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144871
JIMITOCOMA /JIA TIPUMEHEHUSA B CITIOCOBE HHAYKIIUU AHTUTEJI K
POCOPOPUWINPOBAHHOMY HEINTUAY TAU

CCBUIKA HA IIEPEYEHb IIOCJIEJIOBATEJLHOCTEM, ITPEJICTABJIEHHEIN B
3JIEKTPOHHOM BUJIE

[0001] Ora 3asiBKa CONEPIKUT CITUCOK IMOCIIENOBATEIbHOCTEN, KOTOPBIN MPEIOCTABIICH B
anekTpoHHOM BHe Yepe3 EFS-Web B popme cniucka mocnenosarensHocteii B hopmare ASCII ¢
Ha3BaHHeM (aiina «Crnmcok nmocnenosarenapHocTel 689001 66Ul», cosmannbM 7 despans 2020
r., pasmepom 22 Kb. Cnmcok mnocnenoBaTenbHOCTeH, npencrasieHHbiii depe3 EFS-Web,
SBJISIETCS YaCThIO OIMMCAHMSA M TOJIHOCTBIO BKJIFOYEH B HACTOSINEE ONUCAHHUE IOCPEICTBOM
CCBUIKH.

OBJACTh TEXHUKH, K KOTOPO OTHOCHUTCSI U3OEPETEHUE

[0002] Hacrosimiee u3oOpeTeHHe OTHOCHUTCS K OOJACTH MENWIMHBI B dYacTHOCTH,
n3o0pereHne OTHOCHTCS K JjunocomaMm (ocdopunupoBanHeix nentunoB Tau (pTau) m ux
NPUMEHEHUIO 111 PO IITAKTUKY HITH JISUEHHs! TayMaTHH, TAKOH Kak 0oJie3Hb AJbLreiiMepa.

YPOBEHb TEXHUKHA

[0003] bonesnr Agsurefimepa (BA) mpencraBnsier co0oil  mporpeccHpyrolee
U3HYpUTEIbHOE HelpoaereHepaTUBHOEe 3a00JieBaHMe, KOTOPBIM, MO OIEHKaM, cTpanmaror 44
MWIIHOHA  4enoBeKk BO  BceM  Mmupe  (Alzheimers.net). B Hacrosimee — Bpems
KOMMEPLIMATU3UPOBAHHbBIE CIIOCOOBI JieueHns: BA HampaBieHbl Ha yCTpaHEHHE KIMHHYECKUX
CUMIITOMOB, HO HE Ha MATOT€HHBbIE IMPOLIECCHI, JIeXKALIUe B OCHOBE 3aboseBaHust (Ooe3Hb
monupummpyromui  3pdext). K coxkajgeHHro, CyLIIeCTBYIOIUE CIIOCOObI JICYSHHS] WUMEIOT
MUHHMAaJIbHYIO 3)(PEeKTHBHOCTD, U MO3TOMY CYIIECTBYET OCTpasi HEOOXOAMMOCTD B pa3padoTke U
UCTIBITAHUH JTOTIOJHUTENbHBIX MPO(YUIAKTHYECKIX U TEPANEBTHIECKUX Mep.

[0004] OTauuuTENBHBIMU TIATOJIOTUSIMU OOJIE3HU AJbLreldMepa sBJISIETCS HAKOIJICHUE
BHEKJICTOUHBIX OJISIIIEK, COAEpIKALINX 3aMETHO arperupoBaHHbI Oejok Oera-amuions
BHYTPUKJIETOUHBbIE «KJIYOKu» wiu ckomieHus runepdochopmiuposannoro Oenka Tau.
Monexynsipable COOBITHS, KOTOPBIE NMPUBOISAT K HAKOIUIEHUIO 3THX OENKOB, IUIOXO H3YYEHBI.
Uro xacaercss aMWiouAa, TNpeanonaraercs, 4ro adeppaHTHOE pacuieruieHne Oerka-
NPEAIIeCTBeHHHKAa aMIJIONAa MPUBOAUT K HAKOIUICHHIO CKJIOHHOTO K arperanuu (parMeHTa,
comeprKaiero aMmHOKUCIoThl 1-42. KacarenbHo Oenka Tau, mpeanomnaraercs, 4YTo HapyLICHHE
perymsimuu  mbo  kwHA3, Jubo ¢Qocdaras, nmubo oboumx mnpuBoAUT K abeppaHTHOMY
dochopunmposannto Oenka Tau. Korma Tau craHoButrcs runepdochopuiipoBaHHBIM, OH
TepsieT CrocoOHOCTh 3((PEKTUBHO CBS3BIBATD U CTAOMIM3MPOBATH MUKPOTPYOOUKH M BMECTO
5TOr0  HAKaIUIMBAE€TCs B  LUTOIUIA3ME€ MOpaXeHHOoro HehWpoHa. Hecessanwelli u
runiepdocdoprnupoBansbii O6enok Tau, mo-sumumomy, cHavajga (pOPMHPYET OJIMTOMEPHI, a

3aTeM arperarbl 0Oojiee BBICOKOTO TNOpPSKA, MPHCYTCTBHE KOTOPBIX MPEATIOIOKHUTEIBHO



OTPHULIATENIbHO BIMsIET HAa (PYHKLUIO HEHPOHA, B KOTOPOM OHHU (POPMHPYIOTCS, BO3MOKHO,
MOCPEACTBOM IPEPBIBaHUs HOPMAJIbHOTO aKCOHHOTO TPaHCIOpPTA.

[0005] B pasBuThIXx cTpaHax JroAeH, y KOTOPBIX JAMArHOCTHPOBAaHA OOJIE3Hb
AnpureiiMepa WM Jpyrue IE€MEHTHPYIOLIME TaynaTud, OOBIMHO Jie4aT WHTHOMTOpaMHU
XOIMHICTEpaskl (Hampumep, Aricept®) mmm MmemantueOoM (Hampumep, Namenda™). Dtu
JIEKapCTBEHHBbIE CPEICTBA, XOTS M JOCTATOYHO XOPOILIO MEPEHOCATCs, O0JaNarT BechMa
yMmepenHoi 3¢ dextuBHoCThIO. Hanpumep, Aricept® 3anep:kuBaer yxXynmeHue CHMIITOMOB Ha 6-
12 mecsueB npubnusutensHo y 50% manueHToB, npomeamux JedeHue. OcranbHas 4acTb
JICUSHHSI SIBIIIETCSI HEMEANKAMEHTO3HOH U HAIpaBjieHa Ha TIOBBILIEHHE CITOCOOHOCTH MAIEHTOB
CIIPABJIATHCS C MOBCETHEBHBIMH 33/1a4aMHU TI0 MepPE€ CHIDKEHHSI UX KOTHUTUBHBIX CITOCOOHOCTEH.

[0006] B HacTosimmee Bpemsi pa3padaThIBAIOTCS UMMYHOTEPANIeBTHUECKHUE CPEACTBA IS
npodrIakTUKU U JiedeHus BA. AKTHBHAs NMMyHH3alMsl aHTHUTE€HOM, CBSI3aHHBIM C BA, Moxer
NOTEHIMAJbHO CTHMYJHUPOBaTh OTBET Kak HWMMyHHTeTa npoTHB bBA, 00ycioBieHHOro
AHTHUTEAMH, TAK U KJIETOYHO-OMOCPENOBAHHbBIH NMMyHUTeTa. OHAKO OLIEHKA MEPBOI LIMPOKO
MPOTECTUPOBAHHON YeJIOBeUeCKON BAaKIMHBI MPOTHB OeTa-ammionna Oblia npekpameHa B 2002
roay. B xnmHu4eckux MCCleNOBaHMIX aKTUBHOIO MMMYyHOTeparneBTuyeckoro arenrta AN-1792,
HamnpasjieHHOro Ha AP, Y manueHToB ¢ BA HaOmomancss MEHHHTO3HIE()aTUT, TUIT BOCTIAJICHUS
LEHTPAJTbHOW HEePBHOM CHUCTEMBI, KOTOPBI MOXKET MPUBECTH K jerambHOoMy ucxony (Orgogozo
et al., 2003). Cuuraercs, 4to 3HIIePANTUTHBIE PEaKIu, KOTOpbIe HaOMOaaMMCh y 6% MaIeHToB,
nonBeprmuxcst Bo3aeicTerro AN-1792, ObuUTM BBI3BaHBI HEXKENATEIbHOW akTHBaIven Af-
cneunpuyecknx T-KIEeTOK.

[0007] Ha ceromgHsiliHU{ O€Hb MPOBEAEHO HECKOJbKO HCCIIENOBAHUM M0 HM3YUYEHHUIO
areHToB, crnenu(uuUeckn HalENeHHBIX Ha Tay-matojoruto. B Hacrosmee Bpems Tau-
UMMYHOTEPANEBTHUECKHE ar€HThl MPOXOAST KIMHUYECKHE HCIIBITAHMS, HO 3Ta 00JacTh BCE elne
HaxoOAUTCS B 3a4aTOYHOM COCTOSIHMM, W TIIOKa eIlle OTCYTCTBYeT JOCTaTOYHO YeTKOoe
MEXaHHCTUYECKOe TIOHMMaHue 3(PQPEeKTHBHOCTH U 0€30MacHOCTH Pa3jIMYHBbIX TMOAXONOB
(Sigurdsson, Neurodegener Dis. 2016; 16(0):34-38). Takxke wumeroTcs coolmmenus 00
sHIedanuTe, BOCMNAJICHWH TOJOBHOIO MO3ra Yy MbIIIeH, HWMMYHH3UPOBAaHHBIX IPOTHB
nosHopasMepHoro Oenka Tau. OmHAKO OTCYTCTBYIOT COOOIIeHusi 0 MOOOYHBIX 3ddekrax y
YKUBOTHBIX, IMMYHHU3HPOBAHHBIX OJHOKPATHOH MHBEKLNeH (pocopunnpoBanHoro nenruga Tau
B npoBocnanuTenbHyto cpeny B LIHC (Rosenmann H., 2013. Curr. Alzheimer Res. 10, 217-228).

[0008] HenaBHO ObLT OMyOIMKOBaH MPOGHIb AOITOCPOYHON O€30MacHOCTH BaKLIMHBI HA
ocHoBe HedochopmmmposanHoro nentuaa Tau (AADvacl) y mozaeii ¢ 6oe3HpI0 AJbLTeiMepa
OT JIETKOH 10 ymepeHHon creneHu Tspkectu (Novak et al., Alzheimer's Research & Therapy
(2018) 10:108). BakunHa COmEp>KUT CHHTETHYECKUH MENTHA, MOJTYyYEHHBIH U3 aMHHOKHUCIOT C
294 nmo 305 mocnemoBatenbHOCTH Oenka, Tau CBSI3aHHBIM C TeMOIMAHUHOM JUMQBI YIUTKU
(KLH) w4epe3s N-koHumeBoil mucrenH. FEro Beomuam B go3ax 40 MKr menruaa
(CKDNIKHVPGGGS), cBszannoro ¢ KLH, ¢ aaploBaHTOM TUAPOKCUIOM — aJTFOMUHUS
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(comepxkamum 0,5 mr Al’") B 0,3 Ma docdarnoro Oydepa. Habmonaemble HexenaTeabHbIE

spneanss (HS) y 26 BKIIOYEHHBIX B HCCIENOBAHWE MAILMEHTOB, CBSI3aHHBIE C JIEUEHUEM



AADvacl B uccnenoBanmu ¢aser 1 (uccnenosanue FUNDAMANT), mpencrasmsuii coboit
peakuu B MeCTe WHBEKIUU (IpUTeMa, OTeK, TeIio, 3yn, 0ok, y3enok). Y 50% mnaiueHTos,
nony4aBmux jedeHne AADvacl, Habmonanu ogHo nimm Oonee u3 3tux HA. Peakumm B mecre
UHBEKIUN ObUTH OOPaTUMBIMH M MPEUMYLIECTBEHHO JierkMMHU 1o ¢opme. Habmomanu mectsb
cepbe3HbIX HexkenarenbHbIX siBieHui (CHA) (ymemieHHas rpbDka >KHBOTA, 00€3BOKMBAHUE,
OCTpPBI  MCHUXO03,  MOBEAEHUYEeCKHEe M  [ICUXUATPUYECKHE  CHUMITOMBI  JEMEHLMHH,
aTPUOBEHTPUKYJIIPHAst OJloKama BTOPOH CTeNeHn W cUHycoBas Opamukapausi). Mccienosarenu
pemniay, uto HU ofHOo u3 3Tux CHS He cBszaHo ¢ neueHuem AADvacl. Anneprudeckux wid
aHapMITAKTHYECKUX peakuui He HaOmonanoch. JlaboparopHbie uccienoBaHus (KOAryJsiLus,
OMOXMMUSI KPOBH, I€MATOJIOTHUSl U aHAJIU3 MOYM), OLIEHKA JKU3HEHHO BAXXKHBIX (PYHKUUH WU
HEBpPOJIOTHYECKOe U (U3WKaIbHOE OOCIeNOBaHUE HE BBIIBWIM HHUKAKUX CHTHAJOB TIO
6esomacHocTn. MPT omeHka Takke HE BBIABHJIA CUTHAJOB 1o Oe3omacHOcTH. OTEYHBIX
U3MEHEHUH He NPOM30LLI0. MEHMHIeaJbHble W3MEHEHHsT W MEHUHTO3HLUepaIuT He
Habmonamiuch. HoBble MHKPOKPOBOM3IMSHUS HaOMOnamu B OAHOH romo3urore ApoE4, u
MOBEPXHOCTHBIA T€MOCHUIECPUH NETEKTHPOBAIM B ONHOW rereposurore ApoE4, oba sBiaeHus
OBUTM KJIIMHMYECKH HE3aMETHBIMH U OBUTH OLIEHEHBI KaK corjacyromuecst ¢ (poHOBOH dacToTOH
TaKUX MOPAXEHUH B MOMYJISILIUY NaLueHTOB ¢ BA.

[0009] Onmnako coobinenus o npoduiie GE30MacHOCTH BaKIHHBI (HOCHOPHUIHPOBAHHOTO
nentuaa Tau y monaei orcyTcTByIOT. CylecTByeT noTpeOHOCTh B 0e30macHOM U 3 (HEeKTHBHOM
JICUSHNH AeTeHEPATUBHOTO 3a00JIeBaHHsI HEHPOHOB, TAKOTO Kak 00e3Hb AnbureiMepa.

CYIIHOCTDb U30BPETEHUA

[0010] MHzobpereHne OCHOBAaHO Ha pe3yJbTaTax KIMHUYECKHX HCCIENOBAHUHN
JIUTIOCOMAJTbHOM BaKI[MHBI, conepKareu dochopunrpoBaHHbIi MEeNTH Tau,
MPE3EHTUPOBAHHBIH Ha MOBEPXHOCTH JIMIIOCOMBI. BakiMHa oka3ajach XOpOLIO MEpEeHOCUMOMN
moapMu. Bpuio mokasaHo, 4TO B J03€, HAMHOIO IPEBBILIAIOIENH 03y, MUCIOJb30BAHHYIO B
ucneltTaHun Tau-koHbrorupoBaHHONW BakuuHbl AADvacl, nunocomanbHas BakLUHA NENTHIA
pTau unnyuuposana anturtena k gochopunupoBanHoMmy Tau y sronei, He BbI3bIBAsI CEPBE3HOTO
HEXXEJIaTEbHOTO SIBJICHMSI.

[0011] CooTBeTcTBeHHO, B ONHOM U3 OOIIMX aCMEKTOB H300peTEeHHEe OTHOCUTCS K
criocoby wHAyKIMH aHTUTEN K (QochopmmupoBanHoMy Tau 0e3 HHIYKIUU CEePbe3HOro
HE)KEJIATeNIbHOTO SIBJICHUS, TAKOTO Kak SHUE(QaluT, Y HYKOAOIIErocs B 3TOM YEJIOBEKa,
BKJIIOUAIOLIEMY BBeAeHHE CYOBeKTy S(PPEeKTUBHOro KOJIMUECTBA JIUTIOCOM, COJIEPIKaIIIX
aroHUCT TOJI-oAo0Horo peuentopa 4 u pochonentuna Tau, comepkamero aMHHOKHCIOTHYIO
MOCJIEIOBATEIHPHOCTD, BhIOpaHHyI0 13 rpynmsl, cocrosmeit 3 SEQ ID NO: 1 - SEQ ID NO: 3 u
SEQ ID NO: 5 - SEQ ID NO: 12, rne ¢ochonentuny Tau BBOIAT B KOJHYECTBE OT
npubau3uTeNibHO 25 HMONb 10 npubmm3uTensHo 750 HMOJR HAa 103y, HANpUMEp OT
npuOIM3NTENBEHO 29,7 HMOJb 00 NMPHONMM3UTENBHO 742,5 HMOJb Ha 03y, NPEATIOYTUTENBHO OT
npubau3uTenibHo 90 HMONIB 10 TPHOIM3UTENbHO 715 HMOJb, HampuMep OT MPUOIUZHTETHHO
89,1 umonb 1o mpubau3uTenbHO 712,8 HMONBP HAa MO3y WM OT NMpHOIM3UTENBHO 90 HMONB O

npubnu3nuTenbHo 535 HMONP Ha 103y, Hampumep oOT mnpubmausurensHo 89,1 HMoONb 10



npuOIM3NTENBEHO 534,06 HMOJB Ha 103y, WIIM OT NPHOIM3UTENHHO 90 HMOJb 10 MPUOIU3UTENBHO
275 HMoNb Ha 03y, Hampumep oT mpubmmsurensbHo 89,1 HMOIP A0 mpubmusutenbHo 267,3
HMOJb Ha 103y, U rae ¢ochonentun Tau mpe3eHTHPOBaH Ha MOBEPXHOCTU JIMIIOCOMBL B
HEKOTOPBIX BapUaHTaxX oOcyliecTBieHus ¢ocponentun Tau COCTOMT M3 AMUHOKHCIOTHOU
MOCJIEIOBATEIHPHOCTH, BBIOpaHHOW U3 rpyribl, cocTosmed 3 SEQ ID NO: 27 - SEQ ID NO: 29
u SEQ ID NO: 31 - SEQ ID NO: 38, npenmnoyrurenbHO H3 aMHUHOKUCIOTHOM
nocaenosarensHoctd SEQ ID NO: 28. B ogHOM U3 BapHaHTOB OCyLIeCTBICHUS 3((EeKTHBHOE
KOJIMYECTBO  JIMIIOCOM  COAEPKUT  aroHHCT  TOJUI-oJoOHoro  peumentopa 4  u
TeTpanajibMUTOWIUpOBaHHbI  Qochonentun  Tau, cocrosimuii U3  aAMHHOKHUCJIOTHOM
nocaenosarensHoctd SEQ ID NO: 28, raoe terpanampmuromnupoBaHsbiil pocdonentun Tau
MPE3EHTUPOBAH HA MOBEPXHOCTH JINIOCOMBI U BBOAUTCA B KoyndecTBe OT 100 mkr no 2500 Mxr
Ha J103y, YTO COOTBETCTBYET OT 29,7 HmMonb 10 742,5 HMONb Ha 103y, NPEANOUTUTENBHO OT 300
MKr 0 2400 MKr Ha 103y, 4TO cOOTBeTcTBYyeT OT 89,1 Hmonp go 712,8 HMOJabp Ha 103y,
Hanpumep 300 mkr, 900 mkr, 1800 Mkr nnu 2400 MKT Ha 103y, 4TO COOTBETCTBYET 89,1 HMOD,
267,3 HModb, 534,6 HMOJIb Uau 712,8 HMOJIb HA 103Y.

[0012] B HekOTOpBIX BapuaHTaX OCYLISCTBJICHHsS H300pETEHHE OTHOCHTCS K CIOCOOY
UHAYKIUH aHTUTeN K pocdopunmuposanHomy Tau Oe3 MHAYKLHU CEPbE3HOTO HEXKENATENbHOTO
SIBJICHHSI, TAKOTO KaK dHIE(aINT, y Hy KJAOIIErocsl B ’TOM YeJIOBEKa, BKJIFOYAIOIIEMY BBEIEHHUE
CyOBekTy 3((EeKTHBHOTO KOJUYECTBA JIUIIOCOM, CONEPIKALIUX aroHUCT TOJLI-IOAOOHOTO
peuentopa 4 u Qocdonentun Tau, NMpPe3eHTUPOBAHHBIA HA MOBEPXHOCTH JIMIIOCOMBI, THAE
dochonentun Tau comepkUT aMUHOKHUCIOTHYIO TOCJIEAOBATENbHOCTD, BEHIOPAHHYIO U3 TPYIIIIHI,
cocrosimedt 13 SEQ ID NO: 1 - SEQ ID NO: 3 u SEQ ID NO: 5 - SEQ ID NO: 12, u
¢dochonentun Tau BBOOAT B KOJIUYECTBE OT MPHUOIMZUTEIBHO 25 HMOJb 0 MPUOIU3UTENBHO
750 HMonmp Ha no3y, mpuueM (ocdonentun Tau NPEANOYTUTENBHO TNPENCTABISAET COOOH
TeTpanaJbMUTOWIUpOBaHHbI  Qochonentun  Tau, cocrosimuii U3  aAMHHOKHUCJIOTHOM
nocienosarenbHoctd SEQ ID NO: 28, xoTopslil BBOAST B KonudecTse npudiausurenbHo 300
MKT, ipubnusuTensHo 900 Mkr, mpubnusutensHo 1800 mxr wimm npubnusutensHo 2400 MKr Ha
T03y WU JIFOOOM MPOMEKYTOYHOM KOJIMUECTBE.

[0013] B HekoTOpbIX BapUaHTAaX OCYLIECTBICHUS CIOCO0 HMHAYKUHUU AaHTUTEN K
dbochopunmpoBanHomy Tau 6e3 MHAYKLHMH CEPbEe3HOTO HEKEIATEeLHOTO SIBJICHHS, TAKOTO Kak
sHUe(aNuT, y HYXKIAIOLIErocs B 3TOM YEJOBEKA, BKIIOYAIOIIUN BBEACHHE CYOBEKTY
3¢ (EeKTUBHOrO KOJIWYECTBA JIUIIOCOM, COAEPIKAIINX aroHHCT TOJUI-IIOZOOHOro perenrtopa 4 u
¢docdonentun Tau, mMpe3eHTUPOBAHHBIN HAa MOBEPXHOCTU JUMOCOMBI, rae ¢ocdomentun Tau
COIEPKUT aMUHOKHCIIOTHYIO MOCIIEIOBATEIBHOCTD, BEIOPAHHYIO U3 TPYIIEL, cocTosmei uz SEQ
ID NO: 27 - SEQ ID NO: 29 u SEQ ID NO: 31 - SEQ ID. NO: 38, npuuem docdonentun Tau
BBOJSIT B KOJIMYECTBE OT MPUOIM3UTENBHO 90 HMOJb 10 NMpUOIM3UTENBbHO 715 HMONB Ha 103y,
HanpuMep TPUOTU3UTENHHO 29,7 HMOJb, TPUOTH3UTENBLHO 267,3 HMOJb, TPUOIU3UTETHHO 534,60
HMOJIb MJTH TPHOIM3UTEIbHO 712,8 HMOJB Ha 103y, WK JTFOOOM NMPOMEKYTOYHOM KoJnuecTse. B
OJHOM U3 BapHAHTOB OCYLIECTBICHH S(P(HEKTUBHOE KOJMUECTBO JIMIIOCOM COIEPIKHUT

docdonentun Tau B komudecTse oT 265 mo 275 HMoOeH Ha 03y, Harpumep 265, 266, 267, 268,



269, 270, 271, 272, 273, 274 wnu 275 HMONb HA 03y WJIH JIFOOOM MPOMEKYTOYHOM KOJIUYECTBE,
HampuMmep mnpuOnM3uTeNnbHo 267,3 HMONb Ha 7A03y. B apyrom BapuaHTe OCYIIECTBICHUS
s pexTuBHOE KOMMUECTBO JTUITOCOM conep:kuT (ocdonentun Tau B kommyuectse ot 530 go 540
HMOJb Ha 103y, Hanpumep 530, 531, 532, 533, 534, 535, 536, 537, 538, 539 unu 540 umonb Ha
703y WU JIFOOOM MPOMEKYTOYHOM KOJIWYecTBe, Hampumep 534,6 HMonb Ha no3y. B apyrom
BapUAHTE OCYIIECTBICHUS 3(PPEeKTHBHOE KOJUUECTBO JHMIOCOM comep:kuT ¢ocponentun Tau B
kosmuectse oT 710 no 720 amone Ha Ao3y, Hanpumep 710, 711, 712, 713, 714, 715, 716, 717,
718, 719 unm 720 HMONB Ha 403y WIK JIOOOM MPOMEXKYTOYHOM KOJNWYecTBe, Harpumep 712,8
HMOJIb Ha J103Y.

[0014] B HekOTOpBIX BapUaHTaX OCYLIECTBJIEHUs] JTUTIOCOMBI BBOAST MOAKOXKHO.

[0015] B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHUS JIUTIOCOMBI BBOJISAT BHYTPUMBIIIEUHO.

[0016] B HeKkOTOpBHIX BapuaHTaX OCYLIECTBICHHs CIIOCOO IOMONHUTENBHO BKIIFOYAET
BBEZICHHE CYOBEKTy BTOpPOH 103blI 3(P(PEKTHBHOrO KOJMYECTBA JHMIIOCOM uepe3 1-24 Henmenu
MOCJI€ MEPBOHAYAIBHOTO BBEACHUS.

[0017] B HexoTOpBIX BapHaHTax OCYLIECTBJIEHHUS JIMIIOCOMA JOMOJHUTENIBHO COAEPIKUT
0 MEHbIIEH Mepe OAHO U3 JIUTONA XennepHelx T-KJIeTOk U JHNUIAUPOBAHHOIO
onuronykieoruna CpG. B HekoTOpbIX BapuaHTax OCYLIECTBJIEHUS JIMIIUAWUPOBAHHBIN
omuronykieotn CpG MMeeT HYKIEOTHUAHYIO IOCIENOBATEIbHOCTh, BBIOPAHHYIO M3 TPYIIIIHI,
cocrosimeir u3 SEQ ID NO: 18 - SEQ ID NO: 22, npeanoyTHUTENbHO HYKJIEOTHIHYIO
nocnenosarenbHocTh SEQ ID NO: 18, mpuuem onuronykieorun CpG umeer onHy win Oonee
bochopoTHOaTHBIX MEKHYKICOTHIHBIX CBsi3eH, u onuronykieornn CpG KOBaJIEHTHO CBsI3aH MO
MEHBIIIeH Mepe ¢ OTHOU TUNO(UIBHON MPYIIION Yepe3 IMHKEP, IPEATIOYTUTELHO Yepe3 JIMHKEP
I1oT".

[0018] B HexoTOpBIX BapHaHTax OCYLIECTBJIEHHUS JIMIIOCOMA JOMOJHUTENIBHO COAEPIKUT
OnuH uiau Oojiee JMMHIOB, BBIOPAHHBIX M3 TPYIIBL, COCTOALIEH W3 1,2-MTUMHPHUCTOMII-SN-
raunepo-3-pochoxonuHa (DMPC), 1,2-mumupucTonn-sn-riuepo-3-dpocdopun-3'-rac-
rmunepuHa (DMPG) u xonecrepuHa.

[0019] B HekoTOpbIX BapHUaHTax OCYIIECTBJIEHMs] O3NUTON T-XeNNepHbIX KJIETOK
COIEPHUT 1O MEHbIIEeH Mepe OIHY aMHHOKHCIOTHYIO IOCIENOBATENbHOCTh, BBIOPAHHYIO W3
rpynnsl, coctosAweil u3 SEQ ID NO: 23 - SEQ ID NO: 26, nmpennodtuteabHO CONEPIKUT
aMUHOKHUCJIOTHBIE nocaenopaTeabHocTu SEQ ID NO: 23-25.

[0020] B HekOTOpBIX BapuaHTaxX OCYIIECTBJIICHHUs arOHUCT TOJLI-MONOOHOrO pernentopa 4
npezncrasisier codorr Morodochoprmmmumung A (MPLA).

[0021] B HekoTOphIX BapWaHTaX OCYIIECTBICHUS 3(P(PEKTUBHOE KOJHMUYECTBO JIUMTOCOM
CONEP’KUT aroHHUCT TOJUI-onoOHoro penentopa 4 B kommuecTBe OT 30 Mkr mo 900 Mk,
npeanoyTuTenbHo OoT 100 Mkr go 585 MKr Ha n03y. B HEKOTOpBIX BapuaHTaxX OCYLIECTBIEHUS
3¢ PeKTUBHOE KOTHUYECTBO JIMIIOCOM COIEPKUT MOHO(OChHOpHI-rekcaaui-munun A, 3-Iearm,
arOHHCT TOJUI-MIOAOOHOTO peuenTopa, B konudecTse oT 30 MkT 10 900 MKT, IPEATIOYTUTENBHO OT
100 mxr g0 585 Mkr Ha 103y.

[0022] B HekoTOpBIX BapHWaHTaX OCYINECTBICHUS 3(P(PEKTUBHOE KOJHMUYECTBO JIUTTOCOM



COAEP>KUT 3MUTOI XEMEPHbIX T-KJIETOK B KOJIMYECTBE OT 25 MKI A0 625 MKT, MpeAnOUYTUTEIbHO
or 75 Mkr o 450 Mmkxr Ha no3y. B HEKOTOpBIX BapHaHTax ocyliecTBiIeHUs 3((EKTHBHOE
KOJIMYECTBO JIUIIOCOM COAEPKUT BHuUTon XenanepHelx T-kjmetox TS50, cocrosmuin w3
aMuHOKHCIIOTHOM TtocnenoBaTenbHocTr SEQ ID NO: 13, B konudectBe OT 25 MKT 10 625 MKT,
MPEANOUYTUTENBHO OT 75 MKT 10 450 MKT Ha 103y.

[0023] B HekoTOpBIX BapWaHTaX OCYIIECTBICHUS 3(P(PEKTUBHOE KOJHMUYECTBO JIUTIOCOM
COIEPKHUT BMHUTON XENNEPHbIX T-KJIETOK B KOJWYECTBE OT MNPUONM3UTENBHO 2 HMOJb [0
npubnusutensHo 110 HMONe Ha 103y, Hampumep oOT mnpubausutenbHo 4,02 HMONb 10
npubnusutensHo 100,44 HMONB HA AO3Y, WM OT MPUOJIU3UTENBHO 4 HMOJb 10 TPUOIU3UTENBHO
75 HMOJb Ha 103y, HampuMep OT Npudau3uTenbHo 4,02 HMOJb 0 MPHOIU3UTENBHO 72,32 HMOIb
Ha 103y, WK OT npuOmm3nuTenbHo 10 HMonb 1o mpubnusuTtensHO 105 HMONB Ha 103y, HAIpUMeEp
or npudbmmsurenpHo 12,06 HMonp no mpuOmusutensHo 100,44 HMOmP Ha 03y, WU OT
npubausutenbio 70 no npubnusutenbHo 105 HMONE Ha 703y, HAMPUMEP OT MPUOIU3UTETHHO
72,32 umonb no mnpubnusureapbHo 100,44 HMOmp Ha 403y. B HEKOTOpPBIX BapuUaHTax
ocyIecTBIeHUs] 3((PEKTUBHOE KOJIUYECTBO JIMIIOCOM CONEPIKUT SIMUTOM XeNMEepHbIX T-KIeTok
T50, cocTosiinuii U3 aMUHOKUCIOTHOI mocienoateabHocT SEQ ID NO: 13, B konu4uecTBe OT
NpUONU3NTENBHO 3 HMOJIb 10 NpuOmM3uTeapHO 105 HMONR Ha 103y, MPEANOUYTHTENBHO OT
npubmmsutenbio 10 HMonp 1o npubmm3uTensHo 105 HMOJAR Ha 03y, HAmpuUMep OT
npubnusutensHo 12,06 HMone mo npudmmsurensHo 100,44 Hmonb Ha no3y. B omHom wu3
BapHUAHTOB OCYIIECTBIEHUS 3(Pp(PEeKTHBHOE KOIMUYECTBO JIMTIOCOM CONEPIKUT SMUTOM XEJMEePHBIX
T-kJI€eTOK B KOJIMYECTBE OT 2 10 5 HMOJIb HAa 103y, HanpuMmep, 2, 3, 4 uiau 5 HMOJIb Ha 103y WIN
JFOOOM MPOMEKYTOYHOM KOJIMUECTBE, Hampumep mnpubmmsurenbHo 3,82, 3,92, 4,02 wumu 4,12
HMOJb Ha n103y. B papyrom Bapumante ocymuecTBieHHs 3((EKTHBHOE KOJHMYECTBO JIHUIIOCOM
COZEPIKUT 3MUTON XennepHuIX T-knerok B koaudectse oT 10 o 15 HMonp Ha 103y, HanpuUMep
10, 11, 12, 13, 14 v 15 HMONB Ha A03y, WIH JTIOOOM MPOMEKYTOYHOM KOJIUYECTBE, HAIIPUMEP
11,86, 11,96, 12,06, 12,16 umonb Ha no3y. B apyrom Bapuante ocyiiectBieHus >¢GHeKTHBHOE
KOJIMYECTBO JINTIOCOM COJIEPAKUT 3MUTOMN XeNNepHbIX T-KjIeTok B koiaudecTse oT 70 1o 75 HMoab
Ha 103y, Hampumep 70, 71, 72, 73, 74 wnu 75 HMOJb Ha O3y, WIH JIOOOM MPOMEKYTOYHOM
KonuuecTtBe, Hampumep 72,02, 72,12, 72,22, 7232, 72,42, B ewme OAHOM BapuaHTe
ocyIecTBIeHHUs 3P (PEKTUBHOE KOJIMUYECTBO JTUIIOCOM COAEPIKUT SITUTON XENMEPHbIX T-KJIETOK B
kosnuectBe oT 98 1o 103 HMoabp Ha no3y, Hampumep 98, 99, 100, 101, 102 uau 103 HMosb Ha
103y, WU JTIOOOM MPOMEKyTOYHOM Konmdectse, Hanpumep 100,24, 100,34, 100,44, 100,54 wiu
100,64 amMonb Ha AO3Y.

[0024] B HekoTOpBIX BapHWaHTaX OCYIIECTBICHUS 3(P(PEKTUBHOE KOJHMUYECTBO JIUMTOCOM
CONEPXKUT JUMUAUPOBaHHBIM onuronykieotun CpG B komamuectBe oT S0 Mkr go 1250 wkr,
npeanoyTuTenbHo OT 150 mir go 800 MKr Ha n03y. B HEKOTOpBIX BapuaHTaxX OCYLIECTBIEHUS
3¢ PexTHBHOE KOMMYECTBO JIMIIOCOM coaep:xut ojuronykiaeorun CpG, cocrosimuii U3
HykJeotuaHon nocnenosarensHoctd SEQ ID NO: 18, B komuuectse oT 50 Mkr no 1250 Mkr,
npeanoutuTeapbHo ot 150 Mkr 1o 800 MKr Ha 103y.

[0025] B HEKOTOpBIX BapUaHTaxX OCYLIECTBJICHUs JUIIOCOMA COAEPIKUT:



(1) dochonentun Tau, uMeroINN aMUHOKHCIOTHYIO nocienosatenbHocTe SEQ ID NO:

28;
(2) aroHucT TOMI-MOJOOHOTO penentopa 4, comep:Kaiquii MOHO(pOCHOpHI-TeKcaalmI-
aunug A, 3-meanun;

(3) snmron xennepHbIX T-KIETOK, comeprkKaIllini AMUHOKHCIOTHYIO TIOCIEIOBATEIbHOCTD
SEQ ID NO: 39;

(4) nmununupoBaHHbIl  onmronykieorun  CpG, comepKamuii  HYKJIEOTHIHYIO
nocnegoBarenbHocTh SEQ ID NO: 18; u

(5) mo MeHbImeH Mepe ONMH JIMMUA, BBIOPAHHBIA M3 TPYyMIbL, cocrosmer u3z 1,2-
IUMHPHUCTOMII-SN-TIHLIEPO-3-PochoxonnHa (DMPC), 1,2-1MMHUpUCTOUN-SN-TIULEPO-3-
docdopun-3'-rac-rmunepuna (DMPG) u xonecrepuna.

[0026] B HeKOTOpPBIX BapHaHTaX OCYLIECTBIEHHS CYOBEKT HYXIAETCSl B JICUCHUU
Oone3nn AunblrefiMepa, Takoil kak Oone3Hbp AubLreliMepa Ha paHHEH CTaguu, JIErkoe
korautueHoe Hapymenne (MCI), BeizsBaHHOE Oone3sHbr0 AnbureiiMepa, Oone3Hb AnbLreimepa
Jerkoil cremeHn wim Oose3Hb AublreliMepa OT JIETKOH A0 yMepeHHOH cremeHu. B apyrux
BapHMAHTAX OCYLIECTBIIEHHS Y CYObEKTa FOJIOBHONW MO3T SIBJISIETCS AMUJIOU-TIOJOKUTENbHBIM, HO
y HETO elle HE MPOSBIIOTCA 3HAYNTEIbHbIE KOTHUTHBHBIE HAPYIICHHUS.

[0027] Uzo0pereHne Tak:ke OTHOCUTCS] K BaKIIMHHOW KOMOWHAIIMH JJISl UCTIOJIb30BAHUS
I8 WHAYKOUW  aHtuten K dochopunmpoBanHomy Tau 0e3 HWHAYKUMHM — CEPbEe3HOTO
HEKEJIATENBHOTO SIBJICHUS, TAKOTO KaK 3HIE(aJNT, Y HY)KJAOIIErocs B 3TOM UeJIOBeKa, IPUIeM
BaKLMHHAsE KOMOMHAIIUS CONEPIKUT MpaiiMep-BakIMHY U OyCTep-BakLHY COTJIACHO BapHaHTaM
ocymecTBieHus1 n3obperenus. M3o0peTeHne Takke OTHOCHTCS K TNPUMEHEHHIO BaKIIMHHOU
KOMOMHAIMM TPH TPOU3BOACTBE JIEKAPCTBEHHOTO CPEACTBA JUII WHAYKLUH aHTUTEN K
anTudochopunmposanaoMy Tau 0e3 MHAYKIHMH CEePbe3HOTO HEKENATebHOTO SIBJICHHSI, TAKOTO
KaK SHIe(anT, y HyKIAKOLIErocs B 3TOM YeJIOBEKa, MPUYEM BaKLIMHHAS KOMOWHALMS CONEPIKUT
npaiiMep-BakMHY U OyCTep-BaKLMHY COTJIACHO BapHaHTaM OCYIIECTBJIEHHs m300pereHus. Bce
aCTIeKTHI M BAPHAHTHI OCYIIECTBIICHUS N300PETEHMSI, PEACTABICHHbIE B HACTOSIIIEM OIMCAHHUH B
OTHOIIEHHH CIIOCOOOB HMHAYKUMU aHTUTEN K ¢ochopunnpoBanHomy Tau Oe3 HMHIYKIHH Y
YeJIOBeKa CEPbhE3HOTO HEKENATENIbHOTO SIBIEHHS, TAaKOrO Kak »HIepaauT, MOryT OBITh
NPUMEHEHbl K BAKIMHHBIM KOMOWHAIMSIM JJIi TPUMEHEHUS W/ NMPUMEHEHUH BaKIMHHOU
KOMOMHAIMM TPH TPOU3BOACTBE JIEKAPCTBEHHOTO CPEACTBA JUII WHAYKLUH aHTUTEN K
anTudochopunmposanaoMy Tau 0e3 MHAYKIHMH CEePbe3HOTO HEKENATebHOTO SIBJICHHSI, TAKOTO
KaK dHIe(aInT, y HyKAAIOLIErocs B 3TOM YEJIOBEKA.

[0028] JlomosHUTENbHBIE AaCMEKThI, TMPU3HAKK MW MPEUMYILIECTBA HACTOSIIETO
n300peTeHus] CTaHyT OoJiee MOHSTHBIMH TOCJTE HU3YUEHUs NMPUBENECHHOIO HIDKE MOAPOOHOTrO
onucaHus n300peTeHns 1 GopMyIIbl H300peTEHUs.

KPATKOE OITHCAHUE YEPTEXEN

[0029] IIpencraBieHHOE BBILIE KPATKOE OMHUCAHHE U300PETEHHUS, a TAKXKe MPHUBEIESHHOE
HIDKE MTOIpOoOHOE ONMMCAHME MPEANOYTHTENBHBIX BAPHAHTOB OCYIIECTBIEHHS HACTOSALIEH 3asBKU

MOKHO JIyull€ IIOHATbH B KOM6I/IHaLII/II/I C TMpujlaracMbIMHU YEPTCKAMU. OI[HaKO ciaenyer



MOHMMAaTb, YTO 3asiBKa HE OrPAHUYMBAETCS TOUHBIMM BapHAHTaMH OCYLIECTBJICHUS,
MOKAa3aHHBIMU Ha YEePTEKax.

