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The preseno 20Em2Bon rel ates to a pharnaceuti cal conpo®CTiIB1&MER4TEt hod of
treating and preventing the infectiou$ diseases, including bacterial

i nfections caused by different infectious agents such as
pseudot uber cul osi s, whoopi ng cough, yersiniosis, pneunonitis of different
etiology, and acute and chronic v i nfections such as_acute

iral 10 _i
respiratory tract i AQABINAEION RHARMAGEUTICAL COMROSINONAND: it e viral
hepatitis A B, C and otMEFHp%%QFJfR% NG ANR PREVENTNG, ses and condi ti ons
caused by H V or associated w HE I¥RECT! H%’Bﬁ?’g‘\sﬁ%s. BACKGROUND 15The
invention relates to the area of nedicine and may be used for the treatnent
and prseventing the infectious diseasesggupc! udi ng bacterial infections
caused by different infectious agents such as pseudot ubercul osis, oopi ng
cough, yer si nilB&PeesephiByaRtian: felates to phaimaceutisal §PHgesitiohand Materdialy

chroni ¢ \daphg bRd prdvieRtiny HeCifedBorCsitBagdeSSPiLAINABactdrRe infédlbRs thosky
i nfluenza of different types, acute 20 viral hepatitis A B, C and ot her

types of egifferant sinfackieusiagenisec susth @sc BRg4tuherctlasit g WHPORINg §PUERsoci at ed

wi th H V,yerdifiodd NBnélmnitis of diffeRsHt Mefiblogf, \dndalacdies @ageshidarediran
ultra-1l ow doses of antibodies to int e,r%r,on s known |Tr2 the art (RU 2192888
O, Ad1kIfedipns syeh opASHEIPSPIRREF! intastions iflugaza Abiferant WP #Hean be

not ef f eciraivRepatByal BOIC aheadthentypel dfhiepdties ahesdiasssesi aiedonditibnsH V.
The therapeutic effect of an e,xtremalc¥ diluted form (or ultra-low form of

ant i bodi E2UsRst BhHIV @ PSSoCRISFYERE N QudnNgdPRyy (act i vat ed- potent i at ed
form has been discovered by Dr. Oeg |. Epshtein. For exanple, U S. Patent
No. 7,582,294 30 discloses a nedica f reati ng Benign Prostatic
Hyperpl asia or prostatitis by adm ﬁ@‘?‘?‘éﬁ"ﬁf“@f a honeopat hically activated

form@f anti bydé afvdrtionr REHted @o IAECarbh Cofambtigme aMbAnhay et used dov teses of

anti bodies to ga interferon hgve been shown 't e useful .in the

treat rrent"eéﬁﬂe’gr gg‘ﬁy‘?'ﬁ&?'g'”gf 8& é’gﬁ‘é@é’soﬁa's $esi "é‘ﬁﬁ“gp%gtila. tagial '[‘Jf.egporffat ent
No. 7,57Zaflddd byhidiHardrt infe@6OratleAd Becieidd PY¥eu®dtabervutosisy mhoophnig rety.
WO 2012/ 017328PCT/ 1B2011/ 00247,ﬁ 2, .. The presené inventiqgn is di {ect ed
to a pharSP9BuY§ENIOLTRRRRYTOHS A fifferenbaliolony; aad gewte; and ¢uapif iR’ angd
pr event i ngfecionksach ak @actiieaespititargaesinfectiond, intiuagzd atdiffereat typas, excuteons

caused by .djfferent ipnfectiqus, agents ch pseugdot uber cul osi s,. whoopi ng
cougl‘?% yé’r"@‘ h?%%’l '§,A'pHe%HBt?tEe%fypSFfcfsfgrl’eéﬁgts's'é &t 59'8???&?, any &°3@H?’és and
chroni ¢ \Haugdd bnARCHI syssciateewisHBG itdudirgspiDSat ory tract infections,

i nfluenza of different types, acute viral hepatitis A B, C and other types
of hepatitis, the diseases and conditions caused by H 'V or associated with

H V, includi ngreftdént Dhevid! diféases t Baddde oaxuittailog pdosdd @ arttinpdiesetd ed i n

formof a cqnmbination .10 ph | o [k f t.nent and
b ophy | TR as KRPun T B AR 2 Seitie L RSN o Apdda ShgReer
act i vat edne giventmediedl pfaduat odn batnobefiéatise tedoogh totitreatraant df)thediseases
acti vat ed- pot.ent.i a&}@_ﬂvform of antibodies to receptor. SUMVARY 15l n one
aspect, tHeOGAGAM provi des a conbi nati on pharnaceutical conposition

conpri si ng a) The taetapeaticc@ffpctt ehbn adxe@nfedy ndilated aformn{ar bdtig-lavo fatm) eist one

one r eoedtBposiv B Grash B AerbecrBitic TicialeBl ToPlua-BRhEREY shitbenor ™'

conpr i sedeansiiddoderzdrlsy Br., Olslgelr Epshtein. dFoa@xamates dJ.SoPatent dNoe d, 582,284 of

phar noe dliEEES b RsakrIogh o painbrasTaf ordyide Fppisfsia of ol ) "¢

t he phar ragiednistraton afcarhbosebdpathicaliycactvateg foan df aotibadieeth pwistate ispeafic f or ns

of antibadi.es iS«An,L.he, form of ] Xt 0 opat hi c
di | uti ondggn kﬁssé)pé‘@tﬁ'io a??ﬁ?%%%ﬂﬁh%‘?’%{ godS%'Rgijazigtﬁ pdrﬁ ﬁ“%&r e o SW C30,
25and C2Q06 bearsebpart tHectrebtinent amd prophiylapisedf tlideades of giral aliolagy. Seel.8r .
The acti ed-po i gle r. j j [ Yo .
act i vat ed BOTERE T aP 2 o PSR i eBingRBke i BBiHerendt BEnirety,,
antibody. It is specifically contenplated that the activated-potenti ated
formof said antibodies is activated-potentiated form of a pol ycl onal
anti body. The invention provides activated- 30 potentiated forns of
anti bodies to antigen(s) having sequences described in the specification
and clained in the appended cl ai ns. In a variant, the pharmaceuti cal
conposition includes activated-potentiated forns of antibodi es prepared by
successive centesimal dilutions coupled with shaking of every dilution.
Vertical shaking is specifically contenplated. WO

I n anot her aspect, the invention
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In accordance with the method aspect of the invention, the pharnmaceuti cal
conposition may be adm nistered in one to three unit dosage fornms, each of
the 15 NO2ER/U1d¥2M bei ng adm ni stered from once daily PETABN1INEY dai l y.
In a variant, the pharnmaceutical conpdsition is adnm nistered tw ce daily,
each adm ni stration consisting of two oral dosage fornms. In a variant, the
pharmaceutical conmposition is admnistered in one to two unit dosage forns,
each of the dosage forns being adm nistered twice daily. In a variant, the
phar maceut i calThe opigsentt invantien 35 ditestasi 4@ e charmaesiticalo COMBOSIion anssage
forns, earﬁétgeés n%fhgs G5 RGfe tments%mﬁbatgeﬁtme &Y thé FHrE&iolS Hisdas B8 'S jrididing Al |

vari ants an ments descri respect to the conposition aspect
of the irPreteriabn infegtians usedsed t % hddiffRsemod infegtious oPgeMe | AY@nt i .
25DETAI L emm}@t whoop.rTétecdub\ﬁentér@Msﬁsd%fnbnﬁftnmst hofT eff%rr@ntce to
the appended cl ai ns. respect to the clains, e glossary that foll ows
provi des ett'lﬁ’é)g’:'eIWaﬁt?UtGeW%Cf‘rQﬂ'fs viral 'nfeCt'O'TfhéUP@rﬁﬁ aguiei [saijatops trgsted
herein Sh%ktndﬁ%aﬂﬂ@&iamé&tt%ésnaEE!@tvurﬁpﬁé“dafnh&ﬂ' BY cirdsiné Oy péd e 1 S
thereby defined as conpl enentary with, a particular 30 spatli aI and pol ar
or gani zathegatitisi thaodiprasespprd (Aoaditigps idgusRE PYabllY i pespciated méthe Y ns may
i nclude g,Gqmy Rirgs.i mrunogl obulin or fragment thereof, may be natural,
pol ycl onal or _nonocl onal, and nay include vari ous cl asses and |sotypes
such as | gA, Th®soluien tpdbe existing arablemgisopressenied diorm gha eambinatiofment s
Lher o] ERYmhACANER cI¥Bosibd OF (SRRET 20 ABE (Bretolithy offHicdild (201 ) 2.

Fab', and the |like. The singular "antib I ncl udes plural "antibodi es.
The ter md‘%&,aﬁ?%dt’*ew PRI RIiRESA) AN ?%’Wﬁtedtﬁowfwéteé'rff’f"&toéén‘I‘Qﬂdl'ﬁ's tocyiking vel y,
Wi th respggin)taf a%nt;st@&lgbeanéeeIf&rﬁdomﬁ.swesfoﬂé‘ée&oto denote a product of
horreopat hic '5 potentizati on of any initial solution of antibodies.
"Honeopat hi ¢ potenti zation" denotes the use of nethods of homeopathy to
i npart honeopat hic potency to an ini gyUMMARKUL I ONn of rel evant substance.

Al t hough not so limted, 'homeopathic potentization” may involve, for
exanplle, repelft RN oRRASELt thee 'GY‘P’!][OPorPémﬂ‘Eﬁ?ol%eﬁP’ﬂP‘f‘ﬂ“‘&t%’ﬁﬁ@?cﬂt@ét ment ,

parti cul ajohpo¥iibh icorlpriciNBCd)adH aativatedigdtemibted forRt BRAN \WRtiBSdy fNal Riaki al 10
solution of antibody is subjected to consecutive repeated dilution and

mul ti pl e R&reYtRkiNe SRAIQ)RY éf’t'\@é‘iﬁt%‘ﬁf‘%ﬁtﬁ‘edmérbIoﬁtai“o?f‘tlbﬁdédEcﬁ‘dﬁﬁ%eo% th

honmeopat hegedt&C M An0BMbodi hﬁénprt%%%ﬂd?ﬁha@é\ﬂféﬁﬂbéuﬂbb@fbrﬁ?ur{ﬁée doﬂiptriséé $olution
of anti bodﬁ%l n the solvent, preferably water or a water-et héwal cohol

m xture gaLier. vrein sdd @ctgafe& %ﬂﬁ?f‘l}tat@ f?"ﬁ@/oﬁta“t'bméesp"f"éf' f#ibcedure
for proepagntd8ai@ a6k ERNBIONEE VaridntCthePhatRachtis® | cakripabition s hhRe i ofb of the
m xture of three aqueous or aqueous-al cohol dilutions of the primary matrix
sol ution ?Wﬁt her tincture) of antibodies diluted 10012, 1003 and 100200

tines, reSDeCPtéfeAam V\/Ifuechph&n%ww@ue@bmrpes.ﬁ@mt aﬁmmatg heamgopativated-
di l utions {012 and 0200) or, the use the mxture of thre gueous

or aqueolR®* %ﬂ“@t?ﬁofP"B? I°ﬁtaf‘6t?&d is RDp (PIRAP an‘ﬁt"tqri of §1% {10 4 odi es

di ' ut ed HHedpathitDdilabAs. 10RO dcimeally caﬁemgewmbveém miwlur€ bf iC32e@3dyval ent
ilutions (Cl2, C30 an 0). Exanpl es of

to centesi oneo at
honeofpat H@ pb‘h"'ﬂt"@"ﬁ@s’ﬂ‘rpﬁ%@tqdrf’rlﬁéso /e Nos. 7,572,441 and

7,582,294, whirgé aét&/athCﬁUtEMaaé@dfohﬁﬁebﬂ daid r &itdoairee may tthee dctieatbils ety and
for the pur pose siated. Wi the ter ctivat ated f is used

ed- pqQ i a
in the clpéﬁt 'atef’hé"f‘%r"rfna m°f‘P%E°P%JwPa'<¥§'8B§‘ ?'S”Q}E'@g a?‘Hb?cﬂ'e b Ra0% g.'ég?'yl'he term
“ultra-| man&&mblseahatbemaaet-\atédap@t\eﬁtatea tfoin df heaid laetndomés agtaonr/aaaed by

study an oneo at hi ¢ a pote i zed f rm of sulstance.

The termpo&rﬁ?gdl H"hoCe R""ﬂv"?'r a?”l%#ydoggg mvgn t?é‘ar?(ové SfLﬁcIt'Vatgapportl ve

The Dl monamen ?Q?Wfﬁwmb'ﬁggﬁt et wat oo pot ot at od” |
i b i s i i v p i

or poterﬁpﬁﬁ'k%m“?@ X%? a/fﬂa e apPER ‘?‘g%?mss are present. First, the

"acti vat ed pOlrElt vataed the opvarefacéditizanBdmposiyon mcmqmoahwateatpoaemrammr ation

process n the homeopat hi ¢

ot vat dams R PafEn prépariH BF etk erieret 0RO el uin shaking ¢
determ ne:ﬂ ebyryrwuﬂtmdslembl shakirgs epedificalip demtamplatedracol ogy. And third, the
bi ol ogi cal activity exhibited by the "activated potentiated" form of the
anti body cannot WO 2012/ 017328PCT/ 1B2011/ 002470 5 be expl ained by the
presence of the nolecular formof the antibody in the final product of the
honeopat hi ¢ process. For exanple, the activated potentiated form of
anti bodi es may be prepared by subjecting an initial, isolated antibody in a
nol ecul ar formto consecutive multiple 5 dilutions coupled with an
external inpact, such as nechani cal shaking. The external treatnment in the
course of concentratlon reductlon -may also be acconpllshed for exanple by

o . o oy



10 provided herein are tested for biological activity in well accepted
phar macol ogi cal nodels of activity, either in appropriate in vitro
experi merw®,20%017328vi vo i n suitabl e ani mal nodel s. The @<paB2otEM2470r ovi ded
further bel ow provide evidence of bioPogical activity in such nodels. Hunman
clinical studies also provide evidence that the activity observed in the
animal nodel is well translated to human therapy. Human 15 studi es have
al so provided evidence of availability of the "activated potentiated"” forns
descri bed her & anatbertaspect, $peioventon pravides dimethed of treatifigsandipreventislg)
accepted he

cl ai med "tg%t"?%éé{ag%q%oet% gé% F%{th{étwcﬁérg?ﬁ% Hgﬂdﬁﬁérﬁ onpag)%t'gﬁ]oﬁmeetgol utions
or sol i d therepka)an antisatetieolintintedifoemn oban antitogy dd atieastroreanytakinen@nceRpl ai ned
by 20 thep flfBlaBiyNghef rom t he
i ni t| al , easnt%c?t% QEG%OR{M'BQ% me\ %F% %"6%0‘;‘ %éqg?oagt,% I g&cgnt errg%yat ed t hat
the " dct iagtivated- potegmteet éQrme mfma@tlbcnd\es anei bastyinisteyecoimt dhe foratesf of the
initial e anti body, one skilled in the art could not
attri but g}ﬂ%ﬁg %gcegrl\%@pglg'g{)rg ical activity in the accepted pharnmacol ogi cal
model s to the|rrmmhpw@enblte@ah@rma'csumad)ﬁomh@slm istadeynioferad iarthe fBMdegr ee
of pl ausi i ul ar
Form of 1he o Rafabde i MHET Kol RY £ PRaTReREMcerane SHUFTe o
i nvent i oranldsa'i’qoQCtl}lﬁitﬁﬂ-tP@t?nbyteQnSPf@p@t|aﬂ| antibledprtp, at lﬁ@Sbmpogyt@ﬁneamq Vi ty of
the "gct 'a\éﬂ\; gg{eﬁﬁéteatf G o OJnnél’ﬂ fbold QO tlé%?ddr%sre%@?lﬁ)pesé?& ea%ﬁ@éte&-nvent' on
i s not attr| e|n|t|a no or m of antib
Preferr ed)oies\tlateé foees inrieaoptpd ot $aid @arrler onra varianbt saicbaglid praf ﬂq&ag& 30 or
solid forgm i} AMabkE \;gpgn@%e&t,g im8hts &fre bRFideR! ecul ar form of the antibody

is belowthe Iimt of detection of the accepted anal ytical techni ques such
as capillary ¥l aecardgieer with sheampthedypsimat fob theirventionyutha R BABRWEARphy .
Parti cul acroh%oe.i.sfﬁ ‘?ﬁé)ﬁge'a%rﬁlﬁ‘igteré’&:ﬁd YAk G -thREETHi a&e%e foRth8) @icrabt tHeody in
liquid or s formin which the concentration he nolecul ar form of

t he abiti 5198999 friebeing ?ﬁ@"’)ﬁﬁ@@édf%“ PES daily FChS'X\MUeS daily. In a variant, the

2012/ 017328REILcLA1 LRBR4HS 7is! NRRIEREE OMASY iy [T0b U | i ord

t herapeut’i ¢ substances, it Is conmon practice to cieate a dose-response
curve i n SRASIEWNG eltwoearal dasrap el ddl YaTEal. the shaimasentical compesitiani§ nst t he
concentr %Wﬁ\s@feot hﬁoﬁ&tthﬁ/odDHg d%%@é"f&h%r QUch bft the FodRlg8 Clors ed in
vitro. The mniml |evel of the ug whi ch produces any 5 detectable
response 39§inpielRd dwicg tdaiesholnd %jd/s?é'a“! t thes Pi\SERASqULISR! CORPREWRDI it ed and
pr ef efor eqadH?ﬁ}&teFéHem éﬁé ¥ aweduRPeBAhAl&iths, feREM d?fthéh&s%bl foRAS SrigPNt ai ns

nol ecul ar anti b f any, at a concentration below the threshol d dose for
tﬁfgrfoéf If

t he nol e§Mypiste g daﬂh A yriants tang ﬁvwfnsvtélq?gpﬁ%ﬁd Y egsPeshe

present ipwédibsitioR\dspEst ot tLiPeAtdhi Ray POassBERY iHeCRbthed raa,Eémtdf% t hat
10 includes activated-potentiated formof antibodies to cytokine and

acti vat edﬂ‘fﬁ.')‘!'@’htl ated form of antibodies to receptor, prepared according to
the honeopat hi c technol ogy of potentiation by repeat ed, consistent dilution
and intermedi ate external action_of shaki gas described in nore detail

herei®? bel ow. The phar maceuti caPE EﬁHﬁ%PE? RIBTIQMe i nvention is

particul arly wagfidlentioh Ish&afinbéaﬁnﬂﬁé?eréﬂéb 1.4 tﬂ@"éﬂpé?ﬁﬁ&d QIEnméL5Nttl|ileedpiéEECt I ous
di seases, i ncl udi ng_@bact erial infections caused b}/ di fferent i nfecti ous

agent s Sl}EH‘%@a'H@e deRsanciipbloliaws prayisies e WRYGR! d8MVANSi osi s, pneunoniti's

of different ghéokafYyantbstyacas %sé@dwé?@nhoaheﬂl widaal ah n.hﬁﬁ@ndymuﬁuc:haas acute
respiratory tract infections, flu o gllfferent t acuﬁe V|%ﬁguhepat|t|s

A, B, C =RECHta¥ LiIpd4 #1d I'ﬁeH%ﬁ'F‘N ge '??Peaa.%o@% e%éﬁa/ “Adie; P lBbused by

HI'V o5 a%%eﬁaneheeombkgdﬂhiénoaef bitthatchh o cdie Dintibbies e Wacitdd ih ke Esmng! es,
t he pharnmaceutic ssesses unex ectée'd

05|t|on of the invention p
e oot 1Tass TRs i o PAMBIIS drmuaploR i i BRI eRoder o, FaY es DEr
t her apeutpowcefnéeai mMoRBEIBAall Bnd IMe@y irntlLdeNvhridus \tRitses Gindhigolypé€ Cduchuss

Cers s ok ab! BEL b 154 Toar LRS SR ooHE Hahhely CBlarbiry M it oo ¢

of dlfferent 25 etiology, and acute and chronic viral infections such as
acute respiratory tract infections, influenza of different types, acute
viral hepatitis A, B, C and other types of hepatitis, the diseases and
conditions caused by H V or associated with HV, including AlDS.

The pharmaceutical conposition of the invention expands the arsenal of 30
preparations available for the treatnent prophylaxis of the infectious

di seases, including bacterial infections and acute and chronic viral

i nfections. The conbi nation pharmaceutical conposition in accordance
mnth thls aspect of the |nvent|on may be in the I|qU|d forn1or |n SO|Id
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15 of the appropriate antigen (cytokine and receptor). The aninmals' imune
system generates correspondi ng anti bodi es, which are collected fromthe

ani mal s IWO20KAdW28manner. This procedure enabl es prepaP&TIBX1HH02470
nonospeci fic anti body-rich serum + | f desired, the serum containing
anti bodi es may be purified, for exanple by using affine chromatography,
fractionation by salt precipitation, or ion-exchange 20 chromat ography. The
resulting purified, antibody-enri ched serum may be used as a starting

mat eri al Febr Fvhengriépakatiabh afd thee ket Thetsinpulast @mibedyd dneludes @luraihe

anti bodi egi,khRspPreferred concentration of the resulting initial solution
of anti bocﬂ/ I'n the solvent, preferably water or a water-ethyl alcohol

m xture, rangéke feroniastvaledpoentiatedifotm” &, tpotajtiaied fETHEespREtivelt avith

pr ocedur gedfact BS GRASIIME RAHEA SRUFBIANE el 1o! Béndio P bRRAILOBT HongoBahiR! ding to

the present invention Is the us e mxture of three aqueous-al cohol

di | ut iSongotentizationmfiapwintiakselution gbanmpp@ﬁs()ﬁomﬂomm Raepfizatipr engtes2, 1003
and 1005 r pY:2 i thi Sio higg[eopat hi c
i1 ut i ond eI S RRRSS Aot 8 IR oL R ot ek

respect i welujion hrelevans sastanas. vAlRaughinet se dintited niomesRabisaRdevtizationst i ons
Cl2, C30 aifineRe,; fo-';oe)%rn?ﬂé‘rfep@at%‘a dﬂns@e&%%mbm c%nrbméddwﬁﬁrém&han s
treated W th the desired dilution obtained via the . honmeopat hi ¢ process. To
obtain at@@tm@tumaﬂlcuﬁﬂag\eemw nimsichanigald ctiskingt | di ethet Merdsvamtinigal t he
carri@r BRSoh df AMIYoRY 'i'@él.ﬁ?ed{‘éd b &RsBe e rbiSedibd HilltieRBnd BRLpIOVERIS! Of

i mpregnation are suitab repare the desired conbinati on dosage form
WO 2012/ @malsasptvﬁqrsgetfmegm#@ngn accordange with hemaopathiciasberlaghtTne he

starting df@‘teﬁ'édi %bné&ﬁrat.laﬁ P RO Wil utieh csfh&n@say Vil sBlQéﬁntp'réfén%@lyf orm
t hat conprise the conbination pharnmaceuti cal nB05| tion of the invention

i s pol yclwatgnor aa\M?tﬁ&PthV'aﬁ'ﬁ‘H‘(P' Atuse tRPIES froREakast Pestoabarhe 0apg/myeldte To
obt ai 1 Nfefdib cRdoRALPRIdpalAY bl Bhboaltyd. abbodSaIORH, B recusey t Ok ne

or receptor, desired antigen may be injected as i munogen into a

| abor &t orof tfammvapre of breg aausousy pigyegus-alcohol dijytiops oh e RAMPPOEIEEE t 0 CD4
recept or sgRYioR(nRithéH ﬂﬁ&uﬂéz'mahf'&dﬂlo'dﬁut@ﬁ' ¢@G'Pe1gb3°huﬁ@n1cﬁm tiegpt or of
the foll ow ng sequence: q y Val Pro Phe Arg
H's Leu Irespeckyeix/ayhighels eeuwa'epsm)qg\te%mammtwtmea WaFsACA2,630808 G n G y
Lys Lys \glooYst tHe%elcﬁgﬁ’@ﬁﬁﬁuéb'S@tme)ésadu)ééu@ob’aeéébﬂéfalé(ﬂiol @Idlnohﬁléf tHy Cys Thr
Ala Ser G n 31354045 L\és Lys Ser |le Hi s Asn,Ser Asn G n
Ile Lys PIB®OS5HAtrX solulien G’fy andipodiesy @“}edSe?ooPhem%u ?ﬂ? 108 dipepr o Ser

Lys %616557&25@5@%%“15'“&:{%@1@“% eepﬂéanﬁqaho'%epé\h& cﬁ@f.orkseecfér lmaesahoe n Ay
76808590 Asn Phe Pro Leu lle Ile Lys Asn Leu Lys |le G

919510016505 iemaley pkhegorgthigpotentizalian, agg Hewsb@dunc&’& \?%‘e't‘a hfSEeu 106

110 115 T2y2lem é(ﬂi 7, B’B@zﬁ Ywhi€nl arehihcdibarafsdh&ein néeﬁféﬁeﬁcdﬂnahheunm@w G n

121 125 130 135 Gn Ser Leu Thr Ley Thr Leu u Ser Pro Pra Ser Ser
30 136 1@@"1%5‘“3@9’%38 stgded. \)éM“"ﬁ;”PF@f/E %‘Ftﬂa@rp%’&}'aﬁﬁcbm@‘y'suﬁ A&H}/q le Gn
Ay 151 cidwas, 1fife ol Qitha-lows ddds” i€ Wss8rin Mk H@indidd) LT@ié erm Lutkh-lown Asp

Ser Qy 166 170 175 180 35ThrT Thr s Thr Val nLys Lys Val
Gy o dbaasTheelen a1 G gL AT b ALD i OfAn \asated, PYarlibn A 6 A a

Ser Ser  IHomeopQthicaidikisd 3A& H%htaiéﬂfohﬁ%fbuﬁstﬁdé Ghe v “Gltra- IM&MO@EU Phe
Ser Phe Prqg Leuy 40 211 215 22 e Thr rpr Gy Ser

Ay du LEQUiFRiovdgses Jg megnt ?§§“‘g’4ﬂm®°ﬁ'vﬁl%{‘dd"d“¢u"§ SAP@YV%‘?“S% s Lys
ys A GVal The G Aap 0. 228560365 70" i 2013 0173 Lé&ﬂ‘é!%‘ Te02490 10
ys ArgVa n p,Pro
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antibody is a product of a preparation process well accepted in the homeopathic art.
Second, the “activated-potentiated” form of antibody must have biological activity
determined by methods well accepted in modern pharmacology. And third, the

biological activity exhibited by the “activated potentiated” form of the antibody cannot
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water-ethyl alcohol mixture, ranges from about 0.5 to about 5.0 mg/ml. The preferred
procedure for preparing each component, i.e. antibody solution, is the use of the
mixture of three aqueous or aqueous-alcoho! dilutions of the primary matrix solution

25  (mother tincture) of antibodies diluted 100'%, 100 and 100°® times, respectively,
which is equivalent to centesimal homeopathic dilutions C12, C30 and C200 or the
mixture of three aqueous or aqueous-alcohol dilutions of the primary matrix solution

(mother tincture) of antibodies diluted 100'2, 100% and 100%° times, respectively,

which is equivalent to centesimal homeopathic dilutions C12, C30 and C50.

