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U.S. Provisional Application No. 61/020,541, filed

January 11, 2008 and U.S. Provisional | i cati on No.

61/ 033, 184, FERTILIZED {4 BSQLATEND WHESHTHEREQ eby

i ncorporated by reference. FIELD OF THE | NVENTI ON The

| e0sS-REFERIENEE TIORESATED APPLACATIOREat e i ncl udi ng

that prepared by any of the processes set forth in
ion an d use g menta

t he de t f for . treati
heal t h 15&5?‘&@?@10 al@A&}%MB? %ﬁ THgis m%le‘mquo

Nmm»ao @Jeprm&isyafi@r;dlsgowbegnd(t,aSSf%MQMA@ liddBb®No. 61/033,184,
ression, clinjical depression, _unipolar depreSS|on

&edLMPr,sbﬁa%OO& ‘%‘FIH@F )herr:%v %wyorﬁﬁeé\bareéﬁﬁnqen t he

general popul ati on. Most recent North American data

shapLpd G 1886 INVENTIONT | sk of nmaj or depression in
adults and 8.1 % one year prevalence (Results fromthe

2004 i onal.. Sur,ve n alth: Natjona

£ ndi nabe AR e @0 s 2Bt ohuliBe iniireragtd by iny of the
Heedcbdyeadrtlfokth iiritha®BscBBfiot 5@ ises ThIEIf dftaRamUs entaAMalth disorders.
Mental Health Services Adm nistration Ofice of

ePRGRERT D F R RN <% < “Foout 16 weoks,

al t hough sonme data suggest a | onger duration of about
6- 8 nmoMas deprassivieeissrdeh@isoiknowt femgoedeptessiote pliisd dspression,

era era mhen t he.d n was ab 18 nont hs ;
 RERARL PSR aRL o B Pl s YT pPL T Bl pervition
a M@t yecq Notth \A&nema@etta Sowtaes. 3% BatifR sk of maiepigs&tionin
an on rgg C|n the sufferin of %t iLents.. Patjents
witfHsdag Loy ear e glenes Reppii trogtiny 200U Nitiopsiyrégign Drug
f naguRnEENthNRM@nE ORI ) w%vqﬂdlos@ %ﬂ@ﬂsﬁsxgmsh D@%rﬁx&&?&ﬁ%ﬁh and
abuse that can be attributed to the under

dEPrEa SEBiFes DEPread Ahse autidenty) Heqkh Services mimsgtionyRAftice of
ofappRed1$i@ditd). services and can have a devastating
i npact on social structure and societal econonics.

The catggemedn cﬂl@:ﬁfoﬁ%?h Q&brésSivOelisdadWith Q@MW treatments is about 16
Di st urbance of nobnoam ne synthesis and activity has

beepksaalfioygh srapn daga suggesty loager diabenofgbodpt menthe arfless than in

t I'l]l’r:e @%ﬁtl(feﬁrgssagtqﬁﬁ {?Q/genstﬂp Rﬂ}ﬁttlonf \? S aBE‘ﬁtSi 8 %tﬂ?%@%

strengt ectiveness of nedicatio
ZGGQEQQGEBQOPCT/CA2009/000019 t hat enhance nonoani ne
activity, particularly those which are serotonergic

and/ or Anﬁ@pmq;aeﬁéuag& lend aBevEnositive dmpactyintbe treatment of depression

agﬂd gr?f%ﬁ@éﬁgatﬂg sdf?en?lg off pa%eﬁtgcﬂtlegts '\x’?th%egrlé?s‘?o%tare often impaired in

function and frequently have co-morbid disorders such as substance abuse that can be
attributed to the underlying depression. Depression leads to increased utilization of
health services and can have a devastating impact on social structure and societal

€COoNnomics.

The cause of depression is not fully known. Disturbance of monoamine synthesis
and activity has been a prominent etiological theory of depression for the past few

decades and support for this has been strengthened by the effectiveness of medications
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depressed patients and often only partially so.
Current treatnments admnistered in controlled trials

WO poogosdadri ¢ settings with sel ected sanpl es shpOT/CA2009/000019

efficacy in only about 5 60% of patients and only
out half of .these hav rems i on of npt ons.
ﬁ"’ﬁ éjhannge MPARBHRCATHVIS: R lﬂL‘/ BrESdh f‘éFer?%%ﬁy T 31“5}5’

1SYAARINGIFEe. IHovaver ﬁ@rgvdhraadd@mﬁanofs ohB/ e#festeve il RSIRet oA €
ot her physi ol og| cal _changes assom ated with depression

drpretssd BRilsglsepd § tmnéyp |sax CPiend figptaygnts pdministiredying al

ct)ﬂt%lﬂ:ﬁ $r1dl§‘§1|ab|iﬂieﬁﬂc dolifigs QLR s@bctRIRGRAPRs BRSSENERY $n only about -
nmedi ati n nbrane bound and intracellul ar processes.
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he activity of Is elevated in 20-4
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AL L R
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%gne aqﬁ'wéa p(glﬁ%lgar% Ig‘ée.l h k1e rlcs p uc h %nap@ﬁ;Aaea%lg \;‘n{}]l{e tﬂlw)jr of
Wragcloxs eEe@e@m@OxA@‘Vdmfé:onﬂmmtmdwelﬂmgpa:tﬁ:nsGsmh ddpgesien) athyroid

return d, 20: 30% exhi onlc co
sidra et aetattsy G &t et op s u bR e b hific
@eﬁdﬁcftioh)/ ghawth ngyle ap&a;aih af® lﬂe drél%eaﬁﬂmgﬁiato@i probésediiabd their
ressjon itoria epressed persons
’?% ??@ @BH@?&HQPHGHA%FALWHPHE%HF ? aF to prevent
rel a and m it recovery, subst.anti al ortlon
of d b%‘?%’é‘s S’étg‘ AT depresiiye disopisT HPatiese some e of symptom

DAY, FRCTL 5Bk afiibit HcHR6AY Ediirsel (B6HeA 89S §naRkhal lérv&lhﬂﬂepresswe
consol i dat e psychosoci al recovery. However, while

Séi‘lnpioﬁleseﬁ*‘ﬁ}% forfwe yearson moref Freatmerief &hfqn&e‘a?pé%sglaﬁﬁﬁdltoml)))
t her ap%/ mai ntai ning the pati ent on an adequate
d ose % eﬁ@aﬁeé RETHIS TERHIC SPNtIyingaf ehymacatacspy t? Rieyentrglapse
%)@Iﬂnpt'e&fvleﬁiu |4 subMBitial PRboE0E Sf cie%ﬁ:@seti Pklidhe 1C4\life@Mintenance
i depressants because of real i magi ned physi cal
P@P‘F@é? CTaOREPT AR TETHISNgsra étrrthebcqalﬁ@dé@ Peydhpeagiah ECoveaY-
HRANED WRIOHRE d £k 1B oSS RNERR i NEhta R RAR RH@%% i09i cal
Interventions. Patients who are prepared to
reqintpigyg tesprdiontongh pdsquetn dotgrf arediatindfer aradaguatsf dustige, this
C r
ELASH A, oy BAR: IOPIG] B MlacfRtBhL Bl ot
1mngm¢31 nh(yslsal(eﬁSFﬂs ) SdlmpatleMap@fee 1o we svrozlled namddibenlth promoting
sggsggnrcgsl arrllﬁ %f%rtllg a(l:J (? e(t: ’llnrt]eer\z?legl 1(r():rEs: zf’tagengsﬁvgﬁo grlqr%%e%gr% E ke
aﬁﬂd@r&sﬁaﬂ@&ﬁ’@n eﬁdaaﬁtemtndel epa;ea;&ada:teﬁehawhlca Qead$ themas be non-

ificant side effects and these
Sphrt e iRl sERR o ke Shihjors (SR for
eﬂﬂ’hpl@ Nosim oAl ViR 26 Q4B &8l REsbt, GAXAOKYs P llﬁturbance and
ession_ can. be associated with o%her di sord
sgﬁ Jcapt sgwapwglentls ARPREMARY (gh%sgtef; fects, Clﬂoggntldepressants have

D RAKKGhE &l fiadhX kit Yedtsan dREs 1iaR ¥lhatiasky S{p4bigt doQ@ffectively
seasonal affective disorder, social anxiety disorder,
tspHBI R8lehown as soci al phob| a, bipolar disorder,
and
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denmentia. 5 It is widely acknow edged that the limted

ef fi cacy, often unacceptable side effects and
w@bopgiogdeayi cal factors that may i nduce or ot heP@i/6€82009/000019

affect the course of depression mneke it necessary to

contipue to search f.or.ne ompounds w,th npvel . .
ohar MERISFHR) S10e Asterinh Sip GG RAES por By, piluding
ety kugp rag @élﬁmli@éd mmfy&ﬁﬁrclmﬂ,aseﬁﬁl aﬁﬁaEle RbEATdraNa B tivHE
FI GURES 10 The person sKi in the relevant arts

Rorfer GREBF K BRI LRV FRPEEs saadap B PO ditgrder. and
®hentir illustration purposes only. The figures are

not intended to limt the scope of the invention in

any @y widelwatkgowlledged @it theRigate@ bffRicye bidnyihat RpRviedide effects
froman egg according,t& enﬁgdineg%§ of the present,

A pRY¥qlegical fastars Yajraayinduce gpotheriise abfpetihe qogkss of depresgion
RARMRcAS&H Tl dAlind Qo 8RN PR SonouhdiwitHHdR8BIHarmacological
invention. Figure 3 is an imge of freeze-dried

asHesye addiese Hiednaiey nublichasbl probRimsofgleptession. pr esent
invention. Figure 4 is an inmage of pulverized

BRAGZOESCREPTROVOOTAEFIGURES t 0 enbodi nents 20 of
the present invention. Figure 5 is an inage of a

slurry of a er of enbryos .accordi to .
crbodBe B b 1 ISR TR aU B osesren e hedmrasydspived
BlbwREGo LML AMBLR BEpHRe®bn] TRY figurésZesn® Gderids@ tAligit the scope
according to enbodinments of the present invention. 25
fthfipEenfion AR Ye results of anal yses of a fertilized
egg i solate according to enbodinents of the present

i nveRtgusn! ispngnpgs o 28 FEREC 49 VEE HroBY an a8 agoFdipg toof
MR RS seAtihRngodf the fertilized egg isolate
Sanpl e #20 Top Isolate (g/nL) on binding of

radi gihbelsed i:@% 012GR3zd @idiRAibA 0V c3RAY 18 8RB fments of the
PCT/ CA2009/ 00001 agoni st site (ionotropic) of the
PRRR 1gYtiatrat e recept or (nmeasured as percent of
specific binding) as well as the 1C50 and K; for NVDA
and Sagnse &isepomaespfiigreadrisd emppygs pesonling g abadigients of the
frB@n@hi&fbn.0f various concentrations of the fertilized
egg 1solate Sanple #20 Top Isolate (g/nL) on binding
of 1 gahQs 4 ARGk HpliveriAQ i edcQiried 8ndrysRcf3liRg § drfbodiments
(ionottopic) of %he kai nate gl utamate receptor
(frtecamescndnegntiger cent of specific binding) as well as
the 1C50 and K; for kainic acid and Sanple #20 Top

| sol dtigure Fisqurimager{alsbyey of agrmper obpmbryes adcpling tof

MG Al ihMAFoR! the Tertilized

Figure 6 shows an HPLC chromatogram of a fertilized egg isolate according to

embodiments of the present invention.

Figure 7 shows the results of analyses of a fertilized egg isolate according to

embodiments of the present invention.

Figure 8 shows a graph of the effect of various concentrations of the fertilized egg

isolate Sample #20 Top Isolate (1g/mL) on binding of radio-labeled CGP 39653 to the
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egg i solate Sanmple #20 Top Isolate (g/nL) on binding
of radio-Iabel ed a-am no- 3-

Why@po30684 5- met hyl - 4-i soxazol e- propi onat e ( AVPRQT/Ca210be00019

AVPA site (ionotropic) of the 10 AMPA receptor

d as r ecific bind
taa T e ong e o B Mt e oSt unire oo B
$peoifiabinding) Swe dbkhsSIRyErd & ; GsrayMIDAf antl [Semplefs0 tropfisolate.
vari ous concentrations of the fertilized egg isolate

San'pl g2 0 sHons 4 @@;M’Bdf&he( Kij g v@ﬂo@icﬁﬁﬁeﬁ@atﬁhs of the fertilized egg

GOPamPREP Tob el G hdine aryadi oPRisTkia ac o 12

ﬁlhﬂt@ﬁﬁt(ﬁm&@opﬁ@‘b@ﬂfe&ﬁlnﬁt@%ﬁﬁdﬂlﬁeﬁéﬂre@@t&@ﬁl@ﬁﬁfedﬁg p&@@ﬁ bf dpecific
bi ndi ng) as as the 1 C50 a for 519
HRAMEATY R ﬁ@ I%ﬁmﬂ %f%@nwfaw&@fle Sargplg ﬁ%%oelsgkaeph of

t he effect of various concentrations of the fertilized
egg i98{rgt & shesyss ssaphad theshiestod varqus congepfapiopyotihefgrtiiged
&g i882AtE Slchple ﬁZ(ﬁTéMtet( /HTL? on b¥dink %Fﬁaﬁmﬁb&lm%fn%@

as percent of specific nd|nﬁ@ as well as the 1C50
byggoxd- an@ﬁthyl-égs%gﬁle,mogq}matp\( Agght'bp éMQ’@ s11|ed|gpnotroplc) of the
J\Mﬁﬁ@k@ept%@isbg@ apge?g?’llt B épg\ilﬁc%na-llﬂg) ds %wlﬁg\fcmrhnd K; for

accordance With the present invention,. fertilized egg
(140 AMRS HErs @nd Sample A2} BafIselete. treat nental heal th

di sorders are described. Fertilized Egg |sol ates -

Pr epdfigire bhsipsysjargraphod theiffeet ofivaripus ponespfeatipnsodf thenfertilized
LB Sy 185959551 RIFOREIIR O UICLASL AT 31
the glycime pidy thitgmstorchiih¢-insénsitive (ionwropen b&th@ NMDA ghttarhdte ed

TR oL 885 AR EEN Y £ 580 g
Hﬁ¢ﬁ9pneﬂenﬁb#%)ﬁmnhom® to about 5 days, or nore

preferably about 6 to about 12 days, and even nore
pr ef diigbt y2 divouta g?apth@f atwﬂbct@f ariaayencerftrannmd dfehadeytilized

eakin e
ekl Sl 620 140 B3R G4 ERE P B SPE kb A e
NKQ lﬂch:ﬂjbted(nﬁdaﬁuréﬂ Pietoont of kpecl fivtbindigl) aawtidwsSthe ICs, and K; for
enesi [ ate and/or the enbryo to mature

??f nﬂﬁa?ﬁﬁﬁaghﬁ?%ﬁg'are visible to the naked

eye. The eggs can be froma variety of origins, for
BEAAILED DESCGRIPTION OF FHE INVENTOONegg- | ayi ng mammal s.
Generally speaking, any egg from which an enbryo or

bl oo [ a

erTD\C/iIel ég %gogakg \9‘%1’?91% %tseenccj lnflﬁltltlon fe]:rtﬁlrﬁgc{ é(%rlg Efare{er:saab Uses thereof to
eg@smmaﬂwabmmwwﬂmebmaknmﬂaifron1any bird that has been
bred for egg production, such as chicken, geese,

duck Ser@livdd Egihbolardce Prdparatioen eggs are preferred for
reasons including their availability and ability to

be mis scqor(tadw:\@i[h arl aspedp af tho mvedivnpcpracess for preparing a powdered
env n as the are k at
AR oSl S B PRHEerB Sprbfilrom Apofiop grat or e
doatedtsaif b dertilided epeis@nddided. At least one fertilized egg is incubated for
anywhere from about 3 to about 15 days, more preferably about 3 to about 5 days, or
more preferably about 6 to about 12 days, and even more preferably about 7 to about 9

days, from the day the egg is fertilized. Generally speaking, the fertilized egg is
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10 Suitable tenperatures for incubation are in the
range of about 20C to about 60C, nore preferably in

wao b@nssge of about 25C to about 55C, and nor ePCT/CA2009/000019

preferably in the range of about 35C to about 45C.

R R LU GEAE N T T
oratun¢ toehepin tBattembfyoz ed viyblanythsuike@byee Th%@%&an $¢/6Bm a

as. t shells wi.th a_sol vent such as
gihaortihs; SESMIE N, Sl of FoB s Ty BRSS9 eneraly
Syiakibg, Qilﬂy efg b amidh, anWwhibbyosdtBsRd wedtls hisbBadd l’vﬂlﬂvﬁﬂ eIBero can
| | ow oratl n_or drying of the solvent H)g
ﬁ%feaiOVﬁ can ﬁt&é&g%ﬁe RIeterakly ayjageggd cam.bg tained

SOhI 6 bfr@® Ehaﬁha%lbleérﬁ&ls&fo@ @gg gdartiod, Is{f@h asRA¥K&D Féfe%@ ubi®, and
eferabl aporated before further mani pulation of
l>1/f|'§1é3g

elkggyhic 8YRye Prefeared Kerrfeasprdreuding thais eailsbiliieand phidity to
6Omh&HrSduced! NBcu®IEh GA BC(,QI? irCdn CEREbnHIAE 5o l%ﬁg Fst ﬂhg gogs are kept

condi tions either manually or using a Suita
ARG feertended miiods ofrtaecbiairallown tatiratigh lof the embgyo.