[0030] Ha ¢ur.1 mokazans! Turpel IgG k pTau mocne Tpex BHYTPUMBILIEUHBIX BBEACHUIN
ACI-35.030 oguH pa3 B nBe Hepenu B koimuectse 35 u 80 Mkr/no3y camkam Mmbimeit C5S7BL/6;
NpeacTaBiIeHo cpenHee reomerpudeckoet95% ClI Ha rpynny u3 10 mblieit.

[0031] Ha ¢wur. 2 mokazaHo, uto ACI-35.030 B xommuectBe 1200 mkr/mosa u 2400
MKI/103a WHOYLMpPOBAJAa YCTOWYHMBBIA THTP aHTUTEN K aHtHdocopumupoBanHomy Tau y
MaKakHl pe3yc; MpelCTaBIEHO CpefiHee reOMEeTPUUEeCKOe 3HauUe€HHEe TUTPOB aHTUTEN Ha IPYyIMIy,
BbIpaskeHHOe B AU/Mi1, nu3amepenHoe meronom ELISA.

[0032] Ha ¢ur. 3 nokaszaHo, uto uerbipe nHbekmH ACI-35.030 B kommuectse 2400
MKI/03a MHAYLHPOBAIN AHTHTENA, KOTOPBIE CBA3BIBAIOTCS € Tau kiIyOKamH, Kak BHIHO Ha
cpese Mosra, nopakeHHoro BA (manens B), 0e3 mepekpecTHOH PeakTUBHOCTH, KaK BUIHO Ha
cpese Ttosctod kumkd (maHenb D). OOpasubl 10 00paOOTKHM HE NPONEMOHCTPUPOBAIU
CBSI3BIBAHWE HU Ha Cpe3€ rOJIOBHOTO MO3ra, mopakeHHoro bA (manenb A), HM Ha cpe3e TOJICTOU
kuky (masens C).

[0033] Ha ¢wur.4 nokaszano, uro BHyTpuMbIiieuHas nabekust ACI-35.030 B konudecTe
1800 wmkr/moza wHayuupoBama TuTpel aHTH-ePHF  IgG-anturen ¢ Oonee HHU3KOM
BHYTPUTPYTIIOBOH BapHaOENbHOCTBIO MO CPABHEHHIO C IMOIKOXKHON HHBEKIUEH TON e BaKLIUHBI
B TAKOH K€ 103€.

HOAPOBHOE OITMCAHUE U3OBPETEHUA

[0034] B pa3gene YpoBeHb TEXHUKM W IO BCEMY ONMCAHUIO MPOLUTHPOBAHBI WIH
OIMHCaHbl PA3MYHBbIC MyOJMKALWYU, CTATBH W TATEHTHI, KaXKIasi M3 3TUX CChUIOK BKJIOYEHA B
HACTOsIIIee OMUCAHNE BO BCEH CBOEH IMOJIHOTE MOCPENCTBOM CChUIKU. OOCYKIeHHe TOKYMEHTOB,
aKTOB, MaTepuasoB, YCTPOMNCTB, cTaTeldl U T.N., KOTOpble BKJIIOYEHbI B HACTOsILEE OMNMCAHMUE,
NPEOCTaBIIEHbl B KOHTEKCTE M300peTeHus. Takoe oOcykaeHne He SBIAeTCS MPU3HAHUEM TOTO,
YTO HEKOTOpbIE WJIK BCE 3TH BOMPOCHI COCTABJIAIOT YACThb MPEALIECTBYIOLIEr0 YPOBHS TEXHUKHU B
OTHOIIEHHUH JIFOOBIX PACKPBITBIX WM 3asBJICHHBIX H300PETEHHI.

[0035] Ecnu He yka3aHO MHOE, BCE TEXHUYECKUE U HAYUYHbIC TEPMUHBI, UCTIOIb3YEMBIE B
HACTOSIIIEM ONHCAHWH, HUMEIOT TaKOoe € 3HAa4YeHHe, B KOTOPOM HX OOBMMHO IOHHUMAOT
CHEeLHUATHUCTHI B O0JIACTH, K KOTOPOH OTHOCHUTCS HacTosimee n3odpereHue. B mpoTuBHOM ciydae
HEKOTOpbIE UCIIONIb3YEMbIE B HACTOSAIIEM ONMCAHUU TEPMUHbBI UMEIOT 3HAUEHUs, IPUBEACHHbIE B
ONMCaHUU.

[0036] CnenyeT OTMETHTh, YTO UCIOJb3YEMbIe B OMUCAHWHU W TMpHiaraeMoil ¢opmyiie
n300pereHust (OPMbl €IMHCTBEHHOTO YHCJIAa BKIIOYAOT MHOXKECTBEHHOE YHCIIO, €CIH U3
KOHTEKCTa B SIBHOM BHJI€ HE ClIelyeT NHOe.

[0037] Ecnu He ykazaHO WHOe, JIOOBIE YHCIOBbIE 3HAYEHHS, TAKUE KaK KOHLICHTPALIUS
WIM JUana3oH KOHLIEHTpALWi, MpeicTaBiIeHHblE B HACTOALIEM OINHCAHUH, CIEAyeT MOHUMATh
KaK MOOU(UIMPOBAHHBIE BO BCEX CIIyYasx TEPMHUHOM «IPHOJHM3UTEIBHO». Takum obpaszom,
YUCJIOBOE 3HadYeHWe OObiHO BKiIouaeT +10% oT mnpuBeneHHOro 3HaveHws. Hampumep,

koHueHTpauus 1 mr/mi Bkiowdaer ot 0,9 go 1,1 mr/mi. AHaJOrHYHBIM 00pa3oM, AHANa3oH



koHueHTpauuit ot 1% o 10% (mac./00.) Bkimouaer ot 0,9% (mac./00.) no 11% (mac./06.). B
KOHTEKCTE HACTOSLIEro ONUCAHUS HCIIOJNb30BAaHME YHCJIOBOTO JAMana3oHa B SIBHOM BHIE
BKJIIOUAET BCE BO3MOXKHBbIE MOJAAMANA30Hbl, BCE OTAENbHbIE YHCJIOBblE 3HAU€HUS 3TOrO
Auana3oHa, BKJIIOYas Liesible YHcia B TAKUX JUaNa30Hax U JIOJIM 3HaYeHUH, €Clid U3 KOHTEKCTa B
SIBHOM BUJIE HE CJIeyeT UHOE.

[0038] Ecnu He yka3aHO MHOE, TEPMUH «I10 MEHbIIEH Mepe», MpeaLIeCTBYOIUN cepun
3JIEMEHTOB, CJIelyeT IOHUMATh KaK OTHOCSIIUICS K KaKIOMY 3JeMeHTY B cepuu. CrienuanucTbl
B JAHHOM OONacTH MOHMYT WJIM CMOTYT YCTAaHOBHTH C IIOMOLIBIO He Ooyiee 4eM PYTUHHOIO
SKCIIEPUMEHTHPOBAHUS MHOTHE 3KBHUBAJICHTbl KOHKPETHBIX BAPHAHTOB  OCYIIECTBIICHHS
n300peTeHus, MpPEACTABICHHBIX B HAcTosimeM onucaHuu. IlompasymeBaercs, 4YTO TakHe
SKBHUBAJICHTBI BXOIAT B 00bEM HACTOSIIETO H300PETEHUSI.

[0039] Cnenyer mMmOHMMAaTb, YTO B KOHTEKCTE HACTOSLIEIO OMHUCAHUS TEPMUHBI
«CONEPIKUTY, «COAEPIKALIMI», «BKIIOYAET», «BKIIOYANOLIUI», «HUMEET», «HUMEIOLIHHY,
«COCTOUT» WM «COCTOSIIIUIDY WK J0Oble APYrue HMX BapUalld O3HAYAIOT BKJIOUEHHUE
YKa3aHHOTO LIEJOr0 YHCJIa WM TPYIIBI LENbIX YUCEN, HO He HCKJIIOUEHHE JI0OOro Ipyroro
LIEJIOr0 YHCJIa UK TPYIIbI LeNbIX YHCesl, U MPENCTaBISIOT HEMCUEPTIbIBAIOLINE WIN OTKPbIThIE
cnucku. Hampumep, KoMno3uuus, cMech, MmpoLece, crnocod, u3aenne Ui yCTpOHCTBO, KOTOpoe
COIEPKHUT CITMCOK 3JIEMEHTOB, HE 0053aTEIbHO OTPAaHUYNBAETCA TOJIBKO 3TUMH 3JIEMEHTAMH, HO
MOJKET BKJOUaThb APYTH€ 3JIEMEHTbI, HE YKa3aHHbIE B SBHOM BHAE WIN MPHCYIIHE TaKOU
KOMITO3ULIUH, CMECH, TIPOLIECCY, CIOCO0Y, U3ENUI0 WK yCTpoiicTBy. Kpome Toro, eciu B sSIBHOM
BUJIE HE YKa3aHO MHOE, WJIN» OTHOCHUTCS K BKJIIOHAKOLIEMY COHO3Y WM, & HE HUCKIIOYAIoLIeMy
corozy wiu. Hampumep, ycnoBuro A unmn B yaoBieTBopsieT OHO U3 CIEAYIOUINX YCIOBUM: A
UCTHHHO (WJIM MPUCYTCTBYET), a B OKHO (M1 OTCYyTCTBYET), A JIOXKHO (MIJIM OTCYTCTBYET), a B
UCTHHHO (MJTH IPUCYTCTBYET), 1 00a A 1 B MCTHHHBI (MJTH IPUCYTCTBYIOT).

[0040] Takxe  cmegyeT  MOHMMATb, YTO  TEPMHHBI  IIPHOJIH3UTEIBHOY,
«TPUOJIU3UTENBHOY, B LEJIOMY», IO CYIIECTBY» M aHAJOTHYHbIE TEPMHUHBI, HCIIOJIB3yEMbIE B
HACTOALIEM OINHCAaHUU TIPU CChUIKE Ha pa3Mep MM XapaKTEepUCTUKY KOMIIOHEHTa
NPEATIOYTUTENILHOTO N300PETEHUs, YKA3bIBAOT HA TO, YTO OIMHCAHHBIA pa3Mep/XapakTepUCTHKA
HE SBJSAETCS CTPOrod rpaHuLell WM DapaMeTpoM W HE MCKJII0YaeT He3HAaYUTeNbHbIX
OTKJIOHEHHUH, KOTOpbIE SBISIFOTCA (PYHKIMOHAJIBHO OJMHAKOBBIMH WJIM TMOAOOHBIMH, Kak OBLIO
OBl MOHATHO CIIELUAINCTY B JAaHHOH 00JacTH TexHUKH. Kak MHHUMYM, Takue CCBUIKH, KOTOpbIE
BKJIFOYAIOT YHCJIOBOH mapamerp, OyAyT BKIIOYATh BapHAIMM, KOTOpPBIE, HCHOJIb3Ys
MaTeMaTHYeCKue W TPOMBIIIJICHHbIE NPUHLMIIBI, NMPUHATBIE B JAaHHOH oOmactv (Hampumep,
OKpYTJICHHE, U3MEPEHHE WIH JPYryue CUCTEMAaTHYECKHe OIIMOKY, IPOU3BOACTBEHHBIE OMYCKU U
T.1.), He OyIyT U3MEHSITh HANMEHEee 3HAYAINYIO [TUPPY.

[0041] B uzobperenun npeaiokeH crocod MHAYKIMU aHTHTeN K GochoprnpoBaHHOMY
Tau 0e3 WHAOYKUMM CEPBE3HOTO HEXKEJIATENbHOTO SIBJICHUS, TaKOro Kak »Hoedaiut, y
HYKZIAIOLIETOCs B ’TOM 4eJIoBeKa. B KOHKPETHBIX BapHaHTaX OCYILIECTBICHHS CIIOCOO BKIIOYAET
BBeZIcHHE CYOBeKTy 3((EKTHBHOrO KOJIHMYECTBA JIMIIOCOM, conepkamux ¢(ocdonentun Tau,

NPE3EHTUPOBAHHBIA Ha TIOBEPXHOCTH JIMIIOCOMBI, 1 aATOHUCT TOJUI-NOAOOHOrO perenrtopa 4.
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[0042] B KOHTEKCTE HACTOSLIETO OMHCAHUS TEPMUH «aHTUTENO K (HOCHOpPHIMPOBAHHOMY
Tau» oOTHOCHTCS K aHTUTENy, KOTOpoe CBs3biBaeTcs ¢ Tau, (ocHopuUIMpPOBaHHBIM TIO
AMHHOKHCIIOTHOMY OCTaTKy B OZHOM HJIM OoJjiee MeCTax aMHHOKHCIIOTHOH MOCIIE0BATENbHOCTH
Tau. @ochopunrpoBaHHbIE AMUHOKHCIOTHBIE OCTATKH MOTYT ObITh, HarpuMep, cepuHoM (Ser),
tpeonnHoM (Thr) mnmm Tuposunom (Tyr). Vuactok Ha QochopunupoBanHoM Tau, ¢ KOTOpBIM
CBSI3BIBAETCSl AHTHUTENO K aHTHU(ochopunupoBaHHOMY Tau, mpenmnouYTHTENBHO MPEACTABISIET
co0ol y4acTok, KOTOpbIi crnennupudeckn Gochopunupyercs MpH HEHpOoAereHepaTHBHbBIX
3a00neBaHmsIX, TAKUX Kak Oone3sHb AJjbureiimepa. Ilpumepbl yuacTkoB (ocOpHINpOBAHHOTO
Tau, ¢ KOTOpbIMH CBS3BIBAETCS aHTUTENO K aHTH(ocopmmupoBaHHOMy Tau, BKIHOYAIOT,
Hanpumep, Tyrl8, Ser199, Ser202, Thr205, Thr212, Ser214, Ser396, Ser404, Ser409, Ser422,
Thr427. Ucnonp3yemMble B HACTOSIIIEH 3asiBKE, aMUHOKHUCIIOTHBIE MOJIOKEHHS JaHbI CO CCBUIKON
Ha TIOCJIEOBATENIBHOCTh uejoBedeckor m3odopmbl 2 Oenka Tau, acconUUpPOBAHHOTO C
MUKPOTPYOOUKaMH, HMEIOIIEell aMHHOKHCIOTHYIO TOCJIEAOBATENbHOCTb, NPEACTABICHHYIO B
GenBank Accession No. NP_005901.2.

[0043] CrniocoOHOCTP MHAYLHMPOBATh aHTHTENA K aHTH(pochopumupoBanHomy Tau mpu
BBEJIEHUH MOJKET OBITh OMpeeseHa MyTeM TECTUPOBAHUST OHOJIOTHYECKOro o0Opasia (Hampumep,
KPOBH, TUIa3Mbl, CbIBOPOTKHU, PBMC, Moun, citoHbI, Qekannii, CHUHHOMO3TOBOHN JKUAKOCTH WIIH
TUM(aTHIeCKON JKUAKOCTH), TOJYYEHHOrO0 OT CyOBEeKTa, HAa HATUYUE AHTUTEJ, HaIlpHMep
anaruren IgG unn IgM, HanpaBiIeHHBIX HA UMMYyHOTeHHbIH(bIe) nenTu(sl) Tau, BBOAMMBIH(bIE)
B (papmaueBTuueckoii komnosunuu (cMm., Hanpumep, Harlow, 1989, Antibodies, Cold Spring
Harbor Press). Hanpumep, THTpBI aHTHTEN, TPOAYLIHPYEMBIX B OTBET HA BBEACHHE KOMIIO3HIINH,
oOecrieunBarOImell ~ MUMMYHOT€H, MOXHO  HM3MEPUTh C  TOMOINBI  TBEpAO(a3HOro
ummyHopepmentHoro aHanusa (ELISA), npyrux ananmn3o Ha ocHoBe ELISA (Hanpumep, MSD-
Meso Scale Discovery), nor-6motoB, SDS-PAGE reneit, ELISPOT wnun ananuza aHTuTeNO-
3aBUCUMOTrO KjieTouHoro ¢aromurosza (ADCP).

[0044] B xOHTEKCTE HACTOALIETO OMHMCAHUS TEPMHUH «HEXKenatenbHoe siBinerue» (HA)
OTHOCHUTCSI K JIFOOOMY HEXENaTebHOMY MEAMLIMHCKOMY TPOSBIEHHUIO YV TMAaLUEHTa, KOTOPOMY
BBOIAT (papMaleBTUYECKHI TMPONYKT, KOTOpOoe He 00s3aTeIbHO HAXOAWUTCS B MPUYHHHO-
CJIEAACTBEHHON CBs3M C JieueHHeM. CoriacHO BapuaHTaM OCYIIeCTBiIeHUs uzoOperenus HA
OLIGHUBAIOT 1O 3-X Oa/uIbHOM IUKale YBENWYEeHUS TSHKECTH COTJIACHO —CIENYIOIIEMY
ompeneneHuro. Jierkoe (cremenp 1), otHocammecs k HS, koropoe Jerko mepeHoOCUTCs
CyOBEKTOM, BBI3bIBAET MUHHMAJbHBIN TUCKOM(OPT U HE MEIIAeT 3aHUMATHCS] TIOBCEIHEBHBIMU
JenaMu;, yMepeHHoe (cTemeHb 2), oTHocsmeecss K HS, koTopoe BbI3bIBAET NOCTATOYHBIH
auckoM(popT, dYTOOBl MeIIaTh HOPMAaJbHOH IIOBCEIHEBHOW JEATENIbHOCTH, W  MOXKET
noTpe0oBaThCsl BMELIATENBCTBO, TsDKenoe (crerneHb 3), oTHocsameecs k HS, koropoe memaer
HOPMAJIbHOH TIOBCETHEBHOW JNEATENbHOCTH, U OObIMHO Tpedyercs JeYeHue WIN APYyroe
BMmematenbcTBo. CepresnbiM HA (CHS) moxer OviTe moboe HS, Bo3HMKaromee mpu Jr00on
703€, KOTOpOE NPUBOAUT K JIFOOOMY U3 CIENVIOIIMX KIMHHYECKHUX HCXOIOB: CMEpPTh, KOTAa
CMEPTh SIBJIIETCS PE3YJIbTaTOM, & He COObITHEM, yrpo3a IJId JKU3HHU, OTHOCSINASCS K COOBITHIO,

npru KOTOPOM NAIHUEHT HAXOAUTCA IO yrposoi/'l CMEPTHU BO BpPEMA CO6I:;ITI/I$I; HE OTHOCHUTCA K
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COOBITHIO, KOTOPOE THIIOTETHYECKH MOTJIO OBbI BBI3BATH CMEPTh, €CJIM ObI 3TO COOBITHE OBLIO
OoJiee cepbe3HBIM; TPU FOCIUTAIM3AINH NMAIIUeHTA, T.€. BHEIJIAHOBOH MOCHMUTAIH3AIMHI HA HOYb
WIM  TPONJCHUH  CYUIECTBYIOIIEH  TOCMUTANM3ALNK, CTOHKas WU  3HAYUTeNIbHAs
HETPYIOCTIOCOOHOCTh MJIM CYLIECTBEHHOE HApYIIEHHE CIMOCOOHOCTH BBIMIOJHATH HOPMAJIbHBIC
JKU3HEHHbIe (DYHKUHMM, BpPOXKIEHHAS AHOMAJWS/BPOKICHHBIM IMOPOK, BAXXHOE MEAMIIMHCKOE
coObiTre (IO MHEHHIO HCCIIENOBATENsI), KOTOPOE MOXKET MPEACTABNSATh OMACHOCTh IS
MAIUEHTOB MJIM MOXKET MOTPeOOBaTh MEIUIIMHCKOTO TN XUPYPTHYECKOTO BMEIIATEeILCTBA IS
MPEIOTBPALICHHS OJJHOTO U3 IPYTHX MCXOJOB, MEPEUYHCICHHBIX BhIIIE (HATPUMEP, HHTEHCUBHOE
JieYeHUEe B OTAEJIEHUH HEOTJIOKHOH MOMOINM WM JIOMa aJJIepruieckoro OpoHXocMma3Ma Wid
OUCKPa3uil KPOBH WJIM CYJIOPOT, KOTOPbIe HE MPUBOINT K rocnuTanusauuu). ['ocnuranuzamnus -
3T0 oduUHMaIbHAs rocnHuTagu3anus. locnuTanu3alus WM MPOIJICHHE TOCIUTATH3AIUH
SIBJISTFOTCST KpUTepusiMu cepbesHocti HA; ogHako cama mo cebe ona ne cumraercs CHA. Ilpu
orcyrctBur HA ywacTByromuii MCCiIenoBaTeNlb HE JOKEH PEruCTPUPOBATH TOCIIHTATH3AIUIO
WK TpojieHne rocrnuTtanu3annn kak HA. DTo MoxkeT uMeTh MeCTO B CIEAYIOUINX CUTYALUsX:
TOCTIUTAJIM3ANNS WIM TPOIJICHHE TOCTUTANIU3AIMA HEOOXOAMMO IUJIsl TPOLEeAypbl, TpeOyemor
MPOTOKOJIOM, WJIM TOCIHTAIU3AIUs WM TPONJICHHE TOCHUTAIN3ALNN SIBJISETCS YacThIO
CTaHIAPTHOW TPOLEAYPHI, TMPOBOJUMON LIEHTPOM (HAampuMep, YIaJeHHe CTeHTa IMOCie
omepaiuu). ITO IOKHO ObITh 3amucaHo B (ailne uccrenoBanus. locnuramusanus s
MJIAHOBOTO JICUEHUSI PaHee CYIIECTBOBABIIErO COCTOSIHHS, KOTOPOE HE YXYAIIUIOCHh BO BpEMsi
uccienoBanusi, He cuntaercst HA.

[0045] OcnoxxHeHust, BO3HUKAIOLINE BO BpeMsi rocnurtanuzauud, seisitorcs HA. Ecomn
OCJIO’KHEHUE TIPOJICBAET TOCMUTAIH3AINIO WIH COOTBETCTBYET JIOOOMY W3 JPYTUX KPUTEPUEB
CH, o cobwitue sinsiercss CHAL

[0046] B KOHTEKCTE HACTOSILEr0 ONHMCAHUS TEPMHUH <«OHLE(PAIUT» OTHOCUTCS K
BOCTIAJICHUIO TOJIOBHOIO MO3ra, KOTOpPO€ MOKET OBITh pe3yJbTaTOM WH(EKIMOHHBIX U
HEeMH(EKINOHHBIX TMPUYHHHBIX (HAKTOPOB. B KOHTEKCTe HACTOSIIEr0 OIMUCAHUS TEPMUH
«MEHHHTO9HIEe(aTUT» OTHOCUTCS K COCTOSHUIO, XapakTepusyromemycs HWH(pekuued wim
BOCMAJICHUEM MO3TOBBIX OOOJIOUEK W TOJNOBHOTO Mosra. JluarHos osHoedamutr wim
MEHUHTO3HIIe(PaTUT MOKET ObITh YCTAHOBJIEH METOAAMH, M3BECTHBIMU CIIEIHATUCTAM B JaHHOU
0o0JlacTH, ¢ y4eTOM HACTOSIIEr0 PACKPBITHS, HAMPUMEP, KIMHUYSCKUMH, HEBPOJIOTHYECKUMHU U
NCUXUATPUIECKUMHU 00CIIEOBAHUSAMH, OTOOPOM OHOJOrHYecKUx 0Opa3LoB, BKIOUAs 0Opasiibl
KPOBH W CIUHHOMO3roBoW skumkoctd, MPT ckaHupoBaHueM wu 3JjekTpodsHuedantorpadueis
(@30).

[0047] B xOHTEKCTe HACTOSIIErO OMUCAHUS TEPMHH THIIOCOMa» OOBIYHO OTHOCHUTCS K
JUNHUIHON BE3UKYJe, KOTOpas COCTOUT M3 MAaTepUAJOB C BBICOKUM COJNEP’KAHUEM JIUIUIOB,
Hanpumep dochomununos, xonecrepuHa. JIMTUABI 3THX BE3UKYJT OOBIMHO OPTaHM30BAHBI B BUIE
JUNHUIHBIX OucioeB. JlumuaHbie OWCION OOBIMHO WHKATCYJIUPYIOT O0BEM, KOTOPBIA JINOO
MepeMeKaeTCsl MeKIY MHOTOYHCIICHHBIMHU, HAIMOAOOWE JyKa, 000IOYKAMU JIMITUIHBIX OUCTIOEB,
o0pa3ysi MHOTOCHOWHbIE JunuaHble Be3ukynbl (MLV), mmbo comepxurcs B amopdHOU

LEHTPAJIbHON MOJIOCTH. JIMMHUIHBIE BE3HWKYJbI, MMEILIHe aMOP(HYIO LEHTPAIbHYIO IOJIOCTb,
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NPEACTABISIIOT  COOOW  ONHOCJTOWHBIE JIMMHUIHBIE BE3UKYJbL, T.€. MYy3BIPbKH C OXHHUM
nepudepuIeckuM ONCIoeM, OKPYKAIOLINM 1oyIocTh. bonbimue ogHOCHOMHbIe Be3ukybsl (LUV)
00bIMHO MMEIOT nuamerp oT 100 HM 10 HECKOJIBKMX MHKPOMETpoB, Hanmpumep 100-200 HM mmn
Oosee, B TO BpeMsl KaKk MAJCHbKHE OJHOCIONHBIE JTUMUAHbIE Be3UKYJbl (SUV) 0OBIYHO MMEIOT
nuametp MeHee 100 HM, Hanpumep 20-100 HM, 00brdHO 15-30 HM.

[0048] B xonTekcte Hacrosimero omucaHusi TepMuH «Tau» mmu «Oenok Tauy, Takke
U3BECTHBI KaK aCCOLMHUPOBAHHBIN ¢ Mukporpyboukamu Oemoxk Tau, MAPT, Oenok,
obpasyrommii HelipopubpusuapHbie KIyOKH, Oenok Tau ¢ MapHBIMH CHHPATBHBIMU HHUTSIMHU,
PHF Tau, MAPTL, MTBTI], orHocuTCs K paclpoCTpaHEHHOMY B LEHTpPajbHOH W
nepudepuIeckoil HEPBHOH cucTeMe OeNKy, UMEIIeMy HeCKOJbKo m3odopmMm. B nentpampHON
HeppHoil cucreme (IIHC) denoBeka cyiiecTByeT ImecTh OCHOBHbIX u3odopm Oenmka Tau
pasmepoM oT 352 1o 441 aMUHOKHCIOTBEL, 00pa3yeMbIXx B pe3yJbTaTe albTePHATHBHOTO
crutaiicuara (Hanger et al., Trends Mol Med. 15:112-9, 2009). ITpumeps! 6enka Tau BKIIFOYAFOT,
0e3 orpanmnuenus, uzopopmel 6enka Tau B [ITHC, Takue kak camasi amuHHas uzodopma Oernka

Tau, cocrosimas u3 441 amumsaokucnorel (4R2N), Takxke HasbpiBaemas u30popMon 2

,
aCCOLIMMPOBAHHOTO ¢ MUKpOoTpyOoukamu Oenka Tau, KOTOpas MMEET 4YeThIpe MOBTOpAa M JBE
BCTaBKH, Hampumep wu3opopma 2 Oemka Tau denoBeka, HMeEIOIIAs AMHHOKHCIOTHYIO
NOCJIEIOBATENbHOCTb, TpeacTaBieHHyo B GenBank Accession No. NP _005901.2. [lpyrue
npuMepsl Oenka Tau BKIFOYAOT caMyro KOpOTKYIO ((peTtanbhyro) uzodopmy (3RON), cocTosiinyro
u3 352 aMHMHOKHCJIOT, TaKXe Ha3blBaeMyl wu3oopmoii 4  acCONMHUPOBAHHOTO C
MUKpOTpyOoukamu Tau, KOTOpas MMeeT TPH NOBTOpPa M HE COACPKUT BCTABOK, HANPUMEP
m3opopma 4 Oenka Tau dyenmoBeka, HUMeEOINAs AMHHOKHCIOTHYIO IIOCIEIOBATEIbHOCTD,
npencrasiennyr0 B GenBank Accession No. NP 058525.1. Ilpumepnsr Oenka Tau Takke
BKJIFOHAOT n30hopMy «Oombmoro Tau», 3KcmpeccupyemMyro B TepUpEpUIecKHX HepBax,
KoTopast conepkuT 300 mOMOTHUTENbHBIX OcTaTkoB (3k30H 4a). Friedhoff et al., Biochimica et
Biophysica Acta 1502(2000) 122-132. Ilpumepsl Oenka Tau prmouaroT Oonbiuoii Oenok Tau
YesoBeKa, KOTOPBIH mpexactaBisier cobol Oenok IiuHOW 758 aMHMHOKHCIOT, KOOUPYEMBIH
tpanckpunrom MPHK nmmuHolt 6762 nHykneotuna (NM _016835.4), umm ero usodopmy.
AMUHOKHCIIOTHAsI MOCIIEOBATENbHOCTh NMPUBEICHHOTO B KayeCTBE NpUMepa OONbIIOro Oenka
Tau uenoseka mpencrasnmeHa B GenBank Accession No. NP 058519.3. B koHTekcre
HACTOSIIIEro onucanus TepMuH «Tau» Bkiouaer romoJioru Oenka Tau U3 BHIOB, OTIMYHBIX OT
4yelioBeka, Takux kak Macaca Fascicularis (ssBaHCKHiT Makak), Makak-pe3yc win Pan troglodytes
(wumnanze). Mcmonb3yemblii B HACTOSIIEM ONMUCAaHWUM TepMUH «Tauy BKiIouaer Oenkw,
cofeprKaliie MyTallMH, HAlpuUMep TOUYEYHble MYyTalWH, (ParMEeHThbl, BCTaBKH, ACJIEHHH U
BapHWAHTHI CIUIalicuHra mnojHopa3MepHoro Oenmka Tau mukoro Ttuma. Tepmun «Tau» Takske
BKJIFOYAET MOCTTPAHCIILMOHHbIE MOAN(UKALIMN aMHHOKHUCIOTHOH MOCIEOBATENbHOCTH Oenka
Tau. ITocTTpaHCISIIMOHHBIE MOTU(DUKALIUN BKITIOYAIOT, O0e3 orpaHudeHus, GocopuiupoBaHue.

[0049] B KOHTEKCTE€ HACTOSIIETO OMHCAHUS TEPMHUH «IENTUI» WA KIOJUTICTITUI
OTHOCHTCS K TIOJIUMEPY, COCTOSALIEMY M3 AMHHOKUCIIOTHBIX OCTATKOB, POJCTBEHHBIX MPUPOTHBIX

CTPYKTYPHBIX BAapUAHTOB W €ro CHUHTCTUYCCKHUX HECOPUPOAHBIX AHAJIOTOB, CBA3dHHbIX
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NENTUAHBIMU CBS3SIMH. T€PMHH OTHOCHTCS K NENTUAY JIOO0Oro pasmepa, CTPYKTYPhl WU
¢ynkunyu. OOBIMHO MENTHI COCTOUT MO MEHbLIEH Mepe U3 TpeX aMHHOKUCIOT. IlenTun moxer
OBITh TPUPONHBIM, PEKOMOWHAHTHBIM, CHHTETHYECKMM WM JIO00H WX KOMOHMHAIHEH.
CuHTeTHYeCKHE TEeNTUABl MOKHO CHHTE3UPOBaTh, HANMPUMEP, C MOMOIIBID aBTOMATHYECKOTO
cuHTe3aropa nonunentuaos. Ilpumepsr nentunos Tau BrouaroT mrobod nentua Oenka Tau
IUIMHON OT NpUONU3UTENBHO 5 no mpubnusureapbHO 30 aMHUHOKHCIOT, MPEANOYTHTEIHLHO OT
npubnusutensHo 10 1o nmpuOIM3HTENBHO 25 aMUHOKHUCIOT, OoJjiee MPEArOYTUTENIbHO OT
npudM3uTeNbHO 16 10 mpubIM3UTENbHO 21 aMUHOKUCIIOTHL. B HacTOsIIEM ONMMCAHUN METITHIbI
nepedncieHbl B HampaBieHUd OT N K C-KOHIy ¢ HCIIONIb30BAHMEM CTaHAAPTHOW Tpex- WU
ONHOOYKBEHHOH abOpeBHaTypbl aMUHOKHCIIOT, rae ¢pochopHble ocTaTKU 00O3HAa4YeHBI OyKBOU
«p». Ilpumepsr mentuno Tau, MCMOMB3yeMbIX B HACTOSALIEM H300pPETEHUH, BKIHOYANOT, 03
orpaHudeHusi, nenTuael Tau, comeprkamue aMUHOKHCIOTHYIO TOCIIEIOBATENbHOCTD JIIOO0H U3
SEQ ID NO: 1-12, wnn nentuael Tau, uMeronine aMUHOKHCJIOTHYIO IOCJIEIOBATEIbHOCTD,
KOTOpasi MAEHTUYHA aMUHOKHCIIOTHON rocnenosarenbHocTH roboi n3 SEQ ID NO: 1-12 Ha mo
MeHnbLuen mepe 75%, 80%, 85%, 90% unu 95%.

[0050] B KOHTekcTe HACTOSAWIEro OmucaHus TepMuH «pochormenTuay  win
«pochosnuTom» OTHOCUTCS K TMENnTHAY, KOTopbiii ¢ochopunupoBan mo ogHOMYy uiau Oolee
aMHUHOKHUCIIOTHBIM octaTkaM. IIpumepsr ¢ocdonentunos Tau BrmouaroT mroboi nentun Tau,
conepskauii onuH wiu oosee GocHopHUITHPOBAHHBIX AMHUHOKHCIIOTHBIX OCTATKOB.

[0051] Menrruast Tau o HacTOSIEMY U300OPETEHHIO MOKHO CHHTE3UPOBATDH C MOMOIIBIO
TBepAO(A3HOrO MENTHIHOTO CHHTE3a WJIM CHUCTEM SKCIPECCHH PEKOMOMHAHTHBIX OENKOB.
ABTOMAaTHYECKHE CHHTE3aTOPbI NENTHUIOB SBIIOTCS KOMMEPUYECKH JOCTYITHBIMUA OT MHOKECTBA
noctaBIukoB, Takux kak Applied Biosystems (Foster City, Calif.)). Cucremsr skcmpeccuu
PEKOMOMHAHTHBIX OEJKOB MOTYT BKJIIOYATh OaKTepHUU, Takue Kak [i.coli, MpodcKH, KIETKH
HACEKOMBIX WJIM KJIETKH MJeKonuTaromux. [Iponenypsl pekoMOMHAHTHOM 3KCTIPECCUN OMHCAHBI
Sambrook et al., Molecular Cloning: A Laboratory Manual (C.S.H.P. Press, NY 2-e u3z., 1989).

[0052] CornacHO KOHKPETHBIM BapHUaHTaM OCYIIECTBJIEHMs JIUIIOCOMA COAEPKUT OIMH
win 6onee nentunoB Tau. CornacHO KOHKPETHBIM BapUAHTaM OCYINECTBJICHUS MenTuabl Tau B
JUIOCOMAax MOTYyT OBITh OJWHAKOBBIMH MJIM pa3HbIMH. B  u3o0pereHun MoxkeT ObITH
HCIIOJIb30BaH JIF000M MOAXOAsIM nenTtin Tau, H3BECTHBIN CHEeHAINCTaM B JaHHON 00J1acTH, ¢
YUETOM HACTOALIETO pacKpbIThs. COracHO KOHKPETHBIM BaPHAHTAM OCYINECTBJICHUS OfWH HJIH
bonee menTunoB Tau comep:kaT aMUHOKHCJIOTHYIO mocyienoBarenbHocTh ogHoi u3 SEQ ID NO:
1-12. B ppyrux BapMaHTax OCYLIECTBICHUS OOWMH WM Oonee menTuaoB Tau comepar
AMUHOKHUCJIOTHYIO NIOCJIEIOBATENBHOCTD, KOTOpast UJICHTHYHA AMHHOKHUCJIOTHOM
nocnenoBareabHocTH ogHOM n3 SEQ ID NO: 1-12 Ha no menbinei mepe 75%, 80%, 85%, 90%
i 95%, mpudeM HU OAMH M3 aMHHOKHCIIOTHBIX OCTaTKOB HE sIBJIsIETCS (POCHOPHINPOBAHHBIM,
WA OJMH WK 00JIee aMHHOKUCIIOTHBIX OCTaTKOB SIBJISTFOTCS (POCHOPHITNPOBAHHBIML.

[0053] CoriacHO KOHKPETHBIM BapHWaHTaM OCYILIECTBJICHHsI OIWH WU Oojiee MENnTHIOB
Tau mnpeacrasmsitor  coboit  pochomentuasl  Tau. CorjgacHO KOHKPETHBIM —BapHaHTaM

ocyuiecTBiieHus: omuH wiu  Oonee ¢ochonentuaor Tau comepKar aMHHOKHUCIOTHYIO



14

nocnenoBarenbHocTs ogHo w3 SEQ ID NO: 1-3 wunum 5-12 unM  aMMHOKHUCIIOTHYIO
MOCJIEA0BATENBHOCTh, KOTOpass WAEHTHMYHA aMHHOKHUCIOTHON MOCJEeN0BaTeNbHOCTH OAHON U3
SEQ ID NO: 1-3 unu 5-12 Ha no menbineit mepe 75%, 80%, 85%, 90%, 95% unu 95%, npudyem
onuH uiaM Ooiee YKa3aHHBIX aMHUHOKHCIOTHBIX OCTaTKOB SIBIISTFOTCS (HOCQOPHINPOBAHHBIMIL.
[Ipennournrensro Goconentun Tau COOEPKUT AMHUHOKHCIIOTHYIO MTOCIIENOBATEIBHOCTh OAHOM
u3 SEQ ID NO: 1-3. C-xonen nentuaa Tau MOkeT ObITb aMUAHUPOBAH.

[0054] CornacHO BapuaHTaM OCYINECTBJICHHS 3asiBKH mentun Tau mpe3eHTUpPOBaH Ha
nosepxHoctu Jmnocomsl. Ilentun Tau, mpeamouturenvHo ¢ocdonentun Tau, Moxker ObITH
NPE3CHTUPOBAH Ha IOBEPXHOCTH JIUIIOCOMBI CIOCOOaMH, W3BECTHBIMH B JaHHOW obiactu
TEXHUKH, C Y4ETOM HacTosllero packpbitus. CM., HampuUMep, COOTBETCTBYIOIIEE PaCKpPbITHE
nateHToB CIITA NoNe 8,647,631 u 9,687,447 u mexnyHaponHoi mateHTHoM 3asiBku Ne PCT/US
18/57286, conmeprkaHme KOTOPBIX BKJIOUEHO B HACTOSAIIEEC OMHCAHHWE TMOCPEACTBOM CCBUIKH.
CornacHo KOHKPETHBIM BapHaHTaM OCYIIECTBJICHMs OAMH WM Oojiee MenTuAoB Tau, BKIFOYAs
dochonenTuapl, MOMONHUTENBHO COXEPKAT OAHY WM Oojee MoaupHKanMH, TaKUX Kak
NAJIBMUTOMJIMPOBAHUE WIJIM JOAELMNT MOIU(HUKALUS, KOTOPbIE MO3BOJSIIOT IPE3EHTHPOBATH
nentuabpl Tau Ha TOBEPXHOCTH JUMOcoMbl. st obnerdenus: mopudukanuu Kk nentuay Tau
MOTYT OBbITh 1OOABIIEHB! TOTIOJIHUTENbHBIE AMHHOKUCIIOTHBIE OCTATKH, Takue Kak Lys, Cys nmm
uHorna Ser wmimu Thr. Mmerorcs cooOumieHnss O TOM, 4YTO TOJOXKEHHE JHMIUIHBIX SKOpeH
UHAYLHUPYET pas3iMdHble KOH(pOpMAaMH MenTHaHOW nocinenoBatenpbHocTH (Hickman et al, J.
Biol. Chem. Vol. 286, NO. 16, pp. 13966-13976, 22 anpens 2011 r.). He orpann4nBasch kakoi-
a0 Teopuel, cuuTaercs, 4ro nobaBieHHe TUAPOPOOHBIX (PparMEeHTOB Ha OOOMX KOHLAX
MOJKET YCWJIHNTh TaTOJIOTHYECKYI0 KOoH(popmammo Oera-cnos nentuga Tau. Takum obpaszowm,
OIWH WM OoJiee MenTUAOB Tau JOMONHUTENBHO conepkaT ruapodobHble pparMeHThl Ha 00OMX
koHmax. C-koHenm Monu(pUIUPOBAHHOrO mentuaa Tau Moxer OBITh  aMHIUPOBAH.
IIpennoururenpHo nentua Tau, Mpe3eHTUPOBAHHBIA HAa MOBEPXHOCTH JIMIIOCOMBI, COCTOUT U3
aMUHOKHCJIOTHOM nocaenopaTeabHocTu ogquor u3 SEQ ID NO: 27 - SEQ ID NO: 38.

