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IpemiokeHbl MMMYHOTEHHAsi KOMITO3HIIMS, BAaKIMHHBIA COCTaB JUIsl TAPOJOHTUTA, CONCPKAIUA
YKa3aHHYI0 HUMMYHOTCHHYIO KOMIIO3HMIMIO, U CHOCOOBI JICUCHUS WIN MPEoyHpexIeHUs 3a00IeBaHU
MapOJIOHTA, TIe YKa3aHHBIC CIIOCOOBI BKIIFOYAIOT BBEJCHHE CYyOBEKTY HMMYHOJIOTHYECKU 3D EKTHBHOTO
KOJIMYCCTBA YKa3aHHOW KOMITO3HIIUU MJIM BaKIIMHHOTO COCTaBa. IMMYHOTCHHAS KOMITO3UIIUS COJICPKHT
110 MEHBIIEH Mepe OAMH MONHIIECITH, COACPIKAINNA OCIe0BaTeIFHOCTS anTUreHa Mfal, mmo cymiectsy,
TOMOJIOTUYHYI0 HMMYHOTEHHOH aMUHOKHCIIOTHOHW MOCIEeNOBaTeIFHOCTH M3 Oeika (umOprmmuHa Mfal
6akrepun Porphyromonas; u mocnenosareabHOCTh anTureHa HA 1, mocnenoBarensHOCTh aHTHreHa HA2
WM KaK MTOCIieioBaTeIbHOCTh anTureHa HA 1, Tak u mocnenoBarensHOCTh anTureHa HA2, rie yka3zaHHas
MOCIIeIOBATENEHOCTE aHTUreHa HA, mo cyImecTBy, TOMOJOTHYHA MMMYHOTEHHOH aMUHOKHCIOTHOM
MOCJICIOBATEIFHOCTH U3 JIOMCHAa | TeMarniloTHHHHA THHTHIanHa RgpA, comepxkaiierocs B Oenke
ruarunanie RgpA OGaxrepunm Porphyromonas, m ykazaHHas mMociieloBaTeNbHOCTh aHTHTeHA HA2,
10 CYIIECTBY, TOMOJIOTHYHA HMMMYHOTEHHOH aMHHOKHCIIOTHOW IIOCIEHOBAaTCIPHOCTH W3 JOMCHA
2 reMarnIlOTHHWHA TUHTHNAWHa RgpA, comepxkamierocs B Oenke THHTHUNanHe RgpA OakTepuu
Porphyromonas.
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BAKIIMHA U CBA3AHHBIE KOMITIO3UIIMH JIUIA JIEYEHUA TAPOJIOHTUTA U
ClIOCOb TPUMEHEHMUA

OBJIACTDb TEXHUKH
[0001] Hacrosiee n300peTeHne B 11eJI0M OTHOCUTCS K IPENYIPeKIeHHIO (PO UIaKTHKE)
U JICYEHHUIO TTAPOJIOHTHUTA U, 00Jiee KOHKPETHO, OTHOCUTCS K KOMIIO3HLIUU BAKIIMHBI TPOTHB
MAPOIOHTUTA U CIIOCO0Y €€ MPUMEHEHHSI.

YPOBEHb TEXHUKH
[0002] 3aboneBaHus MapOAOHTA, B COBOKYITHOCTH HA3bIBAEMbIE KITAPOJJOHTUTOMY,
NPEACTABISIIOT COOOM YaCTO BCTPEUAOLIUECS U B TO JK€ BPEMSI CIIOXKHBIE XPOHUYECKHE
BOCTIAJIUTENbHBIE 3200JIEBaHNUS TIOJIOCTH PTa, pa3pylIAKOLIe MATKHE U TBEPAbIE TKaHH,
noaaepskuBaromue 3yonl. IloTepst anbpBeonsipHOI KOCTH BOKPYT 3yOOB, €CJIH €€ He JISYHTD,
MOJKET MPHUBECTH K PACIIATBIBAHHIO U MOCIENYIOLIeH morepe 3y0oB. 3a0oneBaHne maponoHTa
SIBJIIETCSI OTHUM M3 HauboJiee pacrpoCTpaHEHHBIX 3a00JIeBAHUN YeJIOBeKa OAKTEPHATbHOTO
poUCXOXkeHust. HenaBHIe UCCIeOBaHMsI MTOKA3aJIH, YTO MPUOIM3uTeIbHO 60% Jroei crapiie
40 ner B Coeaunensbix IllTaTax cTpanarT NapOJOHTUTOM CPEIHEN MU TSHKENION CTEeNeH!
TSDKECTU M UCTIBITHIBAIOT OLIYTHMYIO TIOTEPIO0 KOCTHOM TKaHU uemocTu. YacTora ciydaes
NapoOHTUTA BO3pacTaeT ¢ Bo3pactoMm; cM. Eke et al. (2012) J. Dent. Res.91(10): 914-920.
Tspxenoe renepan3oBaHHOE 3a00I€BaHKUE TTAPOAOHTA BCTPEUALTCs TPUOIH3UTENBHO ¥ 5-20%
UHIUBHAYYMOB BO BceM Mupe (Burt et al. (2005) J. Periodontol. 76(8): 1406-19, gacto npuBoas
K MHO>KECTBEHHOI1 1oTepe 3y00B K JOCTHIKEHUIO CPETHETO BO3PAcTa, M SKOHOMHYECKOe OpeMs
5TOr0 3a00JIeBaAHUS SIBJISIETCS] 3HAUYUTENBHBIM C SKOHOMUYECKUMH TTOCJIEACTBUSIMH,
OLIEHUBAEMBIMH COTJIACHO AaHHbIM 32 2010 rox B 54 Musnapaa nosuapos Tonbko B CIITA (Listl

et al. (2015) J. Dent. Res. 94(10): 1355-61.

[0003] Cucrema kiaccupuKauy NapogOHTHTA, OCHOBAHHAS KaK HA CTENEHH TSDKECTH, TaK U
Ha MPUYMHAX BO3HUKHOBEHUS], UMEET CEMb MPU3HAHHBIX OCHOBHBIX KaTeropwii: (1) 3aboneBaHue
I€CEH TN «THHTHUBHTY, CBI3aHHOE C BOCIIAJICHUEM AECHBL, (2) XpOHMUECKUH MapOAOHTHT,
MEJIEHHO Mporpeccupyomee 3ad00jIeBaHme, KOTOPOe MOKET ObITh JIMOO JIOKAJIU30BAHHBIM, JTHOO
T'€HEPAIN30BaHHBIM; (3) paHHUH HITH «arpecCUBHBINY MapONOHTHUT; (4) MApOIOHTHUT, CBS3AHHBINA
C CUCTEMHBIM 3a00JIeBaHNEM, TaKUM Kak caxapubiil quader, CITM/ u netikos; (5)
HEKPOTUYECKHUI MapONOHTHT; (6) mapoAOHTaIbHBIE a0ciecchl, U (7) MapOJOHTHT, CBSI3aHHBIH C
SHAOAOHTHYECKUMH NopakeHusIMU. [locnenHne mecTb KaTeropuii Ha3bIBalOTCs

KACCTPYKTUBHBIMNY 3a00JIeBAaHUSIMA napoaoHTa, MOCKOJIbKY HquHHeHHbIﬁ ymep6 ABJACTCA
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HeoOpatuMbIM. CM. Armitage (1999) Ann. Periodontol. 4(1): 1-6. CuMnTOMBI TAPOJOHTUTA
BKJIFOYAIOT BOCIIAJIEHHBIE WJIK KPOBOTOUAIINE JIECHBI, PELIECCUIO AECHBI, KAPMAHBI MEKAY
3y0aMu U IeCHaMy, a B CJIy4ae TsDKEJIOro MapOolIOHTUTA — PAacIlaThIBAHUE WITH ITOTEPIO 3yOOB.
JleueHnue OyneT 3aBUCETh OT CTENEHU TSKECTH U MMPUYHMHBI 3a00JI€BaHNS U BKIIIOYAET YAAJICHUE
3yOHBIX OTJIOXKEHUH (CKEHINHT), CIiIa)KMBaHUE IOBEPXHOCTH KOPHS 3y0a, TepaIuio
AHTHOMOTUKAMH U XUPYPTHUECKOE BMEIIATENbCTBO. Y aJeHHue 3yOHbIX OTJIOKEHHH U
CTJIAKUBAHKE MTOBEPXHOCTH KOPHS 3y0a 4acTo HEOOXOAMMO MPOBOAUTH HECKOJIBKO Pas, Teparus
AHTHOMOTUKAMH MOKET OBITh COMPSDKEHA ¢ MPOOIeMaMy, TOCKOJIBKY TIOJI€3HbIE MUKPOOBI
MIOJIOCTH PTa MOTYT OBbITh YHHYTOKEHBI BMECTE C ITATOT€HHBIMU OaKTEPUSIMH, a
CTOMATOJIOTUYECKasl Onepanust OOBIMHO SIBJISIETCS] HEJKENATENIbHBIM PEIICHUEM,

MPUMEHSIIOIIMMCS] B KAYECTBE KPaHEN Mephl.

