WO 2010/079511PCT/IN2009/000749 TITLE OF THE INVENTION MAMMALIAN COLOSTRUM
DERIVED NAN@RERJH2ES FOR BROADSPECTRUM VIRAL AND REGMRBRENHINGECTIONS
WITH A METHOD OF ISOLATION THEREOF 5 FIELD OF THE INVENTION The present invention
relates to nanopeptides isolated from mammalian colostrum with vaccine like antiviral and
immunodulator activity via building body's own immune 10system and attachment inhibition on the cell
surface receptors. BACKGROUND OF THE INVENTION Colostrum is the pre-milk substance
produced frorr_,{tn_g ﬁ\ﬁ/? of all 15 mammals during the first 24 hrs of lactation typically first
3 milks. Colost as an immune booster since time immemorial. Colostrum triggers
at least 50 processes in the newborn, including transferring all immune factors and the entire memory

from mother's QAR et S RTMBRIIDECRARIBEFTiSES PSR 4R dinpeBetighas ek, Awman colostrums
in immune factors includin nanoinformational(}g)rcﬁgtides, 20 Proline Rich Polypeptides,

immunoglobulf§SVRHENGHEEGHRIFMIH! AR PERPIAINSEMERESF. They are produced by
T-lymphogytes and can transfer the ability to recognize a pathogen to nave cells. However, no one till
date has been able tg}i;s{ol&t&ﬁ% jve ingradients especially nano informational low molecular weight
nanopeptides & tea product that has the same effect that mother's first 3 milk, after the birth
of 25child. "Colostrum stimulates the lymphoid tissue providing benefits in aged or immunodeficient

people”....DrsRogti. Bremen: & AFRLesGhindipgbandRatdenin dawnaliRielpay-uriagearchers

reported that colostrum stimulates maturation of B Lymphocytes (type of white blood cell) and primes
them for prodUeefeolisnamGHRsah HARUBLIGISAT R SNV RO A Y &RV HIBBY Eells. Similar
activity injgow padrbRaaR aPIasHUARBRBrdS ARV atefMacsanhages” ...Dr. M. Julius, McGill University,
Montreal: Science News. 5 "Bovine colostrum contains high levels of growth factors that promote
normal cell growth and DNA synthesis" ...Drs. Oda, Shinnichi, et, al.; Comparative Biochemical
Physiology. "[BACKGRQLNDIOATHE IMVBNTIONS role for growth 10factors is in promoting wound healing.
Accelerated healing is possible for treatment with trauma and surgical wounds" ...Drs. Bhora, et. al.;

Journal. Surg. Res.
Colostrum is the pre-milk substance produced from the mother’s breasts of all

15 mammals during the first 24 hrs of lactation typically first 3 milks: Colostrum has been
known aé an immune booster since time immemorial, Colostrum triggers at least 50
processes in the newborn, including transferring all immune factors and the entire
memory from mother’s own immune system. Bovine colostrum is upto 40 times higher
than human colostrums in immune factors including nanoinformational peptides,

20 Proline Rich Polypeptides, immunoglobulins, cytokines, interferon, lactoferrin and
transfer factor. They are produced by T-lymphocytes and can transfer the ability to
recognize a pathogen to naive cells. However, no one fill date has been able to isolate
active ingradients especially nano informational low molecular weight nanopeptides and’
formulate a product that has the same effect that mother’s first 3 milk, after the birth of

25 child.

“Colostrum stimulates the lymphoid tissue providing benefits in aged or immuno-

deficient people”....Drs. Bocei, Bremen, Corradeschi, Luzzi and Paulesy; Journal Biology.



US 20070212367 - This patent application discloses an immunologically active PRP isolated from
mammalian colostral fluids for treatment of viral and non-viral diseases, a 15method and a system for
processing maniatAi eHostral fluids and a pharmaceutical formulatior “CHBLNNHE such contains
hundreds of small peptides which serve numerous purposes. Their segregation and isolation will
facilitate gathering of further information with 20 regard to their individual function and help formulate
specific and targeted therapies for numerous diseases that are cured by colostrum. Studies have
documented the presence of number of bioactive peptides but no mention has been made of the use
of these peptidRSIPEGIFE FROHSEi e celptt BTN SIRIYRTAN &h ByBmriirg i Rédthtion. The
peptides are exiiemelydsensiiedoiemparoist grdabbishiessaib sbsanfasiatsgydhith-28 posse several
difficulties in their isalation and preserving their biologjcal activity, and method of collection of
colostrum so ATESHTVER 3 B RE R ALk BB B AR B RS Raity. The
present inventidivatd dfesvebatre’Se Bhotddiving oGl Uniovirdindiesolaa dSriams-Neygtides from colostrum,
their methpd of isolation and therapeutic uses of the isolated nano-peptide fragments. Summary One
embodiment of the present disclosure provides for a formulation comprising peptides isolated from
mammalian cORSYtRarRoHRENIMY §éﬁﬁ9§ﬁc%%*‘a@‘?‘é&i?écﬁﬁﬁ“@E@%ﬁ@‘%e‘?@ﬁ‘&F@PPé'Pé’t’ré%l“to as peptides
of Radha 108 gehigsamitNeyihrpeptislesinshianidn, mogylate cell immunity and provide attachment
inhibition for foreign antigen / viruses on cell surface receptors. In one embodiment, colostrum used in
the present disclosure is of bovine origin. In another embodiment, there is provided a use of the
formulation in thesmativéciitehersta Avgsteanetitriosugenghihgaim dhaquiaiemeld foyatrewitither
embodiment, thare.is RIoydRtA R RSREMMAtion L themanLiaseR efarugdicament for

reducing clinical symptoms of diarrhea, nausea, vomiting, cough and skin rashes. In one embodiment,
there is provid#thdraBainhe B watist in-Bie Bhaifutidtinevna medi&sment for reduction of viral
load in the body. In an embodiment, the formulation is used for treatment of autoimmune disorders. In
a further embodiment, there is provided a use of the formulation in the manufacture of a medicament
for treatment OF A TRLALE0) G SLRIEP EEleEABIFHISh HE TS P BRI o7 M tee ozheimers,
Benign ‘Prostatidadtheoiespl asienn@inc erlobiyg Ertién Sioirebiopus of viralsindXgtisimsl Risedses disease,
Premensiual sypdromg and ERAAMEIAsS, MG AIRGARE3PHARLS, I 9gRN RapyiLpme, Spinal
Muscular Atrophy, Thrombocytopenia, burns, infection, insect bites, diaper rash, herpetic lesions,
Pharangitis, P@rpt¥aienRaynaud's phenomenon, Sarcoidosis, Celiac disease, Chronic Pancytopenia,
Crohn's disease, Diabetes type II, Fibromyalgia Rheumatica, Mononucleosis, Multiple Sclerosis,
Rheumatoid Arthritis, Osteo Arthritis, Spinal Muscular A_trogh , Brown Recluse Spider Bite, Corneal
Regeneration “BIHHELS S SR BT P RO h M RS Bt A L e A B PSR B 0o cy topenic
purpura, Myagtienegesgatisn lapd ssdabercult Siajlithd, dddpatit sob SCthRalmiesniatDogeittAcute Viral
Infectiong, De IHDR.CARRIRTE M, Rane Rabies, HARSR. Sngiss: iiral Respiratory
E%l AQUE [BRL, ol #01" ads&% gzt %

Infection, Plantar Warts, Colds and Flues, Lym’o oma and Herpes S ex
numeraus diseases that are cured by colostrum, Studies have documented the presence

of number of bicactive peptides but no mention has been made of the use of these
peptides fragments, their specific sequence or information regarding their isolation. The
peptides are extremely sensitive to temperature, pH, stress and shear factors which
25  posse several difficulties in their isolation and preserving their biological activity. and
method of collection of colostrum so as to deliver it to the required patient by

maintaining its full biological activity.