[0055] IIpumeper Tau JHMIOCOM, NPUMEHUMBIX ISl HACTOALIETO H300pETeHMS,
BKJIIOUAIOT, Oe3 orpanudenus, Tau nunocomsbl, onucanHbie B nateHTax CIIIA NoNe8 647,631 u
9,687,447, u mexnyHaponHol 3asBke Ha mateHT Ne PCT/US18/57286, onucanne Kakaoro u3
KOTOPBIX BKJIIOUEHO B HACTOsLIEE OMUCAHUE BO BCEH CBOEH MOJHOTE MOCPECTBOM CChUIKH.

[0056] B KOHTEKCTe HACTOSIIErO OMHCAHUS TEePMHUH «3(P(HEKTUBHOE KOJTHYECTBOY
OTHOCHUTCSI K KOJMYECTBY AKTHUBHOI'O HHIPEAUEHTAa WJIM KOMIIOHEHTa, KOTOPOE BbI3bIBAET
JKEeJaeMblil OMOJIOTMYECKUI WM JIeKAPCTBEHHBIH OTBET y CyObekTa. BBIOOp KOHKpETHOM
3¢ ¢GeKTUBHON 03Bl MOXKET OBITh ONpenesieH (HapuMep, B XOAe KIMHHYECKHX HCIBITAHUN)
CHEeUHUAINCTAMH B JAaHHOW O0OJAacTH TEXHUKH Ha OCHOBAHWH PACCMOTPEHHUS HECKOJIBKUX
¢akTopoB, BKOUas 3a00JeBaHUE, MOANIEKAIIEE JICUSHUIO WM NMPOQUIAKTUKE, BOBJICYCHHBIC
CHUMITTOMBI, MacCy TeJla MALUEeHTa, COCTOSHUE NallMeHTa, UMMYHHBIH CTaTyC U Ipyrue (pakTophl,
U3BECTHBIE KBATU(HULIMPOBAHHOMY CHEIMATIHNCTY. TOUHAs 1032, KOTOPYIO CIENYeT UCIOIb30BATh
B COCTaBe, Takke OyleT 3aBUCEThb OT Croco0a BBEACHMS, MyTH BBEACHMS, IIEJIEBOIO Y4acTKa,

(I)I/ISI/IOJ'IOFI/ILIGCKOFO COCTOAHUA TIAlUEHTA, APYIrUX BBOAWMBIX JICKAPCTBECHHBIX CPECACTB U
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TSDKECTH 3a0OJIeBaHUS, W €€ ClenyeT ONpPeAeNsiTb B COOTBETCTBHH C 3aKJIIOUEHHEM
MPAKTUKYIOIIEro Bpada U OOCTOSATENhCTB KaKAOro manueHta. Hampumep, sddekTuBHOE
kKonmn4ecTBo (ochonentuaa Tau Takke 3aBUCUT OT TOTO, BBOIUTCS JIU TAK)KE abIOBAHT, IPUYEM
B OTCYTCTBHE aIbIOBAaHTa TpeOyroTCs Oojiee BBICOKHE HO3MPOBKH. D(deKkTuBHBIE 1O3BI MOKHO
SKCTPANoOJUPOBaTh W3 KPUBBIX A03a-OTBET, IMOJYYEHHBIX M3 TECT-CUCTEM IR VifFO WIH Ha
MOJEJISAX KUBOTHBIX.

[0057] CornmacHO BapWaHTaM OCYINECTBICHHS 3asBKH 3(P(EKTHBHOE KOJIUYECTBO
JUIIOCOM COIEPKUT KonmdecTBO (pocdonentuna Tau, JOCTATOUHOE AJIST MOBBIICHUS YPOBHS
aHTHuTeNn K aHTudochopunupoBaHHOMy Tau, He BBI3bIBasi CEPbE3HBIX HEXKENATENbHBIX SIBICHUI,
TAKUX Kak SHUe(anuT. B KOHKPETHBIX BapHaHTaX OCYIIECTBIEHUs 3((EKTUBHOE KOJIUYECTBO
aunocoM coaepxut ¢ochonentun Tau B KoMU4YecTBe OT MPHUOIU3UTENBHO 25 HMOIb 10
npubnusuTenbHo 750 HMONB Ha 103y, HampumMep OT mnpuOIu3uTeNnvbHO 29,7 HMONb 10
npUOIU3NTENBHO 742,5 HMOJb Ha 03y, MPEANOUYTHTENBHO OT MpUOIM3UTENpHO 90 HMOJb 1O
npubnusutensHo 715 HMOne Ha o3y, Hampumep oOT mnpubmausutenpHo 89,1 HMoONb 10
npubnusuTensHo 712,8 HMOB Ha 103y, WIIM OT NPUOIM3UTENHbHO 90 HMOJB 10 MPUOIU3UTENBHO
535 HMomp Ha mO3y, Hampumep OT npuOmM3uTenbHO 89,1 HMONb no mpubmusuTensHO 534,06
HMOJIb Ha 103y, WIH OT nmpuOmm3utensHo 90 HMONb 10 NpUOIU3UTENbHO 275 HMOJb Ha Z103Y,
HarmpuMmep OT mnpudbmusutenbHo 89,1 HMonp n0 mpuOnMM3uTeNnbHO 267,3 HMONb Ha J03Y.
Kommuectso BBOmumoro ¢ochonentuaa Tau Takke MoOkeT OBITh BBIPAXKEHO IO Macce.
Hanpuwmep, 29,7 amonb Ha 103y coorBeTcTBYeT 100 MKI Ha 103y TETPanaJbMUTOMIUPOBAHHOTO
docdonentuna Tau, cOCTOAIIETO U3 aMUHOKHUCIOTHON mocnenoarenbHoctu SEQ ID NO: 28,
742)5 Hmonp Ha a03y coorBercTByeT 2500 MKr Ha 403y TeTpanajlbMUTOWJIUPOBAHHOIO
docdonentuna Tau, cOCTOAIIETO U3 aMUHOKHUCIOTHON mocnenoarenbHoctu SEQ ID NO: 28,
89,1 Hmonp Ha po3y coorBerctByeT 300 MKr Ha J[03y TETpanajbMUTOWIMPOBAHHOIO
docdonentuna Tau, cOCTOAIIETO U3 aMUHOKHUCIOTHON mocnenoarenbHoctu SEQ ID NO: 28,
712,8 HMonb Ha A03y cooTrBercTByeT 2400 MKr Ha 403y TeTpanajibMUTOWJIUPOBAHHOIO
docdonentuna Tau, cocrosinero u3 aMuHOKUCIOTHOH nmocnenosareabHocTr SEQ ID NO: 28, u
534,6 Hmoap Ha 103y coorBercTByeT 1800 MKr Ha 103y TeTpanaJbMUTOUIMPOBAHHOIO
dochonentuna Tau, coCTOSAIIErO U3 aMUHOKHUCIOTHOH nocnenosarensHoct SEQ ID NO: 28.
TerpananemuronnupoBansbiii Gocdonentrn Tau mMeer veTbipe TUMUAHBIE LENH, Ojaromaps
KOTOPBIM BO3MOJKHA mpe3eHTanust pocdonentuna Tau Ha moepxHocTH nunocoM. Joser 300,
900

aMuHOKHCIOTHON mocnenoateapbHocT SEQ ID NO: 28, cooreercrytoT 169, 508, 1016 Mkr,

, 1800 wMkr TerpamampmMuTOMIHpOBaHHOTO (ocdonentuna Tau, cocrosimero U3
COOTBETCTBEHHO, COOTBETCTBYIOLLETO «T'OJIOr0» MENTHAA, HE COAEpIKallero JUIUIHbIE LeTH.
[0058] CornmacHO BapWaHTaM OCYINECTBICHHS 3asBKH 3(P(EKTHBHOE KOJIUYECTBO
aunocoM coaepxut ¢ochonentun Tau B KoMU4YecTBe OT MPHUOIU3UTENBHO 25 HMOIb 10
npubnu3nuTensHo 750 HMOJB HA 03y, HAIPUMEpP MPHOIU3UTENBHO 25 HMOIb, TPUOIU3UTEIHHO
30 HMOJIB, MPHOTU3UTENBHO 35 HMOJb, MPUOIN3NTENBHO 40 HMOJTB, MPUOIU3UTENBHO 45 HMOJb,
npubnusuTenbHo 50 HMONb, TPUOMU3UTENBHO 55 HMOJb, NPHOMM3UTENbHO 60 HMOJD,

npuOIU3NTENBHO 65 HMOJb, NPUOIU3UTENbHO 70 HMOJb, NPHOIM3UTEIBHO 75 HMOJD,
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npubnusutensHo 80 HMOJb, TPUOMU3UTENBHO 85 HMONb, npuOmM3uTEabHO 90 HMOJD,
npubnusutensHo 95 HMonb, npubmmsurensHo 100 HMonb, npubmusuTensHO 125 HMOIB,
npubnusutensHo 150 HMonb, mpubmusurtensHo 175 HMonb, npubmmsurensHo 200 HMOIb,
npubnu3nuTeNnbHO 225 HMONb, npuOmM3uTensHO 250 HMONb, NPUONMM3UTENBHO 275 HMOIb,
npubnusutensHo 300 HMoOnb, mpuOIM3UTENbHO 325 HMONb, npuOmm3uTensHo 350 HMOIb,
npubnusutensHo 375 HMonb, mpubmmsurensHo 400 HMonb, npuOMM3UTENbHO 425 HMOIb,
npubnusutensHo 450 HMonb, mpubmm3uTensHO 475 HMonb, npubmmsurensHo 500 HMOIb,
npubIu3nuTENbHO 525 HMONb, npuOmM3uTensHO 550 HMONb, NMPUONMM3UTENBHO 575 HMOIb,
npubnusutensHo 600 HMonb, mpuOMM3uTENnbHO 625 HMONb, npuOmM3uTeNnbHO 650 HMOIb,
npubnusutensHo 675 HMonb, npubmmsurensHo 700 HMONb, NPUONMM3UTENBHO 725 HMOIb,
npubnusutensHo 750 HMonbp Ha 103y (Qocdonentuna Tau, comeprxamero aMHHOKHCIOTHYIO
nocaenosarenbHOcTh onHOM 3 SEQ ID NO: 1-3 unm 5-12. IpennouturensHo, gocdonentun
Tau cocTouT U3 aMHHOKUCIOTHON mocnenoBatenbHocTH onHo u3 SEQ ID NO: 27 - SEQ ID
NO: 38. bomee mnpenmoururensHo, (ochonentrn Tau COCTOMT U3 aAMHUHOKHCIOTHOHN
nocnegoBarenbHocTH SEQ ID NO: 28.

[0059] CornmacHO BapwaHTaM OCYINECTBICHHS 3asBKH 3(P(EKTHBHOE KOJIUYECTBO
JUTIOCOM CONIEPKUT TeTpanabMUTOMINpPOBaHHbIN (ochonentua Tau B komudecTse oT 100 MKT
1o 2500 mxkr, ot 300 mkr mo 2400 mxkr, ot 300 Mkr go 1800 Mkr mmm ot 300 mkr mo 900 MKT Ha
no3y, Hanpumep 100 mkr, 150 mkr, 200 mkr, 250 mkr, 300 mkr, 400 mkr, 500 mkr, 600 mkr, 700
Mkr, 800 Mkr, 900 mkr, 1000 mkr, 1100 mkr, 1200 mkr, 1300 mkr, 1400 mxr, 1500 mkr, 1600
Mkr, 1700 mkr, 1800 mkr, 1900 mkr, 2000 mkr, 2100 mkr, 2200 mkr, 2300 Mmkr, 2400 MKT Unu
2500 MKT Ha 103y.

[0060] CornacHo BapuaHTaM OCYIIECTBJIeHHs 3asBKkU (oconentun Tau mpe3eHTHPOBaH
Ha TOBepXHOCTH JurnocoM. CorjacHO BapHaHTaM OCYINeCTBIeHHs 3asBku (ocdonentun Tau
CONEPKUT AaMHUHOKHCJIOTHYIO TmocienoBarenbHocTh onHodt 3 SEQ ID NO: 1-3 wumm 5-12.
[IpennmournrensHo, ¢ocdonentun Tau COCTOMT M3 AMHHOKHCIOTHOW IOCIENOBATEIBHOCTH
omHori u3 SEQ ID NO: 27 - SEQ ID NO: 38. bonee npennourutensHo, ¢oconentun Tau
COCTOHT U3 aMHHOKUCIOTHOM nocienosarenbHocTd SEQ ID NO: 28.

[0061] CormacHo ApyrUM BapuUaHTaM OCYIIECTBIIEHUST u300peTeHus: 3>¢pGeKTUBHOE
KOJIMYECTBO JIUTIOCOM JIOTIOJHUTENBHO COAEPIKUT AroHUCT TOJUI-IONOoOHOro penenropa 4 B
konmuuecte OoT 30 mkr go 900 mxr, nmpenmouytutensHO OT 100 Mkr mo 585 Mkr Ha no3y.
Hanpumep, 3¢ pexTHBHOE KOTUYECTBO JHMIIOCOM MOXKET COAEP)KaThb aroHUCT TOJUI-MIOAOOHOTO
peuenrtopa 4 B koauuectse 30 Mkr, 50 mkr, 100 mxr, 150 mxr, 200 mkr, 250 mkr, 300 mkr, 330
MKr, 360 mkr, 390 Mmkr, 420 Mmkr, 450 mkr, 480 mxkr, 500 mkr, 520 mkr, 540 mkr, 560 mxr, 580
MKT, 600 mkr, 700 Mxr, 800 Mkr nin 900 MKr Ha 103Y.

[0062] CornacHO BapuaHTaM OCYIIECTBIICHUSI H300pPETeHHsI TOJUT-MONO0OHBIN perenTop 4
conepxut 3D-(6-aumn) PHAD®.

[0063] CornacHo IpyruM BapuaHTaM OCYIIECTBJIECHHUS 3asBKH 3((EKTHBHOE KOJIHMUYECTBO
JIUIIOCOM JONOJIHUTENBHO COAEPKUT 3MUTON XENNEepHbIX T-KJIETOK B KOJIUYECTBE OT 25 MKT A0

625 MKr, mpeanoyTuTeNbHO OT 75 Mkr go 450 mxr Ha no3y. Hampumep, sddexktuBHOE
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KOJIMYECTBO JINTTIOCOM MOXKET COAEPKATh 3MUTOMN XENNEPHBIX T-KJIETOK B KONMU4eCTBe 25 MKT, 50
Mkr, 75 Mkr, 100 mkr, 125 mkr, 150 mxr, 175 mxr, 200 Mkr, 225 Mmkr, 250 mkr, 275 mxr, 300
MKr, 325 mkr, 350 mkr, 375 Mmkr, 400 mkr, 425 Mmkr, 450 mxkr, 475 mkr, 500 Mmkr, 525 Mkr, 550
MKT, 575 mkr, 600 MKr wim 625 MKT Ha 103Y.

[0064] CornacHo IpyriuM BapuaHTaM OCYIIECTBIIECHHUS 3asiBKH 3((EKTHBHOE KOJIHMUYECTBO
JUIOCOM JIOMOJIHUTENBbHO COJEPKUT OJMUTON XENNepHbIX T-KJIETOK B KOJUYECTBE OT
npuOIU3UTENBHO 3 HMOJB 10 puOIM3uTeNbHO 105 HMONb Ha 103y, HApUMep MPUOTU3HTETHHO
4 HMOJb, MPUOIU3UTENBHO 5 HMOJIb, MPUOIU3UTEIHPHO 6 HMOJb, TPUOIUZUTEIHLHO 7 HMOJb,
npubnu3uTeNnbHO 8  HMONb, NpHONM3UTENBHO 9 HMOJb, npubmusuTensHo 10  HMOIb,
npubnusuTenbHo 15 HMomb, npubnusuTensHo 20 HMOJb, NPHOIM3UTEIBHO 25 HMOJD,
npubnusutensHo 30 HMONb, TPUOMU3UTENBHO 35 HMOJb, npuOmM3uTEabHO 40 HMOJD,
npuOIu3NTENbHO 45 HMOJb, NPUOIM3UTENbHO S50 HMOJb, NPHOIMZUTEIBHO 55 HMOJD,
npubnusuTenbHo 60 HMOJb, TPUOTU3UTENBHO 65 HMOJb, NpPUOMM3UTENbHO 70 HMOJD,
npUONU3UTENBHO 75 HMOJb, NpUOIU3UTENbHO 80 HMOJb, NPHOIM3UTEIBHO 85 HMOJD,
npubnusuTenbHo 90 HMONb, MpUONIM3HTENBbHO 95 HMONb, npudmmsurensHo 100 HMONb WM
npubnusuTensHo 105 HMOMb Ha 103Y.

[0065] CornmacHO BapuaHTaM OCYIIECTBJIEHUS 3asBKU SIHTOI XEJIMEPHBbIX T-KIETOK
npencrapisier cobod smuton XxennepHbix T-kiaerok TS0, cocrosimuii U3 aMUHOKHUCIOTHOMU
nocnenosarenbHocTd SEQ ID NO: 13, smuron xenmepabix T-knerok T46, cocrosimuii u3
aMuHOKHCIOTHOW mocneaoBarenbHocTu SEQ ID NO: 14, snuton xennepHbix T-kietok T48,
COCTOAIINN U3 aMHUHOKHUCIOTHOH nocnenoBarenbHocTd SEQ ID NO: 15, snuron xennepHbix T-
kiaetok T51, cocrosmmii M3 aMHHOKUCIOTHOM mociemorareabHocT SEQ ID NO: 16, mm
snuTon xennepHbix T-knerok TS52, cocTosiuil U3 aMMHOKUCIIOTHON nocnenoBatenbHocTu SEQ
ID NO: 17, npennodTuTeNnbHO SMUTON XENNepHbIX T-KIETOK MpencTaByisieT COOOW 3IHUTON
xennepHbIx T-kierok TS50, cocrosiimuii U3 aMUHOKUCIOTHOM nocnenosaTenbHoctd SEQ ID NO:
13.

[0066] B HekoTOpBIX BapuaHTax OCYLIECTBICHHsS 3()(HEKTUBHOE KOJHMUYECTBO JIMIIOCOM
JOTIOJIHUTEIIbHO COMIEPKUT JIMIUANPOBaHHbIN onuronykyaeotusi CpG B koiuuecTse oT 50 MKT A0
1250 mkr, mpenmoututenbHo OT 150 mir mo 800 mkr Ha nmosy. Hampumep, sddextuBHOE
KOJIMYECTBO JIMIIOCOM MOXKET COAepKaTh JIUMUANPOBaHHbIN onuronykieotua CpG B KOJIMUeCTBE
50 mxr, 100 mkr, 150 mxr, 200 mkr, 250 Mxkr, 300 Mkr, 350 mkr, 400 Mkr, 450 mkr, 500 MK, 550
Mkr, 600 Mkr, 650 Mkr, 700 Mkr, 750 mkr, 800 mkr, 850 mkr, 900 mxr, 950 Mxr, 1000 MKT, 1050
MKT, 1100 mxkr, 1200 Mkr unn 1250 Mxr Ha 703y.

[0067] Cor;macHO  BapMaHTaM  OCYINECTBJICHUS  3asBKM  JIMIIUAUPOBAHHBIN
omuronykieotun CpG  mpencraBisier coboit  omuronykneorun CpG,  comep:kamuii
HYKJIEOTHJIHYIO mocienoBatenbHocTh onHoil u3 SEQ ID NO: 18-22, npeanodturenbHO
IUNUANpoBaHHbI  onuronykineorun CpG  mpencrasmsier coboit  onmronykieorun CpG,
conepramuil HykJeotunHyo nocnenoBareabHocTs SEQ ID NO: 18. CornmacHo BapuaHTam
OCYIIECTBIIEHHUs] 3asiBKM JIMIMUANPOBaHHBbIA onuronykigeotun CpG mpexacrasisier coOoi

omuronykieotun CpG, comepamuii HyKJICOTHAHYIO mocienosarenbHocTs SEQ ID NO: 18,
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KOTOpasi UMeeT OnHy min Oosiee GochopOTHOATHBIX MEKHYKJICOTUIHBIX CBsI3eH M KOBAJIEHTHO
CBSI3aHA C XOJIECTEPUHOM Yepe3 JIMHKEep, comepskamuii noaustuieHrmukons (I1500).

[0068] CormacHo BapuaHTaM OCYINECTBIIEHUS 3(P(EKTHBHOE KOJHUYECTBO JIUTIOCOM
cocraBisieT S0 mkr, 100 mkr, 150 mxkr, 200 mkr, 250 mkr, 300 mkr, 350 mkr, 400 mxkr, 450 MKkT,
500 mxkr, 550 mxkr, 600 Mkr, 650 mkr, 700 mkr, 750 Mkr, 800 mxkr, 850 mkr, 900 mkr, 950 MKT,
1000 mxkr, 1050 mkr, 1100 mkr, 1200 mkr wnu 1250 mkr Ha po3y onuronykieoruaa CpG,
KOBAJIGHTHO CBSI3aHHOTO C XOJIeCTepUHOM depe3 juakep 1101

[0069] CornacHO KOHKpPETHBIM BapUaHTaM OCYLIECTBJIEHMs], YE€JIOBEK HYXKIAeTcs B
JIeYSHUH HeHpoereHepaTHBHOrO 3a00JI€BaHuUs, PaCCTPONCTBA MITH COCTOSTHHUS.

[0070] B KOHTEKCT€ HACTOSIIEr0 OMHCAHUS TEPMHUH «HEHPOIETeHEPATHBHOE
3a0oneBaHne, pacCTPOMCTBO WJIM COCTOSTHHE» BKJIOUAeT 000 HEHpOAereHepaTUBHOE
3a0oneBaHne, pPacCTPOHCTBO WMJIM COCTOSIHHE, W3BECTHOE CIEIHAINCTaM B JAaHHOW OONacTH
TEXHUKH, C YYETOM HACTOALIEr0 packpbIThs. Ilpumepbl HeHpomereHepaTUBHBIX 3a00JEBaHUH,
pPacCTpOMCTB WJIM  COCTOSIHMM  BKJIIOYAIOT  HEHpOAEreHepaTuBHble 3a00JE€BaHUS WM
paccTpoiicTBa, BBI3BAHHBIC HIIM CBS3aHHBbIE C 00pa30BaHUEM HEHPOPUOPHILISIPHBIX MOPAKEHUH,
Takux Kak Tau-accoumupoBaHHbIE 3a00JIEBAHUS, PACCTPONCTBA WJIM COCTOSIHHSI, Ha3bIBAEMBbIC
taynatusiMi.  COTJIaCHO KOHKPETHBIM BapHaHTaM OCYINECTBJICHUS HEHWPOAEreHepaTHBHOE
3a0ojieBaHre, pACCTPOMCTBO WJIM COCTOSIHME BKJIFOYAaeT Jro0oe w3  3a0oNieBaHUN WM
pPacCTPOMCTB, KOTOpbIE JEMOHCTPHPYIOT COCYIIECTBOBaHME Oenka Tau W aMHJIOHIHBIX
MaTOJIOTHH, BKITFOYAsi, TOMUMO TIpovero, Oone3Hb Anblreiimepa, 6one3ns [lapkuHcona, 60e3Hb
Kpetitudensnra-Akoba, nemenmuto OokcepoB, cunapoMm JlayHa, Oone3snbp ['epcTMaHHa-
IItpeyccnepa-IleiiHkepa, MHO3ZUT C TeNbIAMU BKJIOUEHHUS, LepeOpabHYI0 aMHJIOHIHYIO
AHTHOTIATHIO, CBS3aHHYIO C IIPHOHOM, YEPEITHO-MO3TOBYIO TPaBMy, OOKOBOH aMHUOTPOGUIECKUN
CKJIEPO3, TYaMCKMH KOMIUIEKC MapKUHCOHM3M-IEMEHLUs, OOJNe3Hb MOTOPHBIX HEHPOHOB C
HEHPOPUOPUIUTAPHBIME CIUICTEHUSIME He |'yaMm-THIa, JEeMEeHIHI0 ¢ 3epHOM (aprupoduibHYIO
3epHOBYI0  OOJIe3Hb), KOPTHKOOA3albHYIO JereHepanuro, jAeMmeHumo JleBu, OOKOBOI
amuoTrpoduueckuii ckiiepos, nuddy3Hbie HeHPOHUOPHILISIPHBIE CIUIETEHUS C KalbIU(UKALHEH,
JOOHO-BHCOYHYIO  JEMEHLHUI0,  MNPEANOYTUTENbHO  JIOOHO-BUCOYHYK)  JE€MEHLHI0  C
MapKUHCOHU3MOM, CBsi3aHHBIM C Xpomocomoit 17 (FTDP-17), noOHO-BHCOYHYIO MOJEBYIO
neMeHuro, Oonesns ['amnepBopaena-IlInarua, MHOXKECTBEHHYIO CUCTEMHYIO aTpoduto, O0JIe3Hb
Humanna-ITuka Ttun  C, Oomesnp [luka, mpPOTrpecCUpPYOMMA  MOAKOPKOBBIA  TIHO3,
MPOTPECCUPYIONINI HATBSINEPHBIA Tapajnd, MOAOCTPBIA CKJISPOIUPYIOMUN MaHdHIE(ATIHT,
OEMEHLMI0 ¢  mpeoOnagaHueM  HeHpoQUOPWMIUIAPHBIX — KIYOKOB,  MOCTIHLE(ATUTHBIN
NApKUHCOHU3M, MHOTOHHYECKYIO TUCTPOPHIO, XPOHUUECKYIO TPABMATHUECKYIO SHIE(ATONaTHIO
(CTE), nepeuunyto BospactHyto Taynatuto (PART), nepeOpanbHyr0 aHTHOMATHIO WA
nemenuuio ¢ tenbuamMu Jlesu (LBD). CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBICHUS
HelipopereHepaTuBHOe 3a00JIeBaHNE, PACCTPOWCTBO WM COCTOSIHHE TMPENCTaBisieT CoOoi
Oone3np AnpureiiMepa wuiam Apyryro TaynaTvio. COrsacCHO NPEATIOUTHUTENbHBIM BapHaHTaM
OCYLIECTBIIEHUs] HEHPOAETeHEepaTUBHOE  3a00JIeBaHHME, PACCTPOWCTBO WM  COCTOSIHHE

npeacTasisier codboli Oone3Hp AnbLreriMepa.
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[0071] Knunudeckoe TeueHue O0je3HU AJbLreiiMepa MOKHO paslIeUuTh HAa CTAAUH C
NPOTPEeCCUpPYIOIel KapTHHOH KOTHUTHBHBIX M (PYHKLIHMOHAJBHBIX HAPYIIEHWH. DTambl MOTYT
OBITH ONpeneNeHbl C MOMOIIBI0 OLIGHOYHBIX MIKAJ, W3BECTHBIX B JAHHOW OOJNACTH TEXHHKH,
BKrouasi, Harpumep, NIA-AA Research Framework. Cum., Hanpumep, Dubois et al., Alzheimer’s
& Dementia 12(2016) 292-323, Dubois et al.,, Lancet Neurol 2014; 13:614-29, Jack et al.,
Alzheimer’s & Dementia 14(2018) 535-562, comepkaHue KaXIOro W3 KOTOPBIX BKIIOYEHO B
HACTOsILIlee OMUCAHNUE BO BCEH CBOEH MOJTHOTE MOCPENCTBOM CCBUIOK.

[0072] CornacHo MPEeANOYTUTEIbHBIM BapUAHTaM OCYLECTBIIEHUS
HelipopereHepaTuBHOe 3a00JIeBaHNE, PACCTPOWCTBO WM COCTOSIHHE TMPENCTaBisieT CoOoi
Oose3np AnplreliMepa Ha paHHeH cTanuy, Jierkoe KorHutueHoe Hapyenue (MCI), BbI3BaHHOE
Oone3Hbl0 AsblreiiMepa, 0oJie3Hb AJTbIreliMepa JISTKOH CTereH! Wi 0oNie3Hb AJTbIreliMepa OT
JIETKOW 10 YMEPEHHOH CTETEeHU.

[0073] B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHUS Y CYObEKTa, HY KIAIOIIErocs B JICUEHUU
TOJIOBHOW MO3T SIBJIIETCSl aMUJIOMA-TIOJIOKUTENbHBIM, HO y HEro eme He HalOIoaanTcs
3HAUUTEJIbHbIE KOTHUTHBHBbIE HapylueHus. OTIOXKeHHE aMUIONAa B TOJIOBHOM MO3I€ MOXKET
ObITh OOHAPY)KEHO C MOMOIIBI0 METOAOB, U3BECTHBIX B JAAHHOW OOJNIACTH TEXHUKH, TAKUX KaK
II2T-ckaHnupoBaHue, UMMYHOIPELIMITUTALINS, MACC-CIIEKTPOMETPHS I APYTHE METOBL.

[0074] B kOHTEKCTE HACTOSINErO OMHCAHHUS TEPMHH «TOJUI-TIONOOHBIN penentop» HiIn
«TLR» otHOCHTCS K Kjaccy OenkoB matTepH-pacrnosHaromux peuentopoB (PRR), xoropwie
WUrPAlOT KJIKYEBYKD pOJb BO BPOXKIACHHOM HUMMyHHOM oteere. TLR  pacnosnaror
aCCOLIMMPOBAHHBIE C MATOTE€HAMH MOJIEKYJIsipHbIe CTPYKTYphl (PAMP) MUKPOOHBIX MaTOreHOB,
TAKUX Kak OaxkTepuu, rpuObl, MapasuTbl U BHPYChI, KOTOPbIE MOKHO OTIMYUTH OT MOJEKYJ
xo3simHa.  TLR  mpexncraBmsiror  coboli  TpaHcMeMOpaHHbIE O€NKH, KOTOpbIe OOBIYHO
(YHKIMOHUPYIOT B BHAE AMMEPOB M OKCIPECCHPYIOTCA KIETKAMM, YYaCTBYIOIIUMH BO
BPOXXAEHHOM MMMYHHOM OTBETE, BKJIOYas aHTUIEHIIPE3EHTUPYIOILNE NEHAPUTHBbIE KIETKU U
¢darouurapuasie Makpodaru. CymiecTByeT mo MeHbIIeHd Mepe necsTh 4ieHOB ceMmerictBa TLR
yenoseka, TLR1 - TLR10, u nmo mMeHblueil mepe aBeHaauaTh 4jaeHOB ceMeiicTBa TLR mbimy,
TLR1 - TLRY u TLR11 - TLR13; oHM pa3nuyarOTCA TUIIAMH aHTUT€HOB, KOTOPBIE PACTIO3HAIOT.
Hanpumep, TLR4 pacnosznaer nunononucaxapunbl (LPS), KOMIOHEHT, MPHUCYTCTBYIOIUN BO
MHOTHX TPaMOTPULATENBHBIX OaKTEpPHsIX, a TaKKe BUPYCHbIE OENKH, MOJHCAXapuAbl H
SH/IOT€HHBbIC OENKH, TaKhe Kak JIMIONPOTENH HU3KOH IUIOTHOCTH, OeTa-nedeHsmHbl U Oenok
teruioBoro moka, U TLRY mnpencraBmser coboit dyBcTBHTENBHBIH K HykjJeoTHmam TLR,
KOTOpBIM AKTUBUPYETCS HEMETHJINPOBAHHBIMU OJHOLIETIOYEYHBIMU WM JBYXLIENOYEeYHBIMU
nuHyKIeoTHaaMHu 1uTto3uH-pocdar-ryann (CpG), KOTOPBIX MHOTO B T€HOMaxX MPOKApUOT, HO
KOTOpbIE PEAKO BCTPEualoTCs B INeHOMax IM03BOHOUYHBIX. AktuBauus TLR mpusogut k psay
CHUTHAJIBHBIX COOBITHH, NPUBONAIMIMX K mnpoxyuupoBanuto uHTepdeporoB tuma [ (IFN),
BOCMAJIUTENbHBIX IIUTOKMHOB M XEMOKMHOB, & TaKke K HMHIYKLIUH HMMYHHBIX OTBETOB. B
KOHEYHOM WTOre, 3TO BOCMAaJieHHE TaKXKe AaKTUBHPYeT aJalTUBHYI0 MMMYHHYIO CHCTEMY,
KOTOpasi 3aTe€M NMPUBOAUT K 3JIMMUHALNN BTOPTLIMXCS MATOTEHOB M NH(UIIMPOBAHHBIX KJIETOK.

[0075] B kOHTEKCTe HACTOSINErO OMUCAHHSI TEPMUH «AarOHUCT» OTHOCUTCS K MOJIEKYJIE,
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KOTOpasi CBsi3bIBaeTCsl ¢ ofHUM min Oosnee TLR u mHIynmMpyeT penentop-onocpenOBaHHBIA
orBeT. Hampumep, aroHUCT MOXET HWHAYLUUPOBATb, CTUMYJIUPOBATh, YBEJINYUBATH,
aKTUBUPOBATh, OOJIErYaTh, YCHJIMBATb WJIM MOBBILATH PETYISALUI0 AKTHBHOCTH PELENTOpA.
Takne nelCTBUS HA3BIBAIOTCS ArOHUCTUYECKUMH AencTeussMuy. Hanpumep, aronnct TLR4 nnu
TLRY9 MoOXxeT akTUBUPOBATb WJIM yCUJIMBATh NEepeAady KJIETOYHBIX CUTHAJIOB 4YEpe3 CBSI3aHHBIN
peuenTop. ArOHHUCTBI BKIIOYAIOT, 0€3 OrpaHUYeHHs], HyKJIEHHOBBIE KHUCIIOTBI, MaJIbIe MOJIEKYJIbI,
Oenky, YTIJIeBOABI, JHUMHIABI WM JIOObIE JPYrHe MOJIEKYJIbl, KOTOPbIE CBSI3bIBAIOTCA WU
B3aUMOJEHMCTBYIOT C peuentopaMud. ATOHUCTBI MOTYT HWMUTHUPOBaTh AKTUBHOCTb JIMTAHJA
NPUPOAHOTO peuenTopa. ATOHHUCTBI MOTYT OBbITb TOMOJIOTMYHBI 3THM HPUPOIHBIM JINTaHAAM
pPeLenTopoOB MO MOCIENOBATENBHOCTH, KOH(POPMALINY, 3apsiy MM APYTUM XapaKTePUCTHKAM
HACTOJIbKO, YTO OHHU MOTYT pacCIMO3HABaTbCs peLenTopamMu. IJTO paclo3HaBaHUE MOXKET
NPUBOIUTE K (PU3HOJIOrMYECKUM W/WIM OMOXMMHYECKUM H3MEHEHHUSM BHYTPH KJIETKU, TaKHM
YTO KJIETKAa HAYMHAET PEarHpoBaTh HA MPUCYTCTBHE arOHHUCTA TAKUM K€ 00pa3oM, Kak eciu Obl
NPUCYTCTBOBAJl MNpUPOAHBIN nurana peuentopa. CornacHO KOHKPETHBIM — BapUaHTaM
OCYIIECTBIIEHHUS] arOHUCT TOJUI-MOJOOHOTO pelenTopa MpeAcTaBisieT coOoil Mo MeHbIueH Mepe
OJTHO M3 arOHHUCTA TOJUI-TIOIOOHOTO peuenTopa 4 U aroHucTa TOJUI-IoI00HOro peuenTopa 9.

[0076] B KOHTeKCTe HACTOSIIETO OINMUCAHUA TEPMHUHBI «UHAYLUPOBATHY W
«CTUMYJIUPOBATb» U UX BAPUAHTHI OTHOCSTCA K JIIOOOMY H3MEPHMOMY YBEIHUYEHHIO KJIETOYHOH
aKTUBHOCTH. MHAyKIHMs HMMYHHOrO OTBE€TA MOXET BKJIOYATh, HANPUMEDP, AKTHUBALUIO,
nposnngepanuo WM CO3peBaHNe MOMYJSIUUA UMMYHHBIX KJIETOK, YCHJIEHHE MPOAYLHPOBAHUS
LIUTOKWHOB W/WJIM JPyroil WHAWKATOP TMOBBIIIEHHOW HMMYHHOH (yHKIMH. B HekoTopbIx
BAPUAHTaX OCYILIECTBJICHHUs MHAYKLHMS WMMYHHOIO OTBETa MOXET BKJIKOYATh YCHUJICHUE
nponudepanuu  B-kieTok, BbIpaOOTKY  aHTHUIEH-CIIEU(PHUECKUX  AHTHUTEN, YCHJICHHE
nponndepanuu  aHTUreH-cieunuiyecknx T-KIeTok, yJy4IleHHe TMPEe3eHTAllMd aHTHIeHa
OSHIPUTHBIMU KJIETKaMH WWIH YBEJIMYEHHE OSKCIPECCUH OINPEAETICHHbIX LUTOKHUHOB,
XE€MOKHHOB U KOCTUMYJIUPYIOIIUX MapKepOB.

[0077] B KOHTeKCTE HACTOSAIMIErO OINMHUCAHWS TEPMUH «AaroOHUCT TOJUI-TOAOOHOTO
perienitopa 4» OTHOCUTCSL K JIFOOOMY COENMHEHHUIO, KOTOpoe nelcTByer kak aroHuct TLR4. B
n300pETeHNN MOYKHO HCIIONIb30BaTh JIEOOOH MOAXOMALINHA arOHUCT TOJUI-OJOOHOTO peLenTopa
4, N3BECTHBIN CIIELUAINCTAM B JAaHHOH OOJIACTH, C YYETOM HACTOALIErO pacKpbIThs. [Ipumepsr
JUra”aa TOJUI-IONOOHOTO perentopa 4, MPUMEHUMOro ISl M300PETeHHUs], BKIIFOYAIOT arOHUCT
TLR4, Bxmouass, 0e3 orpanuueHus, MoHodochopmwmmmmuny A (MPLA). B koHtekcre
Hacrosimero omnucaHus  «MoHodpochopummmnmun  A»  wm  «MPLA»  otHocuTCcs K
MOIU(PUIMPOBAHHON (opMme Tununa A, KOTOPBIHA SBJISIETCS OMOJOTMYECKH AKTUBHOW YacThIO
SHAOTOKCHHA, Junononucaxapuna (LPS), rpamorpunarensHeix Oaktepuii. MPLA wMeHee
TokcudeH, ueM LPS, HO coxpaHseT HMMyHOCTUMYJHpPYIOLIYIO aKTHMBHOCTb. B kadecTse
anbloBaHTa BakuMHbl MPLA cTuMynupyer kak KJIeTO4YHble, TaK U T'yMOpaJibHble OTBETHI Ha
BaKUMHHBIA aHTHreH. llpumepsr MPLA Bxirouator, 0Oe3 orpanmuenws, 3-O-geanmn-4'-
MoHodochopwunug A, MoHodochopui-rekcaar-mumug A, 3-meanun (CUHTETHYECKH)

(raxke HaspBaeMbli 3D-(6-ammn) PHAD®), monodocdopun-3-peammn-munmuny A U UX
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CTPYKTYPHO pOACTBeHHbIe BapuaHTbl. MPLA, monesHslli st uU300peTeHus, MOKeT ObITh
NOJIy4eH C TOMOIUBI0 CMOCOOOB, H3BECTHBIX B MAHHOM 00JacTH, MM U3 KOMMEPUYECKU
JOOCTYITHOTO UCTOYHUKA, TaKoro kak 3D-(6-ammn) PHAD®, PHAD®, PHAD®-504, 3D-PHAD®
ot Avanti Polar Lipids (Alabaster, Alabama, USA) umu MPL™ w3 paznuussx kommepueckux
HUCTOYHUKOB.

[0078] CornmacHO KOHKPETHBIM BapHaHTAM OCYIIECTBJICHHUS arOHHUCT TOJUI-IOAOOHOTO
peuenTopa 4 npeacrasisier coboli MPLA. CorinacHO KOHKPETHBIM BapHaHTaM OCYIIECTBICHUS
aunocoma, coxep:xkamasi ¢ocdonentun Tau U aroHUCT TOJI-MONOOHOTO penentopa 4, Takke
COIEPIKHT STHUTOI XEJEPHBIX T-KJIETOK, KOTOPBIH CIIOCOOEH CBSA3bIBATHCS C OONBIIMHCTBOM MU
Bcemu MosiekystaMu HLA DR (nefikonurapHslii aHTUTEH YenoBeka, D-cesizanHblii). [Tocne sToro
snuTON XenmepHbX T-KNIeTok crocobeH akTusuposaTh CD' T-KIeTKH M 06ecrednBaTh
HEOOXOIMMBbIE CUTHAJbl CO3PEBaHUS M BbDKUBaHMA Tau-cnenmduuecknm B-xierkam. Tau
JIUIOCOMBI MOXKHO HCIOJIb30BaTh Ui NE€HEpaLlii BBICOKOKAYECTBEHHBIX AHTUTEN K aHTUIEeHY
pTau B cxemax TIOMOJIOTMYHOM WM TE€TEPOJIOTMYHOM HMMMYHHU3ALHUM C JIMIIOCOMAMH,
UCTIOJNB3YEMBIMH B MPaiM- 1/ MK OyCT-HMMYHH3ALHH.

