels tT; LA antigprauiantyisy .

Sui t abl y, cbhsingtionmas iat ieQroprteetintiantida tangddund o treating rstrokea lah Vanticb8dutand me
enbodi nmen r r) t

Typi cal |y camEBTisnSab S elioplBECid s o BEIRY chhd RRHbp RS

t herapeutic wi ndow is required but addltlonal courses can be added even
after a few days of treatnent cessation. Hence, in one enbodi nent, each
Neur oAl d(r) treatnent |asts about 12 weeks. |In another enbodi nent, the
treatment course of NeuroAid(r) (or other conposition according to (i)
above) is about 4 to 1524 weeks; 7 to 16 weeks; 9 to 15 weeks; 10 to 14
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25  These agents differ in the way in which they prevent platelets from clumping: for example,
Aspirin (Cyclo-oxygenase inhibitor) blocks thromboxan A-2 by inhibiting the enzyme cyclo-
oxygenase-1 (COX-1), the thienopyridine derivatives (ADP inhibitors) block the adenosine
diphosphate (ADP) receptor on the surface of platelets membrane, and glycoprotein 11B/lla
inhibitors prevent platelet aggregation by inhibiting a different receptor at the surface of

30 platelets (the attachment of glycoprotein lIb/llla to its receptor is the final step in all pathways
that cause platelets aggregation).

{
S

One or more antiplatelet agents can be employed in the present invention, for instance, a
combination of, for example, 2 or 3 or more antiplatelet agents may be employed.

35
Anticoagulant therapies

Antiplatelet agents are part of anticoaguiation therapies. There are two other groups of
anticoagulant agents which may also be employed in the present invention:
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Pooling Analysis of Cinical Trials (2002) Stroke 33:2850) idocunents the
ability of Cticoline to inprove conplete recovery at 3 nonths. A first
conpar at i Gemppuntls foetréatingstioken t he PRC i nvol ved 150 subjects treated with

Gticoli n%ompounds used to treat human stroke patients include Calcium Channel Biockers (D-600,

Diitiazem, Nitrendipine, Nimodipine, Nifedipine, Flunarizine, Fluspirilene, Isradipine,

30 Nicardipine, PY 108-068, Verapamil and Triapamil), Calcium chelator (DP-b99), free radical
scavengers (Ebselen, Tirilazad, NXY-059), GABA receptor agonists (Diazepam, Baclofen),
\_fﬁ\MPA agonists (ZK 200775/ MPQX), competitive NMDA antagonists (aptiganel / cerestat, CP
E‘101,606, dextrophan, MK 801/ dizociipine, remacemide), glycine site antagonists (GV
150526, ACEA 1021), polyamine site antagonists (eliprodil), growth factors (bFGF), Sodium

35 channel blockers (fosphenytoin, 619C89), potassium channel opener (BMS 204352,
cromakalim, levcromakalim, aprikalim, pinacidil, diazoxide, nicorandil, minoxidil), piracetam,
adenosine transport inhibitor (propentofylline), gangiiosides GM (non NMDA antagonist),
presynaptic glutamate release inhibitors, clazosentan, desmoteplase, viprinex (ancrod),

tenecteplase (TNKase; Metalyse), alteplase, cyclic nitrones, TWEAK (TNF-like weak inducer
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First (9
(%9 neuroprotective effect of NeuroAid®.

20
One example of a compound that is capabie of activating the potassium channels TREK-1 is
Polyunsaturated fatty acids (PUFAs). Polyunsaturated fatty acids are fatty acids that contain
more than one double bond. PUFAs can be categorized as methylene-Interrupted Polyenes
or Conjugated fatty acids.

25

Methylene-Interrupted Polyenes are fatty acids that have two or more cis double bonds that
are separated from each other by a single methylene group. The essential fatty acids are all
omega-3 and -6 methylene-interrupted fatty acids. Examples of Omega-3 fatty acids include
without limitation: Alpha-iinolenic acid (ALA), Stearidonic acid (STD), Eicosatrienoic acid
30 (ETE), Eicosatetraenoic acid (ETA), Eicosapentaenoic acid (EPA), Docosapentaenoic acid
(DPA), Docosahexaenoic acid (DHA), Clupanodonic acid, Tetracosapentaenoic acid,
\_Ayz%Ietracosahexaenoic acid or Nisinic acid. Examples of Omega-6 fatty acids inciude without
EIimitation: Linoleic acid (LIN), Gamma-iinolenic acid (GLA), Eicosadienoic acid, Dihomo-
gamma-linolenic acid (DGLA), Arachidohic acid (AA), Docosadienoic acid, Adrenic acid,
35  Docosapentaenoic acid or Osbond acid. Omega-9 fatty acids are also methylene-Interrupted
polyenes, and may be monosaturated or polysaturated. Examples of Omega-9 fatty acids
inciude without limitation: Oleic acid, Eicosenoic acid, Mead acid, Erucic acid or Nervonic

acid.
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Conjugated fatty acids are fatty acids that have two or more conjugated double bonds.
Examples of Conjugated fafty acids include without limitation: Remenic acid, a-Calendic acid,
B-Calendic acid, Jacaric acid, a-Eleostearic acid, B-Eleostearic acid, Catalpic acid, Punicic
acid, Rumelenic acid, a-Parinaric acid, B-Parinaric acid, Bosseopentaenoic acid.