In another embodiment, there is provided a use of the formulation in the manufacture of a medicament
for providing additional health benefits including Anabolic, Anti Aging, Anti fungal, Anti-inflammatory,
Anti-microbial, Assimilation, Athletic performance, body building, bone density, cytokine enhancement,

digestign. £Ritheliakarowth Jactorsndiiendhy. fora.e Rbancament instHin.like, FMHaat s R I Uity

booster, immunoglobulin, interferon, interleukins, intestinal permeability, lactoferrin, MSM, Muscle
toning PEliREheaglityo etiomind BERSHITS Yrvipr et e R HECHESIRG Snd weight loss for obese.
In yet another embodiment, there is provided a use of a therapeutically effective amount of a
formu@éio}rﬁ&omprising peptides of SEQ ID 1-8, in the preparation of a medicament for treatment of
Acqui ne Deficiency Syndrome or AIDS. The formulation can be provided in a liquid, powder
gel an@nsriybadereh aitiscagieaIddsivary PerHdes fUshperaBHRistarad SR tiAtravesddy®r by
meansnahgermatpatehforaslgorpliendreughiskin kEa sl fiythesiembodiment (dhargdsipcovided a
process for isplating peptides from ma lian colostrum having .SEQ ID 1-8 compyising the steps of
i TR TR e R e Tl st R
removielsbisipeheddreghidsiagd reduse theahirbiriardoad;s) passing the whey obtained from step (b)

through Wi afirAERR0 SRIAIARIAGHSEIRENREESHRVING RQIRCHIaRYveight of less than 10000Da;
wherein ultrafiltration is done at low pressure and temperature tQ preserve the aming acid sequences.

The prB4BRTESEIOSUTETY ifFSEBE WK frHshe 5o HCROPHBR Y Ry BAWAAYE A HELATEFteSEription
and exafaplesigivierpbedow. The drawings and example are for explanation and clarity purpose and do
not in any way limit the scope of the disclosure being defined by the appended claims and equivalents
thereof. The foregoing aspects and advantages of the present disclosure will become clearer and
appre&iatedisrieubedimert dSsr R it exshfbibs fogrdetsada i prisruiary ety dicasiblution of
bovingselastipesanap e Hsechinfiepresent isyantiatndhraugh MSsGpegikasto give various protein
fragments of different molecular weights. A BRIEF DESCRIPTION OF THE INVENTION The present
invention relates to peptides isolated from colostrum, their innovative methods of collection,
transporostorabediiselatiberamorthekegeutie viskedbimelsapndn Guerembbostimenteobidec preselir
inventjgn,relates (RPeptdemisplated from mammalian colostrum. The mammal can be bovine for
example cow, goat, buffalo or any other suitable mammal. In one preferred embodiment of the present
invention, the isolated peptides are obtained from lactating cows and bufallos in particular. The
peptides:akendhdirbghaiine donndagoid segd énuesiwisithh Gre dnagilesdnsitien. to temperature, pH and
shear stress and.diffisnitie iselate Fhgse ReRbdes e R A-fe0 agAteH MR Thsy Ate.Aotbinded by

any other molecule. The isolated peptides comprise of the group of SEQ ID (1-8) and will be

hereinSfEFHIREH Y flinecreIsa08" Splddions RagIPLERSHE B! AUt @y HaRs BERdP N
molecelastvei ghfpdrhiayiare isotatat, feormiatiréamie yhabiained fionrdheecalostempEthenpeptides of
Radha 108 have ¢ molecylar weiht inhe [apge. 0% 826.10.2990 D, Accarding fo.an ebpriment of
the pre%ent |nvent|on there Is .pfov!ae _a met. OCP?O_I‘ 5-cdllectio an p_ro essing c_onostrum a%d
isolatifgremizirdniipaadidse dusHiéas afiprERg BaQ IR TBlydtie [Riitvo & leBripiising tAe Steps of,
separqig@gat@s%@%fe@%a %@t@&laa%g,vidlﬁeﬂxg m&T?ﬁgeg cﬂﬁﬁ)iﬂb%&%@g%@ $%§ i dittessipemiove
suspende so%s and reduce microbial loa f owe% .ultrg. and nang filters t Oé}tt In.a protein
actoR Toaling B A2l IATGHCH RSO T hoS B P ety D S0 R e ks
Arthritis, Spinal Muscular Atrophy, Brown Recluse Spider Bite, Corneal Regeneration, diarrhea, Guillain
Barre Syndrome, Hemolytic Anemia, Idiopathic thrombocytopenic purpura, Myasthenia Gravis, lupus,
tuberculosis, HIV, Hepatitis A&C, Rabies in Dogs, Acute Viral Infections, Dengue fever, Human
Pappilioma Virus, Parvo, Rabies, SARS, Shingles, Viral Respiratory Infection, Plantar Warts, Colds and

Flues, Lymphoma and Herpes Simplex I & IL

In another embodiment, there is provided a use of the formulation in the mamufacture of a medicament for

providing additional health benefits including Anabolic, Anti Aging, Anti fungal, Anti-inflammatory,



10 wherein the filtration is done at a low pressure, minimal shear and temperature to preserve the
Radha 108 nano peptides. Even the pumping means used to pump the liquid through the system
consist of pumps with low rpm. In one embodiment, the nano and ultra filters are designed to operate

at a loy, ShEdt B0d REHSHIERT !@ﬁ?eh@?%&%&ﬁé@,%d@ HRAINETRIRIGERAS W@Sﬁh&%ﬁﬁ?rs are

designed to operate in the 15 range of 0.5kg/cmsq to 4kg/cmsq. In yet another preferred embodiment,
the filt&ES SRR -oREibFRY Brope ety Fi5rebs s SRARISEtEcU B dhanwierah deo o kg RREEYNano
and ubtadidtratianuab geetgings atstehlowtpiegsuse sissviiilalbruiahaard obtcleeito prasticahdifiiculties in
obtaining effective amounts of protein within acceptable time limits. The present invention thus

S et b e SR BT e o
molecules. Colostrum is collected after delivery from mammal, and cooled to a temperature in the
rangefy2QPed:Cauthain 3noursd presiarye. the biqlegicatactiviteatedbadas sergsnianepeptides.
Care is taken to preserve these sensjtive peptides right from the. 25 collection stage py provisjons of
SpeciaPEIRSONE ARAERT RIS Bt BAGERATRIhEIp VLS FekCtUE RREPIR AN of milk
from thencalé. [Hieibanydiensand col\dltor of the milk are to be provided special instruction for the
collectiqn 5 QMiglotP:ay Rt diarla shanged ta heSersiy Gharidss aelalibevaonl aase ther

activity. The colostrum is then gradually thawed at room temperature over night to bring the
temperRiFeIBRE S 4eGE; BHAEUHPEA B MG BaRT SEpadtuFtdPTaRdpHPot EreariBo0 RPM at 45

deg C. It is then pasteurized by increasing the temperature to 72 deg C for 15 sec followed by cooling

to 48 g Gy T NS FRlosh e eeqver Infe chagse vatandisaie N eneMP G RengL or 45-60
min to form curd and whey. Thew ey is 5 cooled and passecfthrougrﬁ’ a series of fiters upto molecular

exclusionstanohariseufra fld At roatovinpras sife ahd reRiperatud fohsspapatisivioyeplidesthaving a
molecpiafipveightioilessdhan £8e00DaAlerthe R ospsadkarairiakendaadiusihibe hkl rag keep it
constant in thg raggfg %f "?‘ﬁH gf I10 lP‘Ht(S W@)rt ertoa toighgle radati${1 and loss af biolo%ical ﬁctivity of the
peptid%a’&gﬂ)lng{t G P08 ThE prr8 Bif Faction ¢on é‘m%b rﬁ%ﬁﬁ&gs@ ed8 ?ﬁlgﬁoﬁﬁ%éﬁbl & in'another
embodintamd ofithghpredenttirudifioiihereasiprdviddtlation etliodeat ireatirgse gud edniremriumdo
Deficigney,*yRdame LA R.1bg method comprising administering a patient suffering from AIDS, ‘a

therapeutically effective amount of a formulation 15comprising peptides of SEQ ID 1-8. The peptides
of the present invention block receptors GP120, 160, 180, 41 and other cell receptor sites through

which Tacaigreantigenduielis #ntetsctheiimiruingparid@thgraelhtypesinke pod taplichilysciiyese peptides
are Slré]ﬁ!i rptI%svglwgn%fzﬂ%u%ngh\évgﬁ%}rbg%yagg %p%a rfale are for explanation and clarity purpose and do not in
any way limit the scope of the disclosure being defined by the appended claims and equivalents thereof.