[0079] B koHTeKkcTe HACTOSIEro OMHCAHMSI TEPMHUH «3MUTON T-XennepHON KIeTKu»
OTHOCHUTCSl K TOJIMIENTUAY, COAepIKaleMy OIUTON, KOTOPBIH CIOCOOEH pacro3HaBaThCs
xennepHoit  T-xnerkoit. Ilpumepsl SmUTONMOB  XenmepHbIX T-KJIETOK  BKIOYaOT, 0e3
OrpaHUYEHUs], CTOJNOHSYHBIN Tokcouna (Hampumep, smuronsl P2 m P30, Takxke Ha3blBaeMble,
cootBeTcTBeHHO, T2 u T30), MOBEpXHOCTHBIM AHTHIEeH remarura B, XojepHbIi TOKCHH B,
ToKcoun, nudTepuitHbii Tokcoua, Oenok F Bupyca kopw, riaBHbIA OeJOK HapyKHOH MeMOpaHbI
Chlamydia trachomatis, wwmpkymcnopozoutr T Plasmodium falciparum, anturen CS P.
Jalciparum, tpuoszodocharuzomepasy Schistosoma mansoni, Bordetella pertussis, Clostridium
tetani, Pertusaria trachythallina, TraT Escherichia coli, reMarrmoOTHHAH BUpyca TPUIINA
kumneqHoi (HA).

[0080] B wm3oOpereHnn MoxkeT OBITh HCIONBb30BaH JIIOOOH MOAXOASIIUN SIUTOI
XEJIMEPHbIX T-KJIETOK, M3BECTHBIH CIEUAINCTaM B JaHHOW OOJNACTH, C YYE€TOM HACTOSIIETO
packpbiTusi. COrnlacHO KOHKPETHBIM BapHaHTaM OCYILIECTBJIEHHS 3MUTOI XeNNepHbIX T-KJIeTOoK
COIEPHUT TIO0 MEHbIIEeH Mepe ONHY aMHHOKHCIOTHYIO IOCIENOBATENbHOCTh, BBIOPAHHYIO W3
rpynmbl, cocrosimmei u3 SEQ ID NO: 23 - SEQ ID NO: 26. Ilpeano4rurenbHO 3THUTOI
XeNMEepHbIX T-KJIETOK COmepKUT nBe MM OojJee aMUHOKUCIOTHBIX mocienoBarenbHocTein SEQ
ID NO: 23 - SEQ ID NO: 26, ciuTbIx BMeCTe uepe3 JUHKep, TAKOW Kak MeNTUAHBbIA JTUHKEp,
coaep auii ogHy wim 6osnee amuHOKHUCIOT, HarpuMep Val (V), Ala (A), Arg (R), Gly (G), Ser
(S), Lys (K). JlnuHa NuHKepa MOMKET MEHSThCS, MPEANOYTHUTENIbHO OT 1 10 5 aMHUHOKHCIIOT.
[IpenmouTHTENBHO, SMUTOI XENMEPHBIX T-KJIETOK BKIIIOYAET TPU WK 0ojiee aMUHOKHCIOTHBIX
nocnenosarenapbHocTeil 3 SEQ ID NO: 23 - SEQ ID NO: 26, cauTeix BMECTE 4epe3 OAWH N
Oonee MTMHKEPOB, BBIOpAaHHBIX W3 rpynibl, coctosmeii u3 VVR, GS, RR, RK. C-koner snuromna
XeNmnepHbIX T-KIeToKk MOXKeT OBITh AMUAHPOBAH.

[0081] CornacHO BapuaHTaM OCYILECTBJIEHUS 3asBKM 3IUTOIbI XENNepHbIX T-KIETOK

MOTYT OBITb BKJIIOYEHBI B MOBEPXHOCTb JIMIIOCOMBI, HAIPUMEDP 3adKOPCHbI KOBAJICHTHO
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CBsI3aHHOW THAPO(POOHON TPYIION, TAe YyKa3aHHbIH TUApodOOHBIH (parMEeHT MpPEACTaBIsIET
co0OW aNKUJBHYIO TPYMIy, SJKUPHYIO KHCIOTY, TPUTIIMLEPUA, AULIHLEPUA, CTEPOHUT,
CUHTOMUNNL, TIUKOIUIUA Wi (HOCHOIUNUA, B HACTHOCTH, aJIKMIIBHYIO TPYIIY WIH KHPHYIO
KHCJIOTY, B YaCTHOCTH, C YIJIEPOJIHBIM CKEJETOM M3 10 MEHbllel mMepe 3 aTOMOB yriepoja, B
YaCTHOCTH IO MEHbIIEH Mepe 4 aTOMOB YIjepoja, B YACTHOCTH IO MEHbIIEH Mepe 6 aTOMOB
yIJIepOna, B YACTHOCTH IO MEHbILIEH Mepe 8 aTOMOB yIJIepona, B YaCTHOCTU IO MEHBILIEH Mepe
12 aTromMoB yriepona, B 4aCTHOCTU MO MeHbLIeH Mepe 16 aromoB yriepoaa. B onHoMm wu3
BAPUAHTOB OCYINECTBJIEHUS H300peTeHHnst TUapopoOHBIH (parMeHT NpPEACTaBsieT CoOOoU
NaJbMUTUHOBYIO  KHUCJIOTY. AJIBTEPHATUBHO, OIUTONbI XeJMNepHbIX T-KJIETOK MOXHO
MHKAIICYyJIUPOBaTh B JUMOCOMbL. COriacHO KOHKPETHBIM BapHaHTaM OCYLIECTBJIEHMsI 3IMUTOI
xeJnepHbIX T-KJIeTOK MHKANCyJIUpOBaH B JIMIIOCOME.

[0082] Dnuron xenmepHbIx T-kieTOK MOXKET OBITH MOAM(PULIMPOBAH MPUMEHUTENBHO K
€ro JKeJaeMOMY MECTOIIOJIOKEHUIO B JIMIIOCOMAaX CIOCO0aMHM, M3BECTHBIMU B JTAHHOW 0o0yacTu
TEXHUKH, C Yy4eToM Hacrosiuero packpbiTus. CornacHo KOHKPETHBIM — BapHUaHTam
OCYLIECTBIIEHHUS] STHUTON XENMEePHbIX T-KJI€TOK, MPUMEHUMBIH Ui H300PETEeHHs], COINEPIKHUT
aMUHOKHCJIOTHYIO TmocienosarenpHocTh ogHoit u3 SEQ ID NO: 39 - SEQ ID NO: 44.
IlpennodTuTenbHO  3MUTON  XENNEPHBIX  T-KJIETOK  COCTOMT M3  AMHHOKHCJIOTHOHR
MOCJIEIOBATEIHFHOCTH, BRIOpaHHOH U3 rpymmbl, cocrosmeit uz SEQ ID NO: 13 - SEQ ID NO: 17.

[0083] CormacHO KOHKPETHBIM BapHaHTaM OCYIIECTBJICHHUS JHMIIOCOMA, COAepKaliast
¢dochonentun Tau u aroHUCT TOJUT-MONOOHOTO perenTopa 4, TakkKe COAEPKUT arOHUCT TOJLI-
nonoOHoro peunentopa 9. B KOHTEKCTE HACTOSIIETO ONHMCAHUS TEPMHH «arOHHUCT TOJUI-
noJ00HOTO perentopa 9» OTHOCUTCS K JIFOOOMY COETUHEHUIO, KOTOPOE NEHUCTBYET KaK arOHUCT
TLRY9. B m300peTeHNH MOKHO HCHOJB30BATh JFOOOH MOIXOASIIUI arOHUCT TOJII-MTOJOOHOTO
peuenTopa 9, H3BECTHBIH CHELUATNCTAM B TAaHHOW OOJIACTH, C YYETOM HACTOSIIErO PACKPBITHSL.
[Ipumepsl uranaa TOUI-MOAOOHOTO pernentopa 9, MPUMEHUMOTO ISl U300PETeHNUs], BKIIOYAI0T
aronuct TLR9, Bkirouasi, 0e3 orpanmuenusi, onuronykieotunst CpG.

[0084] B KOHTEKCTe HACTOSIIEro OMUCaHusl TepMuH «ojuronykieotun CpGr,
«omuropesokcunykiaeotusy CpG» umun  «CpG ODN»  OTHOCHUTCS K  OJMIOHYKJIEOTHUAY,
coneprkamemMy 1o MeHbmed mepe onuH mMotuB CpG. B KOHTEKCTE HACTOSINEro OMHCAHUS
TEPMUHBl «OJUTNOHYKJIEOTHI», «OJUroAe3okcuHykieotun» unu «ODN» orHOocATCs K
NOJIMHYKJIEOTHY, 00Opa30BaHHOMY M3 MHOKECTBA CBS3aHHBIX HYKJIEOTHUAHBIX e€AMHUL. Takue
OJIUTOHYKJIEOTHIIBI MOTYT OBITh IOJIyY€Hbl W3 CYIIECTBYIOLIMX HCTOYHMKOB HYKJIEHHOBBIX
KHUCJIOT WM MOTYT OBITh TOJYYEHbl CHHTETHYECKUMH METOJaMH. B KOHTEKCTe HACTOSIIEero
onucanus TepMHH «MOTUB Cp(» OTHOCHUTCS K HYKJIEOTHIHOH MOCJIeN0BAaTENbHOCTH, KOTOpas
COIEPKUT HEMETWIMPOBAHHBbIE AUHYKJICOTUAB LMTO3UH-pochar-ryannH (CpG) (T.e. HUTO3MH
(C), 3a koropeiM cienyeT ryanuH (G)), cesa3aHHbie GochaTHOl cBsi3blo Wi hochonudPupHbIM
OCTOBOM UJIU IPYTUMH MEKHYKJIEOTUAHBIMU CBA3SIMH.

[0085] CormacHO KOHKPETHBIM BapHaHTaM OCymecTBieHus onuronykieorun CpG
SABJISIETCA  JIMIMMUOUPOBAHHBIM, TO €CTb KOHBIOTMPOBAHHBIM (KOBAJEHTHO CBSI3aHHBIM) C

JUMUAAHBIM (pparMeHTOM.
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[0086] B KOHTEKCTE HACTOSIILEr0 OMHCAHUS TEPMHH <JIUITHIHBIA (PparMeHT» OTHOCHUTCS
K (¢parMeHty, copep:kauieMy JUNOQUIBHYIO CTPYKTYpy. JIumunmHble (pparMeHThI, Takue Kak
ANKWIbHAsL TPYINA, KUPHAsl KHUCIOTA, TPUTIULEPHI, IUTIULEPUA, CTEepOHn, CHHUHTOIHITNA,
TIUKONMUIH WK (poconunua, B YaCTHOCTH CTEPOJ, TaKOW KaK XOJIECTEPHH, WJIM JKUPHBIC
KHCJIOTBI, KOTJa OHH NPUCOEOMHEHbI K BBICOKOTHAPOQWIBHBIM MOJIEKYJaM, TaKHUM Kak
HYKJIEMHOBbIE KHCJIOTBI, MOXKET 3HAYUTEJIbHO YCHIIMBATh CBSI3bIBAHHE C O€JKaMH IUIa3Mbl H,
CJIEZI0OBATENIbHO, YBEJINYHBATD MMEPHOJ TONYKU3HHA TUAPOQUIBHBIX MOJIEKYJ B LIUPKYJIUPYIOIIECH
kpoBu. Kpome TOro, ObUIO MOKa3aHO, YTO CBSI3bIBAHUE C ONPENEICHHBIMU OEJIKaMHU IUIA3MBbI,
TAKMMH KaK JIMIONPOTEHHBI, YBEIIMYMBAET 3aXBaT B ONPENEICHHBIX TKAHIX, SKCIIPECCUPYIOINX
COOTBETCTBYIOILIME pPELENnTOpbl JHUIOnporenHoB (Hanmpumep, LDL-peunentop, HDL-penentop
wii (arouurapusliil perentop SR-B1). B wactHocTH, nunuaHeiil pparMeHT, KOHBIOTHPOBAHHBINA
¢ pocdonentunamu u/mnm onuronykieorunoM CpG, MO3BOJISIET 3aKPENUTh YKa3aHHbIEC MENTH b
W/WTH OJIMTOHYKJIEOTHUBI B MEMOpaHe JIMIIOCOMBI ¢ IOMOIIbI0 THApodoOHOro pparmMeHTa.

[0087] CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBJIEHMs, C Y4ETOM HAaCTOSILIEro
packpbiTus, ouronykyieotun CpG MOXeT copeprkaTh JIFOObIe OAXOIAIINE MEKHYKIEOTHAHbIE
CBSI3H.

[0088] B koHTekcTe HACTOALIEr0 ONUCAHUS TEPMHUH «MEXHYKJICOTHAHAs CBA3bY
OTHOCHUTCS K XHMHUYECKOH CBSI3H, COCAMHSIOUIEH JBa HYKJIEOTHAA 4Yepe3 CBOM caxapa,
cocrosauie u3 aroma (ocdopa U 3apsLKEHHOH MM HEHTPAIBHOM TPYIIBI MEXIY COCETHHMHU
Hykyieo3ugamu. [IpuMepbl MEKHYKJIEOTUAHON CBsi3U BKIOUAKOT (docomuddupayio (po),
docdopornoatnyro  (ps), dochoponutnoatnyro (ps2), wmetrmndochoHatHyro (mp) U
metmidochoporuoatuyo (rp). Pocdoporuoarnsie, hochopoaurroaTHeie, MeTUIPOCcHOHATHBIC
u MeTrihochopoTHOATHBIE CBSI3U CTAOUIIM3HPYIOT MEKHYKIJIECOTHUAHbIE CBSI3H, B TO BPeMs Kak
dbochonurdpupHast CBsi3b TPEACTaBIsIeT COOOH ECTECTBEHHYI) MEKHYKJICOTUIHYIO CBSI3b.
®DochopoTHOATHBIE OJUTOHYKIEOTHIBI OOBIYHO CUHTE3UPYIOT B BHJE CIYYaHON palieMIuecKon
cmecH pochopoTnoatHbix cszeit Rp u Sp.

[0089] B m300peTeHnn MOKeT OBITh UCIIOJIb30BAH JIFOOOH MOAXOAAIINN OJTUTOHYKJICOTH]T
CpG, wu3BecCTHBI cnenuMajincTaM B JaHHOW OONACTH, C YYETOM HACTOSIIEr0 PACKPBITHSL
ITpumeps! Takux ojuronykieorunoB CpG Bxmouaror, 0e3 orpammdenus, CpG2006 (Takxke
u3BectHbIN Kak CpG 7909) (SEQ ID NO: 18), CpG 1018 (SEQ ID NO: 19), CpG2395 (SEQ ID
NO: 20), CpG2216 (SEQ ID NO: 21) unmu CpG2336 (SEQ ID NO: 22).

[0090] Oumuronykaeornn CpG MOXHO TOABEPTHYTH JUIMHIUPOBAHHUIO CIIOCOOAMH,
U3BECTHBIMH B JTAaHHOH OOJACTH TEXHUKH, C YUYE€TOM HACTOALIETO PACKPBITHS. B HEKOTOpBIX
BapHMAHTAX OCYINECTBJIECHUs ONUroHykyieotun Cp(G KOBAJIEHTHO CBS3aH HEMOCPENCTBEHHO C
MOJIEKYJION XoJiecTeprHa. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS 3’ -KOHEL OJIUTOHYKJIEOTH 1A
CpG KOBaJIeHTHO CBsI3aH C MOJIEKYJION XojectepuHa depe3 GochaTHyO CBs3b, HEOOS3aTETHHO
yepes3 nuHkep IO, B HekoTOpbIX BapuaHTax OCyILECTBIeHUs 5’ -KoHel oauronykieoruaa CpG
KOBAJICHTHO CBSI3aH C MOJIEKYJION XojecTepuHa depes (HochaTHYO CBs3b, HEOOSI3aTEIBHO Uepe3
muakep 1100, pyroii nuno¢uibHbI QparMeHT Takke MOXKET ObITh KOBAJEHTHO CBsi3aH C 5’-

wi 3’-koHuoM omuronykineoruna CpG. Hampumep, omuronykneotun CpG moxer ObITh
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KOBQJIEHTHO CBSI3aH C JIMITUAHBIM SIKOPEM TAKOH K€ IUTMHBL, YTO U (POCHONUHIBI U3 JTUITOCOMBI:
OJIHA LIETIb MAJIbMUTHHOBOH KHCIIOTHI (Hampumep, ¢ ucnoibp3zoBanueM Pal-OH wnm aHanoru4Hoi,
AKTUBUPOBAHHON MUl CBS3BIBAHUS) WJIM [IB€ MAJbMHTHHOBBIE KHCJIOTBHI (HAmpumep, ¢
UCTIONB30BaHUEM  1,2-IMNaibMHUTOMII-SN-TIHLIEPO-3-pochosTaHoTaMUH-N-(CYKIMHWI) WX
aHAJIOTHYHOTO, aKTHBUPOBAHHOTO ISl CBSI3BIBAHMS), HeoOs13aTenbHO uepes jmHkep 101 Cwm.,
HanpuMep, COOTBeTCTBYIOLIee packpbiTue B nateHTe CIIIA Ne 7,741,297, cogep kaHue KOTOPOro
BKJIFOUEHO B HACTOsIIEEe OMHcaHhue mocpencTtBoM ccbutku. Jlnmmaa IIOIT Moker MeHSATbCs,
Hanpumep, oT 1 no 5 equnnn 121

[0091] Anst koBaneHTHOTO CBs3bIBaHUs onuronykjeorunaa CpG ¢ munoduibHOM rpyImnon
(TakOl Kak MOJIEKyJla XOJIECTepPHHA) TaKKe MOTYT OBITh HCIIOJNB30BAHBI APyTrUe€ JHHKEPHI,
IPUMEPBI KOTOPBIX BKJIIOYAIOT, O€3 OrpaHu4eHus, alKUIbHBIHN crieficep, copepskamuii ot 3 1o 12
aToMOB yriepopa. B kadecTBe amMuHOAMONa HEOOXOOUM KOPOTKHH JIMHKEP, COBMECTUMBIH C
XUMHEH OJIMTOHYKJICOTHIOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS IJIsl KOBAJEHTHOTO
CBSI3BIBAHUSI HE HUCIONb3yeTcs: muHkep. Cm., Hanpumep, Ries et al., «Convenient synthesis and
application of versatile nucleic acid lipid membrane anchors in the assembly and fusion of
liposomes», Org. Biomol. Chem., 2015, 13, 9673, coOTBeTCTByIOIee OMHCAHHE KOTOPOTO
BKJIFOYEHO B HACTOSIIIEE OMHUCAHNE TTOCPEICTBOM CChUTKH.

[0092] CornacHO KOHKPETHBIM BapuUaHTaM OCYIIECTBIEHUS JIUIIUAUPOBAHHBIN
omuronykieotnn CpG, mnpuUMEHUMBIH A HM300PETEHHs, COHNEP)KUT  HYKJICOTHIHYIO
MOCJIEIOBATEIHPHOCTD, BRIOpaHHYIO U3 rpymmbl, coctosimei nu3 SEQ ID NO: 18 - SEQ ID NO: 22,
rIe HYKJEOTHUAHAs IOCIEAOBATEIbHOCTh BKIIOHAeT OAHY WM Oosee (HochopOoTHOATHBIX
MEKHYKJICOTUIHBIX CBSI3€H, M HYKJICOTHIHAs MOCIENOBATEIBHOCTh KOBAJEHTHO CBsi3aHAa IO
MEHBIIEH Mepe C OIHHUM XOJeCTepHHOM depe3 JuHKep. COriacHo NpeAanoYTUTENbHBIM
BapUAHTAaM OCYIIECTBJICHUS JUMUANPOBAHHBINA OnUroHykieotun CpG comepKUT HyKJICOTUIHYIO
nocnenoBarenpHocTh SEQ ID NO: 18, umeer onmny wmm Oonee ¢ochopoTnoarHbx
MEKHYKJICOTUIHBIX CBsi3ell W KOBAJIEHTHO CBA3aH C XOJECTEpPUHOM. JlJIi KOBAJEHTHOTO
cBsi3bIBaHUsl onuronykieoruaa CpG ¢ MOJeKyJIol XoJecTeprHAa MOXKHO HCIIOJIb30BaTh JIIOObIE
NOIXONALINE JHHKePHL. [IpennouTHTeNbHO IMHKEP BKIIFOYaeT noausTuieHrmukons (I1910).

[0093] CornacHO KOHKpETHBIM BapMaHTaM OCYLIECTBJIEHHUS JIMIIOCOMAa AOMOJHUTEIBHO
COIEP KHUT OMH WIH 0oJiee TUMHUIOB, BBIOPAHHBIX U3 TPYIIIBI, COCTOSAIIEH u3 1,2-TMMUPHUCTONII-
sn-rmunepo-3-¢pocpoxomua  (DMPC),  1,2-aumupucronsn-sn-riauuepo-3-pocopun-3'-rac-
rmunepuHa (DMPG) u xonecrepuHa.

[0094] CornacHO KOHKpETHBIM BapHaHTaM OCYLIECTBJIEHHUS JIMIIOCOMAa AOTMOJHUTEIbHO
comepxur Oydep. B wnzobpereHMn MOXKHO HCIONB30BaTh JIHOOONW mnoaxoxaummii  Oydep,
U3BECTHBIN CIIELUANNCTaM B JAHHOH OOJIACTH, C YYETOM HACTOSIIIEro pPacKpeiTus. B omHOM u3
BAPHUAHTOB OCYIIECTBJICHHS JIMIIOCOMA COAEPKUT 3a0ydepeHHsbIit pocaTHOM CONEBON pacTBOP.
CornacHo KOHKPETHBIM BapHaHTaM OCYIIECTBIICHUS Oydep Comep KUT TUCTHINH H Caxaposy.

[0095] HnmrocTpaTuBHAsE JIMIIOCOMA, UCIOJNB3yeMasi B HACTOSINEM H300peTeHUH,
BKJIFOYAET TeTpanajibMuTonnnpoansblid pochonentun Tau (pTau-nenruxn T3, SEQ ID NO: 28),

KOTOprfI MPE3CHTUPOBAH Ha MOBEPXHOCTU JIMIIOCOMBI MOCPECACTBOM ABYX MNAJIbMUTHUHOBBIX
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KHMCJIOT Ha KaxxaoM koHue nentuza Tau; nurang TLR-9, conepsxamuil nunuauposanuelii CpG
(amproBant CpG7909-Chol; SEQ ID NO: 18), BCTpOeHHBIII B JIMIIOCOMHYID MeMOpaHy
MOCPEACTBOM MOJIEKYJIbl XOJieCTepuHa, KoBaJleHTHO cBsa3aHHOW ¢ CpG uepes nuukep IIOT
murann TLR-4 (monodochopmmmunun A (Hanpumep, 3D-(6-aumn) PHAD®)), BcTpoeHHBIH B
MeMOpaHy, WHKaICyJIHpPOBaHHBIA »muron xennepHbelx T-kinetok (PAN-DR  cessbiBaroee
BemecTBo T50; SEQ ID NO: 13); u 1,2-numupucroun-sn-rauuepo-3-pocpoxonus (DMPC), 1,2-
TUMUPHCTOMII-Sn-ruepo-3-[ pocdoparn-( 1 -riumepun)|Hatpuesyro conb (DMPG) u xonectepun
B KaUeCTBE JINMTUAHBIX KOMIIOHEHTOB JIMTIOCOMBI.

[0096] JIumocoMbl MO HACTOSAMEMY H300PETEHUIO MOTYT OBbITh IMOJNYYEHBI CIIOCOOOM,
U3BECTHBIM B JAHHOH OOJACTH TEXHUKH, C y4ETOM HACTOSALIEro packpbiThs. OnTuMalbHbIC
COOTHOIUEHHUsS] Ka)XKIOTr0 KOMIIOHEHTa JIMIIOCOM MOTYT OBITh OIpENeNeHbl METOIaMH,
M3BECTHBIMH CIIEL[HAJIIICTAM B TAHHOH OOJIACTH, C yUETOM HACTOSIIIETO PACKPBITHSL.

[0097] JIummocoMbl MOKHO BBOAUTH MOAXONSALIUME CIIOCOOAMHU JJI TIPOPHUITAKTHIECKOTO
u/vm TepaneBTHYECKOro JieueHusi. COracHO MpenrnoYTHTEIbHBIM BapUaHTaM OCYIIECTBIICHUS
JIMTIOCOMBI BBOAST NMyTE€M IMOAKOKHON MM BHYTPUMBILIEUHON MHBEKLMU. BHYTPUMBILLIEUHYIO
MHDBEKLUIO Yallle BCEro OCYIIECTBISIOT B MBILILBI PYK MJIH HOT.

[0098] B omHOoM oOmeMm acnekTe HM300pETeHHE OTHOCUTCS K (papMaumeBTHYECKUM
KOMITO3UIIUSIM, COAEPIKALINM TepamneBTHYeCKH 3(PQPEKTUBHOE KOJHMUYECTBO JIUIIOCOM BMECTE C
(dapMaLeBTHYECKH TPUEMIIEMBIM HAIMOJHUTENEM WM HocuTeneM. DapManeBTHYECKU
NpUEMJIEMbIC HAIMOJHHUTEIN WM HOCHUTENINM XOPOLIO H3BECTHBI B JAHHOW oOmactu (cM.
Remington’s Pharmaceutical Science (15-e u3n.), Mack Publishing Company, Easton, PA,
1980). IlpenmoutuTenbHbBIi  cocTaB  (papMaLEBTHUECKOW  KOMITO3ULMHM  3aBUCUT  OT
NPEAToNaraeMoro crocoda BBEACHHS U TepPANeBTUYECKOro nmpuMeHeHus. Kommosummm moryT
BKJIFOYATh (DapMalLleBTHUECKU MTPHEMJIEMble HETOKCHYHBIE HOCHTENN WITH Pa30aBUTENH, KOTOPBIE
OTIPENENAIOT KaK HECYLIHE CPeIbl, OOBIYHO HCIIOIB3YEeMBbIE I COCTABIECHUS (hapMalleBTHUECKUX
KOMIIO3UIIUI i1 BBEACHUS KUBOTHBIM WM 4enoBeky. I[lomOuparoT Takod pasbaBHUTEIb,
KOTOPBII HE BIHUSET Ha OHOJOTHYECKYI) AaKTUBHOCTh KoMOmHammu. Ilpumepamm Takux
pasbaBuTenell  SABISAIOTCS — AWCTWIIMPOBaHHas  Boxa,  3a0ydepeHHslii  ¢ocharom
¢u3nonornueckuil pacTBOp, pacTBOpPhl PuHrepa, pacTBOp AEKCTPO3bI M pacTBop X3HKA. Kpome
TOro, (hapMaLeBTHUECKAsh KOMIIO3HLIUS HIIH COCTaB TAK)KE€ MOXKET BKJIIOYATh JPYrHe HOCHUTEIH,
a’bIOBAHTHl MJIM HETOKCHYHBIC, HETEPANIeBTHUECKUE, HEUMMYHOTEHHbIE CTAOMIM3aTOPbI U T.IL.
Crnenyer moHMMaTh, YTO XapaKTEPUCTUKH HOCHUTENS, HAIMOJHUTEIS] WU pasdasurenst OynayT
3aBUCETh OT MyTH BBEACHUS Il KOHKPETHOIO IPUMEHEHUSI.

[0099] LleneBoit aHTUTEH IJIsl BAKLUHBI HAXOAUTCS B TOJIOBHOM MO3T€, U MO3T OTAEJIEH
OT KPOBOTOKa CIELHAJIbHOW KJIETOYHOH CTPYKTYpOH, Ha3bIBAEMOH reMaTosHLEePaTnIeCKuM
baprepom (BBB). BBB orpanuumBaer mnomnajgaHue BEIIECTB W3 KPOBOTOKA B MO3r. JTO
NPEAOTBpALIAeT MOMaJaHHe TOKCHHOB, MUKPOOOB W T.I. B LIEHTPAJBHYIO HEPBHYIO CHCTEMY.
BBB Takxke wWMeeT TOTEHIMAJIbHO MEHEe JKeNaTeNbHbIi 3((eKT NnpenoTBpalneHus
3((EeKTUBHOTO TNPOHWKHOBEHWs] HMMMYHHBIX MEAMATOPOB (TaKMX Kak AaHTHTENa) B

WHTEPCTULMATIbHYIO0 U CHUHHOMO3TOBYIO KUAKOCTh, OKPYIKAO LYK MO3T.
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[00100] IIpubmmsurensro 0,1% aHTUTEN, NPUCYTCTBYIOIIMX B OONBIIOM Kpyre
KpoBooOpatnenus, nepecekaroT BBB u momagaroT B MO3r. 3TO Mpearnosiaraer, Yro CUCTEMHbIS
TUTPBL, UHAYLMPOBAHHBIC BAKLIMHOMN, HaueaeHHoH Ha anTtured LIHC, momkHbI ObITh IO MEHBIIEH
mepe B 1000 pa3 Gospine, yeM MUHUMAJBbHBIN 3()(EKTUBHBINA TUTP, YTOOBI OBITH 3 (PEKTHBHBIMU
B Mo3re. MUHHMajbHbIE THTPHl AHTHUTEN B CHIBOPOTKE, HEOOXOAWMBIE Ui OOECIeYeHUs
NO3UTHUBHOTO 3¢ deKTa, He Bcerna oueBHIHbL. Kpome Toro, HEoOXOAMMO YUUTBIBATH HE TOJBKO
KOJINYECTBO, HO M KAaueCTBO MMMYHHOTO OTBETa (HAIpHMep, aBHIHOCTbH) AJsi Oe30macHOd U
s¢exTuBHON WMMyHOTepamuy, HampaBieHHOH Ha paccrporictBo IIHC, Takoe xkak
HelponereHepaTuBHOE 3a00JI€BaHIE, PACCTPONCTBO HITH COCTOSTHHE.

[00101] CnenoBatenbHO, COIrJIaCHO KOHKPETHBIM  BapUaHTaM  OCYLIECTBIIEHUS
¢apmareBTHUECKHE KOMIIO3HLHUK IO HACTOSMIEMY H300PETeHHIO OTOJHUTENBHO COAEepKAaT
OIWH UM 0oJiee MOAXOASALINX aJbIOBAHTOB JJISI TOCTHKEHUS JKEJIAeMOTr0 MMMYHHOTO OTBETA Y
cyobekta. llomxopsimue agbIOBAaHTBI MOXHO BBOAWTH MO, TOCIAE€ WM ONHOBPEMEHHO C
BBEACHWEM JIUNOCOM. lIpenmoduTuTeNnbHble anbIOBAHTB YCHJIMBAIOT WCTHHHBIA OTBET Ha
UMMYHOT€H, HE€ BbI3bIBas KOH(OPMAIIMOHHBIX M3MEHEHHHI HMMYHOI€HA, BIMSIOIINX Ha
Ka4deCcTBEHHYIO (opMmy oTBera. [IpuMepaMu axbIOBAHTOB SIBISIFOTCSI COJIM QJIFOMHUHUS (KBAaCIbl),
TaKHe KaK TUAPOKCHI almtoMuHUs, pocdar amromunans u cyiabdar amomunus. Takue aabloBaHThI
MO>KHO HCTOJB30BATh C JAPYTMMHU CHENH(PUIECKUMH UMMYHOCTUMYJIHPYIOIIUMH areHTaMy WIN
06e3 Hux, TakumMu kak kinacc MPLA (3-me-O-anmnupoBansblli MoHOpOChOpMHUIHI A
(MPLTM), wmoHodochopun-rekcaaunn-munug A, 3-geaumn cuHTerndeckuid (3D-(6-ammm)
PHAD®, PHAD™, PHAD®-504, 3D-PHAD®) nunua A), HOJUMEpPHbIE WM MOHOMEpHBIE
AMHUHOKHUCJIOTBI, TAKHE KaK TMOJUTIyTAMUHOBAsI KUCJIOTAa WM TOJMIU3UH. Takue aablOBAaHTHI
MO>KHO HCTOJB30BATh C JAPYTMMHU CHENH(PUIECKUMH UMMYHOCTUMYJIHPYIOIIUMH areHTaMy WIN
0e3 HUX, TaKUMH Kak Mypamuinentunsl (Hampumep, N-anetwiMmypamui-L-TpeoHmn-D-
m3ornyramul (thr-MDP), N-anerun-nopmypammin-L-ananun-D-nzornyramusa (sop-MDP), N-
anetuaMypamm-L-ananun-D-usornyraMmusmn-L-anannH-2-(1'-2'-aunanbeMUTOMI-SN-FITULEepo-3 -
runpokcudochopunokcu)stunamua  (MTP-PE), N-anerunrmoxozamuH-N-aneTuiMypamui-L-
Al-D-usorny-L-Ala-gunansmurokcunpornunamuy  (DTP-DPP)  Theramide™) wumu  gpyrue
KOMITOHEHTHI OaKTepHaJbHON KJIETOUYHOW CTEHKH. DMYJIBbCHH THIA «MACJIO-B-BO/E» BKJIFOYAIOT
coctaB MF59 (cm. WO 90/14837), conepsxammit 5% ckanen, 0,5% TBuH-80 u 0,5% crnan-85
(HeoOs3aTebHO coaepskammii pasnuuHbie konmmdectBa MTP-PE), npurotoBieHHBIH B BHUIE
CyOMHKPOHHBIX HaCTHUI] C TOMOINbID Mukpoduonnaiizepa, SAF, comep:xamuii 10% ckBaeH,
0,4%  TBUH-80, 5%  Pluronic omokconomumep L1221 u  thr-MDP, b0
MUK PO IIONIN3UPOBAHHBII B CYOMHKPOHHYIO SMYJIBCHIO, JTUOO TOJIYYEHHBIH B BUIE YMYJIbCHU
C YACTHIIAME GONBIIEro Pa3sMepa MyTeM BCTPAXUBAHMUS, U abIOBAHTHYIO cucTeMy Ribi™™ (RAS)
(Ribi ImmunoChem, Hamilton, Mont.), cogepxkamyo 0,2% TBun-80 u omuH umm OGojee
KOMITOHEHTOB OaKTepHUaNbHON KIJIETOYHOH CTEHKH, BBIOPAHHBIX W3 TPYIIIBL, COCTOSIIEH W3
monodochopumtumuma A (MPL™!), tperanosomumukonara (TDM) u ckeneTa KIETOUYHOI
crenxu (CWS), mpexmoururensao MPL™+CWS (Detox™). [pyrue ambioBaHTBI BKIHOHUAIOT

nonHbIi anbproBaHT @petinaa (CFA) u uutokussl, Takue kak uHTepierkunsl (IL-1, IL-2 u IL-
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12), maxpodaranpblil KonoHUH-cTUMyupyromuii  ¢dakrop (M-CSF) u  daxktop Hekposa
omyxonu (TNF).

[00102] B kOHTEKCTE HACTOSINErO OMHCAHUS TEPMHH «B KOMOUWHAIMI» B KOHTEKCTE
BBEJICHUS] CYOBEKTY ABYX WM OOJiee TepaneBTHYECKUX CPEICTB OTHOCHUTCS K TPUMEHEHUIO
OoJiee YeM OTHOTO TEPATeBTUYECKOrO CpeacTBa. MCmoib30BaHUe TepMUHA «B KOMOWHAIIUNY HE
OTPAaHUYUBAET TOPSIOK, B KOTOPOM TEPANEBTHUYECKHE CPEICTBA BBOISTCS K CYOBEKTY.
Hampumep, mepBoe TepameBTHYECKOE CPEACTBO (HAMpPUMEp, MPEACTABICHHAS B HACTOSIIEM
OMHCaHUH KOMITO3HLIMS) MOXKET OBITh BBEIeHA (Hampumep, 3a 5 MUHYT, 15 munyT, 30 MUHYT, 45
MHHYT, | dac, 2 yaca, 4 yaca, 6 yacos, 12 4acos, 16 yacos, 24 yaca, 48 yacos, 72 yaca, 96 4acos,
1 Henemro, 2 Hemenu, 3 Henmenu, 4 Henenu, S Hexenb, O Henenb, 8 Henmenb uiu 12 Henesb), 10,
OJHOBPEMEHHO WJIH (Hampumep, depe3 S MUHyT, 15 MunyT, 30 MunyT, 45 MunyT, 1 4ac, 2 4aca, 4
4yaca, 6 gacoB, 12 gacos, 16 yacos, 24 qaca, 48 yacos, 72 4aca, 96 gacos, 1 Henemro, 2 Hegenn, 3
Henenu, 4 Hemenu, S5 Henmenb, 6 Hemenb, 8 HemeNlb WK 12 Henesb) MOCTE BBEIEHUS CYOBEKTY
BTOPOT'O T€PANEBTUYECKOTO CPEACTBA.

[00103] Bpemsi BBeZieHHST MOKET MEHSITHCSA B 3HAUUTENBHBIX MPEAENiax OT OTHOTO pas3a B
CyTKM N0 OJHOIO pas3a B IOA W OJHOIO pas3a B JECATh JieT. TUNUYHBIMA PEKUM COCTOUT U3
MMMYHH3ALUHU C TOCJIEAYIOIUMU NOBTOPHBIMU HHBEKLIUSIMU Y€pe3 ONMPEAETIEHHbIE TPOMEKYTKH
BpeMeHH, Hamnpumep, OoT 1 no 24 nHepens. JIpyroil pexuM COCTOMT W3 HUMMYHHU3ALUU C
MOCJEAYUIMMI TOBTOPHBIMUA HHbEKLUSAMH 4epes 1, 2, 4, 6, 8, 10 u 12 mecsues. pyroii pexum
MpEAnoiaracT BBEICHUE KaXIble JBa MeCsAlla MNOKU3HEHHO. B kauecTBe ajbTepHATUBBI
MOBTOPHBIE HHBEKIMH MOTYT OBITh HEPEryJSIPHBIMHU, COTJIACHO TOKAa3aTeNisiM MOHHUTOPHHTA
MMMYHHOT'O OTBETA.

[00104] Crenuanucthl B NaHHOH OONACTH JIETKO TMOWMYT, YTO PEXUMBI BBEICHUS
MPaMUPYIOIUX U OyCTEPHBIX 103 MOTYT OBITh CKOPPEKTUPOBAHBI HA OCHOBE HM3MEPEHHBIX
UMMYHHBIX OTBETOB MOCie BBeneHuid. Hampumep, OycrepHbIe KOMIO3UIUU OOBIMHO BBOJIST
yepe3 HECKOJbKO HeAeNlb WM MECSILEB MOC/Ie BBEACHUs MNPalMUPYIOLIEH KOMITO3UILINHY,
HarnpuMep, NPUOIU3UTEIBHO Yepe3 | Hememo wiu 2 HeAeu, WK 3 HeJenu, Wik 4 Heesu, 1 8
Heneab, unu 16 venens, unu 20 Heaenb, wiu 24 Henenu, unu 28 Heaelb, WX 32 HeAeau, uiu 36
Henenab, unu 40 Henens, unu 44 Heaenu, unu 48 Henenb, Uy 52 Heaenu, Uiau 56 Heneb, wiu 60
HeZeNb, Win 64 Heaenu, Wik 68 Hexenb, Uin 72 HeaeNb, Uiy 76 Heaeab, WIK OJHOTO-IBYX JIET
MOCJI€ BBEICHUS NPANMUPYIOIIEH KOMIIO3ULIUU.

[00105] CornacHO KOHKPETHBIM acIeKTaM, MOKHO BBITIOJHUTh ONIHY WM Oolee
OyCTepHBIX UMMYHH3AIUi. AHTHUT€Hbl B COOTBETCTBYIOIIHMX MPAHMHUPYIOMUX U OyCTEpPHBIX
KOMITO3HUIIUSIX, HECMOTPSI Ha UCTIOJIb30BaHKE OOJIBIIOTO KOTHYECTBA OYCTEPHBIX KOMITO3UIUH, He
00s13aTeIbHO  JAOJUKHBI  OBITh  WIEHTUYHBIMH, HO JOJUKHBI HMEThb OOINMe aHTHIEeHHbIS
JOETEePMUHAHTHI WJIH OBITh B 3HAYUTENIHON CTEIIEHU MOXOKUMU APYT HA JpyTa.

[00106] DapmaneBTUYECKHEe KOMIO3HLIUU MO HACTOSIIEMY HM300PETEHHIO MOTYT OBITh
COCTaBJICHbI B COOTBETCTBHUH CO CITOCOOAMU, M3BECTHBIMU B TAHHOHN 00JIACTU TEXHUKH, C YIETOM
HACTOSIIEro packpbiTus. ONTHUMAaNbHbIE COOTHOLIEHUS KaKIOr0 KOMIIOHEHTa B KOMITO3ULIUSIX

MOTyT OBITh OonpeacJICHbl METOAAMU, U3BCCTHBIMU CIIELIUAJIUCTAM B I[aHHOfI O6J'IaCTI/I, C y4€TOM
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HaCTOSALIEr0 PaCKPbITHS.