Some other PUFAs which are not catergorized as methylene-interrupted Polyenes or
Conjugated fatty include without limitation: Pinolenic acid and podocarpic acid.

Other compounds that may be capable of activating the potassium channels TREK-1 include
the drug Riluzole (Rilutek®), Lysophospholids (LPLs), Caffeic Acid esters and Xenon. These
compounds may also be used in combination with NeuroAid ® to enhance the
neuroprotective effect of NeuroAid®.

Modes of Administration

The combination partners (i) and (ii) may be present in a single formulation or may be present
as separate formulations. in one embodiment there may be a synergistic effect. As mentioned
above, combination partner (ii) may comprise more than one agent, for example, two

antiplatelet agents, or an antipiatelet agent and a neuroprotectant may be used.

The combination partners (i) and (ii) may be administered to the patient at the same time (e.g.
simultaneously) or at different times (e.g. sequentially) and over differént periods of time,
which may be separate from one another or overlapping. The combination partners (i) and (ii)
may be administered in any order.

The combination partner (i) utilized and the appropriate administration route and dose. level
will be knbwn to those in the art or could be readily determined by one skilled in the art.
Typically, as is well known in the medical art, dosage regimens may depend on various
factors inciuding the patient's size, body surface area, age, the particular compound to be
administered, sex, time and route of administration, general health, and other drugs being
administered concurrently. While individual needs vary, determination of optimal ranges of

effective amounts of each component is within the skill of the art. The dosage would be

gimilar to that administered when the agent is used without NeuroAid®.

Dosage amounts for ticlopidine and for dipyridamole are described in the Physicians' Desk
Reference, as are dosage amounts for other antiplatelet and neuroprotectant agents. Dosage
amounts of aspirin for the indicated effects are known to those skilled in the medical arts, and
generally range from about 20mg to about 325 mg per day. For example, a formulation may
contain about 20mg, 30mg, 80 mg, 160 mg, 250 mg, 300 mg, 325 mg or 350 mg of aspirin.
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Aspi rin aprengnddimient] eachONddroRid® treatment lasts about 12 weeks. In another embodiment,

the treatment course of NeuroAid® (or other composition according to (i) above) is about 4 to
15 24 weeks; 7 to 16 weeks; 9 to 15 weeks; 10 to 14 weeks; or 11 to 13 weeks.

In instances of ischemic stroke, treatment with anti-platelet drugs usually commences as soon
as possible after onset of stroke symptoms while in instances of haemorrhagic stroke,
anticoagulation treatments such as Coumadin or Heparin, are highly contra-indicated and

20  discontinued immediately if they were part of patient's usual treatment. Protamine and vitamin
K may be given to reduce bieeding in patients with anticoagulant-induced bleeding.

In addition to combination partners (i) and (ii), other compounds may be administered, for
example, proton pump inhibitors such as Nexium, Protonix and Aciphex. Daily doses of

25 proton pump inhibitors are typically administered to reduce the risk of ulcer development and
bleeding in patients under long-term low-dose aspirin or antiplatelet therapy.

BRIEF DESCRIPTION OF DRAWINGS

30 * Figure 1 Phase Il ciinical trial results on use of NeuroAid® versus BNJ (a) Neurological deficit
iimprovement (DTER scores) before and after treatment with NeuroAid® or BNJ (b) Functional

\tgutcomes before and after treatment with NeuroAid® or BNJ.

* Figure 2 Phase Ili clinical trial results on use of NeuroAid® versus BNJ (a) Neurological deficit
35  improvement (DTER scores) before and after treatment with NeuroAid® or BNJ (b) Functional
outcomes before and after treatment with NeuroAid® or BNJ.
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hours 38. Izigﬂ-re+3 élirl?é%ygtﬁdy results on the interaction between NeuroAid® and aspirin in healthy

volunteers and its effect on blood pressure. (a) systolic blood pressure (b) diastolic blood
pressure.