The foregoing aspects and advantages of the present disclosure will become clearer and appreciated by

the detailed description and examples.

3a



20 these receptor sites mimicking the virus / antigen, thereby limiting the entry of foreign infectious
agents though competitive attachment inhibition. The product also has a vaccine like effect via
providing memory to B Cells at stem cell level and preventing future outbreak of the disease. 25In
another embodiment of the present invention there is provided a method of treating swine flu in
mammals, the metiedicaprisiggadministering a patient suffering from swine flu, a therapeutically
effective amount of a formulation comprising peptides of Radha 108. WO
2010/079511PCT/IN2009/000749 In another embodiment of the present invention there is provided a
method of tregling AsaBntitg disercler sdretudingapltoinynime disesdermeamgritingadusnistering a
patient sufferigl frorp such disorders a ﬁh%&%cguégﬁall effeFti\éF dosa]?se / amount of formulation
comprising peptides ofRaiig 168" 8 The odUIatory ac Peptides of Radha 108 takes

immuno-modula ory ac{i(‘ﬁ"ﬁ%
place by stimulating the maturation of immature thymocytes into either helper or suppressor T cells,
depending onAtggim&i%Qqumﬁgﬁlls.present antigens (such as viral protein) to B
lymphocytes, Which produceé antibodies to that antigen. Helper T cells also help produce 10 memory T
cells, which retain the memory of an antigen in order to expedite the production of antibodies in the

event the antigan dstenencruUtpreddnrdne husue-craating essinailikememeryifapiag drst time in
history of use of colostrum. Suppressor T cells, on the other hand, deactivate other lymphocytes after

an infection hBSBa&H REARSHP %WG&FH%?&% P REARAD LSRR "B Biia 85 OF fR8 Bresent invention

also 15 promote the growth and differentiation of B cells in the response to an infection and the
differentiation and. matration.ql mactophadss andmernaayiss.Lhe aclivif. of Naturgl Killer cells from
Thymus glanﬁ/?aeRadﬂa 108 seriés of peptiqlé that cr“osscgsSBBB({B?oodM Broa%n Barﬁl{er , cytotoxic cells
of the innate iFAleAlTENS TSR MaEE iFEr S4B TH 5 5 MBS 159Wh 8996 prldEde (Ragivaclios) of the present

invention. 20 Jhgmeptidesfthenprasentdnvapianare &seknawntpraasidate: theaytokine system as
well. It stimulates the production of a wide range of cytokines, including the pro- inflammatory :

cytokines tumPHERF GERsRIB . Taph B CFIIE-SE ARG BRIt AR Y R PR eE\¥Skines interleukin
(ILL 1L?, L6, 340 chatlarmbl 323 kempemnesmodtilatersadilaapephidas ofitherprasepl iaveéntion are small

nanopeptides Langég% betwe(ﬁ#i CE}AQO tQ 3%%0 chaItons z%r&d hence thegragrﬁe@aile to cross the blood brain

) shea 55 and t 1o 150 . These peplides are in a8 segre orm. they are
barrier, and treat vira Pep ¥

not hinded by any other molecule. The isolated peptides comprise of the group of SEQ
ID {1-8) and will be hereinafter referred to as Radha 108. Peptides of Radha 108 and do

not coaguiate being low in molecular weight, They are isolated from fat free whey



infections and neural disorders in brain via signaling Pituitary gland located in the brain . WO
2010/079511PCT/IN2009/000749 it also acts on the signaling pathways through Pituitary gland that
sends signals to thymus in throat and stem cells in bone marrow, building body's own immune system

naturally Mg helR ol o ol RMISIBRLIICalRRS opheR g R AIQE g pPgdiment of the
present imention there is provided a pharmaceutical formulation comprising the peptides of the
present ingyeptioh sban 2830 pharmaceutical ingredient (API) and pharmaceutically acceptable
carriers. Optionally, the formulation further comprises Proline Rich Polypeptides or PRP's commonly

found in colostrum as additional active ingredient. The formulation is used 10for the treatment of wide

range of gigeasRsSuchhase MRl dhacte Bl creyseRasteilERLBINGRl PRT 3sHitd dnmunaiiaakders
including autoimmune disorders etc. According to another embodiment of the present invention there
is prévidetpbestahodor feaeeaye pepteTTsniferind finatingnsielelaBirdistidekethensathod

comprisin inister tl S f | risi pentitles-af. t invention
in the rangje%gir%%? %égrgﬂ% gls%iﬁg/%f@r%{ k|]ré]?s(1:l|?(}e§ lﬁpeﬂ%rgé;g&%n g%’c%gz;fl %ﬁ%@?a’%r%ﬁ ?ﬁgga?(r?y other
surface othddyiskiruor wasgl pasdtyfdhieneb ey daydugh Asoiediohftvean dbhernembodsprmenitedf the

present invention the formulation.can b applied topically or as a_skin/ trans-dermal patch or through
the nasal V) AR AL FOEL i rha FUE P BreLRTROE TS RIS A lfound 108
disease WhiehdRchade A D SonlaraiesvAdrbaimrissBaaign dostatic fhrmlashal &¥ansenDa
Hypertension, 25 Lupus, Thrush, Autism, Perth's disease, Premenstrual syndrome and

EnddetMegscipribg Hilieiian BsBrngist SjdareResyRroRRImMShisRaaN GoCUISMRREHe to
ThrombogyiopgniaAugSHINREIARIASEELAES: fleRshiaslinifipeticlasiansanerhiendisgase,
Pharangitis, Porphyria, Raynaud's phenomenon, Sarcoidosis, Celiac disease, Chronic Pancytopenia,
Crohn's disgiréh Dimghetes tygiem cBilmiohej ggiarR hdélmiziapw O 2080/07098 1M PE TN 2009/000749
and ultra filters are designed to operate at a low shear and pressure of less than 5
Kg/cmsa. In another preferred embodiment, the filters are designed to operate in the
15  range of 0.5kg/cmsq to 4kg/cmsq. in yet another preferred embodiment, the filters are
designed to operate at a pressure range between 0.5kg/cmsg and 2.0 kg/cmsg. Nano
and ultra filtration of proteins at such low pressures is virtually unheard off due to
practical difficulties in obtaining effective amounts of protein within acceptable time

limits. The present invention thus overcomes the problem of prior art with regard to

20  isolation and separation of small peptide molecules.

Colostrum is collected after delivery from mammal, and cooled to a temperature in the
range of —20 deg C within 3hours to preserve the biological activity of Radha 108 series
nano peptides. Care is taken to preserve these sensitive peptides right from the
"~ 25 collection stage by provisions of special custom made non reactive plastic bags which
help in the non reactive aseptic collection of milk from the calf. The handlers and
collector of the milk are to be provided special instruction for the collection in order to
avoid drastic changed to the sensitive peptides so that they don’t loose their activity.