9{11tatbtbecelﬁf)é?§t§ﬁ1:§' rfcﬁ%ncqs fhiRad ﬂ%k}glség% of @ﬂﬂlt Q@Cot\g/a&?lﬂ 68‘% more

conducted i n a cool ed atnos
B@f?@@@h@r@e phgafebout36°C tOAleﬂﬁdf(hgmd mooermeﬁzsaplanh tl@frange of

Bln)%t §480 5$0q1945°t€h eO Qﬂ}e egé Sard inct g]a?ed%%?ae%ﬁnog 8&1%31’{5?)/ are

a cont al ner, SUC aln ess S
wtﬂoohlly tSeaf:ﬂdeé exdats ey(tesﬂaé miidroftea onstbéraise gletilitedthy anyhétable
fromthe

t ent
SRHCAT B 16y PRGN PR B8 7 Bt o
ailmut ﬁ)?/attpdbeut 95% hﬂhltfmg op btagmed| vdth sabgeqsdm tihb alléesino allow

0 S C boyt 5 to about mllineter,
SREfaPSRer s Ane e Bs end bt Byingile HBaHdPaTH G rIEELY)
Bile sddré for Oatiiable khioh oftting:. QANERESR 1@%efel:h%lye€g@p&ﬂgé Bdfore
ﬁﬁﬁggr or .all. of the broken shell can pl'aced

dRanpulptiop gbthases Thersgetdn thencreckad te pecewsdhe iner/contents.
P eRgOfandelcrked HRDIQHRRon &R/ eltﬁér%la%llzh% QIsﬁlg a GhilabRr

on the nesh for a period _of time such that there iIs
Beharisdeyrs: yHB%)Prﬁﬁﬁdfl{?raPW@f alfjori mest pfthe proeeduras deseribedytbove

dfa®eRSHn bg-h&ldﬂf:t@!fﬁpa &Gféhlatrﬁ(ﬁﬂhé?g shMR e gtni(fs&ggﬁée gf%bout 5°C.

contents of the egg before, during, or after

filtrRichbhgtb 0rESpect 6f e fnvbRon! ihb E&ﬁéﬂt@@f thd %b? aresﬂJlliegted ina

or solid and sem -solid retentate can conpr
ORSINED sucheas @ stadtiess sispleentriner, which durseferblysteiliaert aralor chilled.

By o 1 B O DB o

whessa zer examplettydeuizgedaced erca mSehri The Giashﬂomeatrgmtmle abaut 0.5 to

s, wel
%g{?ﬁ;{ l!ngﬁmgtgi h%r%@gi%ﬁlbg'l ab liltnlo%%lmrlr% Far Slmesl? 8rpreé°§ggw,§ |st§rlle
aI b u raptionallyethe eomﬂttabfehtmfgg aniot som@ drdll e the bidee siefiita Be
naIIy she ce wt asuit I
(1 ven?cays? 0 4 ol ghﬁﬁ?“?é‘&s 03 Sieufies ah OrSﬁ"B’Fﬂr g’ihﬁ Riokeny
shlalll ae allmed’:tmﬁltﬁmd thbhesisl i P&icEf tine@ikch tﬁﬁghe@é(ﬁrfglbs@a_?ﬁgﬂy
can Dbe use

hos buffer salin PBS)

Pt SrBPRER BuC egiedteanioons it bRELYET EcharRBAved fom the
d‘ohﬁﬁt& eof the ie@glbe¥6:e OdiBinp DbriaBel tREf IR QLRSSRS ARSGhd M8Stion, the
SHE‘E ein, or_the r‘hCLent ate can be collected fromone or

&r soljg and segisplibietonaierap RURPHSe dheAankiyq, deschler ennapdiie
tisSuel D OubBIAAGER $&ESn FLACEA REALIIRIEL Bubstantial portion or all of the
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Accordi ng to another aspect of the invention, the
whi te al bunmen portion and/or 10 enbryo can be

wGewgnsesd al |y separated fromthe rest of the PONCani03/000019
of the egg. The white al bunen portion may be

st ant j al separated.fromthe rest of o ten
FRZh I 8 el e R0 MR O s RSP b EsRA Feli%s o
WktlotiEmatehal &iBh oL gdmmouscxhatayal Socéxample, dib@mere MhieY ete@as or
be Sl.ibst anti al | ted fromthe Whlﬁ al %imep
SﬁB]II-F(i) We%‘ﬁﬁélpﬁl e @}t 08'111 e\yash tlleélﬁtl Oélcw a s%;ga e solvent, such as

LQUrRF BOINRG, it B8osikéd WAE, Hems Glitablel s@liMeoltisAOMG e’finple,
exanpl e of an_ 15 enbryo that was renoved from an egg

safte pResPiege Whittensabing fES) cpn bagised: pe recogm zed by
those skilled in the art_ that the can

substRAESIENtI cadisrrHetsd Forpmre 988 & FhF’é¥fe%ﬂet5’1§ﬁ% According to the
;RQJe"séeQ BeRABLdHRRK, &8 the Qéteﬂtztl@cdm%llé‘c@&itﬁﬁﬁ Snédr thdi€eSAME
time. For exanple go can be manual |y renpved
tpEeshars 4hd tkmfteézeaqhwdwew‘ém t thnprasrgses deteribed han@ding nner
contents using tweezers or other suitable instrunent,

In sdMEoEEdR anathes agieprof Gredayenben. Sy s ediumpen pewiop gnd/or
Giryd b& wéqhﬁeta%asuy gémrst@d FBmMRe R&Jr RfcohBfts bERE e?é Tvhite

[ nner cont ent he enbryo i s substanti al
aé@pmnalomnfmeryrhetShhstmﬁblﬂsesemtrbtaﬁérﬂmﬁb? ebton therrgntenty éy PRt
sQlEtal;lQ ﬁ‘le nﬁlrch gﬁﬁ%ﬁﬁ&t%m%ff tﬂe%ﬂ% quum%n ﬁofﬁ{m ¥ %g g?ctlon The
opti ona y was [‘'east once a suit
Sairy@edn, besubsltanaallsasebu&tﬁé fromaheuwhmlbtsmamolrt@ndmrmﬂ}zce@ther

t or a Suj t ine s E I
SPAGHE gl 1SS AR B ol oo Ol VoDl GXRIR!Gn
driibryé thht Joss remd‘&rdsftoﬂ’xodi do@rand Iweslfed I\Mlm\l\mffg ey illdesedogaized by

DirckERTE bEof B! FetBndhck” o PHE B o ERbehnmhn BB e

zﬂbl.biléﬁqioet‘;bnta@d the rkdt bf ﬂhéiﬂn@ﬂ'bolﬁfeﬁ&&sﬁle sdrhe tiiné.| F@lestmple, the

derstood th avvholefrtlllz can be cracke
% S FAE Be RABHY Y mom?off%ﬁwooﬁ’&rsé B'Fle*? ﬁ‘@“%%‘}di Teg © Zﬁ*@ inrler
JonRABNsAR twdcz8€ dEotHEr sBRALRCIG AT EHEAD Th @omé‘éﬁée@fhetehfbryo can be
procedures descri bed above and bel ow, roduce a

mwlly pedsd adlyife valksag whish fgms pad O{aﬂlegféh?f t Wéﬁt%"ﬁnts
Al so, nore than one whole fertilized e

cr acK¥We theirartre is sdsnieaily sepmgatohicem thsrw g‘l‘?‘?é‘“é‘HEP pegion and
e gefst Aﬂtxee;qn&%ﬁte&@ Fhhe s%r e A ndRNE6StidnRilPwahed sl1Eaks once

frozen and freeze-dried according to any of the
mﬂb@ aHgblesolye curbesh WSy wldivn. Belledeiomzedry 3o/ 08 sG5Rle

ﬁgé %QQ%QPengce sTé}ﬁe ﬁlﬁwﬁlfﬁi saﬁlhgamféal%e ds88

ryos are In a | east one freezabl e

cont g{ Pffbe u-ﬁhgrstSQ(f‘ Fo@ kﬂé%ll&@lﬂg B%thoflsothat%@f@ﬂée% cBntb@Sbf the
tube, Petri dish, beaker, stainless steel tray, or

qRiganayi agtugnbed Yeéarence fo the rqﬁn@#@rf thetontaais havedbepmibissted to a
?l";ratfla r¥Q3s. F ?ﬂf Jlgbzlﬁerhnﬁgr%o ﬁ'gltt: Fe%tﬂ%@ Jaﬁ%g\éﬁgked,
e sne , I n a ou

rom-t such as wt nor e
the dfeérrabbvgcdsandnthdwwhplabﬁht shllérbege, froaﬂdaré\feaqzmdm@ according to

ep l ef aptr)cl)c\éf%/lest J]el prib%g gl%gv (a)mclls FQ(‘)) ,rt? Rro%{lceasfeﬁqggd e%sg isolate of
q penal ng on ROW ong e cont ent
Brbreycms imaeiono A, moezbam, onk wéoferfertiizaiigegg caniperratked, shells
shoul [ bout OC.to out,.10C,
RPE Rl % 8GR contiisgtata GRANY R spry. and
fézen andifrevedrieiceondingfte aiabdfithd prodederes assgrbeadfabatzint] below.
-35C
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to about -25C. It is preferred that the contents or
enbryos are frozen for at |east about 6 10 hours, nore

wpe@bes@bd y at | east about 12 hours, even nor ePCT/CA2009/000019

preferably at |east about 24 hours. The frozen

cont ar e 0S be, freeze-drj hilized
oot e oS the Sk Pribe OF MO LR PRt gt Res oS B
dagtafiePIRtcohidinkF @A®8, fbﬁéx@fn@leﬁ hesfthiee ari dish, beaker, stainless
dryi ng/ | yophili zi ng step.. Fi es 2 and 3 show

};W gEplagtic é?ﬁlbt?]f}ﬁrs Itip p@lfer{eﬁ g]Vt He\antenis.pr embryos are frozen very

Job L8RS beihk &Snov® feRithOnRlL] Meh s veafMatiut Y AGITQ AR preferably
contents or enmbryos can be pooled in a sui t abl e

wighe ahaye} howr i exen mors@aglarpbly grithin ghouth § bowen /f %ﬁ s98R as

FRb18] E@pengfng %l’l %W@&g%é SontenBWr Eﬁ%@s are @ Uceﬁ‘&zen' the freezing
necessar form a sl urry. The sol vent can

temperaisr i;aleldu boinsthe panggeef abpt -5G7Cxe dbaud he én v@rmre%rﬂbbylé ghe
& gb@cﬁ’ l &% cht‘)uf 5‘@2 & dvan fhord ;ﬁgﬁgﬁmg ih %QE F ¥bout -35°C
reezer. |ta e solvents I ncl ueous
tbabdutr25°@ndt is preferried ehat the céndents arteembsyog lareyfrozpm far ot 2@t about 6
l‘gﬂ(’%;%{e)%%qﬁi%%él& Oa:é] [yé?st %Q&ltt ?5‘ Bg r? %génoll;lor% 'igggfé(rglg?/ g{lgast about 24

nts
Hoorso J@aifioesh cantehts of emb@u&amw ha: fr@z«hdmﬂ- d’réj/q;bhﬁizahafeir a(perlod

ther suit bIe ne can .t frozen
Satie IF ERReh Sy TR s 6o PEse T SRR Wb Rl
diyiab/eyophiliying etep .OF igeds 2nd R sholwt éxaRpRs bﬁfmﬂﬁy@taﬂ‘eﬂhbjﬂhivh @een
% gﬁ of about -80C to about - 10C, nore preferably in
B%ge of about -65C to about -15C, and even nore
25 preferagply in the. range of about -40C to out -20C
2 R Ve ot HEEn Sou P Fan by ool 0y s suable
SuialRB lsechtis @B8aleE ons pligit doatatiet, afdrinied obylehded vethi 4 ukgble
person. The freeze-drying process is preferably

%?b"eﬂ% Hingeegsary. 1q 108 @ siuriynlBe plKeHE Fagt Ry suity a%‘e%rt? ¥4t be

hixed BshtdrdNG@ndlyod Rtibe abld 8 baBokdn iR aRAHES 1a8BfaRry freezer.
referably in the range of about 2 to about 5 hours,

b‘é@@lﬁe’ﬁ%‘ﬁ‘é‘ué‘? wHteh aplequs hyfieneng de dike-of o fope ke durpyp it is

#0RHLd ﬁlaﬂﬁ@&ﬁnen—t”h%d)@!p BhBry30art FRRFR: dhY L&tfert QCHHIyds San be
typically conducted for a period in the range of ‘about

Ul@ldle@ onlysrazenia®l widhy der, exarpple, aiapi-beld bieniler or miher wifgldle greans.
Y R0 33 0045 10 PUER.ABAS, il ok

ﬂ@ﬁ@@b@a@ﬁ’eﬂn@@r MOAROOG/tOODAere it the aango pﬂmewm tp about -
th t f zg:

cont eﬁrteg)‘?sfg g {haifﬁ e op %Htt %% to a (?uetefzfédr | egér?ﬁlore

prefechbspie nl&eeinmraxﬂ Algrut gl@mmrabmuw‘fc mdegsssaury of nbouf ﬁﬁOm a

tanti tents
PR R e PR arsenba o mpedty SEH g e
fecde-081paiTbieteid ptefigstiin ﬁﬁmbﬁfeﬁraeme mltmfdteelbmbhetuﬁ: for a period of

Biiarares Tab o7 SReb Qb ek BB ToRA i SRBG Soou

SRGRaBhEaleh Yndwl@pxe@raalyslwtﬁeabh@ oTabdiit B & alUEhh@ss. arhe whole
cof f ee _bean grinder_or a hapmer m ]|, or manua

iesPirgrvinesupdeais SPily condpietrd 198 a gerdn Sherrapge oF bRyt is fp about

S0, mdfe t?fﬁ@dmz' if 11Rframidlo¥ §6du £5tof 6@ 2S 1Mis £ RIBT Mbre
The omder IS optional sterilized before
typically in the range of about 28 to about 32 hours.
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bei ng stored and/or used. A suitable sterilization

shoul d be one that does not adversely 10 affect
w@embasde3f reeze-dri ed conponents. | n associ at i BCT/@GA2G09/000019

any process descri bed herei n, preservatives to control

m cr qQbi al rovvt be bl ended into

m O QLA SRR, SRR PRBLEPHEd LILo bhe povrler or

iﬁ’éc‘if}db@i éildﬂﬁdf oﬁfre@ﬁ@lhh? Elus{ ﬁgigspelfsed HR/oTpONERLH U R cessary to
ncl u ore the reeze-dryin r concentration
FEES S%%?gegfy homoggeopsPagir: tTll?r?OPtS‘%s FW‘@‘eé’&G@o‘gteS t he

ih8ivRYWIEsT iR EmAIRAERIPY dh Be C§Hb1h&plb§etﬁd’r%§ﬁbfé/&taﬁ\éﬁtﬁe

i ncl ude common food preservatives such as 5% w w

RIS g B SR S fosm R YD tRIo R ReQuE PRITACE: oT‘Ef‘aH"é"e“@‘h)@rcan be
Sk L BPd@mpR! ﬁéa{amm;w@& %%Ultﬂ)l@l%acﬁﬁﬁeeﬁfcﬁ ds PYorfdd®ean grinder
skilled person. The ers produced by the processes
diademgsemilher maﬁuaélawﬂbé a §'elt9b§d0qlr§U§lm pypppss rod. Figure 4 shows
ﬁl@%ﬁl@to'f ﬁl!llk/é{'lz@i Fred Ao Qipkq 919915/@' TR Wd%i"is oimnﬁlly sterlhzegcl))efore

contal ners include plastic bags, barrels, plaStic
kedngt striredansl/or yeadt |Aesiitalle stsfikiatiposiouldtheone that dase netadversely

et eortilird @%%%F@d%omb&?e povder can be packaged under

contro aseptic conditions into sterile
pol y { of
Cocur? ?éyé‘)@eifn% Rl PR Uescr Bl hor B, ikt ATRE L
mighdiah gtoveh fan bedxlgnded mbrthe paveder gmcmambbfoofgﬁm stdred.i s
@%s%‘;v%ﬁ&?esgcﬁé hl%? béc ocl%le@ gt\l\qgtﬁ'ler s?%g% to?{h% Pfactﬁ? élncludm§ before the
ﬁren:zd: hgrllfgaangeno@ﬁtraabo Wtep 3tSad of, abmutidﬂ&n ®56§1ng1mded to the

re erabl a ou 15C to ut -20C
Risief aondeabile s DGR oL b8 Mgt Eplin FedprospEives such
BANTIe v/ W Sodiiird bexkoat ad 0.29pemaiotssumfsobbie U Dthet Oiitable

bel ow, or - 20C or bel ow. The powder
@ﬁﬁ’?“ﬁgv‘?tc&‘lgg’eﬁﬂ?f%?ebd’él;‘? gﬂ’}{e&f P’SPhe in a substantially

desi ¢cat ed . at nD The powder, ¢ so be .
Ui BRSO Read b e e B e oS B R B R e uiable
QbsthiiRIPhesieRtcohdMeR! Seifablecohlaitiets)indlsde3NashHE BHR] BreRSplastic
descri bed above, or can be prepared by separating the
©ahinsrr Botes eanpftigasiong theregh andithe fike fior Feninle, itheew: 5rgcan be
ﬁaﬁﬁi@e@ Bt G(Shtl%h@d |asepﬁ@901ﬂﬁi%hé e didife P& Tﬁ@ ﬁ&&%o%m the

e

enbryos in a suitabl e container. separate

wﬂﬁsgﬂ%a@ver@mf yoariyhalh e Theqomdar @n bp sigred Wr a substantially
ct?rgQ%rPga@%éh E&I{rgg%%o@ﬁé PRAALS thaf Ak ﬁo»%'&e? Be sl%% BXRAP! €,

e cohtal ner can be placed on ice to facilitate
teop¢ThinLg or Theler, & ramnle ab? teapbrafosindharapge ¢flabortd 8°(Ghip about
fSBEj hlggx% ge%érg n%}?r?ﬁ’le?ﬁ Y6t Jb%ulplrSG@ lt‘&?oo@t %b&‘tf rIyor l?rléI £ setor'ége
shows an exa contal ner of a slurr
ieTsiprefersed gt ghegawdey/is smredaea tefnperae off dbeek -zh%°Cd@én@hwb ed more
parctaJ V%l Yoo @f lgeg \%.l ?[‘]Peo oW éan%e f%?e% fgroz{ e%h ro?ﬁltnle

procedures as 0 gous extracti
qnbsm&allly desicaatedd etnpsptieoy. rithel pbwdemcxm algp bd‘l\elcsﬂmeagked\ll th
an aqueous solution for a period of tinme. The aqueous
sol utIn aafcordaycmﬂpmoﬁsr gvalbcelimeranf tha gresom savbutfohes sluwy is