S *ForFigures 1 and 2:
Level of severity of stroke (DTER scores) = LOW, MILD, COMMON, SEVERE

Functional outcomes: 0 pts = able to take care of oneself and speak freely; 2 pts = able to live

independently and to do some simple work with some incomplete functions; 4 pts = able to walk

and take care of oneself but must be helped partially; 6 pts = able to stand and take a step but
10 must be taken care of at all times; 8 pts = confined to bed.

EXAMPLES

In the following examples, tables and drawings, the term “NeuroAid® refers to a composition
that is the same as NeuroAid®.

15
EXAMPLE 1
Phase |l trial: NeuroAid® versus Buchang Naoxintong Jioanang (BNJ)

A randomized, double-blinded, stratified, control design was adopted for the clinical trial on the
efficacy of NeuroAid® in treating patients suffering from apoplexy compared to BNJ which is
20 known for its effectiveness in treating patients suffering from apoplexy (see Example 3). A total of
200 subjects were involved; 100 cases were treated with NeuroAid® while 100 cases were
treated with BNJ (control). BNJ is produced and provided by Xianyang Buchang Pharmaceutical
Co., Ltd. Four capsules of each drug were administered 3 times daily, with each course of

treatment lasting 4 weeks.
25

The evaluation criteria for neurological and functional recovery from apoplexy (DTER scoring
diagnostic standard) and TCM symptom therapeutic effects (TCM diagnostic symptom scoring
standard) were assessed in accordance with the Clinical GUiding Principles for the Treatment of
Apoplexy with New Chinese Herbs promulgated by the Ministry of Health of the PRC in 1993.
30  Severity of symptoms in the DTER scoring standard was classified according to 4 levels
(SEVERE, COMMON, MILD and LOW) while functiona! outcomes were classified in points from

‘Oto 8.

The data (Figure 1) demonstrated NeuroAid®s clinical efficacy and superiority in improving
35 patients’ neurological deficit and functional (autonomy/dependency post-stroke) outcomes versus
that of the control treatment BNJ.
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EXAMPLE 2
Phase lll trial: NeuroAid® versus BNJ

A randomized, double-blinded, stratified, control design was adopted. A total of 405 subjects
were involved, where 300 cases were treated NeuroAid® while 105 cases were treated with the

5 control drug BNJ produced and provided by Xianyang Buchang Pharmaceutical Co., Ltd. Four
capsules of each drug were administered 3 times daily, with each course of treatment lasting 4
weeks.

The evaluation criteria for neurological and functional recovery from apoplexy (DTER scoring
10 diagnostic standard) and TCM symptom therapeutic effects (TCM diagnostic symptom scoring
standard) were assessed as in the Phase Il trial.

The data (Figure 2) demonstrated that NeuroAid® was superior to BNJ in improving the patients’
neurological deficit particularly in helping patients recover from their hemi-paralysis. With regard

15 to functional outcomes, even if NeuroAid® failed to demonstrate any superiority to BNJ, both
treatments had comparable effect and about 50% of the stroke patients included in the study
returned to a functionality dependent state after 4 weeks of treatment (comprehensive function
score similar to Rankin score used in the West equal to 0 or 2).

20  No adverse effects of treatment with NeuroAid® were observed in the Phase Il or Phase Il trials.
The finding of a broad therapeutic window (>14 days after stroke onset) in both trials also gives a

huge advantage over fibrinolytic agents, which have to be given within the first 3 to 6 hours.

EXAMPLE 3
25  Comparative study on efficacy of BNJ versus Citicoline and aspirin

A randomized, double-biinded, stratified, control design was adopted for the comparative study
on the efficacy of BNJ and Citicoline in treating patients with apoplexy. Citicoline is the only
putative neuro-protectant that has shown results in Western randomized, double-blinded ftriats
given within 24 hours after symptom onset. Davalos et al. (Oral Citicoline in Acute Ischemic
30 Stroke. An Individual Patient Data Pooling Analysis of Clinical Trials (2002) Stroke 33:2850)

5 .documents the ability of Citicoline to improve complete recovery at 3 months.

A first comparative study performed in the PRC involved 150 subjects treated with Citicoline
(0.5g 1V) for 15 days in combination with a TCM (Xueshuantong) and 160 subjects treated with

35  Citicoline (0.5g IV) for 15 days in combination with Xueshuantong and BNJ. The latter group
treated with BNJ showed improvements in scores on a neuro-functional defects scale, plasma
viscosity level and cholesterol ievel.
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Citicoline (CDP-choline) is a key intermediary in the biosynthesis of phosphatidyicholine, an
important component of the neural cell membrane that stabilizes cells membranes and inhibits
the formation of cytotoxic free fatty acids. it has been shown to produce beneficial effects in
both animai models and clinical stroke trials. A significant difference between the groups,
10 favoring citicoline treatment, was seen in terms of functional outcome as measured by the
Barthel Index and Rankin scale, neurologic evaluation as measured by the National Institutes
of Health (NIH) stroke scale, and cognitive function as measured by the Mini Mental Status
Examination. 'As efficacy trials on Citicoline have been demonstrated to be superior to the
placebo, it can be inferred from the above two comparative studies that treatment with BNJ
15 would likewise be superior to a placebo.