The colostrum is then gradually thawed at room temperature over night to bring the



Mononucleosis, Multiple Sclerosis, Reuhmatoid Arthritis, Osteo Arthritis, Spinal Muscular Atrophy,
Brown Recluse Spider Bite, Corneal Regeneration, diarrhea, Gulllain Barre Syndrome, Hemolytic
Anemia, ldiopathic Thrombocytopenia purpura, Myasthenia Gravis, lupus, tuberculosis, HIV, Hepatitis
A&C, Rebies | WA iral Infecti e r, Rapi irus,.Paryo,

A YR R TR A i e S R AR
Lymphonda@mné e et Segplek 1s&HenwoshelHeadihy, ibore sitlen ity teuldengtandteki dkgstcity,insulin
like growth factors,Anti aging etc. 10Additional health benefits fram Radha 108 series include
Anabolic, Rt AT KA TS AURE MRSy ARS-FRIGRIEIEL ASSRRIFEONSHRREE B Rormance,

body buildintoneensitn exigkireranhantaeno tigesiaararitheli Slevdh factoraefriendly flora
enhancement, insulin like growth factors, immunity booster, immunoglobulin,

interferortRRETeMhRAHREHNEAYFE M eabamp Tdbtere Hipt DR QWM UBER HoniHG Oskiv etRRicity,
stamina, HRASIBHING @th fadars g DRAIIG NG BB D358 bRRg: » HRRIYSNLon wil
now be described with the help of example provided herein which is meant only for the purpose of
illustratiorvaigtiiurfdesstdvadi AH0ANG d ddsen vib érparewsap 20k ik hd s edpesoftthe b eskkrdnvention.
Example Preg?nant cattle werefid qtigiedJré)m vaérim%s hear hrou%%kﬁl_the An]ul's l?lgg(/e a district of
Anand in @ﬁf ¢ thd et?%%?g'ﬁ & mpﬁt@rizeﬂ‘r%rcoerrd ?«?385 é}%%at < %Pﬁgnﬁfb%i 1025 Blostrum
obtained famithefonile saatabiierseivagswas galestedadthatesathining QR demResatiae controlled
collection vessels at a temperature of 4 deg C to preserve the biological activity of the peptides. It was
furth@r frel A9 {720 deg C till future processing. For separation of peptides of the present invention,
colustrum was gradually thawed at room temperature over night to bring the temperature to 4to 5 WO
2010/079511PCT/1792009/000749 deg C. It was then pumped to the cream separator for removal of
fats at 4000aRPhearIB ddignentTafishwas detiohiedebligratheceisatinyided emgtbetdwitafarpgieg C for 15
sec followged hy cpoling at 48.deqg C and receivin asteurjzed colostrum into.cheese vat. Enzyme
Rennet v e e B e S S R S R AR SRS TR T oo
was sepagatethirenffesiostfupmwhbs, Thetndreyantsatigokestbtoidetaiiddey 6 I Wasrbrmigassed
through a series of filters to remove suspended solids and microbial load all the way upto molecular
exchrsionREHS EiRtCRRtARS Pio Selfatation to peptides having molecular weight less than 10 kDa to
obtain peptides of the present invention in a mixture along with Radha 108 series and PRP's present in
the colostrum. 10During process Difiltration is carried out by adding 10% purified water of total batch

size. Pregdsceadttifies 8 3hday efe S E QVENtioR Wipsk epfrt orsiify HIBL 5@ ch¥figddsandmrdssrvatives are
added to .%}Pd‘?efégﬁéﬁrki?%ﬁ%ggﬁf F.;‘ciﬁr%'afg}%ﬁstb%i%%?‘/\ﬂhﬂéseﬁﬁé%s{ﬁg}?x‘?%%%”aﬁa‘%t@emﬁlform“'a“O”
was provided In a spray form in-order to test 15its etficacy in human trial.
types. Topographically, these peptides are similar to virus size and when they dock on
20 these receptor sites mimicking the virus / antigen, thereby limiting the entry of foreign
infectious agents though competitive attachment inhibition. The product also has a

vaccine like effect via providing memory to B Cells at stem cell level and preventing

future outbreak of the disease.

25  in another embodiment of the present invention there is provided a method of treating
swine flu in mammals, the method comprising administering a patient suffering from
swine flu, a therapeutically effective amount of a formulation comprising peptides of

Radha 108.



The patients who were administered formulation comprising peptides of the present invention were
neither exposed before nor were on an,’ other drugs especially, anti- retroviral and antibiotics therapies
at the time of SUPTHIEHALEN of the drug. Thus, the 20 formulation of the f)?gggﬁ‘f“ﬁﬁ%ﬁﬁon can be
effectively used as a standalone therapy. WHO approved end points for assessing the therapeutic
usage of formulation of the present invention were scientifically analyzed through the Indian
Government sponsored and monitored study on 2 sets of patients at LTMMC and LTMG municipal 25

tertiary care hospital in Sion, Mumbai with end point analﬁsjs for xg}e{i%ht g%lindaqgrgli{?gcal symptoms
carried out thi® 161 58PIRet oiibn Biesa i PEBaY; SR AR SJIEATassoitie €D4 count
analysis) beingonedabbaossapataie internationaliprizcogmiredicentenfisstinge obtient
Immunoheamajplogy,.Indian Coyncil.of Medical R h Insti i ' ropolis Central
Laboratory insNAL%rrﬁ aif'i%'aias‘ﬁ%vi%éoé%eﬁ?oeaf Fé"r?wa‘%%i@gﬁx/o%ﬁ%eo%%%E%a%%igglooomg
pathological dssodmttoremitisios reaiidtosf fRateN®BL, Department of Science and Technology
Government of India. ~ The statistical analysis of both these sets of studies were undertaken at the
premier 5medical research institute in India; All India_Institute of Medical Scjenrj:es Nﬁgv Delhi. A.

Initially, 50 paRRipEMecRaesveI atten A PR R gl Bk HRE Gy R e HHEE BiSeks of therapy,
and then everyatuvaeksiontheuremmambea s weekehef hhipstudyupbheyone relisyvddpatdthabout clinical

and physical s toms, vi om gssessment form, ical examinafion, sidegeffect of
treatment and’%én%pq%ﬁc%%(g%r%&%fu}ég r{lerfoll‘é)gg/v5 prr)e\glfsn&sa% %%%?téests to meaeéturengD4 cell count, HIV
viral load, hedrmottobies, white irlobdecwitiboding tiveatmiggon eiaeaheriens? AR AT ¥ESL were done at

baseline gnd %%%OF 12wveakissiudy, HaCRawnd GRE callgount wese analyeareviadlow Cytometry

and Virail Load via Polymerase Chain Reaction at the beginning and at the end of 12 weeks.
production of antibodies in the event the antigen is re-encountered in the future

creating vaccine like memory for the first time in history of use of colostrum. Suppressor
T cells, on the other hand, deactivate other lymphocytes after an infection has been
deared to avoid damage to healthy tissues. Peptides of the present invention also

15  promote the growth and differentiation of B cells in the response to an infection and the
differentiation and maturation of macrophages and monocytes” The activity of Natural
Killer cells from Thymus gland via Radha 108 series of peptide that crosses BBB(Blood
Brain Barrier), cytotoxic cells of the innate immune system, was increased up to 5 times
by the peptides (Radha 108} of the present invention.

20
The peptides of the present invention are also known to modulate the cytokine system
as well. It stimulates the production of a wide range of cytokines, including the pro-
inflammatory cytokines tumor necrosis factor — alpha (TNF- alfa and
gamma {INF — -inflammatory cytokines interleukin {IL1, L2, IL6, IL10, 111,

25  1L12) immuno-modufators.