%g%ﬁ CEEN gr sc\?\'g %%e So? caglebe preparedtby sepaqalflqu T c%gtlellftts oro enmbryos of
at least one fertilized egg from the egg shell, and pooling the separated contents or

embryos in a suitable container. The separated contents or embryos can be cooled during
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is preferred that the water is distilled and, nore
preferably, also deionized before use. For 10 exanpl e,

W b@omsdods can be treated using reverse osnpsiBCT/RAL0Y/000019

The slurry and the aqueous sol ution can be m xed, for

for d of t t he. .per.
G5 AP, For BlpRy e L Phine? Garthe e 8 e 1&g SR G
dﬁg@m& Giesm‘tﬁ@diﬁaﬂ rbet)&ﬁc(ajﬁalby/ mdthddb Ged’cﬂbkgleibﬁﬁbel to@hmut% elamtrya
about m nut es n even e ra In the
Figiigy e SYvs 29 S5 EmRlE of Heopiise © aﬁmﬁf ﬁfﬁf@ywn he slugrx & by
oAl dridatis A ABSISabE N, Bt pRilalRRT whUllY il Etex R¥IBOR YFoRedues as
the contents 15 of the slurry so that any

feligyst ant i al 'y hydrophilic nolecules in the solution

are dissolved in the aqueous solution. The aqueous
sol utIGHUERRR CHECHIN RrOSIRSICARbS Arfoymerbimixg firgurg with an

gh&@ Ldthtiofe fopélﬁgen‘églogffﬁé Phe Qqu@oﬁs s8R Bon May EdHBTise MateBUEN
tines the vo b d.

ume of the slurry can be use
agpeoup hefiferyor any ethes aduequs sel¥enthE tgsaqqﬁé«awﬂpgw qOpRAASES WRYET 1t -
il Eﬁ%fe?ﬂe& tHabhe rvﬁa&r 156{}‘[1?1% aﬁcﬁ 0{:9 ﬁ? f@ﬁblfyt S @éﬂé’lﬁ&‘d%efore use. For
ution can stantla an
exabpleathe vatet ganrb@ m@wcém 98112g)rea¢1§e t§m051@ ¢ @r)t ﬂéﬁ slupry apghthe
[
LYk S B, PSR 5 B MRS ey o
tfrn@lxeerrg 1arlid: rhngeed ebcmt b ealatioot @)y wibue, reorp prwtieably intthe range of
t I erilized accordin h
BB ungle B} Giktfsr GO RETREF Ry TERL e PRRGH 13 sbou
40nRinstesir it 6 cﬁﬁlmduh:ee thelnguany safitidnttas sufﬁctlb’ru(dSpc!}tescto tHeeedntents

e A o R N

iRl RQuedab Yoledn ITad aqt&iui sohitien batoseas h@bbs@anﬁ@lﬂw&mh]s\/olume to
i ncl ude, for exam et her, chlorofor

thetlpay.dyhydymes ol Tot Tised BRES PT fen SRt Qﬁ-‘b‘r 20 s shgpy, can

RIREE | Gptlovaltl, Blehyikiued QA8 be waARed EightBLdring fie rﬁllxiﬂgrsképl A fter
m xed wth t'he hydr ophobi ¢ sol vent for a perio

the mexing theageequp selutigneig be bstaptially s@nﬁe@%mb&%w@y renoving
RS S potidslif the Infixfufteyr Bl AREand sl as BEHHri BLARS R FiltAtion.
process using a substantially 30 hydrophobic sol vent
Biecldrifiet equsewdrastieccan theg be fingennd deede diediq pipduse gipgwder
tﬂ&q%{éﬂgﬁna@@té{ﬁﬁgéa &ngq% RRihKEPIesaMRY nedm open flanmes

urces ter the mxing period, the solid

port ll@c:lg&dﬁfg tb Qr?othgr )égﬂégt%f %rln\t%?ltlc%" %ts@ﬁ‘{y‘ bduked @;ﬂ&ﬁ/&ﬂ\

from'the sdlvent portion by suitable neans suc
wethodsidesogiaed drovorarfticlmixed Wiha suhq@nwy\héfﬁqop priq sobyentai The

SARE S DS ORI bop s

iatlade, dorpamnsle, ctrer.atloedosn, poxane.qetroledhgthst Iovefmonpnlet iFon
ransfer se

SeRuly phir BTl ool BRI ARG is Rliyed with he

pardphobic fsloent fdre pasiett ﬁpimbasalesmbmbabbv@ oh¢ widhbe refognized by a

to y r is the h dro hobi vent. port. .4t can
80 sk lnhSrel B GBY SP At iR pfiatty
mp@ma%ib B(%Ivéﬂﬂ giR@ld ®f dogductedén bgtmmaoaqu similar de&jceyanidshe
renove ternativ ottt om aqueo ortion

o Gh bR S Y oot BRIeR g RS oA R il period
th@¥&Id goRide of G6 ethRGan BhQubaEmROY &mﬁe& Ifr@ﬂl tﬁaﬁblhﬁt portion by

extracted a nunber of tinmes, for exa | e, H
suitable means such as centrifugation or filtration. The solvent pomon will comprise
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times, with the hydrophobic solvent. The hydrophobic
sol vent can be of substantially equal volune to the

wa@euensws3portion, or can be 1.5 tinmes, 2 ti mesPOr/Cax®m000019

3 times the 10 volune of the aqueous solvent. O her

rati os uitable. After, the extraction
WPy Sy ooz o st £oF doh STEE E AR HES RIS
BtitCholve i oetinlcah Béltrinéfotred W 4 @biﬂﬁtlﬁ?ﬁ:ﬂl&iﬂ or éﬁbﬁltlally equlvalent
concentrated isolates can be stored at

dra1cs 0P SeBRAictRmRsarFs BpRion fgpyihe Rydiepbighic sévsﬂﬁ Pamgm {fé‘bq tap
QR iAhE BYdrbfiRbicisdlvet poffoa Nt &l teXiphSmlder the ok th@noved from

at nrosphere, such as a sealed vial. 15 According t
the stPRBHnG Epad pitgFthe heftommagupqus dyer i ramaredy Aﬁ?@atu@é@ they

nlquldis porfish BRFS: (E5E MDH ABQUE 16AB) BReobREd i@ be

before an extracti on procedure Pr ef erred
ddcanted. | eanwious papen ¢ande gyeactadtanwmbend! tindst fopexapiple, about 3

i ”Qnti&ﬂﬁhl Ex‘ok)ﬁ&ﬁ so?x%n?'fﬁa‘é%?dx%gh&hé srof\fenfc%g%g of suBbta t1a11
pads rocrari |cat|ons can inc tho
apaltvolunefathcaqueqts porttiorror ambe 1.5 timbs, d$in8a peeeh éwnEaEﬂﬁM

i ?@ftﬁ??@g%%f)fvhxﬁhfdtﬂ& a%‘o?@%?@%eegu Melhe filtering

er carl I on one of the

resul SHI I
cont a'%t?]eg&hs efc%)rsgtl%%nﬁro(e&gs'eg %Fotftﬂe%%%phg?wc’ %8%%9 8%1 t{eI'Pé)oled and
¢oas¢ﬂtrt1adbyﬁ|sh1tabtdmeth<ah The concertthted isdlatas ¢apde chwlbit e

scr.ibed abo th el ..
Y e S e e D T ST
sbgaitall g ealdddronethe hﬁﬂicﬁﬁhera ’ethsk asexdedadaldescri bed
herein. The fertilized egg isolate prepared by various

pr oc esceslingas afidthe dspeet «itlie iavation, halurgpréduceibyadng i the

ncrease potency by r ' and/ or _conbi njn
B GRS RE PRI catl FRTRG OB TB iR PR BB Prgfeted
S@fineaién gesiatideietitdn obElrb 8RE aélﬁgjsuﬁﬂ filtere as %iéﬁfé:s SAfdrQapers
to _con e.active co un rtiljze
?ryafi%u%t% éfg@icam#ﬁpﬁ F%agﬁ%gﬂ E%ﬂsg? éena%‘fl“g%t@aa%efé}t%ﬁld
$RR a PSR ARNEDE tesarve RESEIRE iR iffkrat@prodsoed ¢ BRIR@ringfePdefore
simlar fjgr ocesses which will be readily apparent to

fugherglgrify @tu)np Spag et @5 &ultang ﬁmaﬁrgcagpe fropem in ptalecontainers for

O EREHY Alg;@1 RorR€ottfefshifnt £i18ak c@t@ﬁé Iﬁﬁ&ﬁ w$tHf 1§ GioPRobic
fromrental health disorders, including depréssive

spbsat asidseribied shove s thatnn agrgous lagering 8 Sy dreplbicdpyis pre formed.
4

FHOIMIN bl Qe aP Ot BB i s AR BOP A,

depr eggigh e g% %oﬁt%ﬁ%%éﬂllb MBHbEHroce SSRGS LA HtaoaRI be

depressi on assocCi at e enentia or schizoaffective
fimdede to incrsafoponaeby mekateglardapcenbingg pavdsssedgwgdmple,

QL L&t X/gr .dgcﬁﬁxQSQ solGeht Eﬁ{d}\én&l g,dgﬁ)g p%atﬁégrg 5’16 gé?]i‘ae sample to

nera Ize xrety disor socl a pani c
mmﬂmaraptiwmbnmeml dysfunction. 5 As wll be
appreci ated by those skilled in the relevant arts,
t r eatiinyizd &g GoBwr déses as depression or anxi ety can
be a useful approach for treating other disorders
and/ diertilzgh cggoineiate wi plhpantd Iyhthe broyespasydetyeibed baeinair@slprepared

g’yusclrrr]lilz?rsproce ses wlh1c191twe ﬁi b& re Xl?y apparex?tqg the skilled person upon learning of
the present invention, can be used to treat patients suffering from mental health disorders,

including depressive mood disorders, such as major depressive disorder, dysthymic

10
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enbodi nent, the patient is a human. As described in
detail herein, it has been determ ned that the

wo eooviogdezed egg i solate 10 of the present i nvRCI/Camo09/000019

ant agoni zes the binding interactions of certain
ligands wth their receptors. In particular, jt has

Heauders deprrasivphase ¢fdinolar dispidsp dersgrgion Su i aeeatral Iﬁ%dwal

&fn@ﬁx@ﬂ tsuchlaa uaﬁégsfan asz;@&attem emﬁ ARAE taor ts&nza&hﬁwna@ Bisorder,
g utamate fromfour of its or recetors

tlstrrcedrducedidepfession prdssepoady gf PEyP étserdera APty 94sa@érs¢ fyeh as
%Waﬁiéd%%@yt(ﬁs%ﬁep %H&Qlﬂhﬂllng afd ﬁa%sorée& Oami 'sc%]x%al dysfunction.

Feceptor, néurokinin 2 (NK2 receptor).
Anoi wreefated b thwseskalid in Sheirplgeant artss treattlhg sudhgligopyers as
e A R L S S S
yuthstrenweh waidithayincaydeiagsof gledt snttsethodsedispebofe. fhene
|tﬁ ag X sygst ances within the human brain. A

1e tls

485" 4Nt conditions are known to be

medl e SS0 | n
mor e °§ é%ts%}rfr)g In (}egaclél fe t%q%#esllﬁe% Télgécgttélgtqge (frtkl% 0§ e} egg [isolate
afohdpreseoniavéntion amiegodeps ths bmdmg (11$tete¢t1dns) pf ca:xtampigandsﬁaﬂi their

SR R PR Rolap Porf T e g TR IR BED R Nt present
ins@sion hay thexpagityao dlsfﬂh&ngutaﬁhte lﬂﬂ‘obﬂi}oun of VB tnkgow ré’c@%}s, In

X| et see, .for. exanpl Ror i ck- Kehn Al zhe
bioaote (S8 it sTRE B SivIng R TORARH R K A TNKA)
86 ite RRYptlS 8Qurdiahin @(BIKQ'r&;eptK@WTo thd 166@Mdd}e of the present
schi zophrenj a_(see, for exanple, MCullunmsmth, Lew s,

IRl s the fist lfryownzsstqﬂﬁf)gﬁ Wiighthessiwe FesPROLgPYps have been

g‘h@%% Q@ar@efgbﬁl&e&w PLigdl spbgdea (see, for exanple,
G nsberg, Kew), anyotrophic |lateral sclerosis (Lou

Gehr i @umid a%ﬁﬁ@ﬁmalﬁﬁ@es oleQt IRXASEPL R itatVRL J16WANcRORBhin the
Mller), lath )érl sm (see, for exanple, Spencer,
w

IRAn e B A TH eraﬁtftdisgwﬁ( ydeonditigns a@@wméo bemegipted by or
eﬁ?&gﬁéd »(/1%; QCFEQ%GnQﬁ} oﬁéﬁ%org gf ta%?e'm&?torgomegé dlseases an

di st ur bances cognl 1 ONn see exa , Cheon
tsindivions ineloge @@msmn (sew dor ef&@mpleﬁanb [Fero mthqmﬁOQﬂG@)/stdn d

%a@xa%g{‘b(ﬂn( %%%mn%%%m AR F m ?{ﬁﬁ‘%r sfve dﬁ%F#ePféEé“?@%xaﬁx&e

een s at’ antagdni sts of the
MeoepChourbmgL bhathes 2008 )aanxnety ésn@l for dxmtznplbeRmmh Kohn)y ddzhetnger’s
eat de I essi t LessiV,
P8 oS R RRENEE WSS B R s B S
Y oehy), scaxmpphrempl(uee fbiadxamale, McCelﬂmﬁsnsth( lxmlbemamﬁal,d Javitt),

MI1]er d. bi ar. depre n,11 2009/ 086634

B a b Riren e ok Ao ST BT, B SRS, Cirbere

K&y, b{hi/(btmjbhﬁflatétﬁl sclbﬁisisc(no@f}elﬁfges Dfseeﬁ?@}(@eeg fodbRdmil€ Mathew
tamate' s ng to its

hibjtin
%‘@3&%{1@9 fa Sfa?%ﬂa P%?i‘a%]ﬁ’%e PP alfayin %S’H 140H5TR (356> or
EHamPRS €RezNBALNG] RfarBition (s e@sfé@@daﬁlﬁl%dBineh d@h‘ﬂﬁb:ﬁkes‘@c@gmtlon
(gl ut anat e recept ors. | nce it has been determ ned,

s o iehaep & hepm, bipelar depressiony(ses, fqr zaampledMatheyy 4008) ewd

hhBa BedTESRBhple RSN OPurticRfSre ! 19hé§,rl‘)@etp§hom3 it SRR the
receptors, the fertlllzed eglﬁ I sol ate of the preset
2

glhta@meur@ﬁpr@a rugheas figtampinegnd ribigele gprslecaused; torrat deprrdsion ons
@\E’a?% 2960@51, n%&rl?le&jésswe disorder (Maeng, Mathew 2008, Zarate 2004, Sanacora

2007), amyotrophic lateral sclerosis (Mathew 2008, Miller) and bipolar depression

e
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nmedi ated by one or nore glutanmate receptors.
Accordi ngly, another aspect of the invention features

w@20mendwed for treating a disease or conditi onPCT/CA2009/000019

associated with or nediat ed by a glutanmate receptor

ertiliz 1 e the t hod
(N &g anm 3Eop Tor Pt Cedimig of T a pE R y
REdpest, ibyeniapBp fluhateoih@hd folils 2&dpt6g darl EMiM@iiCortelimnate
patient in need thereof Amnng such gl ut amat e