[0004] [TapomOHTHT pa3BHBAETCS BCIEACTBUE MPUCYTCTBUS KIFOUEBBIX OAKTEPHIA, TAKHX KaK
Porphyromonas gingivalis. Opranusmsl Porphyromonas o0nanarT psiioM MOJIEKYJ,
CIOCOOCTBYIOIINX MX OOIIEH BUPYJIEHTHOCTH, BKJIFOYast (UMOpPUHN M TMHTHITAUHBI (TpyTIra
LIICTENHOBBIX MPOTEA3), KOTOPBIE BIUAIOT HA PA3JINYHbIE ACTIEKTHI IATOTEHE3a 3a00JIEBaHM,
BKJIFOYAsl PUKPETUIEHHE OAKTEPHH K KJIETKaM U IPYTUM NPEACTABUTENSIM MUKPOOHOTO
coo0IIeCTBa, Pa3BUTHE BOCTIANIEHHs U MUKPOOHBIN JUCONO03, CBA3aHHBIN C 3a00/1eBaHNEM
napononra, cM. Lamont et al. (1998) Microbiol. Mol. Biol. Rev. 62(4): 1244-63, u Bostanci et al.
(2012) FEMS Microbiol. Lett. 333(1): 1-9. Hexoropsle U3 3TuX (paKTOPOB BUPYJIEHTHOCTH
OakTepuii ObUIN MCCIIEOBAHBI B KAUECTBE MOTEHIHAIBHBIX MUIIEHEH A pa3pabOTKH BaKIHH.
Cwm., Hanpumep, Lamont et al., nurupyemsiii Boie; Arjunan et al. (2016) Mol. Oral Microbiol.
31(1): 78093; Takahashi et al. (2006) Cell Microbiol. 8(5):738-57; Malek et al. (1994) J.
Bacteriol. 176(4): 1-52-9); Gibson et al. (2001) Infect. Immun.69(12): 7959-63; u Evans et al.
(1992) Infect. Immun. 60(7): 2926-35.

[0005] BakuuHa 115 nedeHus mapoJOHTUTA — U, BO3MOYKHO, TAKKe JUIsl IPEAYNPEKICHUS
MapOJAOHTUTA — YCTpaHUJIa Obl HEOOXOIMMOCTh MOBTOPHBIX KIIMHUYECKUX BMEIIATEbCTB U/ HITH
CTOMATOJIOTUYECKHX oreparuil. Pazpaborka 3¢ dpeKkTHBHOH TepaneBTHIeCKOi 1/ nin

PO UIAKTUYECKON BAaKIIMHBI POTUB 3a00JIeBaHml MapoAoHTa Obta Obl OCOOEHHO IIEHHOM,
MOCKOJIbKY 3a00JIeBaHIE BCTPEUAETCS] Y 3HAYUTENILHON YaCTH B3POCIOro HaceneHusl. Tem He
MeHee, MAPOJOHTHUT SIBJISIETCS. MHOTO(aKTOPHBIM 3a00JeBaHeM, rie (aKTOPbl BKIIFOYAIOT
OaxTepuaIbHBIA COCTAB 3yOHOTO HaJleTa, FTEHETHUECKHE XapaKTEPUCTHKHU XO35IMHA U (PaKTOPHI

OKpY>KaroIel Cpebl, YTO CO3/1aeT YHUKAJIbHBIE MPETSITCTBHS 7151 0a30BOr0 MOHUMAHUS



natoreHesa 3a00jIeBaHus napoaAoOHTa U peain3aliii MoTCHUuaaa AJisd ueneHanpaBneHHoﬁ

pa3pabOTKH BaKLHHBL

[0006] WneanpHast BAKIIMHA IPOTUB NAPOJOHTUTA oOecrieunBaa Obl JOCTH)KEHUE
TepaneBTHUeCKOr 3(h(PEeKTHBHOCTH y CYOBEKTOB C MAPOIOHTUTOM U Obl1a ObI 3 PeKTHBHON
TaKXe ¥ B KOHTEKCTe NMPopmIakTHKU. [1oTpeOHOCTD B arpeCCUBHBIX KIMHUYECKUX
BMeEIIATebCTBAX OblIa Obl yCTpaHEHA, a YUCIIO JIFOJEH, CTpanaromux 3a001eBaHUsIMU
NApOJIOHTA, CYIIECTBEHHO CHU3MWIOCHh Obl. Kpome Toro, nneanbHas BakuHa Obl1a Obl IPOCTA B
W3TOTOBJIEHUU C UCTIOJIb30BAHUEM SKOHOMUYECKU 3(PPEeKTHBHOTO MpoLecca, NOAXOISAIIEro s

KpPYyIMHOMacIITabHOTO MPOU3BO/ICTBA.

KPATKOE OIIUCAHUE U30BPETEHUS
[0007] Hacrosiimee n3odpereHne HapaB/ieHO HA yIOBJIETBOPEHHE BHIICYKA3aHHON
noTpeOHOCTH B JAHHOM 00JIaCTH TEXHHUKH, U B PAMKAX HACTOSLIETO N300PETEHUS MPEAIOKEeHA
MMMYHOT'€HHAsl KOMITO3ULIMS], BAKLIMHHBIN COCTAB, COAEPIKALINN YKa3aHHYI0 KOMIIO3ULIUIO, U

CrocoOBI JICYSHUST U TTPEeNyPEKACHUS 3a00JIeBaHUS TAPOAOHTA.

[0008] B nepsom BapuaHTe peanu3anuy NPeAIoKeHa UMMYHOIT€HHAsl KOMIIO3ULUS,
cozepaKalasi o MEeHbIIeH Mepe OMH MOJMIIENITH I, COIEPsKaIUi: (a) MOCIeA0BATENIbHOCTD
anturena Mfal, o cyiiecTBy roMOJIOTHYHYI0 HMMYHOT'€HHOW aMHUHOKHCJIOTHOM
nocyenoBarenbHOCTH U3 Oenka pumOpununa Mfal 6akrepuu Porphyromonas; n (b)
nocaeaoBaTeNbHOCTh anTureHa HA 1, nocnenoBarenbHocTh aHTUreHa HA2 nnm kak
nocjienoBaTeIbHOCTh anTureHa HA 1, Tak u mocnenoBareabHOCTh aHTHreHa HA2, rae (i)
yKa3aHHas MOoC/ie0BaTeIbHOCTh aHTUreHa HA1 no cymecTBy romMojoru4Ha UMMYHOT€HHOMN
AMUHOKMCJIOTHOM MOCJIE€I0BAaTENbHOCTH U3 JOMEHA | reMarriaroTHHUHA ruHrunansa RgpA
(Taxke Ha3pIBaeMOro B HacTosimel 3asBke «KHA1 runrumannay uimu «HA 1»), comepkaierocs B
6enke runrunanae RgpA 6akrepuu Porphyromonas, n (11) yka3aHHast IOCIEIOBATEIbHOCTb
anturesa HA?2 no cymecTBy roMoJoruuHa HMMYHOT€HHOW aMHUHOKHUCIOTHOMN
NOCJIEIOBATENILHOCTH M3 IOMEHA 2 TeMarrIiOTHHIHA THHTHnanHa RgpA (Takke Ha3pIBaeMOTO B
Hacrosiei 3asBke «HA1 runrunanna» ninn «HA1»), copeprkarerocs: B Oeyike THHTUNIANHE

RgpA Gaxrepuu Porphyromonas.