EXAMPLE 4
Safety Study: Phase IV open-label study on effect of NeuroAid® on hemostasis

Blood samples of 30 healthy individuals were collected before they received NeuroAid® and 2
20 and 8 hours after NeuroAid® initiation (4 capsules). Five coagulation tests were performed on the
blood sampies.

Table 1.
Quick Prothrombine Time
Biood Sampling First (%) Second (%) Third (%)
Average 12.75 12.71 12.92
Std Deviation 0.68 0.72 0.67
Activated Partial Prothrombine Time
Blood Sampiling First (%) Second (%) Third (%)
Average 37.64 37.15 38.66
;Std Deviation 4.28 4.44 4.26
! ;ibﬁnogen
Blood Sampling First (%) Second (%) ' Third (%)
Average 2.98 3.05 3.06
Std Deviation 0.61 0.59 0.57
Platelet Aggregation
Blood Sampling First (%) Second (%) Third (%)
Average 63.01 62.19 61.52
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2010/ 053456 Pegy S@E%Ig?(b@(ﬁri@' stgdy was conducted on 11 healthy volunteers receiving

10 NeuroAid® treatment (12 capsules per day) and aspirin (ASA 300mg per day) from day 1 to day

5, and 11 healthy volunteers receiving aspirin alone (300mg per day) from day 1 to day 5. Blood
samples of the subjects were collected before they received treatment and 2 and 8 hours after
treatment initiation. The blood samples were analyzed with the 5 coagulation tests, namely quick
prothrombine time, activated partial prothrombine time, fibrinogen dosage, platelet aggregation

15 and D-dimer, to identify the coagulation mechanisms triggered by potential interaction between
NeuroAid® and aspirin. Biood pressure of the 22 subjects was also measured before treatment,
and 2, 4, 6 and 8 hours after treatment initiation.

Results of this trial show that NeuroAid® can be safely associated with aspirin and does not have
20  any interaction with aspirin regarding blood coagulation (Table 2) and biood pressure (Figure 3).

Table 2.

Quick Prothrombine Time (Seconds)

Aspirin alone Mean
T=0 : 12.9
T+ 2 hours 12.6
T + 8 hours 12.4
Aspmn + NeuroAid® Mean
T=0 12.7
T + 2 hours 12.6
T + 8 hours 12.4
Activated Partial Prothrombine Time (Seconds)

Aspirin alone Mean
T=0 38.8
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Platelet Aggregation (Percentage)

Aspirin alone Mean

T=0 62.82

T + 2 hours 62.87

T + 8 hours 48.01

Aspirin + NeuroAid® Mean

T=0 61.82

T + 2 hours 58.28

T + 8 hours 46.98

D-Dimer (uG/L)

Aspirin alone Mean

T=0 0.16

T + 2 hours 0.16

T + 8 hours 0.16

Aspirin + NeuroAid® Mean

T=0 0.13

7, T+ 2 hours 0.09

T + 8 hours 0.15

EXAMPLE 6

Safety Study: Pilot open-label study on potential interaction between NeuroAid® and

Western drugs in ischemic stroke patients and its effect on hemostasis and blood

5  pressure
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A pilot open-label study was conducted on 10 ischemic stroke patients within the first week of the
onset of stroke (early phase). The test patients were selected based on the following criteria:

a) aged above 18 years old;

b) have had a cerebral infarction with compatible imaging on Computed Tomography (CT) scan
or Magnetic Resonance Imaging (MRI); and

c) the time window between stroke onset and the open-label study was iess than one week,

Conversely, patients that were excluded from the study include:
a) female patients who were pregnant, lactating or nursing;

b) patients showing signs of intra-cerebral hemorrhage on brain' Computed Tomography (CT)
scan or Magnetic Resonance Imaging (MRI);

¢) patients having a history of easy bruising or blood coagulation disorders;

d) patients receiving other Traditional Chinese Medicine than NeuroAid®:

e) patients who received thrombolysis;

f) patients who have used NeuroAid® within a 3-month period prior to screening and enroiment in
the open-label study.

Each patient received 4 capsules of NeuroAid® 3 times a day for one month in addition to the
other Western medicine the patient was receiving. The Western medicine includes platelet
aggregation inhibitors, nitrates, oral anti-hypertensive drugs, lipid reguiating drugs, oral anti-
diabetic, or anti-convulsant drugs.