The peptides of the present invention are small nanopeptides ranging between 800 to
3200 daltons and hence they are able to cross the blood brain barrier, and treat viral

infections and neural disorders in brain via signaling Pituitary gland located in the brain .



Pri:ngry effli_cacyI end points of study was the effect of this therapy on the markers of HIV disease
including clinical sym toms and physical findings, weight gain/ loss along with the general well bein
of the patlgnts‘%ﬂgé ﬁ'@]’%ﬁ}}# load and CD4 cell count, which 20showed ﬁ%ﬁé?ﬂi ?fé%itive results ign
both the trials conducted since 2005 Onwards. Weight Gain: Consistent weight gain was observed in
aII_patlents on follow-up visits, which was one of the primary end point (Table 1). The average weight
gain after 12 weeks of treatment was 4.73 kg per patient, which is statistically highly significant

25(p<0.001). Table 1: changes in mean weight after treatment 2
it also acts on the signaling pathwa\gs through Pituitary giang chg S%f:il'dsz ?ig’ng%%{B 10.94 4

thymus in throat and stem cells in bone marrow, building body’s own immune system

naturally without the help of any other external medications..

5  According to another embodiment of the present invention there is provided a
pharmaceutical formulation comprising the peptides of the present invention as an
active pharmaceutical ingredient {APl} and pharmaceutically acceptable carriers.
Optionally, the formulation further comprises Proline Rich Polypeptides or PRP’s
commonly found in colostrum as additional active ingredient, The formulation is used

10 for the treatment of wide range of diseases such as viral, bacterial, mycobacterium,

fungal, parasitic, immune disorders including autoimmune disorders etc.

According to another embodiment of the present invention there is provided a method
for treating a person suffering from immune related disorders the method comprising
15 administering a the dose of formulation comprising of pept"rties-«of-the present invention
in the range of 2mi to 5ml in a spray form inside the mouth on buccal mucosa or on the

any other surface of body-skin or nasal cavity(4 times a day).

According to another embodiment of the present invention the formulation can be
20 applied topically or as a skin/ trans-dermal patch or through the nasal or intravenous

route.

The formulation of the present invention is known to cure around 108 disease which
include AIDS, allergies, Alzheimer, Benign Prostatic Hyperplasia, Cancer, Hypertension,
25  Lupus, Thrush, Autism, Perth’s disease, Premenstrual syndrome and Endometriosis,
Prion disease, Psoriasis, Sjogren’s Syndrome, Spinal Muscular  Atrophy,
Thrombocytopenia, burns, infection insect bites, diaper rash, herpetic lesions, perther
disease, Pharangitis, Porphyria, Raynaud’s phenomenon, Sarcoidosis, Celiac disease,

Chronic Pancytopenia, Crohn's disease, Diabetes type I, Fibromyalgia Rheumatic,



52.33 10.73653.89 11.17 8 54.59 10.89 10 55.44 11.07 12 55.21 9.42 Clinical parameters: All the
clinical symptoms dlisa peared during the 12 weeks of treatment. These reductions are statistically
significant (p<8’.‘6%3. 3?féue / malaise: 88 % of the total study cases hf&%@ﬁ%ﬁ?%?ﬂ%’%% fatigue at
basal. After treatment at the end of 2' week proportion of symptoms of fatigue had a significant fall
from basal. After 6th week onwards only one or two patients had fatigue (Figure 1).

Mononucleosis, Multiple Sclerosis, Reuhmatoid Arthritis, Osteo Arthritis, Spinal
Muscular Atrophy, Brown Recluse Spider Bite, Corneal Regeneration, diarrhea, Guillain
Barre Syndrome, Hemolytic Anemia, idiopathic Thrombocytopenia purpura, Myasthenla
Gravis, lupus, tuberculosis, HIV, Hepatitis ARC, Rebies in Dogs, Acute Viral Infections,
5  Dengue fever, Hurﬁan Papiloma Virus, Parvo, Pharangitis, Rabies, SARS, Shingles, Viral
Respiratory Infection, Plantar Warts, Colds and Flu, Lymphoma and Herpes Simplex 1 &
i, wound healing, bone density building and skin elasticity,insulin like growth

factors,Anti aging etc.

10  Additional health benefits from Radha 108 series include Anabolic,Anti Aging, Anti
fungal, Anti-inflamatory, Anti-microbial, Assimilation,Atheletic performance, body
building, bone density, cytokine enhancement, digestion, epithelial growth factors,
friendly flora enhancement, insulin like growth factors, immunity booster,
immunoglobulin, interferon, interleuking, intestinal permeability,lactoferrin, MSM,

15  Muscle tonning, skin elasticity, stamina, transforming growth factors, wound healing

and weight loss for obese.

The invention will now be described with the help of example provided herein which is
meant only for the purpose of illustration and understanding and does not in any way

20 limit the scope of the present invention,

Example
Pregnant cattle were identified from various heard through the Amul’s Kheda district of

Anand in Gujarat India through computerized record keeping systems of Amul Dairy.
25  Colostrum obtained from the cattle soon after delivery was collected and stored in
aseptic temperature controlled collection vesseis at a temperature of 4 deg C t©
preserve the biological activity of the peptides. It was further freezed to —20 deg C till
future processing. For separation of peptides of the present invention, colustrum was

gradually thawed at room temperature over night to bring the temperature to 4 to 5



Figure 1: percentage of cases with fatigue / malaise after the treatment Diarrhoea: 18% of the total
study cases had diarrhea at basal and after treatment from 5th week onwards all the patients had relief
from diarrhea?ﬁgzﬂlrcémﬁ%?]#igure 2 : Percentage of cases with diarrhea aﬁgmﬁéﬁf’?éﬂe?ﬂzr%nt WO
2010/079511PCT/IN2009/000749 Fever: Fever was reported by 24 % of total study cases at basal
and from 7th week onwards not a single patient had fever with significant fall started 4th week
onwards. Cough : 28 % of the total study cases had a symptom of cough at basal which had

5significant fall from 3rd week onwards and all improved 10th week onward Figure 3}. Figure 3 :
percentage cleedbdiswastthasveimned igihanerthearasgior SrirFmh ShEEa PR 2oMEF 14 % and 12 % of

total study caggschatiskinsrasbands] b heepestastar atdasattespechyelypantbfronsdth week onwards
not a single patient had suffered from skin rash. Similar!ﬁ nausea, v mitinrgoacrrl‘ qus\t]g{bed sleep were
O

improved sighAiRaRtyAHEEHEABSR GRATEIRLICIS B SRSt invent

resent invention. 15 W
2010/07951 1R/ HENRANS/ @07t Mibsbiute S0 4atehdainmtearid teavt (ir&0gitafeDWhiE count was

avallable Jor 40 PRSI BIE A0CLEPBLNCAEOH GG 6He s [aslenesdaldpd counton the
C

average by 5 ?rﬁue ian ell counts from 312 to 363). This is of borderline statistical significance
(p = 0.06). 3XerICoRAB{ERD PepysatibrRessomaes iR trremaMe AreTgssatridiasy 5 5%) showed

decrease in G456l faHH PG SElEHldangewithisn mheupfpatietts arapsliierand at the end of
study is shown in figure 4. ) R +
to peptides having molecular weight less than 10 kDa to obtain peptides of the presen
invention in a mixture along with Radha 108 series and PRP’s present in the colostrum.
10 During process Difitiration is carried out by adding 10% purified water of total batch

size. Presence of the peptides of SEQ ID 1-8 was verified using HPLC techniques.

Preservatives are added to t¥he fraction obtained after ultra-filtration and pH is
adjusted between 4 to 6, The formulation was provided in a spray form in order to test

15  its efficacy in human trial.

The patients who were administered formulation comprising peptides of the present
invention were neither exposed before nor were on any other drugs especially, anti-
retroviral and antibiotics therapies at the time of administration of the drug. Thus, the

20 formulation of the present invention can be effectively used as a standalone therapy.