?@é{éﬁ%?rgilssws sdiated By OF Bpecdate] Withore & mose glytaprals reqegiors.
%@J‘i@ h& beb N @et@mABINR-d3sdABEl Bdh -tRat the fertilized egg isolate of the
met hyl - 4- i soxazol e- propi onat e (AMPA) receptor, the
ReaseRbinEction 8de o QIR AT TRE SRtHBIR yaceptossothp Eitlized ﬁ%ﬁ igolate of
ﬁq%'{}!ﬁapgt RRGGRI O he A2 508 t9 tré AREal arIQBAlifi bR RERRE WA S
or nedi ate a glutamate receptor can

madiktad by deprrana elmtanwﬁa re¢cptbepr essi ve di sorder,
anxi ety, Alzheiner's disease, epilepsy, schi zophr eni a,
i mpai /ixcmgmmgbj apothériaspest of tlﬁq,pngthgm feafu(r@ra method for treating a
ée%?%(gl{ Jgﬁ%ﬁglg%sg%c)lﬁéq/ %glﬁﬁéd%té A fa{ @lltaﬁlg egg&ao? ugulré)fértlhzed
cglaﬂaiatth@mgthdd sinopiseng dleesstepfof, @dlgmlstarmg a thirgnshiagally effective

g dm%?fls tl(l)xggertgﬁze g%%olﬁ e 6(\)?% E%%%Etbl need &ﬁ&?(zfg Sl\n%ﬁ!% su%h lutamate
%Gems oeitx iedotwipidglatemate adceptors pfor &xtaemphdiKthe roeamlpo@ thdroxyl -5-

&ylexl Se%é éﬁ_‘)&%f"gﬂﬁ %};’;&n S%etppo%“#%ﬁaéﬁlag elpeﬁ%) (fcf;agg 3ES fitethyl-

Staepd?b@&gd (I\SaD(AI)’Baceptbblmshseﬁé ot cdndition akdosiaidl withrx imetigted
%{s for exanp 4edt M chale, Louis, dGr ei bel ,
ElBERY, re@plﬂéf%lﬁc u%ee SRESTHYL MR SFPresse FRerdelgPEy) |

k[z'hbfh@b's gisad3l ebﬂéﬂsy’z\WE@hVenﬁQMﬁJalnrﬁMmfbwﬁEceﬂBﬁﬁctloﬁ@fter
exarrP Ahl st edt, Lecci Evangel i sta, Toul ouse)

streke ascherriar amyogoplic (ateyal g¢lerasis Qsou(%f'élé'g sfjpeass) dathyasm, autism,
ﬁ%ht)il RRAaHE, RREYLABGITLOARMHELibSIBEdept Qi SAIRIIE
Ahl'stedt, R'zzo). Furthernore, it has been shown that

ant ageRiSbs RHistAes M2ohREER LRI 2ls0 1&b6H t@e Medifsihadiih or
(SR 48964% can be used to pronote anti depressant-|ike

abpaaedwith sgivatien of thedNEh recauter. (yeh discapgsor gpnditiqng ifjclde
?ﬁb‘i’%s%ﬁks% Wb é%a Ffeeﬁmﬁefg Xﬁls%%ﬁt ‘i\/ﬁchaﬁalLQﬁ"i@ Steif¥dr £ 8% lome,

Loui S n ani mal an St udl es I n
thlmasSthlab@g,sH@gmb@eﬁetmse@ofnd%m& Afrlstedi, Mighsile, Lewis.direibel,

t f .0
el Oltof s Nt SERRICD i) AR RIghl bty bowel
S)eldemec(sqe oo exaiipid, mlﬂﬂtcd@rLeedu Ievangdlieta, Tovalise), mAlsmoatory
PERSRTER TR AP a1 CBRRRATREN Sfcahibdhct e Mirample,
hhrs&dn Rlztzh}sltFurmamfoesr itlhlas eed skgn mstallnagemﬂﬁ of theN[mes@ptor,
entl on 1 9/ 663 PCT/ [ 0000 i.nds
R e P e S T g
m aﬁﬁsﬁﬂ’l Dablely, Sidinterz, 04thae Lusis)thnt @ntivlgtd efibcsgasiasirasslomé,
ondi ti ons sociated with or nmediated b he
Retb R Rale R0y gy Modhls g o B mEs bATE alst feen
téhaetd. OThefl ifabitib R 6f R titRion @l the OTK X Iree@tdrngj i@hib@ing @&Ies Or
condition associated with or nediated by an NK2

- prloegitons ligraity creer¥IEA fipBcpiRiRg g s SBrBIPk Caf Sl gistiminate

G(??fﬁfo{@ biWsdai8 nRHRRADy oRRbAASE Rith Y NK2 REERRE YicE @lhhybeen
errecti ve
determined, as described herein, that the fertilized egg isolate of the present invention
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amount of the fertilized egg isolate to a patient in
need thereof. The di seases or conditions associ at ed

wowaob/ogg3sredi at ed by an NK2 receptor can incl UPET/CA2009/000019

depression anxiety, irritable bowel syndrone or
rinary incontinence. .The fertil d e .sol ate used

st ML Bf Tl sed ol of BRar i sudh et BEhea

1 Gred¥ did3aRE aiEDhaitiesh RyocRA with dTdRedia®dd b3 tiid NK2m@&kptor.

receptor and an NK2 receptor can conprise

fr eeZ@c&Hh@@r @ﬁ‘ﬂﬂlﬁey aspea\batlﬂizumenuolafedtumh eafetlRddorf treating he

fertilized or it can such that

dizrase %GPHQWF%@ ‘%‘ﬂ’o%rtr%ﬁﬁ'falt%l aﬁ?ﬁﬁﬂ% feaffpt%fﬁ‘é% Sﬁfﬁhzed egg
&619@1 th@%ethB@EJm ristRAhE8&p of BaRidiRérglal tB@sbeagellly sabaive

can 1E)re pared according to nmethods descri

Ut ?f thefertized pag iFolste kst GG R Asdriharertt EB%SS%?‘R‘M Fed

doRakibes ﬁg&latédr\vﬁm Iﬁ%ﬁal?é?ido%l afnq'fKZ’I-f"_écéprt&%ﬁﬂl 91ude HéQ898,

or a condition associated'wth or nediated by a

zgmmamtaélerl@cvebsy@droaw ox HringuKIncPEHERCor . t he pati ent

may or may not be being treated by chot her a

conc uhedertilized ogg isplaterised indbq trgsfrpent Agé)glﬁeéﬁe %rscﬁé&/‘o‘b?ssomated
h NEeadprdiead th

%F@%ﬂr‘géﬁggd g}g%ﬁrg? Egmé&g%% ﬁ?& r at |d%n of fer tt ilized

agypriss ket dricdembiyeatdvelytiming anteadepr saerfepry e dergtizegeg or it can

Fb b S S 36 Sl 5000 o B om0

featilized egee The (ﬁfrrtlw egglisblafestebeprepasd acaeridmgdo thethagdsedescribed

h h d f h
%?%}P’ o(rlbﬁ gﬁrug?ﬁlﬁghog K 8§V|n%g ¥he se s Aled aﬁg{l?g H‘tsh{ tZl%:: bx%Pn,om/ forr e

ﬂ@‘ﬁlﬁk a dised3t oad cc(ridmbh laldsloﬂgteﬂ) mxh at meélanbﬂ by g ghitamagaugtceptor or an
RKA ST it 2 ey iR kg iR Ry bSRinerspy concurrntly

wnﬁﬁ@\t@a@wm or intradermal) routes. Particularly

preferred are dosage forns adapted for adm nistration

by t hgndiiedlaspeoiifehe ifkdnion Rmefieids eftredasay ef mentalthealth disorders

i ncl ude those adapt eg fqr adm'(gl strati.on. ﬁ thed ¢

REpriTNE (o admieipatiop of izt e 1300a(5 1 PRGN p By and ses o

fegitzel b%gegol%%rlsgg{@ﬁﬁ)sspr mul ati ons adapted for oral

adm ni stration can be presented as discrete units

such fag GAMsS e%rs, isoladdeRtrfbed REremQRABE foRiBRted mﬁ\/&ﬁl& Béministered
granul es, 30 solutions or sus‘g SI oNs |

< a0 Bopopd S Lo G| fhtuin

?ﬁbc%ﬁ@ Cutfiphat), %ﬁll ,QhsanVadpital [iRcl@dihg &ﬂ%ilsdu@ﬁﬁgual-rhﬁi
ertilized eg Iq i solate can be conbined wth a

genstlerhiab, vagiial, resth-of pxieRieBhERtirg upguneguss PEap sl

'5%%1%&5 8%1}18(%% nlnﬁ]l) FdiesC @%c@&lﬂﬁei‘é@ed’z% %6&%@ R3hs adapted for

019" capsul es, & suitable encapsul ator,
sdiiistrstion byshaerahrosiee @ltth:r predamep) dosagefprmpinshida hoss aglopted for

aglr{llﬁlstrgtﬁ da)ltﬁeega 01] récgllﬁﬁ e, Ge.aLONR aShppddit &9I’Tb| nation

dUi t en OXI c phar’maceut i ca Iy accept abl e

| nert Fe%fl{Cd %éé ﬁzla u@zﬁﬁﬁgﬁdagtfed kL ta&nﬁ%@a&épc%l% bhes,

for exanpl e carrier can 1 ncl e, but are
pmsedtedmstdsdretemnlte dJCb Iaecatpalrlbﬂa W&tsatnecroma@ﬂma@wdre@r granules,
BB quedul RYREL, Bible f hips, or oil-
Bé(lgtngé’rs \95?‘1536“5108? lsr,lp? lrlesoan? LB BiInder SX g coloring b ot
agentksemsidns or water-in-oil emulsmns The fertlhzed egg isolate can be combined

with a suitable oral, non-toxic pharmaceutically acceptable inert carrier. In the case of
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w0 eooviogdeze£d egg i sol ate,

can include fumed silica. The fornulation can al so be
prepared to prolong or sustain the release of the

i n accordance w th neRCBECK2OMM00019
to those skilled in the pharnaceutical formul ati on

art An effectiv osa reatpent ., will

elésat bl Shopiaps St Gea gatd SERIEAR phbigd f FRERR ne

RRMIEd é’é%Qsdlzﬁe albﬂeu&r if O8IbiAgoAawith suftatil¢ Hun-w@kio lphatﬂﬁ@emloally

about 4000 or from about 75 /da 0 _ab
%W%wa%y‘am‘aﬁ( (gf?( PepRt2 %ar{éﬁa%% ﬁl&i? s ‘91

$ R 8haHEudeDBR atedhof FiRed B/ EtBMe cdrBohydraddTBilc as tfbﬁexample

ef fective dosage coul d be abpout 2000 ny/day. The term
sterele ot manfitah HaY xR G FSS Y 2t Ve dgpasaiisebigders a%?ql?fm% agpnts and
LatihEMe hRed 1R, The f(grhl%laftlgﬁ tdn! i pRGarel $OpRioRg Of sushd the

present I nvention is bei ng adm ni stered. Is term

felresanfel faribiedreatisote, theccaidarcg Suthgneagp kvt tg fhosgpidlled in
%Qgﬁrﬁgﬁhh&ﬁ%&hﬁﬁm8ﬁgn@e deternined using standard

nown int art. The term al so i ncl udes

preveny Eﬁ’&tl%]@osgéesfgﬁé&nﬁént “ﬁl@ﬁ‘éyeﬁd QthE pABnP CIEACEib s Res

re-occurring, such as I n pr op lactic or mai ntenance
tdmear@;ﬂonmhwh&o taspraie 609fme/ iy, pirivem ebayh S§Giatabpe 080

méc E%td o];fr%fr:noébglptl —}sgb I'n 57 &3 %kg)%l %%b%@% | % %O?rnatgiédﬁﬁ ece pt% 8?0
inigtday,an ﬁefnfaebouu 1960 ardd0ntng/daf. Ferdxainpleetic effestive ddsagecould be

Thi th can be performed using an ionotropic
faﬁﬁggﬁg eceptor for exanple, an AVMPA receptor, a

ka' na‘{‘he r ecq% rme%Irls 1a ) %\Iq%h 8%&?&% ﬁlir %m{hﬁol?gfdé }t)dtlgﬁ]t 'to (»JBSm

i nvent | on fured™y Ing an activit

e fatliddd2gg rsekmpifme mesamnn\&nngl iscbnihgadmmgstdrdrde THterm

SSGSRL A et S kP At e
daRiaed Iefowmah thearti mheé b:hh allo irfchiudes greedmphgthe disease or

|nh|b|t|n blndlng of the re tor b |ts endo enous

PRI (SO RSN OF B e ARBE A 1 AP R g Paintendrce therapy.

receptors and NKA for the NK2 re

ConmoN BB PSPl 419 BHTEOL FONER e ARt LD igg ap egivty of o

AMBhatd WEtor kampradigy coslating28S glu@maldbcegfdr #4th ah@Fedtioe amount
the glutamate receptors, and saredutant for the
pEtee el CEEERIHB LS BPthod U5 RerAgRed e an Eﬂ“ﬁHPlH@ glutamate

ké&&ﬁ&@?drleseﬁﬁp@raq ANapa @&te]iaslt b REinSH 62 etb HaR WNIDAI tichion

are known to those skilled in the art, and are al so

descrjbaditbe Rl Mvertioh ifdairds a%etﬁchﬁoﬂinﬁtbﬂﬁ@taﬁ a@ﬁvn}{)@f an NK2
2009/ 086634 'PCT/ CA2009/ 000019 r eceptar or

FaseRIpR QYMPEIAIAS Bentadting BietNKyrepsptoronthagrefissive ég@ulﬁtr%( gertilized
%%g é%pr exanpl e, by 90% 80% 70% 60% 50% 40%

% % or 10% . Methods for inhibiting the activity
of a g du-AUR} & 4 BHeRhLE 'iec@}'ito@& K&K X RERIr @hin E@'ﬂh@ﬁed for

carried out in vitro exanple, in a cell, cel
b)yasmlfe by mhllatn%bmqheg e h@ mcmtwd)yats sodagernys dgand(Q & £,
ﬁxgarn%eafgp 1'1% éldteﬁrﬂte Rt JJPncng] Qrgdaﬁfi{ﬁ%r e KRB ehtoP), of ddnthetQally
avallable exogenous ligands, such as AMPA, NMDA, kainate, CGP 39653 or MDL-
105,509 for the glutamate receptors, and saredutant for the NK2 receptor. Methods for
inhibiting such a binding interactions and for detecting such binding inhibition are

known to those skilled in the art, and are also described herein. Activity of the glutamate
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According to a further enbodi nent of the invention,
the fertilized egg isolate can be fornulated wth

w@ehens@anpounds whi ch may be useful for treatP@LCA2009/000019

mental health disorders. For exanple, the fertilized

P SRR B8 e EOTROHBE o Bt

b;xi)@%,s&)% rvb?/doso%rm%, %sB80%) 200 BET0YRDMetlicils Ednhibiting the

advant 9615 of res invention wll becone

PR PO EpRarearier R o HOMK® ERET P bhcaied SR H-aiot he
ebeindpld, @l €IS €dlli 1Pdake) Bs a M‘%[eﬁioﬂtaﬂﬂﬁgya pdion $Ha@kR o£&kample, just
nbadi ments are describ by way of
%ﬁelr‘i}g‘falnb‘ief’?ﬂtf’r) QM Kfvp (fop gxapmpls, i“zaelalmantpﬁ%eqt)nvent ionis
capabl e of other and different enbodinents, and its

sever Afcoptirgioadumhes empodimpntof B inysatien. Sstfeighizadees isolate can

 W@MonAuIGte® WNth Quer EQSRARISWhieH haybd R fH eR&Ae Gt Hein

the 15 invention. Accordingly, the description and
dizerders c Eonsapmmledthe fortdized cggegilata sen besfornuylated with eoropouings that

Ray H{h@mt BB AQbwASE Ee?ﬁ[%ﬁlh LY & mw&%ﬁdg@aﬂﬁeit&s

Fertilized hen eggs t were 8- ays o

sel ecﬁtﬁﬂothéﬁ&%e\‘,\(@Qh@acﬁfgﬁa%/@%fthggregérﬁ we evqnweéd;b?r%ﬂy

et hanol and left I n the odtoa wthe
anpaEERblo thase slel}%dplo tlet ast fromh thealggdedaseriptionkereremdnly e

0
SRR s SRR LI Gy S
thetityestayini isl capable lof ohérchnd diffsrent cxhbcahmeds andl 1ts:stuvéﬂabd:btanle are
h
ggﬁble Ipr%?&l?ga?ﬁf'n% sars\%g obv(i)or{ltg geesgclaz S, d w1th uct:de}fam%g[ fgﬁ‘ﬂ fhg ss

urr
Bllvemiont Aag(sdmglyothe de;scﬂpftd)nfanda e;m;ﬂisrslbeldtw ath® Wregidedas
@erdlfl.Ct.V\Bg 1Qulﬁg( ) i zed Wltth a grinder. Preservatives
UEEAF W S G B%r?%eﬁ{rg "Whd 0. 2% w w pot assi um
sorbate were added to the powder, and the m xture was
BEXAMIBIES The fini shed powder was stored at 2-8C
(short term or -20C (long term. Exanple 2 Chicken
ehhyies Were harvested at 8 days old fromfertilized
s according 30 to the follow ng nmethod: 15 WO

2009/ @%ﬁ%é’hg CEQgQﬁ\%P\Qc% @@Qﬁ}gold Qx}e}e %féa*%go‘m? \gg(%é eg\%‘s

recei ved & when cracked” open,
dibiafegte Biith0%eeathanp} and deftioheafuric igod Iwelllowehﬁe'wé/petdanol to

@\B‘E%Xt% (l'gé' og%l\geﬁé’ %bl%én%?& E%?gﬁtﬁ&?%reg{@pb? ﬁl'?%}éé a ste € ]EO mm
inpshe di hatslmlly afd Dlrets Vwre dig@ el n Thewstieniadh, bdth 5Qliddnd 11qu1d, was

t est 10 test re then
éomgjzetede an rc%ﬂ%d O nice. [Jhe reeiéentaS‘ﬁ was hoc'réoﬁ%rrlfe aﬁ?ﬁf ﬂll%_hgﬁlé,genate
Chingewsegoutadripo steRGYdinless steel trays, frozen, and freeze-dried. The dried
product was pulverized with a grinder. Preservatives 0.5% w/w sodium benzoate and

0.2% w/w potassium sorbate were added to the powder, and the mixture was blended.