Safety assessment tests were performed on blood samples coliected from the test patients at
three intervals: a) before NeuroAid® intake (to form the baseline); b) 1 week after NeuroAid®
initiation; and c) 4 weeks after NeuroAid® initiation. The blood samples were analyzed using the
following hematology and biochemical laboratory analytical tests:

a) Prothrombine Time (PT),
b) Activated Partial Prothrombine Time (APPT);
c) fibrinogene dosage;

d) platelet aggregation;

e) D-dimer test;

f) blood cell count;
g) creatinine;

h) SGOT SGPT;
i) glycemia; and

j) CRP-C-reactive protein.
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The results of the open-label study (Table 3) demonstrated that NeuroAid® does not have any
effect on renal and hepatic functions, glycemia, and C-Reactive-protein when used in
combination with Western medicine for managing risk factors of secondary stroke. For example,
in the five coagulation tests (Prothrombine Time (PT), Activated Partial Prothrombine Time
(APPT), fibrinogene dosage, platelet aggregation, D-dimer test) performed on Patients 4 and 5
(both receiving NeuroAid® and four different types of Westemn medicine) (Table 3, columns 5
and 6), the test readings taken 1 week and 4 weeks after NeuroAid® initiation do not differ
signiﬁcantiy from the baseline readings taken before the start of NeuroAid® intake.

The statistical analysis of the readings for the open—label study (Table 4) also show that the
readings from all 10 patients do not differ significantly from the mean values. For example, in
the Prothrombine Time (PT) test, the Standard Deviation (SD) values after 1 week and 4
weeks of NeuroAid® initiation are 1.09 and 0.77, respectively, which do not deviate
significantly from the baseline value of 0.88. Similarly, in the fibrinogen dosage test, the
Standard Deviation (SD) values after 1 week and 4 weeks of NeuroAid® initiation are 1.22 and
1.11, respectively, which do not deviate significantly from the baseline value of 1.13.

Hence, the results of the open-label study further demonstrated that NeuroAid® can be safely
used in combination with Western medicine such as platelet aggregation inhibitors, nitrates, oral

anti-hypertensive drugs, lipid regulating drugs, oral anti-diabetic, or anti-convulsant drugs.
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Table 4.
MEAN SD - SD + SD
F=5 M=4
65.11 53.24 76.98 11.87
3.33 0.94 5.73 2.40
Y=5 N=4
7.1 0.86 13.36 6.25
4.89 -0.17 9.95 5.06
4.11 -0.37 8.60 4.48
3.11 1.57 4.65 1.54
222 0.83 3.62 1.38
1.78 0.21 3.34 1.56
13.04 12.17 13.92 0.88
12.50 11.41 13.59 1.08
12.41 11.64 13.18 0.77
30.96 28.70 33.21 2.26
32.10 29.17 35.03 2.83
30.68 28.87 32.48 1.80
410 2.97 5.23 1.13
403 2.81 5.25 1.22
4.06 2.95 5.18 1.11
63.61 54 .67 72.55 8.94
52.31 40.68 63.94 11.63
48.44 36.31 60.58 12.14
0.25 0.08 0.42 0.17
0.45 -0.12 1.02 0.57
0.49 -0.23 1.22 0.73
13.87 9.75 17.98 4,11
\__" 20.80 11.13 30.47 9.67
’ 17.77 10.48 25.06 7.29
19.14 9.03 29.26 10.11
18.09 12.00 24.18 6.09
16.12 12.26 19.99 3.87
5.88 3.60 8.16 2.28
5.21 3.44 6.98 1.77
T 4.91 3.81 6.02 1.10
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70.56 48.97 92.14 21.58
75.56 55.81 95.30 18.75
67.89 48.94 86.84 18.95
442 3.87 4.96 0.55
4.51 4.00 5.02 0.51
4.56 4.01 511 0.55
90.71 85.73 95.70 499
90.93 86.00 95.86 493
90.09 84.36 95.82 573
6.63 4.33 8.94 2.30
5.88 4.10 7.65 1.77
- 6.68 3.79 9.57 2.89
4.67 2.83 6.51 1.84
4.10 2.43 577 1.67
4.43 2.43 6.44 2.01
1.41 0.65 2.17 0.76
1.68 0.77 2.59 0.91
1.74 1.01 2.48 0.74
0.31 0.15 0.47 0.16
0.29 0.15 0.43 0.14
0.34 0.19 0.50 0.15
0.1 0.05 0.17 0.06
0.13 0.08 0.18 0.05
0.13 0.06 0.20 0.07
0.03 -0.02 0.08 0.05
0.02 -0.02 0.07 0.04
0.04 -0.01 0.10 0.05
139.56 123.41 155.70 16.15
142.89 128.42 157.36 14 .47
143.67 126.96 160.38 16.71
39.96 35.65 4426 4.31
41.71 37.19 46.23 4.52
40.99 36.58 45.40 4.41
2.04 -0.49 4.57 2.53
1.90 -1.73 5.54 3.63
1.06 -0.61 2.73 1.67