[0009] B opHOM M3 acnekToB 3TOro BapuaHTa peain3aliy YKa3aHHbIN IO MEHBLIEH Mepe
OJIMH TTOJIUMETITH/ COEPIKUT MEPBbII MONUMIENTH A, COAePIKALINiA: (a) IOCIeI0BATEIbHOCTD
anturena Mfal u nocnenosarenbHocTh anTHrena HA1; (b) mocnenosarensHOCTh aHTHIeHa Mfal
U TIOCNIeIoBaTeNbHOCTh anTUreHa HA2; nnu (c) mocnenosatenbHOCTh anTUreHa Mfal,

nocienosarenbHOCTh auTureHa HA1 u nocnenosarensHocTs anTureHa HA2. Takum o6pasom,
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clieyeT MPUHUMATh BO BHUMAHHE, YTO MEPBbII MOJIUIEITH]T MOKET MPEACTABIISATh COOOM
CIIUTBIN OEJIOK, BKITFOYAOLIUN MTOC/IeI0BAaTEIbHOCTh aHTUIeHa Mfal, a Takke
nocnenoBaTebHOCTh anTureHa HA 1 w/unu nocnenosarenbHocTh anTureHa HA2. B cBsizanHOM
acTieKTe YKa3aHHbBIN MO0 MEHBIISH Mepe OIHH MOJIUMENTH CONEPIKUT (a) MepBbIi MOJUTIENTH],
COZep KAl MocIenoBaTenbHOCTh anTurena Mfal; u (b) BTOpoit moaunenTua, copepsKamui
nocjaea0BaTeIbHOCTh anTureHa HA 1, mocnenoBarenbHOCTh aHTUreHa HA2 mm kak
MocJienoBaTeIbHOCTh auTureHa HA 1, Tak u mocienoBaTeabHOoCTh anTureHa HA2. Taxkum
00pa3oMm, B 3TOM acIeKTe MOCIeN0BaTENbHOCTh anTureHa Mfal HaxoguTcst B OTHOM
nonunentuse, a nocaenosarenpHoctu anturesa HA1 u HA2 naxozasitcst Bo Bropom
MOJIUTIENITH]IE, TIPEACTABIISIOIIEM COOOU CIIUTHIN TOJMUIENTH, €CJTH MPUCYTCTBYIOT 00e

MOCJICA0BAaTCIbHOCTH.

[00010] B ewe omHOM acnekTe 3TOro BapUaHTa pealn3aluy YKa3aHHBIA [0 MEHbLIEH Mepe
OJIVH MOJIMNENTH UMMYHOT€HHON KOMITO3ULIMU COAEPIKUT MEPBbIN MOJUIENTH, COAEPKALIUN
MOCJIeIOBATEIbHOCT anTHreHa Mfal, Bropoil monunenTtua, coaepkamuii ociaeI0BaTeIbHOCTh
antureHa HA1, u Tpetuit nosunenTua, COAEp KAl MOCIEI0BaTebHOCTh aHTUreHa HA2.
Takum 0Opa3om, B 3TOM aCTeKTe MPUCYTCTBYIOT TPU Pa3HBIX MOJUIENITUAA, KOKIBINA U3

KOTOPBIX COAEPXKUT OAHY U3 mocyieaoBareabHocTell antureHa Mfal, HA1 u HA2.

[00011] B cBsi3aHHOM acrnekTe MOCIeN0BaTeIbHOCTL anTureHa Mfal, mociaenoBaTenbHOCTD
antureHa HA1 u nocnenosatenbHOCTh anTUreHa HA2 no cyuiecTsy roMOJIOrMUHBI
UMMYHOT€HHOH aMMHOKHCJIOTHON MOCNIeIOBaTeIbHOCTH nosunentuaa pumbpunmaa Mfal, HA1
ruHrunanHa u HA2 ruHrunania, COOTBETCTBEHHO, BUIOB Porphyromonas, BbIOpaHHBIX U3 P.
gingivalis, P. gulae, P. cangingivalis, P. gingivicanis, P. canoris, P. salivosa u P.

circumdentaria.

[00012] B eme 01HOM aCMEKTe 3TOrO BapUAHTA peaIU3aLUU MOCIE0BATEIbHOCTD AHTUTEHA
Mfal, nocnenoBarenpHOCTh aHTHreHa HA 1 1 mocnenoBarenbHOCTh anTureHa HA2 o cymectBy
TOMOJIOTUYHBI IMMYHOT€HHOM aMHUHOKHUCJIOTHOM MOCAEA0BATENbHOCTH MONUINIENTH A

¢bumbpunmHa Mfal, HA1 ruarunannaa u HA2 ruHrunanaa, COOTBETCTBEHHO, U3 P. gingivalis.

[00013] B eme 01HOM acmeKTe 3TOrO BAPUAHTA PeATU3ALUN MOCIE0BATEIbHOCTD AaHTUTE€HA
Mftal, nocnenoBarensHOCTh aHTHreHa HA 1 1 mocnenoBarenbHOCTh anTUreHa HA2 mo cymecTBy
rOMOJIOTUYHBI IMMYHOT€HHOM aMHUHOKHUCJIOTHOM MOCJIEN0BATEIbHOCTH OJUIIENTHA

¢umbpununa Mfal, HA1 ruarunania u HA2 ruHrunanHa, COOTBETCTBEHHO, U3 P. gulae.



[00014] B emme omHOM BapuaHTe pean3aluy H300peTEeHNUs MPEIOKEH BAaKIMHHBIN COCTaB
IIPOTUB MAPOJOHTHUTA, COAEPKALINI UMMYHOTE€HHYO KOMITO3ULIMIO, KAK ONMCAHO BBILIE, U
(dapmMareBTHUECKH TPUEMIIEMOE BCIIOMOTaTENIbHOE BEIeCTBO. B 00BIYHOM ciiydae cocTaB
COZIEP>KUT IO MEHbBIIEH Mepe OAHO BCIIOMOIaTeIbHOE BELIECTBO, T/ 10 MEHbIIEH Mepe OHO
BCIIOMOT'aTeJIbHOE BEIECTBO BHIOPAHO U3 HOCHUTEJNEH, COMOOMIN3aTOPOB, IMYJIbIaTOPOB,
CTa0MIN3aTOPOB, KOHCEPBAHTOB, M30TOHHMUYECKUX CPEACTB, Oy(PepHBIX CUCTEM, TUCIIEPTaTOPOB,
pazbaBuTeneii, MOTU(PUKATOPOB BI3KOCTHU U yCHIIUTENEH abcopOumu. BakirHa MokeT, B

AOIOJIHCHUE UJIU B KQUECTBE AJIbTCPHATUBLI, BKJIIKOYATD I10 MEHbIIEH MEPE€ OOUH aIbOBAHT.

[0001S] B onHOM M3 aCMeKTOB 3TOr0 BapUaHTa Peaju3alii BAKLIMHHBINA COCTaB MPUTOTOBJIEH
B BUJIE CTEPWJIBHOIO PacTBOpa IJisl UHbEKLUUH. B CBSI3aHHOM acmekTe 3TOro BapuaHTa
pearn3alnuy BaKIMHHBIN COCTaB MPUTOTOBJIEH B BUAE JTUO(PMIN3HPOBAHHON KOMITO3HUIIUH,

MOJIEKAIIEH BOCCTAHOBIICHHIO (Pa3BENEHHIO) MEPe NCIIOIb30BAHNEM.