WHO approved end points for assessing the therapeutic usage of formulation of the
present invention were scientifically analyzed through the Indian Government
sponsored and monitored study on 2 sets of patients at LTMMC and LTMG municipal
25  tertiary care hospital in Sion, Mumbai with end point analysis for weight gain and clinical
symptoms carried out the Sion Hospital and viralogical {viral load) and immunological
{absolute CD4 count analysis} being done at two separate internationally recognized
center (Institute of Immunoheamatology, Indian Council of niedical Research Institute in

Mumbsai and Metropolis Central Laboratory in Mumbai India having approval from USA

10



Eilgvulre 4: _N?.l of pf;tltients at baseline and at end of treatment with C04 cell count range. 10The mean
og viral Igad has statistically significantly dropped from 4.63 to 4.18 after 12 weeks of treatment
= 0.03). Similat rend 15 also seen in the pre treatment and post treatmeht REATAH YA loads (from ®
9245_8 vs. 25332, p<0.001). B. Another study was carried out with 51 HIV positive patients by the
administration of 15the formulation comprising peptides of the present invention for twelve weeks. The
results obtained are as follows: WO 2010/079511PCT1IN20091000749 Weight gain: Weight
monitored on every visit showed significant gain in all 51 HIV patients with mean weight gain of 4.68
1.9 kg after Tathesiecn Fgars ) rifliresssedfiatien feaphMBkg RERMAY BIEFpy 8"t ffltal parameters:
All the clinicgl.shraRigrasaacthfiisapmeaded during the 12 weeks of treatment (most of them had
dlsap_peared within 3 weeks). These reductions are statistically significant (p < 0.05). 10Fatigue /
malaise: 100% of the total study cases had symptoms of fatigue at basal. After

The statistical analysis of both these sets of studies were undertaken at the premier

5 medical research institute in India; All India Institute of Medical Sciences New Deihi.

A. Initially, 50 participants were evaluated in the clinic once a week through the first 4
weeks of therapy, and then every 2 weeks for the remaining 8 weeks of the study. They
were evaluated abdut clinical and physical symptoms via symptom assessment form,
10 physica) examination, side effect of treatment and compliance to the drug on foliow up
visits. Blood tests to measure CD4 cell count, HIV viral load, heamoglobin, white blood
cell count, liver function test and renal function test were done at baseline and at end of

12 weeks study.

15 D4 and CDS cell count were analyzed via Flow Cytometry and Viral Load via Polymerase
Chain Reaction at the beginning and at the end of 12 weeks.
Primary efficacy end points of study was the effect of this therapy on the markers of HIV
disease including clinical symptoms and physical findings, weight gain/ loss along with
the general well being of the patients and HIV viral load and CD4 cell count, which

20  showed consistently positive results in both the trials conducted since 2005 Onwards.

Weight Gain: Consistent welight gain was observed in all patients on follow-up visits,
which was one of the primary end point {Table 1j. The average weight gain after 12
weeks of treatment was 4.73 kg per patient,‘which is statistically highly significant

25  (p<0.001).

Table 1: changes in mean weight after treatment

Duration in weeks | Mean weight (N =50)

basal 50.48 £ 10.97

11



treatment at the end of 2nd week proportion of symptoms of fatigue had a significant fall from basal.
After 66 week gnwards all patients had relief from fatigue (Figure 6). Figure 6: No. of patients with _
fatigue / malai%e AH&P thelapy WO 2010/079511PCT/1N2009/000749 %&7@&%’%‘5’%%: 100 % of
the total study cases had fever and diarrhea at basal and after treatment from 3rd week onwards. All
the patients had relief from diarrhea and fever (Figure 7). 5Figure 7 : No. of patients with fever!
diarrhea with therapy. Skin rash and Herpes Zoster : All the patients had HIV associated skin rash and
herpes zoster at basal and became asymptomatic after 3rd week onwards with treatment.(Figure 8) 10
Figure 8: No. of patients having HIV as3ociated skin rask/antlBérpes| zoster after therapy Similar
improvement seen in nausea, vomiting zgcough and digitgbed Slgep and all patients became
asymptomatic from 3rd week opwards. WO 2010/079511PCT/IN2009/000749 Absolute CD4 cell
count: CD4 cell count was available forll 51 patientSwith’pi® nd post treatment values. There was

increase in CD4 count on the average lgy 27 (mediangzRdlcelligounts from 276 to 305). This value is
statistically significant (p = 0.042)- 0 '+ of patients at baseline and at the
end of study is shown in 5figuré 9Figur§ 9: No. df paterﬁg'aﬁ%géD4 dell count range HIV viral load:

After RADHA108 series 12-wegk treatrient, at the ensk@ftstadyimean viral load showed a significant
fall (p <0.001) from the baseline—10Sidg effects:Attpatignts tolerated the formulation of present
invention well with no side effects. C,, The output of thé statistiCal analyses of the study carried out on
50 HIV positive patients is as follows:

Clinical parameters: All the clinical symptorﬁs disappeared during the 12 weeks of

treatment. These reductions are statistically significant (p<0.05).
5  Fatigue / malaise: 88 % of the total study cases had symptoms‘of fatigue at basal. After
treatment at the end of 2™ week proportion of symptoms of fatigue had a significant

fall from basal. After 6" week onwards only one or two patients had fatigue {Figure 1},

Figure 1: percentage of cases with fatigue / malaise after the treatment
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10

Diarrhoea: 18 % of the total study cases had diarrhea at basal and after treatment from
5" week onwards all the patients had relief from diarrhea (Figure 2).

Figure 2 : Percentage of cases with diarrhea after the treatment

12



15 Sr. No. Parameter Before After 12 Weeks P-value I. Physical (14=50) i. Weight 50.48 (10.97) 55.21

(9.42) <0.001 11. Clinical Symptoms (14.50) WO 2010/079511PCT/IN2009/000749 1. Fatigue 44
(88%) Wo 30106795 P ( ) PCT/IN2009/000749 gue

% cases with diarrhea

1 2 3 4 5 & 7 8

"visits

Fever: Fever was reported by 24 % of total study cases at basal and from 7" week
onhwards not a single patient had fever with significant fall started 4™ week onwards.
Cough ' 28 % of the total study cases had a symptom of cough at basal which had

5 significant fall from 3™ week onwards and all improved 10™ week onward (Figure 3).

Figure 3 ; percentage of cases with fever / cough after therapy.

percenfage of cases

Skin rash and Herpes Zoster: 14 % and 12 % of total study cases had skin rash and

10 herpes zoster at basal respectively and from 4™ week onwards not a single patient had

suffered from skin rash.

Similarly, nausea, vomiting and disturbed sleep were improved significantly during
therapy with formulation of the present invention.

15

13



0 (0%) <0.001 2. Diarrhea 9(18.0%) 0(0%) 0.004 3. Nausea 8(16%) 0(0%) 0.008 4. Vomiting 7
(14%) 0 (0%) 0.02 5

W 2010/079511 PCTANZON9/000749

Absolute CD4 cell count and HIV viral load: CD4 cell count was available for 48 patients
with pre and post treatment values. There was increase in CD4 count on the average by
51 {median CD4 cell counts from 312 to 363). This is of horderline statistical significance
{p = 0.06). 30 out of 48 (62.5 %) patients showed rise in CD4 count and 18 patients {37.5
5 %) showed decrease in CD4 cell count. CD4 cell count range with number of patients at

baseline and at the end of study is shown in figure 4.

Figure 4 ; No. of patients at baseline and at end of treatment with CD4 cell count range.