30 Examples of how to obtain the desired potency are also provided, for example, in

U.S. Patent Nos. 7,229,648 and 4,311,897, which are incorporated by reference for

the purpose stated. The procedure applicable to the “activated-potentiated” form of

the antibodies described herein is described in more detail below.
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in the tube center. The blood is then placed in a refrigerator for one
ni ght as pathological conditions in the medical science.
Also, the claimed “activated-potentiated” form of antibody encompasses only
solutions or solid preparations the biological activity of which cannot be explained by
20 the presence of the molecular form of the antibody remaining from the initial, starting
solution. In other words, while it is contemplated that the “activated-potentiated” form
of the antibody may contain traces of the initial molecular form of the antibody, one
skilled in the art could not attribute the observed biological activity in the accepted
pharmacological models to the remaining molecular form of the antibody with any
25 degree of plausibility due to the extremely low concentrations of the molecular form of
the antibody remaining after the consecutive dilutions. While the invention is not
limited by any specific theory, the biological activity of the “activated-potentiated’ form
of the antibodies of the present invention is not attributable to the initial molecular
form of the antibody. Preferred is the “activated-potentiated” form of antibody in liquid
30 or solid form in which the concentration of the molecular form of the antibody is below
the limit of detection of the accepted analytical techniques, such as capillary
electrophoresis and High Performance Liquid Chromatography. Particularly preferred
is the “activated-potentiated” form of antibody in liquid or solid form in which the

concentration of the molecular form of the antibody is below the Avogadro number. In
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including AIDS.

The pharmaceutical composition of the invention expands the arsenal of

30 preparations available for the treatment prophylaxis of the infectious diseases,
including bacterial infections and acute and chronic viral infections.

The combination pharmaceutical composition in accordance with this aspect of

the invention may be in the liquid form or in solid form. Activated- potentiated form of

the antibodies included in the pharmaceutical composition is prepared from an initial
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11 methods as in the case of polyclonal antisera preparation.

Polyclonal antibodies may be obtained via active immunization of animals. For
this purpose, for example, suitable animals (e.g. rabbits) receive a series of injections

15 of the appropriate antigen (cytokine and receptor). The animals’ immune system
generates corresponding antibodies, which are collected from the animals in a known
manner. This procedure enables preparation of a monospecific antibody-rich serum.

If desired, the serum containing antibodies may be purified, for example by
using affine chromatography, fractionation by salt precipitation, or ion-exchange

20 chromatography. The resulting purified, antibody-enriched serum may be used as a
starting material for the preparation of the activated-potentiated form of the
antibodies. The preferred concentration of the resulting initial solution of antibody in
the solvent, preferably water or a water-ethyl alcohol mixture, ranges from about 0.5
to about 5.0 mg/ml.

25 The preferred procedure for preparing each component of the combination
drug according to the present invention is the use of the mixture of three aqueous-
alcohol dilutions of the primary matrix solution of antibodies diluted 100'2, 100%° and
100%° times, respectively, which is equivalent to centesimal homeopathic dilutions
C12, €30, and C50 or diluted 100", 100*° and 1002%° times, respectively, which is

30 equivalent to centesimal homeopathic dilutions C12, C30 and C200. To prepare a
solid dosage form, a solid carrier is treated with the desired dilution obtained via the
.homeopathic process. To obtain a solid unit dosage form of the combination of the
invention, the carrier mass is impregnated with each of the dilutions. Both orders of

impregnation are suitable to prepare the desired combination dosage form.
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Ser Asp Val L@136404%514 5.yAl §hAsPl Asky AheuTHES Leln FHe: Vad &9 l¢e Vadu Lys Asn
Trp Lys 463083560 Gu G u S6p Asp Arg Lys I1e3Met Gn Ser Gn |l1¥Val Ser
Phe 616570781Tiet Pvey |Ale Tbu Phe 1gus GAonLPheAsryLeAs FhasBY&E flSefalle G n
2076808590 13¢$ Ser Val G u3®Ar Ile Lys Au Asp2¢et Asn Val Lys Ph¥ Phe 91
95 100 105 Agk Sér Penh Thys SeysPrysbyg dﬂeﬂsﬁeAs?elPt%rGh?ustUe%P THv Asn 106
110 15 120323 Tyr Ser Val 3PAr Asp Leu Asn Va$4@Gn Arg Lys Ala I3® H's Qu
121 125 130A835LyalGly &lg hyyalahMete iy sGhyg Lely Sefs Plé %Pé NrVaks Thr Ay
136 140 1453880 Lys Arg LySSArg Ser Gn Met L& Phe Gn Ay Arg X% Ala Ser
3015115516016% &FA Aps SEQALP NEy M&t Trp Gln Cys Leu Leu Ser Asp Ser
361

365 370 375

15 Gly Gln Val Leu Leu Glu Ser Asn Ile Lys Val Leu Pro Thr Trp

376 380 385 390

Ser Thr Pro Val Gln Pro Met Ala Leu Ile Val Leu Gly Gly Val

391 395 400 405

Ala Gly Leu Leu Leu Phe Ile Gly Leu Gly Ile Phe Phe Cys Val

20 406 410 415 420

Arg Cys Arg His Arg Arg Arg Gln Ala Glu Arg Met Ser Gln Ile

421 425 430 435

Lys Arg Leu Leu Ser Glu Lys Lys Thr Cys Gln Cys Pro His Arg

436 440 445 450
25 Phe Gln Lys Thr Cys Ser Pro Ile
451 445 458

The polyclonal antibodies to CD4 receptor can be obtained using a polypeptide
fragment of CD4 receptor chosen, for example, from the following amino-acid

30 sequences:

SEQ. ID. NO. 2
Gly Lys Lys Val Val Leu
26 30
Gly Lys Lys Gly Asp Thr Val Glu Leu Thr Cys Thr Ala Ser Gln
35 31 35 40 45
Lys Lys Ser Ile Gln Phe His Trp Lys Asn Ser Asn Gln Ile Lys
46 50 55 60
Ile Leu Gly Asn Gln Gly Ser Phe Leu Thr Lys Gly Pro Ser Lys
61 65 70 75
40 Leu Asn Asp Arg Ala Asp Ser Arg Arg Ser Leu Trp Asp Gln Gly
76 80 85 90
Asn Phe Pro Leu Ile Ile Lys Asn Leu Lys Ile Glu Asp Ser Asp
91 95 100 105
Thr Tyr Ile Cys Glu Val Glu Asp Gln Lys Glu Glu Val Gln Leu
45 106 110 115 120
Leu Val Phe Gly Leu Thr Ala Asn Ser Asp Thr His Leu Leu Gln
121 125 130 135

Gly Gln Ser Leu Thr Leu Thr Leu Glu Ser Pro Pro Gly Ser Ser



35Met G n Asp Pro Tyr Val Lys Gu 2430 Ala Qu Asn Leu Lys Lys Tyr Phe Asn
Ala Gy Hs Ser Asp Val 31 35 40 45 Ala Asp Asn Gy Thr Leu Phe Leu Ay
Ile Leu LWO 20201328 Lys 40 46 50 55 60 G u A u Ser Asp REFIBIEINN2470Vt G n
Ser An lle Val Ser Phe 61 65 70 75 Myr Phe Lys Leu Phe Lys Asn Phe Lys
Asp Asp An Ser Ile Gn 76 80 85 90 45 Lys Ser Val GQu Thr Ile Lys GQu Asp
Met Asn Val Lys Phe Phe 91 95 100 105 Asn Ser Asn Lys Lys Lys Arg Asp Asp
Phe Gu Lys Leu Thr Asn 106 110 115 120 Tyr Ser Val Thr Asp Leu Asn Val
An Arg Lys18ka Ile His G w480 121 125 130 13543eu Ile Gn Val NSO Ala Gu
Leu Ser ProPAbasét avdly$1lhhCy& yrg 136 P40 44% ABO Lys Asn Ile Gln Gly

W02012/ 017328PCT/ 1B2011/ 002830 18 Lys Arg Lysl& g Ser G n Met Lé®SPhe Arg
Ay Arg ArgGAyal$erThr]3kul56r 168l 185 Gln 166 Glu Leu GTheAppl St éial

anti bddi es tlé6al pha interfé&@®n may al so be obtH ned by a simlarl80

met hodol ogy Tho The Thet fodolbgyValeden Gdd Aor @0 LyscépsoVahriibddices usi ng
an adj uvant 18Pol ycl onal anfiBbodi es to al pha ihl&rferon may be obt°di ned

usi ng t he whokelh®dlAsrulldeolVahufah lHwphdai Rher$kr divst e 8ebfSahd Lfeol | owi ng
10 sequencel98EQ ID NO 20288t Ala Leu Thr PROTTyr Leu Leu Val A Leu Val
val L¥u Ser Vaismimlsyrbmy@s&lPrféus@rlnsgal L@&kp @h)? éps ABD Txulero Gn Thr
His 15 16 26125 30 Ser Leu2&by Asn Arg AZ0eu Ile Leu Leu A% G n Met
Arg 31 35 2324BherThy IVé18€|1UP¥°¥7SI5Wé1 Qéur %}s U GLlysGAgpr g’ SIRsp Phe
Gu 46 50 %3960 20 Phe Pré3®%in Gu Gu Phe ASP G n Phe X Lys Ala
Gn 61 65 WTBIAIGY PEISRiavar: Ly P8 O 10X Mo ThnTtF rPPhABhe aoh
Leu '%6 80 83190 Phe Ser TR Asp Ser Ser &% Ala Leu Asp G ¢#Phr Leu
Leu 25 91 9@6%06}'&0‘?%&1@(5@%%%%11%% Ved EBY® A% VRslpTé'fn 8 PiRfIAsn Asp
Leu Gu 1063210 115 120 SéP C%? Val Met G n %&% yVal_11€8@u ser
Pro Leu Met Lyiz hey S5lm Mgty ’3 SI'yIfYSGILﬁuAgf)O% |*11e‘S F:&H H”é Mt BA% Lys Tyr

Phe G n Arg 2L 136 140 1 150 Thr Lys L LT Ser
Ser 239 Al acy‘p 8 Jeustor nl%brlpgt? \9§|y %f Aﬁln L@“’UT %l L 1R g Ser

S 1oshgs ISt 1'%@53@?3 MRt U S A B T O

wn S

b d usi2id th f h h f 2 of
optai ned usiA0 hhe 40, 1g 25 VLAl L P A B

Al L L Val Ser, As
Lez1 Prech) Gegg ar h?UP eTfé 9 ZEr%OL%e eu Legti,sre%ri§§2%s1afh CMuWNZt Lgu
Leu Ala G 5 As

A(ra; H s AsBAﬁ eL%;? Bl ]6“% i L%%éz(ﬂ%/ Bs &#1@%1&%354&"7% %ysPhepPro
G € h L 7. I P

Valn ggﬂ Hi SL eA%ypﬁs%lg Hl é}l?%tPﬁ%pﬁsb%n L@{t -E%u gé g%r IQSJ : gerr'(l)'hr
Lys Asp Ser g ot A acl ee 81§14k THenl o8 LY AR 138 B2 180, 55, Lys Phe
Tyr Thr Guskgu Tyr Gn g5 Ala 106 110 1154k20 Cys

Val 1le G ng@yryalyd wa\fabl;(hﬁrﬁwétm&apwu Lete Neh kxs &9y, 1@, k2 130 135
G u Asp Ser sbhe Leu Ala Vakgédrg Lys Tyr Phe Ggp Arg Ile Thr 1360840 145

150 Leu TyrA'iQUGH’SLeq lielayﬁe!:ﬁheTYﬂeS%rl PLQuCé’Py A Bhe Fhal M vah51 155
160 165 15 Ygk Arg Ala d ughhe Met Arg § hg sSer Leu Ser Thr Asip Leu 166

170 175 180A9g ﬁ%x%erﬂllseﬂr&\rgrgsafrgl—ﬁnq&ya 1881 85188e20ser G1n Raleycl onal
ant i bodi es t4@1al pha interfgpen may be obtai negkgisi ng t he whol e mygsecul e of

humamoeal phaviygt sfiexrém 1kyPged d1@fLfsheykorhowt i) egugacero SEQ IRNO 22

Met Al a LeugSer e Ser Leygbeu Met Ala Val Lesas Val Leu Ser 450
Phe Gln Lys Thr Cys Ser Pro Ile
451 445 458
45 SEQ. ID. NO. 3
Ile Gly Leu Gly Ile Phe Phe Cys Val
412 415 420
Arg Cys Arg His Arg Arg Arg Gln Ala Glu Arg Met Ser Gln Ile
421 425 430 435

50 Lys Arg Leu Leu Ser Glu Lys Lys Thr Cys Gln Cys Pro His Arg



25 1 5 10 15 Tyr Lys Ser Ile Cys Ser Leu Ay Cys Asp Leu Pro Gn Thr His
16 20 25 30 Ser Leu Gy Asn Arg Arg Ala Leu Ile Leu Leu Ala Gn Mt Ay 31
35 40 45 B0 2Ar2¢p17328 Ser Pro Phe Ser Cys Leu Lys Asp ArgPHI4BAHpORHA® Gy 46
50 55 60 Leu Pro Gn Qu Qu Phe Asp @y Asn Gn Phe Gn Lys Thr Gn 61 65
70 75 Ala Ile Ser Val Leu Hs Qu Met Ile Gn Gn Thr Phe Asn Leu 35 76 80
85 90 Phe Ser Thr GQu Asp Ser Ser Ala Ala Trp Qu G n Ser Leu Leu 91 95
100 105 GQu Lys Phe Ser Thr Gu Leu Tyr Gn Gn Leu Asn Asn Leu Au 106
110 115 120446 Al a Cys Val 4hbe G n GQu Val G449kt Au Gu Thr AX® Leu Met
121 125 130 Pb85GAsnLYE ThasgySeset |Rrd dueAl a Val Arg Lys Tyr Phe Gn Arg Ile
136 140 1454830 Thr Leu Tyd4Beu Thr Q438Lys Lys Tyr Ser Pro Cys Ala Trp Qu
45 151 155 160 165 Val Val Arg Ala Gu Ile Met Arg Ser Leu Ser Phe Ser Thr
Asn ;66 17%@1@@ jieu Gn Lys Ile Leu Arg Arg Lys Asp 181185189 50
W02012/ 0173 1BZ2011/ 002470 20 SEQ ID NO 23 Met Ala Leu Ser Phe Ser Leu
Leu Met Ala Val Leu Val Leu Ser 151015 Tyr L§bky Sers [Lyeé €yt Gk Ueauy dy Cys
Asp Leu Pro Gn Thr Hs 5 16 20 25 30 Ser Leu &y Asn Arg Arg Alad%eu lle
Leu Leu Al aGliynLketLyd y1ly3Rsg5TAD VeEH &ly Fee Beb J4iss ThieAberS@y$Siteu Lys
Asp Arg Hi's A3p Phe Ay 46588560 10 Phe Pro A4 A u A u Phe Asp d% H s Gn
Phe G%h Lys LXSale nSen1857618 Aha Hise TSer Lyval Asebes £ G1Metle |1lsG n G n
Thr Phe Asn Kéu 76808590 PR8 Ser Thr Gu Asp Ber Ser Ala Ala TrP%Q u G n
Ser Leu Leu 15 91 95 100 105 G u Lys Phe Ser Thr GQu Leu Tyr Gn G n Leu
Asn Asp Leug@day ip1Q6.310 115 120 Ala Cys Val Ile Gn GQu Val Gy Val GQu
GQu Thr Pro Leu Met 121 125 130 135 20 Asn Qu Asp Ser Ile Leu Ala Val Arg
Lys Tyr Phe Gn Arg Ile 136 140 145 150 Thr Leu Tyr Leu Thr d $3®s Lys
Tyr SBY Pro &s Ala Trp A u®%151 155 160 165 ¥ val Arg Ala G ut93 e Met
Arg Ser LeuT8&r TIDF\eI]%Fﬁhﬁlﬂsﬁaéﬂ%ffﬁlﬁi%yieq}"GiGrJr“Ly%lA?%;” Leu Arg Arg
Lys Asp 181188189 30Pol ycl dhdl antibodies to hjrfbha i nterferon y be
obt ai ned usi ng the whol e nol ecul e of human al pha interferon type 21 of the
fol |l owi ng se%_%g%ejqée: SEQ ID NO 24 Met Ala Leu Ser Phe Ser Leu Leu Met Al a
Val Leu Val eMO181015 35 Tyr Lys Ser Ile Cys Ser Leu Ay Cys Asp Leu
Pro @n Thr His 16202530 Ser Leu Ay Asn ArgLys g:JAl &lbeuall @ deawedeu Al a
Gn Met Ay 31354045 Arg Ile Ser Pro Phe Seri¥ys Leu Lys Asp Ari@gcHi s Asp
Phe Gy 4046205560 Mhe dryoLeunTht lA1E usRhee Aspsgd ThrAsii sGLau Pheu GIm Lys Al a
G n 6165701%21Ala Ile Ser Yab Leu Hs Gu Met1i3de Gn Gn Thr Phe%Asn Leu
Gly Gln Ser Leu
25 136 139

The exemplary procedure for preparation of the starting polyclonal antibodies
to CD4 receptor may be described as follows. In 7-9 days before blood sampling, 1-3
intravenous injections of the desired antigen are made to the rabbits to increase the

30 level of polyclonal antibodies in the rabbit blood stream. Upon immunization, blood
samples are taken to test the antibody level. Typically, the maximum level of immune
reaction of the soluble antigen is achieved within 40 to 60 days after the first injection
of the antigen. Upon completion of the first immunization cycle, rabbits have a 30-day
rehabilitation period, after which re-immunization is performed with another 1-3

35 intravenous injections.

To obtain antiserum containing the desired antibodies, the immunized rabbits’
blood is collected from rabbits and placed in a 50ml centrifuge tube. Product clots
formed on the tube sides are removed with a wooden spatula, and a rod is placed
into the clot in the tube center. The blood is then placed in a refrigerator for one night

40 at the temperature of about 40°C. On the following day, the clot on the spatula is



76808590 45 Phe Ser Thr Lys Asp Ser Ser Ala Thr Trp Qu G n Ser Leu Leu

91 95 100 105 A u Lys Phe Ser Thr Qu Leu Asn Gn Gn Leu Asn Asp Leu Qu
106 110 WO 20pPP1A28 Cys Val Ile Gn Qu Val Ay Val d uPGrdBIHE/ORA® Leu Met
50 121 125 130 135 Asn Val Asp Ser |18 Leu Ala Val Lys Lys Tyr Phe Gn Arg
Ile 136 140 145 150 Thr Leu Tyr Leu Thr Qu Lys Lys Tyr Ser Pro Cys Al a
Trp Gu WOR2012/017328PCT/ 1B2011/ 002470 21 151155160165 Val Val Arg Ala Qu
Ile Met Arg Ser Phe Ser Leu Ser Lys Ile 166 170. 175 180 Phe Gn Qu Arg
Leu Arg Aemoveds aBduhé 1€haBbig8®quid is cerfifuged foral0 et abd3iDes rotaticispper
interfer R

y i USH A J .
interferon {@peéf‘?’ f%&)&t?ﬁgj 'g Z’W%&é%%nﬁgﬁhﬁhﬁé %gédﬁ?ﬁdgr}{%g@'s%& E@{y Al a Ser
Pro Phe Alebow.e0%eof NblN; \akight conGntratibn)Liguad®ed in1the0disexsm ltgsa Beal Ser Cys
Ser Leu : P I ' ; e ﬁ%p nArg Arg
Thr Leu Sgﬁc%ﬁat@gﬁf kl%gobgﬁd %’ edsgéf();la‘sgsl%é%o%éﬁﬁ?aggﬁq (taﬂesfér raot ecr)fASer Cys
Leu Mt ASNC Argithbst Mali, &itbe Gryperd8505661°PhEo Bepar@ienth6itargel antitivdiedsp Gy
G an roehle ferfich T dhE ARERy, M olofiri ol okl bydiah o7, ) °
Asp d u Aspuérme it euitab@195100105 Asp Lys Phe Cys Thr Qu Leu Tyr Gn dn Leu
Asn Asp Leu 2 . AR ‘ Ne é(g Val Gy
Gu Thr Pro E;ég "R}eﬁ r%ggaﬁl%grgﬁéb%%g@"@ﬁﬁ%t?g%@%&rﬂﬂq‘é@Lﬁgu@ﬁ a taI Lys
Lys Tyr PréchAP@6griaiSIa is 1Bled A Mixetband ncbatedr for d@- 16y houre et T47C. Ghe Lys Lys
Ng & Gl i lmilds Bloodtibodith. ielR Vi K prishdb b 416 10
Arg Lys @ialyzZe91mirss tigosame buff@odyrinigoonel nightt tbasolbient temparatire. Afteetheer on nay
be obt ai 1S ; : L 10 of
he fol | agnert Bekekiofed! iRy BpRe oy o p PRAF R s ab RS Ahcatily |2, e
Al a Val |pdasphdte |haffeGefhe Bptibddy Traetidnyis determingddys nSeasutieq t@e yoptigsl Asp Leu
Pro Gn H Leu Gy Asn Arg Arg Ala Leu Ile Leu Leu Ay
G n Met g%&'%%lt%%g%gésﬁgg§ﬁme Ser Pro Phe Ser Cys Leu Lys Asp Arg His Asp
Phe A5y 46505B60iselatedpenidel @ntipadied wareheurified Cigg AsffinG ehrpmatadraphyys Al a
Gn method by attaching the obtained antibodies to CD4 antigen located on the insoluble
matrix of the chromatography media, with subsequent elution by concentrated
aqueous salt solutions.
The resulting buffer solution is used as the initial solution for the homeopathic
20  dilution process used to prepare the activated potentiated form of the antibodies. The
preferred concentration of the initial matrix solution of the antigen-purified polyclonal

rabbit antibodies to CD4 receptor is 0.5 to 5.0 mg/ml, preferably, 2.0 to 3.0 mg/ml.

The polyclonal antibodies to gamma interferon may also be obtained by a
25 similar methodology to the methodology described for CD4 receptor antibodies
using an adjuvant. Polyclonal antibodies to gamma interferon may be obtained

using the whole molecule of gamma interferon of the following sequence:

SEQID NO: 7
30 Met Lys Tyr Thr Ser Tyr Ile Leu Ala Phe Gln Leu Cys Ile Val
1 5 10 15
Leu Gly Ser Leu Gly Cys Tyr Cys Gln Asp Pro Tyr Val Lys Glu
16 20 25 30
Ala Glu Asn Leu Lys Lys Tyr Phe Asn Ala Gly His Ser Asp Val
35 31 35 40 45

Ala Asp Asn Gly Thr Leu Phe Leu Gly Ile Leu Lys Asn Trp Lys
46 50 55 60



61657075 50 Ala Ile Ser Val Leu Hs Qu Met Ile Gn Gn Thr Phe Asn Leu
76808590 Phe Ser Thr GQu Asp Ser Ser Ala Ala Trp Qu G n Ser Leu Leu
WO2012/ 0IWQ28ROT73EB2011/ 002470 22 9195100105 G u Lys Ph&CHEAB20THAO2& 0 Leu
Tyr Gn Gn Leu Asn Asp Leu G u 106118115120 Ala Cys Val Ile Gn du Val
Ay Val Qu Gu Thr Pro Leu Met 5 121 125 130 135 Asn Qu Asp Ser Ile Leu
Ala Val Arg Lys Tyr Phe Gn Arg Ile 136 140 145 150 Thr Leu Tyr Leu lle
Gu Arg Lys Tyr Ser Pro Cys Ala Trp Gu 151 155 160 165 10 Val Val Arg Al a
Gu Ile MeGlAr gl Eederl 8ap Serg Plye Sbe MR GAsnSer @ nl¥0e 16 B8® Peel G n Lys
Arg Leu Ar%GArg Lys Asp 1815185189 15Pol ycl on& antibodies to aV%ha
interferon By Lot éFﬁeﬁ’%éYﬁgAf%e"*\ﬁh vé ’h?f S¢El 1o SHurkdh ﬁg

i nterferon t p u nce I 27, Ne |l a Leu Pro
Phe Val Leu9 eg T\/le\%lAltSElu ;hr \}3 E/gf q' L ﬁgﬁp@gq@s PE)?SL r Ile Oys

Ser Leu G ybys. AsRaleys Fm G2 Thy A p@ps As 6p12& A5 305 Selu ey é@ﬁ Asn Arg
Arg Thr Leygolyet Ile B» 40 45 Arg Ile s Pro Phe

Ser Cys LeuykyseAsSp1Argr H&ssp A&p Rhe \Glly G254.65@55)@0APEI€IR!’ ®i6 816 u A u Phe
Asp QOy Asn2@n Phe Gn Lyx Ala G n 61 65130 75 Ala Ile Seri¥al Leu His
Au Met || ée@ hl€GaInTHel Pt Adm Gbw Lefs S80 BEe FJa301Phey SdhrTREY Lys Asp Ser
Ser Ala Thi3¥rp Asp G u THO Leu Leu 91 95 190D 105 Asp Lys PhéS%yr Thr Qu
Leu Tyr G hYS AL ySASRI I_Gét'] Het L%éhilbrglfénéeuﬁag s Met G n
Au V‘Iasl A y¥al Gu Asp Tht” Pro Leu Met 35921 125 ' 130 135'A3n Val Asp
Ser e cthr Val Arg Lys Tyr Phe Gn Arg Ile 136 140 145 150 Thr Leu
Tyr Leu Thr u Lys Lys Tyr Ser Pro Cys Ala Trp Qu 151 155 160 165 40 Val
val Arg /ﬁ&y(ﬁ)h'alléﬁtﬂ\%ﬁesp‘f& g%‘ﬁ{mg)hﬁte%rrork- f%"e Sb@ird usihBOthb’(ndied 180
Leu Gn Ar Gu 1185189 45Pol ycl onal "anti bodies to

al pha i nt@@'ﬁé@'@rpfrﬁjmfbé '@BffﬁrQﬂeélf 'tﬁ‘?lfﬁle\t"lﬁ‘é SASYLBC®D| ecul e of hunman al pha

i nterfger on dppep Ne®fgt he fol l owi ng sequence: SEQ ID NO. 28 Met Ala Arg Ser
Phe Ser Leu Leu Met Val Val Leu Val Leu Ser 151015 50 Tyr Lys Ser Ile Cys
Ser Leu 4@ Ve@%Y%sTﬁrLEUI P?eo‘ @Yﬁ ﬂ'ﬁ' hgus AlaeBe 53l 88F T¥U 1ACgVASn Arg Arg
Ala Leu IlglL ey, c%:%e \/\0%912;\ Fs l?CT/\}aBlZ%ﬂ/ E 470 23

Hs d'u

31354045 Arg6 s ed g Arg
46505§60 Ala Glu Asn Leu Lys Lys Tyr Phe Asn Ala Gly His Ser Asp Val

31 40 45
Ala Asp Asn Gly Thr Leu Phe Leu Gly Ile Leu Lys Asn Trp Lys
46 50 55 60
Glu Glu Ser Asp Arg Lys Ile Met Gln Ser Gln Ile Val Ser Phe
30 61 65 70 75
Tyr Phe Lys Leu Phe Lys Asn Phe Lys Asp Asp Gln Ser Ile Gln
76 80 85 90
Lys Ser Val Glu Thr Ile Lys Glu Asp Met Asn Val Lys Phe Phe
91 95 100 105
35 Asn Ser Asn Lys Lys Lys Arg Asp Asp Phe Glu Lys Leu Thr Asn
106 110 115 120
Tyr Ser Val Thr Asp Leu Asn Val Gln Arg Lys Ala Ile His Glu
121 125 130 135
Leu Ile Gln Val Met Ala Glu Leu Ser Pro Ala Ala Lys Thr Gly
40 136 140 145 150
Lys Arg Lys Arg Ser Gln Met Leu Phe Gln Gly Arg Arg Ala Ser
151 155 ' 160 165
Gln
166

45

The use of gamma interferon fragments as antigen is also contemplated.