[00016] B eme ogHOM BapHaHTe peau3aluy MPEUIOKEH CTOCO0 MMMYHHU3aLNUN CYObEeKTa
MPOTUB 3a00JIeBaHUS TAPOIOHTA IMyTEM BBEICHHS YKA3aHHOMY CYOBEKTYy HMMYHOJIOTUYECKH
3¢ (PeKTUBHOTO KOJMYECTBA UMMYHOT€HHOH KOMITO3ULIUN COTJIACHO HACTOSIIIEMY H300PETeHHIO.
B onHOM 13 aceKTOB 3TOr0 BapHaHTa pean3aluy criocod BKIIIOYAET JIEYEHNE TAPOJOHTHTA Y
CcyOBeKTa, IEMOHCTPUPYIOLIETO CHMITTOMBI MTAPOJAOHTHUTA. B ellle 0oAHOM acneKkTe 3Toro
BapHaHTa peaiu3alny Coco0 BKIIIOUAET CHIKEHUE PUCKA Pa3BUTHS MAPOAOHTHUTA Y CYOBEKTa,
KOTOPBII MOJKET OBITh MPENPACIIONOKEH K PA3BUTHIO TIAPOJOHTA, BKITFOYAsl MAPOJAOHTUT OT
CpemHel 10 TSKENOW CTeTNeHHU TSHKECTH, TAe MPeapaciooKeHHOCTD CBsi3aHa ¢ (PaKTOPOM PHUCKA,
TaKUM KaK BO3PACT, TeHeTUYeCKas MPEAPACIIONIOKEHHOCTh, UMMYHOAE(PUIIUTHOE COCTOSIHHE,
CUCTeMHOe 3a00JIeBaHHe, MOBBIIAIOIIEE PUCK PA3BUTHS MAPOAOHTHUTA, HAJHUNE
SHIOJOHTUYECKUX MOPAKEHUH 1 a0CLIecCoB, UK IpyruMu (pakTopamu pucka. [Ipumepsr
CUCTeMHBIX 3a00JIeBaHMIA, TIOBBIIIAIOIUX PUCK PA3BUTHUS MAPOJAOHTUTA OT CPEIHEN 10 TSKEJOH

CTETIeHH TSDKECTH, BKIIIOUArOT caxapHbii auadet, CITU/L, neiiko3 u cunapom JlayHa.

KPATKOE OIUCAHUE I'PAOUYECKHUX MATEPHUAJIOB
[00017] Ha ®UI'. 1 mpencrasnen ananu3 MmerogoM SDS-PAGE ounineHHbIX TOJUNENTHI0B

Mfal, HA1 u HA2, nonyueHHBIX MyTeM OECKJIETOYHOrO CHHTe3a OenKa.

[00018] Ha ®UI'. 2 mpencrasnensl cbiBopoTouHble 3HaUeHNst ECsy IgG mpotus Mfal, HA1 u
HA2 P. gingivalis. I'pynnsl ;kuBoTHbIX G1-G6 Ciy»KUin KOHTPOJIbHBIMU WIIH
SKCIIEPUMEHTAIIbHBIMH IPYIIIIAMH, U 00pa3Libl CHIBOPOTKU Opaiil y SKUBOTHBIX HETIOCPEICTBEHHO

nepen nepopaibHbiM HHpUIIpoBaHueM (Post-Vax; HezakpalieHHbIe CTOIOIIbI) HIIH TIPU
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YMEpIUBIEHUH (3aKpalleHHble CTOJNOLbI), 1 1o faHHbIM ELISA paccuutsiBanu 3nauenust ECsg

nnsa monekyn IgG, cneunduunbix k (A) Mfal, (B) HA1 u (C) HA2 P. gingivalis.

[00019] Ha ®HUI'. 3 noka3aHbl pe3yJbTaThl SKCIIEPUMEHTOB IO OLICHKE BJIMSHUS BAKLIUHHOTO

COCTaBa MPOTHUB MAPOAOHTHTA HA MOTEPIO KOCTHOM TKAHH YEJIFOCTH if ViVO.

NOAPOBHOE OITNCAHUE U30BPETEHUA
[00020] 1. Tepmunonozus u onpedeienust.
[00021] Ecnu He yka3aHO UHOE, BCE TEXHUYECKUE U HAYUYHBIE TEPMHUHBI, UCIIOJIb30BAHHBIE B
HACTOSIIIEH 3asiBKE, UMEIOT 3HAYEHHsI, COBIAAAIONINE C OOIENPUHATBIMU CPEIU CIIELUAINCTOB B
o0JylacTH, K KOTOPOM OTHOCUTCS TaHHOE n3o0pereHue. OTnenbHbIe TEPMUHBI, UMEIOIIHE OCOOYIO

BaXHOCTDB IJIA OIIMCAaHUA HACTOALIETO 1/1306peTeH1/1$1, ONpEaACIICHbI HUXKE.

[00022] B nmanHOM ommcaHuM U puiiaraeMoit popmyiie n3o0perenus HOPMbI €TMHCTBEHHOTO
YHCIIa BKIIFOYAIOT MHOYKECTBEHHOE YHCJIO OMPEIEIIEMOro O0OBEKTa, €CIIH U3 KOHTEKCTa SIBHO HE
cnenyet uHoe. Takum oOpa3oM, HaNPUMeEp, KIOJUIESTTH» OTHOCUTCST HE TOJIbKO K OTHOMY
TIOJIUTIENITH]TY, HO TaK)Ke K KOMOMHALIMK ABYX MU O0Jiee Pa3HbIX MOJUMENTHIOB, KOTOPbIE
MOTYT OBITh WJIH HE OBITH O0BETUHEHBI, aIBIOBAHTY» OTHOCUTCS] K OTHOMY aIbIOBAHTY, & TAKXKe
K IBYM Wi OoJiee aIbIOBAaHTaM, KOTOPBIE MOTYT OBITh OTHEJbHBIMU WJIH OOBETHHEHHBIMH B

OJIHY KOMITO3ULIHIO, U TOMY MTOIOOHOE.

[00023] «buomonekyna», Tak:ke Ha3bIBaeMasi B HACTOSIIIEH 3asBKe «OMOJIOrUYeCKOM
MOJIEKYJIONY, TIPEACTaBIsIET COOOM JIIOOYI0 OPraHUYeCKYIO MOJIEKYJIy, Oyb TO PUPOIHYIO,
PEKOMOMHAHTHYIO, MOJIHOCTHIO MJIM YaCTHYHO XMMUYE€CKH CHHTE3HUPOBAHHYIO MJIM XUMUYECKH
Wi OMONIOTHYECKH MOAU(DULMPOBAHHYIO, KOTOPAs SIBNSIETCS, ObLIA WM MOXKET ObITh YaCThIO
’KMBOTO OpraHn3Ma. JIaHHBIN TEPMUH OXBaThIBAET, HATIPHUMED, MOJUIIENITH/IbI, IENTHUIHbIE

(bparMeHTbl, aMHHOKHUCJIOTBI, TOJUCAXAPUABL, JTUITHIBI U TOMY ITOAOOHOE.