The finished powder was stored at 2-8°C (short term) or -20°C (long term).

Example 2

Chicken embryos were harvested at 8 days old from fertilized hen eggs accordlng

to the following method:
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(v) at the end of the cycle, the individual enbryos
(while in test tube) were crushed with a sterile
w@b@sssdoasl and the resulting powder (1.7 g (grBOELA2089/000019
packaged; 10 (vi) the 12 remai ning enbryos were

beaker.  and bl ended with a small

|
g?rguﬁgz ?rowﬁ ggs f‘erﬁegﬁelﬁednand hel d bl ender; (vii) the

resu tely froze
G s L e Fptiobed Sab 2 2 Eexivis TormLBNticed epgtaipipmihe
delvel@dd einbgzom@md%rfer(ﬂlza‘t’lo@}ateol,as di spersed and nmade
honmbgeneous using a glass rod = Lot# A. Each embryo

y| eI dﬁl:lerﬁbr;h?s verp eenib@ ed antiheashiéd (@0) el iy stérlle PBY andVas

R T LSS 05
3 20. S
B EIE ot S SRS

colelefiser frhipors2ec); t he preparation of both the aqueous and

the ether isolates. Al eggs were sprayed with 70%

( v/ viv) et thaa ofttie GLRY tht indvidaLeril 6y Malle fltedianR) R84
q&@ﬁ% s were Jeft in the |am nar flow hood for the

o at Herdg glassrad and theeeswypgpapeder (1. he (ﬁ{@ﬁs)bwas maﬁbaged
enbr apd the attached clear sac with its c

wat ef»/ §> they Ht e RPInfRg e bryos sverepqplqdyn & small heaker and @iﬁntiwewnh a

sk@isim&fnt ¥OWkeARtheWaRAWhAA bIRRALS 1 @l . Then, al |
material, that is, the embryo and clear sacs, was

pool @4l) the r@ubﬂgkﬁl‘rym@tmrﬂ&ﬂatg9%z&fﬁn|dls@@seﬁlﬂmﬂ? freeze dnﬁd as

Foll ow ng the harvest, the material was bl ended

a9YE hel p of a hand hel d bl ender, resulting in a
slurry. 16 WO 2009/ 086634 PCT/ CA2009/ 000019 The
resuﬁﬁﬂﬁ% slurry (approx. 200 nL) was split into two
equal (ﬁées one, was_used for extraction with water
and PR Cieddhepeuler b helrvas,dispersed a9 madpfompgescqus ghiag 8

glh6s rbde THEHA Mea & dMbryo vidiB& 07 PhodRidy. Water was added
and the material was 5 stirred at roomtenperature for

30 NTKYMrRE slufg@l. 3%5 @Ed &Lpei‘@@ atd Iﬁ£defﬂo%gméous using a glass rod =
eous top | ayer was

centrifugation aqu
Le@|B- e‘?ﬂCEGmPIZ’GO’l%dP 11‘ %091‘21?\“ erojsturgyaknegindous top | ayer
was then frozen and subsequently freeze dried. The dry

Eﬁ?@ﬁﬁ@ wei ghed 1.0 g. Ether isolate To 100 nlL of the
slurry, 100 niL of previously chilled ether was added.

The 10 mi xt.ure n at roon1tenperature and t hen
subj éé‘iygjami%ed&@ﬁ% QWGSA&WF reeerpdy Therfollppung is a

déeridtion ol R trdparafiek bﬂﬁ'}ﬂ( the adeDik £3 1R etlRE)solatdie tOp

aqueous/ et her | ayer was
All eggs were sprayed with 70% (v/v) ethanol to sterilize the external surface and

the eggs were left in the laminar flow hood for the alcohol to evaporate. The eggs were
broken and the embryos and the attached clear sac with its clear watery content were
carefully separated from the rest of yolk and vascular material. Then, all material, that is,
the embryo and clear sacs, was pooled in a beaker that had been chilled on ice. Following

the harvest, the material was blended with the help of a hand held blender, resulting in a
slurry.
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transferred to a separating funnel and the top ether

| ayer was collected either by siphoning or, after a
w@ernoshedf freezing at -20C that froze the | oweeT/CAR(®P/M00019

aqueous | ayer Ieaving the top clear yellom1ether

Iaye unfroze cant i ower a

BaleE P updEntia. o) datanic v i Tl pero it os

ugée&"&rexhe@hoabﬂmanmcina bR sedond esethepsxtfacimat ed three

times. The ether isolate was then concentrated and

dri eglgidous fA6lafeot avapTM to a snmall vol une

(approximately 1 nL). The sanple was kept at 5C. :

Exarrpb the4 0@ thI Fdutty, homnahl e Rtovendtet wae va&deldiaﬁedleeme—la( 87a§9

ol d enbryos) y with 709 eth .
S?rbgdsaﬁ &t ‘ie%lagftaﬁlée ée %F‘HE‘FGS ﬁﬁ? Q&@“ﬂé"%ﬁ%&' ! ‘ﬁ% 3é‘°“
afd@le b\RoROGH 1a\gwefr\eas donéc&edl (mommtunlt% Bfad). Foe afieusdop q».tyei

to evaporate 9 wer e broken (62 out. of 420 were

v thet frgamend .swhswant X Bees fiiglatlihg Hf}f%q“éiewels%edzhﬁ gand

the enbryos and their attached clear sac- with its

cIeaEﬂﬁbﬁﬂﬂﬁ content were 25 carefully separated from

the rest of k and_vascul ar material and al

mat ef? 490 mkwifhe sturryy Y0 mb ghprgyoushychilledftheg wag addgdg The

nRRBte8FhsisRakdn REdkB erhftadub asy ﬁi@@ Sub§ddteld |t@§’enﬁ[fuga@1@n Ab@e end

harvested material (approx. 2 L) was kept at 5C.

ofxtﬁle é@ﬁeﬁxg@tﬂnﬁemﬁ@ﬁmwﬁ@atéf@ s tepeagcousfsiier gy & ryag|
r@d%‘ Q éri)ai’éﬂtlhg ﬁﬁnaﬁﬂﬁj ﬂfg%@etlpér %@@P&zaé J&ﬁgctecﬁgth&r st%l%gmg
urry he resulting slurry pr ox.

op aﬁsreecpemhd oligtezmg e 287C thatipeze the?low tzrbmgacms%éwer leaving the

@1@ %ag%%%étgqu 19un %'&%JA&;‘ The filtrate was

clari fllter pad and DE 6000.

Th
T el i e i T
dmsbefdwbt)mznddhwrpcﬁqsewampmghmgtimh& cihghrtlar fsplateevas ized.

r gt

csrnte P R R T Sk PP SRS RS, B Ty
sﬁnméw@hkqxesﬁCtlng flltrate was separated and

i mredi ately frozen in trays for freeze drying (1.9%

O|IH§2 The remai ning 500 nL was m xed with an equa
SFottme of previously chilled ethyl ether ina 1L

bottle and kept at 5C until separation of the two

| ay eFeur hurediwentydediliecdge 5GP iy abd embraos) [Werg spraysO®ithi
78‘% (Wvﬁ&bgﬁfﬁ OyStCQ‘plZL lh%q,xt%l:nlgfesrurf\ﬁ@e @xﬂgﬁ qs sLJl% ]and rtﬂeﬁs‘g% Kere

roomtenperature an Ject
I&felntarﬁimelgatd fontheAkcolndﬁeo @maporatef t he cent ri f ugati on
period (15 mnutes at 5C) the top aqueous/ether |ayer
was The epgs fNerertedcen ¢62a0u eﬁ%ﬂOawfrrm épuhdi nnfeftiliaed farhlicatioprate =
a I i

D T TR
chraflly @mratddtftdtm Cheaq;tl ebDyidk dralvasqular material and all material, that is, the

embryo and clear sacs, was pooled in a beaker that had been chilled on ice. The

harvested material (approx. 2 L) was kept at 5°C.

Aqueous isolate

Following the harvest, the material was blended with a hand-held blender that

produced a slurry. The resulting slurry (approx. 2 L) was passed through a metal sieve
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| eaving the top clear yellow ether |ayer to be

decanted. 15 The | ower aqueous | ayer was extracted
wagapnsesss h 300 nl of ether as described aboveCEHAOA2M0b/@00019

i sol ates were pooled in a round-bottom previously

RS SR R b B Pt B PR e ayap o0

Tvekakegeft die Sienyag wavdiscdféat TatthésmtratExsxmpimw&SDEW was added

rt|I|ze Eg S e T0 duc rt|I|z
a’i“ﬁ éﬁaée“ﬂ\ ‘grteﬂ a&?ad @h‘&ﬁ%& M r”‘{g r pidn Q@gg&mas
ddﬂxesasn{geacsﬁﬂnamﬁhem%l%rsadwievan d'hé Bhjority(aBout UPEH -NO3W mL)
to allow the solvent to evaporate. The eggs were then

ob s kesHItAR é“tﬁ‘FeW%So%?P%ﬁF%a‘H’rlB’HﬁéHmbhﬁ%ent“h'if@iﬁ §or fzeeze drying
(BYRsbli®) 1TR: R ABRE500 mihRasshRbd RitRBdedull M@h@oméﬁougy

di scarded. The retentate, which conprised the enbryo,
chilledethpmthenm a bl otile Pntbkepaatsi@ypalrﬂepaaﬁtwaawf thegyodgysts.

al bunen and consi sted of solid and sem -solid and/or
I iquﬁth_pﬁﬂﬂﬁons was chilled on ice and then

honogeni zed at 5C. The honpgenate (slurry) was poured

i nt 01868} miLeof ghesiwmese ut @éprevlpag}x chlg%eﬂvqr a3y addsp they.

mr%redbds%ﬂal&ﬁ Q06 teﬁ’l‘@e?at{?r‘éla}{@fh'eﬁ Githjdcfado Qédtrﬂqga[noBOAg {é&€nd
Isolate A To Isolate A, the preservatives sodi um

obw zenitiBigginIngiod (P r@n@teqo@tSa@sth@J PP cavdeas/ eth¢rjayewsviap w)
T . .
nltﬁﬁ{%&gﬂqggg (‘P\%Ble né 'ﬁﬁmgﬁ] 2%l We oﬁ(\@tﬁ%?l’@&mwgig@lgcted a%er %};‘ siphoning

r~was store at 2- (short ter
oF Qfma(pbm@oftfmen)lg at -BPICChivell fopzs thlower R009APREE3Idyer,

PCT/ Q0 OOO ni s wder cont ai ni ng
1?a§lrntgi 52 g’{ear@’ e WehlqueAt%ges&g%é d§zed by Hi gh

Per f %n %F a %us l{y%f?' whd eg()tra&'te(g%g g‘l \éggl{ 968%8 qF QtHc!}yas described

( HPL S wWere guan usi ng
atmletan@ Itle-xmzes me; poqitd ion raetigottom, prﬁmsmlmhﬂdml ﬂ/aab Fleeaather

15é) ff\’jgﬁ m o@m?%%{ega A(ﬁﬁiﬁmu%erl{jo %%{nglqg%e ?‘Ee saglple
vifas&e;itlaomill on. The separation range of the colum was
10 kDa- 600 kDa. The columm was equilibrated with 20 nV

hos hfte+03MNaC| pH 7.5. The sanpl e was
%%E@%e at a flowrate of 0.5 m/mn. A

representative chromatogramis shown at Figure 6.

Cer t FértibaddE ggflsotalAysi s The fi ni shed powder cont ai ni ng

I solate A was al so subjected to standard 10 anal yti cal
procé&d mrmelgcet fortitizecsepedsqiate At §-9alay oldhvehodeolisrtidiaed lagin eggs were
dpsm c%edn with ?(f% e%%tbdl ahd feﬁtl e%gd 1o’ flfolwotﬁg sqlvent to evlapiuorate
CONt am nan resen a I've sa he'r es

Ths egdsovdne thbn Biogerr zmd?fhe colﬁmnmdrcmpecbnn ér tDapglub eterileri Conuignesh.

1 ROPRR] B R STy 998 s
s8Q dhdian Srenmbairtial lﬁhrﬁaf%e\lkﬂw)neal’add rmisa&ﬂloﬂ mlﬁlmhl‘h adri-solid
slg/or 1qu1d portions, was chilled on ice and then homogenized at 5°C. The homogenate
(slurry) was poured into sterile stainless steel trays, and freeze-dried. The dried product
was pulverized in a grinder to give Isolate A. To Isolate A, the preservatives sodium
benzoate (0.5% w/w) and potassium sorbate (0.2% w/w) were added and the mixture was

blended. The finished powder was stored at 2-8°C (short term) or -20°C (long term).

HPLC Analysis
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wo b@omsesyng and sifting were repeated,

15 ww was mxed with 40 g (+/- 2% of funed silica
usi ng geonetric dilution. The m xture was sifted, and
resul t i PQT/CA2009/000019
Formul ation A.  The Formul ation A m xture was

Car g0k FPTORErgRCoB e asce RS B B & R Rt 2t kR

Pedfpisinines (or Preadiipd) Ql(ﬁudZOhrStnutﬂ)grapﬁy U] ahé ee8uld WedE quantified

Tr eat of reSS| D sor
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Supér@éxy200f10800GK e eﬁcﬂﬁldhfcoﬁﬁ{rﬂ(llb ainh DM A800enrhy ®@tused for
nment al, di sorders, such_as rel at ed. di sorders

frRAgPraljept Beseraizion raea af e COI‘FﬁP§Va§tIQJ a0 kkigebihe column
v@a\é alHfbhea wah 2b hevighbaite 0103 amEdI AH 95, AnOnipRdiWsd a'ﬁglé/zed

ynptonms of anxiety, inproving 25 quality of life,
ar ?Tﬁ?‘bj\’i?tﬁ of & Ml Bis orePeesataiive Byremanermgh Shownes Egupt 4 on
of Eval uati on Techni ques Ham | ton Depression Rating
Scal ertifipate ppAalysigA\M D' or "HAM D 17" This is a
| eading rating scale used in North Anmerica, for

eval J8¢ finighedasrdesopidnng lsolaty 4t Wasiiso sybjectediogfandsdr es
aﬁﬁl?tldapﬁ%{:&lﬁﬁ;s ?(dm@&ulfe?uh?fvﬁd t%QfoMteﬁtQ}f ?ﬁﬁem ?gtsashsﬁﬁﬁﬁl?e and
30 noderate
ve@wéggmmman@- A reprwnwezsa@m}esé @@3&8@@/5@2@ @tdilaga @19
Ham | ton Anxiety Rating Scale-14 Item "HAM A" This
rati Hgrmadation AsGansulss es the | evel of anxiety in a

patient. The score levels are interpreted as follo
<17, Imprier: to peparg capsilesiof Rpriplgtoma 40099 35230, of he finished

r 0 %
p%%?ﬁcgﬁﬁmﬁf% sGIRY %Aadlén N%aga? (028 ¥ @gg%w ggste{uﬁss%;%gb (©.2%

wiwgas mixeg mith 4%#1 @&0)fod fun@dalllsravmn@g@éwﬁwhlu@ﬁn i Fhea
e
n%%%lt :P&Ssgil/—%f ?.r{d;}{lé nlglﬁéé n%ﬁg%gz\gér}g I?ez)eeﬁgc[ rr@shﬂx'h? i érgl\\/ﬂeapgn A.
BeVemaylatibh; A seiter evas Sdcapsubadainaing, M@ECamiSOOdfO “1156 canyules to a
eck re$sON.doavent "BDI" 10

talrﬁet%leweldht OZSO5B to pggr‘r% cg %nuﬁreglé)éu&rcapgl%lg depr essi ve
synpt ons typi caI I y used as a sel f-assessment
Exapipleprent . The total score is the sinple sumof the
21 itemscores. GCenerally, a score < 9 indicates no
or  MsflgRk FAGRIRSE W8y TrkBtimbf dAHi6Ab&Tesive BidoRler (MDD) and
m)der at é depr ession, I9-29 indicates