The suitable sequence for such antigen is as follow:

50 SEQ ID NO: 9
Ile Leu Ala Phe Gln Leu Cys Ile Val



Phe Pro Gu Qu GQu Phe Asp Gy Hs G
Ile Ser Val Leu Hs Au Met Ile Gn G
Thr A u ASP 2801888 Ala Ala Trp AQu G n Ser Leu Leu 919BCU0BDE1/0@4TW u Lys
Phe Ser Thr Qu Leu Tyr Gn Gn Leu ASn Asp Leu Gu 106 110 115 120 Al a
Cys Val Ile Gn Qu Val Gy Val Qu GQu Thr Pro Leu Met 121 125 130 135
Asn Qu Asp Phe Ile Leu Ala Val Arg Lys Tyr Phe Gn Arg Ile 15 136 140 145
150 Thr Leu Tyr Leu Met Qu Lys Lys Tyr Ser Pro Cys Ala Trp Au 151 155
160 165 Val Val Arg Ala Gu Ile Met Arg Ser Rhe Ser Phe Ser ThisAsn 166
170 175 180.e20GLesdrysehysl @oysl eyur ATy ANg Lys PASPTIBIUB5188 Glu

Pol ycl onal &nti bodies to a?dha interferon na%5 be obtai ned usi ng%t he whol e
mol ecu) e offlgufhn Aaﬁ"pi‘vaul hY%rlfYérSMrtVr?eAfn b¥atCHé’ HéF| ¥% f§Ps¥glience: 25
SEQ ID NO. 29 \et Ala Ala Le I\/b Met Ala Leu Val Y&l Leu Ser
151015 c,ys‘kg PR PG @“é“ éF“LEBeé"“;P ? Leu Ser G n Thr Hs 16202530
30 Ser Leu n Asn Arg Arg hr Leu Met Leu Ala Gn Met Arg 31354045
Arg Ile Ser Pro Phe Ser Cys Leu Lys Asp Arg His Asp Phe Au 46505560 Phe
Pro Gn G gghypRis: fop Gy Asn Gn Phe Gn Lys Ala G n 3561657075 Ala Ile
Ser Vgl Leu Hs GQu Met Met Gn Gn Thr Phe Asn Leu 76808590 Phe Ser Thr
Lys A¥h Ser Ser Ala Ala Trp Asp G u Thr 5@&%@@1@510&’03‘%0(5 u Lys Phe

Tyr Ile dy,Le Leu Al a Cys
Val Ile G 0o Le“%} s &y &0 B A%%%t S99 %’%@% 135 Asn
Au Asp SerAll | s %rA’G@-y s XS GEIQEIQ LAY gyglﬂsn %plgg 140 145 150
Thr Leu Tyr glkeu t G u Lyso Lys Tyr Ser Pro §&ys Ala Trp Gu d¢ 155 160

165 Val ValclAr gl il s=rGadpl Ay Mets ALg Meer cheus&ercirhel1&8evaillserAshe 166 170

Phe G n Lys Thr G n 561657075 Al a
Thr Phe Asn Leu 76808590 Phe Ser

175 180 50 lbeu G n Lys Argéieu Arg Arg Lys Asp 181185189 75

W02012/ 017328PENT¢ 11IB201Lep OB A(ys24sn Phe LPkjeA Ws@l Ghal S%llf‘ltlilﬁoéilES to CD8
recep# or may®al so be obtai$ed by a similar nethodol ogy to the f#Bthodol ogy
descr

bed f’“(grs cty ‘faelcéibt’orfh%qﬁgebaéﬂ?e%l‘hé\‘lsﬁg %’uAaﬁT] d¢antys Pory E Bnal
ule of CD8

ant i bodi es t o} b
receptor of?ogth?ol{ \%B%gg%@q engé % %p 33 e é)uAleraltwL@gOPro Val Thr
Ala Leu Lewykede Prniledr A LW heN Va]-l5%QJ\5A1=@LLy|§| g18l Al sAEguPro Ser Gn

Phe Aryg VaI12$er Pro Leu Asps 16202530 130 135
Leu Ile Gln Val Met Ala Glu Leu Ser Pro Ala Ala Lys Thr Gly
136 140 145 150
Lys Arg Lys Arg Ser Gln Met Leu Phe Arg Gly Arg Arg Ala Ser
151 155 160 165
30 Gln
166
SEQ ID NO: 11
Gln Asp Pro Tyr Val Lys Glu
35 24 30
Ala Glu Asn Leu Lys Lys Tyr Phe Asn Ala Gly His Ser Asp Val
31 35 40 45
Ala Asp Asn Gly Thr Leu Phe Leu Gly Ile Leu Lys Asn Trp Lys
46 50 55 60
40 Glu Glu Ser Asp Arg Lys Ile Met Gln Ser Glin Ile Val Ser Phe
61 65 70 75
Tyr Phe Lys Leu Phe Lys Asn Phe Lys Asp Asp Gln Ser Ile Gln
76 80 85 90
Lys Ser Val Glu Thr Ile Lys Glu Asp Met Asn Val Lys Phe Phe
45 91 95 100 } 105
Asn Ser Asn Lys Lys Lys Arg Asp Asp Phe Glu Lys Leu Thr Asn
106 110 115 120
Tyr Ser Val Thr Asp Leu Asn Val Gln Arg Lys Ala Ile His Glu
121 125 130 135
50 Leu Ile Gln Val Met Ala Glu Leu Ser Pro Ala Ala Lys Thr Gly
136 140 145 150

Lys Arg Lys Arg Ser Gln Met Leu Phe Gln Gly Arg Arg Ala Ser
151 155 160 165



10 Arg Thr Trp Asn Leu Ay Gu Thr Val Gu Leu Lys Cys G n Val 31354045
Leu Leu Ser Asn Pro Thr Ser Ay Cys Ser Trp Leu Phe G n Pro 46505560 Arg
Gy Ala AV 201291588 Pro Thr Phe Leu Leu Tyr Leu Ser G nPCEABBAYQE2370Asn Lys
Pro Lys Ala Ala Qu Ay Leu Asp Thr G%n Arg Phe Ser 76808590 Ay Lys Arg
Leu Gy Asp Thr Phe Val Leu Thr Leu Ser Asp Phe 9195100105 20 Arg Arg G u
Asn Qu Ay Tyr Tyr Phe Cys Ser Ala Leu Set Asn 106 110 115 120 Ser Ile
Met Tyr Phe Ser His Phe Val Pro Val Phe Leu Pro Ala 121 125 130 135 Lys
Pro Thr Th€lThr Pro Ala Pro Arg Pro Pro Thr Pro Ala Pro 25 136 140 145 150
Thr Ile Al d%%er Gn Pro Leu Ser Leu Arg Pro Gu Ala Cys Arg 151 155 160
165 Pro Ala Ala Ay Ay Ala Val H's Thr Arg Ay Leu Asp Phe Ala 166 170
175 180 309G IBMND:I112 Tyr Ile Trp Ala Pro Leu AIa dy Thr QIS Gy Vval 181
185 1%0 195 Leu Leu Leu Ser Leu Val Ile_Thr LeLE; 1%’\% cArg Asn
196 200 205 210 Arg Arg Arg Val Cys Lys ro ,&rg Va Lys Ser Ay
35211 215230226 SspsLysu e S5k bew e L%a;\ﬁr gs§yalya¢e;aazsazss

The use of receptor frggnents as antigenggs al so contenpl ated. The 40
sui t abl e segueesees/aloslsurir anki geyn e rap fied 12w vVSEQ D BN PB4 Pro Leu
Ala Lu Leu91115 45 Leu H® Ala Ala Arg Prol®t G n Phe Arg VabP5Set Pro Leu
Asp 162025390 SBXY [AD3NNEY s 3y AllasChug @sp Ben GRthr L& nLdr FhPhésSer WO
2012/ 017328PET/ 1B2011/ 002470 25 818590 Ay t¥s Arg Leu Ay Asp?Fhr Phe Val
Leu 919510475 TEOVD NO 33 Ser Ile Met Tyr Phe Ser His Phe Val Pro Val Phe
Leu P{So Al 121 173 130 135 Lys Pro Thr Thr Thr 136140 10 SEQ ID NO 34

Val Il1'e Thr Leu Tyr Cys Asn His Arg Asn 201205210 15 SEQ ID NO 35 Val Val
Lys Ser Gy
SEQ ID NO: 13
Met Asn Val Lys Phe Phe
100 105
20 Asn Ser Asn Lys Lys Lys Arg Asp Asp Phe Glu Lys Leu Thr Asn
106 110 115 120
Tyr Ser Val Thr Asp Leu Asn Val Gln Arg Lys Ala Ile His Glu
121 125 130 135
: Leu Ile Gln Val Met Ala Glu Leu Ser Pro
25 136 140 ' 145
SEQ ID NO: 14
Ser Val Glu Thr Ile Lys Glu Asp Met Asn Val Lys Phe Phe
92 95 100 105
30 Asn Ser Asn Lys Lys Lys Arg Asp Asp Phe Glu Lys Leu Thr Asn
106 110 115 120
Tyr Ser Val Thr Asp Leu Asn Val Gln Arg
121 125 130

35 SEQ ID NO: 15
Val Thr Asp Leu Asn Val Gln Arg Lys Ala Ile His Glu

123 125 130 135
Leu Ile Gln Val Met Ala Glu Leu Ser Pro Ala Ala
136 140 145 147
40
SEQ ID NO: 16
Ser Tyr Ile Leu Ala Phe Gln Leu Cys Ile Val
5 10 15
Leu Gly Ser Leu Gly Cys Tyr Cys Gln Asp Pro Tyr Val Lys Glu
45 16 20 25 30
Ala Glu Asn Leu Lys Lys Tyr Phe Asn Ala Gly His Ser Asp Val
31 35 40 45

SEQ ID NO: 17



221225 Asp Lys Pro Ser Leu Ser Ala Arg Tyr Val 226230235 20

Pol ycl onal anti bodies to tunor necrosis factor al pha (TNF-a) may be

obt ai ned W9 201R&1a128ve- ment i oned net hod of obtai ni ng ant PEZABAI1/H6@4TD4
receptor using a whole nolecule of tuffor necrosis factor al pha of the

foll owi ng sequence: 25SEQ ID NO 36 Met Ser Thr GQu Ser Met Ile Arg Asp Val
GQu Leu Ala Gu Qu 151015 Ala Leu Pro Lys Lys Thr Ay Ay Pro An dy Ser
Arg Arg Cys 16202530 30 Leu Phe Leu Ser Leu Phe Ser Phe Leu Ile Val Ala Gy
Ala Thr 31 35 40 45 Thiuvl®uw Bhe Cys Glou AlspuMéi fsPh¥al Yys/dlhel PRe@ y Pro
Gn Arg 46 50 55 60 GP°@ Qu Phe Pro Arg Asplf@u Ser Leu Ile SéPSPro Leu
Ala G n 35731 8sr 7Bn75YA| by VdlySAPHI SeTP SR Ser Arg Thr Pro Ser Asp Lys Pro
Val Alésa 76980 85 90 His YAl val Ala Ast'®ro @dn Ala Gu @y G@n Leu Gn
Trp Leu 9195100105 40 Asn Arg Arg Ala Asn Ala Leu Leu Ala Asn Ay Val Qu
Leu Arg 106 110 115 120 Asp Asn G n Leu Val Val Pro Ser Gu Ay Leu Tyr
Leu |l e TyrPolyddnal2entiggii¢gStoSgantha Wéerféren Piay Lbes oBtaineds nsichyth@ys Pro

Val sor TyReEde dtecobinHiE gt fitel Ebn Gn TRl b Iolind BadBhey P "

Ser Pro Q/s Gn Arg Gu 166 170 175 180 WO 2012/017328PCT/ 1B2011/ 002470
26 Thip Proe@ip by1&la Gu Ala Lys Pro Trp Tyr Au Pro Ile Tyr 181 185 190
195 Leu Ay Ay Val Phe Gn Leu Gu Lys Leu Ser Ala 196 200
205 210 5 G u IIe Asn Arg Pro Asp 'y Aﬁgpp&éyg\l é{abluyss uGly Gn 211
215 220 5 Ayl (Bhe, Ay Jd e Ll AI L 2 3 aln

pol ycl ona 31a¥ I bod‘ | €S tLyg Lrﬁ)s %Hecrg%%l% g‘qgo%p%ﬁ%%a%% a) ,45|t is al so
possip e 418 Wss AsPehypept e bhagnentcigf rtherdimys RSErHS s.ykactor,

sel ected, feor exanple, fgomthe foll owi ng sequences: SEQ ID I‘d@ 37 Pro Ser
Asp Lys R £5848& 3EQ hPy NQs 38eVatt Ala Ash &0 IGenv9BXe2®h8EQ | D NO 39
Arg Asp Led Ser Leu Ile &r Pro Leu Ala G 10 75 657075 Al a
Val Arg Serr 8ee B LAFJgP‘TﬁrLﬁ éSSePh%slp’ﬂ_%PPHP \Fin Apa PIB76308590 Hi s Val
val A% AsY® Pro Gn Ala Bu Gn Leu GA Ley 91 95 £60 105 Asn Arg
Arg Ala Agf APE T¥u Leu” a“/ssry‘ryél §t Vet R tL %A’Fd Li@a e %15 120 30 Asp

Asn G n Lg Pro T L 25 130 135
Ser G n \Lfaﬁ‘l’ Fe %ﬂ’l Lyg ar gxs e%pp)rfé‘;sgfr{’fﬁ {/,111]212 36 140 145

150 Leu L@Lf SBE s Tmr A£ﬂ> &éemsArgailcﬁrAlAagV@s 8k TYé i clhr 35 151 155
160 165 Lys Val Asn Leuibsu Ser Ala Ile LysoSer Pro Cys G niAsg Gu 166
170 175 Tmé ¢rro valluM&t YA IA 1@ Ue Wl serlypsoPEle Rlp Tys W dRByvo [le Tyr
181 185 1193(5 195 140 145 150

Lys Arg Lys Arg Ser Gln Met Leu Phe Gln Gly Arg Arg Ala Ser

30 151 155 160 165
Gln
166

SEQ ID NO: 19

35 Met Gln Asp Pro Tyr Val Lys Glu
24 30

Ala Glu Asn Leu Lys Lys Tyr Phe Asn Ala Gly His Ser Asp Val

31 35 40 45

Ala Asp Asn Gly Thr Leu Phe Leu Gly Ile Leu Lys Asn Trp Lys

40 46 50 55 60
Glu Glu Ser Asp Arg Lys Ile Met Gln Ser Gln Ile Val Ser Phe

61 65 70 75

Tyr Phe Lys Leu Phe Lys Asn Phe Lys Asp Asp Gln Ser Ile Gln

76 80 85 90

45 Lys Ser Val Glu Thr Ile Lys Glu Asp Met Asn Val Lys Phe Phe
91 95 100 105

Asn Ser Asn Lys Lys Lys Arg Asp Asp Phe Glu Lys Leu Thr Asn

106 110 115 120

Tyr Ser Val Thr Asp Leu Asn Val Gln Arg Lys Ala Ile His Glu

50 121 125 130 135
Leu Ile Gln Val Met Ala Glu Leu Ser Pro Ala Ala Lys Thr Gly

136 140 145 150



40 Leu Ay dy Val 196199 SEQ ID NO 40 Val Arg Ser Ser Ser Arg Thr Pro Ser
Asp Lys Pro Val Ala 4577808590 His Val Val 9193 SEQ ID NO 41 WO

2012/ 017320RC/01BR2811/ 002470 27 Phe Leu Ser Leu Phe Ser PPHABLaU0024® Val Al a
Gy Ala Thr 32354045 Thr Leu Ph#8 Cys Leu Leu His Phe Ay 465054 5 SEQ
IDNO 42 Ile dy Pro Gn Arg 5660 Qu GQu Phe Pro Arg Asp Leu Ser Leu lle
Ser Pro Leu 1061657073 SEQ ID NO 43 Gn Leu Val VvVal Pro Ser Qu Ay Leu
Tyr Leu Ile Tyr 123125130135 15 Ser G n Val Leu Phe Lys Gy Gn Ay Cys Pro
Ser Thr Hiys Wad 36 A1405dr51h50etebey dbeTAFI Hilyy g Ate SBer SArg Ile Al a
151155160520 SEQ ID NO1¥% Pro Cys G n Argé@E u 176180 Thr PRA65SGA u Ay A a
Au Ala 188 Pro Trp 181185190 25 SEQ ID NO 45 Set Met lle Arg Asp Val Qu
Leu Al.a d% Qu 51015 Ala Leu Pro Lys Lys Thr Ay Ay
Pro G'n Gy Ser Arg Arg Cys 3016202530 Leu Phe Leu Ser Leu Phe Ser Phe Leu
Il e Val Al a Griie/Nokycldrial Zhtib40ws to alpha interferon may also be obtained by a

similar methodology to the methodology described for CD4 receptor antibodies
using an adjuvant. Polyclonal antibodies to alpha interferon may be obtained
using the whole molecule of human alpha interferon type 8 of the following

10 sequence:

SEQ ID NO: 20
Met Ala Leu Thr Phe Tyr Leu Leu Val Ala Leu Val Val Leu Ser
1 5 10 15
Tyr Lys Ser Phe Ser Ser Leu Gly Cys Asp Leu Pro Gln Thr His
15 16 20 25 30
Ser Leu Gly Asn Arg Arg Ala Leu Ile Leu Leu Ala Gln Met Arg
31 35 40 45
Arg Ile Ser Pro Phe Ser Cys Leu Lys Asp Arg His Asp Phe Glu
46 50 55 60
20 Phe Pro Gln Glu Glu Phe Asp Asp Lys Gln Phe Gln Lys Ala Gln
61 65 70 75
Ala Ile Ser Val Leu His Glu Met Ile Gln Gln Thr Phe Asn Leu
76 80 85 90
Phe Ser Thr Lys Asp Ser Ser Ala Ala Leu Asp Glu Thr Leu Leu
25 91 95 100 105
Asp Glu Phe Tyr Ile Glu Leu Asp Gln Gln Leu Asn Asp Leu Glu
106 110 115 120
Ser Cys Val Met Gln Glu Val Gly Val Ile Glu Ser Pro Leu Met
121 125 130 135
30 Tyr Glu Asp Ser Ile Leu Ala Val Arg Lys Tyr Phe Gln Arg Ile
136 140 145 150
Thr Leu Tyr Leu Thr Glu Lys Lys Tyr Ser Ser Cys Ala Trp Glu
151 155 160 165
Val vVal Arg Ala Glu Ile Met Arg Ser Phe Ser Leu Ser Ile Asn
35 166 170 175 180
Leu Gln Lys Arg Leu Lys Ser Lys Glu
181 185 189

Polyclonal antibodies to alpha interferon may be. obtained using the
40 whole molecule of human alpha interferon type 2 of the following sequence:

SEQ ID NO: 21
Met Ala Leu Thr Phe Ala Leu Leu Val Ala Leu Leu Val Leu Ser
1 5 10 15
Cys Lys Ser Ser Cys Ser Val Gly Cys Asp Leu Pro Gln Thr His
45 16 20 25 30
Ser Leu Gly Ser Arg Arg Thr Leu Met Leu Leu Ala Gln Met Arg
31 35 40 45

Lys Ile Ser Leu Phe Ser Cys Leu Lys Asp Arg His Asp Phe Gly
46 50 55 60



SEQ I D NO 46 35Val
150 Leu Leu Thr His Thr Ile Ser Arg Ile Ala Val Set Tyr G n Thr 151 155
160 165 LWO2URV012A®R Leu Leu Ser Ala |Ile Lys Ser Pro CysPGrABIAYy0@HT)
40166170175180 Thr Pro Au Ay 18118419SEQ I D NO 47 45Val Arg Ser Ser Set
Arg Thr Pro Ser Asp Lys Pro Val Ala 77808590 H's Val Val Ala Asn Pro
Gn Ala u @y Gn Leu Gn Trp Leu 9195100105 Asn Arg Arg Ala Asn Ala Leu
Leu Ala Asn Ay Val Gu Leu Arg 50 106 110 115 120 Asp Asn G n Leu Val Val
Pro Ser @he Gy dpuciyrclewHd elyysasn 1db BRS d130 LY35AEerG1@ mhyal Leu Phe
Lys Gy G& Gy Cys Pro &r Thr H's Val 136 140 145 150 WOD75
2012/ 0173918P€T¢IWOLEPO@Q&TUUZSIGEeHlieﬁ}nTﬁinH]se The hfe ISay PA?g Ile Al a Val
Ser Tys G ®® Thr 151 155 4%0 165 Lys. Val Ash’Leu Leu Ser Al a PPe Lys Ser Pro
Cys G"n Asr &'t 4¥s AEF05975°°rsd 138 Prlrﬁ TI5Ipo g%umd f Al be‘GI(F“AlAépLys Pro Trp
Tyr GQu Rr 9 gu Gu Lys Ay
L bhe T ri§lelpa. 459,195 ko G&xu U Y3k BO5 G

Asp Arg L ro Asp;, W Leu Asp Phe
Ala du SgIs Ghy G elQZéiﬁkMZ@Z%védalTﬂymE’hﬂquyol Leu & Aya Leu
2262302331 Rol ycl onal antepodi es to hi stampe, which is a biagenic am ne
(4(2- 15 cni neet v )denteazalee val bef avisnrdazedeylc@hhgtamiee Thict h t he
chem cal ¥¥rnul a C5HON3}40 may be obt ai ned1b§ the above- nent iléAed net hod of
obt ai ni ngfa%}ntl“wbohﬁ\eéaWoGUD@MsMg Bl Lﬁ%{nfrar@ﬁ AdasT¥e &4y VBl oduced
hi sta[g nel Wi h¥gr ochl ori 48°as i munogen for j mmuni 2&Pi on of

S.

r abbi e HetiVaf Bi-150t énei ?ﬁ’éop or°’ oII’e i eant PhatRl G cyt oki ne or
receptor G?@ @Jregggeg rom %Qsl gitial d6P uti on by homeopatﬁ

pot enti zafg,on, preferablysusing theggrethod of proportional concentration
decrease by serial dilution of 1 part of each preceding solution (beginning
with 3he initial solution) in 9 parts (for decimal dilution), or in 99

parts (for cep@zidml sHtliddicdnko Apnk! rhni?e%raé Rayt Ge (ANl b@ﬁn?”&ie

dilution) of a neutral solvent, starting th a concentration o
initial swnqle .nmiew'eaaﬁfwrr@dyalphaﬂmrfgmr\/@yﬁﬁ 17pfdherfalipwing seauenes: a
wat er - et hggQaba@bobam xture, in the range fromabout 0.5 to about 5.0
nmg/ M, coupled with external inpact. Prefer abl%/l,n t he_external i npact

)

i nvol yes r?ﬁ}I tAllﬁ”Eeu\/életrl Baf Sserfali‘FHgL?‘H%“ré é‘étY Legt Vahctui® Fation.
| u

Pr ef erabl y at 0 der r f h t dilution
to the re qY d PO 2&% EZ@ve‘i‘ ie @h’é% :Jsg E 96‘1‘ g%t%o(r;w %glé%%th :j iusI P

wel | - accefp—:tre(ﬂeb %iﬁ@shoﬂ?@pﬁf{gh%@aaﬂéu IS%eLeQ Geu Y1aSehyaha ‘chigneopat hic
medi ci nes"31 M, 1967, p.344-29, incorporated herein by referasce for the
pur po¥e stmt ede $ar Pe)oaapé eSed Cypr eparigysarig-xaentiasi asp Ehid @yon (denoted
Cl2), one 4vart of 35 theS¢nitial matrix sobbiti on of anti bodi €8 to CD4
receptor b4 ﬁrt’h@fc(ﬁri@eﬁw atHeodsef GBy PsigLih Ple dlnutee Thr $dnparts of
neutral aduequs or a ueof?- al cohol sol vent ’Ppr ef er abl . 15% étshyl al cohol)

and then iférﬁl‘éaﬁ’y ﬁak§§i ey 't fies oS dGJrfbré‘)r £8° ch¥hut €t he 1st
20121 017328PCH 10 P 0055 10 28 F BJ® I o har o T Tonet Heh o soent o5

IS pregpar ed romthe 1styscent esi nal
dilution &y pLIbi sndrsQcedr eGluS e@Peat efnlEihi DBs 4@ RESPAd £ dihe 12th
centesi madoedi | uti on Cl211dhus, the 12th centesi mal dilutioni1Cb2 represents
a sol#ti oxieobyai vied thy G2n s@rd &laldélytMeanslof GonehpapPto ofed etiniti al
matri x soldltion of anti bddies to ganmm i nfléPferon with the ddAcentration of
3.0 ng/ mMAsBGLR Bp Fart Slofley AdatVat A6l v@at Tyh Rhief &P eltd ddht ai ners,
which is jvalent to LA% centesimal homeé8pathic dilution GPY. Sinilar

procegur e wi-th T e ?n‘il“dll‘lyﬁt Foh Tf”afctf@ %ﬁ'% Yer fbe n%rd"’ t3g sobt ai n
di | ut On%a@galcéﬁo ang £200The, | 1} eramdishe. di 14l 0 Ay AlG tested in a
7

desired b4 ogica “heck activi tyssThe preferre 180

acti vat edypotent i@ adef gem ;thgr a-gergonpgsition of the invention are a

m xture ofg1Cl2, 10 C30, 1asd C50 dilutixms or Cl2, C30 and C200 dil uti ons.
When $06si ng the m xture of various homeopathic dilutions (primarily
centesimal ) oPolyutoreat t antiboriidys tanaiphasinbértdrogi mal| ye amtttiauedl iugnigd the
conponent ach co nt o e co OSI ion 0 C50 C200) is
pr epar ed @%@8%?'8?%52%8%%@'9% "Etﬁ ecf‘eé&ﬁ% FgHO\ﬁW&see “Gntil the
next-to-last dilution is obtained (e. g , unt|I Cl1, C29, and C199
respectively), 15 and then one part of each conponent is added in one

cont ai ner according to the m xture conposition and m xed with the required
quantity of the solvent (e.g. with 97 parts for centesinmal dilution).