[00024] TIlonmpasymeBaercs, UTO TEPMHUH IIOJIHMIIENTHI» BKIKOYAET JIOOYIO0 CTPYKTYPY,
COCTOSILIYIO U3 OTHOMN MK 00Jiee aMUHOKHCIIOT, U, TAKUM 00Pa30oM, BKJIFOYAET AUTIENTHIBL,
OJIUTOTETITH/IBI, TTOJUIIETITH/BI, TOJUIENITHIHBIE (ParMeHThI U OCTKH. AMUHOKUCIIOTHI,
COCTABJISIIOLINE BECh MOJUIENTHA WIH €T0 YacTh, MOTYT MPEACTABIATE COOO0MH 00y 13
IBAILATH CTAHIAPTHBIX BCTPEYAIOIIUXCS B IPUPOIE AMHUHOKHUCIIOT, TO €CTh alaHuHa (A),
mucrenHa (C), acnaparuHoBoii kucnotsl (D), rmyramunosoii kucnotsl (E), pennnanannna (F),
rnuimHa (G), ructuanna (H), nzonefinuna (1), musuna (K), nefinuna (L), metnonuna (M),
acriaparuna (N), nponuna (P), rmyramuna (Q), aprununa (R), cepuna (S), tpeonuna (T), Banuna

(V), Tpunirodpana (W) u tuposuna (Y), a TakKke HECTAHJAPTHBIX aMUHOKHUCIIOT, TAKUX KaK
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M30Mephl U MOAN(UKALIUH CTAHIAPTHBIX AMUHOKHCIIOT, HanpuMep, D-aMUHOKHCIIOTH,
HETPOTENHOT€HHbIE aMUHOKHUCIIOTHI, TOCTTPAHCIIALIMOHHO MOAN(UIIMPOBAHHBIE AMUHOKHUCIIOTHI,
(depMeHTaTHBHO MOAU(UIIMPOBAHHbBIE AaMUHOKHUCIIOTHI, [3 ~-AMUHOKHCIOTBI, KOHCTPYKLIUU UITH
CTPYKTYPBI, UMHTUPYIOLIHE AMUHOKUCIIOTHI (HapuMep, oL,0l-IH3aMeIleHHbIE aMUHOKHCIIOTBI,
N-aJIKnIaMHHOKHUCIIOTBI, MOJIOUHAs KMCJIOTA, 3-aNaHuH, HaTHIAIaHuH, 3-NIHPUIIANaHuH, 4-
runpokcunponut, O-¢pochocepun, N-auetunceput, N-pOpMUTIMETHOHUH, 3-METUITUCTUIUH, S-
THIPOKCHIIN3UH M HOPJICHIINH) U JPyryue HeCTaHIAPTHbIE aMUHOKUCIIOTBI, KAK OMHCAHO,
Hanpumep, B natente CIIIA Ne 5679782 3a aBt. Rosenberg et al. OnncanHble B HACTOAIIEH
3asiBKE TOJIMMIENTH/IBI MOTYT BKJIFOUYATh OJTHY WJIH 0OJIee HEMPUPOIHBIX AMUHOKHCIIOT, HECYLITHX
(YHKIMOHATBHYIO TPYIILY, 00€CIIEYNBAIOLIYI0 KOHBIOTALIMIO CO BTOPUYHBIM aHTUT€HOM,
Harpumep, nonucaxapunom. [TonmunenTuasl MOryT OBITH (@) BCTpeyaroIuMucs B npupone, (b)
MOJIY4€HHBIMUA XUMHUYECKUM CHHTE30M, (C) TIOIYYEHHBIMHU C TOMOIIBIO TEXHOJIOTHH
pexomOuHaHTHBIX JIHK, (d) monyueHHbIME OHOXHMMUYECKOH HITH (pepMEHTATHBHOMN
(dbparMeHTaImel Ooyiee KPYIMHBIX MOJIEKYJT, (€) MOJyYeHHBIMH CITOCOOaMH, SBJISTFOIIAMUCS
KoMOuHanmel crocobos (a)-(d), nepeuncienHpix Boime, WiH (f) TOTyYeHHBIMHU JIFOOBIMU
APYTUMH CIOCOOAMH TTOJTyUeHHsI TENTHI0B, TAKUMH KaK O€CKJIETOYHBIN CHHTE3 Oenka,

OIMMCAHHBINA HUXKE.

[00025] TepMuHBI KMAEHTUYHOCTh NOCIEI0BATEIBHOCTENY, KIIPOLIEHT TOMOJOTUH
MOCJIEI0BATENBHOCTE» U «TOMOJIOTHS TOCIEA0BATEIbHOCTEN» B KOHTEKCTE
HIOCJIEIOBATEILHOCTH NOJMMEPHOH OMOMOJIEKYJIbI, HAITPUMED, MOJUIIENTHAHON
NOCJIEIOBATEIbHOCTH, OTHOCSITCS K IBYM UK O0Jiee MOCIEN0BATEIbHOCTSIM, KOTOPBIE SIBIISTFOTCS
OZIMHAKOBBIMH WJIM UMEIOT ONPEAENICHHbIN POLIEHT OANHAKOBBIX AMUHOKHUCIIOTHBIX OCTaTKOB
(VM HyKJIEOTHUIOB, WJIH IPYTHX TUIIOB MOHOMEPHBIX 3BEHBEB, COCTABJISIOLINX MOJHMMEPHYIO
OMOMOJIEKyJTy ) TP CPABHEHUH U BBIPABHUBAHUH JUISI MAKCUMAJIBHOTO COOTBETCTBUS B Mpeeax
3aJaHHOH JUTHHBI (OKHA CPABHEHUs), KAK U3MEPEHO C MCIOJIB30BAHUEM JITOPUTMA CPABHEHUS
nocienosareabHocTel, Harpumep, BLASTP unu anropurma noucka romonoruu Cmura-
YorepmaHa. B HacTosiimeM KOHTEKCTE MPOLIEHT FOMOJIOTHH MOCIIEI0BATENBHOCTEH MOXKET OBbITh
OTIpeNeNIeH 10 BCEeH JUTMHE OMOMOJIEKYJIIbI HUIM TOJIBKO 1Mo YacTu. OgHUM U3 criocoboB pacuera
IIpOLIEHTa FTOMOJIOT MM NTocNeAoBaTeabHOCTEN sABysiercs nporpamma BLASTP, B koTopoii
3HAYEHHs 110 YMOJYAHHIO YCTAHOBJIEHBI Ha JTHHY ciiosa (W), pasayo 3, oxunanue (E), paBHoe
10, u marpuny 3amen BLOSUMG62; cm., Hanpumep, Henikoft et al. (1989) Proc. Natl. Acad. Sci.
USA 89:10915. B xauecTBe npumMepa, AJis ONpeeseHIs] BbIPABHUBAHHUS ITOCIEI0BATEIbHOCTENH U

% UAEHTUYHOCTHU NociaenoBaTenbHOCTeN uenonb3yores nporpaMmMbsl BESTFIT nmu GAP B



cocTase nakera rnporpammuoro obecneuenuss GCG Wisconsin (Accelrys, Maaucos,
BuckoHCHH) C HCIIONTB30BAaHUEM MTPEIOCTABIEHHBIX TAPAMETPOB MO yMoa4anuto. Eciu atu
IPEAIOYTHTEIbHBIE METObI BHIUHCIICHHS HISHTHYHOCTH MOC/IE0BATEIbHOCTEH TAI0T
Pa3NIUYAIOLINECs BETMYHHBI, TPEUMYIIECTBEHHYIO CHJTy HMEET Criocod, obecrneynBarouuii Oonee

BBICOKYHO HACHTHYHOCTD MOCJIEIOBATEIbHOCTEH.

[00026] TepmuH «I1O CyIIECTBY TOMOJIOTUYHBII» OTHOCUTCA K IPOLIEHTY TOMOJIOTHH
NOCJIEIOBATENIbHOCTEH B Mpeenax 3alaHHON JUTHHBI (HapuMep, «X» aMHHOKHCIIOT
NOJIUMENTH/IA), PABHOMY IO MEHbIIEH Mepe mpuOIn3nuTebHo S0%, BKIIFOUasi, TAKAUM 00pa3om,
HarpuMep, 1Mo MEHbIIeH Mepe NPUOIH3UTEIbHO 75%, o MeHbIIeH Mepe npudnnutensHo 80%,
1o MeHblIel Mepe npudnusutenbHo 90%, o MeHblIel Mepe npudIu3uTeNsHO 95%, Mo

MeHbIIeH Mepe TpudIn3nTeNbHO 97%, 0 MeHbIIel Mepe npuoOIm3uTeasHO 99% 1 100%.

[00027] «PexoMOMHAHTHBIE» MOJUIEITHBI OTHOCSATCS K TOJUTIENITHIAM, TIOJTYISHHBIM C
MOMOIIBIO TEXHOJIOTUU pekoMOnHaHTHBIX JIHK, TO ecTh MONy4eHHBIM U3 KJIETOK,
TpaHcHOpPMUPOBAHHBIX 3k30TeHHON KoHcTpyKuuen JIHK, kogupyroreit sxemaemblit
noyunentu. «CHHTeTUYeCKUe) MONUTIENTHABI PEACTABIISIOT COOOU MOHUITeNITHIBL,

MOJIYYCHHBIC XUMHWYECCKUM CUHTEC30M.