0.03
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EXAMPLE 7

Effect of NeuroAid® on specific potassium channels

NeuroAid® powder was dissolved in distilled water at a concentration of 1 pg/ml. After 30
5 minutes infusion, the liquid was filtered on a'0.22um filter.

Cos-7 cells, cultured in Dulbecco’s Modified Eagle Medium (DMEM; Gibco, Invitrogen, San
Diego, CA) supplemented with 10% fetal bovine serum (Perbio, Thermo Fisher Scientific inc. ,
Waltham, MA), 100 U/ml penicilin and 100 ug/m! streptomycin (Gibco, invitrogen, San Diego,

10 CA) in a humidified incubator with 5% CO, at 37°C, were used for electrophysiological
procedures. Cells were transfected using DEAE-Dextran (Sigma-Aldrich Corporation, St-Louis,
MO) with 0.5 pg of TREK 1 or TREK 2 cloned in pIRES-EGFP piasmid (Clontech Palo Alto, CA)
expressing the green fluorescent protein.

15 Recordings were realised 48 hours after transfection. For electrophysiological recordings, the
internal solution contained 155mM KCI, 3mM MgCl, , 5mM EGTA and 10mM HEPES (Sigma-
Aldrich Corporation, St-Louis, MO) at pH 7.2 with KOH and the external solution contained
150mM NaCl, 5mM KCI, 3 mM MgCl,, 1mM CaCl, and 10mM HEPES at pH 7.4 with NaOH.
Effects of NeuroAid® on TREK currents were measured on whole-cell currents, elicited by

20  voltage ramps (from -100mV to +100mV, 1.5 seconds in duration) before and during application
of NeuroAid® (5 minutes). TREK 1 and TREK 2 currents were not different before and after 5
minutes of NeuroAid® application, comparing with control cells transfected with EGFP only.

The results show that NeuroAid® does not have any effect on potassium channels TREK-1.

25 Hence, the results suggest that agents that activate potassium channels TREK-1 and NeuroAid®
have different mechanisms and different targets. Accordingly, it may be beneficial to combine
agents that activate potassium channels TREK-1 with NeuroAid® to enhance the neuroprotective
effect of NeuroAid®.

30 It will be understood that the invention has been described by way of example only and

;modifications may be made whilst remaining within the scope and spirit of the invention.
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CLAIMS
1. A composition comprising:

(A) at ieast one of the following components: DanGui, Honghua, Taoren, and
Deer Horn; and

(B) at least one of the following components: Radix Astragali root (Membranous
Milkvetch root or Huang Qi), Radix et Rhizoma Salviae Miltiorrhizae root (Red
Sage root or Dan Shen), Radix Paeoniae Rubra root (Red Peony root or Chi
Shao), rhizome of Ligusticum Chuanxiong (Chuan Xiong), Radix et Rhizoma
Notoginseng (Sangi), Cortex moutan (Peony or Mudanpi), Wood of Odoriferous
Rosewood (Jiang Xiang), dried body of Scorpion (Quan Xie), Radix Polygalae
root (Yuan Zhi), Grassleaf sweetflag rhizome (Shi Changpu), Leeches (Hirudo or
Shuizhi), Ground Beetle. (or Tu Bie Chong), Natural or Artificial Cow-bezoar
(calculus Bovis artifactus or Rengong Niuhuang), Gambirplant stem with hooks
(Ramulus uncariae cum uncis or Gou Teng).

A composition as claimed in claim 1, wherein for (A), the composition comprises
at least 2, 3 or 4 of DanGui, Honghua, Taoren, and Deer Horn.

A composition as claimed in claim 1 or claim 2, wherein for (B), the composition
comprises at least 4, 5, 6,7, 8,9, 10, 11, 12, 13 or 14 of the components.

A composition as claimed in claim 1 or claim 2 or claim 3, further comprising an
agent used in Western medicine for the treatment of cerebral stroke, heart stroke,
neurodegenerative diseases, brain frauma, nervous system trauma or conditions
related to neuroplasticity.

A composition as claimed in any one of the preceding claims, wherein any one of
(A) and (B) are present as separate formulations. '

A composition as claimed in claim 4, wherein any one of the composition and
Western medicine are present as separate formulations.