[00107] B mnpeamoYTHTEIPHOM BapHAaHTE OCYIIECTBIIEHUS HACTOSIIETO H300peTeHMUs
BBEZICHHE menTuaa Tau myTeM BBeneHHs (papMauneBTUYECKOH KOMITIO3UIIMU B COOTBETCTBHH C
BapUAHTOM OCYIIECTBJICHUSI H300pETeHHU MHAYLMPYET aKTHBHBII UMMYHHBIH OTBET y CyOBEKTa
Ha nenti Tau u Ha marojormyeckyro ¢Gopmy Tau, TeM caMbiM obJerdasi yajeHHue arperaToB
poacTBeHHBIX Tau, 3aMmenJsisi MPOrpeccUpoBaHUE MOBENEHHUs, CBA3aHHOro ¢ Tau-matosoruet,
u/vnm obecrieunBast JICUSHHE JIeXKAIIEe B OCHOBE TayIaTHH.

[00108] Tau mpencrasisier coboii «COOCTBEHHBIN» O€JIOK YeloBeKa. DTO O3HAYAET, YTO,
B NPHHLUIE, BCe JUM(OLUTHI, Hecylmue peuentop, crnenuduuHblii ms Oenka Tau, JOJIKHBI
OBITh  yHaJeHsl BO BpeMs pa3BUTHA  (LEHTpaJbHAs TOJNIEPAHTHOCTb) MIJIM  CTaTh
HEBOCIPUUMYHBBIMH  [TOCPEICTBOM MeXaHHW3Ma Nepupepudeckod  TOJNEPAHTHOCTH. Ta
npobjemMa oOKas3anachb CEpbE3HBIM MPEMSATCTBUEM HA MyTH K pa3paboTKe BaKIHMH TNPOTUB
COOCTBEHHBIX WJIN «U3MEHEHHBIX COOCTBEHHBIX» OEJKOB (HampUMeEp, OMyXOJEBbIX AHTUTCHOB).
Co3naHne BBICOKOKAUECTBEHHBIX AHTUTEN K aHTUTEHY (COOCTBEHHOMY MJIM HH(EKIIHOHHOMY)
TpeOyeTr neiicTBus HE TONbKO B-mMMQOIHMTOB, KOTOpBIE MPOAYILMPYIOT aHTUTENO, HO TaKXKe H
XEJNEPHBIX CD4" T-mumdonuTos. CD4" T-kneTkn 06ecHednBaroT KPUTUYECKUE CHUTHAJIBI
BBUKHBAHUA M CO3PEBAHMA i B-mumdouuTos, a xuBoTHbe ¢ aepumurom CD4™ T-kmerok
ABNAIOTCA B 3HAUMTENBHOH CTENeHH MMMYHOCYIpeccHpoBaHHbIMH. CD4" T-kieTknm Takxe
MOJIBEP>KEHbl MEXaHHU3MaM TOJIEPAHTHOCTH, U JONOJHUTENbHBIM MPENATCTBUEM ISl CO3/1aHUs
CHJIbHBIX OTBETOB ayTOPEAKTHBHBIX (Hampumep, MpoTuB Oenka Tau) aHTUTEN SIBJIAETCS TO, YTO
Tau-peaktusHble CD4™ T-KjeTKH Takxke, BEpOSITHO, OyAyT PEIKMMH HJIH OTCYTCTBOBaTh B
perepTyape 4eIoBeKa/’KUBOTHOTO.

[00109] B cooTBeTCTBHH C 3TUM aCHEKTOM HACTOSIIETO U300pETeHUs] UMMYHHBIA OTBET
BKJIFOYAET PAa3BUTHE IIOJIE3HOTO TyMOPAJbHOrO (OMOCPENOBAHHOTO AHTHUTENAMH) OTBETA,
HANpPaBJIEHHOrO0 TMPOTHB TMeNnTuAa lau, W KJIETOYHOro (OMOCPEAOBAHHOIO AaHTHICH-
cneunpuyeckuMu T-KIeTKaMy WU MPOAYKTAMH X CEKPELMH) OTBETA, HAMPABIEHHOTO MPOTUB
T-keTo4HOro 3nuToNa UM UMMYyHOT€HHOTO HOCUTEIIS.

[00110] B naHHOM KOHTEKCTe MOBEACHUYSCKUI (hEeHOTHII, CBA3aHHBIN ¢ Tau-maronoruei,
BKJIFOYAET, O€3 OrpaHWYeHUs], KOTHUTHBHBIE PAcCTPOHCTBA, paHHeE H3MEHEHHE JHMYHOCTH U
PacTOPMOKEHHOCTb, amaTHiO, aOyJIHMI0, MYTH3M, aMpakCHIO, MEPCEBEPALUI0, CTEPEOTHITHBIE
IBW)KEHUS/TIOBEACHNE, THIIEPOPATBHOCTD, A€30PTraHU3aIMI0, HECTOCOOHOCTh IIAHUPOBATDH WJIH
OpPTaHU30BaTh IMOCIENOBATEIbHBIE 3aaHMs, ASTONU3M/4EPCTBOCTh, AHTHCOLMAIBHBIE YEpPTHI,
OTCYTCTBUE SMIIATHH, COMBYMBOCTb, arpaMMaTH4yeckas pedb C 4YacThIMU mnapadasHbIMH
omrOKaMy, HO OTHOCUTENIbHO COXPaHEHHBIM MIOHIMaHUEM, HapyIIeHHOe TIOHUMaHUEe U 1e(ULIIT
nondopa CJIOB, MEMJIEHHO MPOrPeCcCCHPYIOMIYI0 HECTaOWJIBHOCTh TIOXOAKH, PETPOIYJIbCUH,
3aMUpaHue, 4YacTble MaAeHMs], AaKCHAJIbHYK) PUTHIHOCTb, HE CBS3aHHYIO C JIEBOJAOIION,
HaAbAEPHbIN Napainy B3INsAAa, “NPsMOYTOJbHbIE” MOAEPTUBaHUs, MEAJIEHHbIE BEpTHUKAJIbHbIE
Cakkaabl, TCEBAOOYIbOApHBIN Mapaiud, ampakCH0 KOHEYHOCTEH, MUCTOHHUIO, TOTEPIO
4yBCTBUTEJIBbHOCTU KOPBI TOJIOBHOTO MO3Ta U TPEMOP.

[00111] Ilpu ocymuecTBIeHUN CIOCOOOB MO HACTOSALIEMY H300PETEHHIO B COOTBETCTBUU
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C KOHKPETHBIMM BAapHUAHTAMH OCYIIECTBJICHHUS H300pETeHHS TNPENNOYTHTEIbHO BBIOMPATH
CyOBeKTa, UMEOIIEro WIN MOABEPKEHHOTO PUCKY pa3BUTHA OoNie3HH AJbIreiiMepa Win Apyrou
TaynaTuy, cyObeKTa, UMEIINero arperatol Oenka Tau B TOJOBHOM MoO3re, Wi cyObekTa,
IEMOHCTPUPYIOLIETO TOBENEHYECKUH (PEHOTHI, CBsI3aHHBIH C KIyOKam#, OO BBEIEHUS
UMMYHOT€HHBIX [ENTHIOB WJIM aHTHTEN 10 HacrosimeMmy uzo0perennto. CyObeKThl,
NOJAKOIIHECS JICUEHHIO, BKIFOYAIOT JIIOJIeH C PUCKOM Pa3BUTHS 3a00JIeBaHUs, Y KOTOPBIX eIne
HE TPOSBJICHbI CHUMIITOMBIL, & TAK)X€ MAaMEHTOB, V KOTOPBIX YK€ MpPOSBICHbI CUMNTOMBI B
ciydae Oone3HU AunbureiiMepa MPAKTUUECKHU JIFOOON YENOBEK IMOABEPIKEH PHUCKY Pa3BHTHUS
Oonesnn Aunpurefimepa. CnenoBaTenpbHO, HACTOSIIHE CHOCOOBI MOXHO TPHUMEHSTH JUIS
npOHIAKTUKN CPENN HACETICHUS B LIEJIOM 0e3 HeOOXOIUMOCTH KaKOW-INOO OLIEHKH pUCKa IS
paccmarpuBaeMoro marnuerTa. CrnocoObl MO HM300peTeHHI0 OCOOEHHO TMONE3HBI IS JIFOACH,
UMEIOIIUX W3BECTHBIN T'€HETHUECKUH PUCK pa3BUTHs Ooie3Hm AunbureriMepa. K Takum mumam
OTHOCATCSL T€, Y KOr0 MMEIOTCSl POICTBEHHMKH, IEepeHecuIre 3To 3aboieBaHue, U Te, PUCK
KOTOPBIX ~ ONpENEeNIeH AaHaJM30M TE€HETHYECKMX WM OHOXMMHYECKHX MapkepoB. B
NPEATIOUYTUTENIbHBIX BapHAHTaX OCYINECTBJICHUS CYOBEKT HYXIAeTCsl B JIEUEHHH OOJe3HU
AnpureiiMepa, NpPEANOYTHTENBHO OONE3HU AJbIreliMepa Ha paHHEH CTaguH, JIETKOTo
koruutuBHOro Hapymenuss (MCI), Bei3BaHHOro Oose3Hbr0  Aublrefimepa, Oose3Hu
AnpureiimMepa Jerkoi crenenu win 00e3HN AnbLreliMepa OT JIETKOH 10 YMEPEHHON CTETeHH.

[00112] ¥V GeccMMNTOMHBIX TAIMEHTOB JICUEHHE MOKHO HAYWHATH B JIEOOOM BO3pacTte
(mampumep, 10, 20, 30 ner). OnHako OOBIMHO HET HEOOXOOUMOCTH HAYHMHATH JICYCHHE N0
noctwkeHust manueHTom 40, 50, 60 wim 70 nmer. JledeHne OOBIYHO MPEATIONAraeT NpPUEM
HECKOJIBKUX 103 B TeueHUEe ONpEeJeNieHHOro Imnepuoja BpeMeHU. JleueHue MOXKHO
KOHTPOJIMPOBATh IYTEM AaHAJM3a AaHTUTENl WM AaKTUBUPOBAHHBIX T-KIETOYHbIX Wi B-
KJIETOYHBIX OTBETOB HA TepameBTUYECKUIl areHT ¢ TeueHueM BpeMmeHU. Eciam peaxuus
YMEHBIIAETCS, HA3HAYAI0T OYCTEPHYIO 103Y.

[00113] B mpodunakrudecknx neisix (papManeBTUYeCKHe KOMITO3UIMH, COAEpIKallne
nentuasl Tau, BBOAST MAaMEHTY, NPEAPACTIONIOKEHHOMY K Ooe3Hn AnbLreldiMepa Wik APyron
TAyNaTHH FJIM UMEIOIEMY PHUCK Pa3BUTHUS APYroro 3a00JeBaHMsA, B KOJIMYECTBE, JOCTATOYHOM
IUI YCTPaHEHHsI WM YMEHBIICHUS PUCKA €r0 Pa3BUTHS, YMEHBIICHUS CTENEHH TSKECTH HIIH
3allep’KKU Pa3BUTHUs Hadaja 3a00JeBaHus], BKIFOYAass OMOXMMUYECKHE, THCTOJIOTHYECKUE H/HIIH
MOBEZICHYECKHE CUMITTOMBI 3a00JIEBAHMS, €0 OCJIOKHEHHUS U MMPOMEKYTOYHbIE NATOJIOTHYECKHE
(eHOoTUNBI, TPOSBISEMbIE BO BpeMsl pa3BUTHS 3adoseBaHus. B TepameBTHUECKHMX LEJsIX
apmareBTHUECKHE KOMITO3UIMHY, COAEpIKAIINe MenTua Tau, BBOIIT MALUEHTY C NMOAO3PEHUEM
Ha Takoe 3a0oyieBaHWE WM YK€ CTpajarolleMy TaKuM 3a00JieBAHMEM, B KOJHYECTBE,
JOCTaTOYHOM JAJIl M3JIeUEHUs] WM 1O MeHbIleH Mepe 4aCTUYHOIO KyHHPOBaHUS CHMIITOMOB
3a0oneBanust (OMOXMMHUYECKHX, THCTOJOTHYECKHMX W/WJIM TOBENCHYECKHX), BKJIOYAs €ro
OCJIOXKHEHHS Y MPOMEKY TOYHBIE MATOJOrH4Yeckie (PEHOTUITBI B PA3BUTUH 3a00JIEBAHMS.

[00114] ITpu >xenaHUM KOMITO3UIUSI MOKET OBITh TIPEICTABICHA B HA0OPE, YIIAKOBKE HIIN
7103aToOpe, KOTOPbIe MOTYT COAEPKATh ONHY MM HECKOJIbKO €IUHHYHBIX JO3HPOBAHHBIX (POpM,

COZep KALINX aKTUBHBIA HHrpenueHT. Habop, HarpuMep, MOXKET BKJIIOUATh METAJUTHIECKYIO HITH



30

IUTACTHKOBYIO (DONIBIy, TaKyr0 Kak OnmucrepHast ymakoBka. K Habopy, ymakoBke MM J03aTOPY
MOTI'YT IPUJIAraTbCsl UHCTPYKLIUU IO IPUMEHEHUIO.

BAPUAHTDHI OCYIHECTBJIEHUA

[00115] Takxke TpeACTaBi€HBI CHENYIOL[HE  HEOTPAHUUYMBAIOIIHNE  BAPHUAHTHI
OCYIIECTBIIEHUS] U300PETEHUSI.

[00116] BapuanT 1 ocymecTBieHHs MPEACTaBIACT COOOH COCO0 MHIYKIIMH AHTHTEN K
dochopunmpoanHomy Tau ©Oe3 UWHAYKIMH CEPHE3HOTO HEXKENATEIbHOTO SIBJICHHS Y
HY>KIAOIIETOCsl B 3TOM CyOBeKTa, BKJIIOYAOIIMNA BBeAeHHE CyOBekTy 3(PEGEeKTHBHOTO
KOJINYeCTBA JIUTIOCOM, coaepkamux (ocdonentun Tau, coxepxamuii aMUHOKHCIOTHYIO
MOCJIEIOBATEIHPHOCTD, BhIOpaHHyI0 13 rpynmsl, cocrosmeit 3 SEQ ID NO: 1 - SEQ ID NO: 3 u
SEQ ID NO: 5 - SEQ ID NO: 12, B komu4ecTBe OT NPUOJUZHTEIBHO 25 HMOJb [0
npubnusuTenbHo 750 HMONB Ha 103y, MPENNMOYTHTENIBHO OT MpubmusutenbHo 90 HMOMb 10
npubnu3nuTeNnbHO 715 HMONB Ha 103y, OT mpuOnm3uTenbHO 90 HMOJB 10 MPUOIU3UTENBHO 535
HMOJIb Ha J03y WIH OT NpHOIM3UTEIbHO 90 HMONB IO NMpUONM3HUTENBHO 275 HMOJb Ha ZI03Y,
HarpuMep NPUOIU3UTENBHO 25 HMOIb, TPUOIU3UTENBbHO 30 HMOIb, MPUOIU3UTENBHO 35 HMOIb,
npubnusutensHo 40 HMONb, TPUOTU3UTENBPHO 45 HMOJb, NpPUOMM3UTETBHO S50 HMOJD,
NpUOIU3NUTENBHO 55 HMOJb, NPUOIU3UTENPHO 60 HMOJb, NPHOIMZUTEIBHO 65 HMOJD,
npubnusutenbHo 70 HMOJb, TPUOTU3UTENBHO 75 HMOJb, NpHOMM3UTENbHO 80 HMOJD,
npubnu3uTenbHo 85 HMONb, nNpUOIM3UTENbHO 90 HMOJb, NPHOMMZHTETBHO 95 HMOID,
npubnusutensHo 100 HMonb, mpubmusurensHo 125 HMonb, npubmmsurensHo 150 HMOIb,
npubnusutensHo 175 HMonb, mpubmusurensHo 200 HMONb, NpUONMM3UTENBHO 225 HMOIb,
npubnusutensHo 250 HMonb, mpuOmm3uTensHO 275 HMonb, npubmmsurensHo 300 HMOIb,
npubnusuTensHo 325 HMonb, npuOmmsuTensHo 350 HMONb, NpUONMM3UTENBHO 375 HMOIb,
npubnusutensHo 400 HMonb, mpuOMM3uTENbHO 425 HMONb, npubmmsutensHo 450 HMOIb,
npubnusutensHo 475 HMonb, npubmmsurensHo 500 HMONb, NPUONMM3UTENBHO 525 HMOIb,
npubnusutensHo 550 HMonb, mpuOmm3uTensHO 575 HMonb, npubmmsurensHo 600 HMOIb,
npubnusuTensHo 625 HMonb, npubmmsuTensHo 650 HMONb, NpUONMM3UTENBHO 075 HMOIb,
npubnusutensHo 700 HMONb, MPHONMM3UTENBHO 725 HMONb, NMpHOIM3UTENbHO 750 HMONb Ha
703y WIH JII000e MPOMEXKYTOYHOE KOJIUYECTBO, M arOHHUCT TOJUI-MOJOOHOrO perenrtopa 4, rae
¢dochonentua Tau mpe3eHTUPOBAH HA MMOBEPXHOCTH JTUITIOCOMBL.

[00117] BapuanT ocyuiectBieHus 1a npencrapiser co0oi criocod WHAYKIUU aHTHTEN K
dochopunnposannomy Oenky Tau 6e3 mHAyKUMM SHUEPANTHTA Y HYXKAAOLETOCS B 3TOM
CyObeKTa, BKJIIOYAIOIIUNA BBeAeHHE CYOBeKTy 5(QeKTHBHOrO KOJHYECTBA JIUTIOCOM,
coaepxkamux oT 100 mMxr go 2500 mxkr, npeanoututesnbHo oT 300 Mkr g0 2400 mkr, 300 MKT 10
1800 mxr wnm ot 300 Mkr no 900 Mxr Ha no3y, Hanpumep 100 mkr, 150 mxkr, 200 Mkr, 250 Mkr,
300 mxkr, 400 mkr, 500 mkr, 600 mkr, 700 mkr, 800 mkxr, 900 mkxr, 1000 mxr, 1100 mxr, 1200
Mkr, 1300 mkr, 1400 mkr, 1500 mkr, 1600 mkr, 1700 mxr, 1800 mkr, 1900 mkr, 2000 Mkr, 2100
MKr, 2200 mkr, 2300 Mkr, 2400 Mkr, 2500 MKT min Tr000€ MPOMEKYTOYHOE KOJIMYECTBO Ha 103y
TeTpanajibMUTOMINpPOoBaHHOrO (ocdonentuaa Tau, npe3eHTHPOBAHHOrO HAa TOBEPXHOCTH

JHUIOCOM, W aroHUCTa ToJul-mopoOHoro penentopa 4, roe ¢docdonentun Tau comepxur
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AMUHOKUCJIOTHYIO TIOCJIeIOBATEIbHOCTD, BRIOpaHHYIO M3 rpymnibl, coctosmeii u3 SEQ ID NO: 1

- SEQ ID NO: 3 u SEQ ID NO: 5 - SEQ ID NO: 12.

[00118] Bapuant ocymecTBieHHsI 2 TmpencrTaBisier coOoil cmocod 1O BapUaHTY

ocymectBienust 1 wmm  la, rme ¢ocdonenruny Tau

COCTOUT U3

AMUHOKUCJIOTHOU

MOCJIEIOBATEIHPHOCTH, BBIOpaHHOW U3 rpyribl, cocTosmed 3 SEQ ID NO: 27 - SEQ ID NO: 29

u SEQ ID NO: 31 - SEQ ID NO: 38.

[00119] Bapumant ocymecTBieHHs 3a MPEACTaBISET
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoarenbHocTH SEQ ID NO: 27.

[00120] BapuanT ocymecTBienus 3b mpencraBisieT
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoparenbHocTH SEQ ID NO: 28.

[00121] Bapmant ocymecTBieHHs 3C MPEACTABISET
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoarenbHocTH SEQ ID NO: 29.

[00122] BapuanTt ocymectBienus 3d mnpencrasisier
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoarenbHocTH SEQ ID NO: 31.

[00123] Bapumant ocymecTBieHHs 3€ MPEACTaBISET
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoparenbHocTH SEQ ID NO: 32.

[00124] Bapuant ocymectBieHust 3f mpencrasisier
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoparenbHocTH SEQ ID NO: 33.

[00125] BapuaHT ocCyuiecTBieHUs 3g MPEACTaBISET
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoparenbHocTH SEQ ID NO: 34,

[00126] BapuanTt ocymectBienus 3h npencrasiser
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoarenbHocTH SEQ ID NO: 35.

[00127] Bapumant ocymiecTBiieHUs 31 TPEACTABISET
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoparenbHocTH SEQ ID NO: 36.

[00128] BapmaHT ocyiuecTBieHUs 3] MPEACTABISET
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau
nocienoparenbHoctd SEQ ID NO: 37.

[00129] BapuanTt ocymectBienus 3k mpencrasmiser
BapuUaHTOB ocymecTBieHuss 1-2, rne ¢ochonentun Tau

nocnegoarenbHocTH SEQ ID NO: 38.

coboii cmocod mo odomy H3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboli cmocob mo modomy U3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboii cmocod mo modomy H3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboli cmocob mo modomy U3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboii crmocod mo modomy H3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboii cnoco0 mo moboMy u3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboli cmocob mo modomy U3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboii cmocob mo modoMy U3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboii cnocod mo smodomy H3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboii cnocod mo smodomy H3

COCTOUT W3 aMHUHOKUCJIOTHOU

coboii cmocob mo modoMy U3

COCTOUT W3 aMHUHOKUCJIOTHOU

[00130] Bapuant ocymiecTBieHus: 4 TpenCTaBisieT CcoOOM cmocod mo JrdoMy u3
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BapHUAHTOB OcyIecTBieHus 1-3k, rae TMmocoMbI BBOIST TIOJKOMKHO.

[00131] Bapuant ocyiuecTBieHUsT 5 TpeACTaBiIsieT CoOOW cmocod mo JrdoMy u3
BapHWAHTOB ocyIecTeieHus 1-3k, rae TMmocOMbI BBOIST BHYTPUMBIIIEHHO.

[00132] Bapuant ocyiuecTBieHUsT 6 TpEACTaBIsieT CoOOW cmocod mo JrdoMy u3
BAPHAHTOB OCYIIECTBJICHUS |-5, MOTOJHUTENHLHO BKJIIOYAIOIIHMIA BBENEHUE CYOBEKTY BTOPOU
1036l 3((EKTHBHOTO KOJMYECTBA JIMIIOCOM 4Yepe3 1-24 Hemenaw mMocie MepBOHAYAIBHOTO
BBEIICHMSI.

[00133] Bapuant ocyiuecTBieHUs 7 TpPEACTaBIsieT COOOW cmocod mo JrdoMy u3
BapUaHTOB 1-0, rae NUMOCOMa IOMOJIHUTENIBbHO CONEPXKUT IO MEHbIIEH Mepe OIHO U3
CJIENYIOLIEro: JIMUTOMNA XEeNNepHbIX T-KJIeTOK W JUMUAUPOBAHHOTO ojuronykieoruna CpG,
MPEAMOYTUTENBHO SMUTOI XENMEPHbIX T-KJIETOK U TUMUAUPOBaHHbIN onuronykieotua CpG.

[00134] Bapuwant ocymecTBieHHs 7a MNpeacTaByiseT coOoil crnocod 1o BapUaHTY
ocymecTBiieHus: 7, rae 3pPpeKTHBHOE KOJIUYECTBO JIUTTOCOM COMEPIKUT arOHUCT TOJLI-TOAO0HOTO
peuentopa 4 B konudectse oT 30 Mkr 1o 900 mkr, mpeanoututenbHo oT 100 MKr 1o 585 Mkr,
Hanpumep 30 Mkr, 50 Mkr, 100 mxkr, 150 mkr, 200 Mkr, 250 mkr, 300 mkr, 330 Mkr, 360 Mkr, 390
MKT, 420 mxkr, 450 mkr, 480 mkr, 500 Mkr, 520 Mkr, 540 mkr, 560 mkr, 580 mkr, 600 Mkr, 700
MK, 800 Mkr mwiu 900 MKT WjH JIF000e MPOMEKYTOUHOE KOJTMYECTBO Ha JI03Y.

[00135] Bapuwant ocymecTBieHus 7b mpencTaBiser cobol cmocod NO BapUaHTY
OCYLIECTBJIEHUs] 7 WM 7a, Iieé arOHUCT TOJUI-MOAOOHOro peuenTopa 4 NpencraBisieT coOOU
MOHO( OCHOPHII-TEKCAAMIT-TUIHI A, 3-Tearu.

[00136] BapuaHT ocCymiecTBieHHs 7C TPEACTABIIET COOOM crmocod mo odomy u3
BAPUAHTOB OCYyIIeCTBJIeHUs1 7-7b, rae 3(pQpeKTHBHOE KOJIUYECTBO JIUTIOCOM COIEPIKUT SIHUTOI
XeJMEepPHbIX T-KJIETOK B KOJUYECTBE OT 25 MKT 10 625 MKT, IPEANOUYTUTENBHO OT 75 MKT A0 450
MKT, HaripuMmep 25 Mkr, 50 Mkr, 75 mkr, 100 Mxr, 125 mkr, 150 mxr, 175 mkr, 200 Mkr, 225 MKT,
250 mxr, 275 mkr, 300 mkr, 325 Mkr, 350 Mkr, 375 mkr, 400 mkr, 425 mkr, 450 MKT, 475 MKT,
500 wmkr, 525 wmkr, 550 mkr, 575 mkr, 600 Mkr win 625 MKr win J000e TPOMEKYTOUHOE
KOJIMYECTBO Ha J03Y.

[00137] Bapuant ocymectsiennss 7d mpencrasisier coboli cmocod mo modoMy u3
BaPUAHTOB OCYIIECTBJIEHUs 7-7C, T1Ie€ 3MHUTOI XeNMEPHbIX T-KIETOK MpeAcTaBiIsieT COOOH SMUTOI
xennepHbIx T-kierok T50, cocTosimuii U3 aMuHOKUCIOTHOM nocnenosatenbHocTd SEQ ID NO:
13, snuron xennepHbix T-kiaerok T46, cocToAlMIT U3 AMUHOKMCIOTHOM MOCAEA0BATEIbHOCTH
SEQ ID NO: 14, souron xenmepHbix T-kjaetok T48, cocrosmuii W3 aMUHOKUCIOTHOMN
nocnenoBarenbHocTd SEQ ID NO: 15, smuron xenmepabix T-knerok T51, cocrosmuii u3
aMUHOKHCIOTHON mocnenoBaTreabHocTH SEQ ID NO: 16, wnn snuron xennepHbIX T-KJIETOK
T52, cocrosmuii 13 aMUHOKHCIIOTHOM nocnenoBarenbHocTd SEQ ID NO: 17.

[00138] Bapuwant ocymecTBieHus 7€ MNpeacTaByiseT co0oi crnocod 1o BapUaHTY
ocymecTByieHus 7d, Tie SMUTON XeNnepHbIX T-KJIETOK mpeacTaBisieT coO0H 3MUTON XeImepHBIX
T-xmerok TS50, cocTosuil 3 aMUHOKUCITOTHOM TtocienoaTenbHoctr SEQ ID NO: 13.

[00139] Bapuant ocymecteienusi 7f mpencraBisier cobodi crocod mo smodomy u3

BAPMAHTOB OCYyIIeCTBIeHUs 7-7¢, rae 3(pQPEeKTHBHOE KOJUYECTBO JIMIIOCOM COIEPIKUT
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munuaupoBaHHbeid  onuronykineotunq CpG B kommuectBe oT S50 Mkr go 1250  wkr,
npeanouruTenapbHo ot 150 mxr no 800 mkr, Hampumep, S0 mkr, 100 mkr, 150 mxkr, 200 mkr, 250
Mkr, 300 mkr, 350 mkr, 400 mkr, 450 mxkr, 500 mxkr, 550 mkr, 600 mkr, 650 mkr, 700 Mkr, 750
Mkr, 800 Mkr, 850 Mkr, 900 Mkr, 950 Mmkr, 1000 mkr, 1050 mkr, 1100 mkr, 1200 mkr unu 1250
MKT MJIH JF0O0€ MPOMEKYyTOYHOE KOJIHMUYECTBO Ha J03Y.

[00140] Bapuant ocyiuecTBieHUsT 8 TpeACTaBiIsieT CoOOM cmocod mo JrdoMy u3
BApPMAHTOB ocyuiecTBieHuss 7-7f, rme nunupupoBaHHbd onuronykieotun CpG umeer
HYKJICOTHITHYIO MOCJIEAOBATEIbHOCTD, BRIOpaHHYIO U3 rpymmsbl, cocrosimeit 3 SEQ ID NO: 18 -
SEQ ID NO: 22.

[00141] Bapuwant ocymecTBiaeHuss 9a mnpencraByisseT coOoi cmnocod 1O BapUaHTY
ocyuiecTsiieHus 8, rae onuronykieotua CpG uMeeT HYKJICOTUAHYIO mocieaoBaTenbHOCTh SEQ
ID NO: 18.

[00142] Bapuwant ocymecTtBieHus 9b mnpexncrasiser coboli cmocod NO BapUaHTY
ocyuiecTsiieHus 8, rae onuronykieotua CpG uMeeT HYKJICOTUAHYIO mocieaoBaTenbHOCTh SEQ
ID NO: 19.

[00143] Bapuwant ocymecTBiaeHuss 9¢ mnpeacraByiseT co0oi crnoco® 1O BapUaHTY
ocyuecTsiieHus 8, rae onuronykieotua CpG uMeeT HYKJICOTUAHYIO mocieaoBaTenbHOCTh SEQ
ID NO: 20.

[00144] Bapuwant ocymectBienus 9d mnpexncrasiser coboli cmocod mNO BapUaHTY
ocyuecTsiieHus 8, rae onuronykieotua CpG nuMeeT HYKJICOTUAHYIO mochaeaoBaTenbHOCTh SEQ
ID NO: 21.

[00145] BapuaHT ocymecTBieHust 9¢ mpencraBisieT coOOW Cmocod 1O BapHaHT
ocyuecTsiieHus 8, rae onuronykieotua CpG nuMeeT HYKJICOTUAHYIO mochaeaoBaTenbHOCTh SEQ
ID NO: 22.

[00146] Bapuant ocymectsiennss 10 mpencrasisier coboli cmocod mo modoMy u3
BapUAHTOB ocyiuiecTBieHuss 8-9¢, rme osuronykiaeorun CpG umeer oxHy wmiau  Oonee
(bochopOoTHOATHBIX MEKHYKJICOTHIHBIX CBSI3EH.

[00147] Bapuant ocymectsienunss 11 mpencrasisier coboli cmocod mo modoMy u3
BapUaHTOB ocyiuecTrieHus 8-10, rae onuronykiaeorun CpG KOBaJIEHTHO CBSA3aH C MO MEHbIIEH
Mepe OTHOH TMNOQUIBHON IPyTIITOH.

[00148] Bapuant ocymectBienus 1la mpencrasnser coboli cmocod mo mrodoMmy u3
BapUaHTOB ocyiuecTrieHus 8-10, rae onuronykiaeorun CpG KOBaJIEHTHO CBSA3aH C MO MEHbIIEH
Mepe ogHOH TunoduiIbHON rpynmoit yepe3 munkep [121.

[00149] Bapmant ocymectierus 12 mpencraenser coboil crmocod Mo BapuUaHTy
ocymectsieHuss 11 unu 1la, rae onuronykieotun CpG KOBajJeHTHO CBsi3aH C TIPYyHNoH
XOJIECTEPHHA.

[00150] Bapumant ocymiectBienus 12a mpexncraBiseT coOoil crmoco0d Mo BapUaHTY
ocymectBineHust 12, rae onmuronykneorun CpG KOBaJNEHTHO CBSI3aH C TPYIIION XOJIECTEPHHA
yepes3 auHKep 101

[00151] Bapuant 13 ocymiectBieHust mpencrasisier codoil crmocod mo modomy u3
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BapUAHTOB OCyliecTBIeHHUs 1-12a, rae numocomMa AOMOJHHUTENBHO COAEPKHUT OAMH WU Oojee
JUMUAAOB, BBIOPAHHBIX W3 TPYMNIBL, cocTosAwmed w3  1,2-IUMUPUCTOMI-SN-TIIHLEPO-3-
dochoxomna (DMPC), 1,2-mumupucroni-sn-riuuepo-3-pocdopun-3'-rac-rmuuepuna (DMPG)
1 XOJIECTEPHHA.

[00152] BapuanTt ocymectsienust 14 mpencrasisier coboli cmocod mo modoMy u3
BAPUAHTOB OCyllecTBieHus 1-13, rae snuron XenmepHbIX T-KIETOK COAEP>KUT MO MEHbIIEH
Mepe OfHY AMHUHOKHCIOTHYIO MOCJIEAOBATENbHOCTb, BBIOPAHHYIO M3 TPYIIIbI, COCTOSALIEH W3
SEQ ID NO: 23 - SEQ ID NO: 26.

[00153] Bapuwant ocymecTBieHus 15 mnpencrasiser coboli cmocod TO BapUaHTY
ocyulecTsieHuss 14, rae OSHOHUTON XeNnepHbIX T-KJIETOK CONEPKUT AMHHOKHCIOTHYHO
nocienoarenbHocTh 13 SEQ ID NO: 23, SEQ ID NO: 24 u SEQ ID NO: 25.

[00154] Bapuwant ocymecTBieHus 16 mnpenctaBiser cobol cmocod NO BapUaHTY
ocyuiectsieHuss 14 unm 15, rae snuton XennepHbIX T-KIETOK COAEPHKUT aMHUHOKHCIOTHYEO
NIOCJIEIOBATENBHOCTD, BRIOPAHHYIO U3 rpyIel, coctosmen u3 SEQ ID NO: 13-17 u 39-44.

[00155] BapuanTt ocymectsienust 17 mpencrasisier coboli cmocod mo modoMy u3
BAPUAHTOB OCYIIeCTBIIeHUsT 1-16, Toe aroHUCT TONI-MOAOOHOro perentopa 4 mpeacTaBliseT
coboit moHodochopumug A (MPLA).

[00156] BapuanT ocymectsienus 18 npexncrasisier co0oit criocod MHAYKIIUN aHTHTEN K
dochopunmpoBanHomy Oenky Tau Oe3 WHAYKIMHM CEPbe3HOTO HEKENATENIbHOTO SIBJIICHUS Y
HY>KIAIOMIErocss B O3TOM CyOBbeKTa, BKJIIOYAOIIMNA BBeAeHHE CyOBeKkTy 3(¢PeKTHBHOTO
KOJIMYECTBA JIMTIOCOM, CONIEPIKALIUX OT MPHUOJU3UTENBHO 25 HMOJb OO0 MpuOMM3uTeNnsHO 750
HMOJIb, IPEATOYTUTENBHO OT NPUOIN3UTENbHO 90 HMOJB 10 OKOJIO 715 HMONB HAa 403y WIH OT
npubnu3nuTenbHO 90 HMOJIB 10 MPHONU3HTENBHO 535 HMOJb Ha 03y, WJIH OT NMPUOIU3UTENBHO
90 HMONb A0 MPHOMU3UTENBHO 275 MONb Ha J03y, HAMpUMEp MNPUONUZUTENTHLHO 25 HMOJIb,
npubnusutensHo 30 HMONb, TPUOMU3UTENBHO 35 HMOJb, npuOmM3uTEabHO 40 HMOJD,
npuOIu3NTENbHO 45 HMOJb, NPUOIM3UTENbHO S50 HMOJb, NPHOIMZUTEIBHO 55 HMOJD,
npubnusuTenbHo 60 HMOJb, TPUOTU3UTENBHO 65 HMOJb, NpPUOMM3UTENbHO 70 HMOJD,
npUONU3UTENBHO 75 HMOJb, NpUOIU3UTENbHO 80 HMOJb, NPHOIM3UTEIBHO 85 HMOJD,
npubnusutensHo 90 HMOodb, npubmusurenbHo 95 HMoNb, npudmmsurenasHo 100 HMOIb,
npubnusutensHo 125 HMonb, npubmusurensHo 150 HMonb, npubnmsurensHo 175 HMOIb,
npubnusutensHo 200 HMONb, NpUONIM3HUTENBHO 225 HMONb, npuOmmsuTensHo 250 HMOIb,
npubnusuTensHo 275 HMonb, npubmusurensHo 300 HMONb, NpUONMM3UTENBHO 325 HMOIb,
npubnusutensHo 350 HMonb, mpubmmsuTensHo 375 HMonb, npubmmsurensHo 400 HMOIb,
npubnu3nuTenbHo 425 HMonb, npubmmsutensHo 450 HMOnb, npuOnmM3uTeNnbHO 475 HMOIb,
npubnusutensHo 500 HMONb, mpUONIM3HUTENBHO 525 HMONb, npubOmm3uTensHo 550 HMOIb,
npubnusuTensHo 575 HMonb, mpubmusurensHo 600 HMONb, NpUONMM3HTENBHO 6025 HMOIb,
npubnusutensHo 650 HMonb, mpubmmsuTensHo 675 HMonb, npubmmsurensHo 700 HMOIb,
npubIu3nuTeNbHO 725 HMONb, npuOnmsuTensHo 750 HMONB WM JIEO00E TPOMENKYTOUHOE
KOJIM4ecTBO Ha 103y unn ot 300 mkr 1o 2400 mxr, Hanpumep ot 300 Mkr no 1800 mxkr, ninu ot

300 mkr go 900 Mkr Ha 103y, Hanpumep 100 mkr, 150 mkr, 200 mkr, 250 mxkr, 300 mxr, 400 MkT,
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500 mkr, 600 mxkr, 700 mkr, 800 mkr, 900 mxkr, 1000 mkr, 1100 mxr, 1200 mxr, 1300 mkr, 1400
Mkr, 1500 mkr, 1600 mkr, 1700 mkr, 1800 mkr, 1900 mxr, 2000 mkr, 2100 mkr, 2200 Mkr, 2300
Mkr, 2400 wxkr, 2500 wmkr wam JH000€ TPOMEKYTOYHOE KOJMYECTBO Ha  J03Y
TeTpanajlbMUTOMINpPOoBaHHOrO (ocdomnentuaa Tau, npe3eHTHPOBAHHOIO HA TOBEPXHOCTH
mumocoM, rae  (Qocdomentuny Tau COmEpKUT AMHHOKHCIOTHYIO —ITOCHEIOBATEIBHOCTD,
BBIOpaHHYI0 u3 Tpynmel, cocrosmeit m3 SEQ ID NO: 1 - SEQ ID NO: 3 u SEQ ID NO: 5 - SEQ
ID NO: 12, u numocomsl AOMOJHUTENBHO conep:xkar MoHodochopummunung A (MPLA), 1,2-
IUMHPHUCTOMII-SN-TIHIEPO-3-PochOX0NuH (DMPC), 1,2-1uMHUPUCTOUN-SN-TIULIEPO-3-
docdopun-3'-rac-rmuuepun (DMPG ), xonecrepun u Oydep.