[00028] B xOHTEKCTE HACTOSILIEH 3asBKE TEPMUH «MUMMYHOT'€HHBIN» OTHOCUTCS K
CIIOCOOHOCTH aHTHIeHa (Harnpumep, MOJUIENTHAA) BbI3bIBATb UMMYHHbBIN OTBET,
NPEACTABISIIOIUN COO0I r'yMOpabHBIN WM KJIETOUYHBI UMMYHHBIN OTBET, M MPEANOYTHTEIBHO
oba. B mpennoutuTenbHOM BapuaHTe peaan3aliui CyObekT OyaeT JeMOHCTPUPOBATh
TepaneBTHYECKUH TUOO0 3aLUTHBII KIMMYHOJIOTHYECKUH OTBET Ha BBeneHHE «3((HEeKTUBHOTO
KOJINYECTBA» WU KUMMYHOJIOTHYECKHU 3(P(PeKTHBHOTO KOJIMYECTBa» UMMYHOTE€HHON
KOMITO3UIIUH, OTIMCAHHON B HACTOSIIEH 3asBKE, TAK YTO Oy/IET MOBBIIIEHA YCTOMYHBOCTD K
HOBOH MH(pEKINU 1/WiH OyAeT CHIKeHA KIIMHIYECKast TSKECTh 3a00JIeBaHMs TAPOJOHTA.
HNMMyHONOrH4ecKuii OTBET OOBIYHO MPOSIBISIETCS] OCIA0IEHUEM WIIH YCTPAHEHHUEM 10 MEHbIIEH

Mepe OTHOrO CUMITTOMA, CBSI3aHHOTO ¢ MH(EKIHEH.

[00029] B KOHTEKCTE HACTOsIIEH 3asIBKE B CAy4YasiX, KOrla TEPMUH «OUULIEHHBII
WCIIOJIb3YETCs] B OTHOLIEHUH MOJIEKYJIbL, 3TO O3HAYAET, YTO KOHLIEHTPALIMS OUUILAEMOUN
MOJIEKYJTbI ObLIa YBEJIMYeHAa OTHOCUTEIHHO KOHIIEHTPAIIMH MOJIEKYJIbI B €€ €CTeCTBEHHOU cpere.
TepMUH MOKET TaK)K€ OTHOCUTBCS K OUUCTKE XMMUYECKH CUHTE3UPOBAHHOU MOJIEKYJIbI OT
PEaKUOHHON CMeCH, B KOTOPOU MOJIeKyJia Obljia MOJy4YeHa B KaueCTBe MPOAYKTa peakuuu. B
KOHTEKCTE HACTOSILIEHN 3asiBKE B CIy4asiX, KOI/Aa TEPMUH «BbIACICHHBIN» UCIIOIB3YETCs B

OTHOIICHHUU MOJICKYJIBI, JIaHHBIN TEPMHH O3HAYACT, YTO MOJICKYJIa ObL1a yYAaJi€Ha U3 €€
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€CcTeCTBeHHOM! cpeabl. Hanpumep, MONMHYKIEOTH WU MOJUIIENITHA, B €CTECTBEHHBIX YCIOBUSAX
INPUCYTCTBYIOLIUI B )KUBOM OPraHU3MeE, HE SIBJISIETCS «BBIIEJICHHBIMY, HO TOT K€
MOJINHYKJICOTHU]] WM MOJIUNIENTH/, OTAEICHHBIN OT BEILECTB, CONYTCTBYIOLIUX €MY B
€CTECTBEHHOM COCTOSIHUH, SIBJIIETCS «BBIIEJICHHBIMY. BoiieneHHbIi parMeHT, He3aBHCUMO OT
TOTr0, OTZAEJIEH JIM OH OT €CTECTBEHHOMN Cpe/ibl UJIM OT HEECTeCTBEHHOM cpe/ibl (Harpumep,
PEKOMOMHAHTHOM SKCIPECCUH, OECKIIETOYHOH SKCIPECCUH, XUMHYECKOTO CHHTE3a U T. 1I.),
MPEIMOYTUTENILHO HMEET YHCTOTY 10 MEHbIIeH Mepe npubnuszurenbHo 1%, 5%, 10%, 20%,
30%, 40%, 50%, 60%, 70%, 80%, 90%, 95% umu 99%, unu on moxet umets 100% yucrory. B
KOHTEKCTE HACTOSLICH 3asBKEe TEPMUH «%0 YUCTOTHD 0003HAYAET COEPIKAaHNE KOMITIO3HIIUH,
COCTOSIIIIeN U3 MPENCTABIISIIOLIeH NHTEPEC MOJIEKYJIbl, BEIPAXKEHHOE B MACCOBBIX MPOLIEHTAX.
[00030] B xoHTeKCTe HACTOsLIEH 3asBKE TEPMUH «MOJIEKYJISIPHAsI MacCa» MOJUNENTUAA UITH
APyroi OMOMOJIEKYJIBI OTHOCUTCS K MOJIEKYJIIPHOM Macce, paCCUYUTaHHOH METOIOM
3KCKIIFO3UOHHOH Xpomarorpaduu (SEC) B coueTanny ¢ MHOTOYTJIOBBIM PacCESIHUEM JIA3€PHOTO
uznyuenus: (MALS).

[00031] TepmuH «iedeHHE» OTHOCUTCS K TEPANIEBTUYECKOMY JICYEHUIO IIyTEM BBEICHUS
MMMYHOT'€HHOHM KOMIIO3HMLIMU MJTH BAKIIMHHOT'O COCTaBa COTJIACHO N300PETEHUIO, T/I€ LENBI0
SBJIIETCS] YMEHBIIEHNE WIIH ycTpaHeHne nHdexkunu. Hampumep, «JieueHne» MOXXeT BKIIOYATh
HETIOCPEACTBEHHOE BO3/IEHCTBIE, NIOAaBlIeHIe, MHTMOUPOBAHUE U YCTpaHeHHe HHPEKINH, a
TaK>Ke CHIDKEHUE CTENIeHU TSDKECTH, OTCPOYKY Havasa /Uil yMeHbLIeHHe CUMIITOMOB,
cBsi3aHHBIX ¢ HH(pekuen. Eciu nHoe He yka3aHo sSIBHBIM 00pa3oM WM HE CIIeTyeT U3 KOHTEKCTa,
TEePMUH «JIEYEHNE» OXBATBIBAET IIPEeAyNpeKaeHNe» (MIN NPOPUITAKTUKY HITH
npOoQHIAKTHUECKOE JICYSHHE), TIe KITPEAYIPEIKACHNE» MOKET OTHOCUTBHCS K CHHYKEHHIO PHCKA
TOTO, YTO y CyOBEeKTa pa30oBbeTCsl MH(PEKIHS, OTCPOUKE BOSHUKHOBEHUS] CHMIITOMOB,

MpeaOTBpalllCHUIO pEHUANBA I/IH(I)GKL[I/II/I WU MPEAOTBPALICHUIO Pa3BUTHA I/IH(i)eKLII/II/I.

[00032] 2. Humynozennana KOMRO3UUUA U 6AKYUHHBLIL COCHAG.