258
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0-99 | 106-199 | 200-299 | 3060-399 | >=400
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No. of paticnt 3 month i 4 7 22 14
‘ No. of patient baseline M No. of patient 3 month

10 The mean HIV log viral load has statistically significantly dropped from 4.63 to 4.18 after
12 weeks of treatment {p = 0.03). Similar trend is also seen in the pre treatment and

post treatment median viral loads (from 92458 vs. 25332, p<0.001).
B. Another study was carried out with 51 HIV positive patients by the administration of

15  the formulation comprising peptides of the present invention for twelve weeks. The

results obtained are as foliows:

14



Fever 12 (24%) 0 (0%) <0.001 . Cough 14(28%) 0(0%) <0.001 7. TB 6 (12%) 0 (0%) 0.03 8.
Disturbed Sle%) 13&26%) 0(0%)
O 2010/079511 PCT/IN2009/006749

Weight gain: Weight monitored on every visit showed significant gain in all 51 HIV

patients with mean weight gain of 4.68 +1.9 kg after 12 weeks (Figure 5}

Figure 5: mean weight in kg during therapy
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Clinical parameters: All the clinical symptoms had disappeared during the 12 weeks of
treatment (most of them had disappeared within 3 weeks). These reductions are

statistically significant {p < 0.05).
10 Fatigue / malaise: 100 % of the total study cases had symptoms of fatigue at basal. After
treatment at the end of 2™ week proportion of symptoms of fatigue had a significant

fall from basal. After 6" week onwards all patients had relief from fatigue (Figure 6).

Figure 6 : No. of patients with fatigue / malaise after therapy

No. of patients

15

15



<0.001 . Rash On Skin 7(14%) 0(0%) 0.02 10. Herpes Zoster 6(12%) 0(0%) 0.03 Ill. Virological 1. Log

of HIV-I, 5.11 \(&9002%9 /6%?%%3(1'32) <0.001 P CTNA009/000745

Fever and diarrhea: 100 % of the total study cases had fever and diarrhea at basal and
after treatment from 3" week onwards. All the patients had relief from diarrhea and

fever {Figure 7).

5  Figure 7 : No. of patients with fever / diarrhea with therapy.

Neo. of patients

o diarrhes M fever

Skin rash and Herpes Zoster : All the patients had HIV assoclated skin rash and herpes
zoster at basal and became asymptomatic after 3™ week onwards with
treatment.{Figure B)

10

Figure 8 : No. of patients having HIV associated skin rash and herpes zoster after therapy
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Similar improvement seen in nausea, vomiting, cough and disturbed sleep and all

patients became asymptomatic from 3" week onwards.
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RNA n=34 206057 25280 <0.001 Median HIV-I 62884 1665 RNA 508038 87511 25th Percentile

WO 2010/079511

10

15

PCT/EN2609/000749

Absolute CD4 cell count: CD4 cell count was available for all 51 patients with pre and

post treatment values. There was increase in CD4 count on the average by 27 {median

CD4 cell counts from 276 to 305), This value is statistically significant (p = 0.042). CD4

cell count range with number of patients at baseline and at the end of study is shown in

figure 9Figure 9 : No. of patients and CD4 cell count range
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0-99 | 100-199200-299 |300-399 | >=400
no of patient baselns] 0 8 19 12 12
no of patient 3 monthy 1 7 14 15 14

# 1o of patient baseline # no of patient 3 month

HIV viral load: After RADHA108 series 12-week treatment, at the end of study mean viral

toad showed a significant fall {p < 0.001) from the baseline.

Side effects: All patients tolerated the formulation of present invention well with no side

effects.

C. The output of the statistical analyses of the study carried out-on 50 HIV positive

patients is as foliows:

5r. No. Parameter Befare After 12 Weeks | P-value
. Physical (N=50}

1. Welght 50.48 (10.97} 55.21(9.42) <O.GQ1
H. Clinical Symptoms (N=50)

17



75th Percentile

WO 2010/079511

IV. Immunological 1. CD4 count 312.5 363.5 0.06 (N=48) 275.5 294.2

PCT/IN2049/000749

1. Fatigue 44 {88%) 0 (0%]) <0.001
2. Diarrhea 9 {18.0%;) 0 (0%) 0.004
3. Nausea 8 (16%) 0 (0%) 0.008
4, Vomiting 7 {14%) 0(0%) 0.02
5. Fever 12 {24%) 0 {0%) <0.001
6. Cough 14 (28%) 0 (0%) <0.001
7. 1B 6{12%) 0 (G%) 0.03
8. Disturbed Sleep | 13 (26%) 0 {0%) <0.001
9, Rash OnSkin | 7 (14%) 0 (0%) 0.02
10. Herpes Zoster | 6 (12%) 0 {0%) 0.03
I, Virological
1 Log of HIV-, 5.11(0.090) 4.103{1.32) <O.Q()1

RNA n=34 206057 25280 <0.001

Median HiV-i 62884 1665

RNA 508038 87511

25" percentile

75" Percentile
IV, immunologica
1 CD4 count 312.5 363.5 0.06

{N=48) 2755 294.2

Median 430 435

25" percentile

75" percentile

These results show that formulation containing nano-peptide of the present invention

are effective and safe drug in increasing weight and general well being of patients, with

decrease in viral load and increase in CD4 cell count. Thus, peptides of the present

5  invention as active pharmaceutical ingredients hold good promise for the treatment of

HIV patients across all age groups.

18




Median 430 435 25th Percentile  75th Percentile  These results show that formulation containing

nano-peptide of the %es_ent invention are effective and safe drug in increasing weight and general well
being of patientS, With d&trease in viral load and increase in CD4 cell cAfrt 0¥ tides of the

present

The Radha 108 series peptides of the present invention are active in the treatment of

various diseases and conditions as explicated above.
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5invention as active pharmaceutical ingredients hold good promise for the treatment of HIV patients
across all age groups. The Radha 108 series peptides of the present invention are active in the
treatment of various diseases and conditions as explicated above. Claims 1. A formulation comprising
peptides isQlated from mammalian colostrum having sequences as recited in SEQ ID 1-8 wherein the
peptides Tunction to modulate cell immunity and provide attachment inhibition for foreign antigen /
viruses on cell surface receptors. 2. The formulation as claimed in claim 1 wherein the formulation

comprised BETREEEPD COBRES FeoRsy st iRt e aptrecdiay Gelrebendyivits it Rl L 1% 8 The
formulation ascslaimes! iheclaimal- Whgkaln iemanmalan £olosirumbis.Rovne seigst ym fhdie
formulation as claimed in claim 1 wherein it helps in increasing the level of CD4 cells for use in
treatmentfibirmuioe iretate dndiseaseruds Usectsthiedorenegation as claimed in claim 1 in the
manufacture of a medicament for reducing clinical symptoms of diarrhea, nausea, vomiting, cough and
skin rashege Foidse:0fdhe farmulation.as ¢laimedymelainhhindhempnuiactueafmedigamgnt for
reduction of viral load in the body. 8. The formulation as claimed in claim 1 further comprising peptides
isolated frommmafthealtatdcolortures aerdtdbvifgIa dl8cular weight less than 10000Da. 9. The
formulation as claimed in claim 1 further comprising pharmaceutically acceptable carriers. 10. The
formutation ag,claimed i glaiRdiNhSRiINhis applisd RRiaaly. Asaskin daimalaeiy as a skin spray
or as a nasal or intravenous solution. 11. Use of the formulation as claimed in claim 1 in the
manufacture of a medicament for treatment of a disease or disorder selected form the group consisting
of allefyieS AFRBIAIER Betipr Bt GSEtc MYPErpihSmRTCRmeEr MR ERENson Sibtr!s fhrdshi@autism,
Perthes disgase Bremenstiual-svndrame and Endometriosis, Prion disease, Psoriasis, Sjogren's
Syndrome, Spinal Muscular Atrophy, Thrombocytopenia, bums, infection insect bites, diaper rash,
herpetic lesions, Pharangitis, Porphyria, Raynaud's phenomenon, Sarcoidosis, Celiac disease,
Chronic Pancytopenia, Croft's disease, Diabetes type Il, Fibromyalgia Rheumatica, Mononucleosis,
Multiple Sclerosis, Rheumatoid Arthritis, Osteo Arthritis, Spinal Muscular Atrophy, Brown Recluse
Spider Bite, Corneal Regeneration, diarrhea, Guillain Bane Syndrome, Hemolytic Anemia, Idiopathic
thrombocytopenic purpura, Myasthenia Gravis, lupus, tuberculosis, HIV, Hepatitis A&C, Rabies in
Dogs, Acute Viral Infections, Dengue fever, Human Pappilloma Virus, Parvo, Rabies, SARS, Shingles,
Viral Respiratory Infection, Plantar Warts, Colds and Flues, Lymphoma and Herpes Simplex | & II. 12.
Use of the formulation as claimed in claim 1 in the manufacture of a medicament for providing
additional health benefits including Anabolic, Anti Aging, Anti fungal, Anti-inflammatory, Antimicrobial,
Assimilation, Athletic performance, body building, bone density, cytokine enhancement, digestion,
epithelial
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growth factors, friendly flora enhancement, insulin like growth factors, immunity booster,
immunoglobulin, interferon, interleukins, intestinal permeability, lactoferrin, MSM, Muscle toning, skin
elasticity, stamina, transfoiwing growth factors, wound healing and weight loss for obese 13. Use of a