[00157] BapuanT ocymectsienus 18a npencrasnser codoii crmocod HHAYKLINU aHTUTEN K
dochopunmpoBanHomy Oenky Tau 0e3 wHAyknmEM SHUehaTUTa Yy HYKIAIOMIETrocs B 3TOM
cyObeKTa, BKIIOYAOIIWN BBeAeHHE CYOBeKTy 5(QeKTHBHOro KOJHYECTBA JIUTIOCOM,
COZEPIKALIUX OT MPUOIM3UTENBHO 25 HMOJIb 10 NPUOIH3UTENbHO 750 HMOIb, IPEATIOUYTUTEIBHO
oT npuONM3nuTENBbHO 90 HMOJIB 10 MPUOIM3UTETBHO 715 HMOJB Ha O3y HIIN OT MPUOIHU3UTENBHO
90 HMOJBb A0 MPUONH3UTENBbHO 535 HMONB Ha AO03y WM OT mpuOmmsutesbHo 90 HMOJb A0
npuOIU3NTENBEHO 275 HMOJb Ha 03y, HAIPUMEpP MPHOIU3UTENBHO 25 HMOIb, TPUOTU3UTEIHEHO
30 HMOJIB, MPHOTU3UTENBHO 35 HMOJb, MPUOIN3NTENBHO 40 HMOJTB, MPUOIU3UTENBHO 45 HMOJb,
npubnusuTenbHo 50 HMONb, TPUOMU3UTENBHO 55 HMOJb, NPHOMM3UTENbHO 60 HMOJD,
npuOIU3NTENBHO 65 HMOJb, NPUOIU3UTENbHO 70 HMOJb, NPHOIM3UTEIBHO 75 HMOJD,
npubnusutensHo 80 HMOJb, TPUOMU3UTENBHO 85 HMONb, npuOmM3uTEabHO 90 HMOJD,
npubnusutensHo 95 HMonb, npubmmsurensHo 100 HMonb, npubmusuTensHO 125 HMOIB,
npubnusutensHo 150 HMonb, mpubmusurtensHo 175 HMonb, npubmmsurensHo 200 HMOIb,
npubnu3nuTeNnbHO 225 HMONb, npuOmM3uTensHO 250 HMONb, NPUONMM3UTENBHO 275 HMOIb,
npubnusutensHo 300 HMoOnb, mpuOIM3UTENbHO 325 HMONb, npuOmm3uTensHo 350 HMOIb,
npubnusutensHo 375 HMonb, mpubmmsurensHo 400 HMonb, npuOMM3UTENbHO 425 HMOIb,
npubnusutensHo 450 HMonb, mpubmm3uTensHO 475 HMonb, npubmmsurensHo 500 HMOIb,
npubIu3nuTENbHO 525 HMONb, npuOmM3uTensHO 550 HMONb, NMPUONMM3UTENBHO 575 HMOIb,
npubnusutensHo 600 HMonb, mpuOMM3uTENnbHO 625 HMONb, npuOmM3uTeNnbHO 650 HMOIb,
npubnusutensHo 675 HMonb, npubmmsurensHo 700 HMONb, NPUONMM3UTENBHO 725 HMOIb,
npuOIU3NTENBEHO 750 HMOJB Ha 103y MJIH JIF000€ MPOMEKYTOYHOE KOJMUYECTBO, UK OT 100 MKT
10 2500 mkr wimn ot 300 Mxr 1o 2400 mxr, Hanpumep ot 300 mxr no 1800 Mkr mnu ot 300 MKr
no 900 mkr Ha no3y, Hanpumep, 100 mkr, 150 mkr, 200 mkr, 250 mkr, 300 mxkr, 400 mxr, 500
MKr, 600 mkr, 700 Mkr, 800 Mkr, 900 mkr, 1000 mxr, 1100 Mmkr, 1200 mkr, 1300 mkr, 1400 mkr,
1500 mxkr, 1600 mkr, 1700 mxr, 1800 mkr, 1900 mxkr, 2000 mkr, 2100 mkr, 2200 mkr, 2300 MKT,
2400  Mkr

TeTpanaJbMUTOWIUPOBAaHHOTO (ochonentuna Tau, Npe3eHTHPOBAHHOIO HA TMOBEPXHOCTH

, 2500 Mkr Ha O03y WM J000€  MPOMEKYTOYHOE  KOJUYECTBO

munocoM, rae  ¢ocdomentun Tau ComepKUT AMMHOKHCIOTHYKO — IIOCJIEOBATENLHOCTS,
BBIOpaHHYIO 13 Tpymel, cocrosmeit m3 SEQ ID NO: 1 - SEQ ID NO: 3 u SEQ ID NO: 5 - SEQ
ID NO: 12, u numnocomsl AOMOJHUTENBHO conep:xkar MoHodochopummunung A (MPLA), 1,2-

IUMHPHUCTOMII-SN-TIHIEPO-3-PochOX0NuH (DMPC), 1,2-1uMHUPUCTOUN-SN-TIULIEPO-3-



36

dbocdopun-3'-rac-rmuuepun (DMPG), xonecrepun u oydep.

[00158] Bapmant ocymectinerus 19 mpencraenser coboil crmocod Mo BapuUaHTy
ocywecTeiaeHus 18 wnm 18a, rae IMnocoMbl AOMOJHUTEIBHO COAEPKAT SMUTOM XeNNnepHbIXx T-
KJIETOK U onuronykieotus CpG, KOBaJeHTHO CBS3aHHBIN ¢ MPyNIoi XojecTepuHa.

[00159] Bapmant ocymectBienus 19a mpencramser coboil cmoco0d mo BapuaHTy
ocyuectsieHuss 19, rae onuronykieorusy CpG KOBaJEHTHO CBs3aH C IPYNION XOJeCTepHHa
yepes3 nuHkep 101

[00160] Bapumant ocymectBienuss 19b mpencrasiser coboil cnoco0 Mo BapuaHTy
ocymecTtsiaeHus 19 unu 19a, roe snuron xennepHuIX T-KJIETOK COAEPKUT aMHUHOKHUCIIOTHBIE
nocaegoBarenbHocTH 13 SEQ ID NO: 23, SEQ ID NO: 24 u SEQ ID NO: 25.

[00161] Bapmant ocymectBiaenus 19¢ mpencrammser co0oil crmocod MO BapUaHTY
ocyuiecTsieHuss 19 unu 19a, rae snouron xennepHeIX T-KIETOK COAEPIKUT aMHUHOKHUCIOTHYHO
NIOCJIEIOBATENBHOCTD, BRIOPAHHYIO U3 rpyIel, coctosmen u3 SEQ ID NO: 13-17 u 39-44.

[00162] Bapmant ocymectBienuss 19d mpencrasiser coboit cmoco0 Mo BapuaHTy
ocyuiecTsiaeHus 19 unu 19a, rae snuron xennepHeIX T-KIETOK COAEPIKUT AMHUHOKHCIOTHYHO
nocnegoarenbHocTh SEQ ID NO: 39.

[00163] Bapmant ocymectBienus 19¢ mpencrammser co0oil crmocod MO BapUaHTy
ocyuiecTsiaeHus 19 unu 19a, rae snuron xennepHeIX T-KIETOK COAEPIKUT AMHUHOKHCIOTHYHO
nocnegoBarenbHoCcTh SEQ ID NO: 13.

[00164] Bapuant ocymectsienust 19f mpencrasisier coboit crocod mo arobomy u3
BapuaHTOB ocywectsienuss 19-19¢, rae onuronykineotrua CpG wuMeeT HYKJICOTUIHYIO
nocnegoBarenbHocTh SEQ ID NO: 18.

[00165] Bapuant ocyuiectBienus 19g mpencrasisier cobol crmocod mo JrodoMmy u3
BapuaHTOB ocywectsienuss 19-19¢, rae onuronykineotrua CpG wuMeeT HYKJICOTUIHYIO
nocnegoBarenbHocTh SEQ ID NO: 19.

[00166] Bapuant ocymectBienus 20a mpenctasiser cobol crmocod mo rodoMmy u3
BapuaHTOB ocymecTtBieHus: 18-19g, rne ¢ochonentuny Tau cocTrouT W3 aMUHOKHCIOTHOW
nocaegoarenbHocTH SEQ ID NO: 27.

[00167] Bapuant ocyuiectBienuss 20b mpencrasisier cobol crmocod mo JrodoMmy u3
BapuaHTOB ocymecTtBieHus: 18-19g, rne ¢ochonentuny Tau cocTrouT W3 aMUHOKHCIOTHOW
nocnegoarenbHocTH SEQ ID NO: 28.

[00168] Bapuant ocymectBienus 20c mpencTaBiser cobol crmocod mo rodoMmy u3
BapuaHTOB ocymecTtBieHus: 18-19g, rne ¢ochonentuny Tau cocTrouT W3 aMUHOKHCIOTHOW
nocnegoarenbHocTH SEQ ID NO: 29.

[00169] Bapuant ocymectBienus 2la mpencrasnser coboli crmocod mo rodoMmy u3
BapuaHTOB ocyiecTeieHus 18-20c, rne Oydep comep:kut docharusrii Oydep.

[00170] Bapuant ocyuiectBienuss 21b mpencrasisier coboil crmocod mo oMy u3
BapuaHTOB ocymiecTBieHus 18-20c, rae Oydep comepKuUT MO MEHbIIEH Mepe OAHO U3 TUCTHINHA
U Caxaposbl.

[00171] Bapuant ocymecTBieHus 22a mpeAcTaBiseT cobol crmocod mo JrodoMmy u3



37

BapuaHTOB ocyuectBienus 18-21b, rne MPLA conepskut MmoHodochopwumnun A (Hanpumep,
3D-(6-aunn) PHAD®).

[00172] BapuanTt ocymectsienuss 23 mpencrasiser codoli crmocod mo modoMy u3
BapUAHTOB OCYIIECTBIEHUs 1-22a, Tae CyOBeKT HyKOaeTcs B JIeYeHUH Oose3Hn AubLreliMmepa.

[00173] BapuanTt ocymectsienuss 24 mpencrasisier codol cmocod mo modoMy u3
BAPUAHTOB OCYINECTBJIICHUs 1-22a, rme CyOBEKT Hy)Kmaercss B mpoduiakTuke OoNe3HH
AunbureiiMepa.

[00174] Bapuwant ocymecTBieHus 25 mnpeAcTaBiser cobol cmocod mNo BapUaHTY
ocymecTBiieHUsT 23, rae CyObeKT HyXKIaeTcs B JICYEHWH OOoNie3HH AJbLreiiMepa Ha paHHEH
CTaguy, yMepeHHOro koruutusHoro Hapymenus (MCI), Bei3BaHHOTO OONE3HBIO AJBLUIEMepa,
Oone3Hn AspureiiMepa JIErKOH CTeneHH wiu Oone3Hn AnbLreldiMepa OT JIETKOH 10 YMepeHHOU
CTEMeHH.

[00175] BapuanTt ocymectsienuss 26 mpencrasisier cobol cmocod mo modoMy u3
BapUAHTOB OCYIIECTBIEHUS 1-25, e CyOBeKT SIBISETCS YEIOBEKOM.

INPUMEPBI

[00176] IlpuBeneHHble HUXKE TNPUMEPBl H300pPETEHUS NPEAHA3HAYEHBI IS
JOTMOJHUTENPHONH — WJUTFOCTPAllMM  CYIMHOCTH  u3o0pereHus. Crexyer MOHMMATh, HTO
NPUBEACHHbIC HIDKE NPUMEPbl HE OrPaHUYMBAIOT H300peTeHHe W YTO O0BEM M300peTeHust
TOJKEH ONPEeNeNIThCs pUiaraeMoi (popMyioit n300peTeHusl.

[00177] Bce skcnepuMEHTalbHbIE METOABI, MCIONb3yeMble B IMPUBEIEHHBIX HIDKE
npuMepax, €CiIH HE YKa3aHO WHOE, SBIIIOTCS OOBMMHBIMH MeTo#aMu. Bce peareHrtsl,
UCIIOJIb3YEMbIE B NPUBEIEHHBIX HUIKE BapUaHTaX OCYLIECTBJIEHHS, €CIM HE YKa3aHO HHOE,
3aKYIUICHbI Y OOBIYHBIX MOCTABIIUKOB PEAreHTOB.

[00178] Bo Bcex omucanubix Hmxke npumepax ACI-35.030 mnpencrasisier coboi
JIMIOCOMAJIbHBIA COCTAB B COOTBETCTBHU C BAPHAHTAMH OCYLIECTBICHUS U300PETEHNUs, KOTOPBIH

COIEPKUT bochopunupoBaHHbI MEeNTUL Tau MMEIOLI NI AMHUHOKHCIIOTHYO

nocienosarenbHoct SEQ ID NO: 28, B kommuectse 1200 mkr/mu, MPLA (3D-(6-amwn)
PHAD®), DMPC, DMPG, xonectepun, snuron xenmnepabix T-kierok SEQ ID NO: 13 B
koHIeHTpauun 300 Mkr/mu, onuronykieotun CpG, KOBaJEHTHO CBSI3aHHBIA C TPYNIOH
xonectepuna uepe3 Junkep IO, wu Oydep, npuuem ACI-35 mnpencrasiser coboii
JUIOCOMAJIbHBI  COCTAB  COTJIACHO BAapUaHTaM OCYIIECTBICHHUS H300pPETEHUs, KOTOPBIH

COIEPKUT bochopunupoBaHHbI MEeNTUL Tau MMEIOLI NI AMHUHOKHCIIOTHYO

nocnenosarenpbHocTh SEQ ID NO: 28, MPLA, DMPC, DMPG, xonecrepus u Oydep.

[00179] lIpumep 1: lo3a-oTBeT y Mmbimeil CS7BL/6J na ACI-35.030

[00180] Llear: oueHuTh UMMyHOreHHOCTh BakLUUHbI ACI-35.030 npu BHYTpUMBIILIEYHON
UHBEKIMU camkaM Mbltneit C57BL/6.

[00181] Metonbl: Cxema rccnenoBaHus MpuBeaeHa B Tadauie 1.

[00182] Tabmuua 1: Cxema uccnenoanus npumepa 1
I'pynna | I'enotun | Mbiun Jleuenune IlyTe BBENEHUS Teopernyeckas

KOHLCHTpaluus
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nenTuaa Ha
MBILIUHYIO 103y
1 C57BL/6 10 ACI-35.030 BryTpumMblie4HO 80 Mkr
2 C57BL/6 10 ACI-35.030 BryTpumMblie4HO 35 MKT

Jlo3y BBOAMIIN 3 pa3a CO CAEAYIOIUMH UHTEpBataMu: B AHU 1, 15 u 29.

OO6pasipl KpOBU ISl ONPEAETICHUsST aHTUTE OTOMPAJIH Yepe3 CIEAYIOLINe UHTEPBAJIbL B
nHu -7, 8, 22 u 36.

[00183] Hsmepsim cnenmuduyeckre orserbl aHTHTen Ig(G, HampaBieHHBIE NPOTUB
dbocdopunrposannoro nentuna Tau (onpenenennsie ¢ momoinbio ELISA).

[00184] Pe3ybTaThl/BHIBOIBL:

[00185] Wmmynuzaumsi ueneBoit mo3oit 35 u 80 mkr T3 B Bakumne ACI-35.030
(1200:300) wHmyuupoBaja AaHTHUTENA, HANpaBICHHble NPOTHB mnentuaa T13.5, umeromero
aAMUHOKUCJOTHYIO nocnienoBarenbHocTh SEQ ID NO: 2 (cm. @wr. 1),

[00186] Ilpumep 2: Ouenka orsera IgG, unayuuposannoro sakunHamu ACI-35.030
(TerpanansmutonauposaHubiii pocponentun Tau T3, MPLA (3D-(6-aumnn) PHAD®) u
CpG7909-Chol Ha MoOBepXHOCTH JIMNIOCOM, ¢ HHKANCy1upoBaHHbIM TS50), y Mmakak-pe3yc

[00187] Lenu: OueHutb MMMYHOT€HHOCTb BAKLIMHBI ACI-35.030
(rerpamansmutonnmpoBannbiii  Goconentun Tau T3, MPLA (3D-(6-aumn) PHAD®) u
CpG7909-Chol Ha TOBEPXHOCTH JUIIOCOM, C HMHKAarCyJaupoBaHHbIM T50), BBOAMMOI B BHUIE
MOJKOXXHOW WMJIM BHYTPUMBIIIEYHON MHBEKLMHM caMLiaM M caMKaM Makak-pesyc, s
OTIpeNeJIeHNs] TAKUM 00pa30M ONTHMAJIbHOTO MYTH BBEIEHUS M KOHIICHTPALIUU BaKLIHHBL.

[00188] Metonbl: Cxema rccienoBaHus PUBEEHA B TAOTHIE 2.

[00189] Tabauua 2: Cxema uccieqoBaHus mpumepa 2

Onucanue BakLUHbI
TeopeTnyeckoe OTHOLIEHHE NENTUIOB
I'pynnber | Kon-Bo *KMBOTHBIX IlyTe BBENEHUS
(T3:T50)
(B MKT/MIT)
38 +3¢9 ACI-35.030 HEKOHIIEHTPUPOBAHHAST
1 MOAKOXKHO
Makak-pesyc (T3:T50=400:400)
38 +3¢9 ACI-35.030 HEKOHIIEHTPUPOBAHHAST
2 MOAKOXKHO
Makak-pesyc (T3:T50=1200:1200)
38 +3¢9 ACI-35.030 HEKOHIIEHTPUPOBAHHAST
3 BHYTPUMBILIEYHO
Makak-pesyc (T3:T50=1200:1200)

[00190] Teoperuyeckass [n03a JHUIOCOMANbHBIX BakuWH comepxkamna 1800 wkr
TeTpananbMuTonnposanHoro ¢pochonentuna (T3) u 1800 mkr nentuma TS50 Ha sKkUBOTHOE.

[00191] Ho3y BBommiu 4 pasza cO ClenyrOlIUMU HHTepBaiaMmu:. B nHU 1, 29, 85 u 169.
OO6pasiibl KPOBH IS OTIPENEICHUST AHTUTEN OTOUPAJH Yepe3 CIEAYIOLIIe HHTePBaJbl. B IHU -14,
8,22, 36, 50, 64, 78,92, 106, 120, 134, 148, 162, 176 u 190.

[00192] Hsmepsimm cnenuduyeckne oreeTbl aHTHTen Ig(G, HampaBieHHBIE NPOTUB
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dochopunmposannbix U Hedochopumuposanubx nentunoB Tau (13,5 u T3,6 COOTBETCTBEHHO;
omnpenenenHeie ¢ nomombo  ELISA), mnomHOpasmepnoro ¢ocdodenka Tau (pTau)
(ompenenennsie ¢ momomplo ELISA) u maronormueckoii Gopmer Oenka Tau, BbIneneHHbIE U3
YeJI0BEUECKOro Mosra mamuenrta ¢ Oonesnpto Anbrreiimepa (PHF uenoBeka; ompeneieHHbIe C
nomotsto MSD). Knnanueckue npusHaky (COCTOSIHUE 370POBbsl, U3MEHEHHS TOBEIEHUS U T.11.)
PErUCTPUPOBAIIN Y JKUBOTHBIX JIBA Pa3a B CYTKH HA MPOTSKEHUH BCETO MCCIIEAOBAHMS, HAUUHAS
CO JIHS UX MOCTYIUIeHHs. Bec Tena perucTpupoBaiu y BCEX JKUBOTHBIX 10 MEHbIIEH Mepe OfHUH
pa3 10 Hayvajia JeUeHHs U eKeHEEeNbHO MOCe Hayalla JISYeHHUS.

[00193] Pe3ybTaThl/BHIBOIBL:

[00194] B uenom, mociie MIMMYHU3ALUU JTFOOBIM PEKUMOM BaKIMHALIMK HE HAOJFO JaIiCh
HU CUCTEMHBIE TOOOYHBIE 3 ()EKTHL, HU CTOHKAsI 4yBCTBUTENBHOCTD KOKH B MECTE€ HHBEKIIHH.

[00195] Bakmmna ACI-35.030, xkak xkoHueHtpupoBaHHas (1200:1200) Tak wu
HekoHUeHTpupoBaHHas (400:400), unaynuposana aHanoruvabie THTPbl IgG k T3.5 un IgG x
yenoseueckomy PHF. IIpu moaxkoXHOM M BHYTPHUMBILIEYHOM BBEICHMAX OJHOIO U TOTO K€
BakLMHHOrO coctaBa TUTphl IgG k T3.5 u IgG k uyenoseueckomy PHF He mokazaniu HHUKakux
pasnIuyui.

[00196] Ilpumep 3: H3yuyeHHe TOKCHYHOCTH MOBTOPHLIX 403 MOCJe BOCbLMH
noakoxHbIX uHbekuuii ACI-35 ka:xxkabie ne Heaean mbpimam CS7BL/6 ¢ mocaenywmum
ABYXHeJeJbHbIM nepuoaom 0e3 jeuenust (GLP)

[00197] Lenb: oueHUTh NOTEHUHANBbHYIO TOKCHYHOCTH ACI-35 mocie moakoKHBIX
UHBEKIUH Kaxkable nBe Henmenn B TedeHune 14 wemenb y mbimedn CS7BL/6. Tlo 3aBepmenun
NeproJa JICYCHUS] YKa3aHHBIX KMBOTHBIX CONEPIKaJId B TEUEHHE JBYXHENEIBHOIO meproaa Oe3
JIeUeHHst, YTOOBI OLIEHUTh OOPATHMOCTH JTIOOBIX pe3ynbTatoB. Kpome Toro, B Xxone uccienoBaHus
olieHUBau uMMyHoreHHocts ACI-35.

[00198] Metonbl: Cxema rccienoBaHus PUBEEHA B TAOTHUIE 3.

[00199] Tabauua 3: Cxema uccienoBaHus mpuMepa 3

-00
Kon-Bo Jlo3a - obbem Hlosa-obrem
I'pynna IlyTb BBEnEeHUS (Mkr menrruna/
JKUBOTHBIX (MKJI/MHBEKIHSA)
UHBEKIHS)
185 + 189
1
mbirert CS7BL/6 800 0 (PBS)
5 128 +129 800 0 (ACI-35-
mbirert CS7BL/6 Empty*)
128 +129
3 50
mbimeit CSTBL/G| o0 24
128 +129
4 200 98
mbirert CS7BL/6
185 + 189
5 800 390
mbirert CS7BL/6

* = ACI-35-Empty yka3blBaeT Ha TO, YTO BBEICHHAs BAKI[MHA HE CONEPIKUT AaKTHUBHOTO

nentuna T3.
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Jlo3y BBOIMJIM BOCEMb pa3 CO CIENYIOIIMMHU UHTEpBajdaMu: B AHU 1, 15, 29, 43, 57, 71,
85 u 99.

O0pa31ibl KPOBH OTOHMPAJH Yepe3 CIEAYIOIHEe MPOMEKYTKH BpeMeHU: Henenu - 2, 4, 6, 8,
19,12, 14, 16 u 17.

IMocnennux 63 + 69 Mblmel u3 rpynn 1 M 5 B KOHIE MCCIENOBAaHMS CONEPIKANU B
TE€YEHHE JIBYXHEAEIBbHOTO Niepruoaa 0e3 JTeueHusl.

[00200] Pe3ybTaThl/BHIBOMBL:

[00201] ITosTopHas unbekuus ACI-35-Empty unu ACI-35 npu caMoM BbICOKOM YpOBHE
1036l 390 MKI/UHBEKIUS BbI3bIBAJIA YMEHBIIEHHE COOTHOLIEHUs anbOyMuH/riao0ynuH (A/G)
Mocjie  BOCBMHU  WHBEKIMH. OTO U3MEHEHHEe, KOTOopoe OOBMHO Haljomaercs y
UMMYHH3UPOBAHHBIX JKHBOTHBIX, MOJKET COOTBETCTBOBATH NMPHUPOCTY TIIOOYIMHOBOH (pakimu
(a"THTEN) B TIa3Me, W 3TO OOBSCHSETCS TEM, YTO BCE JKUBOTHbIE, oOpaboranubie ACI-35,
BeIpabateiBany antutena (B knaccax IgM u IgG). Kak npasuno, tutpel IgG Obun BbIIE, YeM
TuTpbl IgM mocie MOBTOPHBIX MHBEKIHHA, U Y CAMOK HaOJOanach TEHACHLIMS K BBIPAOOTKe
0oJiee BBICOKOTO YPOBHSI AHTHUTEN, YeM Y CAMIIOB.

[00202] B mecrtax unbekuuii B rpymnmnax, noiy4asmux ACI-35 B noze 98 nnu 390 Mkr
nenTuaa, HaONMOJald MeCTHble M BpeMeHHble peakuuu (yrommienue). Ilpm sTux nmosax
pPErUCTPUPOBAIIN YBEJIMUYEHUE BeCa CEJIe3CHKH M MEYeHH U YMEHbLICHHE Beca TUMyca y oOoux
MIOJIOB M YBEJIMUEHHUE BECa MOYEK TOJNBKO Y CaMOK. MaKpOCKOMMYECKHe N3MEHEHUsT HaOIr01aIu
B MecTtaXx wuHbekiid B ocHoBHOM st ACI-35 B gpmosax 98 u 390 MKI/UHBEKIHUS.
Mukpockonuueckuii aHanu3 nokasain, 4to BeeneHue PBS-kontpoms, ACI-35-Empty unu ACI-
35 B no3ze 24 MKI/MHBEKIHS XOpOLIO IMEPEHOCHIIOCh 0e3 Kakux-THOO peakuuil B MecTe
uHbeKuMU. IleHWcThle Makpodardn W MOHOHYKJIEapHBbIE BOCHAIUTENbHbIE HHQUIBTPATBI,
CBsI3aHHBIE C MYCTBHIMH JIMIIOCOMAaMH, HaONIOJANIM TPU BCEX YPOBHAX 103 € J0303aBHCUMOMU
CTENEHbIO TSKECTH, HO He B KOHTpoJbHOMN rpynne PBS. IlonocTpele BocnanuTeabHble peakLiuu
¢ (ubpo3OoM U CIAy4ailHOW JereHeparueil/HeKpo30oM MONKOKHOW KJIeTYaTKH OBbLUTH HEMHOTO
yBenudeHbl npu npuMeHeHnn ACI-35 B no3e 390 MKI/mHBEKLIUS.

[00203] Beegenune ACI-35-Empty win ACI-35 B no3e 390 MKI/UHBEKLINS HHAYILAPOBAJIO
SKCTpaMeayJUIpHBIN reMOI033 B CeJIE3€HKE U MeUeHU U YBEeINUUBAJIO KOJUYECTBO MUEIOUAHBIX
KJIETOK B KOCTHOM MO3Te, 4TO OBUIO CBSI3aHO C BBEIAEHHEM IyCThIX JumocoM. Kpome toro, Bo
MHOTHX CHCTEMHBIX OpraHax HaOMoIand WHQHUIbTPAThl MOHOHYKJIEAPHBIX BOCIIAJIHTEIBHBIX
KJIETOK TJaBHbIM oOpa3oMm y camok mpu BBeaeHnn ACI-35 B moze 390 MKI/MHBEKIHMS U B
menbinei crenenn npu ACI-35-Empty. OTo siBieHue paccMaTpuBaid Kak (opmy oOTBera,
KOTOPBIM MOXHO OXMJATb y 3THUX >KMBOTHBIX, OTHOCSIIMXCS K JIMHUE MBbILIEH, KOTopas, Kak
XOpOIIO H3BECTHO, MMEET JIETKO MHAYLMPYEMYI0 UMMYHHYIO CHUCTEMY MU, CJEIOBaTeNIbHO, He
UMeeT KJIUHUYECKOro 3HaueHus. ENMHCTBEHHBIM CHCTEMHBIM pe3yJbTaTOM IIOC/E BBEIEHUS
ACI-35 B noze 98 MKI/UHBEKIUS ObUIO 3KCTPAMENYJUISIPHOE KPOBETBOPEHHE B CEJIE3€HKE U
neuenu. CucreMHblx usMeHeHu#l mnocie BBeaeHus ACI-35 B mpo3e 24 MKI/UHBEKIHAS HE
HaOJFo 1A

[00204] Hu oguH U3 3TUX PE3yJIbTATOB HE CUUTAJICS HEOJAronpHsTHBIM B COOTBETCTBUU
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C OomnpefeseHneM HCCIEAOBaHUs C TOYKM 3PEHHs] CTENEHHU TSKECTH OT JIETKOH 0 YMEpEeHHOM,
MOJIHOTO MWJIM YaCTUYHOIO BbI3JIOPOBJIEHUsS] depe3 JBe Heneld U OTCYTCTBUS KOPPENATOB
3HAYUMON KJIMHUYECKON MU KIMHU4eckol naronoruu. CrenoBaresbHO, B 3KCIEPUMEHTAIbHbIX
YCJIOBHUSIX 3TOTO HccienoBaHus yposeHb 103bl ACI-35 B 390 Mkr nenTtuaa, BBOIUMBIN camLiaM U
camkaMm Mbimeit C57BL/6J kaxxaple nBe Henenu B TeueHHe Tpex Mmecsanes, cuuraics NOAEL
(O0e3 mTpU3HAKOB CHCTEMHOH TOKCHYHOCTH, C OTCYTCTBYIOIIUMH  HeOJaronpusTHbIMU
NPU3HAKAMH Ha JIOKAJIbHOM YPOBHE).

[00205] IIpumep 4: Ilecrumecsiunoe wucciaenopanue TokcudHocTH ACI-35
NMOJKOKHOM BBeJeHHH Y SIBAHCKHX MAKAK ¢ TMOCJAeAYIOIHM 4eTbIpexHeleJbHbIM
nepuoaom BoccraHosiaenust (GLP)

[00206] Llenb: oueHUTb KyMyJsaTHBHYIO TokcuuHOCTh ACI-35 mocie ceMu MOAKOKHBIX
BBEJICHUI1 SBAHCKUM MakKakaM OJMH pa3 B YeThIpe HeAelu. Y HEKOTOPbIX >KMBOTHBIX IOCIHE
nepuoAa JIeUeHUs] B TEUEHUE 4YeTbIPEXHEAENbHOTO Mepuoja BOCCTAHOBJIEHUS OLIEHUBAIU
00paTUMOCTh WJIM TIPOTPECCHPOBAHHME CBS3aHHBIX C JICYCHHEM HM3MEHEHUH Wi o0y
OTCPOUYEHHYIO TOKCUYHOCTb.

[00207] Metonbl: Cxema rccienoBaHus pUBEIEHA B TA0THUIE 4.

[00208] Tabmuua 4: Cxema uccienoBanus npumepa 4

I'pynma Kon-Bo IlyTs BBenEHUS Ho3a-o0bem Ho3a-o0bem
JKUBOTHBIX (My/uHbeKIMA) | (MKT IENTHA/ HHBEKIIHSA)

1 58 +59 MOIKOKHOE 3 0 (PBS)
SIBAHCKHX MaKak

2 38 +39 0,75 358
SIBAHCKHX MaKak

3 38 +39 1,5 716
SIBAHCKHX MaKak

4 58 +59 3 1431
SIBAHCKHX MaKak

Jlo3y BBOAWJIU CEMb pa3 CO CIEAYIOLIMMH UHTepBajiaMu: B aHU 1, 29, 57, 85, 113, 141 u
169.

OOpasubl KpOBU OTOMpANU 4Yepe3 Clenyrollue uHTepBanbl. B quu 15, 43, 71, 99, 127,
155, 183 u 208.

IMocnennux 27 + 29 makak u3 rpynn 1 u 4 B KOHLE HMCCIENOBAHMS COIEPKAIH B
TE€YSHHE YeThIPEXHEACIbHOTO iepruona 0e3 JIeUeHusl.

[00209] Pe3ybTaThl/BHIBOMIBL:

[00210] IlonkoxkHoe BBemeHue ACI-35 sBaHckuM Makakam B nmozax 358, 716 m 1431
MKI/UHBEKIUST OOUH pa3 Kaxkable 28 NHeW B TeYSHHE LIECTH MECSIEB XOPOIIO MePeHOCHUIIOCH
BCEMH >KUBOTHBIMH.

[00211] XoTst cBsi3b C JIeYEHUEM HeNb3sl ObUIO UCKJIIOYUTH, HEOOJBIIOE YBEITUYCHUE
KOJIMYeCTBA HEHUTpOpUIOB u HeOOJbIIOe CHIJKEHHWE YPOBHS TIIOKO3bI HE CYHTANIOCh
HeONMAroMpUsITHBIM, TIOCKOJIbBKY BCE 3HAUEHUs HAXONWINCh B  mpeneiaXx  (POHOBBIX

CTaTUCTUYCCKUX NAHHBIX, U 3HAYCHUSA MPCABAPUTCIIBHOTO TECCTUPOBAHNSA HE MOKA3aJIM HUKAKHUX
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CYLIECTBEHHBIX U3MEHEHHUH.

[00212] Bce rpynmel, MONydYaBLINE TECTUPYEMbIE CPEACTBA, BHIPAOATHIBAIHM AHTHUTENA.
WMMyHHBIIH OTBET uepe3 IBE€ HeNeNu IOCie MEepBOTrO BBENEHHs ObLI OAMHAKOBBIM BO BCEX
rpynmnax, Hojy4aBlIMX TecTupyemble cpencrsa. Ilocne sroro cpemnue tutpel aHTuU-pTau
AHTHUTEN YBEIUYMBAIUCH B MEPHOA JICUCHHUs, CIEAyS TEHACHLUH 3aBHCUMOCTH n03a-3(dexT.
JKuBoTHBIEC, MHpOLIEUINE YETHIPEXHENEIbHOE BBI3JOPOBICHUE, MOKA3AIM SIBHOE CHIKEHHUE
YPOBHEHN aHTUTEN, 3apPETUCTPUPOBAHHOE YEPE3 ABE HEAENH MTOCIE CEAbMOrO BBEACHUS.

[00213] OcHoBBIBasiCb Ha MOJYUYEHHBIX pe3yJbTaTax U B YCIOBHUSIX 3THX HCCIEAOBaHUH,
no3a 1431 MKr/UHBEKIVs, BBOAWMAS OOUH pa3 Kakabie 28 AHEH B TEYCHHE IIECTH MECSIEB,
cuntanack B 3ToM mccaenosannn NOAEL (6e3 HabmromaeMoro ypoBHsI HeKeJIaTeNbHBIX
SIBJICHU ).

[00214] TIpumep S: Tpexmecsiudoe ucciaegopanue TokcuyHoctu ACI-35.030 npu
BHYTPHMBIIIEYHOM BBeJeHHH Y MAaKaK-pe3yc ¢ MNOCJeAYIIIHM 4eTbIpexHeleJbHbIM
nepuoaom BoccraHosiaenust (GLP)

[00215] Llenb: Ilenpto »3TOro wuCCIeAOBaHUS OBUIO OLEHUTh TOTEHLUAJIBHYIO
TokcudHOCTh ACI-35.030 mpu BHYTpUMBIIIEYHOM BBEIEHUHU TPU pa3a B MeCsAL] HAUBHBIM CaMLiaM
U caMKaM Makak-pe3yc. OOpaTUMOCTh BO3MOXKHBIX CBS3aHHBIX C JICUCHHEM W3MEHEHHH
OLIEHUBAIN y 2 00€3bsIH/TION U3 KOHTPOJBHOM TPyNIbl U B IPyNNax C BBICOKUMH J03aMHU B
TEUEHUE YEeThIPEXHENEIBHOIO EPHUOAA BOCCTAHOBIICHUS.

[00216] [Lnan: ITpumeHsieMblit MPOTOKON UccaenoBanus Obut caenyromuM (Tabmuma 5).

[00217] Tabauma 5: Cxema uccieqoBaHus IpuMepa 5

I'pynmna | Jleuenne | Konuyectso IlyTe BBEeneHUs Hoza-oobem | Jlo3a-ypoBeHb (MKT
JKHBOTHBIX " (MJ/UHBEKIINSA) nentuzn/
UHBEKIIHS)

1 ACI- 58 +59 BHYTPUMBIIIIEYHO 2 0
E.030* | makaku pe3yc

2 ACI- 38 +39 1 1200
35.030 MAaKaKH pe3yc

3 ACI- 58 +59 2 2400
35.030 MAaKaKH pe3yc

#24 + 29 obesbsn u3 rpynn 1 u 3 comepKanau B TEYEHHE YETHIPEX HEAEIBHOTO TIEPHONA
6e3 nedeHus

* ACI-E.030 nmunocoManbHBINA COCTaB, COAEp AUl Te e KOMIOHEHThI, 4yTo U B ACI-
35.030, 3a UCKJIIOUEHUEM TOTO, YTO OH HE COAEPKUT nentuxn Tau

[00218] Tectupyemble ¥ KOHTPOJbHBIE 3JIEMEHTHI BBOAWIM IyTEM OIHOKPATHOM
BHYTPHUMBILIEYHON MHbEKUWHU B THU 1, 29 u 85 B 3 pasnuuHbix yyactka Oeapa. Ha nporsokennn
BCEr0 HCCIENOBaHMsS BCEX JKMBOTHBIX HAOMONaIM HE MEHee IBYX pa3 B CYTKH Ha
KU3HECTIOCOOHOCT/CMEPTHOCTh M HAJIMYHME KJIMHUYECKUX NpU3HaKoB. Kaxaelli pas B AeHb
BBEJICHUS JKMBOTHBIX OLICHMBAJIM Ha HAJIWYME MECTHbIX peakimi (imkana [[pefiza) B mecre
JO3UPOBAHUsA Mepes N03UpOBaHuEM U dyepes 6, 24 u 48 4acoB Mociie BBEICHUs 1035

[00219] B xome wuccrnegoBaHusl B KaXAOW KJIETKE KOJMYECTBEHHO OICHUBAJIN
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notpeOneHne kopMma. Maccy Tena OLEHUBAJIM €KEHEeNeNbHO, HAauuHasi C [epuona
aKKJIMMATH3aLUH 1 10 KOHIA uccaenoanus. OQPTaabMOCKONHIO BBITOIHSUTH OJUH Pa3 BO BPEMs
NPEABAPUTENBHOIO TECTUPOBAHUS M Yepe3 TPH/YEThIpe AHS IOCIE IOCJIEAHErO BBEICHUS.
DnexTpokapauorpammsl (oTBeaeHus ot koHeuHoctei I, 11 u 11l n nonmonnenHsie orBenerns aVR
(ycuiieHHOE OTBeNeHUe OT MPaBOi BepXxHel KOHEYHOCTH), aVL (ycuiieHHOe OTBEACHHE OT JIeBOU
BepxHell koHeyHocTH) u aVF (ycuieHHOe OTBeneHHEe OT HWKHUX KOHEYHOCTEH)) 3arUChIBAIN
I KaXAOro JKMBOTHOTO OJMH pa3 BO BpeMs MpPEABAPUTETIBHOIO TECTHUPOBAHUS U
npUOIHU3NTENBHO Yepe3 24 yaca mocie MocieIHero BBEACHUS.

[00220] OueHKy KIMHHYECKOH MATOJOTHH (TE€MATOJIOTHIO, KJIMHHYECKYK) XUMHUIO,
KOAryJSILHIO ¥ aHAJHM3 MOYH) BBIMTOJIHSJIN Y BCEX KMBOTHBIX OAMH Pa3 10 TECTUPOBAHHS U Yepe3
2 nmHS TOCIe NOCIeHeH NHBEKINHU (1eHb 87), M 'y BCeX BBDKUBIINX JKUBOTHBIX OIMH Pa3 B KOHIIE
nepuoaa BocctanoryieHus (125 nenp).

[00221] OO6pa3ipl KpoBU Al CBIBOPOTKH Ui ompeneneHus aHtu-pTau u antu-T50 ¢
nomonnbio ELISA cobupanu B nam -14, 8, 22, 36, 50, 64, 78,92, 99, 106, 120 u 127 (8 aau 1006,
120 u 127 cobupanu TOJIBKO Y BbI3AOPOBEBIINX JKUBOTHBIX ).

[00222] PBMC cobupanun B neHbp -14, depe3 nBe Hemenu TMoOCie TOCIeIHEN
MMMYHH3AIUU BO BCEX IPYMIax U 10 BCKPbITUs Tpyna B rpymnmne BoccraHosiaeHus. ELISPOT-
aHamu3bl 1L-4 u IFN-y BemonHsuin s onpepeneHust Tau-cnermduueckoro T-KiIeTOYHOTO
OTBeTA.

[00223] MMMyHO(MEHOTUTUPOBAHIE OLIGHUBAIN Y BCEX JKMBOTHBIX IO 00pas3liaM KpPOBH,
B3SITHIM OJIMH Pa3 Mepes TECTUPOBAHUEM U MPHU ayTOICHH.

[00224] Kposb codupanu ans PMBC (ELISpot ans T-knerounoro oreera mpotus 13.5)
B 1HU -14 1 99 (OCHOBHOI M BOCCTAHOBJICHHE) U B ICHDb 127 (BOCCTaHOBJICHUE).

[00225] O6pasusl cmaHOMO3r0BOH skuakoctu (CSF) cobupanu mon cemauueid y Bcex
JKUBOTHBIX Mepe TECTUPOBAHUEM U Mepes KaKIbIM NaTOJOr0aHaTOMUYECKUM HCCIEA0BaHUEM
I LIUTOJIOTMYECKOM OLIEHKU.

[00226] ITocne 3aBepleHUsl 3aIIAHHPOBAHHBIX NEPHOOB JIEUEHHs WM BOCCTAHOBJICHUS
BCE JKUBOTHBIE OBUIM TIOABEPTHYTHl AyTONCHH, W pAa3jM4YHblE OPTaHbl B3BEIIEHBI
I'ucronaTonornyeckoe HCCNENOBAHME BbINOJHAIM HA TOJOBHOM MO3r€, MECTax WHBEKLIUN U
TMM(PATHIECKUX y3J1aX BCEX MCCIENYEMBIX JKUBOTHBIX.

[00227] IToTeHUMANIbHYIO CBSI3BIBAIOINYIO0 aKTUBHOCTb aHTHUTEN, MHAyUHpoBaHHbIX ACI-
35.030, oueHuBamu mocpencTBoM MMMyHorucroxummudeckux meronos (IHC) mo cpaBreHmio ¢
Pa3NIUYHBIMH TKAHSIMH YeJIOBEKa B CHEMAbHON (pase uccienoBaHus, B KOTOPOH MepeKpecTHast
peaktuBHOCTh MHAYLHHPOBaHHbIX ACI-35.030 anTuTen y o0e3bsH MPOTHB TKaHEH dYeIOBEKa
OLICHMBAINW Ha NaHenu u3 42 3aMOpPOXKEHHBIX TKAHEH YeJNOBEKa M MAa3KOB KpPOBU Tpex
HEPOJCTBEHHBIX UHAUBUAYYMOB C HCIOJIB30BAHUEM ChIBOPOTKM >KUBOTHBIX NpHU A03e 2400 Mkr
T3, B3aTOI Ha 99 AeHb.