It is possible to use the active substance as m xture of various

honeopat hi c dilutions, e.g. decimal and/or centesinmal (D20, C30, C100 or
Ci12, C30, C50 or C12, 20 C30, C200, etc.), the efficiency of which is
determ ned experinentally by testing the dilution in a suitable biological



The solid unit dosage form of the pharmaceutical conposition of the
invention 30 may be prepared by inpregnating a solid, pharmaceutically
accept abl®0cary41g128wi t h the m xture of the activated poPERIBZXIEH2HEY m
aqueous or aqueous-al cohol solutions ¥f active conponent. Alternatively,
the carrier may be inpregnated consecutively with each requisite dilution.
Both orders of inpregnation are acceptable. WO

2012/ 017328PCT/ 1B2011/ 002470 30 Preferably, the pharnmaceuti cal

conposi tiSEQIID N(he%ol id unit dosage formis prepared fromgranules of the
phar maceu,}l cally, ac Gent E}t’)l & Cail’l ef  Myogha y\%s,aqr ex[ous] ¥ sakdpated with the

aqueous or, aqueous aI Cohol i diTutrons of e activated potentiated form of
anti bodi eg,,t gyatsd.east @p@ M@Khn@}am@saﬁ& viad £ & rpOot entirat @dsform 5 of
anti bgdi eget 0 at | east ome receptor. The sptid dosage formmay be in any

f orm knowrri net hel yphannmeregUrgcalaardy TlrcLeding albabletvetaceapsul e, a

| ozenge, a@nd others. As & inactive pharmaé@utical ingredient8 one can use
gl ucose, ’yciéseSemelisobes SovyCum Lésdmal feBe,rd é*eﬁaMPa‘Ht? &t Her nono-

ol ygo- and‘6pol ysacchar i de$ used in_manuf acBiri ng har maceffi cal s as wel |

as te'é)hncﬁ gF Eal C 4 )‘E‘tltir‘égs dihet ﬁépa‘f)lo‘(/é“fOGb% ﬁéa ﬁzl%(ﬁlﬁ/g >Bhar maceut i cal
i ngredi ents it hof her p ARCet G8 e aeyﬁpéﬁb'ﬁreﬁ&é PiGNLS, for exanple

i somal t, ospow one, Qéill um cycl amat i um saccharine, gghydrous
citric acgh 8LE)Thd RGhULL NG UREE CAY s;x,ladrreprttﬁgrsant Ser bididees and col oring
agents. Tha preferred cagsiers are |actoseoand i somalt. Theipbarnmaceuti cal
dosage f anm npy #re tsker Thncduwdeest ayndarlch pharymaceashi ssp IxcicGpuents, for
exanpl e, 10%m crocrystal k1he cel |l ul ose, maghesi um stearate addOcitric acid.
To pr eparPelat Ras s\i dler‘élnffdr\m\’alo@llewlpﬁi r@miulTeés Bfo |1t ¥8& are

i mpr egnat’®d with aqueou$?dr. aqueous-al cohdPfc sol utions of tlﬁé
acti vat ed*Joféntd sd?[éﬁrf §)£ AéﬁtY%cﬁrésLV T¥e PPSL PO dFF 9L %Q of anti body

sol ution tQ 5.9r; 10 | act (o] S i-AQr egnat i on,
the | act olsshq grgn esLiégr 95 x&g)sgggtg}%aty& Si 1&) 281/_%?'{;961“ oé;zgn t he

flui di zed,qoivhi N Padal B1@ mu e B0A 2P b 2 @ea s(eef @ne" Bbffhimn aBWl ot | ab” by
Mai n 3rbH)eewi t h subsequent dryi ng via heates air flow at a teoperature

bel ow 40G.euThen esid mabedequrant Aty bfs tAse dried granules (10 to 34 wei ght

parts) sat8yrated with th& activated potéénti ated formof antibodies is

pI aced in the mxer, and mxed with 25 to 45 wei ght parts of
"non-saturated" pure |lactose (used for the purposes of 25 cost reduction

and sithpl i fi cRoivsionaldantiodies 40 ijnhafintaiteroachAyl by ARipingdodaids e hout

decr eas! Nhdib td &b T M Ai6h8 fikHerd PAREIA otthbfioffoding Gebubbant parts

of magnesium stearate, and 3 to 10 welg t parts of mcrocrystalline

cel | ul 0seSEQHB Bt a#ned tabl et mass is uniforn y m xed, and tableted by

direct drnyPressidlg k& he ddt ReBOLSEet Xha 4P Rkl b1 prassket o form 150

to 500 ng round pills, psgeferably, 300 ngi10o30 After tabletings 300ng pills

are omalmdeblassezarIeesawrsaatxeatew thy ayseass - c@lrol GEol THA ains(3. 0-6. 0
ng/pill) dfe the activatedopotentiated fornmedf antibodies in ke form of a
m xt ure ofercéateSivdisnhdnedpst Rile Bey Lﬁtheoheuc}ieza A@SOGladéetC%Yor a mxture

of centesi¥tal _homeopat hi 8°dj | utions C12, C38 a 45

2012/ 73”2§P(1:1f?1%ﬁ2f0ff/°o&3§917°cfr3fy5 Leu Ly\ﬂhf‘Eg %rr?e *‘llﬁvéﬁ?u%‘ﬁ' i$¥not |imited

Lo any’ snecl big Lneony gkl evpdahal. (g, 2l ygL e pegnt i ated form

of the antd1 Ped Uescr i not egntain the noleculgar formof the
anti body Ay @M agOURL1SUES | 6 L1381 ut e haMQ !@mI@m Gdlr 8gtivid teattributed to
such nol ecal ar form Thesgbi ol ogi cal activisy of the conbinatison drug 5

(phar4facertel cak TONPQESi BsPMerofSerhRla MhentticpnGis GAmpbyr desmnistrated in the

appended exXanpl es. 95 Preferably, f@P0the purpose of tidéatment, the
conbi nat i@mw &ist hiee |5mfeﬁt1¥ dhlq éeadfﬁ?ml%]t“eﬁéd Fewrhsonder dety y¥ltlo si x tines
daily, pr]é)fGerabI twice Ly or four ti ned210dai | y, _each adfi’ni strati on

i ncl ug d;“qneyf)r thridé % ?]ﬁ’a a&nGhﬁh.‘{al (f gg%l"f g Fro Leu 1‘;"§he i nvention
T hell i Ex}f\n)%{%%q LN JLhILeRee 4R LOE @gﬁg%@eg RORzd It | ng

exanpl es. 1 St'udy 3 of e effect of ;gqgconpl ex
prepar at i@} ¢ent &) NinRg uhz r@@wyd%% of: 8etival edspatentigtad fornms of
polyclonal affinity purified rabbit antibodies to CD4 receptor (anti-CD4)
and gamma interferon (anti-1FNy), obtained by super- 20 dilution of
initial matrix solution (concentration: 2.5 ng/m) (10012, 1003, ' 1005
times), equivalent to a mxture of centesinmal honeopathic dilutions Cl12,
C30, C50 (ratio: 1:1) ("anti-CD4+anti-IFN-y>>), as well as its conponents:
activated-potentiated formof polyclonal affinity purified rabbit

anti bodies to CD4 receptor, purified on antigen, obtained by super-dilution
of |n|t|al matrix solutlon (10012 25 1003 1005 tlnes equivalent to a

o Y . oy N o NA PN



30Results are represented as percentage of specific binding inhibition in
control (distilled water was used as control) (Table 1). WO

2012/ 0173%ORC/01BR2811/ 002470 33 Table 1 Test group QuanPCTBEatH®410 basin %
of radioligand specific binding in coftrol %of radioligan d binding

I nhibition in control Pt test 2" test Average anti-CD4+antilFNvy 20 pl
50.8 49.1 49.9 50.1 anti-Cb4 10 pl 74.0 76.2 75.1 24.9 anti-I1FNy 10 pl
158.9 149.8 154.3 -54.3 Potenti ated wat er

151 155 160 165
Val Val Arg Ala Glu Ile Met Arg Ser Phe Ser Leu Ser Lys Ile
166 170 175 180
Phe Gln Glu Arg Leu Arg Arg Lys Glu

5 181 185 189

Polyclonal antibodies to alpha interferon may be obtained using the

whole molecule of human alpha interferon type1/13 of the following sequence:

SEQ ID NO: 25
10 Met Ala Ser Pro Phe Ala Leu Leu Met Val Leu Val Val Leu Ser
1 5 10 15
Cys Lys Ser Ser Cys Ser Leu Gly Cys Asp Leu Pro Glu Thr His
16 20 . 25 30
Ser Leu Asp Asn Arg Arg Thr Leu Met Leu Leu Ala Gln Met Ser
15 31 35 40 45
Arg Ile Ser Pro Ser Ser Cys Leu Met Asp Arg His Asp Phe Gly
46 50 55 60
Phe Pro Gln Glu Glu Phe Asp Gly Asn Gln Phe Gln Lys Ala Pro
61 65 70 75
20 Ala Ile Ser Val Leu His Glu Leu Ile Gln Gln Ile Phe Asn Leu
76 80 85 90
Phe Thr Thr Lys Asp Ser Ser Ala Ala Trp Asp Glu Asp Leu Leu
91 95 100 105
Asp Lys Phe Cys Thr Glu Leu Tyr Gln Gln Leu Asn Asp Leu Glu
25 106 110 115 120
Ala Cys Val Met Gln Glu Glu Arg Val Gly Glu Thr Pro Leu Met
121 125 130 135
Asn Ala Asp Ser Ile Leu Ala Val Lys Lys Tyr Phe Arg Arg Ile
136 140 145 150
30 Thr Leu Tyr Leu Thr Glu Lys Lys Tyr Ser Pro Cys Ala Trp Glu
151 155 160 165
Val Val Arg Ala Glu Ile Met Arg Ser Leu Ser Leu Ser Thr Asn
166 170 175 180
Leu Gln Glu Arg Leu Arg Arg Lys Glu
35 181 185 189

Polyclonal antibodies to alpha interferon may be obtained using the
whole molecule of human alpha interferon type 10 of the following sequence:

SEQ ID NO: 26

40 Met Ala Leu Ser Phe Ser Leu Leu Met Ala Val Leu Val Leu Ser
1 5 10 15

Tyr Lys Ser Ile Cys Ser Leu Gly Cys Asp Leu Pro Gln Thr His

16 20 25 30

Ser Leu Gly Asn Arg Arg Ala Leu Ile Leu Leu Gly Gln Met Gly

45 31 35 40 45
Arg Ile Ser Pro Phe Ser Cys Leu Lys Asp Arg His Asp Phe Arg

46 50 55 60

Ile Pro Gln Glu Glu Phe Asp Gly Asn Gln Phe Gln Lys Ala Gln

61 65 70 75

50 Ala Ile Ser Val Leu His Glu Met Ile Gln Gln Thr Phe Asn Leu
76 80 85 90

Phe Ser Thr Glu Asp Ser Ser Ala Ala Trp Glu Gln Ser Leu Leu



20 pl 98.1 75.8 86.9 13.1 Potentiated water 10 pl 140.1 106.2 123.2 -23.2
Ef fect of the preparations and potentiated water on binding of standard

| i gand [ IMPpeYHZB8i ne to human reconbi nant a 1 recept oPCT/IB2011/002470Not e:
')/ 0 of specific binding in control =2(specific binding during the test/
5specific binding in control)* 100% % of specific binding inhibition in
control = 100% - (specific binding during the test/specific binding in
control) * 100% . The results reflecting inhibition above 50% represents
significast effects 10 o5 the tested conpdbdhds; inhibition £fom 25%to 50%
confirms Ghul Hys d’fwoélera?ler éfluebey; Tsilhlfﬁlbl €lor-duedsntham [289FES consi dered
to be |nslloén|f| cant ef f¥& of the tes tbtmpound and is w tAPn background

| evel Ala Cydiads gig,© L3hi Gy 8t ?T‘d’déflal % AR Fre L@Sn{?@éx prepar at i on

f ant | EN: t
Canti -'cg%“aﬁiulﬁp str! fjfg\p o L st E%ZQ e® ERERELE b O R Tbonen S

radi ol i gaiy L&kﬂmnhaaopw%momgm rﬁ@om rpafrat Cﬁls. Lecapbotsiuant i - CD4,
transferrad into the tes§s basin, nanmely 10epl, ibit the besndi ng of

st andar d vaadivel |pg@nd1[a3¢ﬂnpante%ec| ney tsmhu&mrsmeeaabismnh:ahm eceptor, but
the effeatééi ntensity istithferior to that d75the conpl ex prepéfati on of

ant i - CD44&nt 19 ANssy Argnkgu AT 9r9t1|ﬂ36m§1’sérred into the test 20 well, namely
10 pl, hadlno effect onl&he binding oft8Standard radiol i gand [ 3H] pent azoci ne
to hurran reconbi nant al receptor; gotentl ted water, transferred jnto the

test Basin, nBREFPNEH ad'lt'bBP'e?Ot?)la' e dniesiesen draY e 1abtaippAdisigIothest andar d
radi ol i gayihié AAIGRNE BT AGINAR anphéamﬂef tgablsrmheabnmﬁg@quncém

2012/ 017328PCT/ 1B2011/ 002470 34 Exanpl e (mononucl ear cells; reverse
transcri pte8d NM3de’ "treatnent”) List of acronyms: TCI D50 stands for 50%
Ti ssue Culettunea IfeCkbVvEhd0RQ Beu Leu Metahuatieanvel wagl ireet mewiral activity
of conplex nedication that contains ultraltdow doses of rabbit5pol ycl onal
ant i POdi st by Cer( Ailgt Uye Sofr henwe®patdyiscAslp |hgv 8ng EEP-M3I0HES0) and

ul tra-1 owldoses of rabbi%0 pol yclonal antib®dies to interferod®gama

(m xture S(?f‘ H%‘l‘re?fﬁat“ﬁf‘c g-llpiftgl ORs ErnHesoitsaiet All: ?Ll'ld"ertafggé( her ei naf t er
referredt I and _c nen that for it (ultra-1ow
dose ggﬁf ngorgln cron g“:)aerftlp’ odllg)ere{ECL %iﬁ r%xtlure ?Erhho §pat hi ¢

di futt onsph 12¢830+CR0), ¢Nermienatbesyy ofsar 664 e a3nUL{: ARt @1@4) and
ultra-1 owedoses of rabbigs polyclonal antibegies to interferonsganm

(m xture rafa bosrepatvhicLei [Hitsi ans &2 1C306 0o G (rhenei piad t2esn eberred to as
15 ULD AB760 | FN ganmmma) )8anvas perforned w t &5 use of nononucl e8P cells of

per i per dhebpeodrtaf Las h’émarﬁebeﬁﬁg At éF@treaertS(P CAuvTRY o3t LaPn HI V- 1- LAl .

As conpar & ve drug azi dbt hym di ne was_us&® (Si gma - AZ169- 180ng, 1ot 107

K1578) . I‘@t? oh¥E | Br Té(éq% lupé?FpTﬁarr aﬁl“bﬁ) oLed‘f Aé“hﬁﬁ%rf‘eb’el g were

separ at ed 20 g LLR0d, i SERLL I pprATell e danoc. i Qugf.

cent rysf ugayi oh i n denS| r.adi ent 1 ccol The" cél I§3\btvere activated

during 3 daysamAdy yse pie JLerakgAm vplhwrghﬁpag@wtphel 81 and 19 ME/ nl of

reconbi narge i Nt erl euki nea® of a human bei pgsin nedi um RPM 1640 (DI FCO with
10% f et alTheakLéu sBrume (complaAnEeny s Wags rgrosed Hdw acyghabheatipnglduri ng 45

m nut es Wistthi n 25t enperdiure of 56C), 1% $60ution of anti bi d6fcs (PSN G bco

cont &A0ni ﬁ@lSMabg’ifrm Abenﬁbr IﬂllenMesoAlrﬂg/Smr 8b¢ eptrorpei hearfd 2189 p/ n

neomyci n)Léé QUation of antjretfdviral activity d8fbination

nedi cat i o}}t‘]ﬁ e eGJI"ntAFBd@g%(f‘tgoA\ﬂél Yslf 230 minutes after contanmination of

cells with'strain H V-1 with dose®8f 100 TCI D50 (50 nkl inocul uns of

straip H V-1- A r t I u nat ant

used ‘#}or eval h l Ioﬁggfénqr%]pﬁ gngcg ao'gﬁy ﬁ{eérge{?%% oﬁg%bq%llnt%?ol"gm? Eﬁ/

repl i cat iveiolevaolesalle of dman alpha Beedeeon type ddofcthednilewingeldqueoneai ni ng 150

of Cel%E@il:)tr\?%'e éredi cations were diluted with nmedi um RPM 1640 (DI FCO)
t|II fin u % 50 pl was reached. ULD AB to CD4 and ULD AB to I FN
gama werb@;leththeth iSnrn%'gﬁ 034:19 \I@JZU@QM?I?%%SP@W 1B20Y4} 0024435?;

50 Tyr Lys Ser Ile Cys Ser Leu Gly Cys Asp Leu Pro Gln Thr His
16 20 25 30
Ser Leu Arg Asn Arg Arg Ala Leu Ile Leu Leu Ala Gln Met Gly



35 RPM 1640 (DIFCO) in 8 tines (degree of dilution 1/4). So quantity of ULD
AB to CD4 and ULD AB to | FN gamma being introduced to experinental well
during t 8¥0i20/@dF3280npl ex drug simlar to the quantity SCTUBDIKAHY CD4 and
ULD AB to | FN ganma tested as nono-ccddponent that allows to make 5
conparison of efficiency of conplex drug with its separate conponents.

Azi dot hym di ne was diluted with nedium RPM 1640 (DI FCO up to concentration
of 8 nMwas achi eved. Ef ficiency nedicati ons was defined on

i nhibitiorBlof HI'V replicadion that was evaktiated on enzymati d5activity of

H V-reverfyg fltansor |P;§PaEPee |Sr¢r19ysub@f rira’tSaﬁFB f’b‘fg iaer phRyes Ao peri pher al

bl ood of #%hunman_ bei ng Sys _product | ofi%set | NNOVAGEN
(1 ot 10- OBSCProFo &él"cﬁé?t h(?nABP G/353()f”1|snﬁ g)llf}ieorﬁ;lﬁf H\}”‘r‘eﬁﬂlgcatl on as

cont r ol spgﬁerlrfat n%ﬂ’al *@‘-FW%? u% 4 %c&tﬁgeg LIedi catjons were not
a

i ntroduce 6(see tiretroviral actipyity of

nedi cati g3 %Irhrrlis%lgfAgpnofé'}ll@le?ahé?edﬂasﬂ:% ®ef ichhesal Rlwoeduof a human
being infeated in vitro wsth strain H V-11b&l Medi cati on Degoee of dilution
in medi a RRIMLES4hd BlekFCO) r Ia1hi beti Dyr cflnenzynedu @sachsyitep ohiuH V-reverse
transcri ptdgse (/0 from tohtrol) 7th daylUkD AB to | FN gam¥@01/8 05 ULD AB
to CD4 1/8a6%29 ‘@irrﬁllexGHfF di\}U( YeD ﬁ\B'tV@lI FA gamrd han8rUliBuABeto C4 in 1: 1
ratio) 1/¥#1851 Azidot hyh? (8 nM 58¥30920Thus, in condifPons of this
exper | merftd) Sl fetP Pthe % %H&)m tlﬁa‘t’a]arﬁrlgr g%%d{/ﬁi‘r eflheaﬁh \ﬁ‘tgygé conpl ex drug

o e LAY g i YTt acE e SOTPRIES G A5 e P

Exanple 3

(nacrOphagaquaieA&egr %qatéﬁ@slqré Pkasgrg Mde phPraphehaxksy )rid aknof acronyms:
TCI D50 - dhese infectingid®% cells of tisswesculture. 5Eval uagpon of
ant i ra r adur alks antd GlyyLed o@npkexLy@edispati on that contai ns

181 185 189

Polyclonal antibodies to alpha interferon may be obtained using the
whole molecule of human alpha interferon type 14 of the following sequence:

25 SEQID NO: 29

Met Ala Leu Pro Phe Ala Leu Met Met Ala Leu Val Val Leu Ser

1 5 10 15

Cys Lys Ser Ser Cys Ser Leu Gly Cys Asn Leu Ser Gln Thr His

16 20 25 30

30 Ser Leu Asn Asn Arg Arg Thr Leu Met Leu Met Ala Gln Met Arg

31 35 40 45

Arg Ile Ser Pro Phe Ser Cys Leu Lys Asp Arg His Asp Phe Glu

46 50 55 60

Phe Pro Gln Glu Glu Phe Asp Gly Asn Gln Phe Gln Lys Ala Gln

35 61 65 70 75

Ala Ile Ser Val Leu His Glu Met Met Gln Gln Thr Phe Asn Leu

76 80 85 90

Phe Ser Thr Lys Asn Ser Ser Ala Ala Trp Asp Glu Thr Leu Leu

91 95 100 105

40 Glu Lys Phe Tyr Ile Glu Leu Phe Gln Gln Met Asn Asp Leu Glu

106 110 115 120

Ala Cys Val Ile Gln Glu Val Gly Val Glu Glu Thr Pro Leu Met

121 125 130 135

Asn Glu Asp Ser Ile Leu Ala Val Lys Lys Tyr Phe Gln Arg Ile

45 136 140 145 150

Thr Leu Tyr Leu Met Glu Lys Lys Tyr Ser Pro Cys Ala Trp Glu

151 155 160 165

Val Val Arg Ala Glu Ile Met Arg Ser Leu Ser Phe Ser Thr Asn

166 170 175 180
50 Leu Gln Lys Arg Leu Arg Arg Lys Asp
181 185 189



ultra-1ow doses of rabbit polyclonal antibodies to CD4 (m xture of

homeopat hi ¢ dil uti ons C12+C30+C50) and ultra-| ow doses of rabbit polyclonal
ant i bodi ¥O281¥H{BEf er on gamma (m xture of honeopat hi ¢ #CT{IB20d#802470
C12+C30+C50) in 1:1 ratio(hereinafter2teferred to as Conpl ex drug) and
conponents that formpart of 10 it (ultra-low doses of rabbit polyclonal
anti bodies to CD4 (m xture of honeopathic dilutions C12+C30+C50)
(hereinafter referred to as ULD AB to CD4) and ultra-|l ow doses of rabbit
pol ycl onal ant‘ﬁHeodblgslohal iantieodies ap QBBMMeCcEpioxtruay adéo Ibenebiaiidd byda | uti ons

i th use SMRRTIIRREIREY 16, e Haffod ol aekfe fof i hu RIS anfiBfrs ' of ™"

peri pheranhsuh)gl;cmdadfuvanhuri%aiydﬂenalganmﬂc&medov@lDa renepior rrmagthreniobtaihéd 1- LAl .

kis7) . ooind Tyt B RRRRUN 1 S kBl BRob A e ol By ssbbfat trom

nononukl eQEQCI® NO: 8D hurran peri pher al blood were isolated from bl ood of two

neal (hy SELONGUALLY G 2020ORRL S LS QLGH. £ BT PEUGRL Q0! Beflen] Ly or adi ent

ficcol -gi ppaque nonucl ear cel human ;ger i pheral bl ood were grown for

3 days i nLéKEdiilénhB?MlJafS‘ﬂ&Qg(ﬂcF@r bﬁlﬂtp%ﬁ%r%ddgﬂ Wt i0fefelsyl calf serum
(compl enents was renoved through heating durisng 45 minutes wi tdoi n

t enpet@t ursy ahr58£) ,AskYisol @ty anivofthamtd bicabi teu (BSNCEsbebn cent ai ni ng 50 pg
/m penici3lin, 50 pg/m 38treptomycin 25 ad 100 pg /mM neomAsdin), 15 ng/m
GW+ CSF (g?%&htﬂeac??é &mﬁéghalglals%oﬁénycm iSd| BEP g &BEoF )N E’Irh’en the cells

wer e place Lture p 150000 cel | SPwell in 48-well M%te), grown
durin toﬁ Her Wllghseir er’/OmThG\Xrﬁsﬁ gf‘%{‘huﬁyo‘cﬁ‘teé matrdghagal

5
col ony=- st l.ati pg, I o ro g or
col ony- st%%l gtl Eg fL;FSt A ggadt(%lglt Bg%gﬁ cdt\a/lL RQ? 911’ estg%l y 30

di fferentsaf edst AryacdORN@IESy Thr Phe FRN e,\éal mailm @teram;b réfer ovi ral
activity canbi nati on nmediesati ons were intnoduced to well 24 jwgurs before
cont al nakimrgf GoelAs Wilbhcst rigicn T \ehle [CAs 88t M1ldo3seuofed 03 TCl D50 (100
nkl inocul@rs of strainlMPV-1-Ba-L) and orilBhe 3rd, 7th, 1 o2, 1 4, -.th
11 day aﬁferl1@0?1?‘arﬁkﬁatp?‘8n390ﬂ1tshé’h3r‘éPl 'Ptrﬁ vabtihe LephPraZiiy WO
2012/0173?%31PCT/ 1?%01&06 70 37 da¥ after fAfectiqn of ce{ 31355upernatant
used hor BYAITG&LTON & F1 Uehde *of "Reti T4t LohE° t85 ARPbY %f HV