‘ Related Thewstoessi on, and >30 i ndi cates
severe depr essi on. Hovvever a score of 0-4 may sug est
possilbt effideayiaafl safety 9ép fiseskdospofiEprmpldtion 4 dotreat grenighdiggders,
ﬁ&%’ s%ﬂ@eﬁh rﬁﬁé@ﬁlp%ﬁerF ﬁ)trﬁso&' Igfstquzﬁr ?ﬁlg 'sﬁﬁy Hened

Istrionic or |neprsona|ty I sorder.

evaluation of the effect of Formulation A on reducing symptoms of anxiety, improving

quality of life, and improving symptoms of sexual dysfunction.
Description of Evaluation Techniques

Hamilton Depression Rating Scale-17 Item - “HAM-D” or “HAM-D 17

This is a leading rating scale used in North America for evaluating depression in a
patient. The total scores are interpreted as follows: very severe, >23; severe, 19-22;

moderate, 14-18; mild, 8-13; and no depression, 0-7.
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Arizona Sexual Experience Scale - "ASEX' This is a
5-itemrating scale that quantifies sex drive and

werabnosiees | evel s of arousal, vaginal PCT/CA2009/000019
| ubrication/penile erection, ability to reach orgasm

20 BEbEAOSKI AT LR aR s RigemypseT bl e (oLl
i ndi I
0 5 TGRS e U LRERN N g e 57 e

interpeeinsli ag lﬁolhms hiey mﬂbequzamalelss echdevateandd26-38hmpderdo rom
36 25 (SF-36). This questionnaire eval uates such

PiGbl ens as, the ability to concentrate, feelings of
Wor r owsef-c fide.nc feel i ng OW
sel f= bete e §ai %AIQIBRg The scoring

Ir IS gﬁ 1fs ?ﬁazle%/@%{m%scfﬂe uéea elg (I:\Eﬂ'th :!Amerfc% gor §Vﬁmtln§g%%r%&8n ina
phtiend 6T heZEGHMﬁng @Q% Qﬁﬁz@ 34rrd4id WTAZDDY s@@fﬁﬁ)l heasBowBy a:esordlng to

b t t 1
ettty St BRON iRt BTk ot Rl 130

sugg st 'severe orobke 5 - anhd psychologlcal stress. 5

: Manual of Ment al
D sorders- IV- " TR' This, is ithe
Dl sof et HHOTRGE! P el e SRR b Rl \eg as
aﬁ&@aﬁs@ssnﬁﬁﬂﬁﬁﬁﬁr\eﬁﬂ aite tbthlakcore onthe sifvplessusted fithecl laigesi fcoes.

ment di sor. and provides w del cepted .

GERPp B o P SEHOSIORS MO SESeR b (R Bee mitd-to
nfd¥Rtakd deplesEM, d9-l29 EndRd4ads hdiakr@te-td BevERedeprosdiBn, ﬁn@%(ﬁeﬁaﬂlcates
neasured was_the repeated anal ysi s of @rl an

seyeee depesEon. oW HET AP EE 4 MY SERECE AR IRIG AT |°édepressmn
§@§9&9@5y4oeé3frﬁ BIsEiBlelcREdgUHBEh s R pleSionor adfid
e , MADRS, 55} gga %{S eel\/%ggnd ASEXp D(:,Gscrrlapt|r(;?1mco(f)r
bstdqdylemswéfydlwé@ﬁr study was carried out at Mount

Si nai Hospital (I\/BH) in Toronto, 15 Ontari o, Canada.
Pat i dyizenagexpal ' e adverti senent,

referral fromthe I\/ISH out pat i ent &}1 gram and from
ot hehis|is haam r@mtswésthatrwasﬁféﬁs SPOEHIC [ vl devgls of

a?d?lgaﬁ Pig hﬁf luﬁltléé@)ﬁn/hghll'e RMLBS, IRLiE & %aﬂﬂ'bt%ﬁén@ I'z}md\sa&lsfactlon from
pot entl al antidepressant activity. The goal of
opgdsmt study was to denonstrate that Fornul ati on A has

the potential to significantly inprove MDD beyond the
| evelPgssifie tofpd scores range from 5 to 30, with the higher scores indicating more

sexual dysfunction.

General Health Questionnaire Scoring - “GHQ”

The quality of life dimension may have been assessed with the Short-Form 36
(SF-36). This questionnaire evaluates such problems as the ability to concentrate,
feelings of worry, low self-confidence, feelings of low self-worth, unhappiness, and

depression. The scoring is as follows:

Likert Scale 0, 1, 2, 3 from left to right.
12 items, 0 to 3 each item.

Score Range 0 to 36.
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20 known pl acebo effect well established in other
trials and that Fornmulation Ais an acceptable

wWoe@ans@st in this patient popul ati on. SecondaP@I/@Anm9/000019

of this pilot study were to evaluate the effect of

F f t d

o o s Pab b Bt BERSBA ARG RS ouf 1108 rcpiedlt eened

for NoDeudP ngidDBMof Wstfd@s.criteria and the HAMD. 25

On | abel
I AT

For mul ati on peri

patients were further assessed by a gl obal neasure,

WEr & ; 2B
LYsThig The Udvalg for Kllnlske Undersogelser (UKU)

~ Side Effect Rating Scal e (Lingjaerde). Secondary

meas Uhisgs e sdegard disgnosticyapiabimsNomhremériva fdAdng) Ned:
3 ti Sc S) and the
PRl RE ERah Oy SRS R oL Sl basBdssoridens

acepptedienenia Sor didppognathéth paefl oh itetesti i EaDEVid¥ASe available.

assessed with the Short-Form 36 (SF-36). Anxiety was
asseJbeprimgiyrffettmeeadited Wanthd-bated a%lly\ﬁ@oﬂ%gﬁ&aﬁﬁﬁtﬁe score

e APEB R P P ime sl Seeiawarort masHe oM hERkS

ahd @@ﬂmt\msommm)l,ﬂmm@ammn- The investigators
determined the severity of depression with the rating
scal &ssapribas@idye, and at repeated visits at weeks
(W 2, 4, 6, and at week 8. In intervening weeks

pat i dntopemiabe sﬂﬂg Wak Barliéd @ft aCMbiitGalai BSSHREBVESTSH (MMonto,
(%B valua%$ eSS|on nd nedi cation tol erance.

gy G REFGRA eRsaggvergpemmsa et e the MSH
ousticabpragran 4 fiw{ 6t c(igickieentsat i on A capsul es  of
about 500 ng each, taken orally twi ce a day).

I n CI Uhis Protdcbl deséribs o olféﬂtphlsmlﬁiyl@ info&dtightd FoHRi18 b APs
nts had to have net a nunber of

PP‘ﬁ‘&% §?t6ﬁgf€ﬁa’eté‘ﬂ“§ty Thg @3] @f Hig Pl stushyiveps (9 Jengapistyate Higt
Fdﬂﬁﬁ&tidﬁ@ﬂhi@&ﬂl%ten@hp to & gﬁiﬁ'cﬂtﬁlgﬂnpfyvé‘m béy fad ltlfeclue'lsr}g the

MIV TR criteria for major FreSS|ve I sor

kg(?vwgvléceéa eiergavell estallishedria ﬁther {tipls pnd that Rarewrlatiamlis om
aéRPakIs Sehemah 'tH?Qpa%@ﬁ’tlp%plgIW Re }l r&%ﬂ%ﬁ ?bﬂéﬁ%ﬁ.{dg were to

15 at basel i ne of or hi gher.

evatuagsthy effpcs Oﬁlfor@g@tlomé ongeqlyicing Santews of aralatmawgmprmnng
qhdi®y 6r1iffedi cation treatment for di agnosed maj or
depression. Treatment decisions were made solely upon

the gch %h&én@@asc‘%dﬁ aq&f%P st usubiB§Wﬁ§ gn{%rla nc{ tﬁ% HAM-D.

appropriate to t patient Wever “augmnen
Oseq eotaseyl, éhey aveee aseigngdge Hictoperdlatielrfiongulhtin /8 st bortatpedd of 8

weeks. The patients were further assessed by a global measure, the CGI severity (GCI-S)
and improvement (CGI-I) scales. Side effects were systematically evaluated using The
Udvalg for Kliniske Undersogelser (UKU) Side Effect Rating Scale (Lingjaerde).
Secondary measures of depressive symptoms were the Montgomery Asberg Depression
Rating Scale (MADRS) and the Beck Depression Inventory (BDI) as self assessment
nstruments. The quality of life dimension was assessed with the Short-Form 36 (SF-36).
Anxiety was assessed using the 14 item HAM-A.
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20 (iv) English language literacy. (v) Signed witten
i nformed consent obtained. (vi) A negative pregnhancy
W e®v/osde3screeni ng.  Exclusion Criteria Pati eneGI/asem9/000019

excluded fromthis study if they nmet a nunber of
exclusjop crjteria, . . 25 .includin iteria, (1L)-(xii]j

e  olndls PasdtsonStnstiriap a5 e RRAFE Fiah by doshebdard
tredtat@Pritbedds ol Hépr&sibn ATRAAAS i Sat detl@Rh@ISEE Vel RET

than, DSM 1V TR MDD (si.ngl e epl sode/ recurrent, e.\g.
despssion evith b rating sealss athasabine.aad pyepeaiey ViR lesesks W hbrte S
afKA VAR ) In fnlekVenihd FaeKs faBel@wdre s&dndR bfiéfCRiRical dsSésrheédls (V)
sui cide (HAMD suicide item>1) or 22 W) 2009/ 086634
trT e ioposstand sedisalianiglernef st ory suggesti ng
significant current potential for self harm (iii) Any
anti Q@W@%@fﬁ"“f?@@l’éati on other than Formul ation A

(iv) Subjects who were taking and unable or unwilling
to dicdsgerndEomatlationA waerbt?08P suiey §2 fuaylatigp A capsules
ofSRLESR 1BP cach, thiveh PARRRiIMAQaYYEr € pregnant, o
breast-feeding, intending to becone pregnant in the

next pl2s R eh-Rs L4 FaRedrnsuf ficient contraceptive
protection. (vi) Cinically significant organ system

di sep$88clugordin thi§ fLY, PYRBEWad o haWERRE A fumber 8NMALIusion criteria,
~endocrine, gastrointestinal, netabolic, or other
I@P@E@W@f@i(géﬁéa%deﬂcqud)bemr se of el ectroconvul sive

therapy (ECT) during the observational 10 period.

(viifl)~ suhrbricg dggnesisfalidingdIMdVod} ediFriaonamrior gepressive
dlsbrd@r, sinERfIs MR r&udbiease, Huntington's disease),

cerebrovascul ar disease (i.e., stroke), netabolic

condjihi ONg;. (emSamiltdf DT RioBRAtAESdafd @D 1 ’ﬂi—i&lﬁ% 3R re
conditions (i.e., systematic |upus erythematosus),
ayhaselinef 1®odghdrnf ections (i.e., hepatitis,

mononucl eosi s, human i mmunodeficiency), or 15 cancer. |

(i x) (@ i nMelsb/Fenaleulfcts Yertsi ags ey 1§geEsra MK Q16 prgein their
riiion (oG Bl k@bt ol i S8, PR DY ook made
solelywipon the ghimicies’p gitigivisat cfjhye stapdand iofj carp appreririake, to gt patient

bi ect th Chieal | S .
(PR F Bp0hd Qe QP TLARLE Say AR oL
urin llv%ﬁlr?%&?kgé\}%gﬁ&at%gt s who becane significantly

Wor s out ” peri od.

) Signed written informed consent obtained.

(vi) A negative pregnancy test at screening.
Exclusion Criteria

Patients were excluded from this study if they met a number of exclusion criteria,

including criteria (i)-(xiii), as described below.

(1) Any other DSM IV TR diagnosis including a clinical diagnosis of
depression other than DSM-IV TR MDD (single episode/recurrent, €.g., chronic

depression and/or refractory depression were excluded).

(1) Judged to be at significant risk for suicide (HAMD suicide item >1) or
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Study Design This was a single site, open-Iabel,
random sed study of 25 patients designed to 25

waQ 2000dsdead t he ef ficacy and safety of Fornul at i BCT/BA2009/000019
nonot herapy. The trial consisted of an 8 week

LB LRl PSSR S
PCT/ CA2009/ 000019 S i I i CJ
el T e G

st udy.,, t hg .nat ur.e of e treatnent, a t he. ot her

R R T P R R S R Ry
heglthgireddtsasasfendeptssivment , t he physi ci an nmade t he
clinical DSM 1V TR 5 di agnosi s and adm nistered the

HAM D) 17. Whalrieq iwhb evesifop gnahis bicheficcd g, iaten@idg eelbecome pregnant

. chiatric histor nd concom tant therapy review
P Retda gt op iy e B R CRRF A G o st adi < on.
basel i.ne hor. torf.tests were taken by the research .
coor Hithat BFUFHE SERATIEEM TS RGP © & Rﬁrglr"&%s&‘b pP gﬁfia“c’
r&BC eflddcting, @adtioadtestingl, Métatiotic firSthep B RhfiOliydaes,
bilirubin, BUN, creatinine, TSH, Liver Function
Test syil) SeCoursecsfeiiirodoneylsita ez ECY) pagadthe oyseh@tional
screen for fermal e patients was obtained by hCG bl ood
PPRYY. Pregnant patients and those wth clinically
si gni f.icant..ahnormal. | aborato tests. .exc| uded.
Ve ok (O A RS P B b i b TyPEmon SiRER<o)
HREn@Bi’e did&sé))erébrbasdulir Aiskat (i) strékd)Un@itosic apnditiyns (ike
\physician. Patients who were. depressed an? on a
crie Rl 2 daficiensy) HEHPERRP (RNILIONT HEp PESSRAe WuF BVEIemalosH).
vilBoroWMet fifectiOnsTPE.MktpaditisOMofenucleddid, Alh AimM@Hsaeficiency), or
Following the initial assessnent and initiation of
CEyehul ati on A therapy (VI and V2) the schedul ed
visits occurred every week for 8 weeks (W2-W8, V3-V6).
Thos §%hhoCligied! er Hihclife Ruro/lyker thepidisas @ elpvalgd A8H) who
chose to enter the study entered a 1-2 week 20 washout
peri 68 beflsrgichiogionhvificesie 8 week active drug trial .
The washout period was at. the clinical discretion of
the PRYsi 24baets PR Wi rackiv e PyrBotherapy @inyho bgpmpsychotherapy
dORAE theked in a visit one week into the washout by the
psychiatrist and further nonitored by phone by the
St udyxif 005 chjdrat vith Mintkae§iknifitdnt hshoFRA MHOEAGY rdshRd from
depressi on fmay worsen during the washout period.
spigomngblood gndrusimalysis.or drug was i neffective or
partially ineffective the 25 risks that a 1-2 week
del afxiil | Pubjqcrivia kessing sieniHepgtls waesp dudng the waghors pesiofn
this protocol are not substantially greater than
usual“duPesig’s | ong as subjects are careful |y nonitored
during_ this tinme and appropriate interventjon
i nst TP 2 gEglsste Spe-{poel) rndamipd siidy 92 APfishis dpgigned to

validate the efficacy and safety of Formulation A monotherapy.

The trial consisted of an 8 week evaluation period preceded if necessary by a 2

week antidepressant washout period.

23



10

15

20

25

30

to be an effective antidepressant for a particul ar
patient, the patient nmay be at risk for undue
w@e@bosgat i on of depression. However, depressiBCI/Ca209/000019
chronic di sorder which is 30 generally present for
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washout period. However, if the prior drug was ineffective or partially ineffective the
risks that a 1-2 week delay will significantly induce depressive decline in this protocol are
not substantially greater than usual care as long as subjects are carefully monitored during
this time and appropriate intervention instituted as necessary. If Formulation A were not
to be an effective antidepressant for a particular patient, the patient may be at risk for
undue prolongation of depression. However, depression is a chronic disorder which is
generally present for months prior to being diagnosed or treated so an additional 8 weeks
in the presence of careful monitoring together with institution of Formulation A, a

potentially effective medication, should not be substantially different from standard care.
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General supportive contact with the patients by the physician and the research
coordinator was permitted, and the contact was generally restricted to answering pertinent
questions about the patient’s illness course and treatment. No formal psychotherapy was

permitted.
Statistical Methods

The primary effect was tested using a repeated analysis of variance with the scores

of the HAM-D 17 as the outcome variable. A significant time effect supports the
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an expected placebo response rate ranging from 30% to 50% in treatment trials for
depression. In this study, a placebo response rate of 40% was assumed. Some analysis of

responders and remitters was carried out as appropriate.
Results

A total of 23 patients were entered into the study. Three of the subjects, (#104,
#1035 and #118) were never treated and hence, their results were not considered
analyzable. Of the 20 subjects that received at least one dose of Formulation A, 16 of
them completed the 8 week study. The remaining 4 subjects did not complete the 8 week
study, but since they each received at least one dose of Formulation A, their results were
deemed analyzable. The reasons these 4 subjects did not complete the entire study
included non-compliance with the medications and/or appointments, impatience with the

results, and the subject leaving the country.

The results for the 20 subjects who received at least one dose of Formulation A

are provided in the below tables.