[00228] Pe3ynbTarst:

[00229] CwmeprenbHble cinydan, a Takxke 3¢pdexter ACI-35.030 cBsa3aHHbBIE C Maccoi

TCJIa, U3MCHCHHSA B OpPraHuU3ME, HU3MCHCHHE allll€eTuTa, U3MCHCHUA B O(I)TaJ'IbMOJ'IOFI/ILIeCKI/IX
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MOKA3aTeIsIX, JEKTpoKaparorpadguy, KIMHUYECKYIO MaTOJOTHIO (Tre€MaToJIOTHIO, KOATYJISILIHIO,
KJIMHUYECKYI0 OMOXUMHUIO M aHAJIU3 MOYH) WIM UMMYHO(EHOTUITHPOBAHHE OTCYTCTBOBAJIH.

[00230] BpemeHHbBIe MPU3HAKU Pa3pa’KeHUs] KOXKHU OT CIadbIX 10 YMEPEHHBIX (IpUTeMa
U OTeK) B MECTax WMHBEKUMH HAOJIONaNM Y HECKOJNBKUX JKUBOTHBIX BO BCEX TPYINAX IOCHE
UMMYyHH3alMH. BpeMeHHbIN CHIIbHBIM MECTHBIH OTeK Habmomanu B oOpaboOTaHHOH 3amHen
KOHEUHOCTH ¥ | u3 5 camok, kotopeiM BBoamH 2400 Mkr T3/unbekims uepes 48 yacos Ha 29-i
nenb 1 Ha 87-11 nenp. OnHako uepes cyTku (30-i neHpb u 88-if neHb) OTek ucuesal.

[00231] Mexay KOHTPOJBHOM IPYIION U IpyNnaMy, MOJy4aBLINMU J03Y UCCIIENyEeMOro
CpeAcTBa, HAONIOJAIN HEKOTOPBIE PAa3JINYMs B CPEHEH Macce OPTaHOB, HE CBSI3aHHBIE C JTO301.
IIpn MakpOCKOITMUECKOM aHAJIHM3€ HAOJIOAAN U3MEHEHHUS NaXOBBIX, MOAB3IOLIHBIX U TAa30BBIX
TMM(paTHYECKHUX Y3JI0B HAOIIOAAH B CIy4alHON BHIOOPKE B BUE YBEJMUEHHUS BO BCEX IPYMIAX,
BKJIFOYasi KOHTPOJIBHYIO, KOTOpbIE, COIJIACHO MHUKPOCKONMUYECKOMY  aHaJIN3y, 4YacTo
KOPPENUpOBAIN  C  THNEPUEIUTIOJSIPHOCTBIO  JIUM(OHUIHBIX OpPraHOB, W B  OCHOBHOM
BOCCTaHABIMBAJINCh  IOCJIE  4-HEAENbHOrO  Nepuoja  BOCCTAHOBIEHHS, H  ObUIH
UHTEPIPETUPOBAHbl KaK BO3HMKAIOLIME, MO BCEH BEPOATHOCTH, B pe3yjbTaTe CTUMYJSALUU
BaKLMHOW/abIOBAHTOM BAaKLWHBL. MMKPOCKONMYECKUI aHANIM3 CKEJETHBIX MBILI B MECTE
UHBEKLIHUU U B JIePMe, W/UJIM MOJKOKHOHW KJIETYaTKE BBISIBIJI BOCHAJIEHHE OT MHHHMAJIBHOTO 110
YMEPEHHOI'o, COMpPOBOXKAAIOLIEECS MHHUMAJIBHOW JlereHepalueil W/HIM  pereHepanuei
CKEJETHBIX MBILIL] BO BCEX TIpPyNNax, BKIIOYas KOHTPOJBHYIO. Bocmanenue cuurtaioch
BBI3BAHHBIM, MO BCEH BEPOSTHOCTH, KOMOMHaUMell HHBEKLIHUOHHBIX IMPOLEAYP, CBSI3aHHBIX C
MIPOKOJIOM HUIJIbl, I MECTHOTO HMMYHHOI'O OTBETa HA BBEAEHHbIN MaTepuai. JTH U3MEHEHUs He
CUUTAJINCh HEONArompuUATHBIMH M OXHAAJIOCh, 4YTO TOCHe 4-HENeNbHOro IepHoAaa
BOCCTAHOBJICHUS] OHU UCUE3HYT.

[00232] Hukakux MHUKPOCKONMUYECKUX HM3MEHEHUM B MO3rE, CBSI3aHHBIX C BBEICHHEM
ACI-35.030, He HabarOOATH.

[00233] ACI-35.030 unnyuuposana ycroituusbie TUTpbl aHTU-pTau IgG kxak npu 1200
MKI/103y, Tak u npu 2400 Mkr/no3y (¢pur.2).

[00234] Tau-cnenudpudeckoro T-kJIETOYHOTO OTBETa B KOHILIE JICYeHUsT He HAOJIIONAIIH,
YTO CBUJETENBbCTBYET O HU3KOM PUCKE TOKCUYHOCTH, CBSI3AHHOM C akThBaLuen T-KJIeTOK, TaKou
KaK MEHHHTO3HLe(aJuT.

[00235] UMMYHOTHCTOXUMHYECKOE HCClieoBaHNE 42 3aMOPOKEHHBIX TKaHEH desloBeKa
U Ma3KOB KPOBU Tpe€X HEpPOJCTBEHHBbIX MHAMBUIYYMOB IOKa3aslo, 4To MHAyuupoBaHHble ACI-
35.030 obe3bsiHbU aHTUTENA, UccaenoBannbie ipu 1/300 u 1/100, cnenuduyecku OKpanruBaiu
kiyOku Tau B cpe3ax ronosHoro mo3ra npu bA (@ur. 3, nmanens A, 1o odpadorku ACI-35.030,
na"enb B: mocne 3 mubekumii ACI-35.030 B noze 2400 MKr/mo3a, CbIBOPOTKA, pa3BeICHHAs
1/100), HO He BBI3BANM HHU CHeNU(PUUECKOro, HU HeCHeUU(PUIECKOro OKpaLIUBAHHS
TECTUPYEMBIX KOHTPOJIbHBIX TKaHel. B kauecTsBe mpumepa okpalinBaHHe Cpe3a TOJICTON KHUIIKH
CBIBOPOTKOH 10 1 nocJe jederns (manenb C u nanens D, COOTBETCTBEHHO) MOKa3aHo Ha (ur.3.

[00236] 3akatoueHue:

[00237] B mnemnom, wu3-3a OTCYTCTBUSI H3MeHeHUH, cBs3aHHbIX ¢ ACI-35, mocne
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MMMYyHU3aluu B 1HU 1, 29 u 85, camblil BBICOKUH ypoBeHb 103kl 2400 Mkr T3 cuutanu ypoBHEM
6e3 nabmonaemoro 3¢dexra (NOEL).

[00238] Mpumep 6: EpiScreen’™ ana/iu3 HMMYyHOTEHHOCTH NENTHIOB

[00239] Llens:

[00240] JIBa 16-mepnHbix mentuma, Tau 393-408 [pS396/pS404] (T35 ¢
aMHUHOKHUCIIOTHOH mocnenoBatenpHocTei0 SEQ ID NO: 2) wu  Tau393-408 (T3.6 ¢
aMHUHOKHUCIIOTHOH mocnenoBarenbHOCThI0 SEQ ID NO: 4) tectupoBanu ¢ momompro T-
KJIETOYHBIX aHAJIM30B EpiScreenTM C TeYeHHeM BPEMEHH Ha CTIIOCOOHOCTb MHAyIHpoBaTh CD4”
T-kneTounslii OTBET y 51 yenoBeka-goOHOPA.

[00241] I1nan:

[00242] EpiScreen™ xunemuuecxkue ananuzvr nponugpepayuu T-xnemox u ELISPOT
ananu3vl [L-2

[00243] PBMC ot 51 denoBeka-noHOpa CTUMYJIUPOBAIN JIFOOBIM MENTHIOM ¢ KOHEUHOM
KOHLeHTpauuedn 5 MkM. TecTtupoBaHHe KaXXAOro JOHOpPA TAaKK€ BKIIOYAIO KOHTPOJb
BOCTIPOM3BOANMOCTH (Ki1eTkH, HHKyOnpoBanusle ¢ 100 mxr/mn KLH), sTanoHHBIH KIMHUYECKUN
KOHTPOJIb (KJIETKH, HHKyOupoBaHHble ¢ 0,3 MKM rymMaHu3npoBaHHOTO A33) U JIYHKY TOJBKO C
KyJIbTypaibHOU cpenoit. lpomudepaumto u npoaynuposanue [L-2 oneHuBanu 4epes pasHbIS
MOMEHTbI BpEMEHU.

[00244] EpiScreen™ ananus oanneix

[00245] Hnst ananmza nponudepauuu U ELISPOT ananmusa IL-2 panee Obut yCTaHOBJICH
SMIUPUIECKUN TOpor uHAeKca ctumMyJtisinun (SI), paBHbIHM winn npespiaromuii n8a (SI1>2,00), B
CBSI3W € 4eM o0Opa3ipl, BBbI3BIBAIOLINE OTBETHl BBINIE JTOrO IOPOra, CYHTAIHCH
MOJIOKUTENBHBIMY, TOrNa Kak SI>1,90 cuntanuch MorpaHMYHBIMU PECTIOHIEPAMHU.

[00246] TIpemeinymme EpiScreen'™ kuHernmueckume aHamm3sl T-KIETOK C  PAIOM
OHMOJNIOTMYECKUX CPEACTB MOKA3aId YETKYIO KOPPENSLHUI0 MEXKIY MPOLEHTOM HaO0IaeMbIX
OTBETOB JOHOpckHX T-kmerok B EpiScreen’'™ aHammse ¥ ypOBHEM HMMyHOTEGHHOCTH,
HaOmromaeMbeIM B KIMHHKE. Kak mpaBmiio, MpOTEHMHOBBIE TEPAIEBTUYECKHUE CPENCTBA, KOTOPBIE
BI3BIBAIH >10% TOIOKUTETBHBIX OTBETOB B EpiScreen’ aHammse, CBSI3aHBI CO 3HAYUTEIHHBIM
PUCKOM UMMYHOI€HHOCTH B KJIMHUKE.

[00247] Pe3ynbTatst:

[00248] Obmas koppensus mexay nponudepauneri u ELISPOT ananuzamu IL-2 Obuia
BbICOKOM (98% nnst KLH), u, Takum 00pazom, TOHOPOB C OTBETOM OINpPENeIsIN KaK CyOBEKTOB €
MIOJIOXKUTEIbHBIM OTBETOM Ha Kaxnblid oOpasen kak B ELISPOT ananmuze IL-2, Tak u B aHanm3e
nposndepannu. AHamu3 OOBEOMHEHHBIX HAOOPOB NAaHHBIX 3THX JIBYX aHAIM30B IMOKA3aJ, YTO
onuH u3 51 (2%) moHopa orBerun Ha Tau 393-408 [pS396/pS404], a nea u3 51 (4%) noHopa
oreetwiii Ha Tau 393-408. IlpuHumas BO BHMMaHUE MOTPaHUYHBIE OTBETHI U JOHOPOB C
OTBETAMHU TOJIBKO B OTHOM M3 JABYX TeCTOB, HeThipe u3 51 monopa (8%) orsermnu Ha 6ejok Tau
393-408 [pS396/pS404], u uersipe u3 51 noHopa (8%) orsernim Ha Oenok Tau 393-408. Takum
oOpasomM, of11ast 4acToTa M BEIMYMHA OTBETOB OBUIM HU3KUMU U1 OOOHMX MENTHIOB. OTBETUJIU

MakcuMyM 8% JOHOPOB.
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[00249] 3akatoueHue:

[00250] Cniocobrocts TecTrpyembix nentunos (Tau 393-408 [pS396/pS404] u Tau 393-
408) uamynuposath CD4™ T-KJI€TOYHBIE OTBETHI, H3MEPEHHBIE MO YPOBHIO MPOJH(Epaluy i
cekpeuuu IL-2, TectupoBanu B koropre u3 51 HLA-tunusupoBaHHOro noHopa. [laHHble
MCCIIENIOBAHMS MOKA3a/li, YTO OOIIMH OTHOCHTENbHBIA pucK HHAYKIuH CD4" T-KjIeTouHBIX
0TBeTOB OBLT HU3KKUM (2-8%) 1151 000MX MENTHUAOB.

[00251] ITo cpaBHEeHHIO C OEIKOBBIMH TEPAIEBTUYECKUMHU CPENCTBAMH, UCITBITAHHBIMH B
EpiScreen™ amanmsax, DaHHEIE 3TOTO MCCIEIOBAHHS IOKA3bIBAKOT, UTO 00a MENTHAA MOTYT
PAacCMaTpPUBAThCA KAaK MMEIOIINe HU3KMH MOTeHIMANbHBIH puck HHAyKun CD4™ T-KJIeTouHbIX
OTBETOB Y YeJIOBEKa.

[00252] Ipumep 7: Be3onacHocTh u 3pdexTuBHOCTL ACI-35 y M10aeit

[00253] Be3onacHOCTh, MEPEHOCHMOCTb U IMMYHOTeHHOCTh BakiuHbl ACI-35 (ACI-35)
OLICHUBAJIN B KJIMHUYECKOM HccienoBaHuu ¢asel Ib, mpoBeneHHOM ¢ ydacTHEM MAalMEeHTOB C
nerkoit u cpenHeit creneHpto bA B BemukoOpuranun n @uunsaanu (ACI-35-1201: ¢dasa Ib
MHOTOLIEHTPOBOI'O, JBOHHOTO CJIETIOT0 PaHAOMH3HUPOBAHHOTO IUIALE00-KOHTPOIMPYEMOTO
UCCIIEIOBAHU TIO OLEHKe Oe30macHOCTH, mnepeHocuMmocTH W ummyHoreHHoctn ACI-35 y
NAIMEHTOB ¢ 00JIe3HBI0 ANbLIreliMepa OT JIETKOH 10 YMEPEHHON CTETIeHN).

[00254] Llenb: Beimonuuts npensaputenbHyto onieHky ACI-35, BBogumyto B 3 no3ax u 3
pe’KuMax JO3UPOBAHUS, Y MALUEHTOB ¢ BA OT Jlerkol 10 yMepeHHOH CTerneHn Ha 0e30MacHOCTb
U MMePEeHOCUMOCTD, a TaKKe Ha MHAYKIHIO TuTpa antu-¢pocdo-Tau (pTau) mmmyHornobyimaa G
(IgG) B ceIBOpOTKE.

[00255] Metonbl: Kakaas U3 5 KOTOPT MmoJsiydana OTIMYHYIO OT Apyrux no3y (300 Mkr,
900 mxkr mwim 1800 Mkr TerpanansmuTomrpoBanHoro ¢ocdonenruna (nenruna pTau T3, SEQ
ID NO: 28)) u/unu pexxiM IO3UPOBaHMA B TeUeHUE 6 MecsueB (2, 3 nim 5 103) ¢ mocaenyouei
NOBTOPHON MHBEKLMEN yepe3 12-16 mecsaues (koropra 1) uimm 6 Mecsies (KOropTel 2-5) mocne
NoCJIeIHeH NHBEKIMH, KaK OMHUCAHO B Tabmuie 5.

[00256] Tabauma 5: Cxema uccieqoBaHus IpumMepa 5

Koropra | N | [o3a, WO W4 W8 | WI2 | W24 +W48 +W48-W76
MKT (mo3a, Mkr) | (mo3a, MKT)
1 4 300 X X X X X X (900)
2 8 900 X X X X X X (900)
3 4 | 900 X X X X (900)
4 4 1800 X X X X (1800)
5 4 1800 X X X (1800)

COKpaH.IeHI/IeI N=koJIn4ecTBO MMalUECHTOB, W=HECICIIA

[00257] IBamuaTh 4eThIpe MalMeHTa ObLTH PAHAOMHU3UPOBAHBI M MOJTYYHIIN 10 MEHBIIEH
Mepe 1 03y BaKIIMHBI UCCIENYEMOTO JIKAPCTBEHHOTO BemecTBa. CpenHuil BO3pacT MalueHTOB
cocraysut 73,6 + 5,88 rona, a cpenuuii 6ann mo mkane MMSE npu ckpunuHre cocrasisit 23,3

+ 2,71. bbun paHAOMU3UPOBAHBI 15 skeHIMUH U 9 My>k4yuH. [IBaguaTe ABa NallMEHTa 3aBEPLINUIIN
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uccnenoBanne. J[pa maumeHra w3 xoropThl 2 (omuH mnpuHHUMan 900 Mkr, oawH Tuianedo)
NPEKPATHIIN HCCIIEOBAaHUE H3-32 CEPHhE3HOr0 MEAHMIIMHCKOTO COCTOSIHUS, HE CBSI3aHHOTO C
npuemoM ACI-35, koTopoe 3aTpyAHWIIO IIPOBEEHHE UCCIEAOBaHUs WIN CHENalo 3aBeplleHue
HCCIIEIOBAHMSI HEBO3MOYKHBIM.

[00258] Kputepuu BKIFOUEHHST OBLUTH CIEAYIOIAMHU:

1. BepositHas Oone3np Ausburetimepa (BA) B COOTBETCTBUHM €  KPUTEPHUSIMHU
HarmoHnanbHOTO HHCTUTYTa HEBPOJIIOTHUECKUX M KOMMYHHUKATUBHBIX 3a00J€BaHUN U WHCYJIbTA -
Acconuanmu 60J1e3H1 ANbLreiMepa U CBSI3aHHBIX C HHCYJIBTOM - U CBSI3aHHBIX MATOJOTHH

2. Bospact ot 60 o 85 ner

3. 18-28 OannoB mo KpaTkod ImKajie oueHkH ncuxudeckoro coctosiHus (MMSE) Bo
BpeMsl CKpHHHUHTA

4.  Tlamment gomkeH  ObUT  mOJdydaTh  CTAOWIIBHYIO 03y  MHTHOMTOPOB
alleTUIIXOJTMHACTEPA3bl HE MEHEee 3 MeCSLIEB 10 CKPUHUHTA

5. IlauueHT, HaxOOAIIMNCA HAa IONEYEHUH HAJEXKHOIO Cylmpyra Wid JIpyroro Jnuna,
OCYILIECTBIISIIOLIETO 32 yYXOA 3a OOJNbHBIM M TPOKUBAIOIIErO C HHUM, KOTOPBIH MOXKET AaTh
MUCHbMEHHOE COIJIacHe Ha OKa3aHHe IOMOIIM B NMPOBEACHHM KIMHUYECKHX OOCIeNOBaHUN U
coo0IUTh 0 MpodiemMax 6e30MaCHOCTH

6. IlanueHT, KOTOPBIHA, MO MHEHUIO HCCIENOBATENs, CIMOCOOEH TMOHATh U MONMUCATh
NUCbMEHHOE HMH(POPMUPOBAHHOE corjacue M COOJIOAaTh BCE NPOIENYPbl HCCIEIOBAHUS
(obpaTuTe BHUMAaHHE, YTO COTJIACHE HEOOXOIUMO TMOJNYYUTh O MPOBEACHHUS JIFOOBIX MPOLEnyp,
CBSI3aHHBIX C UCCIIEIOBAHUEM )

7. XXeHIuHbI JOJKHBI HAXOIUTHCS B COCTOSTHUH IIOCTMEHOIAy3bl He MeHee | roma w/mimm
OBITh XUPYPTUYECKH CTEPUITHM30BAHHBIMU

8. TlapTHepmma mNaLMEHTOB MY)KCKOTO TIOJla, HE HAXOASINAsCs B  COCTOSIHUU
MIOCTMEHONAY3bl WM HE SBJSIOIIASACS XUPYPTrUUECKU CTEPIIIN30BAHHOMN, JOJDKHA UCIOIB30BATh
HaJIe)KHBIE CPEINCTBA KOHTpPALENIMH, HAalpuMep IBOHHYIO OapbhepHYI KOHTPALENIUIO WU
TOPMOHAJIBHYIO KOHTPALETILIHIO

[00259] Pe3ybTaThl/BHIBOIBL:

[00260] B uenom, ACI-35 okazanace 0e30macHON M XOpPOIIO MEPEHOCUMON MPH BCEX
A03axX U CXEMax JICUCHUA, UCIIBITAHHBIX Ha JIIOAAX, MPU 5TOM UHBCKLUSA MPUBOANUIIA K 6bICTpOI>'I
UHAYKIIUH aHTI/I-pTau AHTUTEJT BCKOPE MOCJIC HepBOfI HHBECKIHWH BO BCCX UCCIICAYEMbIX I'DYIIIaX.
B »sTom HUCCJICJOBaHUHN HaI/I6OJ'Iee JaCTbIMU CBA3AHHBIMHU C JICKAPCTBECHHBIM BCIICCTBOM
HexkesnarenbHbMu siBieHHssMH (TEAE) Obutn spuTemMa B MecTe MHBEKLWH, PEAKIUU B MECTE
HHBCKIUHU U YTOMIACMOCTD. OTCYTCTBOBaJ'II/I KaKI/Ie-J'II/I6O KIIMHUYCCKHE, na6opaToprIe 50)041
panMoJIOrTMYecKe IOKa3aTeNM, CBUAETENbCTBYIOIIMX O pasButun BocnaneHus [IHC. 3a
HUCKJIKOYCHUEM peaKLII/Iﬁ B MCCTC MHBCKUWH, HU OAUH MNATTCPH AE B CpaBHCHUHU C nnaue6o HE
MPEArnoarai CBsi3u ¢ UCCIEAYEMbIM JIGKAPCTBEHHBIM CPEICTBOM. Peakiiuu B MECTe MHBEKLINH,
KOTOPBIC, KaK IIPaBUJIO, 6I:>IJ'II/I JICTKUMH U CaMOOTPaHUYIUBAOIIUMUCH, Yalle Ha6.]'II-OI[aJ'II/ICb npu
OoJiee BBICOKMX J03aX W ObUIM 3aperHCTPUPOBAHBI Y BCEX MALIMEHTOB B Koroprax 4 u 5,

MNPUHHUMABIINX AKTHUBHOC JICKAPCTBECHHOE CPCACTBO. beccuMnToMHasi THIIOTIHKEMMES qame
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HabJro1anach MpH NMprueMe aKTHBHOTO JIEKAPCTBEHHOT'O CPENICTBA, YeM NPHU npueMe rianedo, Ho
€e CBSI3b C HCCIENyEMbIM JIEKAPCTBEHHBIM CPENCTBOM OCTAETCSl HEOIPENEICHHOW, yYUTHIBAsS
U3BECTHOE CIIOHTAHHOE MOsBIIEHHE 3TOrO siBieHus. bruto 3aperucrpuposano msare CHA, nmpuyuem
BCe HAOJIFOANCh Y MALIMEHTOB M3 KOTOPTHI 2, MPH 3TOM | ManmmMeHT mojyvas rmianedo U Takxke
nepenec 2 CHA (ypocencuc u nuenonedput). Itu 2 CHA He Obutn CBsI3aHBI ¢ UCCIIETYEMbBIM
nexkapcTBeHHbIM cpenctBoM. Tpu, CHS, koToppie BO3MOXKHO ObUTH CBsI3aHBI C HCCIIENYEMbIM
JEKApCTBEHHBIM CpencTBOM (OCTpbIi muenoHeppur, AUCPYHKLUS CHHYCOBOTO Vy3Ja U
TOJIOBOKPY KEHHE), OBUTH 3aperucTpupoBaHsl y 2 nanueHTos, nony4daBmux ACI-35, u onu Obputn
eIMHCTBEHHON HaOJI0gaeMoll HeskenaTenbHOU peakuued. B aTom wuccrnenoBanuu He ObuH
3apErUCTPUPOBAHBI CMEPTENbHBIE CITyYaH.

[00261] IIpumep 7: Be3onacHocth M 3¢ PpexTBHOCTL ACI-35.030 y 110a€H

[00262] bezonacHOCTb, MEPEHOCUMOCTh U UMMyHOreHHOCTh BakLiHbl ACI-35.030 (ACI-
35.030) omEeHMBAIOT B MHOTOLICHTPOBOM, JABOHHOM CIIETIOM, PaHIOMHU3HPOBAHHOM, IL1anedo-
KOHTpoJupyeMoM uccienosanuu (aszel Ib/lla y manumentoB ¢ pannedl cragmeln BA (jierkoe
korautuBHOE Hapymenue (MCI), BeizBanHOe BA, u nerkas ¢opma BA) B EBpornie (ccnenosanue
ACI-35-1802).

[00263] Llenb: Brmomnuts npensapurensHyto oueHky ACI-35.030 GeszomacHoctu u
NIEPEHOCUMOCTH y4acTHUKaMu ¢ BA Ha paHHe#l craauu (HampuMmep, ¢ JIETKUM KOTHHUTHBHBIM
HapymenneMm (MCI), BeBanHbIM BA, u nerkoii ¢opmoii BA) mpu mpueme no 3 nmo3, u
CHOCOOHOCTH HHAYLHMPOBaTb HUMMYHHBIH OTBET MpPOTHB aHOMajbHOH ¢opmer Oenmka Tau,
BKJIFOYAsl MHAYKIUIO aHTU-pocdo-Tau (anTu-pTau) B cbiBOpOTKE, B TEUeHHE 74 Heneb.

[00264] BropuuHble 11enH: najbHEUINAs OLEHKAa UMMYHOT€HHOCTH UCCIIEAYEeMbIX BaKLIUH

MyTeM OLIeHKH, Harpumep UHAykIuu TuTpoB IgG npotus Tau u Tutpos IgM nportus pTau u Tau
B CBIBOPOTKE; U OLIEHKA aBUHOCTHU AHTUTEJI, BBI3BAHHBIX UMMYyHHU3allMel, B TeUeHUE 74 HeNenb.

[00265] Lleam wccrneaoBaHUsl: BBIMOJHUTH 74 HEAENbHOE W3YYEHUE BJIMSHUS

UCCIIelyeMbIX BaKIMH Ha IMpearnojaraeMble OHOMapKepbl NporpeccupoBaHus BA, T.e. Ha
KoHIeHTpauuio obmero Oenka Tau u Oenka pTau B KpOBU W/HIIM CTUHHOMO3TOBOU KUAKOCTH,
BJIMSIHUSI HCCIIEyeMbIX BaKLMH Ha aKTUBALUIO T-KJIETOK B KPOBHU, BJIHSHUSA HCCIEAYEMBIX
BaKLMH HAa BOCHAJIUTENbHBIE IUTOKUHBI KpoBU (Hampumep, IL-1pB, IL-2, IL-6, IL-8, IL-10, IFN-y
u TNF-0); 1 BOUSIHHUS UCCIENyeMbIX BAKLUH HA NIOBEACHUE, KOTHUTUBHBIE 1 (DYHKIIHOHAJIbHBIC
BO3MOKHOCTH.

[00266] Metonbl: Kaxxaasd U3 3 kOropt nauueHToB nosydaer pasHele Ao3bl ACI-35.030
u3 pacuera komuuectsa nentuga pTau T3 B komnosuuuu (300 mkr, 900 mxr wim 1800 Mkr
nentuga T3, TerpananemuromnupoBaHHoro ¢ocponentuna pTau, SEQ ID NO: 28) B TeueHue
48 nenmenb (BBemeHue no3bl B 0-yio, 8-yio, 24-yio u 48-yi0 Hemenu) ¢ MOCIEnyRInM 24-x
HeNeJbHBIM (6 MecsI1eB) NepuoaOoM HAOFOACHHUS [IJIs aHAIN3a O€30MacHOCTH.

[00267] JlBamuaTh ueTblpe NAalLMEHTa PaHAOMHU3HMPYIOT B 3 MOATPYIIBL, MpUYEM B
KOKIOW MOArpymme 2 malueHTa MoJy4arT Tutanebo, a 6 maumentoB nojy4aror ACI-35.030.
J103b1 BBOASIT BHYTPUMBILIEYHO.

[00268] Ouenky 6e30MacHOCTH BBIMOJHSIOT Cpa3y MOCe KasKAOro BBEACHHS J03bI U
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yepe3 48-72 yaca mocie BBEACHUS Y BCEX HCCIENYEMbIX MALMEHTOB Mo Tenedony. B kaxmoit
MOATPYIIE NEPBYIO 03y BBOIAT NMEPBbIM 4 nanueHTaMm depes 48-72 vaca nocsie oCyIeCTBIECHUS
OLIEHKU 0€30IMacHOCTH Y TPEABIIYIIEro NaueHTa, YToObI MOATBEPAUTh OTCYTCTBUE KIIMHUYECKU
3HaYUMOH mpobaeMbl OE30MacHOCTH HCCIIEAyeMOW BaKLUMHBL, C TOYKHU 3PEHHs TJIABHOTO
VCIIOJTHUTEIISL UCCIIEAOBAHUS.

[00269] Bce monyduBIIME JIeYeHHME MALUEHTHI MPOXOAST MEPHOA HAONIONEHUS s
aHanmu3a 0e30macHOCTH B TeueHue 24 Henenb (6 MecsleB) NOCiIe OKOHYaHMS Nepuoa JICUSHMSL.
B Tedenue sToro nepuoaa naueHTOB NPOCST OCYIIECTBUTH MEPBbIIl KOHTPOJIbHBINA BUSUT dYepes
19 Henmenb mocie MOCIENHErO BBEACHUS WM IMOCIENHUN BU3UT B KOHIE MepHoaa HaOIOmeHUs
(uepe3 26 Henenb MOCHE MOCIENHEr0 BBEIEHNUs). be30macHOCTh YH4aCTHUKOB KOHTPOJIUPYIOT Ha
NPOTSDKEHUH BCETO UCCIIEAOBAHUS C PErYISIPHBIM aHAJIM30M JaHHBIX 10 Oe3omnacHocTH CoBeTOM
110 MOHUTOPHHTY AaHHBIX 1 Oe3onacHocTH (DSMB).

[00270] ITpoMeskyTOYHBIE aHATU3BI BBITIOJHSIFOT CIEAYIOIUM 00pa3oM:

[00271] IlepBblift TPOMEKYTOUYHBIN aHAJIN3 BBIMOJHSIOT TMOCJIE TOTO, KaK BCE MALIMCHTHI
koroptel 1 3aBepmmian mocemenue 4 (Hemens 10), T.e. depes 2-4 Hemenw TOCHE BTOPOU
uHbekuuu. Llenp cocroutr B cOOpe K 3TOMy MOMEHTY BpPEMEHH NaHHBIX MO O€30MacHOCTH,
MEePEHOCUMOCTH U UIMMYHOT€HHOCTH JUJIs1 ONPEEIeHus], CIeayeT 1M HAYMHATh BBEJEHHUE KOTOpTe
2.

[00272] Bropoii mpOMEKyTOUHBIN aHAJU3 BBITIOJHSIOT TOCJE TOrO, KaK BCE MALUEHThI
KOropThl 2 3aBepmiwin mocemenue 4 (Hemens 10), T.e. depes 2-4 Hemenw moOCHE BTOPOU
uHbekuuu. Llenp cocroutr B cOOpe K 3TOMy MOMEHTY BpPEMEHH NaHHBIX MO O€30MacHOCTH,
MEePEHOCUMOCTH U UIMMYHOT€HHOCTH JUJIs1 ONPEEIeHus], CIeayeT 1M HAYMHATh BBEJEHHUE KOTOpTe
KOropTty 3.

[00273] Tperuit npomMeXyTOUHBIN aHAJIN3 BBIIOIHSIOT MOCJE TOTO, KaK BCE MALMEHThI U3
KOTOpTHI 3 3aBepIIIM moceuieHue 6 (Hemens 26), T.e. depe3 2-4 Hemenu Mocie TPETbeH
UHBEKIUH. L{enb COCTONT B MPUHATHH PELICHUs O PacIIUpeHUu Koroptsl 1, 2 wu 3 mist cbopa
JOTIOJIHUTENBHBIX JAaHHBIX 10 0€30MacHOCTH/TIEPEHOCUMOCTH [I03bl, HMMEIOLIeH Haubosee
OnaronpusATHBIN MPOQUIB C TOUYKH 3PEHHISI HMMYHOT€HHOCTH, O€30MacCHOCTH U IEPEHOCUMOCTH.

[00274] YeTrBepTblii MPOMEXKYTOUHBIM aHAIU3 BBINOJHAIOT B KOHIE MepUOja JieUueHUs
(T.e. uepe3 2-4 memenu mocne 4-ii uabekyH). Llenb COCTOUT B aHaIM3e K 3TOMYy MOMEHTY
BPEMEHHU JaHHBIX IO O€30MacCHOCTH/MEPEHOCUMOCTH M WMMYHOTEHHOCTH, BKJIHOYas IAaHHBIE,
MOJIy4eHHBIE OT NALUEHTOB pPACIIMPEHHON NOArPYIIBI, €CJIH NPUMEHHMO. Pe3ynapTaTel 1o
OromapkepaM MOTYT OBITh BKJIIOUEHBI B Ka4€CTBE BCIIOMOTATENbHBIX JAHHBIX HCCIIETOBAHMSL.
PesynbpTaThl CpaBHMBAIOT C pe3yJbTaTaMH, MOJYYEHHBIMU BIIOCJIEACTBUHU IS IPYTUX KOTOpT,
i oTOOpa KOTOPT IUIsl NajbHEHIIeH KIMHUYECKOH pa3paboTKH Hawydineidl CTpaTeruu Cpenu
BCEX UCCJIENYEMBIX.

[00275] TIsaThili MPOMEKYTOUHBIH aHAIU3 BBIMOJHSAIOT B KOHIIE TMepruona HaOJIIOIeHuUs
IUTs aHaM3a OE30MacHOCTH, T.€. TIOCJIE TOTo, KaK BCE MAIMEeHThl KOropThl | 3aBeprmman BU3uT 11
(Henmenst 74). Llenb Ta ke, 4TO U B YETBEPTOM MPOMEKYTOYHOM aHAJN3E, U BIOCIECICTBUU

PE3YIbTAaThI CPABHUBAKOT IO BCEM KOI'OPTaM.
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[00276] Bospact wucciaenyemoi mnonmymsauuu coctaBisier 50-75 mer (MyKYMHBI U
JKEHITNHBI) ¢ 1uarao3oM Jierkoid BA mmm MCI, Bei3BaHHOTO BA, B COOTBETCTBUHU € KPUTEPUSIMHU
NIA-AA.

[00277] Kputepuu BKIIOUEHHS CIEAYIOLINE:

1. My:x4nHa WK *KeHIuHa B Bo3pacTte oT 50 10 75 ner, BKIHYUTENBHO.

2. Jlerkoe xornutuBHoe HapymeHue (MCI), BbBBanHoe BA, wmmu nerkas BA B
cootBeTcTBUU ¢ Kputepusimu NIA-AA u 0,5 wim 1 6an mo obmel mkajge OeHKH KIMHUYeCKON
nementyu (CDR).

3. 22 Ganya WM BbIIIE IO KPATKOH IIKaie OLEHKU rcuxuueckoro cocrosans (MMSE).

4. VYpoBuu amwmionga Oera 42 (AP42) B CHMHHOMO3IOBOM JKHAKOCTH H
dochopunmposannoro Tau mpu CKpUHHHIE COOTBETCTBYIOT KpurepusiMm NIA-AA 2018 nns
naronoruu bA. B morpannyHbeIX ciydasx ypoBHedl AP42 B CIMHHOMO3TOBOM KHIKOCTH MOTYT
OBITH yYTEHBI APYTHE Pe3yJbTaThl, IMMO3BOJISIOLINE ONPENETUTh MOJOKUTEIbHBIH aMUIIOUA,
Hanpumep oTHorneHue AB42/AB40 u, B Ka:KI0M KOHKPETHOM Cliydae, HAJTIMYHe MOJTOKUTEbHBIX
pesyabraroB [IDT-ckaHmpoBaHMS Ha aMHMJIOWZI WM TIOJOKHUTENbHBIH ypoBeHb AP42 B
CIIMTHHOMO3TOBOH JKUIAKOCTH. B Ka)XIOM KOHKPETHOM Cily4ae NMPUMEHUMBI Pe3yJIbTaThl 0TOOpa
npo0® CIIMHHOMO3TOBOH KMIKOCTH, MPOBEIEHHOIO B TE€UYEHHE 3 MECSLEB A0 CKPUHMHIA, MPU
YCJIOBUH, YTO OHH COOTBETCTBYIOT HaJUYMIO aMUJOUJHOM MAaTOJOTMU U BO3MOXKHOCTH
UCTIOJIB30BATh COOTBETCTBYIOLIUI 00paszel] CIMHHOMO3TOBOH JKHIKOCTH B HMCCIIEIOBAHUU MJIS
TECTUPOBAHUS.

5. IlaumeHTsl, KOTOPBIE JIUOO HE MPUHMMAIOT HUKAKUX MPENapaToB Uil JieueHHs BA,
aub0 ToNy4danu CTaOWIIbHYIO O3y WHTHOWTOpa aleTHIXOJIMHACTEpa3bl W/UJIH MEMaHTHHA B
TedeHHe KaKk MUHUMYM 3 MecsLieB J0 dTarna BKIIOUYEHMUSI.

6. TlamueHTtsl, 3a KOTOPBIMH YyXaXXMBAeT HAAEKHbIM WHOOPMATOP WIH JIHIIO,
obecrevnBaroIIee yxol, 4TOObI TapaHTHPOBATh COOJIIOJEHUE PEKMMA JICUEHUs], OCYIIECTBIIST
MOMOIIIb MO OLIEHKE KJIMHUYECKUX MOKA3aHUM U coo0maTh o nmpodieMax 0e30MacHOCTH.

7. YKeHIMHBI JOJKHBI HAXOAUTHCS B TOCTMEHONAY3€ HE MEHEE OHOrO rofa W/ miu ObITh
CTEpUIIM30BaHHBIMU XUPYpPrUueckUM myTeM. JKeHIUMHBI JeTOPOJHOIO BO3pacTa WIM He
HAXOMALINECS B MOCTMEHONAy3e NOJUKHBI MMETh OTPHLATENbHBIA TECT Ha OEpEeMEHHOCTb IMpU
CKPUHHMHTE U OBITh TOTOBBI K UCIOJb30BAHUIO BBICOKOA((EKTUBHBIX METOIOB KOHTPALECTILIUH C
MOMEHTa CKPUHHUHIOBOI'O BHU3HUTa 10 KOHIIA CBOero ydacTus. IIOBTOpHBIN aHajiu3 MO4YM Ha
OepeMEHHOCTD BBITIOJHSIOT B TEYEHHE BCETrO MEPUOJA JISUSHUsI ISl ONPEACTICHNUST BO3MOKHOCTH
JanbHEeHIero BBeNEHEeHsl CyOBEeKTy HCCIenyeMOod BakUUHBL [lallMeHTh MYKCKOTO Ioja C
NapTHEpaMH JIETOPOJHOTO BO3PACTa JOJDKHBI OBITH TOTOBBI HMCIIOJNB30BATh COOTBETCTBYIOIIHE
Mepbl KOHTPALENLUU BO BpeMsl HCCIEI0BAHUS.

8. TlaumeHT, KOTOpPBIA, NO MHEHHIO HCCIIEAOBATENs, CIOCOOEH TMOHSITh W JaTh
MUCHbMEHHOE HH(POPMHUPOBAHHOE COTJIACHE.

9. INatmenThI U UHPOPMATOP MUIIH OINEKYH JTOJDKHBI CBOOOIHO BIIAZETh OJHUM H3 SI3BIKOB
UCCIIENIOBAaHUS U OBITh B COCTOSIHUM COOJIOJATh BCE MPOLIEAYpPbl HCCIENOBAHMS, BKJFOYAs

JTroMOaJbHBIE TTPOKOJIBL.
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[00278] Kpurepuu UCKIIFOUECHHSI CIEAYIOLINE:

1. YuacTue B paHee MpOBOIUMBIX KJIMHUYECKUX HUCIBITAHUSIX MPENapaToB IS JICUSHHS
BA w/vunu HEBPOJOTHMYECKUX PACCTPOMCTB C MPUMEHEHHEM aKTUBHOW WMMYHH3ALMH, €CIH HET
3aI0KyMEHTHPOBAHHBIX JIOKA3aTEJNIbCTB TOTO, YTO MAIMEHT MOJydYal TOJIbKO Tuianedo, U He
OKHZIAeTCsl, YTO KOMIIO3MLMUS Tuianedo crnocoOHa BBI3BIBATH KAKOH-MHOO crermpuyecKui
MMMYHHBII OTBET.

2. YyacTue B paHee MPOBOIUMBIX KIMHUYECKUX UCIBITAHUSX MPENapaToB IS JICUSHHS
BA w/unu HEBPOJOTHYECKUX PACCTPONCTB C MPUMEHEHHEM JIF000H MacCMBHON MMMYHHU3ALUHU B
TE€YEHHE IOCIEeNHUX 12 MecsueB A0 MOMEHTa CKPUHHHIA, €CIIU HET 3aJOKYMEHTHPOBAHHBIX
JI0Ka3aTeIbCTB TOTO, YTO CYOBEKT MOJIyHas TOJNBKO IU1anedo, U He OJKUAAETCS], YTO KOMITO3ULIHS
tanebo crnocobHa BeI3BIBATE KAKOH-THO0 crieln(puIecKnii UMMYHHBIH OTBET.