0
replicati tedin pro f rnQgu t taining 750
pl of cel frsnfcul tu?g‘!l err%dl éégl E(>)ns L\%Er géglffél}{ q évmg%?lodr}ed%%f CA 40 (DI FCO up

to final wel wra efa 25Q phywess yaneachethr Wl éByt@uClR@paﬁxde uura AB to I FN
gama weresdil uted in medoum RPM 1640 (DIRE@®) in 8 tinmes (dagoee of

di | ut 3®on QyshAspSOleuant iy Dfp BB ABotieCB4aaaty U ABstely FNigamma bei ng
i ntroducet®X o experimentdP wel|l during tedtiong of conplex drify similar to
t he quant¥3%y L6# UT—;‘DS)@B teuvc! di¢ ©RD 9—%3’ tTdrI 125 g‘sﬁf‘r’rﬁlt;eé’f‘éd\sé}s

nono- corrp]o nt that al nmake 10 conpdri son of effi &y’ of conpl ex
dr ug thi % £ 8ePhF atd g %’fﬁarﬁ‘@ Pﬁ&lpd‘ogcrg Xl?ﬁe VatadVai % yvm th nedi um
RPM 1640 ) Id. . congeat s atyion . of R Was achi eved. Ef ficiency
medi cat i ofsg va/agg Pe(lt)lé'nee d»oh QJ_«{“ bll tlﬂéﬁ %)1;‘3[ Ijl3y replication that was eval uat ed

on enzymatic activity of HI V-reverse transcriptase in 15 supernatants of
super nat antTHERGE ORI aUSS reteMBF ifkideiaHts RIsoastigdn & BlsEBEodempatalt hThse of

H V Rl RetroSys production set NOVAGEN éqllot 10-059C). For cal cul ation of
% of i“hhlﬂ'ﬁb&s?ﬂ“%cﬁsrf%'pwcéh?”tdﬂ?”a%’ec’i‘ﬁl I8W: super nat ant of cells was used
to which tested nedi cations or azidothym dine were not introduced (see

tabl e 3 agdQ4p N@D3Tabl e 3. Antiretroviral activi ty of rredi cations with

use of macrophages of human peri pheral bl ood (donor |nf ected in
vitro with strain H V-1-Ba-L Medication Degre %fed’ilAﬂlf"l umadla
RPM 1640 (D K )Aia?mﬂ%' &LQNp 0 r}zxm@té% a¢ %1 G b Vied E‘A’%rse
transcri ptla§e rom ceptrol) 14t h ay 1st day 44LDABt ol FN

gamma 1/ 8 244

SEQ ID NO: 32
Ala Glu Gly Leu Asp Thr Gln Arg Phe Ser



244 00 ULD AB to CD4 1/8 531 3 377 00 Conpl exdrug(ULD AB to | FN ganma and
UDABto C4 in 1: 1 ratio) 1/4 691 _ 749 373 Azidothymdine (8 nM - 971
970 982 WO2001R7287328PCT/ | B2011/ 002470 38 Tabl e 4. AnPCTABRIAVDG2470
activity of nedications with use of ndcrophages of hunman peripheral bl ood
(donor No. 2) infected in vitro with strain H V-1-Ba-L Medi cati on Degree of
dilution in nedia RPM 1640 (DI FCO) Inhibition of enzymatic activity of HI V-
reverse transcriptase (% fromcontrol) 14t h day 17th day 21st day ULD AB

to | FN gamm 81 85 90
Gly Lys Arg Leu Gly Asp Thr Phe Val Leu
91 95 100

5 SEQID NO: 33
Ser Ile Met Tyr Phe Ser His Phe Val Pro Val Phe Leu Pro Ala

121 125 130 135
Lys Pro Thr Thr Thr
136 140
10
SEQ ID NO: 34

Val Ile Thr Leu Tyr Cys Asn His Arg Asn
201 205 210

15 SEQID NO: 356

Val Val Lys Ser Gly
221 225
Asp Lys Pro Ser Leu Ser Ala Arg Tyr Val
226 230 235

20
Polyclonal antibodies to tumor necrosis factor alpha (TNF-a) may be
obtained by the above-mentioned method of obtaining antibodies to CD4
receptor using a whole molecule of tumor necrosis factor alpha of the following

sequence:

25 SEQ ID NO: 36
Met Ser Thr Glu Ser Met Ile Arg Asp Val Glu Leu Ala Glu Glu
1 5 10 15
Ala Leu Pro Lys Lys Thr Gly Gly Pro Gln Gly Ser Arg Arg Cys
16 20 25 30
30 Leu Phe Leu Ser Leu Phe Ser Phe Leu Ile Val Ala Gly Ala Thr
31 35 40 45
Thr Leu Phe Cys Leu Leu His Phe Gly Val Ile Gly Pro Gln Arg
46 50 55 60
Glu Glu Phe Pro Arg Asp Leu Ser Leu Ile Ser Pro Leu Ala Gln
35 61 65 70 75
Ala Val Arg Ser Ser Ser Arg Thr Pro Ser Asp Lys Pro Val Ala
76 . 80 85 90
His Val Val Ala Asn Pro Gln Ala Glu Gly Gln Leu Gln Trp Leu
91 95 100 105
40 Asn Arg Arg Ala Asn Ala Leu Leu Ala Asn Gly Val Glu Leu Arg
106 110 115 120
Asp Asn Gln Leu Val Val Pro Ser Glu Gly Leu Tyr Leu Ile Tyr
121 125 130 135
Ser Gln Val Leu Phe Lys Gly Gln Gly Cys Pro Ser Thr His Val
45 136 140 145 150
Leu Leu Thr His Thr Ile Ser Arg Ile Ala Val Ser Tyr Gln Thr
151 155 160 165
Lys Val Asn Leu Leu Ser Ala Ile Lys Ser Pro Cys Gln Arg Glu
166 170 175 180



1/8 3920 00 00 ULD AB to CD4 1/8 00 00 00 Conpl exdrug (ULD AB to | FN ganma
and ULD ABto CD4 in 1:1 ratio) 1/4 505 424 306 Azidothym dine (8 nM -
822 541 MO020B/E3328n conditions of this experinmental no®€N/1B2011/8024THown
that: 1. Antiretroviral activity of c¥nplex nedi cati on exceeds
antiretroviral activity of its separate conponents (ULD AB to I FN gamma and
ULD AB to CD4). 102. Antiretroviral activity of conplex nedication is

| asted during the whole experinment period in contrast to antiretroviral
activity mofr pts Gepaniat Ble@iponeat by Wrd ABp tTyd FRlugarwel lzndytlD AB to
CD4). 3. 1Bily conpl ex nk®r cati on showed ahPPretroviral acti¥PPy in in vitro
model of Lrer‘alf ety el vmieto ‘Pﬁaééé‘ éﬁ“h%#YﬁePi?hbe?PalArBI bod S@écé#?ed 15 from

di f f erent!? negative #®hors, which is t dence_of ronounced
antiretr 0 ré? ’? b9 cﬁﬁﬂ ex* kst &3 g@ 4 %ﬁﬁaﬁ%o zé its
corrponentvsal( IIJ%p AR tGg ganpg, angd, ULD A ?o CD4), antiretroviral activity
of which j4gs Tegi st eré doidy i n vitregsyrodel of inf ect ed macrophages of hunman

peri pheral blood received only from 20one seronegative donor. Exanple 4
(rmononucl ear cells; reverse transcriptase; therapy reginen) List of

abbr eM at i onsTO QEPIpERYDarTa ZBEPAIESA91tYME0 AePPSIS facten 2iphadT NFa). flor 50%

Ti ssue Cyt g pbe&%ﬁé td/ ©1sBO$ Solypeptide BgAEAE B TRAtuRor AUk 6 S rravior |
activity of a conplex product consisting of ultra | ow dose rabbit

pol ycl ondelegtied.Hotpsampls, frﬁnbrrreeroaﬁwwqowuwreﬁa | ow dose rabbit polycl onal
anti bodi eseqqpindegferon gamma, ultra | owdose rabbit 5 polycl onal

anti bodies to C4 and ultra | owdose rabbit polyclonal antibodies to CD8 as
101011 I‘égtol 8¢t &R hyﬁr%rg)f honmpeopat hi ¢ di | uti ons C12+C30+C50)

(here| nafter referred to°%s the Compl ex product), was carried out using
human perg%eﬂa b Qod nononucl ear cells infected with the strain H V-1LAI
in vitro. i ym dine (Sigma - AZ169-100 ng, Lot 107 K1578) was used as
a 10 cor‘rﬁ’a‘gr;af’té)irl F}ﬁfod’metG;f;

20
SEQ ID NO: 39

Arg Asp Leu Ser Leu Ile Ser Pro Leu Ala Gln

65 70 75

Ala Val Arg Ser Ser Ser Arg Thr Pro Ser Asp Lys Pro Val Ala

25 76 80 85 %90

His val Val Ala Asn Pro Gln Ala Glu Gly Gln Leu Gln Trp Leu

921 95 100 105

Asn Arg Arg Ala Asn Ala Leu Leu Ala Asn Gly Val Glu Leu Arg

106 110 115 120

30 Asp Asn Gln Leu Val Val Pro Ser Glu Gly Leu Tyr Leu Ile Tyr

121 125 130 135

Ser Gln Val Leu Phe Lys Gly Gln Gly Cys Pro Ser Thr His Val

136 140 145 150

Leu Leu Thr His Thr Ile Ser Arg Ile Ala Val Ser Tyr Gln Thr

35 151 155 160 165

Lys Val Asn Leu Leu Ser Ala Ile Lys Ser Pro Cys Gln Arg Glu

166 170 175 180

Thr Pro Glu Gly Ala Glu Ala Lys Pro Trp Tyr Glu Pro Ile Tyr

181 185 190 195
40 Leu Gly Gly Vval
196 199

SEQ ID NO: 40

Val Arg Ser Ser Ser Arg Thr Pro Ser Asp Lys Pro Val Ala

45 77 80 85 90
His val Vval
91 93

SEQ ID NO: 41



Human peri pheral bl ood nononucl ear cells were isolated from bl ood of a
seronegati ve heal thy donor by centrifugation on a Ficoll-Hypaque density

gr adi ent 'WOR8124d732§ were stinulated for 3 days with 1 p@&CHkIBX¥11/002470

phyt ohemaggl utinin P and 5 | U nlL of r¥conbi nant human interleukin-2 in 15
RPM 1640 (DI FCO) nmedi um suppl enented with 10%fetal calf serum (the

conpl enent was renoved by heating for 45 mnutes at 56C), 1% antibiotic
solution (PSN G bco containing 50 pg/nL of penicillin, 50 pg/nL of

strept omyci neaaidel0Bepglerl PO ReONBta meu [he oraderltochsFassThntiretroviral
activity the products we¥e placed in a 20 #&l | 15-30 m nutesd4after cells

i nfecti orfbwi Lautlhe Sypaker Hiey- #is|Rle &Lyt he dose of 100 TCI D50 (50 pL

i nocul um @ the strain H%-1-LAI). Supéfnatant fluids used to assess the

ef fect® of products on the inhibition of HV replication were also col |l ected
on day 7 gHd ey NOlhection of cells. Before placing in a well, which

contai ned 150 pL of cell culture, the 25 conpliexcpyoritctclwagrgi | uted with
RPM 1640 (DI FCO mediumat a 4-fold dilution (5t a 1/4 diluteon) to a final
vol une ofGlB0GpL. PhaziPdot hyarirdipnéewasSe illeut ébe wietrth PRPM-9%40 (DI FCO) mediumto
yi el di% &InM concentratfon. The products' 7&ffici ency Was established by the
inhibition of HV replication which was assessed by H V-reverse

transcri ptERE ¥X4ity in the 30 supernatant fluid fromhunan peripheral

bl ood nononucl ea‘?lncéFPsva’ssiVﬁd fRe $9v &Y ¥r1@sy§ym tehedé BY <1 NNOVAGEN

(Lot 40-0500., W supelmiptant £l uig of cells, £ o phieh fest, products or

azi dothym@i ne were nptl‘gdqoélul at &d; was “u as control to gahcul ate the

per cent age 0t e h N Dyt k0P Ofr 1l Ve L epld Gati AN, (see Table WO

2012/ 017328PCT/ 1 B2011/ 002470 40 Table 5. i1edntiretroviral activity of the

conpl ex product using human peri pheral bl ood nononucl ear cells infected

Wit h 20he SEQ&D NQ44¥- 1- LAl in vitro Product Medium Dilution Rati o RPM 1640

(DIEGD) Inhibition of H V-reverse transcri pt a&s® &vsi §ld g FA0 of control)

Day 7 Conplex product (Utra | ow doseanti bodi%stol FN- al phd8@l tral ow dose

ant i bodi €3t 8¢ FN-Yg&dtra 1 IGlra Al ewefod& CaRfP bodi es to CD4 and U tra

| ow c7jz%se it i bodies to %ﬁe as 1:1:1:1 ratilf’)? 1/4 8111 Azidothym dine (8 nM
587 5T w.s experi mental nodel denonstrated the antiretroviral

activity W\ tdfpl ex . pr QPLéCt[lCO ri ssi ng PléfuaLl oW fié) o EQQi t pol ycl onal

antibodi es to interferof;al piia, Ul tTh T6w st r abbi t ol yel gal anti bodi es

to interfgron.gasum, Wl Lia 41Qusa0se f ahli ElP%W%QQaLr@ngbQ%%eS to CD4 and

ul tr a3gd ow1@ose rabbi €’ poi(ycl onal "ant’i bodi essto CD8 as 1:1:1: 3pratio (a

m Xt ure afeuh@RPEQpAlsBirCLeu Phe Ser Phe Leu Ile Val Ala Gly Ala Thr

31 35 40 45
SEQ ID NO: 46
35 Val
150
Leu Leu Thr His Thr Ile Ser Arg Ile Ala Val Ser Tyr Gln Thr
151 155 160 165
Lys Val Asn Leu Leu Ser Ala Ile Lys Ser Pro Cys Gln Arg Glu
40 166 170 175 180
Thr Pro Glu Gly
181 184
SEQ ID NO 47
45 Val Arg Ser Ser Ser Arg Thr Pro Ser Asp Lys Pro Val Ala
77 80 85 90
His Val Val Ala Asn Pro Gln Ala Glu Gly Gln Leu Gln Trp Leu
91 95 100 105
Asn Arg Arg Ala Asn Ala Leu Leu Ala Asn Gly Val Glu Leu Arg
50 106 110 115 120
Asp Asn Gln Leu Val Val Pro Ser Glu Gly Leu Tyr Leu Ile Tyr
121 125 130 135

Ser Gln Val Leu Phe Lys Gly Gln Gly Cys Pro Ser Thr His Val
136 140 145 150



10di [ uti ons C12+C30+C50). Exanpl e 5 (nononucl ear cells; nucl eocapsid
protein p24; prevention and therapy regi nen) The assessnent of
antiretrd¥Pr2812/E¢i2Bvity of ultra | owdose of rabbit 15 BETiB2IHEI2470

anti bodies to interferon-al pha (a m x8ure of honpeopathic dilutions
C12+C30+C50), ultra | owdose of rabbit polyclonal antibodies to
interferon-ganma (a m xture of honpeopathic dilutions C12+C30+C50) (ULD
|FN-y)), ultra | owdose of rabbit polyclonal antibodies to CO4 receptor (a
M xture akuhDewenyratihs CTidi [T0ki 6as ATH2 $C80ALH0)e lafdr Uty &lhoRkdose of rabbit
pol ycl ondls120 anti bodi es5% 0 CD8 recept or r\é%@ m xture of honoébpat hic

di | uti onsIayel?a-C?G-PCG@)‘ I(QBI_@eAbAH:I\I-lz%LNF %4@34%@:@8)@\}6{5 Bear % d out using

human perl éSher al _ bl ood hth ar_cel |s ted.with t ain H V-1LAl
in vitrot oW 201 61y ng)fiy/ 06247 r‘(?,ercyr gt E’ 1% gti pheral bl ood

nmononucl eﬁr gel IGslnggg oIthnegegr&rQ Iglygoglg)f;\sq, gggoﬂgg%telrvglgeal t hy donor
by centrlfgldgat on-on a Hypaque densgiy gradient. Thezecells were
stimul at edyf eie %&aﬁgv\biﬁ& AJsppg&HLLén‘ apbybehenmggh ut s 61H and 5 | U/ nL of
reconipi ngnt human inter¢2eukin-2. 5 In ordes to assess anti resroviral
activity vaheTpr omhecttsywere Ipleasea Lew a wel | containing 100 pL of activated
mononucl €&6s 24 hours be¥bre or 1523 n after cell infection with the strain
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HV-1-LAI) . BebRER @ d‘ﬂﬁ)ohﬂesatw ibtantth® W?hnérFNs ag IB.E?@#@DQW @l2- 5 pL)
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simul ated through intranasa uct enza Vir

N Gl 7 oring e et ol hon ehan Rt 16 Giok sceel Bt BE BoRet Mptor el 3ha, uLD
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medi cati on were added to drinking bows of animals of corresponding
experinmental groups (free access was all owed). 15Reference drug oseltamvir
was intragastrically introduced to mce (n=20) twice a day with a dose of
10 ng/ kg (daily dose 20 ng/kg) starting 1 hour before infection.
Cseltam vir was introduced during 5 days after infection. During 4 days
before infection and starting 6 days after infection distilled water at a
dose of 0,2 m/nouse twice a day (daily dose 0,4 m/nouse) was 20
intragastrically introduced instead of oseltamvir to mce of this
exper| rrental ~group. D| stl I I ed wat er was | ntragastrl caI I y [ ntroduced to m ce
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WO 2012/ 017328PCT/ 1 B2011/ 002470 43 introduction of influenza virus

Al California/07/2009swl (HLN1) with a dose of 10.D50 (10th day after

i nf ecti orlvO 2R2/01BBer i nental group Survival, % Differen®€TdB20AEBI2470) / 0 of
survival in the group that received r@dication and % of survival in the
group that received distilled water 10LD50 1. ULDABto | FNal pha 25 +5%
2. UDABto C4 30 +10% 3. Oseltamvir 80* +60% 4. Distilled water 20 -
<0.05 vs control 5Table 7. Antiviral activity conbi nation nedication
cont ai ni Q2)Uspréfhred floRiNtleptsa cantsidhdd dAtidnoC COMhis praodedurenidakpedted ftl uenza

ot i R B BB RE e b AR SRR RS (o, o
day aft erC1ROrepfesehtsoa)solution obtained by 12 serial dilutions of one part of the initial
matrix solution of antibodies to gamma interferon with the concentration of 3.0 mg/ml
5 in 99 parts of a neutral solvent in different containers, which is equivalent to the
centesimal homeopathic dilution C12. Similar procedures with the relevant dilution
factor are performed to obtain dilutions C30, C50 and C 200.The intermediate
dilutions may be tested in a desired biological model to check activity. The preferred
activated-potentiated form for the composition of the invention are a mixture of C12,
10  C30, and C50 dilutions or C12, C30 and C200 dilutions. When using the mixture of
various homeopathic dilutions (primarily centesimal) of the active substance as
biologically active liquid component, each component of the composition (e.g., C12,
C30, C50, C200) is prepared separately according to the above-described procedure
until the next-to-last dilution is obtained (e.g., until C11, C29, and C199 respectively),
15 and then one part of each component is added in one container according to the
mixture composition and mixed with the required quantity of the solvent (e.g. with 97
parts for centesimal dilution).

It is possible to use the active substance as mixture of various homeopathic
dilutions, e.g. decimal and/or centesimal (D20, C30, C100 or C12, C30, C50 or C12,

20 C30, C200, etc.), the efficiency of which is determined experimentally by testing the
dilution in a suitable biological model, for example, in models described in the
examples herein.

In the course of potentiation and concentration decrease, the vertical shaking
may be substituted for external exposure to ultrasound, electromagnetic field or any

25  similar external impact procedure accepted in the homeopathic art.

Preferably, the pharmaceutical composition of the invention may be in the form
of a liquid or in the solid unit dosage form. The preferred liquid carrier is water or
water-ethyl alcohol mixture.

The solid unit dosage form of the pharmaceutical composition of the invention

30 may be prepared by impregnating a solid, pharmaceutically acceptable carrier with
the mixture of the activated potentiated form aqueous or aqueous-alcohol solutions of
active component. Alternatively, the carrier may be impregnated consecutively with

each requisite dilution. Both orders of impregnation are acceptable.



No. Experinmental group Survival, %D fference between A of survival in the
group that received nedication and A of survival in the group that received
distill edvO20e¥0173280.D50 1 Conbi nati on nedi cati on (ULDPABIBW11/FRATOha +ULD
ABto CD4 in 1:1 ratio) 30* +25% 2 Os¥ltamivir 70* +65% 3 Distilled water 5
. - p <0.05 vs control. It is shown that survival of mce
infected with influenza A/ California/07/2009swl (HIN1) with a dose of
10LD50 was higher at the stage 15 1 than at the stage 2: survival in the
group that rePesfemdlyditisd iphbmlaomtiml ocoapodfion amdhé%nc!asnp‘emdsagé yorns is vi val

1§ ot neTraa i paraRbled ol e ARmRETlply (Eedloble 20aidP WHiE RAgS ! Vel Y-
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coloring agents. The preferred carriers are lactose and isomalt. The pharmaceutical
dosage form may further include standard pharmaceutical excipients, for example,
15  microcrystalline cellulose, magnesium stearate and citric acid.

To prepare the solid oral form, 100-300 pm granules of lactose are
impregnated with aqueous or aqueous-alcoholic solutions of the activated-potentiated
forms of antibodies in the ratio of 1 kg of antibody solution to 5 or 10 kg of lactose
(1:5 to 1:10). To effect impregnation, the lactose granules are exposed to saturation

20 irrigation in the fluidized boiling bed in a boiling bed plant (e.g. "Hittlin Pilotlab" by
Huittlin GmbH) with subsequent drying via heated air flow at a temperature below
40°C. The estimated quantity of the dried granules (10 to 34 weight parts) saturated
with the activated potentiated form of antibodies is placed in the mixer, and mixed
with 25 to 45 weight parts of “non-saturated” pure lactose (used for the purposes of

25 cost reduction and simplification and acceleration of the technological process
without decreasing the treatment efficiency), together with 0.1 to 1 weight parts of
magnesium stearate, and 3 to 10 weight parts of microcrystalline cellulose. The
obtained tablet mass is uniformly mixed, and tableted by direct dry pressing (e.g., in a
Korsch — XL 400 tablet press) to form 150 to 500 mg round pills, preferably, 300 mg.

30 After tableting, 300mg pills are obtained that are saturated with aqueous-alcohol
solution (3.0-6.0 mg/pill) of the activated-potentiated form of antibodies in the form of
a mixture of centesimal homeopathic dilutions C12, C30, and C50 or a mixture of
centesimal homeopathic dilutions C12, C30 and C200.



15 and ULD AB to CD4 tested as separate nedications. Exanple 7.

I nvestigation of efficiency of conbined use of ultra-|ow doses of

ant i bodi e¥0t20140128 necrosi s factor al pha (m xture of h&@CEAR2XNDP@4di | uti ons
20 C12+C30+C50) (hereinafter referredlto as ULD Ab to TNFal pha) and
ultra-1ow doses of antibodies to CD4 (m xture of honeopathic dilutions
C12+C30+C50) (hereinafter referred to as ULD Ab to CD4) and ULD AB to

TNFal pha and ULD AB to CD4 separately in the context of influenza inf ecti on
at m ce-f ermal Whitt thdaévientim Baidd/lioited S0 poy fspedific thmory, hieisbmetiewedthaF Bl " SR

of influ 0 5 al S P a (Saint
Pet er s bu?a%ﬁ@alteyp%kentt@%d Ior% ?f P‘% *tﬂ)o%[es &cﬁl)e(?fl @-{-’g ncge R%tr %%JP}RH'AE'E

TNFal pha resleculrDfoAdn d)foth@mmmwnm\msan@atlbduff igientt tmeham:brmdbgmamtlefyfl ci ency

(ner oi narap ol 8y sugh rgshy JNRF L sRRGice defityl o bR corhBndieh, BT, g 1
during t dsharmgcedticabndvimmatsition) 3¢ ithediiowgrition &ncinhly i dgmorestatery iof tHelD AB to
TNFal pha a?BgnMnD@é D4 oseltamvir was used as conparative drug.

| nf ecti ous™ process S sinul ated through intranasal introduction of

i nfluenza virus A/California/07/2009swl (HLN1) with a dose 10.D50. WO
2012/ 017328P 1/ U CH4 and
conbi nati on mad& %? l]y ﬁ&&/ﬁé RYR orSSae %fsttreatHleH e tc? EE gé@%? 6hemwe€??ﬁ:%0 in
each gr omd)mrasteeaderuh/omasctallwp@e( amdayia(lsdaprefpraub)swce Maity bmbusdimeaduri ng 5

A5t o O pieach Bl W di dib BN i R RRaa e Qe 10

dri nki ng bow s of ani mals of correspondl ng experinental groups (free access

ot raduced 1o iep B R MARELR Ribihte g SPRETHERIRINNY, dose

20 ny/ kg)exsmalesi ng 1 hour before infection. GCseltamivir was introduced
during 5 days after infection. 10 During 4 days before infection and
starting 6 days after infection distilled water at a dose of 0,2 nl/nouse
twi cel5a day (daily dose 0,4 m/nouseEXAMPLER ragastrically introduced
instead @y gafibyamvir to mce of this experimental group. Distilled water
was intragastrically introduced to mce of control group (n=20) tw ce a day
at a dose of Study ofi thamitest oflai ¢gmplexepreparatioh momdainingDultratey deseheofnhol e
experinme 0 [ yiental
HetiPse0 E‘ot‘é’hh&{%‘d rme%fs p?gycﬂ)rﬁ'a?'aalfﬁng aﬁhﬁé ré%ﬁ?ﬁ%&bf@% g?fi cacy

gr oups contal ned disti V\B. er ree acces )
of medi c&Rbrecapier @ntiteR4eandgagmy intatferont @ndifl Fainy ebtaingd dylsupest st udy

of a%' VidiitlioRoF 'lﬁ’{lély?wgfrlx%ut? ggor;@a'r:wﬁjaggﬁ 2 ymgf RRobe, GBgeo( shage 1) see

in table 8, results o ntiviral activi conbi nati on 20
medi cat i cslme(Ss)x ageivalens te aj mwtmﬂ of gentssmaléiqm%np@hgrﬁlfqt@aﬁc@ 3fC30,

di ffer enQ'd?)\Af}tgﬁg\ﬁgg) g&‘é}ﬂfbﬂﬁ'ﬂaﬁh lﬂN%Biﬁ?%lFQ@itE@orﬁéjdn%tn'té |%b‘ﬁ€éog_r) nas

cal cul ate non- par anetr uare criterion

25Ant i vi Patendieted, farp of pQJmomi afgnityparifier antivoskies t» ©DB4 reqept9s nodel
of influgnfifel 'Uneﬁﬁﬁ&ﬂ\ AothiRee! By A% [ GitTiohe ﬂ m}tﬁﬁtﬁ& m}w&m (T§granasal

i ntroductio uenza Vi rus forni a 2009s (HIN1) ‘'wth a dose
of 1@5p5d OO%QtWOdaS}mﬁﬁt eAuivatest tte @W'Xtm ofEgpriesifaalt Ramgeralpicsditwtianal | %
Di 1 er eneg DSt erbo”p Mhti- WN?]VéHd 5&.@@&&;&&9.&9@3&%?bmeuom%ﬁr%ﬂ on and

% of survival in the grou received distil
ULDAbt o PRERPHIRE @5935'%@ mterferon obtained by super-dilution of initial matrix

solution (100'2, 100%°, 100% times), equivalent to a'mixture of centesimal

homeopathic dilution C12, C30, C50 (“anti-IFN-y") on in vitro on binding of

30 standard ligand [3H]pentazocine to human recombinant o1 receptor was

evaluated using radioligand method. Potentiated distilled water (mixture of
homeopathic dilutions C12+C30+C50) was used as test preparations control.