Total Score Sheet for HAM-D

Screen Week 0 | Week2 | Week4 | Visit7 | Week 6 | Week 8
Subject #101 20 14 11 7 3
Subject # 102 19 15 5 2 0
Subject # 103 22 7 3 5 0
Subject # 106 21 4 8 10 12
Subject # 107 22 17 20

Subject # 108 20 14 19

Subject # 109 25 16 17 20 24
Subject # 110 21 10 17 8 4
Subject # 111 24 20 19 19 23 23
Subject # 112 29 8 5 2 0
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Screen Week 0 | Week2 | Week4 | Visit7 | Week6 | Week 8
Subject #101 15 27 14 11 3
Subject # 102 22 11 3 0 0
Subject # 103 18 9 13 2 2
Subject # 106 22 10 10 6 10
Subject # 107 27 12 9
Subject # 108 27 19 17
Subject # 109 25 16 16 17 20
Subject # 110 28 13 16 9 8
Subject # 111 26 15 20 21 21 20
Subject # 112 30 15 9 4 0
Subject # 113 34 13 12 5 2
Subject # 114 33 25 22 22 28
Subject # 115 31 2 7 5 8
Subject # 116 32 26 25 25 24
Subject # 117 24 14 7 8
Subject# 119 31 19 27 20 8
Subject # 120 23 8
Subject # 121 35 7 1 1 1
Subject # 122 31 23 10 23 15
Subject # 123 26 17 11 4 2
Total Score Sheet for MADRS
Screen Week 0 | Week2 |[Week4 |Visit7 | Week6 | Week 8
Subject #101 34 24 28 10 6
Subject # 102 30 18 10 0 2
Subject # 103 28 10 4 2 2
Subject # 106 30 14 14 18 24
Subject # 107 38 28 28
Subject # 108 20 18 22
Subject # 109 28 23 20 28 26
Subject # 110 28 16 36 14 10
Subject # 111 46 40 40 40 32 36
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Screen Week 0 | Week2 | Weekd | Visit7 | Week6 | Week 8
Subject #101 27 25 27 17 10
Subject # 102 25 13 6 0 1
Subject # 103 26 14 10 8 8
Subject # 106 30 12 7 12 40
Subject # 107 33 28 26

Subject # 108 32 14 20

Subject # 109 29 23 24 20 25
Subject # 110 29 22 24 13 8
Subject# 111 32 28 27 33 27 27
Subject# 112 37 21 10 9 1
Subject # 113 53 23 22 18 3
Subject # 114 54 40 52 52 59
Subject # 115 39 13 16 3 4
Subject # 116 38 37 37 42 40
Subject # 117 24 20 11 7

Subject # 119 35 36 40 24 18
Subject # 120 26 1

Subject # 121 43 10 4 3 3
Subject # 122 55 38 25 46 27
Subject # 123 33 34 22 5 10

Total Score Sheet for HAM-A

Screen Week 0 | Week2 | Week4 | Visit7 | Week 6 Week 8
Subject #101 15 9 8 7 3
Subject # 102 13 8 2 0 1
Subject # 103 8 7 2 0 2
Subject # 106 21 5 5 5 10
Subject # 107 12 7 13

Subject # 108 15 8 11

Subject # 109 17 12 13 18 14
Subject # 110 14 8 9 2 5
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Total Score Sheet for ASEX
Screen Week 0 | Week2 | Week4 | Visit 7 Week 6 | Week 8
Subject #101 12 14 12 13 13
Subject # 102 21 23 19 19 15
Subject # 103 12 12 17 17 13
Subject # 106 10 9 7 7 10
Subject # 107 15 14 16
Subject # 108 15 11 12
Subject # 109 17 15 17 19 19
Subject # 110 26 25 28 28 27
Subject # 111 28 28 28 28 28 28
Subject # 112 11 13 11 11 9
Subject # 113 28 28 28 28 9
Subject # 114 28 28 28 30 30
Subject # 115 19 17 17 11 15
Subject # 116 11 10 11 12 12
Subject # 117 14 12 18 16
Subject # 119 30 30 28 30 30
Subject # 120 19 15
Subject # 121 18 26 12 22 10
Subject # 122 26 14 15 30 12
Subject # 123 22 20 20 16 20

Response Rate and Intensity of Response

The following definitions were used to assess each subject's response to treatment

with Formulation A. A “responder” or “ever-responder” is a subject with at least 50%

improvement on the Hamilton Depression Rating Scale (HAM-D score) as compared to

baseline score at any time during the study. A “clinical responder” is a subject meeting

the “responder” criteria who, in the opinion of the Principal Investigator has a positive
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In addition, a major secondary outcome, reduction in anxiety, was experienced by
all of the ever-responders except one. These results show that Formulation A is effective
in the treatment of major depressive disorder and anxiety. Furthermore, there were no
serious side-effects attributable to the drug. There was no increase in weight, nor was

there a diminution in sexual function in subjects participating in the study.
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w/d = withdrawn from Extension Study

Four of the 10 subjects were withdrawn from the Extension Study due to
occurrence of an exclusionary criterion for continuing in the study. The results of this
Extension Study showed that all of the subjects in the study were, by definition,
responders to Formulation A. Six of the 10 clinical responders (60%) were in remission
at the outset of the Extension Study. Eight of the 10 subjects (80%) were in remission at
the last date of assessment. Two of the subjects were clinical responders in the initial 8
week study but had not gone into remission until in the Extension Study. Only one
subject (#113) who entered the Extension Study as a clinical responder relapsed after

entering the Extension Study. The positive efficacy and safety results of the study
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percent inhibition of specific binding at each
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RegrpE/Baszymizy e Per cent| Pepdenbirhilsitiomat P@ercent Inhibition at
Inhibition at 1.0 gg/ ni.moig/mEalfdicdatd 0. Q09gighhL of Isolate
Isolate A A Neurotransmtter Rel ated: AAdenosi ne,

NaPore Al safifteVReldte@? 12. 06  Adrenergic, Al pha 1,

AW A5l KEALMErive- 01 - U.]19652 12.06

Adrenergic, Alpha 1, Non-selective | -5.01 -0.56

Adrenergic, Alpha 2, Non-selective | 0.52 7.88

Adrenergic, Beta, Non-selective 397 . 17.38

Dopamine Transporter 4.73 -1.61

Dopamine, Non-selective -11.52 -0.59

GABA A, Agonist Site 1.11 10.58

GABA A, BDZ, alpha 1 site 3.18 11.96

GABA-B 19.85 14.33

Glutamate, AMPA Site 5.79 29.05

(Tonotropic)

Glutamate, Kainate Site (Iontropic) | 3.96 22.38
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Gijcsteastivabpind-densitite 22 - §
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729 Hi st am ne,

Bi#6-0.47 3.83

HitahiaeiHle, H3 14. 37 -6.

79.220el at oni n,

Nefi2lsel ecti ve

Hhstani@d, #83. 64  Muscari ni

e.4ML (hr) -4.7;

?3837. 33

Non-selective

Hiseag e ¢, M2 (h) 1.5214319 Muscari ni e.79
Mok Mt deleBriveCent ral |-9100 -8.66 Misxesinic,
Qaﬁ% REL(IME, - 11.85 9 7& Perhpheral -.iN3otini c,

}EU?{I‘WM (ﬁ) BNnTx -0.73 -15.2/{1 ‘LnienSI [l \{Qb

MRS RBAS g Q{MQ o 127768 g d,

Muscanmc Xion- selectwe,J'U - 14 .11.85 -9.74

Perhpheral

Nicotinic, Neuronal (a-BnTx -0.73 -1.74

insensitive)

Norepinephrine Transporter 6.12 7.68

Opioid, Non-selective 9.10 7.72

Orphanin, ORL1 (h) -11.04 -10.55

Serotonin Transporter -0.81 5.46

Serotonin, Non-selective -1.24 5.06

Sigma, Non-selective 0.38 0.60

Steroids:

Estrogen 2.23 7.46

Testosterone (cytosolic) (h) 5.80 6.16

Ion Channels:

Calcium Channel, Type L 0.17 -6.09

(Dihydropyridine site)

Calcium Channel, Type N 5.01 5.02

Potassium Channel, ATP-Sensitive | -1.00 2.46

Potassium Channel, Ca”" Act., VI | -0.72 -1.23

Potassium Channel, I[Kr] (hERG) | -12.25 -10.99

(h)

Sodium, Site 2 -0.73 9.17

Second Messengers:

Nitric Oxide, NOS (Neuronal- -19.63 -0.04

Binding)

Prostaglandins:

Leukotriene, LTB4 (BLT) -0.39 -8.11

Leukotriene, LTD4 (CysLT1) 14.10 19.68

Thromboxane A2 (h) -2.41 5.28

Growth Factors / Hormones:

Corticotropin Releasing Factor, -4.31 8.08
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Estrogen 2.23 7.46 Test osterone (cyt osol ic) (h) 5.80

en—Channels—Cal ulll ne—+ 017 609

F*eﬂerpgmd! 8% ne site) Cal w neﬁ‘ at ngg&eﬂf Iphabition ab
Pot assi um Channel , ATP-|3 1501“‘80 Ad-e/phof Lelate,
":LAQL_’ V| Ag 72 -1.23 Pat%ssium
QuytasHel LIKr]l (hERG). _14.835 _ 10 99 (W788di um Site
Pibatﬁlmm\’gt“@faﬂ%@eﬁl’d skohyers: NitridsO® de, NOS

ThyotrepindeleasingHggnong, 04 3.58; ndi ng) Prost ddgBandi ns:
TiRdlkotri ene, LTB4 (BLT) -0.39 -8.11 L Lukotri ene, LTD4
Beagl/Gat Reptiles: 19. 68 Thrjonboxane A2 (h) |-2.41 5.28
ABgonrkinBjctTdr(h) / Hor nonesd.80Cor t i cot r opi| R8.Rel easi ng
Amgitteakin ILAT21 8. 08 Nongsl ective 34 18889/ 086634
Bridvk oAl BB/ 000019 Recepins7 Enzynme Per ¢emps | nhi bition
GblebRidkeih, daX1 @WARAQN atadl2P g/nL of Tsojese 10.0 g/nl
(DblebFidtie, CEKACERPY 0C1.f3l4. 83 17.68 TP alelet
Lg%ﬁ{atﬂé’lﬁf ERG\ et or, PAF 1533 1575.99 Thyno§ HpTm

dothérd, BY-BTh) 0TS, S- 99 16429 26.76
Galanin, Non-selective 7.94 v 20.49
Neurokinin, NK1 19.32 13.63
Neurokinin, NK2, (NKA) (h) 15.62 32.15
Neurokinin, NK3 (NKB) -7.70 : 1.09
Vasoactive Intestinal Peptide, Non- | 18.20 -1.65
selective
Vasopressin | 8.63 1.84
Enzymes:

Decarboxylase, Glutamic Acid 9.11 5.63
Esterase, Acetylcholine -2.21 -1.78
Oxidase, MAQO-A, Peripheral -11.09 -3.83
Oxidase, MOA-B, Peripheral -18.26 -15.82
Transferase, Choline Acetyl 18.06 20.00

In general, a binding inhibition or an enzymatic activity inhibition of 20% or less
is indicative that a given test compound is inactive at that particular receptor binding site
or target protein. A binding inhibition or an enzymatic activity inhibition of more than

5 20% is indicative that the test compound has activity at that particular binding site or
enzyme site. The above-described binding inhibition studies showed that Isolate A
displaced glutamate from four of its major ionotropic receptors. Binding be radio-labeled
AMPA to the AMPA receptor was inhibited by 29.05% in the presence of Isolate A (10
pg/mL). Binding by radio-labeled kainic acid to the kainate receptor was inhibited by

10 22.38% in the presence of Isolate A (10 pg/mL). Binding by radio-labeled CGP 39653 to
the agonist site of the NMDA receptor was inhibited by 34.59% in the presence of Isolate
A (10 pg/mL). Binding by radio-labeled MDIL-105,519 to the glycine site that is
strychnine-insensitive of the NMDA receptor was inhibited by 27.45% in the presence of
Isolate A (10 ug/mL). In addition, binding by neurokinin A to the NK2 receptor was
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Formulation A capsule to antagonize ligand binding by various glutamate receptors and

the NK2 receptor. The AMPA receptor, kainate receptor, the agonist and glycine

(strychnine-insensitive) binding sites of the NMDA receptor, as well as the NK2 receptor

were studied in this assay. The contents of Formulation A capsules were dissolved using

various solvents and extracted using four different processes, as described in detail below.

These extraction procedures resulted in a number of fertilized egg isolates. These isolates

were called: Sample #19 Top Isolate, Sample #19 Bottom Isolate, Sample #20 Top

Isolate, Sample #20 Bottom Isolate, Fraction X Isolate and Sample #2 Isolate. These

isolates were then each tested in the radioligand binding assay.

Sample #19 was prepared by weighing out 103 mg of the contents of a

Formulation A capsule. Water (10.3 mL) was added and the solution was vortexed for

one minute. Thirty mL of ethyl acetate was then added to the solution and the solution

was vortexed again for 1 minute. The sample was then centrifuged using a bench top

Beckman centrifuge. Three fractions were formed as a result. The top (organic) and
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r?ﬁrlle a# ip wafer ‘Lhe top methanol action was semi-clear and the
bottom dichloromethane fraction was not soluble. Both samples were centrifuged at
10,000 rpm for ten minutes using a microcentrifuge. The supernatant of each sample was
removed. The supernatant from the top methanol fraction was labeled as sample 085426-
6 (Sample #20 Top Isolate) and used in the receptor binding studies. The supernatant for
the bottom dichloromethane fraction was labeled as sample 085426-7 (Sample #20
Bottom Isolate) and used in the receptor binding studies. A control for sample #20 was
also made. This control consisted of 10% methanol in water, and was labeled as sample

085426-9 in the receptor binding studies.

Sample Fraction X was prepared as follows. One hundred twenty-one mg of the
contents of a Formulation A capsule was weighed out. Ten mL of water was then added.
Ten mL of dichloromethane was then added to the solution and the sample was vortexed.
The aqueous and organic fractions were each separately removed. The solvent isolation
was repeated by adding 10 mL of dichloromethane to the aqueous fraction and vortexing

the solution. Again, the aqueous and organic fractions were each separately removed.
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Binding by radio-labeled AMPA to the AMPA receptor was inhibited by 97% in
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SarApi¢420 Top Isolate inhibited the ability of glutamate kainic acid to bind the kainate
receptor in a concentration-dependent manner, with higher concentrations of Sample #20
Top Isolate providing more binding inhibition and lower concentrations providing less
binding inhibition. The ICsq of kainic acid was determined to be 1.77x10® pg/mL and the
K; was determined to be 1.08x10® M. The ICs of Sample #20 Top Isolate was
determined to be 12.0 ug/mL and the K; was determined to be 7.32 M.
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9. The composition according to claim 7, further comprising one or more preservatives.
10.  The composition according to claim 9, wherein the one or more preservatives are selected

from sodium benzoate and potassium sorbate.
11. A dosage form comprising the fertilized egg isolate of claim 6.

12. The dosage form of claim 11, wherein the dosage form is a tablet or a capsule.
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concune,élgg‘g}t?(@fegﬁe%@g‘ﬁ).SSOg 17 Teixeira RM Santos AR,
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§¥r J Pharmacol . 1996 Sep 5;311(1):7-14. Toro
concurre W%F AR Dynham JS, Leite JP, Sakanoto AC,
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21. The method according to claim 20, wherein the fertilized egg isolate comprises freeze-

dried embryo, ovalbumin, and clear sac from the fertilized egg.

22.  The method according to claim 21, wherein the fertilized egg isolate does not comprise a

substantial amount of the yolk from the fertilized egg.

23.  The method according to claim 20, wherein the patient is not treated by psychotherapy

concurrently with the treatment.
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he remain he contents of the egg; and
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mesh. 5. The process according to claim4, wherein
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31 Agmethad dor tEeating anﬁﬁtywlrtgﬁbe frelisd seafsodty pradycedzaccarding to claim
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[ d silica. 9.,Th
2. AR SRS TR R Eis e APAE St ParL e Iy PR ol
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isolate to a patient in need thereof.

33. The method according to claim 32, wherein the fertilized egg isolate comprises freeze-

dried embryo, ovalbumin, and clear sac from the fertilized egg.
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whe208d684 and pot assi um sorbate. 11. A dosage POT/@A2009/000019
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The dosage formof claim 11, wherein the dosage form
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g
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concurrepfly withethe inqatitest.pat i ent is treated by psychot her apy
concurrently with the treatnent.

42. The method according to claim 38, wherein the patient is treated by psychotherapy

concurrently with the treatment.