A composition as claimed in any of claims 4 to 6, where the Western medicine is
selected from the group consisting of Caicium Channel Blockers (D-600,
Diltiazem, Nitrendipine, Nimodipine, Nifedipine, Flunarizine, Fluspirilene,
Isradipine, Nicardipine, PY 108-068, Verapamil and Triapamil), Calcium chelator
(DP-b99), free radical scavengers (Ebselen, Tiritazad, NXY-059), GABA receptor
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A nervous system trauma and conditions related to neuroplasticity.

11. Use of the composition as claimed in any one of claims 1 to 3, in the manufacture

35 of a medicament for treating a patient having a condition selected from the group
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nervous system trauma and conditions related to neuroplasticity, where the

patient also receives an agent used in Western medicine for the treatment of
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B 14. A product comprising:
(i) a composition as claimed in any one of claims 1 to 3;
35 (i) an agent used in Western medicine for the treatment of stroke, for
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a cerebral stroke, heart stroke, neurodegenerative diseases, brain
trauma, nervous system trauma or conditions related to neuroplasticity;

and



nervous systemtrauma and conditions related to neuroplasticity, where the
patient also receives an agent used in Western nedicine for the treatnent
of WO 204:0/200245668CT/ SG2009/ 000416 29 patients with cerelsahomonoke, heart
stroke, neurodegenerative di seases, bwain trauma, nervous systemtrauna or
conditions rel at t o, e of claim1l, wherein said
West ern nedi ci neﬁ?s seﬂgﬁlg@sﬁ%ﬁﬁ{Ogusge:%ltjhgbgdg%nm sting of Cal ci um Channel
Bl ockers (D-600, Diltiazem N trendipine, N nodipine, N| f edi pi ne,

Fl unari zi ne,; Fl uia% éﬂoh%?%%gl}aﬂe%qh ?H&?b@%h%%f déé?d \% étgéne lggglecty(?r apam !

1
and Tri apamni ?) ator e radr Scavenger s

(Ebsel en, Tiril afem, thaporoups ognsistipg & rleaiciym cﬁhamfd)rﬁ'%qurs( (B-80% RiHgzeBac| of en) ,
AVPA ggoni st s (Ziﬁutrzﬂ&ianﬁé/ NR63Dine, C NiB@ibihd, \mnm arfudgmendt ssradibifeapt i ganel

| cerestat, 1,606 VK. 80 d| z L ne e)
gl ycine si te ant BRIPLES 9%@5%@%% % dﬁc'u%b%eéggqpsrgg%t agoni st's
(eliprodil), grofehn ra‘d@et@ﬁ!ﬁr@bﬁ@ﬁ?sel@oﬁhﬂ@mdcmﬁém @P@(Akrsti@tc(rfaggfpﬁ%nyt oi n,

619C89), potassi miébarnn@ic»&aﬁnmp/t BY6nistd 352 o7¢5mtf&t<>ql bmpet.@\éwmkal im
apri kalim pinacidil

adenosi ne 15 traRRBoFsty %Hﬁ'gﬁf‘%c{rce eﬁagrggb ?%Wl ?ﬁt(g?phaaa%élq%és &‘”@vl (non
NVDA Hnt agoni st ) remacemigapplycioe giteudrsapahists (B 888526 ACEAI 02)1r),spolyah1mcs&Ient an,
desnot epl ase, Vi Rrbagd B V\%EA&Fo?}E}? &Jsa&ﬁf ZN'éééﬁm '\éﬁérﬁa'eb’ Sdckers

al teplase, cyclic n {rones I ke weak inducer t05| S)
recept or, thronbdPSRERACH. r%ﬁ?ﬁ%nf’%‘aistﬂ"bﬂi%a‘ﬁé’pe%et’ K%’}ﬂ?cﬂ?ﬁ%émﬁ{a PR/ tissue
pl asm nogen acti vabmmamtumr apakatiin ginacidl) diaeodden asepndila mirkixidd)p lpesetant, i | uzol e,
and di sufenton s 9) n F I stinm,
caffeinol (caff e%ﬁéen% anof"?ﬂr}t enﬂngggrd&?o%@ﬁtﬁ@ﬂn g%ﬁqgs'&géﬁl (nngM%R