3. YuacTtre B paHee NMPOBOJUMBIX KJIWHHUYECKUX UCHBITAHUSIX MPENapaToB Ui JICUSHHS
BA w/unum HEBPOJOTMYECKHUX PACCTPOHCTB C NPUMEHEHHEM JII000Tr0 HU3KOMOJEKYJISIPHOTO
npenapara, Bkiarodas uHruOutopel BACE-1, B TeueHne mocnenHux 3 MeCseB A0 MOMEHTa
CKPHHUHTA.

4. TlapannenpHoe yuacTHe B JIOOOM JAPYroM KJIMHUYECKOM HCCIIEIOBAHUH C
NPUMEHEHUEM 3KCIIEPUMEHTAIBHBIX MM OJOOPEHHBIX JIEKAPCTBEHHBIX CPENCTB HIIM METONIOB
JICUESHMIS.

5. Hannume noJOKHUTENbHBIX TUTPOB aHTHAAEPHBbIX aHTHTEN (ANA) mpH pa3BeeHUH HE
meHee 1/160 y manueHToB 6e3 KIIMHIYECKHX CHMITOMOB ayTOMMMYHHOTO 3a00JIeBaHHSI.

6. AKTHBHOE WM B aHaMHe3€ AyTOMMMYHHOTO 3a0OJieBaHHsS WM KJIWHUYECKUX
CHMIITOMOB, COOTBETCTBYIOIINX HAJMYUIO ayTOUMMYHHOTO 3a00JI€BaHMUSI.

7. llopmaBneHue MMMYHHUTETa, BKJIIOYas, IIOMHUMO IPOYEro, HCIIOJIb30BAHUE
UMMYHOJIETIPECCAHTOB WJIM CHCTEMHBIX CTEPOUIOB, €CIM OHU HE ObUTM MPOMHCAHBI BPEMEHHO
OoJsee ueM 3a 3 Mecsla 10 MOMEHTa CKPUHUHTA.

8. Hamnune B aHaMHe3e TSDKENOW aJUIeprHyYecKoi peakiuu (Harmpumep, aHapUIakCun),
BKJIFOYAsl, IOMUMO TPOYET0, TSDKENYIO aJUIEPTUYECKYIO PEaKIUI0 Ha paHee BBOAMMBIC BAKIIMHBI
W/WN JIEKAPCTBEHHBIE CPENICTBA.

9. Hanmuuue B aHaMHe3€ KIIMHUYECKH 3HAYUMBIX 3MTU3010B THITOTIIMKEMHUH.

10. 3nmoynoTrpebneHne WM 3aBHCUMOCTb OT HAPKOTHKOB MIIM QJKOTOJI B HACTOSIIEE
BpeMsl HJIM B T€UEHHE MOCIEIHUX IISITH JIET COTJIACHO KPUTEPUsIM PYKOBOZICTBA MO THArHOCTUKE
U CTaTUCTUKE MCUXUUYECKUX paccTpoiicte-V (DSM-V).

11. JIroboe knMHHMYECKH 3HauuMoOe 3a0oJeBaHUE, KOTOPOE MOXKET NPEIsTCTBOBATH
OLleHKe 0E30MaCHOCTH U MEPEeHOCHMOCTHU HCCIIENYEMOTO JICUEHHs U/IITN COOIOAESHUIO TTOJTHOTO
rpaduka MocemeHnii B paMKaxX HUCCIIEIOBAHUS.

12. Jroboe KIMHUYECKH 3HAYMMOE 3a00JieBaHHME, KOTOPOE MOXKET TNOBJIHITH Ha
UMMYHHYIO CHUCTEMY W/WIM TOTEHUHAJbHO YXYOMUTh 3(PPEKTUBHOCTE HUMMYyHH3ANN
UCCIIelyeMOl BaKLMHBI Y MAIMEHTOB (Hampumep, J0OOe MPUOOPETEHHOE WM BPOXKACHHOE
UMMYHOZIETIPECCUBHOE PACCTPONCTBO B aHAMHESE).

13.  Hcnonp3oBaHue ruapajasvHa, MNpPOKaMHaMWAA, XWHUJIWHA, HW30HHUA3UMA,
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uHrnOuTopoB TNF, MUHOLMKIMHA B TEYeHHE TIOCTEAHUX 12 MeCsIeB nmepea CKPUHUHTOM.

14. Hcnonp3oBaHue OUITHA3€Ma, €CJIM TOJBKO CTA0MIIbHAs 71032 HE MPUHHMAJACh IO
MEHbIIEH Mepe 3a 3 Mecsila 40 CKPUHUHTA.

15. Beicokmii puck cyuuuaa omnpenessitor no KomyMOMiickol Imkane OIEeHKH TSHKECTH
CyHLHa, KOrna CyOBeKT OTBEUaeT «Ja» Ha BOIPOCHI 4 WM S5 O CYMUIUAATBHBIX MBICIAX WIH
OTBEYAET «Aa» Ha CYULUAAIbHOE TOBEICHUE B TEUEHUE MTOCIEeIHNUX 12 MecsLeB.

16. ConyTcTByrole MCUXUYECKUE WM HEBPOJOTHYECKHE PACCTPOICTBAa, KPOMeE TeX,
KOTOpbIE CUUTAIOTCS CBSI3aHHBIMU ¢ BA (Hampumep, TpaBMa roJIOBBI C TOTepeill CO3HAHMUS,
CUMIITOMAaTUYEeCKUN HHCYJbT, Oone3Hb I[lapKMHCOHA, TsDKENOoe OKKIH3MOHHOE 3a00JieBaHHE
COHHBIX aptepuii, TIA).

17. B anamHe3€e Uiy NOpOUCXOASALINE B HACTOALLECE BPEMsI HEKOHTPOJIUPYEMBIE MPUMATKH.
[Ipn HaMMUMU TPUMAAKOB B aHaMHe3e TpeOyeTcs XOPOLIMH KOHTPOJIb, AEMOHCTPHPYIOLIHIA
OTCYTCTBHE MNPHUINAAKOB B TEUYeHHE 2 JIET 10 MOMEHTAa BKJIKYEHUs B uccienosanue. IIpuem
NPOTHBO3MUIIEITUYECKUX TPENapaToB B CTAOMJIBHOW 03¢ pa3pelleH B TEYEHHE 1O MEHbLIeH
Mepe 3 MecsALeB 10 MOMEHTa CKPUHHHTA.

18. B anamnes3e MmeHnHrosHIEeamuT B npeaenax mocaeqnux 10 jger no odcnenoBaHus.

19. ITanueHThI ¢ TeMOPPArHuecKUM H/HIIH HEreMOPParniueCKuM HHCYJIbTOM B aHAMHE3E.

20. Hannuue unu B aHaMHeE3€ nepugepudecKoil HeBPOIIaTHH.

21. B aHaMHe3e BOCHAIUTEIbHBIE HEBPOJOIMYECKHE PACCTPONCTBA C MOTEHIUATbHBIM
nopaxenuem L THC.

22. MPT ckaHupoBaHU€ NPU CKPUHUHIE, CBUAETEIBCTBYIOLIEE O HATUYUH CTPYKTYPHBIX
NoKaszaTejiell ajJbTePHATUBHOW TAaTOJIOTHH, HE COOTBeTcTByIOIleH BA, koropas morna Obl
BBI3BATh CHMIITOMBI Yy TAalMeHTa. [Ipu3HaKW HaJIM4YUsl MPOCTPAHCTBEHHBIX OOpa30BaHUIA,
OTJMYHBIX OT JOOPOKAYEeCTBEHHOH MEHHMHTHOMBI IUaMeTpoM MeHee 1 cm, Oonee nAByX
JaKyHapHbIX HH(APKTOB WJIM ONHOTO €AMHUYHOrO HH(papkta nuamerpom Oomee 1 cMm, uim
mr000H OTHENbHOM 00JaCTH MOBEPXHOCTHOTO CHIEPO3a MIIM CBHIETEIbCTBA MPEAIIECTBYIOMIETO
MakpokpoBom3usAHUS >10 MM. 10 MakCHMaJNbHO AOMYCTUMBIX MHUKPOKPOBOM3IHMSAHUN Ha T2*
MPT, HEe3aBUCUMO OT MECTOTIOIOKEHHUSI.

23. IIporuBonoka3anusi kK MPT oOcienoBanuro 1o 00O MpUYHHE, BKIIIOUYAs, TTOMHMO
NPOYEro, METAUINYECKHE HMIUIAHTAThL, MPOTHUBONOKa3zaHHble i MPT w/mmm Tsoxenyro
KJ1aycTpodh obuio.

24. 3HauuTeNbHOE HapyIIEHHE CIyXa WIA 3pEHUs WIH APYrHe MpoOJIeMbl, KOTOpbIE
UCCIIEIOBATENb COYTET BAKHBIMM, KOTOPBIE MEMIAOT COONMIOAAaTh MPOTOKOJN U OLEHHBATH
pe3yJbTaThl.

25. KnuHuueckrn 3HaYMMble WH(EKIUN WIH Cepbe3Has XHPYpPTUYecKas OIepanus B
TE€YEeHHE 3 MecsLEeB 10 oOcnenoBaHus. 3aruIlaHupOBaHHAs OMepalysl, KOTOPYIO MPENIoiaraeTcs
NPOBECTH BO BpeMsl y4acTHsl B HCCIENOBAHWHU, AOJUKHA OBITH PAacCMOTpEHa U onodOpeHa
MEIUIUHCKUM HaOJF0aTeIeM Py CKPHHUHTE.

26. JIoOast BakIMHA, TMOJYYEHHAs B TEUEHHE IIOCIHENHUX 2 MeCsALeB A0 MOMEHTa

BKJIFOUCHUA B UCCICAOBAHUE, BKJIIOYAasd BAKLIMHY IIPOTUB I'PUIITIA.
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27. KnuHu4yeckyu 3Ha4MMble ApUTMUM MW APYTHE KJIWMHUYECKU 3HAYHUMBbIE OTKJIOHEHHS
Ha OKI npu ckpuHUHre.

28. Hadapkr Muokapga B TeUEeHHWE OJHOIO TOAa JO MOMEHTa BKIIIOYEHUS B
UCCIIeIOBaHNe, HeCTAOMIIbHASI CTEHOKAPIUS HITH CepPbe3Hasl HIleMuUueckas O0JIe3Hb cepala.

29. IlauueHThl ¢ PaKOM B aHAMHE3€ B T€UEHUE IMOCIEIHUX 5 JIET, KPOMe MOIy4aBLINX
JIeYSHHE TUIOCKOKJIETOYHOHN KapIIMHOMBI, 0a3aIbHOKJIETOUYHOW KapIMHOMBI U MEJIAaHOMBI iR Sif,
WIN paka MpeCcTaTeIbHOMN JKene3bl in Situ WIN paka ITPyau in situ, KOTOpble ObLIN IOJHOCTBIO
yAAJIEHBl U CYUTAKOTCS U3JIEYEHHBIMU.

30. Ilo MHeHUIO uccaenoBarens, KIMHUYECKH 3HAYUMBbIE OTKJIOHEHUS OT HOPMAJIbHBIX
3HAYEHWH TeMaTOJOIMYECKHX TMapamMeTpoB, (PYHKLUHUOHAIBHBIX TECTOB IEYEHH U JPYIUX
OMOXMMHUYECKHX MMOKa3aTeNell, KOTOPbIe CYNTAIOTCS KJIMHUYECKH 3HAYHMMbIMH.

31. XKeHIUHBI-CYyOBEKTHI OEpEeMEHHBI, YTO MOATBEPXKACHO AHAIN3OM CBHIBOPOTKH TIPH
CKPUHHHTE, WU IUIAHUPYIOT O€PEMEHHOCTD HIIH KOPMIIEHHE IPYIbIO.

32. Tlanment, mnony4aromuil JOOONW AHTHKOATYJSHT WM aHTUTPOMOOIMTAPHBIN
npernapar, 3a UCKJIIOUEHHEeM achupuHa B po3ax Huxke 100 mMr B cyTku (BO M30EKaHHE pUCKA
KPOBOTEUEHHSI BO BpeMsl IJIAHOBOH MJIM BHEIUIAHOBOH JIFOMOAbHON MyHKIIUH).

33. IlanueHTsl, NOJy4YarOIIME AHTUIICHUXOTHUYECKUE TMpEenapaTbl, 3a HCKIOYEHUEM
CTa0MIIBHO HU3KHX J103 LIS JIeUueHHs] O€CCOHHHIIBL.

34. ITauuenTel, caaBIIde KPOBb WM MPOAYKTHI KpOBU B TedeHue 30 MHEH 1O MOMEHTa
CKPHHMHIA WUJIH TUTAHUPYIOLIUE CAATh KPOBb BO BPEMsl YUaCTHUsI B HCCIIEAOBAHUU.

35. IonoxwurensHblll pe3yibsrar VDRL (mabopartopust mccnenoBaHHs BEHEPHUECKUX
3a005eBaHMiT), COOTBETCTBYIOIINH AKTUBHOMY CHU(IINCY, IPU CKPUHUHTE.

36. IlanueHTsI C NOJOKUTENBHBIM pe3ysibTaToM Tecta Ha BUY npu ckpununre.

37. IlauneHTsl ¢ akTUBHBIM renatutoM B w/mnn C mo pesynbraTtaMm TECTUPOBAHHSA NPH
CKpHUHUHTIE.

38. ITauneHTsl ¢ KPEATUHUHOM, MPEBBIIIAOIUM BEPXHUN Npeaesa HOPMbI, aHOMAJIbHBIMU
nokaszareysiMi (PYHKIMM IMUTOBHIHON JKeJIe3bl, MPEBBIIIAINUMEI Oojiee deM B 1,5 pasa, wiu
KJIMHUYECKH 3HAYMMBbIM CHIDKEHHEM ypoBHA B12 wmnm QonameBoll KHUCIOTBI B CHIBOPOTKE
(mpuMevaHue: BCe MepopasibHbIE 03Bl 3amectutesieil Tupeonna, B12 unu ¢onneBol KUCIOTHI
JOJDKHBI OBITh CTAOMIIBHBIMH B TEUEHHE 110 MEHBIIEH Mepe 3 MeCsLeB 10 CKPUHUHTA).

[00279] Pe3yabTaThl/BBIBOJIBL:

[00280] BIMONHAIOT OLEHKY CAEAYIOLINX OCHOBHBIX KOHEUHBIX TOYEK:

[00281] Be3omacHOCTh U MEPEHOCUMOCTD - HEXKENATENIbHbIC SIBJICHUS, HEMEMJICHHAs U
OTCPOYEHHAs]  PEAKTOreHHOCTb  (HampuMep, aHadUIaKCHUs, MeCTHasI M CHCTEMHas
PEaKTOreHHOCTh, BKJIOUYasi OOJb, MOKpAaCHEHHE, HMMYHHOE KOMIUIEKCHOE 3a00JieBaHHE, OTEK,
JUXOPAJIKY ), rio0aNbHas OlleHKa IepeHOCUMOCTH, cynuuaanbabie Meiciu (C-SSRS); mosenenue
(NPI); omeHkn KOTHUTHBHBIX M (yHKUMOHANBHBIX criocobHocTeir (RBANS, CDR-SB) nns

OlleHKH  0e30MacHOCTH, JKU3HEHHO BaxkHbie mnpusHaku, MPT; OKT;

2

PYTHUHHBIN
reMaToJOrMYeCKU 1 OMOXUMHYECKUH aHAIN3 KPOBU M MOYH; OLEHKA ayTOMMMYHHBIX aHTUTEI

B KpoBH, Bkmoudas aHturena k JHK; mapkepsl BocmaneHus B KpPOBU U CIMHHOMO3IOBOH
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KUIKOCTH.

[00282] HmmynHBIH oTBeT - TUTpbl aHTH-pTau IgG B chiBOpoTKE (CpenHee
reOMETPHUYECKOe, OTKJIOHEHHE OT HCXOIHOTO YPOBHS, YacTOTAa OTBETA, MHK U IUIOMAAb IOI
KPHUBON).

[00283 ] BeIMONHSIOT OLEHKY CIENYIOIMNUX BTOPUYHBIX KOHEUHBIX TOUEK:

[00284] MmmyHHBbIN oTBeT - TuTpbl aHTu-Tau IgG, antu-pTau u antu-Tau IgM B
CBIBOPOTKE (CpeaHee TeOMETPHUECKOe, I3MEHEHHE OT HCXOJHOTO YPOBHS, YaCTOTa OTBETA, MUK U
IUIOIAAb MOJ KPHUBOH), ompeneneHne mnpoduns orBera IgG ¢ MOMOLIBIO TECTHPOBAHMS
aBUTHOCTH.

[00285] BIMONHAIOT OLEHKY CAEAYIOLINX KOHEUHbIX TOUEK UCCIEAOBaAHUA:

[00286] H3meHeHue TUTPOB OMOMAapKEpOB B KPOBU /MM CHHMHHOMO3TOBOH JKHIKOCTH
MO CPABHEHUIO C UCXOMHBIM YpoBHEM (Hanpumep, odimero Oenka Tau u 6enka pTau), usmenenue
YPOBHsI aKTUBALMM T-KJIETOK B KPOBH OTHOCHTEIBHO MCXOIHOTO YPOBHS, U3MEHEHHE YPOBHS
BOCTIAJIUTENIbHOTO muTOKMHA (Hampumep, IL-1B, IL-2, IL-6, IL-8, IL-10, IFN-y u TNF-a) B
KPOBHU OTHOCHTEJNBHO HMCXOAHOTO YPOBHS, M3MEHEHHE HYacCTOThl CYMUMAANbHBIX MbIcieil (C-
SSRS), mosemenust (NPI), GamyoB mo ImKajle OLEHKH KOTHUTHUBHBIX U (PYHKIMOHAJIBHBIX
cnocoOHocteit (RBANS, CDR-SB) oTHOCHTEIBHO HCXOIHOTO YPOBHSI.

[00287] Ilpumep 8: BHyTpuMmbllleyHAass HHbEKIUsl BbI3Baja 0oJiee OJHOPOAHBLIN
HMMYHHBIIi 0TBET, Y€M MOJAKO0KHAT HHbEKIUSsI

[00288] I'pymmel makak-pesyc (n=3 camua u 3 CaMKH B TpPyIHIe) UMMYHH3UPOBAIU
BHYTPUMBILIEYHO WJIM MOAKOXXHO MyTE€M BaKUHWHALMU B JIeHb 1, neHb 29, neHp 85 u neHp 169
ACI-35.030 B komuuectse 1800 Mkr/mo3a.

[00289] ITpenapaTer oOorameHHbIX MapHBIX crupaibHbX (puiamenTos (ePHF) nomyganu
U3 TMOCMEPTHBIX TKAHEH MO3ra THCTOJOTMYECKH IOATBEPKIACHHBIX CyOBeKTOB ¢ BA myrem
CapKO3UJIBHON HKCTPAaKLUMU HepacTBOpUMOro Tau ¢ MOMOIIBI0 MOAU(HUIIMPOBAHHOTO METOAA
I'punbepra u JIpBuca (Greenberg and Davies) (1991, Proc Natl Acad Sci USA, 87(15):5827-31).
Turpsl anturen, cneunduyable 1151 0OOTAIIEHHBIX MApHBIX ciMpaibHbIX (GuimamenTos (ePHF),
oueHHWBaIM ¢ TmoMomblo rmuargopmbl  Mesoscale Discovery (MSD). Ilnanmersr co
crpentaBuguHOM MSD mokpbeiBasii OMOTHHUIMPOBAHHBIM aHTH-1au aHTUTENIOM METOJOM
3axBata (HT7-Omormn, ThermoScientific) nepen wunkybaumedi ¢ ePHF, momydeHHBIM OT
nanueHToB ¢ BA, pu sTom Takke BemonHsuM aerekTupoBanne ePHF-cnennduynbx anturten
IgG ¢ wucnonb3oBanmem SulfoTag-meueHHbIX aHTHTEN K uenoBedueckomy IgG, koropele
NEePEeKpPeCcTHO pearupyroT ¢ antutenamu IgG obespsHbl. bonee xonkperHo, ePHF noGasisuin B
96-nyHounsie anmersl MSD Gold Small Spot co crpentasunuaom (MSD), npenBaputenbHO
HacbleHHble 1% BSA u mokpeireie 6nornanmmposannbiM HT-7 (Thermo Scientific). ITocne
UHKyOallMM B TE€YEHHME OXHOro dHaca IuiaHmersl npomeiBain PBST, moOammsnmu cepwmiiHbie
pa3BeneHus] CHIBOPOTOK U HMHKYOMpPOBaJM B Te4YeHHWE IBYX uacoB. CBs3aHHBIE aHTHTENA
neTeKkTupoBau ¢ momoripio SulfoTag-MedeHbIx aHTUTEN K YenoBeueckomy IgG ¢ mocnenyrormei
cragueit ¢ukcanuu B 1% PFA mnepen noGasnenuem Oydepa Read Buffer T. Ilmanmers!

aHanmu3upoBanu ¢ nomombto Sector Imager (MSD). Pe3ynbTaTsl BIpaskaid B MPOU3BOJIBHBIX
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enuanIax Ha Mwntwutp (AU/Mi) mist Kaknod OTHAENbHON OOe3bssHbl BMECTE CO CPEeIHUM
reOMETPUUYECKUM 3HaueHueM Ha rpymmy (¢ur. 4). IlpencraBnens! Turpel ePHF-ciennpuaasx
antuten Ha 50-i1, 106-i u 190-11 neHp nocae nepBol UMMYHU3ALUH.

[00290] Ha ¢wur. 4 moka3aHO, YTO JIMIIOCOMAJIbHASI BAaKI[MHA WHAYIIUPOBAja BBICOKUE
tutpbl ePHF-cnermmduunpix IgG ¥ 4TO BHYTPHUMBIIIEYHbIE HHBEKLWH BBbI3BIBAIH OoJiee
TOMOTE€HHBIE OTBEThI AHTHTEJ, YeM TOJKOKHBIE MHBEKLIUH.

CIIUCOK NOCJIEJJOBATEJBHOCTEMN

SEQ ID NO: 1 - poconentun Tau (7.1)

GDRSGY S[pSIPG[pSIPG[pT]PGSRSRT

SEQ ID NO: 2 - pocponentun Tau (T3.5)

VYK[pSIPVVSGDT[pS]PRHL

SEQ ID NO: 3 - pocponentun Tau 22.1)

SSTGSIDMVD[pS|PQLA[pT]LA

SEQ ID NO: 4 - nentug Tau (T3.6)

VYKSPVVSGDTSPRHL

SEQ ID NO: 5 - docponentun Tau

RENAKAKTDHGAEIVYK[pS]PVVSGDT[pS]PRHL

SEQ ID NO: 6 - pocponentun Tau

RQEFEVMEDHAGT[pY]GL

SEQ ID NO: 7 - pocponentun Tau

PGSRSR[pT]P[pSILPTPPTR

SEQ ID NO: 8 - pochonentun Tau

GYSSPG[pSIPG[pT]PGSRSR

SEQ ID NO: 9 - pocponentun Tau

GDT[pSIPRHL[pSINVSSTGSID

SEQ ID NO: 10 - ¢pochonentun Tau

PG[pSIPG[pT]PGSRSR[pT]P[pS]LP

SEQ ID NO: 11 - dpochonentun Tau

HL[pSINVSSTGSID

SEQ ID NO: 12 - pochonentun Tau

VSGDT[pS]PRHL

SEQ ID NO: 13 - T-xnerounsiii snuron T50

AKFVAAWTLKAAAVVRQYIKANSKFIGITELVVRFNNFTVSFWLRVPKVSASHL

SEQ ID NO: 14 - T-xnerounslii siuron T46

AKFVAAWTLKAAAGSQYIKANSKFIGITELGSFNNFTVSFWLRVPKVSASHLEK(
Pal)K(Pal)-NH,

SEQ ID NO: 15 - snuron xennepHsix T-kietok T48

AKFVAAWTLKAAAGSQYIKANSKFIGITELGSFNNFTVSFWLRVPKVSASHLEGS
LINSTKIYSYFPSVISKVNQ-NH,
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SEQ ID NO: 16 - snuron xennepHsix T-kietok T51
AKFVAAWTLKAAARRQYIKANSKFIGITELRRFNNFTVSFWLRVPKVSASHLE-

SEQ ID NO: 17 - snuron xennepusiii T-knetox TS52
AKFVAAWTLKAAARKQYIKANSKFIGITELRKFNNFTVSFWLRVPKVSASHLE-

SEQ ID NO: 18 - CpG 2006 (tax:xe uzsectHslii kak CpG 7909)
5’-tcgtegttttgtcgttttgtegtt-3°

r7ie CTPOYHbIe OYKBBI 03HA4YAIOT (hocopoTHOaTHBIE (PS) MEKHYKICOTUIHBIC CBSA3H
SEQ ID NO: 19 - CpG 1018

5’-tgactgtgaacgttcgagatga-3’

r7ie CTPOYHbIE OYKBBI 03HAYAIOT (hOCHOPOTUOATHBIE MEKHYKJICOTUIHBIC CBS3H
SEQ ID NO: 20 - CpG2395

5’-tcgtegttttcggegegegecg-3’

r7ie CTPOYHbIE OYKBBI 03HAYAIOT (hOCHOPOTUOATHBIE MEKHYKJICOTUIHBIC CBS3H
SEQ ID NO: 21 - CpG2216

5’-geGGGACGATCGTCgggggg-3’

rae CTPOuYHbIe OYKBBI O3HA4awT (POCHOPOTHOATHBIE MEKHYKJICOTHIHBIE CBS3H, a

3arnaBHble OYKBBI O3Ha4aOT pochoamspupuble (po) CBA3U.

SEQ ID NO: 22 - CpG2336
5’-ggeGACGACGTCGTGgggggg-3’,

rae CTPOuYHbIe OYKBBI O3HA4awT (POCHOPOTHOATHBIE MEKHYKJICOTHIHBIE CBS3H, a

3ariaBHble OYKBBI O3HA4Ya0T hocoamspupHbIE CBA3M.

7.1)

SEQ ID NO: 23 - nenrtux Pan DR-3nirona (PADRE)
AKFVAAWTLKAAA

SEQ ID NO: 24 - P2

QYIKANSKFIGITEL

SEQ ID NO: 25 - P30
FNNFTVSFWLRVPKVSASHLE

SEQ ID NO: 26 - TTsg6-605
LINSTKIYSYFPSVISKVNQ

SEQ ID NO: 27 - manpmuromnupoBansbiii pocdonentun Tau (mampMuUTOMIMPOBAHHBIN

K(pal )K(pal \GDRSGY S[pSIPG[pSIPG[pT]PGSRSRTK(pal )K(pal)
SEQ ID NO: 28 - mnanemutounupoBaHHbli  (ocomentun Tau (T3,

NaJIbMUTOMIUPOBaHHBIN T3.5)

22.1)

K(pa)K(pal )VYK[pSIPVVSGDT[pS]PRHLK (pal)K(pal)

SEQ ID NO: 29 - magpmuromnupoBanssiii pocdonentun Tau (mamsbMUTOMIMPOBAHHBIN

K(pa)K(pal)SSTGSIDMVD[pSIPQLA[pT]LAK(pal)K(pal)
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SEQ ID NO: 30 - nanbMuTOMIMPOBaHHbIN nientun Tau
K(pa)K(pal)VYKSPVVSGDTSPRHLK (pal)K(pal)

SEQ ID NO: 31 - nanemutourpoBaHHbiii pocdomnentun Tau

K(pal )K(pa )RENAKAKTDHGAEIVYK|[pSIPVVSGDT[pS]PRHLK(pal)K(pal)
SEQ ID NO: 32 - nanpmutouupoBaHHbiii pocdomentun Tau

K(pa)K(pa )RQEFEVMEDHAGT[pY]GLK (pal)K(pal)

SEQ ID NO: 33 - nanemutounpoBaHHbiii pocdomentun Tau

K(pal )K(pal )PGSRSR[pT]P[pS]ILPTPPTRK(pal)K(pal)

SEQ ID NO: 34 - nanpmutouupoBaHHbiii pocdomnentun Tau

K(pal )K(pal )\GY SSPG[pS|PG[pT]PGSRSRK (pal )K(pal)

SEQ ID NO: 35 - nanpmutounupoBaHHbiii pocdomnentun Tau

K(pal )K(pal )\GDT[pS]PRHL[pSINVSSTGSIDK(pal)K(pal)

SEQ ID NO: 36 - nanpmutouupoBaHHbiii pocdomentun Tau

K(pa )K(pa )PG[pSIPG[pTIPGSRSR[pT]P[pSILPK(pal)K(pal)

SEQ ID NO: 37 - nanemutouupoBaHHbiii pocdomentun Tau

K(pal )K(pal ) HL[pSINVSSTGSIDK (pal)K(pal)

SEQ ID NO: 38 - nanpmutounpoBaHHbiii pocdomentun Tau

K(pal )K(pal)VSGDT[pS]PRHLK(pal)K(pal)

SEQ ID NO: 39 - T50 6e3 C-koHiIeBOr0O amuaa
AKFVAAWTLKAAAVVRQYIKANSKFIGITELVVRFNNFTVSFWLRVPKVSASHL

SEQ ID NO: 40 - T46 6e3 -Lys(Pal)-Lys(Pal)-NH, na C-koH1ie
AKFVAAWTLKAAAGSQYIKANSKFIGITELGSFNNFTVSFWLRVPKVSASHLE
SEQ ID NO: 41 - T48 6e3 C-KOHLIEBOT'O aMH/1a
AKFVAAWTLKAAAGSQYIKANSKFIGITELGSFNNFTVSFWLRVPKVSASHLEGS
LINSTKIYSYFPSVISKVNQ
SEQ ID NO: 42 - T51 6e3 C-koHLIeBOr0o amuaa
AKFVAAWTLKAAARRQYIKANSKFIGITELRRFNNFTVSFWLRVPKVSASHLE
SEQ ID NO: 43 - T52 6e3 C-k0oHIIEBOr0O amuaa
AKFVAAWTLKAAARKQYIKANSKFIGITELRKFNNFTVSFWLRVPKVSASHLE
SEQ ID NO: 44 - T57
AKFVAAWTLKAAAVVRQYIKANSKFIGITELVVRFNNFTVSFWLRVPKVSASHL
E-K(Pal)K(Pal)-NH,



58

OOPMYJIA U30BPETEHUSA

1. Jlumocoma 1na TOpUMEHEHHs B CcHoco0e  WMHAYKLUMM — aHTUTENl K
dochopunmposaraomy Tau 0e3 UHAYKLUMH CEPbE3HOTO HEXENATeNbHOrO SIBJICHHS Y
HY>KIAIOLIEroCs: B 3TOM CyObEKTa-4eJIOBEKa, IIPU 3TOM JINIIOCOMA, COIEPIKUT:

a. arOHUCT TOJI-NIOJOOHOTO peuenrtopa 4;

0. xenmepHbIii T-KJIETOUHBIN 3MUTOIT,

B. IUNUANPOBaHHBIN onuronykieorun CpG; u

n. hocdonentun Tay,

npu 3ToM ¢pochonenTua Tay COAEPKUT MO MEHbINEH Mepe OJHY aMHHOKHCIIOTHYIO
MOCJIeIOBATEILHOCTD, BbIOpaHHYIO U3 rpymibl, coctosieii u3 SEQ ID NO:1 - SEQ ID NO:3
u SEQ ID NO:5 - SEQ ID NO:12, npu 3TOM JIUIIOCOMY BBOIAT CYOBEKTY-YEJIOBEKY B
3¢ (PeKTHBHOM KOJMYECTBE, COMEPIKAIEeM OT MPUOIU3UTENHHO 25 HMOJIb 10 MPUOTU3UTENBHO
750 umomp Ha no3y ¢ochonentuna Tau, a ¢ochomentuny Tau mnpe3eHTHPOBAH Ha

MOBEPXHOCTHU JIMTTOCOMBI.

2. Jlumocoma nnsi mnpumeHeHuss no .1, rme ¢ochomentuny Tau cocrout wus
AMHUHOKHCJIOTHOH MOCIIEAOBATEIPHOCTH, BEIOpaHHON U3 Tpymibl, cocTosmei 3 SEQ ID NO:
27 - SEQ ID NO: 29 u SEQ ID NO: 31 - SEQ ID NO: 38, npeanouturensHo docdomnentun

Tau cocrout u3 aMmuHOKHUCIIOTHOM nocnenosarenbHocT SEQ ID NO: 28.

3. Jlumocoma nnsi mpumMeHeHus mo n.1 wim m.2, rae 3¢(eKTHBHOE KOJIUYECTBO
JUNOCOMBI Haxonutcsi B mpexpenax ot 100 mxr mo 2500 mkr Ha no3y ¢ocdonentuna Tau,
npeanoututensHo oT 300 mMkr 1o 2400 Mkr Ha o3y, ot 300 Mkr go 1800 MKr Ha 703y WK OT
300 Mkr 1o 900 mkr Ha 103y docdonentuna Tau.

4. JlumocoMa sl TpUMeHeHuss 1o 1.3, rae 3(QQeKTUBHOE KONIUYECTBO JIUIIOCOM
cocrasysieT 300 Mkr Ha o3y, 900 Mkr Ha no3y, 1800 mkr Ha nosy wim 2400 Mkr Ha 103y
dochomnentuna Tau.

5. Jlunocoma a1 mpuUMeEHeHus Mo nn. 1-4, rae TMnocomMy BBOASAT MOAKOKHO.

6. Jlunocoma g mpUMeHeHus No 0. 1-4, rae JUMInocoMy BBOJAAT BHYTPUMBILIEYHO.

7. Jlumocoma ans TPUMEHEHHs TO M. 1-6, mpu 3TOM CHOCOO OTOJHUTENBHO
BKJTIOYAET BBeJleHUE CyOBeKTy BTOPOH 03bI 3(P(EKTUBHOTO KOJUYECTBA JIMITIOCOMBI uepe3 1-

24 Henenu nocie NepBOHAYaIbHOTO BBEJECHUS.

8. JIurmocoma aJisi MPUMEHEHUs 110 JIFoOoMy 13 . 1-7, rae Junocoma JOMOJHUTENBHO
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COIEPKUT ONMH WM Ooyiee JMMUAOB, BBIOPAHHBIX W3 TPYHIbL, cocTosmed wu3 1,2-
IMMHUPHUCTOUI-SN-Tunepo-3-pocpoxomuna  (DMPC),  1,2-mumupuctoni-sn-riumnepo-3-

dochopun-3'-rac-rmuuepuna (DMPG) u xonecrepuna.

9. Jlunocoma i1 MpUMEHEHusl o modoMy u3 mm. 1-8, rae smuTon XxenmepHuIX T-
KJIETOK COAEPXKUT IO MEHbIIEH Mepe OJHY AaMHHOKHCJIOTHYH MOCJIE€I0BaTENIbHOCTD,
BbIOpaHHyIO U3 rpynmbl, cocrosimei u3 SEQ ID NO: 13 - SEQ ID NO: 17, SEQ ID NO: 23 -
SEQ ID NO: 26 u SEQ ID NO: 39 - SEQ ID NO: 44, a 3¢(pekTBHOE KOJUYECTBO JTUITIOCOM
COIEPIKHUT SMHUTON XENMEPHbIX T-KJIETOK B KOJUYECTBE OT MPUOJM3HUTENLHO 2 HMOJS J0
npubmu3uTensHo 110 HMonel Ha 103y, NPEANOYTUTENILHO OT 25 MKT A0 620 MKT Ha 703y,

OoJiee MPennoYTUTEHHO OT 75 MKT 10 450 MKT Ha J103Yy.

10. Jlumocoma nnsi mpuMmeHeHwss no Jmodomy w3 mm. 1-9, rme addexTuBHOE
KOJIMYECTBO JINTIOCOM COIEPIKHUT arOHHUCT TOJUI-MOAO0HOTO perentopa 4 B konudecTse oT 30
MKr 10 900 mkr Ha aA03y, npeamnouytutesbHo oT 100 mxkr go 585 Mkr Ha 103y, U
MPEINOYTUTENIbHO  arOHUCT  TOJUI-MONOOHOrO  penentopa 4  mpeacTaBiisieT  coOou

MOHOG(OCHOPMIT-TeKCAAIIT-TAITHL A, 3-Tear.

11. Jlumocoma nisi mpumeHeHus: no modomy w3 mm. 1-10, rme sddexruBHOE
KOJIMYECTBO JIUTIOCOM COIEPKUT JIUMUIUPOBAHHBIN ojuronykieotu CpG B KOJIUYECTBE OT

50 mkr o 1250 mkr Ha 103y, npeanodyTuTesnbHo oT 150 Mxr 1o 800 MKT Ha 103y.

12. JIunocoma 11st mpuMeHeHwust 1o Jirobomy u3 mm. 1-11, rae numocoma ComepsKur:

(1) aronuct Tom-nogobHoro perenropa 4 monopocopmwuunuaa A (MPLA);

(2) osmuTom XenmepHbIX T-KJIETOK, COAEpsKaIlMii [0 MEHbIIEH Mepe OJaHY
AMHUHOKHCJIOTHYEO TIOCJIEI0OBATEIbHOCTD, BBIOPaHHYIO U3 rpymmbl, cocTosimei 3 SEQ ID NO:
23,24, 25 u 26;

(4) nunupupoBaHHbId onuronykieotun CpG, conmepkamuii  HYKJICOTUIHYEO
nocnenosatenbHocTh SEQ ID NO: 18; npuuem onuronykieorus CpG comepKUT OJHY WIH
bonee GHocHoOpOTHOATHBIX MEKHYKICOTHIHBIX CBsi3ei, U mpu 3ToM onuronykieornn CpG
KOBAJICHTHO CBsI3aH C XOJIECTEPUHOM 4epes3 JINHKEP, U

(5) dochomentuny Tau, UMEIOMUH aMUHOKHUCIOTHYI IOCJIEIOBATEbHOCTD,
BbIOpaHHYIO U3 rpymmbl, coctosimei u3 SEQ ID NO: 2, 5,9 u 12,

npu 3ToM 3(G(PEKTUBHOE KOJIMYECTBO JHMIIOCOM conepkut ¢ocponentun Tau B
konuuectse OT 300 Mkr 1o 2400 Mkr Ha o3y, npeanoururenbHo 300 Mkr Ha 103y, 900 MKr
Ha 103y, 1800 mkr Ha mo3y wimm 2400 mkr Ha 103y ¢ocdonentuna Tau; or 100 mMxr o 585
MKI' aroHHCTa TOJUI-mopoOHoro penentopa 4, or 75 Mkr no 450 MKr Ha A03y 3MUTOMNA

xennepHblx T-kymeroxk; u or 150 mxkr mo 800 Mkr Ha 03y  JIMOIUAUPOBAHHOIO
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onuronykyieoruaa CpG.

13. Jlunocoma ajist npuMeHenus 1o 1. 12, rae:

a) SIIUTOI XeJIMEPHBIX T-KJIETOK COAEPIKUT IO MEHbIIEH Mepe OIHY AMUHOKHCIOTHYIO
NOCJIeIOBATENbHOCTD, BbIOpaHHYI0 u3 rpymbl, cocrosimeii u3: SEQ ID NO: 39, 40, 41, 42 u
43: n

0) ¢ochomentuny Tau COCTOMT U3 aMHUHOKHMCIOTHOH TIOCJIE€IOBATEbHOCTH,

BbIOpaHHOM U3 rpynmbl, cocrosimeii u3 SEQ ID NO: 28, 31, 35 u 38.

14. JIunocoma asist npuMeHeHus no 1. 12, rae:

a) OOHUTON XeNNepHbIX T-KJIETOK COAEPKUT IO MEHbLIEH Mepe OIHY
AMHHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTD, BBIOPAHHYIO U3 rpynmbl, cocrosmeit u3: SEQ ID
NO:39,40,41,42u43;u

0) dochonentrn Tau COCTOMT W3 aMUHOKHCJIOTHOW mocienosarenbHocT SEQ ID
NO: 2.

15. Jlumocoma mis mpuMeHeHHs 1o Jirodomy u3 mm. 1-14, mpu 3TOM CyOBEKT
HYKZaeTcsl B JledeHUn Oosie3HN AJbLreiiMepa, MpearnovYTUTENbHO OoIe3Hn AublreliMepa Ha
paHHell cranuu, ymepeHHOro KormutuBHoro Hapymenus (MCI), Be3BaHHOTO OOJNIE3HBIO

AnprretiMepa, wim Oonie3Hu AnblrefiMepa Ot JIETKOH 10 YMEPEHHOW CTETICHH.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-18(partially)

Method of inducing anti-phosphorylated Tau antibodies
without several adverse event in a human, comprising
administering liposomes comprising TLR4 agonist and Tau
phosphopeptide, wherein the phosphopeptide is administered
at about 25-750 nmol per dose, and the Tau phosphopeptide is
presented on the surface of the liposome, and the Tau
phosphopeptide comprises SEQ ID NO: 1

2-16. claims: 1-18(partially)

Like invention 1, wherein the Tau phosphopeptide comprises
any one of SEQ ID NO: 3, 5, 12, 31-38, 28, or another
sequence different from inventions 1-15
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