43. A method for treating a disorder using the fertilized egg isolate produced according to
claim 6, said disorder being selected from the group consisting of depressive mood disorders and
anxiety disorders, and said method comprising the step of administering a therapeutically

effective amount of the fertilized egg isolate to a patient in need thereof.
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process ebhpiiting eheastaps f (@fsuttst‘mtlﬁld?y tdphrariag tI&ggmtdnﬁstfaﬁt B:atstcbna fertilized

need t reof 33. The nmethod according
ceg frorg %ﬁ SE‘F@ 2313 fAdonal af Hisang dierconteatio SRglure r%t@@af@o%} ¢<§1@l§nmg the
i r
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retentatPGTHr GRS ASIOO0 @1)OMix3dg thEIshxmysVﬂtioah axpmousjsqmgldrdoc h @emod of time;
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(vii) sepfaﬁl'hhg hZRfeSS%oludon TURE tHEBLHE %a@&f‘a@ r(dhi'j Q‘reEﬂng ki dPuddus solution;
wherein the patient is not treated psychot her apy
and (ix) dsaeud e thy agiaons solatien waradyce th@%mlmﬁé egeisebate.
according to claim 32, wherein the patient is treated
t tr 37..
46. &%ﬁegl?cﬁcfgg? rgﬁfr%@éaltlﬁ% &géétﬁ 1 dséq)gg@}l}ﬂlg%g & cgl%gus &sélgte, said

method tenpiiding 8@ seppfiadoliditering o diccqduti@tiyIdting dn@otﬁit af theGertilized
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for treating a drsor iZed e€gg 1 sol ate
egg frons ttiecshelil;q@) dptioradly fidteseg thetcedtents to produce a retentate; (iii) combining the

contents or retentate in a container; (iv) blending, optionally with solvent added, the contents or
retentate to produce a slurry; (v) mixing the slurry with an aqueous solution for a period of time;
(vi) clarifying the mixture to produce an aqueous solution substantially free of solid material;
(vii) separating the aqueous solution from the solid material; (viii) freezing the aqueous solution;

and (ix) freeze-drying the aqueous solution to produce the fertilized egg aqueous isolate.
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(vi) clarifying the mxture to produce an aqueous
sol ution substantially free of solid material; (vii)
W@ epansdedfng t he agueous sol ution fromthe sol i BCT/CA2009/000019

material; (viii) freezing the aqueous solution; and

(1 x) freeze- dryi ng the aqueous solution to produce t he
from th¢ gqltd matewel; 6g4) separating theﬂwdrthnbm lyeky eftqrortiere@einragy aqueous
solvent ﬁg%ll%glt aen @g%ﬁﬁéen?r?hlg% hré freorp E)ll)llczselﬁgg'tg?)gbo utf%%l%gduce fertilized egg
solvent &dhitd)i stering a therapeutlcally effective anmount of

the fertilized egg aqueous isolate to a patient in

need reof , said fer ilized egg isolate being
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eae sonehEispBY BRyragfi Bnard ool Pa e EGoing BRTbeegpPolitEa by tr
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I

contentso(grafgfég@teglglsauctﬂ)lﬂlgﬂnnefr oﬁ\f'))aﬂ%ﬁéfrl 8})#(? a?t&%lﬁyso\(m %A?a&ﬂ:d the contents or

retentat@toqj‘rbﬁl}&jengshﬁxhﬁ (W) miningthiealypryoslitic @ hadropheldo sslvamn|foit 4 petiod of

time; (v RITANEAGE FHAUERI0 BEULCS bFQO TP aRlis e RS sglid materal i

r ( A
B AT
from anf @qédui zelderﬁglg)rtaqu endiSx) swkattmting &e Wydngthobat sobwent portion to

n using fertilized egg sol vent
produce; f%’gﬁlﬁ?‘ggg%%ﬂq rﬁéﬁ"ﬁ% conprising the step of

adm nistering a therapeutically effective anount of

52.  Aheth@ for krie#t@th @PessivRhiBBfertifiodPégd iks1ate, faad meiHodicBmprising the
need thereof, said fertilized egg |sol ate bei ng

step of aghnypistesiag @;ﬁhqrm&eunmlbt%fﬁ@t% Al of gha feetilized geg splatg tp a patient
in need fng?%ltﬂla%gz e%h 1%ed %gg[sg 1@%&0‘@8&%%@6 ocggﬁ aﬁoﬁ@‘?}sm%rlﬁe steps of
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filtering the contents to produce a retentate; (iii)
conmbining the contents or retentate in a container;
(iv) blending, optionally wth sol vent added, the
contents or retentate to oduce a slurry; (v) mxing
the slurry with a hydrophobic solvent for a period of
time; (vi) clarifying the mxture to produce a
sol ution substantially free of solid material; (vii)



separating the solution fromthe solid materi al
(viii) separating the hydrophobic sol vent portion
WO e@osaey4 aqueous sol vent portion; and (iXx) PCT/CA2009/000019
concentrating the hydrophobic solvent portion to
produce fertilized egg solvent isolate. 49. A nethod
(1) substppiialby ssperating atigiseoye embiyg ffoon ol ledst e &g@hmﬂl egentii) optionally
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fertilized eggyisolate- by t he process conprising the steps of (i)
substantially separating the contents of at |east one
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filtering Fﬁg&%o%t hﬁﬁ ﬁgﬁhé J%gl&ﬂyg?%%§§?£%38?$y?mngﬂm
step of a‘;hmblswrlng attlwapmlntdm ﬁfe:ctlve aeﬂnemrttaif ¢hd fertilized 08¢ Bolaed to a patient
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i need et ol pled 868 o maﬁwﬁgvﬁ § BRRGSS cevspngﬁng.thegsteps of
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tII’TE ar i ylngthe m xture to pro uce
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fertilize® egaisalatedg t he hydr ophobi ¢ sol vent portion from any
aqueous solvent portion; and (ix) concentrating the

ydr.o bi c sol vent portion to produce fertilized e
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contents east one ferti |ze egg
embryo; 5(n§|fteeze{ fiyingihe |abh'a$t|0}ae ﬁIOIzcretrmbeOI dnel (vpptleatizing the at least one
r.et en (i onbi ning the contents or
freeze- dHe(? a?ltogo |f%méa<%,5ﬁﬁ%ed f&f lgo(lzfct?/) bl endi ng, optionally
with sol vent added, the contents or retentate to
55. Apfrmdwdefoﬁtrsdtimrgraydlsdrdér Wingl fBﬂllezEkﬁe@ dblate, ¥did Hlsarder being selected
ydr ophobi.c sglvent for a period of tine; (vi)
from theo%ra'm ?%Sﬁ{:}ng REdearsasiyeanaad cgwsém& andargdetyidisopders, and said method
f )
comprlsﬁ'xgggér g?;? lr)]gédt nfs’f %tgﬁg#%ugl&mgﬁ%glbe 81([1\6{1ft1t of. the[ fertilized egg
isolate tc( ¥ pationt Hemdah&rmf sl fdmhi;redrelgg lidotats bémg ptodﬁ@éd lb)f)ﬂhe process
ort| n;, and
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treating ‘a disorder using fertilize sol vent
embryo; (0 ifigeze-dryiigdhel psloast ene Erezmgembreb enidd(d) Ibulwmmlh‘@t}@ rablegst one
ting.of d ive d di sorders and anxi ety
freeze- dlgg({sw%nrl%rg? gfo gegﬁllbze 112 ﬁsgga?%orrpr i sing the step of
adn1n|ster|ng a therapeutically effective anount of
56. A hetHodrfot fréatiad a d@gsse coaditioh afodiaedtwitla PRitdrRdtt rdcBptor using
eed thereof, said fertilized egg isol ate being
femllzeJS?%ngfééfa d msthod spmpaisiae desnsien of adgninisisrisg egherapeutically
é%ﬁ&ﬁ] I | east one
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filtering the contents to produce a retentate; (iii)
conbining the contents or retentate in a container;
(iv) blending, optionally Wth sol vent added, the
contents or



retentate to produce a slurry; (v) mxing the slurry
W th a hydrophobic solvent for a period of tinme; (vi)
w@b@piosessng the m xture to produce a sol uti on PCT/CA2009/000019
substantially free of solid material; (vii)
separating the solution fromthe solid nmateri al
57. 'The method @p slegm iShgwhereintspigh dplavisteoreeapitaranan pMP A aeceptor, a kainate
sol vent portion; and (iXx)
mcan{%ﬁ%gﬁygg?ﬂ%S&#ﬁe hydr ophobi ¢ sol vent portion to
produce fertilized egg solvent isolate. 52. A nethod
58.  Thr methedboif nlyird 6py ebakiarsaidsdistysd @r donditivadseghtédswitabad glutamate
sai.d met hod conprisi.ng the step of adm nistering a
receptor if APRAGENIAN, &al?r;rﬂ%ef%&?g fiserdsh3re Yo fAlghsansrey disgans catlensy,

schizophRRia@frpdieneht BAbaf el ﬂlﬂctgﬁ%‘i}tef' ]El%k%ﬂgcheﬁl%, Qn{i\gfr})gljnb £l
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egg 1 sol ate being produce e process co
sclerosis Heousbelpig’ oPisesst), WDh 2008/ V8616 3t eRATYcGA2ADD/ DRt ces df)
co 1.su€stﬁntiall¥ separating at | east one enbryo from at
gnition, Bipplap Aeptessiqn qFmatiad-o gq: (i) optional Iy washing t he
at |l east one enbryo; (iii) freezing the at |east one
59.  Efdinydiod Gtookdihg @eeiamil 5y, wikkréih eheertillRASEg ROMutd EQBRIkes freeze-
. enbryo; and (v) pulverizing the at |east one
dried emhryeqvalhumag a@#@?ﬁ;ﬂbsqur@ ihp fartilized €88.i zed egg i sol ate.
53. A nethod for treating anxiety using fertilized egg
0. TG0 a8RkAnlE] Dt SO PRSPt epflized bGEisGlate dges gpt comprisea
substantidi @nfoent oflthe polk dgon thedbmiflieed egga patient in need
thereof, said fertilized egg isolate being produced by

he ocess conprising the steps of (i) substantia
o1 LRmPlBT ReoufnE L o ity SR nbisnc b S SERepes hotterapy
concurrér®Fytwith #Rdre@@fknt (i 1) optionally washing the at |east
one enbryo; (iii) freezing the at | east one enbryo;

i V) freeze-dryina the at |east one frozen enbryo;
62. l(almvetbyd PEAOVEIRE 39 ¢laim R veherdia sha pasigat if (reated by pheahotherapy
?H?r g fertilized egg isolate. 54. A nethod
coneurt ol‘%géggf%%ﬁgﬁgual dysfunction using fertilized egg
i solate, said nethod conprising the step of
63. Admtimdsioe treatigen dibesapectnditonl agscefdiarwith @ ghtmuate refeptor using
Lhe fertilized e I solate to atient in need
the fertiifid <gBsolats PEPCHERTEPIGRE \8G4F o s B P ar oAt e g of
administeR8g RRGESRticARTTCAVOSMbIR oF HEPErtHzed b%g SURE @ da8khtin need
separating at l'east one enbryo from at Teast one
thereof.fertilized egg; (ii) optionally washing the at |east
one enbryo; (iii) freezing the at | east one enbryo;

AV - dryi t he at |.east on rozen enpryo;
64 elngld BERFURR Pt b RhglPR3he R MOE S RefRRR2 SR
receptortu@inigdeiilided egd isblatep chi@ 8@ tHodWoripeisin2 2he AeptBf Afin{s@ring a
treating a disorder using fertilized egg isolate, said
therapeudicalby efésctive pmguatenidhs tatilized 688 ivktgioqpnticahiginsed Hyraest.

depressive nood di sorders and anxi ety di sorders, and

65 TR!HetT5d BPGaint OARIEiRGail Meal R BhaifBHLMoELRAWI &id NK2
therapeutically effective anount of the tertilized egg
receptoriis dépatssionpanxigtzt iretableion infhatnatber teofel sgairome anflahinaedy airway

disea %ﬁg.isoLate.being produced by the process conprising
SeSORETBHEARCONNPIFP s ubst ant i al |y separating at | east one
enbryo fromat |east one fertilized egg; (ii)
optionally washing the at |east one enbryo; (iii)

freezing the at |east one
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enbryo; (iv) freeze-drying the at | east one frozen
enbryo; and (v) pulverizing the at |east one
wo caepssedt i ed enbryo to forma fertilized egg PEDLCARM®I/N000019
56. A nethod for treating a di sease or condition
associated with a glutamate receptor using fertilized
66.  dhgmeddaceordsigite C%em@é}dwb@ﬁmthg fartilizedecggtisndatobomprises freeze-
n § I ffective anount of
dried erﬁﬁ@)f éé"?“? ning e JIEH? S&p& &ﬁjetﬁ?alée hze tP&nt in need
t hereof. 52 WO 2009/ 086634 PCT/ CA2009/ 000019 57. The
67. bt hmthodfaccdrehntgi tb 6laimt66] whereimathel feglilitedrogl @sol e @p¢safot cémprise a

AVPA recep a ka receptor or an NVDA
Sumanﬁ&@é‘b‘t“&t? %‘8 H‘h@orﬂélten%ng deB%i m 56, wherein said

di sease or condition associated with said glutamte
68. TRERRIHM ab&rdﬁ@rt@ SRiAB4, WREeh tﬁ@ﬁit?e%ﬂs\tﬁ)t Hes%8d 8§ bsychotherapy
anxi et zheimer' s di sease, epil epsy,
“ﬁwuﬂ§§HiWﬁ%Hﬁéﬁﬁ&n@ﬁnpairnent of brain cell function after
stroke/ischenm a, anyotrophic |ateral sclerosis (Lou
Y. I
69. ?g%]{art{reglatalao ncﬁtﬁ%%%% Clakﬁ%@ e‘gh% tﬁgéz!tttetnl reaLiﬁpbé/I pgychotherapy
concurrcketpyr €gh tlenreamemni a. 59. The net hod according to claim
56 mherein the fertilized egg isol ate conprises
ree and clear sac fro

70 fSq gyt "8 Y2 o2 v
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fertilized %gg aereprddhiRl Jc%rﬁiﬂ% té %ﬁmﬁg&? sdi§ fleM R (Q)lﬁﬁﬁ#sﬁ%tthe step of

onprise a substanti anmou of the yo
admmisp@migm therepeutigglly effectivhemepntafdhafectilizdil rgg isolatd @i apdient in need
fvvherein the patient is not treated by psychot herapy
concurrently with the treatnent. 62. The net hod
according to claimb56, wherein the patient is treated
7. Ayn@bychotittabiapy an eanGyrdferilitimadetrBcdph® ok Rbntabidag the
A nmethod for treating a disease or condition
glutamafgsregentor wih ap eHfeddivgamoaneeidertdicep ees isplsteng  t he
fertilized egg isolate produced according to claim®6,
r N i -
T PR Py Pt b CBURhER: Rbor BTl P By, g kainate
receptor @Y Diforegeptat.i ent in need thereof. 64. A nethod
for treating a disease or condition associated with a

eur gki ni r.ecept or fertili ed egg

73 s&PAEO?°s%h852¥%&%§@88ﬁ@HP?Pﬂg ngygﬁn@% d
adntnistering a therapeutically effective anount of

74.  Tleeméthod of tiaial 7&90hdrsialsaidendthodispatii b mdthaeed

thereof. 65. The nethod of claim 64, wherein said

i sease. or condition associated with said NK2

75. f*&cfs Pt of %la%gi,e%%%ﬁ thefertilized egg isplatelsingadsraccording to the

1x0mmsbp&h§ygatory bowel syndrone, inflammuatory airway
di seases or urinary incontinence. 53 WD 2009/ 086634

PCT/ CA2009/ 000019
76. A method for inhibiting an activity of an NK2 receptor comprising contacting the NK2

thereo

receptor with an effective amount of fertilized egg isolate.
77. The method of claim 76, wherein said method is an in vitro method.

78. The method of claim 76, wherein said method is an in vivo method.
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66. The nethod according to claim®64, wherein the
fertilized egg isolate conprises freeze- dried enbryo,
w@abbsssy, and clear sac fromthe fertilized BOOCASIN/000019

The nmet hod according to claim®66, wherein the
fertilized egg isolate does not conprise a

79. ‘thbeethetliodclaamyGnwhetintthe foyelizedfeggnsoldte issreads 4ccamdthg to the
e .6%. The net hod according to claim®64, wherein the

mDCﬁmgg?Pgﬂt-is not treated by psychotherapy concurrently
with the treatnment. 69. The nethod according to claim
64, wherein the patient is treated by psychot herapy
concurrently with the treatnent. 70. A nethod for
treating a disease or condition associated with an NK2
receptor using the fertilized egg isolate produced
according to claim®6, said nmethod conprising the step
of adm nistering a therapeutically effective anount
of the fertilized egg isolate to a patient in need
thereof. 71. A nethod for inhibiting an activity of a
gl utamat e receptor conprising contacting the
glutanmate receptor with an effective anount of
fertilized egg isolate. 72. The nmethod of claim71,
wherein the glutamate receptor is an AMPA receptor, a
kai nate receptor or an NVDA receptor. 73. The nethod
of claim71, wherein said nmethod is an in vitro
met hod. 74. The method of claim 71, wherein said
method is an in vivo nethod. 75. The nethod of claim
71, wherein the fertilized egg isolate is nmade
according to the process of claim6. 76. A nmethod for
inhibiting an activity of an NK2 receptor conprising
contacting the NK2 receptor with an effective anount
of fertilized egg isolate. .77. The nethod of claim
76, wherein said nethod is an in vitro nethod. 78.
The met hod of claim 76, wherein said nmethod is an in
vivo nethod. 54 WD 2009/ 086634 PCT/ CA2009/ 000019 79.
The nmethod of claim 76, wherein the fertilized egg
isolate is nade according to the process of claim®é.
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