[00033] B mepBoM BapuaHTe pean3aly U300peTEeHUs MPeIOKeHa UMMYHOTeHHAST
KOMITO3HULIMS, BKJIFOYAOIIAsi 10 MEHBIIEH Mepe OAMH MOJHUIIENTH I, COAEp KaIlui: (a)
NOCJIEIOBATENbHOCTD aHTUTeHa Mfal, 1o CyInecTBy roMOJIOTHUHYI0 HMMYHOTE€HHON
AMHHOKHCJIOTHOM MOCIenoBaTelbHOCTH U3 Oenka pumOpunnaa Mfal Gakrepuu Porphyromonars,
u (b) mocnenoBarenbHOCTh aHTUTeHA HA 1 n/unmu nmocnenosarenbHOCTh aHTUreHa HA2, roe
nocyenosaTenbHOCTh anTUreHa HA1 no cyiecTsy roMonoruiia UMMYHOT€HHOMN
AMHHOKHUCJIOTHOM nocnenosarenbHocTd u3 HA1 runrunauna Porphyromonas, a

nocyenoBaTenbHOCTh anTUureHa HA?2 mno cyiecTsy roMonoruiHa MMMYHOT€HHOMN
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AMHHOKHUCJIOTHOM nocnenoBarenbHocTn U3 HA2 runrunauna Porphyromonas. Y xa3aHHBIH 110
MEHBIIEH Mepe OJMH MOJUNENTHA MOXKET MPENCTABIATE COOOH CIUTBIN OENOK, conepsKamuii
MoCJIeIOBaTEIbHOCTh aHTUreHa Mfal, mocinenoBarenbHOCTb aHTUreHA HAT 1
nocjaenoBaTenbHOCTh aHTUreHa HA2. Yka3aHHbBIN IO MEHbLIEH Mepe OUH MOJIUNENTU TAKKe
MOXKET MPECTABIATh COOOH CIUTHIN OEJIOK, Conep Kalni oCIeI0BaTeIbHOCTh anTUreHa Mfal
U TIOCJIeI0BATENIbHOCT aHTUreHa HA 1, unu ciuThlii OeJIoK, copep Kalimii mocae10BaTeIbHOCTD
antureHa Mfal u nmocnenosarenbHOCTb aHTUreHAa HA2. B omHOM BapuaHTe TaAKOrO BapHaHTa
peann3aluy yKa3aHHbIN [0 MEHbLIEH Mepe OJUH MOJIUIENTH MOXKET COePIKaTh MePBhI
TIOJTUTIENITHT, BKITFOYAFOIIHIA MTOCIE0OBATEIbHOCTh aHTHIreHa Mfal, u BTOpoi moMunenTu,
BKJIFOUAIOLIMI OZTHY WM 00€ M3 rmocienoBareabHocTH anTiureHa HA 1 1 mocnenoBaTenbHOCTH

autureda HA2.

[00034] OpnHako B MPEANOUTUTEIFHOM BapUAHTE Peau3aliy YKa3aHHbIN MO MEHbIIEH Mepe
OZIMH MOJUNENTUA B COCTaB€ UMMYHOI€HHON KOMITO3ULIMU CONEPIKUT 1BA PA3HBIX MOJUMENTUAA:
NEPBBIA MOJHUIENTH/I, COAEPKALINN MOCIEe0BAaTENbHOCTh aHTHreHa Mfal, u Bropoit
MOJIMNIENTHI, COAEP KAIUN rTocneaoBareabHocTh anTureHa HA1 nnu nocnenosateabHOCTh
antureHa HA2. B eie o1HOM NpeANOYTUTENbHOM BapHaHTe pean3allui YKa3aHHbIN 110
MEHBIIEH Mepe OAUH MOJUIENTH]] B COCTABE UMMYHOT€HHOU KOMITO3ULIMU COAEPKUT TPU
Pa3HbIX MOJUNENTUAA: NEPBBINA MMOJUNENTHA, COACPKALIUN NTOCIEN0BATEIbHOCTh AHTUIE€HA
Mfal, Bropoii monunenTua, cCoaepKaliui nocjaenoBarenbHocTh anTurena HA1, u tperuit

MOJIIMENTHI, COAEP KAIUN MOCIIe0BaTeNbHOCTh aHTUreHa HA2.

[00035] Kak oOcyskaaercs Bbllle, MOCIEA0BATEIbHOCTb aHTUreHa Mfal mo cyiuecTBy
TOMOJIOTMYHA UIMMYHOTE€HHOW aMUHOKHUCJIOTHOM MOC/IeN0BATEIbHOCTH U3 Oenka GuMOpUIHHA
Mfal Gakrepuu Porphyromonas, nocnenoareabHOCTh aHTUreHa HA1 mo cymecTsy
rOMOJIOTUYHA UMMYHOT€HHON aMUHOKUCIIOTHON mocienoBaTeabHocTl 3 HA 1 runrunanna
Porphyromonas, n nocnenoBarenbHOCTh anTUTeHa HA2 10 CyIiecTBY rOMOJIOTUYHA
UMMYHOT€HHOH aMHHOKHCJIOTHOU mocyienoBareapbHocT 3 HA2 runrunauna Porphyromonas.
HNMMyHOTeHHBIE TTOCTIEIOBATEIBHOCTH B 3TUX TPEX aHTUT'€HAX MOTYT COBMECTHO HJIU TIO
OTIEJIHPHOCTH MPEACTABIISTH COOOM MOTHOPAa3MEPHBIN OEIOK WK TOMeH (To ecTh Oeok Mfal,
IOoMeH | reMarrmoTHHUHA THHTUNanHa RgpA w/vm noMeH 2 reMarriiroTHHUHA TUHTHITAHA
RgpA) nnm gactsb (vitu pparmMeHT) Takoro Oeska MIIM TOMEHa, TPH YCIOBUHU, YTO BBIOpaHHAS
94acTh 00ECIeYnBAET MOTy4YEeHHEe KOMIO3HLIUH, 00IaJar0INX CIIOCOOHOCTHIO T€HEPUPOBATH
TepareBTHUECKUN WA MPOYUIAKTUIECKII HIMMYHOTE€HHBIN OTBET HA OaKTePUAIbHYIO