The sigma-1 (01) receptor - an intracellular one which is localized in the

cells of central nervous system, the cells of the most of peripheral tissues and



ULD Ab to CD4 30 +10% WD 2012/ 017328PCT/1B2011/002470 46 3. GCseltamvir
80* +60% 4. Distilled water 20 - . - p < 0.05 vs control Table 9.

5Ant i vi r V02081%01732§ conbi nati on nedi cati on contai ni ng UPDTAB261H00RMFal pha
and ULD Ab to CD4 in the nodel of inf32uenza infection at female Balb/c nice
I nfected through intranasal introduction of influenza virus

Al California/07/2009sw (HLN1) with a dose of 10.D50 (10th day after
infection). No . Experinental group Survival, %D fference between % of

survi val |inlfhdﬁée cgfrﬁplélehhaéelrsecﬂ?hléed'eﬁ‘édtio@at/ia)nccﬂﬂﬁbl%oOf hetnevistadlis i of t he
group that (iiIStI||edWa

ID50 1. . Conbi satlio ,

medi cat i dﬂ'{?ﬁ_ B Pal 'ﬁﬁH'a-Fe"ULb’tf@(?eﬁ aEp4IgRling 1 ervﬁf’Po) e§gmg+2t§% 2

Gsel t am dctivation of the corresponding transcription factors and transcription of a
whole gene family coding in particular the factors of resistance to infectious

5 agents and cytokines. In this regard, the ability of drugs to influence to the
efficiency of interaction of ligands with sigma-1 receptor indicates the presence
of antiviral and immunomodulating components in the spectrum of its
pharmacological activity that allows to consider these preparations as effective
ones for the treatment and prophylaxis of various infectious diseases.

10 During the test (to measure total binding) 20 ul of the complex preparation
anti-CD4+anti-IFN-y or 10 pl of anti-CD4 or 10 pl of anti-IFN-y were added to
the incubation medium. Thus, the quantity of ULD of anti-CD4+anti-IFN-y
transferred into the test basin when testing the complex preparation was
identical to that of anti-CD4 and ULD of anti-IFN-y tested as monopreparations,

15 which allows for a comparison of the efficiency of the preparation to its
separate components. 20 pl and 10 pl of potentiated water were transferred
into the incubation medium.

Further, 160 pl (about 200ug of protein) of Jurkat cell line membranes
homogenate (human leukemic T-lymphocyte line), and finally, 20 pl of tritium-

20 labeled radioligand [*H]pentazocine (15 nm) were transferred.

In order to measure non-specific binding, 20 pl of non-labeled ligand-
haloperidol (10 uM) were transferred in the incubation medium instead of the
preparations or potentiated water.

Radioactivity was measured using a scintillometer (Topcount, Packard)

25 and scintillation blend (Microscint 0, Packard) following the incubation within
120 minutes at 22°C in 50 mM Tris-HCI buffer (pH = 7.4) and filtration using
fiberglass filters (GF/B, Packard). Specific binding (during the test or control)
was calculated as a difference between total (during the test or control) and
non-specific binding.

30 Results are represented as percentage of specific binding inhibition in

control (distilled water was used as control) (Table 1).
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30 I FNgamma + Ab CD4 +Ab Hi s reduces body tenperature nore effectively than
Ab | FNganma (Fi gurel, Table 10 and Table 11). WO
2012/ 01732 QROR/N1BR2811/ 002470 49 Tabl e 10. Proportion of PEAIBEML/GOXTIX h body
t enperature reduced down to 37,0 C and | ower on the background Ab | FNganma
+ Ab CD4 +Ab Hi s /placebo adm nistration Day 1, norn ing Day 1 even ing
Day 2, norn ing Day 2 even ing Day 3, norning Day 3 even ing Day 4,
norn ing Abt A+ Ab to Cd4+ Ab toH Ab I FNganma + Ab CD4 +Ab Hi's, n=40
Total nunber of patients 40 40 40 40 40 40 40 The nunber of patients with
normal t %?nr&teuf ?m%gorzuqc e%rzc%"é?reverse transcriptase; mode “treatment”)

List of acronyms:

e TCID50 stands for 50% Tissue Culture Infective Dose

Evaluation of antiretroviral activity of complex medication that contains
ultra-low doses of rabbit polyclonal antibodies to CD4 (mixture of homeopathic
dilutions C12+C30+C50) and ultra-low doses of rabbit polyclonal antibodies to
interferon gamma (mixture of homeopathic dilutions C12+C30+C50) in 1:1

10 ratio(hereinafter referred to as Complex drug) and components that form part of
it (ultra-low doses of rabbit polyclonal antibodies to CD4 (mixture of
homeopathic dilutions C12+C30+C50) (hereinafter referred to as ULD AB to
CD4) and ultra-low doses of rabbit polyclonal antibodies to interferon gamma
(mixture of homeopathic dilutions C12+C30+C50 (hereinafter referred to as

15 ULD AB to IFN gamma)) was performed with use of mononuclear cells of
peripheral blood of a human being infected with in vitro strain HIV-1-LAl. As
comparative drug azidothymidine was used (Sigma - AZ169-100mg, lot 107
K1578).

Mononuclear cells of peripheral blood of a human being were separated

20 from blood of healthy seronegative donor through centrifugation in density
gradient ficcol-gipaque. The cells were activated during 3 days with use of 1
mkg/m| phytohemagglutinin P and 5 ME/m! of recombinant interleukine-2 of a
human being in medium RPMI1640 (DIFCO) with 10% fetal calf serum
(complement was removed through heating during 45 minutes within

25 temperature of 56°C), 1% solution of antibiotics (PSN Gibco containing 50
ug/mi penicillin, 50 pg/m! streptomycin and 100 y/ml neomycin).

For evaluation of antiretroviral activity combination medications were
introduced to well 15-30 minutes after contamination of cells with strain HIV-1-
LAl with dose of 100 TCID50 (50 mkl inoculums of strain HIV-1-LAl). On the 7"

30 day after infection of cells supernatant used for evaluation of influence of
medications to inhibition of HIV replication was selected.

Before introduction to well containing 150 pl of cell culture medications
were diluted with medium RPMI1640 (DIFCO) till final volume of 50 pl was
reached. ULD AB to CD4 and ULD AB to IFN gamma were diluted in medium



30 31 Proportion of patients with normal tenperature , % 47.5 50.0 60.0

70.0 67.5 75.0 77.5 Placebo n =38 Total nunber of patients 38 38 38 38 38
38 38 THEO0E7328f patients with normal tenperature 18CIABAI/Q@4IN3 24 27
Proportion of patients with normal telperature, %47.4 44.7 50.0 52.6 60.5

10

15

20

RPMI1640 (DIFCO) in 8 times (degree of dilution 1/4). So quantity of ULD AB
to CD4 and ULD AB to IFN gamma being introduced to experimental well
during testing of complex drug similar to the quantity of ULD AB to CD4 and
ULD AB to IFN gamma tested as mono-component that allows to make
comparison of efficiency of complex drug with its separate components.
Azidothymidine was diluted with medium RPMI1640 (DIFCO) up to
concentration of 8 nM was achieved.

Efficiency medications was defined on inhibition of HIV replication that
was evaluated on enzymatic activity of HIV-reverse transcriptase in
supernatants of macrophages of peripheral blood of a human being with use of
HIV RT RetroSys production set INNOVAGEN (lot 10-059C). For calculation of
% of inhibition of HIV replication as control supernata°nt of cells was used to

which tested medications were not introduced (see Table 2).

Table 2.
Antiretroviral activity of medications with use of mononuclear cells of

peripheral blood of a human being infected in vitro with strain HIV-1-LAlI

Degree of dilution | Inhibition of enzymatic activity of
Medication - in media HIV-reverse transcriptase

RPMI11640 (% from control)
(DIFCO) 7" day

ULD AB to IFN gamma 1/8 015

ULD AB to CD4 1/8 67422

Complex drug (ULD AB to

IFN gamma and ULD AB to 1/4 85+1

CD4in 1: 1 ratio)

Azidothymidine (8 nM) — 58+7

Thus, in conditions of this experimental model it is shown that
antiretroviral activity of complex drug exceeds antiretroviral activity of its
separate components (ULD AB to IFN gamma and ULD AB to CD4).



63.2 71.1 Ab | FNgamma*, n=30 Total nunber of patients 30 30 30 30 30 30 30
The nunber of patients with normal tenperature 0 3 14 12 18 19 25

Proporti oMO@gP12gdfi28nt s with nornmal tenperature , % 0 10POTAB20711/4247 60. 0
63.3 83.3 Placebo*, n=30 Total nunber3tof patients 30 30 30 30 30 30

Example 3 (macrophages; reverse transcriptase; mode “prophylaxis”)
List of acronyms:
« TCID50 - dose infecting 50% cells of tissue culture.

5 Evaluation of antiretroviral activity of complex medication that contains
ultra-low doses of rabbit polyclonal antibodies to CD4 (mixture of homeopathic
dilutions C12+C30+C50) and ultra-low doses of rabbit polyclonal antibodies to
interferon gamma (mixture of homeopathic dilutions C12+C30+C50) in 1:1
ratio(hereinafter referred to as Complex drug) and components that form part of

10 it (ultra-low doses of rabbit polyclonal antibodies to CD4 (mixture of
homeopathic dilutions C12+C30+C50) (hereinafter referred to as ULD AB to
CD4) and ultra-low doses of rabbit polyclonal antibodies to interferon gamma
(mixture of homeopathic dilutions C12+C30+C50 (hereinafter referred to as
ULD AB to IFN gamma)) was performed with use of macrophages that were

15 received from mononuclear cells of peripheral blood of a human being infected
with in vitro strain HIV-1-LAl. As comparative drug azidothymidine was used
(Sigma — AZ169-100mg, lot 107 K1578).

Macrophages of donor peripheral blood received from mononuclear cells
of human peripheral blood were isolated from blood of two healthy seronegative

20 donors through centrifugation in density gradient ficcol-gipaque. Mononuclear
cells of human peripheral blood were grown for 3 days in medium RPMI1640
(DIFCO) that was added with 10% fetal calf serum (complement was removed
through heating during 45 minutes within temperature of 56°C), 1% solution of
antibiotics (PSN Gibco containing 50 pg /ml penicillin, 50 pg/ml streptomycin

25 and 100 pg /ml neomycin), 15 ng/ml GM-CSF ‘(granulocyte macrophagal
colony-stimulating factor). Then the cells were placed to culture plates (150000
cells/well in 48-well plate), grown during 7 days together with 1 ng/ml GM-CSF
(granulocyte macrophagal colony-stimulating factor) and 10 ng/ml M-CSF
(macrophagal colony-stimulating factor) so that the cells could be completely

30 differentiated to macrophages.

For evaluation of antiretroviral activity combination medications were
introduced to well 24 hours before contamination of cells with strain HIV-1-LAI
with dose of 1000 TCID50 (100 mki inoculums of strain HIV-1-Ba-L) and on the
39 7" 10™ 14" 17" day after contamination. On the 3%, 7', 10™, 14", 17"



30 The nunber of patients with normal tenperature O O 10 7 16 15 28
Proportion of patients with normal tenperature , %0 0 33.3 23.3 53.3 50.0
93.3 WOWORIM7838PCT/ | B2011/ 002470 50 Table 10 - Con®ChiB2011/p¢y7M eveni
ng 40 Day 5, norni ng 40 Day 5 eveni3’ng 40 Day 6, norni ng 40 Day 6

day after infection of cells supernatant used for evaluation of influence of
medications to inhibition of HIV replication was selected.
Before introduction to well containing 750 pl of cell culture medications
were diluted with medium RPMI1640 (DIFCO) up to final volume of 250 pl was
5 reached. ULD AB to CD4 and ULD AB to IFN gamma were diluted in medium
RPMI1640 (DIFCO) in 8 times (degree of dilution 1/4). So quantity of ULD AB
to CD4 and ULD AB to IFN gamma being introduced to experimental well
during testing of complex drug similar to the quantity of ULD AB to CD4 and
ULD AB to IFN gamma tested as mono-component that allows to make
10 comparison of efficiency of complex drug with its separate components.
Azidothymidine was diluted with medium RPMI11640 (DIFCO) till concentration
of 8 nM was achieved.
Efficiency medications was defined by inhibition of HIV replication that
was evaluated on enzymatic activity of HIV-reverse transcriptase in
15 supernatants of supernatant macrophages of peripheral blood of a human
being with use of HIV RT RetroSys production set INNOVAGEN (lot 10-059C).
For calculétion of % of inhibition of HIV replication as control supernatant of
cells was used to which tested medications or azidothymidine were not
introduced (see table 3 and 4).
20
Table 3.
Antiretroviral activity of medications with use of macrophages of human

peripheral blood (donor No. 1) infected in vitro with strain HIV-1-Ba-L

Degree of Inhibition of enzymatic activity of HIV-
dilution in reverse transcriptase (% from control)
Medication media
RPMI1640 14" day 17" day 21%' day
(DIFCO)
ULD AB to IFN 18 2414 2414 00
gamma
ULD AB to CD4 1/8 353:1 3747 0+0
Complex drug (ULD
AB to IFN gamma and
ULD AB to CD4 in 1: 1 1/4 69+1 749 37+3
ratio)
Azidothymidine (8 nM) — 971 97+0 98+2




eveni ng 40 Day 7, norni ng 40 Abt G+ Ab to Cd4+ Ab toH Ab | FNganma + Ab
CD4 +Ab Hi's, n=40 Total nunber of patients The nunber of patients

wi th nor méiD 20¥HpBBat ure 33 36 38 40 40 40 Proportion &#CTABREA24700M t h
normal tenperature , %82.5 90.0 95.038100.0 100.0 100.0 Pl acebo n =38 Tot al
nunber of patients 38 38 38

Table 4.
Antiretroviral activity of medications with use of macrophages of human

peripheral blood (donor No. 2) infected in vitro with strain HIV-1-Ba-L

Degree of Inhibition of enzymatic activity of HIV-
dilution in media reverse transcriptase (% from control)

RPMI1640

(DIFCO)

Medication

14" day 17" day 21% day

ULD AB to IFN
gamma 1/8 39+20 0+0 00
ULD AB to CD4 1/8 0+0 010 0+0
Complex drug :

(ULD AB to IFN
gamma and ULD 1/4 5015 42+4 306
AB to CD4 in 1:1
ratio)
Azidothymidine (8
nM)

- 8212 5411 411

So in conditions of this experimental model it is shown that:

1. Antiretroviral activity of complex medication exceeds antiretroviral
activity of its separate components (ULD AB to IFN gamma and ULD
AB to CD4).

10 2. Antiretroviral activity of complex medication is lasted during the whole
experiment period in contrast to antiretroviral activity of its separate
components (ULD AB to IFN gamma and ULD AB to CD4).

3. Only complex medication showed antiretroviral activity in in vitro
model of infected macrophages of human peripheral blood received

15 from different seronegative donors, which is the evidence of more
pronounced antiretroviral effect of complex medication in comparison
with its components (ULD AB to IFN gamma and ULD AB to CD4),
antiretroviral activity of which was registered in in vitro model of
infected macrophages of human peripheral blood received only from

20 one seronegative donor.

Example 4 (mononuclear cells; reverse transcriptase; therapy regimen)

List of abbreviations:



38 38 38 The nunber of patients with normal tenperature 24 29 30 33 37 38
Proportion of patients with normal tenperature, A 63.2 76.3 78.9 86.8 97.4
100. 0 Ab WPRGBRMIER8 n=30 Total nunber of patients 30 30PSW/IBH1BO23D The
nunber of patients with nornal ternpelature 29 29 30 29 30 29 Proportion
of patients with normal

» TCID50 stands for 50% Tissue Culture Infective Dose.

The assessment of antiretroviral activity of a complex product consisting
of ultra low-dose rabbit polyclonal antibodies to interferon alpha, ultra low-dose
rabbit polyclonal antibodies to interferon gamma, ultra low-dose rabbit

5 polyclonal antibodies to CD4 and ultra low-dose rabbit polyclonal antibodies to
CD8 as 1:1:1:1 ratio (a mixture of homoeopathic dilutions C12+C30+C50)
(hereinafter referred to as the Complex product), was carried out using human
peripheral blood mononuclear cells infected with the strain HIV-1LAI in vitro.
Azidothymidine (Sigma - AZ169-100 mg, Lot 107 K1578) was used as a

10 comparator product.

Human peripheral blood mononuclear cells were isolated from blood of a
seronegative healthy donor by centrifugation on a Ficoll-Hypaque density
gradient. The cells were stimulated for 3 days with 1 pg/mL of
phytohemagglutinin P and 5 IU/mL of recombinant human interleukin-2 in

15 RPMI1640 (DIFCO) medium supplemented with 10% fetal calf serum (the
complement was removed by heating for 45 minutes at 56°C), 1% antibiotic
solution (PSN Gibco containing 50 pg/mL of penicillin, 50 pg/mL of
streptomycin and 100 pg/mL of neomycin).

In order to assess antiretroviral activity the products were placed in a

20 well 15-30 minutes after cells infection with the strain HIV-1- LAl at the dose of
100 TCID50 (50 pL inoculum of the strain HIV-1-LAIl). Supernatant fluids used
to assess the effect of products on the inhibition of HIV replication were also
collected on day 7 after infection of cells.

Before placing in a well, which contained 150 pL of cell culture, the

25 complex product was diluted with RPMI1640 (DIFCO) medium at a 4-fold
dilution (at a 1/4 dilution) to a final volume of 50 yL. Azidothymidine was diluted
with RPM11640 (DIFCO) medium to yield a 8 nM concentration.

The products’ efficiency was established by the inhibition of HIV
replication which was assessed by HiV-reverse transcriptase activity in the

30 supernatant fluid from human peripheral blood mononuclear cells using the HIV
RT RetroSys kit made by INNOVAGEN (Lot 10-059C). The supernatant fluid of
cells, to which test products or azidothymidine were not inoculated, was used
as control to calculate the percentage of inhibition of HIV replication (see Table
5).



tenperature , %96.7 96.7 100 96.7 100 96.7 Pl acebo*, n=30 Total nunber of
patients 30 30 30 30 30 30 The nunber of patients wth normal tenperature
28 28 30 B0280/@0328 Proportion of patients with nornal PEXEBRAL/G2470 % 93. 3
93.3 100 100 100 100 * Accordiny to the results of double blind

pl acebo controll ed random zed study of clinical efficacy and safety of Ab

| FNganma admi nistration in influenza 5 and other viral URI's conducted in

2005 (I nfluenza R, RAMS, Saint-Petersburg, 2005) WO

2012/ 017328PCT/ 1 B2011/ 002470 Taiphelelsl. Mean val ues of body
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blood mononuclear cells infected with the strain HIV-1-LAI in vitro

Inhibition of HIV-reverse
Medium Dilution _
transcriptase activity (% of
Product Ratio RPMI11640
control)
(DIFCO)
Day 7
Complex product (Ultra low-
dose antibodies to IFN-
alpha, Ultra low-dose
antibodies to [IFN-gamma,
Ultra low-dose antibodies to 14 81211
CD4 and Ultra Iow-dose
antibodies to CD8 as 1:1:1:1
ratio)
Azidothymidine (8 nM) — 587
5 Thus, this experimental model demonstrated the antiretroviral activity of

the complex product comprising ultra low-dose rabbit polyclonal antibodies to

interferon alpha, uitra low-dose rabbit polyclonal antibodies to interferon

gamma, ultra low-dose rabbit polyclonal antibodies to CD4 and ultra low-dose

rabbit polyclonal antibodies to CD8 as 1:1:1:1 ratio (a mixture of homoeopathic
10  dilutions C12+C30+C50).

Example 5 (mononuclear cells; nucleocapsid protein p24;

prevention and therapy regimen)

The assessment of antiretroviral activity of ultra low-dose of rabbit

15 polyclonal antibodies to interferon-alpha (a mixture of homoeopathic dilutions

C12+C30+C50), ultra low-dose of rabbit polyclonal antibodies to interferon-

gamma (a mixture of homoeopathic dilutions C12+C30+C50) (ULD IFN-y)),

ultra low-dose of rabbit polyclonal antibodies to CD4 receptor (a mixture of

homoeopathic dilutions C12+C30+C50) and ultra low-dose of rabbit polyclonal

20 antibodies to CD8 receptor (a mixture of homoeopathic dilutions

C12+C30+C50) (ULD Ab IFN-a+ IFN-y+CD4+CD8)was carried out using human
peripheral blood mononuciear cells infected with the strain HIV-1LAI in vitro.



Day 1, nornin 9 Dayl evenin 9 Day 2 , nornin g Day2 evenin 9 37.1 0.53 Day
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Human peripheral blood mononuclear cells were isolated from blood of a
seronegative healthy donor by centrifugation on a Ficoll-Hypaque density
gradient. The cells were stimulated for 3 days with 1 pg/mL of
phytohemagglutinin P and 5 IU/mL of recombinant human interleukin-2.

5 In order to assess antiretroviral activity the products were placed in a
well containing 100 pL of activated mononuclears 24 hours before or 15 min
after cell infection with the strain HIV-1- LAl at the dose of 100 TCID50 (50 pL
inoculum of the strain HIV-1-LAIl). Before adding to a well, ULD Ab IFN-a+ IFN-
y+CD4+CD8 (12.5 uL) or reference azidotimidine (1000 nM) were mixed with

10 RPMI1640 medium (DIFCO) to achive a final probe volume of 50 uL

The supernatant fluids were collected on day 7 after infection of cells.
The products’ activity was measured by the inhibition of HIV replication which
was assessed by the level of core nucleocapsid protein p24 in the supernatant
fluid from human peripheral blood mononuclear cells using Retrotek Elisa kit.

15 It was shown that ULD Ab IFN-a+ IFN-y+CD4+CD8 inhibited HIV
replication by 94 + 6% when added to a well 24 hours before the infection, a
and by 46 + 13 % when added to a well 15 min after the infection of cells with
the strain HIV-1LAIl. Azidotimidine at a dose of 1000 nM inhibited HIV
replication by 99 + 0 and 99 + 1 % added to a well 24 hours before and 15 min

20 after the infection of cells with the strain HIV-1LAI, respectively.

Thus, this experimental model demonstrated the antiretroviral activity of
ultra low-doses of rabbit polyclonal antibodies to ULD Ab IFN-a+ IFN-
y+CD4+CD8 (a mixture of homoeopathic dilutions C12+C30+C50.

25 Example 6

Investigation of efficiency of combined use of ultra-low doses of
antibodies to interferon alpha (mixture of homeopathic dilutions C12+C30+C50)
(hereinafter referred to as ULD AB to IFNalpha) and ultra-low doses of
antibodies to CD4 (mixture of homeopathic dilutions C12+C30+C50)

30 (hereinafter referred to as ULD AB to CD4) and ULD AB to IFNalpha and ULD
AB to CD4 separately in the context of influenza infection at mice-female of the
line Balb/c was performed on the basis of FSBI “SRI of influenza” Ministry of
health of social development of Russia (Saint Petersburg) in two stages. At the
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first stage efficiency of ULD AB to IFNalpha and ULD AB to CD4 was
investigated, at the second stage efficiency of combined use of ULD AB to
IFNalpha and ULD AB to CD4 (in 1:1 ratio) (hereinafter referred to as
combination medication) was investigated. Both during testing of combination

5 medication and during testing of ULD AB to IFNalpha and ULD AB to CD4
oseltamivir was used as comparative drug.

Infectious process was simulated through intranasal introduction of
influenza virus A/California/07/2009swl (H1N1) with a dose 10LDS0.
ULD AB to IFNalpha, ULD AB to CD4 and combination medication was

10 intragastrically introduced to mice (n=20 in each group) at 0.2 ml/mouse twice a
day (daily dose 0.4 ml/mouse) during 5 days before infection and during 10
days after infection. Additionally ULD AB to IFNalpha, ULD AB to CD4 and
combination medication were added to drinking bowls of animals of
corresponding experimental groups (free access was allowed).

15 Reference drug oseltamivir was intragastrically introduced to mice (n=20)
twice a day with a dose of 10 mg/kg (daily dose 20 mg/kg) starting 1 hour
before infection. Oseltamivir was introduced during 5 days after infection.
During 4 days before infection and starting 6 days after infection distilled water
at a dose of 0,2 ml/mouse twice a day (daily dose 0,4 ml/mouse) was

20 intragastrically introduced instead of oseltamivir to mice of this experimental
group. Distilled water was intragastrically introduced to mice of control group
(n=20) twice a day at a dose of 0,2 ml/mouse (daily dose 0,4 mi/mouse). During
the whole experiment period drinking bowls of animals of these two
experimental groups contained distilled water (free access was allowed).

25 Efficacy of medications was evaluated by survival rate of animals.
Results of study of antiviral activity of ULD AB to IFNalpha and ULD AB to CD4
(stage 1) see in Table 6, results of study of antiviral activity of combination
medication (stage 2) see in Table 7. Statistical significance of differences
between experimental groups and control (distilled water) was calculated with

30 use of non-parametric chi-square criterion.

Table 6.
Antiviral activity of ULD AB to IFNalpha and ULD AB to CD4 in the model

of influenza infection at female Balb/c mice infected through intranasal
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10

15

introduction of influenza virus A/California/07/2009swl (H1N1) with a dose of
10LD50 (10" day after infection).

Survival, % Difference between % of survival
. in the group that received
No. Experr:)rzental 10LD50 medication and % of survival in
group the group that received distilled
water
1. uLD AB to o
IFNalpha 25 +5%
2. ULD AB to CD4 30 +10%
3. Oseltamivir 80* +60%
4. Distilled water 20 —

*-p <0.05 vs control

Table 7.