V- 1018, HTUPA, <Splgenisy, Piesyreticdtidrmats eierse inhaii@s gizossatan %TS@P‘aiﬂ_ 208,
KN-38- 7271, phri dpnadx Gn@bds EHh@&t@pladﬁeﬁNRQ@metal)@paaaﬁése Rzt Hil@nesRVX 208,
SUN- NA0O57, SUN-N8O75, TAT-NR2B9c, GL.P- - expressing stem apy,
Voo 1 (SA 4503 ABEAKGAEKS wREK btss' o ouBsEnT JIqEDYR? ErmeRs

cyt oki nes (Lu- AAZ44Qsbse, Mﬂéﬁﬂo’iﬁa?& Q-P(aBBtigedd DhasmihBisHe Bitivatop BP rdtefbiHaR Of

statins and ot her hoI ster over | dru hr o letl C rolysin
and CDP-chol i ne (u((%/ reaiaf)efto uﬁ%‘&ho?l ne%'sug%ﬁ?f?) s?’ﬁe us gf erizslsgi m 11,

wher e2h sai d V‘éstcemdesartadl Mﬁ@o (%%ﬁp%braétm)f cafieineMazffeing+etbaned s¢ngpadithannel
TREK-1. 14.A pr Ow&iﬁzmrsbﬁélﬂihﬁm)&"FDQST@Q#LIPMO%IL% ﬁl:laidt&dsldh@@ one of

Ctroke, for o mressnanet 6o ALele fh-SETE PP Sohtehth MelaokbRon or

stroke, for S|nul
patient with a cedNdR2i1, BGXeI0O, RHUEA0E, SUN-NAS7, BNNSOEyandrNRIBIe @iFseases,
brain trauma, NErAHRsSHPHEMCEE IRy AscC Jsbmw&s@taﬁqm.ezo S0
neuropl asticity; 2010/ 053456P )’SGZOO 000416 30 (iLii %optl onal |

i nstrétions for 43%e tigtue RECIRRINR uptokings L‘l"l‘fé‘zﬁgaﬁuc\!t 23 &r Qi 4RBH101R3. cI ai m
14, wherein sai d TAPge®r rombided i use bfS steihse @he Chtiigr ocholestergr lowgringodsigst i ng of
Cal ci um Channel t di pi ne,

Ni f edi pi ne, Fl uanai:'l r’ﬁ'grlgﬁcgémﬁ’eqp%gﬁdﬁed&f%@é %mhltn,g%rllﬁcar P&nthPY 108- 068,
Verapam | and Tri apam I ) Cal cium chel ator (DP-b99), free radl cal

scavengers ( bselgn I i azepam
Bacl of en) , A a-ghorﬁJI Odf' a($ %éﬁgﬁd%frp fﬁ’&?r%%ﬁd ﬁ%?eﬁl vedﬁlﬁ/%% C%hfbéégm sts
(apt i é@mel / cer eastivting Erassom ggenel {RRK-1ophan, MK 801/ di zocil pi ne, 10
remacem de), glycine site antagonists (GY 150526, ACEA 1021), pol yam ne
site antagonists (eliprodil), growth factors (bFGF), Sodium channel

bl ocker s tf oFphenfy kibfon tre®ing @3gifient fejt cacasetrmhstivien hear Wioks euOBMBNIBNES2,
cromakal i'm | ever samkayl | ghin apdinke! hdRouli §aehivhumsli &2 edddiBns NbigRE aRdi |

m noxidil), piracetam adenosine transport i nhi bitor (propentofylline),
gangl i osi des GM (’F?Hﬁ’nkﬁfﬁ)ﬂ’i K OISt ), presynaptic gl utamate rel ease

i nhi bgsors, cl azogent adconijsitd £ndiaMed indhpsrie? Klakdnabadind t enect epl ase

( TNKase; I\/bt al yseé al te@I ase, cyclic nitrones, TWEAK (TNF-1ike weak

i nducer of apoptodl s) PEUEIANSfor 2PMNSIAEEY SAT PP RN RABRELEE ur oki nase,
strept oki nase, t-PA / tissue plasm nogen activator or reconbi nant

ur oki nase), ani st rePI ase, riluzole, and disufenton sodi um (NXY 059), 20
candesart an, 18ax- 20 ?SCQQ'ISPS’ '”Pfq'r@%s)’t'tefﬁn the it fEheR 6PMRISES f ei ne+et hanol ),
enecadin, mcroplasmn, sonolysis + tPA, V-10153, HTUPA, solulin,

pi cl ozotan, S-0139, S18986, AECL-10150, AL-208, KN 38-7271, phri doxal

5- phosphat e, Neu-2000KL, ONO 2231, PGX-100, RVX-208, SUN N4057, SUN- N8075,
TAT- NR2B9c, G.P1-expressing stemcell therapy, Mec-1 (SA-4503, AGY-94806)),
NH- 02D, S-0139 25 259, tissue protective cytokines (Lu-AA24493), V10153 270
. (BB-10153, TAPgen), conbi ned use of statins and other chol esterol |owering
drugs, erythropoietin, cerebrolysin and CDP-choline
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