neraneuisally-efleriva AMRUNbel A IIRLIAN N RIBIRIAG.REOIASR A 2RG .18, I 10 Breparation

of a medicament for treatment o Acquwe Immune Detficiency yn rome OF The use as
claimed i®¥f&ffn 13 wherein the peptides are selected from peptides isolated from mammalian
colostrum and synthetic peptides. 15. The use as claimed in claim 13 wherein the formulation
compi¥sed e 39shsfiprotdinon 6s Thiemebo akictairinatismotatantddniBwhereiontfor fodmitatidinits!

adm|n|steg§,gﬁ@1§g1@mgg@aof]gggatq,&m%g)%\;gpgg,d@lg@yasj,zs The process for isolating peptides from
mammalian colostrum having SEQ ID 1-8 as defined in claim 1, the process comprising the steps of a.

separatingfat, Gheese And.GlosimMMIEY,R; Passingthe whey t@%%&%ﬁ%ﬁ?%‘?@é&%j §° femove

suspended solids and reduce the microbial load; c. passing the whey obtained from step (b) through
ultrafiltratiSi P ¥btatetio acid sequences having molecular weight of less than 10000Da; wherein
ultrafiltration is done at low pressure and temperature to preserve the amino acid sequences. 18. The
process a5heldiaddhoslaincizmgheteialtie ditfanhrationpsisatrieepbitsaiseipiekdine lessihains

kg/cmsq. dfestiie RRACRSH A8 SlAtNes Weiaimsk thwwhargiorthe ultrafiltration is carried out at a pressure
in the range of 0.5 kg/cmsq to 4 kg/cmsqg. 20. The process as claimed in claim 17 wherein the

ultrafilyatinn. isCaTIGHONLBLARIBSIME PhAHPKUERSng pgfrllrilalélegt(i)&%ézqg&;téb% carriers.
1353-mum-08_ST25 SEQUENCE LISTING

10. The formulation as ciaimed in claim 1 wherein it is applied topically, as a skin dermal patch, as a skin

spray or as a nasal or intravenous solution.

11. Use of the formulation as claimed in claim 1 in the manufacture of a medicament for treatment of a
disease or disorder selected form the group consisting of allergies, Alzheimers, Benign Prostatic
Hyperplasia, Cancer, Hypertension, Lupus, Thrush, Autism, Perthes disease, Premenstrual syndrome
and Endometriosis, Prion disease, Psoriasis, Sjogren’s Syndrome, Spinal Muscular Afrophy,
Thrombocytopenia, burns, infection insect bites, diaper rash, herpetic lesions, Pharangitis, Porphyria,
Raynaud's phenomenon, Sarcoidosis, Celiac disease, Chronic Pancytopenia, Crohn's disease, Diabetes
type 1I, Fibromyalgia Rheumatica, Mononucleosis, Multiple Sclerosis, Rheumatoid Arthritis, Osteo
Arthritis, Spinal Muscular Atrophy, Brown Recluse Spider Bite, Corneal Regeneration, diarrhea,
Guillain Barre Syndrome, Hemolytic Anemia, Idiopathic thrombocytopenic purpura, Myasthenia
Gravis, lupus, tuberculosis, HIV, Hepatitis A&C, Rabies in Dogs, Acute Viral Infections, Dengue
tever, Human Pappilloma Virus, Parvo, Rabies, SARS, Shingles, Viral Respiratory Infection, Plantar
Warts, Colds and Flues, Lymphoma and Herpes Simplex I & I1.

12. Use of the formulation as claimed in claim 1 in the manufacture of a medicament for providing
additional health benefits including Anabolic, Anti Aging, Anti fungal, Anti-inflammatory, Anti-
microbial, Assimilation, Athletic performance, body building, bone density, cytokine enhancement,

digestion, epithelial
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,<110> Saharan, Pawan <120> Mammalian Colostrum Derived Nanopeptides for Broadspectrum Viral
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<141> 2008-12-27 <160> 8 <170> Patentin version 3.5 <210> 1 <211> 12 <212> PRT <213> Bos

taurus <400%.d GlkLeu YRLRP &hh VAR Chiih GRd-eYbrt 05ede> mshiy osel2> PRT

<213> Bos taurus
immunoglobulin, interferon, interleukins, intestinal permeability, lactoferrin, MSM, Muscle toning,

skin elasticity, stamina, transforming growth factors, wound healing and weight loss for obese.

13. Use of a therapeutically cffective amount of a formulation comprising peptides of SEQ 1D 1-8, in the

preparation of a medicament for treatment of Acquired Immune Deficiency Syndrome or AIDS,

14, The use as claimed in claim 13 wherein the peptides are selected from peptides isolated from

mammalian colostrum and synthetic peptides.

15. The use as claimed in claim 13 wherein the formulation comprises 0.3% of protein.

16. The use as claimed in claimed 1 13 wherein the formulation is administered in an amount of 2ml to

Sml four times a day.

17. The process for isolating peptides from mammalian colostrum having SEQ ID 1-8 as defined in claim

1, the process comprising the steps of

a. separating fat, Cheese and colostrum whey;

b. passing the whey through a series of filters to remove suspended solids and reduce the
microbial load;

¢c. passing the whey obtained from step (b) through ultrafiltration to obtain amino acid
sequences having molecular weight of less than 10000Da; wherein ultrafiltration is done at
low pressure and temperature to preserve the amino acid sequences.

18. The process as claimed in claim 17 wherein the ultrafiltration is carried out at a pressure less than 5

kg/cmsq.

19. The process as claimed in claim 17 wherein the ultrafiliration is carried out at a pressure in the range

of 0.5 kgfemsq to 4 kg/cmsq.
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<400> 2 Val Ala lle lle Gin His Met lle Lys Lys Leu Arg 1510 <210> 3 <211> 13 <212> PRT <213>
Bos taurus <400> 3 Leu Pro Gin Glu Val Leu Asn Glu Asn Leu Leu Arg Phe 1510 <210> 4 <211> 10
<212> PRT <213> Bos taurus <400> 4 Arg Leu Asn Ala Arg Met Ala Glu Leu Arg 1510 <210> 5

20. The process as claimed in claim 17 wherein the ultrafiftration is carried out. at a pressure of 2.0
kg/cmsqg.
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