Antiviral activity combination medication containing ULD AB to IFNalpha
and ULD AB to CD4 in the model of influenza infection at female Balb/c mice
infected through intranasal introduction of influenza virus
A/California/07/2009swl (H1N1) with a dose of 10LD50 (10‘h day after

infection).

Survival, % Difference between % of survival
in the group that received

Experimental

No. medication and % of survival in
group 10LDS50 the group that received distilled
water
Combination
medication (ULD
1 AB to IFNalpha 30" +25%

+ ULD AB to
CD4 in 1:1 ratio) :
Oseltamivir 70* +65%
Distilled water 5 _

* - p < 0.05 vs control.

It is shown that survival of mice infected with influenza
A/California/07/2009swl (H1N1) with a dose of 10LD50 was higher at the stage
1 than at the stage 2: survival in the group that received distilled water was
20% and 5% respectively; survival in the group of comparative drug oseltamivir

was 80% and 70% respectively. It is the evidence of more expressed lethal
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effect induced through intranasal introduction of influenza virus
A/California/07/2009swl (H1N1) with a dose of 10LD50, at the stage 2 of the
study.

However, combination medication increased in 25% survival of

5 experimental animals infected with influenza virus A/California/07/2009swil
(H1N1) with a dose of 10LD50 as compared with control. Whereas survival in
the group that received ULD AB to IFNalpha was only 5% higher than the
survival in control group, and survival rate in the group received ULD AB to
CD4 was only 10% higher than the survival in control group.

10 So as the result of performed study it was shown that combined use of
ULD AB to IFNalpha and ULD AB to CD4 (combination medication) provides
more pronounced antiviral effect than separate components, in spite of the fact
that the dose of ULD AB to IFNalpha and ULD AB to CD4 as part of
combination medication is twice lower than the dose of ULD AB to IFNalpha

15 and ULD AB to CD4 tested as separate medications.

Example 7.

Investigation of efficiency of combined use of ultra-low doses of
antibodies to tumor necrosis factor alpha (mixture of homeopathic dilutions
20 C12+C30+C50) (hereinafter referred to as ULD Ab to TNFalpha) and ultra-low
doses of antibodies to CD4 (mixture of homeopathic dilutions C12+C30+C50)
(hereinafter referred to as ULD Ab to CD4) and ULD AB to TNFalpha and ULD
AB to CD4 separately in the context of influenza infection at mice-female of the
line Balb/c was performed on the basis of FSBI “SRI of influenza” Ministry of
25 health of social development of Russia (Saint Petersburg) in two stages. At the
first stage efficiency of ULD Ab to TNFalpha and ULD Ab to CD4 was
investigated, at the second stage efficiency of combined use of ULD AB to
TNFalpha and ULD Ab to CD4 (in 1:1 ratio) (hereinafter referred to as
combination medication) was investigated. Both during testing of combination
30 medication and during testing of ULD AB to TNFalpha and ULD AB to CD4
oseltamivir was used as comparative drug.
Infectious process was simulated through intranasal introduction of
influenza virus A/California/07/2009swl (H1N1) with a dose 10LD&0.
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between experimental groups and control (distilled water) was calculated with

use of non-parametric chi-square criterion.

Table 8.

25 Antiviral activity of ULD Ab to TNFalpha and ULD Ab to CD4 in the model
of influenza infection at female Balb/c mice infected through intranasal
introduction of influenza virus A/California/07/2009swi (H1N1) with a dose of
10LD50 (10" day after infection).

Survival, % Difference between % of survival in
the group that received

Experimental

No. medication and % of survival in
group 10LDS0 the group that received distilled

water

1, YLD Ab to 25 +5%

TNFalpha
2. ULD Ab to CD4 30 +10%
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/ Csel tamjvir |adm ngpati on| Mor noLDgoDay % fl Day 2
Eveni ng, Day 2 Morni ng Day 3 Eveni ng, Day ))’eﬁj é ng, Day
4 Ab IFI\k;anmL + Ab CDA +Ab Hi-s—n=6—Total-nrurberof Pm.\,..teé 66656 b 6 6
1 Combination
medication (ULD
1. | Ab to TNFalpha + 30* +25%
ULD Ab to CD4 in
1.1 ratio)
2. | Oseltamivir 70* +65%
3. | Distilled water 5 —
10 * - p <0.05 vs control.

It is shown that survival of mice infected with influenza
A/California/07/2009swl (H1N1) with a dose of 10LD50 was higher at the stage
1 than at the stage 2: survival in the group that received distilled water was

15 20% and 5% respectively; survival in the group of comparative drug oseltamivir
was 80% and 70% respectively. It is the evidence of more expressed lethal
effect induced through intranasal introduction of influenza virus
A/California/07/2009swl (H1N1) with a dose of 10LD50, at the stage 2 of the
study.

20 However, combination medication increased in 25% survival of
experimental animals infected with influenza virus A/California/07/2009sw!
(H1N1) with a dose of 10LD50 as compared with control. Whereas survival in
the group that received ULD Ab to TNFalpha was only 5% higher than the



Thenunber of patientswith normal tenperature 0 0 2 3 4 4 6 5 Proportionof
patientswith normal tenperature , ok 0 0 33.3 50.0 66.7 66.7 100. 0 83.3 1
Ab | FNgarwe 2012ad@328ami vir , n=11 n=30 Tot al nunber of pat PERIB2011/00237011 11 11
11 11 10 Thenunber of 47

survival in control group, and survival rate in the group received ULD Ab to
CD4 was only 10% higher than the survival in control group.

So as the result of performed study it was shown that combined use of

ULD Ab to TNFalpha and ULD Ab to CD4 (combination medication) provides

5 more pronounced antiviral effect than separate components, in spite of the fact

that the dose of ULD Ab to TNFalpha and ULD AB to CD4 as part of

combination medication is twice lower than the dose of ULD Ab to TNFalpha

and ULD AB to CD4 tested as separate medications.

10 Example 8.
Pharmaceutical composition (tablets) containing activated potentiated form

of ultra-low doses (ULD) antibodies to interferon gamma (Ab IFNgamma),
antibodies to CD4 (Ab CD4), antibodies to histamine (Ab His), impregnated
onto lactose in the form of aqueous alcoholic solution of mixture of

15 homeopathic dilutions C12, C30, C200 of each (Ab IFNgamma + Ab CD4 +Ab |
to His) was used in the study.

In the double blind placebo-controlled study being conducted at present
both men and women aged 18-60 years with viral URI's accompanied with
intoxication, catarrh signs are enrolled. Patients with body temperature 37.8 °C

20 and higher (provided that the temperature is registered at the onset of the
disease), with the duration of the disease not exceeding 48 hours by the time of
the therapy onset, not having severe complications were included in the study.
Express test to detect influenza virus antigens was conducted. Patients with
positive test results were not included in the study. Prior to the beginning of all

25 the procedures the patients sign Informed consent to participate in the study.
The patients were given diaries, in which body temperature twice daily,
concomitant therapy, etc were registered. The patients receive Ab IFNgamma +
Ab CD4 +Ab His or placebo at a dose of 8 tablets daily on Day 1 and at a dose
of 3 tablets daily on Days 2-5. If required the patients were allowed to take

30 antipyretics. The intake of antiviral, immunomodulating, antihistamines and
antibiotics is not allowed. Prior to start of therapy and at the last visit blood and
urine samples are collected for assessment of laboratory parameters aimed at

monitoring the safety of the conducted therapy. The overall therapy duration is
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5 days, the duration of follow-up observation period is 2 days. Thus the
duration of each patient’s participation in the study is 7 days.

Time to reducing body temperature down to 37.0 °C and lower was
considered as the therapy efficacy criterion; besides the number of antipyretics

5 intakes was compared.

By the time when the analysis was conducted 78 patients finished the
therapy (40 patients received Ab IFNgamma + Ab CD4 +Ab His, 38 patients
received placebo). The proportion of patients with the body temperature
reduced down to 37.0 °C and lower are represented on Figure 1. The Figure

10 shows that Ab IFNgamma + Ab CD4 +Ab His administration by the end of Day
2 from onset of the therapy resulted in 17.4% reduction in the patients’ body
temperature as compared to placebo group (p<0.05). At that the number of
antipyretics intakes in the groups was significantly lower than in anti- Ab
IFNgamma + Ab CD4 +Ab His group (3.5+0.25 intake of antipyretics by the end

15 of Day 2 of the treatment vs 3.9+0.32 in placebo group, p<0.05). Ab IFNgamma
+ Ab CD4 +Ab His superiority over placebo group was seen as early as in the
morning of Day 2 of the treatment and maintained all over therapy period.

Data of all 78 patients involved in the study and having finished the
treatment in due terms were included in safety analysis; no discharge of

20 patients were registered. Good drug tolerability was seen during the whole
observation period. No adverse events related to Ab IFNgamma + Ab CD4 +Ab
His administration was registered. Blood tests conducted at the onset of the
treatment and at the end of it did not show any pathologic deviations from
norm. Urine analysis made on Day 1 and the last day of the study also did not

25 reveal pathological changes in all patients.

When comparing the data with the results obtained during double blind
placebo controlled randomized study of clinical efficacy and safety of Ab
IFNgamma administration in influenza and other viral URI's conducted in 2005
(Influenza RI, RAMS, Saint- Petersburg, 2005) it was revealed that Ab

30 IFNgamma + Ab CD4 +Ab His reduces body temperature more effectively than
Ab IFNgamma (Figure1, Table 10 and Table 11).
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Table 10. Proportion of patients with body temperature reduced down to
37,0 °C and lower on the background Ab IFNgamma + Ab CD4 +Ab His
/placebo administration

Day | Day | Day | Day | Day | Day | Day
1, 1 2, 2 3, 3 4,
morn | even | morn | even | morn | even | morn
ing ing ing ing ing ing ing

s E Total numberof 140 |40 |40 {40 |40 |40 |40

TE patients

o8 The number of

ez 2 patients with

25+ normal 19 |20 |24 |28 |27 |30 |31

<3 temperature

é T 8 Proportion of

~ & g2 |patients with

aa <y [pormal

<<+ S |iemperature ,% | 47.5 |50.0 |60.0 |70.0 |67.5 [75.0 |77.5
Total numberof |39 |38 |38 |38 |38 |38 |38
patients
The number of

o patients with

" normal 18 |17 |19 |20 |23 |24 |27
temperature

2 Proportion of

it patients with

& normal 47.4 |44.7 | 50.0 | 52.6 | 60.5 |63.2 | 71.1
temperature , %

3 Total numberof 139 130 |30 |30 |30 |30 |30

1] patients

< The number of

’g patients with

£ normal 0 3 14 |12 (18 |19 |25

© temperature

g Proportion of

w patients with

< normal 0 [10.0 |46.7 |40.0 |60.0 |63.3 [83.3
temperature , %
Total numberof |39 |39 |30 |30 |30 |30 |30
patients
The number of

% patients with

< normal 0 0 10 |7 16 |15 |28

«" temperature

8 Proportion of

bt patients with ,

a normal o |o |33.3|23.3|53.3 (500|933
temperature , %
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Table 10 — Continue

Day Day Day Day Day |Day7

eveni | morni | eveni | morni | eveni | morni
ng ng ng ng ng ng
Total number of 40 40 40 40 40 40
patients -
The number of
patients with
normal 33 |36 |38 |40 |40 |40
temperature
Proportion of
patients with

normal
temperature , % 82.5 90.0 95.0 100.0 {100.0 | 100.0

Total number of 38 38 38 38 38 38
patients

The number of
patients with
normal 24 |20 |30 |33 |37 |38
temperature
Proportion of
patients with

normal 63.2 |76.3 [(78.9 |86.8 [97.4 |100.0
temperature , %

Total number of 30 30 30 30 30 30
patients

The number of
patients with _
normal 29 |29 |30 |29 |30 |29
temperature
Proportion of
patients with

normal 96.7 (96.7 [100 |96.7 [100 |96.7
temperature , %

Total numberof 135 30 (30 |30 |30 |30
patients

The number of
patients with
normal 28 |28 |30 |30 |30 |30
temperature
Proportion of
patients with
normal 93.3 |93.3 |100 (100 {100 |100
temperature , %
* According to the results of double blind placebo controlled randomized

40

Ab t GI+ Ab to Cd4+
Ab toH Ab IFNgamma

+ Ab CD4 +Ab His,

n

Placebo n =38

IFNgamma*,

Ab
n=30

Placebo*, n=30

study of clinical efficacy and safety of Ab IFNgamma administration in influenza
5 and other viral URI's conducted in 2005 (Influenza RI, RAMS, Saint-
Petersburg, 2005)
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Table 11. Mean values of body temperature in patients depending on

treatment groups, °C, M + SD

Day1,{Day 1|Day2,|Day 2|Day3,|Day 3|Day4,
mornin | evenin [ mornin | evenin | mornin | evenin | mornin
g g g g g g g
+ QO
a2 o < o
< E X7
§8 ; 37.5+0 | 37.7+ |37.2+ |37.1+ |36.840 (36.8x |36.7+
£ 2 T |54 |056 067 053 [.43 [049 |0.31
2
® o |37.60 |37.6x |[37.2+ |37.1% 36.9+0 | 36.9+ |36.8+%
(a2}
5 gol.71 0.63 0.48 0.49 41 0.36 0.49
(1]
o £
< E
S & |38.1+0 |38.0+ |37.4+ |37.3x |37.120 |37.0+ |36.8%
]
& < |62 |os58 |080 |061 |.50 |0.47 |0.35
[@]
o o
8 ¢ |38.0+0 {38.0+ |37.4+ |37.4t |[37.0:0 |37.0+ |36.8+
1]
a ::_ .48 0.50 0.60 0.47 37 0.42 0.23
Table 11 Continue
Day 4|Day 5 ,{Day 6&6|Day 6 ,|Day 6 |Day 7 ,
evening | morning | evening [ morning | evening | morning
+ 0o
2 ET¥
E ¥ ¢
s 8 s |36.6£0. |36.6+0. |36.6+0. |36.6% 36.6+ 36.6+
£ 2T |33 25 23 0.22 0.15 0.18
2
® o |[36.7£0. |36.6+0. | 36.6+0. 36.6¢ 36.5+ 36.5%
m m
o & [37 32 21 0.28 0.18 0.18
]
o E
< E
S & |36.6+0. |36.6+0. |36.5+0. |36.6% 36.6x 36.6%
1]
& < |32 21 26 0.21 0.26 0.26
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2
2 o |36.6:0. |36.6:0. |36.6:5. |36.6x |36.5: |36.6%
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* According to the results of double blind placebo controlled randomized
study of clinical efficacy and safety of Ab IFNgamma administration in
influenza and other viral URI's (Influenza RI, RAMS, Saint- Petersburg,
2005)

5 Example 9.

Pharmaceutical composition (tablets) containing activated potentiated
forms of ultra-low doses (ULD) antibodies to interferon — gamma (Ab
IFNgamma), antibodies to CD4 (Ab to CD4), antibodies to histamine (Ab to
His), impregnated onto lactose in the form of aqueous alcoholic mixture of

10 homeopathic dilutions C12, C30, C200 of each (Ab IFNgamma + Ab CD4 +Ab
His) was used in the study.

In the open- label comparative controlled clinical study of Ab IFNgamma +
Ab CD4 +Ab His and Tamiflu® (F.Hoffmann-La Roche Ltd - Switzerland,
Oseltamivir) study being conducted at present both men and women aged 18-

15 60 years with influenza accompanied by intoxication, catarrh signs are enrolled.
Patients with body temperature 37.8 °C and higher (provided that the
temperature is registered at the onset of the disease), with the duration of the
disease not exceeding 48 hours by the time of the therapy onset, not having
severe complications were included in the study. Express test to detect

20 influenza virus antigens was conducted. Patients with positive test results were
included in the study. Prior to the beginning of all the procedures the patients
sign Informed consent to participate in the study. The patients were given
diaries, in which body temperature twice daily, concomitant therapy, etc were
registered. The patients receive Ab IFNgamma + Ab CD4 +Ab His at a dose of

25 8 tablets daily on Day 1 and at a dose of 3 tablets daily on Days 2-5 or or
Tamiflu at a dose of 75 mg 2 TID according to patient's information leaflet. If
required the patients were allowed to take antipyretics. The intake of antiviral,
immunomodulating, antihistamines and antibiotics is not allowed. Prior to start
of therapy and at the last visit blood and urine samples are collected for

30 assessment of laboratory parameters aimed at monitoring the safety of the
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conducted therapy. The overall therapy duration is 5 days, the duration of
follow-up observation period is 2 days. Thus the duration of each patient's
participation in the study is 7 days.

Time to reducing body temperature down to 37.0 °C and lower was

5 considered as the therapy efficacy criterion; besides the number of antipyretics

intakes was compared.

By the time when the analysis was conducted 17 patients have finished
the therapy (6 patients in Ab IFNgamma + Ab CD4 +Ab His group and 11
patient in Oseltamivir group).

10 Proportions of patients with the body temperature reduced down to 37.0°C
and lower in the groups did not significantly differ in the course of therapy. As
early as by Day 4 of the treatment patients of both groups practically recovered
(see Figure 2). As early as by Day 2 of the treatment in 1/3 of patients of both
groups normalization of body temperature was registered. The difference in

15 mean number of antipyretic intakes also was not significant and by the morning
of Day 4 of the therapy was 7.6+0.8 in the group receiving Ab IFNgamma + Ab
CD4 +Ab His and 7.4£0.90 in Oseltamivir group respectively.

Data of all 17 patients involved in the study and having terminated the
treatment in due terms were included in safety analysis; no discharge of

20 patients were registered. Good drug tolerability was seen during the whole
observation period. No adverse events related to Ab IFNgamma + Ab CD4 +Ab
His administration was registered. Blood tests conducted at the onset of the
treatment and at the end of it did not show any pathologic deviations from
norm. Urine analysis made on Day 1 and the last day of the study also did not

25 reveal pathology in all patients.

When comparing the data with the results obtained during double blind
placebo controlled randomized study of clinical efficacy and safety of Ab
IFNgamma administration in influenza and other viral URI's conducted in 2005
(Influenza RI, RAMS, Saint- Petersburg, 2005) it was revealed that Ab

30 IFNgamma + Ab CD4 +Ab His reduces body temperature more effectively than
Ab IFNgamma (Figure 2, Table 12 and Table 13).
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°C and lower values on the background of Ab IFNgamma + Ab CD4 +Ab His

/Oseltamivir administration

Morni| Eveni| Morni| Eveni{ Morni| Eveni| Morni| Eveni
ng ng, ng ng, ng ng, ng ng, v
Day 1{ Day 1| Day 2| Day 2| Day 3| Day 3| Day 4{ Day 4
< Total number off
8 atients 6 6 6 6 6 6 6 6
o The number of] '
< patients with
+ normal
© temperature
Ec'? 0 0 2 3 4 4 6 5
© < | Proportion of|
2 & | patients with
W I | normal temperature
2% |. % 100.
<+ 0 0| 33.3] 50.0| 66.7| 66.7|0 83.3
Total number off
patients
11 11 11 11 11 11 11 10
The number of
patients with
A normal
o temperature
N 0 1 4 5 5 6 10 8
= Proportion of|
= patients with
£ | normal temperature
o |, %
© 0 9.1 36.4| 45.5 455 54.5| 90.9| 80.0
. Total number off
patients 30 30 30 30 30 30 30 30
@ The number off
E patients with
g normal
> temperature 0 3 14 12 18 19 25 29
L Proportion of]
o | patients with
a§ | normal temperature
<< [L% 0| 10.0] 46.7| 40.0] 60.0] 63.3] 83.3] 96.7
Total number off
patients 30 30 30 30 30 30 30 30
The number of
=4 patients with
] normal
5 [temperature o o 10 7| 16 15/ 28 28
8 Proportion of]
o patients with
Lo} normal temperature
o , %o 0 0| 33.3] 23.3] 53.3] 50.0] 93.3] 93.3




Mor ni
4 Eveni

ng Day 2 Eveni
ng, Day 4 38.5 38.1 37.2 37.2 36.5 36.8 36.5 36.6 Ab IFN + Ab I FlI

ng,

Day 2 Mor ni

ng Day 3 Eveni

ng,

Day 3 Mor ni

+ Ab C H¥WO020»/M%280.62 1.01 0.67 0.61 0.47 0.37 0.46 OPEIIBIAIYDG2470,
38.1 37.3 37.3 36.9

'h
'h

Table 12. Continue

Mornin| Evenin| Mornin| Evenin{ Mornin| Evenin| Mornin
g Day| g, Day|g Day| g, Day|g Day|g, Day|g Day
5 5 6 6 7 7 8
< Total number off
S | patients 6 6 5 5 4 4| N/A
o The number of]
< patients with
; normal
E © | temperature 6 6 5 5 4 4] N/A
E < [ Proportion of
g,«g’ patients with
i T | normal temperature
22| %
< + 100.0{ 100.0{f 100.0[ 100.0[ 100.0{ 100.0| N/A
Total number of
patients
10 10 9 7 5 4 3
The number off
patients with
normal
temperature
e 9 9 9 7 5 4 3
N Proportion of] ‘
'S patients with
1S normal temperature
S |, %
3
o 90.0| 90.0[ 100.0] 100.0| 100.0] 100.0] 100.0
Total number of
o patients
Yy 30 30 30 30 30 30 30
c The number of ‘
o patients with
€ normal
€ |temperature 29 30 29 30 29 30 30
g Proportion of]
w patients with
e normal temperature
< |,% 96.7| 100/ 96.7] 100 96.7| 100 100
Total number of
patients 30 30 30 30 30 30 30
The number of
o patients with
(o}
" normal
.- temperature 28 30 30 30 30 30 30
9 Proportion of|
o patients with
© normal temperature
o , % 93.3 100 100 100 100 100 100

ng Day
n=11



36.9 36.7 36.8 36.5 0.82 0.71 0.72 0.53 0.47 0.46 0.37 0.38 *cri-

E 38.138.0 37.4 37.3 37.1 37.0 36.8 36.6 Eca z cn -0 "Il <=1c¢ 0.62 0.58
0. 80 WO 2012/017328 PCT/IB2011/002470
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* According to the results of double blind placebo controlled randomized
study of clinical efficacy and safety of Ab IFNgamma administration in influenza
and other viral URI's (Influenza Rl, RAMS, Saint- Petersburg, 2005)

5
Table 13.Mean values of body temperature in patients depending on
treatment groups, °C, M £ SD
Morni { Eveni | Morni | Eveni | Morni | Eveni | Morni Evelni
ng ng, ng ng, ng ng, ng ng,
Day 1 |Day 1 |Day2 | Day2|{Day 3 |[Day 3 |Day4 | Day 4
mé’g
EEY e
g‘Z”SC_ 38.5¢ | 38.1+ | 37.2+ | 37.2+ | 36.5+| 36.8+ | 36.5+ | 36.6+
ELL-U_Q 0.49 | 0.62 1.01 0.67 | 0.61 0.47 | 0.37 | 0.46
22T
<<+
+
S |
%T—' 38.1+| 37.3+ | 37.3+| 36.9+| 36.9+| 36.7+ | 36.8+| 36.5¢
gé 082 071 | 072 | 053 | 047 | 046 | 0.37 | 0.38
S
"
E 38.1+ | 38.0+ | 37.4+ | 37.3+| 37.1+| 37.0+ | 36.8% | 36.6+
S 0.62 | 0.58 | 0.80 | 0.61 0.50 | 0.47 | 0.35 | 0.32
22
ra—-
5 ‘
38 38.0+| 38.0+ | 37.4+| 37.4+| 37.0+| 37.0t | 36.8+| 36.6+
8& 048 | 050 | 060 | 0.47 | 037 | 0.42 | 0.23 | 0.34
a
10

15



0.61 0.50 0.47 0.35 0.32 4, _oa) "" 38.038.0 37.4 37.4 37.0 37.0 36.8
36.6 co c 0.48 0.50 0.60 0.47 0.37 0.42 0.23 0.34 E WO
2012/ 017320RC/U1BR2811/ 002470 57 Tabl e 13. Conti nue PCT/1B2011/002470
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Table 13.Continue

Mornin | Evenin | Mornin | Evenin | Mornin | Evenin | Mornin
g Day g, Day|g Day|g, Day|g Day|g, Day|g Day
5 5 6 6 7 7 8
2ES
S+
ggg < 36.5:0.| 36.6+0.| 36.4+0. | 36.5£0.| 36.4£0.) 36.5+0.| -
ZiO 4 26 28 35 20 26 22
223"
<
<+
3
g: 36.710.( 36.5+0.| 36.620.| 36.30.| 36.5+0. | 36.6+0.| 36.5+0.
= ¢ 25 21 21 19 10 12 14
(1]
o)
.(U
E 36.6+0.| 36.5+0.| 36.6+0.| 36.6+0.| 36.6+0.( 36.5+0.| 36.5+0.
5 21 26 21 26 26 27 23
28
SE
(@]
23 36.6+0.| 36.6+5.| 36.6+0.| 36.5+0.| 36.6+0.| 36.5+0.| 36.4+0.
g ¢ 28 42 21 24 18 19 21
0.

* According to the results of double blind placebo controlled randomized
study of clinical efficacy and safety of Ab IFNgamma administration in influenza
and other viral URI's (Influenza RI, RAMS, Saint- Petersburg, 2005)

Example 10.
Pharmaceutical composition (tablets) containing activated potentiated

forms of ultra-low doses (ULD) antibodies to interferon — gamma (Ab
IFNgamma), antibodies to CD4 (Ab to CD4), antibodies to histamine (Ab to
10 His), impregnated onto lactose in the form of aqueous alcoholic mixture of
homeopathic dilutions C12, C30, C200 of each (Ab IFNgamma + Ab CD4 +Ab
His) was used in the study.
In the present double blind placebo controlled study of efficacy and
safety of Ab IFNgamma + Ab CD4 +Ab His in viral URI's (Example 8) and in the
15 present open-label comparative study of Ab IFNgamma + Ab CD4 +Ab His

efficacy and safety in influenza (Example 9) the number of complications



Mornin g Day 5 Evenin g, Day 5 Mornin g Day 6 Evenin g, Day 6 Mornin g Day
7 Evenin g, Day 7 Mornin g Day 8 Ab | FNgamma + Ab | FNgamm + Ab CD4 +Ab

Hi s, n=6 806.2802/0128836. 60. 28 36.40. 35 36.50. 20 36.40. PLH/1BBI150024722 ND
Gseltamvir, , n=11 36.70. 25 36.50. 81 36.60. 21 36.30. 19 36.50. 10
36.60. 12 36.50.

including  bacterial ones (bacterial pneumonia, tracheitis, otitis,
glomerulonephritis, etc) developed on the background of acute infectious
process were assessed in addition.

If the body defense system works properly infectious process can be

5 arrested or localized, thus does not lead to the development of evident clinical
symptoms, i.e. adequate defense reaction causes quick infectious agent
inactivation, restoration of the body impaired functions and the recovery.
Different situation can be seen in the subjects highly sensitive to infectious
agent and lacking the proper mechanism of specific and non- specific defense

10 (immunocompromized patients). [n such cases increasingly replicated
infectious agents and products of their interaction with epithelial and immune
cells as well as damaged cells penetrate into blood causing the development of
severe disease course, devélopment of complications and potential poor
outcome.

15 The use of Ab IFNgamma + Ab CD4 +Ab His both in influenza and viral
URI's caused considerable reduction in the frequency of bacterial complications
as compared to placebo (Table 14) and therefore to reduction in antibacterial
therapy. It seems that the drug inhibits the development of secondary immune
deficit at the stage of recovery exerting immunomodulating effect and

20 enhancing the body natural defense. The ability of Ab IFNgamma + Ab CD4
+Ab His to reduce the frequency of bacterial complications development
exceeded that of Ab IFNgamma.

Table 14. The frequency of bacterial complications

Bacterial complications

Drug Number of ™ Gyitis™ | Tracheiti | Pneumon | Total

patients n/ % s ia n/ %
n/% n/%

Ab [IFNgamma +

Ab CD4 +Ab His 40 0/0 1/2.5 0/0 1/2.5

(viral URI's)

Placebo  (viral | 54 3/79 | 7/184 | o0/0 |10/263

URI's) ' : '

Ab IFNgamma +

Ab CD4 +Ab His 6 0/0 0/0 0/0 0/0

(influenza)

Oseltamivir

(influenza ) 11 0/0 2/18.2 1/9.1 3/27.2




14 443 EE ca m Z 01 -0 nii < - ¢ 36.60. 21 36.50. 26 36.60. 21 36.60. 26
36.60. 26 36.50. 27 36.50. 23 6 _¢c) Q cac Ei : 36.60. 28 36.65. 42
36.60. 2mWwee/ep1724 36. 60. 18 36.50. 19 36.40, 21 PCT/IPM3bP@HTg to the
results of double blind placebo contr¥l|ed random zed study of clinical
efficacy and safety of Ab | FNganma admi nistration in influenza and ot her
viral URI's (Influenza RI, RAMS, Saint- Petersburg, 2005)

Ab IFNgamma
(influenza and viral 30 1/3.3 2/6.7 0/0 3/10.0
URI's ) *

Placebo (influenza
and viral URI's)* 30 4/13.3 | §/16.7 0/0 9/30

* According to the results of double blind placebo controlled randomized

study of clinical efficacy and safety of Ab IFNgamma administration in influenza
and other viral URI's (Influenza RI, RAMS, Saint- Petersburg, 2005)

5 Example 11.
To study the activity of pharmaceutical compositions for the treatment of

patients of the group No.1 tablets 300 mg impregnated onto pharmaceutical
composition containing aqueous-alcoholic solutions (6 mg/tablet) of activated-
potentiated forms of rabbit polyclonal affinity purified antibodies to human
10 interferon gamma (anti-IFN-y) and CD4 (anti-CD4) in ultra-low doses (ULD)
obtained by means of ultra dilution of initial matrix solution in 100'?, 100°°,
100°° times equal to mixture of centesimal homeopathic dilutions C12, C30,
C50 were used; for treatment of patients of group No. 2 300 mg impregnated
onto pharmaceutical composition containing aqueous-alcoholic solutions (6
15 mg/tablet) of activated-potentiated forms of rabbit polyclonal affinity purified
antibodies to human interferon gamma (anti-IFN-y) and CD4 (anti-CD4) and
histamine (anti-His) in ultra-low doses (ULD) obtained by means of ultra dilution
of initial matrix solution in 100'%, 100%°, 100%° times equal to mixture of
centesimal homeopathic dilutions C12, C30, C50 were used; for treatment of
20 patients of group No. 3 tablets 300 mg impregnated onto pharmaceutical
composition containing aqueous-alcoholic solutions (3 mg/tablet) of activated-
potentiated forms of rabbit polyclonal affinity purified antibodies to human
interferon gamma (anti-IFN-y) in ultra-low doses (ULD) obtained by means of
ultra dilution of initial matrix solution in 100'%, 100%, 100%° times equal to

25 mixture of centesimal homeopathic dilutions C12, C30, C50 were used.
Antiretroviral activity of pharmaceutical compositions ULD anti-IFN- y +
anti-CD4 and ULD anti-IFN- y + anti-CD4 + anti-His has been evaluated in the
course of the open-label comparative clinical trial with participation of the
human immunodeficiency virus (HIV) infected patients at Local Centre for

30 Prevention and Fight Against AIDS and Infectious Diseases. The study
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aqueous al coholic m xture of homeopathic dilutions C12, C30, C200 of each
(Ab I FNgamma + Ab CD4 +Ab His) was used in the study. In the present double
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ant i bact ecrqrffﬁsr’f’ﬁ%'f‘g&}g\é\? %"88@3%(??& qttﬂ@eiif’ﬁ@e? ygofgvﬁeé(s devel opnent of
seconpiary i mmdne dﬁétiemt$ oatgrmlmer\mt age=29) wereopmsynbxemnmgLDnammmﬁmdul ating
ef f ect and 20 e nat al

Fhganm b AN CEB IRPTLRT A B Y @y BRTERE; nar2hat pissetipst vih

conpl i catWiohanda# ik Qprrramtﬁ -0t e eXiRT (sUtgroap 1BbnkEFBlgamma. Tabl e 14. The
frequency of bact eri

conplications® ?t?ﬁl %s %‘?p?'ygg%zp%ﬁ%gyeng(%ffggﬁgeunggﬁ‘ﬁaa?ﬁ?ﬁ /oerl'lo?!al
n/ "Yo Abj FN\gatin@B4 + anti-His (subgroup 2A: treatment naive patients, n=11) or
20 prescribed with ULD anti-IFN- y + anti-CD4 + anti-His + ART (subgroup 2B,
n=12);

. patients of group No 3 (n=27) were prescribed with ULD anti-IFN-
Y (subgroup 3A: treatment naive patients, n=11) or prescribed with ULD anti-
IFN- y + ART (subgroup 3B, n=16).

25 The control group (group No 4, n=22) included patients who continued
receiving ART alone in accordance with the earlier prescription (ART group).

At a baseline and after 6-week therapy viral load, CD4 n CD8
lymphocytes counts, CD4/CD8 immunoregulatory index were assayed in all the
patients. To detect HIV-1 RNA copies in blood plasma the COBAS AMPLICOR

30  HIV-1 MONITOR Kit (version 1,5 for automatic PCR-analyzer COBAS
AMPLICOR, Roche, Switzerland) were used. Phenotyping of peripheral blood
circulating lymphocytes was carried out on flow cytofluorometer FACSCount
(Becton Dickinson, USA) using FACSCount Reagent Kit, which contain FITC
PE fluorochrome-labeled antibodies to CD3, CD4, CD8.



Ab CD4 +Ab Hi's (viral URI's) 400/ 01/ 2.50/ 01/ 2.5 Placebo(viral
URI's) 38 3/ 7.97/ 18.4 0/ 0 10 / 26.3 Abl FNgamma+ Ab CD4 +Ab Hi s
(influen2&® 2612017328 0 / 0 0/ 0 O/ O GCseltamvir (infPGEABZ1)/0022700

61

Date on viral load (the number of copies of HCV RNA) presented in the
table 15 as median (Me) and the range between first and third quartiles [Q1-
Q3]. The study results indicate that 6-week treatment with ULD anti-IFN- y +
anti-CD4 decreased the number of RNA HIV-1 copies in 58% treatment naive

5 patients (in 7 out of 12 people of 1A subgroup), the average viral load decrease
was 16.9%. Combination of ULD anti-IFN- y + anti-CD4 and ART showed
comparable efficacy, the number of HIV-1 RNA copies decreased in 62% of
patients (in 8 out of 13 people in 1B subgroup), and the average viral load
decrease from the baseline was 18.2%. Similar results were obtained in

10 patients received ULD anti-IFN- y + anti-CD4 + anti-His: antiviral activity was
registered in 55% HIV-infected treatment naive patients (in 6 out of 11 people
in 2A subgroup) and in 67% of patients receiving combination of ULD anti-IFN-
y + anti-CD4 + anti-His and ART (in 8 out of 12 people in 2B subgroup); the
average viral load decrease was 17.3% and 18.9% respectively. Antiretroviral

15 activity observed in the first two groups was somewhat higher compared with
the treatment outcome in control group. ULD anti-IFN- y monotherapy for 6
weeks decreased the number of HIV-1 RNA copies in 36% treatment naive
patients (in 4 out of 11 people in 3A subgroup), the average viral load decrease
was 9.5%. The combination of ULD anti-IFN- y and ART improved the efficacy

20 of therapy: the viral load decrease was registered in 50% of patients (in 8 out of
16 people in 3B subgroup), the average viral load decrease was 14.2%. In
patients taking only ART (group No 4) the decrease in viral load were detected
in 32% of patients (in 7 out of 22 patients) and an average viral load decrease
13.3%.

25 An assessment of circulating lymphocytes subpopulations during the
study (Table 16) revealed more pronounced as compared to the control group
increase in number of CD4 lymphocytes after 6-week therapy in ULD anti-IFN-
y + anti-CD4, ULD anti-IFN- y + anti-CD4 + anti-His and ULD anti-IFN-y as a
monotherapy in treatment naive patients (groups 1A, 2A and 3A) or in

30 combination with ART (subgroups 1B, 2B wn 3B). The number of CD8
lymphocytes after 6-week therapy (without or in combination with ART)
remained unchanged in all study groups. The positive dynamics in CD4-
lymphocytes count in the course of the treatment resulted in increase in

CD4/CD8 immunoregulatory index, which was most significant in the subgroups
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Abl FNgamma (i nfluenza and viral URI's )* 30 1/ 3.32/ 6.70/ 03/ 10.0
Pl acebo (We20énzxn8and viral URI's)* 30 4 / 13.3 5 / 16PZTOB20100@470 30

* According to the results of double 8l ind placebo controlled random zed
study of clinical efficacy and safety of Ab | FNganma admi nistration in

I nfl uenza and other viral URI's (Influenza R, RAMS, Saint- Petersburg,
2005) 5Exanpl e 11. To study the activity of pharmaceuti cal
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acti vat ecbomhﬁéﬁ isafetyl of tHemBeatingrabbi t poI yclonal affinity purified
anti bodies to

hi st ani ne (antTF'“H 'E%%é{-.f%@%yg%%%ségaq?%l_B@%ﬁ%gaﬁga% %EQ&TE SP“LI ?Pg
di | ution 1eN-iyitarai-Coat ank UM whtidANL-ry J:Oé}iIIQCDEOQBantILB&Spham&qmaI to
U Lot B s RIS fl ' SR uE R B
phar naceutebe@tbrs;wmas btdcks mvmemeIMamgnaqmaws:eah capxhtbblso suplpuésmssHl(\B
e enboasG e SR R S AR b BRGHARTA s L),
doses ( UL@):temdmt at wed shywmethas thaf vicditload debwaiseratcbhe |e|ndt6-adeem|urse ebl ution
in 10012, , 1003, FQPS, 41 IBS c88ha 'L anti-IFN- v + anti-CD4 + anti-His in the
15 dose of 1 tablet a day was more pronounced compared to that of 6-week
treatment with ULD anti-IFN- y in the same dose or in patients continued
receiving ART alone in accordance with the earlier prescription. The
combination of ULD anti-IFN- y + anti-CD4, ULD anti-IFN- y + anti-CD4 + anti-
His or ULD anti-IFN- y medication with ART somewhat increases the antiviral
20 activity of the latter, which was revealed as the decrease of average viral load
after 6 weeks in a larger proportion of patients.
The influence of ULD anti-IFN- y + anti-CD4 and ULD anti-IFN- y + anti-
CD4 + anti-His on CD4/CD8 lymphocytes ratio in HIV-infected patients (due to
a decrease in the number of CD4 cells) was shown, which was most evident
25 when combined with ART,. Taking into consideration a simultaneous viral load
decrease in patients taking ULD anti-IFN- y + anti-CD4 and ULD anti-IFN- y +
anti-CD4 + anti-His, one can assume that the increase in the number of CD4
cells is associated with population recruitment at the expense of healthy (non-
infected) cells. Combination of ART with ULD anti-IFN- y + anti-CD4, ULD anti-
30 IFN- y + anti-CD4 + anti-His or ULD anti-IFN- y more effectively recovers
CD4/CD8 immunoregulatory index than ART alone does.
The observed antiretrovirai activity of pharmaceutical compositions
containing ULD anti-IFN-y + anti-CD4 and ULD anti-IFN- y + anti-CD4 + anti-
His makes it possible to use them for the treatment and prophylaxis of HIV
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6Vesks O TTEat ”Eﬂr and ULD anti-IFN-y (n=16)
Initially 491 £ 49 0.55 + 0.06
After 6 weeks of treatment 623 + 45 0.67 + 0.05*
ART (n=22)
Initially 510 £ 29 0.44 £ 0.06
After 6 weeks of treatment 595 + 35 0.50 £ 0.12

* difference is significant vs baseline at p<0,05



4754 [278-57426] ART and ULD anti-IFN- y + anti-CD4 + anti-H (Me [Ql-@3])
Basel i ne 5189 [350-59798] 18.9 After 6 weeks of treatnent 46108 [269-47987]
ULD anti -WBR01§0173B [ QL- B8] ) Basel i ne 5813 [ 150-33356] ®C¥/1B1&P028700eeks of
treatment 5786 [150-38359] ART and WD anti-IFN- y (Me [QL-Q3]) Baseline
4680 [274-9838] 14.2 After 6 weeks of treatnment 4652 [272-8874] ART (M
[ QL- B]) Baseline 5547 [385-58996] 13.3 After 6 weeks of treatnent 5308
[ 338-57709] 64 Table 16 G rcul ati ng Lynphocytes Subpopul ation |evel in
Patients of SeEwdphpk aaps Observation Period CD4. cl/ncl (MSE) CD4 / CD8 (M
SE) ULD anti- 1I'gl\sl-tuch rheazra]ct:tilv_it% pghna:rr]hzgceutical compositions for the treatment of
patients of the group No.1 tablets 300 mg impregnated onto pharmaceutical
composition containing aqueous-alcoholic solutions (6 mg/tablet) of activated-
5 potentiated forms of rabbit polyclonal affinity purified antibodies to human
interferon gamma (anti-IFN-y) and CD4 (anti-CD4) in ultra-low doses (ULD)
obtained by means of ultra dilution of initial matrix solution in 100'?, 100,
100°° times equal to mixture of centesimal homeopathic dilutions C12, C30,
C50 were used; for treatment of patients of group No. 2 300 mg impregnated
10 onto pharmaceutical composition containing aqueous-alcoholic solutions (6
mg/tablet) of activated-potentiated forms of rabbit polyclonal affinity purified
antibodies to human interferon gamma (anti-IFN-y) and CD4 (anti-CD4) and
histamine (anti-His) in ultra-low doses (ULD) obtained by means of ultra dilution
of initial matrix solution in 100'2, 100%°, 100°° times equal to mixture of
15 centesimal homeopathic dilutions C12, C30, C50 were used; for treatment of
patients of group No. 3 tablets 300 mg impregnated onto pharmaceutical
composition containing aqueous-alcoholic solutions (3 mg/tablet) of activated-
potentiated forms of rabbit polyclonal affinity purified antibodies to human
interferon gamma (anti-IFN-y) in ultra-low doses (ULD) obtained by means of
20 ultra dilution of initial matrix solution in 1002, 100%°, 100%° times equal to
mixture of centesimal homeopathic dilutions C12, C30, C50 were used.
Evaluation of efficacy of three pharmaceutical compositions containing
ULD anti- IFN-y+anti-CD4, ULD anti- IFN-y+anti-CD4+anti-His and ULD anti-
IFN-y in the treatment of chronic viral hepatitis C was performed in the course
25  of comparative parallel group study. Eighteen patients (14 men and 4 women)
at the age of 27-52 were enrolled. Diagnosis of hepatitis C was confirmed by
serum markers (anti-HVC and HCV RNA). All patients included to the study had
2" or 3" genotype HCV, mild slowly progressive course of chronic hepatitis C
with low disease activity (serum aminotransferases < 3-fold normal values or
30 <100 U/l); none of the patients receive specific antiviral therapy before. The
patients with positive result of serologic analysis for HIV, RW, anti-HCA, HBsAg
or HBcorAg Ab, with cirrhosis, severe concomitant diseases at the stage of
exacerbation, thalassemia or other hemoglobinopathy, alcoholic and\or

medication/drug dependence, patients after transplantation of organs who



Baselint 51633 0.460.09 After 6 weeks of treatnent 71224 0.580.07* ART
and ULD anti-FN- y + anti-CD4 (n=13) Baseline 49941 0.500.08 After 6
weeks of wWPgatfdm2872829 0. 600. 06* ULD anti-1FN- y + aRCITABDA1/6024T | - H
(n=11) Baseline 50945 0.490.06 Aftef® 6 weeks of treatnment 70627
0. 580.08* ART and ULD anti-IFN- y + anti-CD4 + anti-H (n=12) Baseline 52137
0.480.09 After 6 weeks of treatnent 73422 0.620.10* ULD anti-IFN y (n=11)

constantly took immunosuppressive medications as well as pregnant women

and lactating women were not included in the study. The patients of three study

groups were given the pharmaceutical compositions according to the following

regimen: 1 tablet three times a day for 24 weeks: patients of the 1% group (n=5)

5 ~ULD anti- IFN-y+anti-CD4; patients of the 2" group (n=4) -ULD anti- IFN-
y+anti-CD4+anti-His; patients of the 3" group (n=4) - ULD anti- IFN-y. Control
group consisted of 5 patients with persistent viremia and stable normal levels of
aminotransferases (<20 U/l) received no specific therapy. During the study
course regular examinations, control of viral load and laboratory rates were

10 carried out, concomitant therapy was registered as well as undesirable adverse
events. Therapy efficacy was assessed on week 24 by viral load with HCV RNA
and activity of alanine-aminotransferase (ALT).

Date on viral load (the number of copies of HCV RNA) presented in the
table as median (Me) and the range between first and third quartiles [Q1-Q3],

15 evidenced positive effect of therapy in patients of groups 1-3 by the end of 24-
week treatment. Intake of pharmaceutical composition of ULD anti- IFN-y+anti-

CD4 caused a reduction in the number of copies of HCV RNA in 2 out of 5
persons of the 1% group and an average reduction of viral load was 75%.
Similar results were obtained in patients administered with pharmaceutical

20 composition of ULD anti- IFN-y+anti-CD4+anti-His: its antiviral activity was
registered in all patients (4 out of 4 subjects of the group 2), average reduction
of viral load was 70%. Moreover, complete virus clearance was registered in 2
patients (one of group 1 and one of group 2) by the end of therapy. Antiviral
activity of monocomponent ULD anti- IFN-y was somewhat lower and a

25 reduction in the number of copies of HCV RNA was recorded in 3 out of 4
patients of 3™ group, an average reduction of viral load was 55%. In control
group, no positive changes in viral load were revealed.

Antiviral activity of the studies pharmaceutical compositions was
accompanied with positive changes in ALT level registered in patients of

30 groups 1-3 by the end of 24-week therapy. Normalization of ALT level was
found in 2 patients of ULD anti- IFN-y+anti-CD4 group, in 1 patient of ULD anti-
IFN-y+anti-CD4+anti-His group and in 1 patient ULD anti- IFN-y group.in 1
patient of control group ALT level exceeded upper border of norm (>20 U/l) due

to an increase of viral load at the end of 24-week study period.



Baseline 513 98 0.38 0.19 After 6 weeks of treatnent 563 26 0.44 0.12
ART and ULD anti-IFN- y (n=16) Initially 491 49 0.55 0.06 After 6 weeks
of treat ®OROBAB73285 O0.67 0.05* ART (n=22) InitiallyP8T0B202900297044 0. 06
After 6 weeks of treatment 595 35 750 0.12 * difference is significant
vs baseline at p<0,05 WD 2012/017328PCT/ 1B2011/ 002470 65 Exanple 12.
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norma uzatuon of A ’Ievel in some patlents at the end of 24-week course of
15 treatment.
Table 17

Dynamics of viral load in the study groups

HCV RNA, copies/ml Average reduction
of viral load, %
ULD anti- IFN-y+anti-CD4 (Me {Q1-Q3]))
Baseline 66200 [450-181400]
24-week treatment 12500 [50-30560] o
ULD anti- IFN-y+anti-CD4+anti-His (Me [Q1-Q3]))
Baseline 58900 [600-124500]
24-week treatment 15600 [50-45700] 70
ULD anti- IFN-y (Me [Q1-Q3))
Baseline 84700 [350-172800]
24-week treatment 22400 [150-58500] °°
Control group (Me [Q1-Q3])
Baseline 79500 [300-155600]
24-week treatment | 87900 [450-164300] -




Eval uation of efficacy of three pharmaceutical conpositions containing ULD
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wonen) at the age of 27-52 were enrolled. D agnosis of hepatitis C was
confirnmed by serum markers (anti-HVC and HCV RNA). All patients included to
the study had 2nd or 3rd genotype HCV, mld slowy progressive course of
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one of 9rQ TI_% 2) by the end of therapy. Antiviral activity of nonoconponent
ULD anti - y was somewhat | ower and a 25 reduction in the nunber of
copi es of6. He¢ RdiAbination pbarmaeeutical goropesitein o plaim Sntvwheodin 3 gardapis an
average i 5% In control group, no positive
changes |ﬁg’\’/é|%bg@8“m‘ rb\Ie;(fIal'ee ér%\%gjaqﬁ@?joré Antiviral activity of the
st udi®s phdheeoabination pbamacsiticabeampesdionst clarari, ederdin Baigasitibddyeischanges
in ALT | | f 30 groups 1-3 by the end of 24-week
t her apy. ocfoﬁ?lzgélf&%l?%ﬂ?%ﬂ eve?d was found in 2 patients of ULD anti -
| FN- y+ant8. -Toogiingtion pharmagaticeheoraposition dfetairh Fwiheesin saidatibedyl isl s group
and in 1 tantbdaanti- FN-y groupin 1 patient of control group ALT
| evel c‘ﬁgﬁbﬁg 9 per ygor der of norm (>20 UM due to an increase of viral
I oad at t%éheﬁdm@fnamn rhamrnaseuligal gempogition giI2ion 2/ Wherenssaist At B2s1AN€002470

r: = r thhe study,
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i nsuf fi ciRRered BBlchitted raaf &itan Miibb s nt. 5Thus, the study of
ef ficacy an\?{ Petey '%IF (ﬁar maceut'l cgftozzd%%f)nrs?tl ons contai ning ULD anti -
| FN-y+anti-CD4, ULD anti - IFN-y+anti-CD4+anti-H s and ULD anti- IFN-y in
patients with chronic hepatitis C were carried out. The strongest antiviral
effect was registered for ULD anti- |IFNy+anti-CD4, ULD anti -
| FN-y+anti-CD4+anti-H s, which was confirmed by positive dynam cs of 10
viral load and viral clearance by the end of 24-week therapy in 2 patients.
Antiviral efficacy of ULD anti- |IFNy+anti-CD4, ULD anti -
| FN-y+anti-CD4+anti His and ULD anti- |IFN-y was acconpanied with a reduction
of activity of chronic hepatitis C, which was confirmed by the reduction
and even nornal uzation of ALT level in sone patients at the end of 24-week
course of 15treat rrent Tabl e 17 Dynam cs of vi raI Ioad in the study groups
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24-week treatnment 15600 [50-45700] ULD anti- IFNy (Me [QL-B]) Baseline
84700 [350-172800] 55 24-week treatnent 22400 [150-58500] Control group
(Me [ QL- @BPR0BAYBI2ZBNe 79500 [ 300- 155600] - 24-week trealPREAB2BYVOQI70

[ 450- 164300] WD 2012/ 017328PCT/ 1B20%21/ 002470 68 What is clainmed is: 1.
A conbi nati on pharmaceutical conposition conprising a) an
activated-potentiated formof an anti body to at | east one cytokine and b)
an activated-potentiated formof 5an antibody to at | east one receptor. 2.
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conposi ti on of ein the activated-potentjated farm o n
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20 18. The method of claim 17, wherein said disease and condition caused by HIV or
associated with HIV is AIDS.
19. The method of claim 16, wherein said viral infectious disease is viral hepatitis.
20. The method of claim 19, wherein said viral hepatitis is chronic hepatitis C.
"~ 21. The method of claim 16, wherein said viral infectious disease is influenza.
25 22. The method of claim 16, wherein said viral infectious disease is acute
respiratory tract infection.
23. The method of claim 14, wherein said infectious disease is bacterial infectious
disease.
24. The method of claim 14, 15, 16, 17, 18, 19, 20, 21, 22 or 23, wherein said
30 patient is administered the pharmaceutical composition of claim 9.
25. The method of claim 14, 15, 16, 17, 18, 19, 20, 21, 22 or 23, wherein said
patient is administered the pharmaceutical composition of claim 10.
26. The method of claim 14, 15, 16, 17, 18, 19, 20, 21, 22 or 23, wherein said

patient is administered the pharmaceutical composition of claim 11.
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17, 18, 19, 20, 21, 22 or 23, wherein said patient is adm nistered the
pharnaceutical conposition of claim10. 26. The nmethod of claim 14, 15,

16, 17, 18, 19, 20, 21, 22 or 23, wherein said patient is adm nistered the
pharmaceutical conposition of claim1l. WD 2012/017328PCT/ 1B2011/002470 70
27. The nethod of claim 14, 15, 16, 17, 18, 19, 20, 21, 22 or 23, wherein
said patient is adm nistered the pharmaceutical conposition of claim12.

28. The nethod of claim 14, 15, 16, 17, 18, 19, 20, 21, 22 or 23, wherein
said patient is adm nistered the pharmaceutical conposition of claim13. 5
29. The nethod of claim 15, wherein the conbination pharmaceuti cal
conposition is admnistered in one to three unit dosage forns, each of the
dosage form being adm nistered fromonce daily to six tines daily. 30. A
pharmaceutical conposition for use in treating a patient suffering from

i nfectious di sease, said conposition having been obtained by providing a)
an activated-potentiated 10 formof an anti body toat |east one cytokine and
b) an activated-potentiated formof an antibody toat |east one receptor,
each prepared by consecutive repeated dilution and nultiple shaking of each
obt ai ned solution in accordance w th honeopat hic technol ogy, and then

ei ther conbining the potentiated solutions by m xing them or,
alternatively, inpregnating a carrier nass with said conmbi ned solution or
with the solutions separately. 15