UH(EKIHIO, BbI3bIBaeMyto Porphyromonas. OObIMHO 3TH HMMYHOT€HHbBIE YaCTH WM (PparMeHThI
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MOJTHOpa3MepHOro OejKka Wi JOMeHa UMEIOT JUTMHY MO MeHbInel Mepe 20 aMUHOKHCIIOTHBIX
ocTaTkoB. [Ipu ycnoBuu coxpaHeHHs JkeIaeMbIX UMMYHOI€HHBIX CBOWCTB AJIMHA
NIOCJIEIOBATENbHOCTH O€JIKa MM JOMEHA, Ha KOTOPOH OCHOBAaHA MOCJIE0BATEIbHOCTh AHTUT€HA,
SIBJISIETCS] BOIPOCOM BBIOOpA KOHCTPYKLIMH U MOKET COCTABJISITh IO MeHbIneit Mepe 20, 25, 30,
35, 40, 45, 50, 60, 70, 80, 90 i 100 aMMHOKHMCIOTHBIX OCTATKOB, BIUIOTH IO MOJHOPA3MEPHOTO
Oenka MM TOMEHa, BKIIIOYUTENbHO. Clie10BaTeIbHO, AHTUT€HHBIE TIOCIEI0BATEIbHOCTH,
COZIep KALTNECS B TIOJHITENITHIAX COTIACHO HACTOSIIEMY N300PETEHUIO, 1O CYIIECTBY
rOMOJIOTUYHBI ’TUM UMMYHOT€HHBIM aMUHOKHUCJIOTHBIM TIOCTIEI0OBATENbHOCTSIM U3
MIOJTHOPA3MEPHBIX MOCIIEOBATENIBHOCTEH HATUBHOTO OeJKa Mt ToMeHa (T. e. Oenka
¢umbpunmHa Mfal, nomena 1 remarrmroTHHIHA THHTUNIAUHA REPA w/mmm nomeHa 2
reMarnIoTHHUHA rHHrunanHa RgpA) i ux yactu. Kak mpaBuiio, 0ObIMHO 1O MpUYHHAM,
CBSI3aHHBIM C METOAMKON MK 3(p(PEeKTUBHOCTHIO MOJTYYEHHUS OJIUIIENTHOB, aHTUTCHHBIE
MIOCJIEIOBATENILHOCTH, COIEPIKAIINECS B MOJIMMENTHAAX COTTIACHO HACTOALIEMY H300PETEHHIO,
HE SIBJISIFOTCS] TOYHBIMU KOMMSIMU HATHBHON MMMYHOI€HHOM MOC/I€A0BATEIbHOCTH, KOTOPOI OHU
cooteercTBYIOT. Hanpumep, N-kOHLIEBOM METHOHUI, KOTOPBIA MOXKHO PaCCMaTPUBATh KaK
HaXOJSIINNCS 32 MpefiellaMyd aHTUT€HHOM MOCIeI0BaTeIbHOCTHU AJI pacueTa MaKCUMAaJIbHOTO
NPOLEHTA MASHTUIHOCTH WJIM TOMOJIOTHH, YaCTO MPUCYTCTBYET U3-3a JOOABJIEHUS CTapT-
kKozoHa. Taxke MOTyT UMEeTh MECTO 100aBIIeHHUs, NeJIeLIUY 1 3aMEHbI (UaCTO KOHCEPBATUBHBIE
3aMEHbI) IIPU YCJIOBHUH, YTO MOJIUIENTHA HE TEPSIET CBOMX BBITOAHBIX HMMYHOT€HHBIX CBONCTB.
CrnenoBaresnbHO, ClienyeT MPUHUMATh BO BHUMAHUE, YTO HACTOSIIIEe N300peTeHne MOXKeET ObITh
OCYIIECTBIIEHO C MOJUMENTUAAMH, COAEePKALIMMHU (JINOO B CBOEM COCTaBE, JIMOO MOJHOCTHIO)
NOCJIEIOBATENIbHOCTh AMHHOKHUCIIOTHBIX OCTATKOB, MPENCTABJISIOLIYI0 COOOW aHTUT'€HHYIO
NIOCJIEIOBATENBHOCTD (T. €. OCIe0BATENIbHOCTh aHTUreHa Mfal, mocienoBareabHOCTD
antureHa HA1 wiu nocnenoBarepHOCTb aHTHIeHa HA?2), Mo CyIecTBy rOMOJIOTUYHYIO
MMMYHOT'€HHOH MOCJIe10BaTeIbHOCTH AMUHOKHUCIIOTHBIX OCTaTKOB, IPUCYTCTBYIOILEH B
COOTBETCTBYIOLIEM OeJIKe WIIM IOMEHe, T1ie UMMYHOT€HHasl ITOCIIeI0BATEIbHOCTD
AMUHOKHUCJIOTHBIX OCTaTKOB MPEACTABIISIET COOOH MO0 MOTHOPa3MEPHBII OSJIOK UJTH TOMEH,
100 ero 4acTh WK (parMeHT. ITH UMMYHOT€HHBIE MTOCIIEIOBATEIbHOCTH AMHHOKHCIIOTHBIX
OCTaTKOB, IO OTHOLIEHUIO K KOTOPBIM U3MEPSIETCs CYLIECTBEHHAs! TOMOJIOTHS] aHTUTM€HHBIX
MIOCJIEIOBATENbHOCTEH, HE3aBUCHUMO TPEACTABIIIOT CO00M MO0 MOTHOPA3MEPHBIi OeOoK M
ZOMeH, JTHOO €ro 4acTh, UMEIOIIUE JUINHY 10 MeHbIneil Mmepe 20, Mo MeHblel Mepe 25, 1o
MeHbLIen Mepe 30, mo MeHbIuel Mepe 35, o Menbluel Mepe 40, o MeHbluel Mepe 45, o
MeHbLIen Mepe 50, mo MeHbiuen Mepe 60, no Mensbluei Mepe 70, no menbiien mepe 80, 1o

MeHnbLuen Mepe 90 nnu 100 aMHUHOKHUCIOTHBIX OCTaTKOB. Kak nmpasBuio, 3TH aHTUTE€HHbIE
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IoCJIEAOBATCIIBHOCTH I'OMOJIOTHYHBI I/IMMYHOFGHHOfl IoCJIEAOBATCIIbHOCTH aMHUHOKHCJIIOTHBIX
OCTAaTKOB, 11O OTHOILICHHUIO K KOTOpOfI HU3MEPACTCA CYHICCTBCHHAA T'OMOJIOT U aHTUTeHHOM
NOCJIEI0BATENBHOCTH, Ha YPOBHE 1O MeHbluel Mepe 50%, no MeHblieil mepe 75%, o MeHbIIeH
mepe 80%, no menbiueit mepe 90%, no menbluel mepe 95%, no mensLeit Mepe 97%, o
MmeHblIeit Mepe 99% unu 100%. C noMoIpo CTaHAApPTHOTO TECTUPOBAHUS HA )KUBOTHBIX WU
JIOOAX MOYKHO JICTKO YCTaAaHOBUTD, BbI3BIBAIOT JIM KOMITIO3HIHWHN COTI'JIaCHO HACTOAIIEMY
n300pEeTEHHIO Ha OCHOBE YaCTeH MOJIHOPa3MEPHBIX OaKTEPUATbHBIX OEIKOB W JTOMEHOB
TepaneBTHUECKUH HITH MPOPUITAKTUISCKUI UMMYHOTEHHBIH OTBET Ha MH(EKIHIO, BHI3bIBAEMYIO

paccMaTpUBaeMbIMU OAKTEPUSMU.

[00036] benok pumOpunma Mfal npoucxonut uz Gakrepun Porphyromonas, a noMmens! 1 u 2
reMarnIroTHHUHA rHHrunanHa RgpA coneprkarcs B Oenke ruHrunanae RgpA, KOTopsId Takke
npoucxonut us 6axkrepun Porphyromonas, rae Oaxrepust Porphyromonas MOXeT OTHOCUTBCS K
mr000My U3 pasnuuHBIX BUAOB Porphyromonas, Bkiouas P. gingivalis, P. gulae, P.

cangingivalis, P. gingivicanis, P. canoris, P. salivosa u P. circumdentaria.

[00037] B mpennourHuTenbHOM BapHaHTe peanusanun 6enok pumopumma Mfal nmpoucxonut
u3 P. gingivalis. Beenenue nmMmmyHosorudecku 3 pekTHBHOTO KOJIMYECTBa KOMIIO3HLIUH,
coziep Kaliel o MeHbIneil Mepe OUH MOJUIIENTH C TTOCIE0BATENbHOCTHIO aHTHIeHa Mfal, B
JTAHHOM KOHTeKCTe Oy1eT MHIYLUPOBaTh UMMYHHBIH OTBET, IIPH KOTOPOM I€HEPUPYIOTCS
antuTena npotuB Mfal, Hapyiuas oguH wik OoJee NaTONIOrMUECKUX MPOLECCOB, ITOCPEICTBOM
KOTOPBIX OcyliecTBisieTcs nHuimposanue P. gingivalis. B 3Tom BapuaHTe peanusanun
NOCJIeIOBATENbHOCTb aHTUreHa Mfal mo CyiiecTBy roMOJIOrHuHa IMMYHOT€HHOM
AMHHOKHUCJIOTHOM MocienoBareabHOCTH U3 Oenka pumbpunnua Mfal Gaxrepun P. gingivalis,
TAKOH KaK MOCJIeIoBaTeIbHOCTh U3 Oenka pumOpmnuna Mfal P. gingivalis, umerorero

aMUHOKHCJIOTHYIO nocneaosaTenbHocTe SEQ ID NO: 1.

[00038] ITomunentun pumOpununa Mfal P. gingivalis, mony4eHHBIH, KaK OMICAHO B
NPUBEACHHOM HIDKE SKCTIEPUMEHTAIBHOM paszielie, COAEPIKHUT 552 aMHHOKHUCIIOTHI (3TOT U
nociaenyromue SEQ ID BkirouaroT nodaBinerne N-KOHIEBOIO METHOHHIIA U3 CTAPT-KOJOHA,
HCIIONIB3YEMOT0 B OECKIIETOYHOM CHHTE3€, OIIMCAHHOM HITDKE) M NUMEET MOJIEKYJISIPHYIO Maccy,
pasHyto 60 018, u amuHokucHOTHYIO nocaenosareapHocTs SEQ ID NO: 1, BocnponsseneHHy0

1St yioOCTBa HIDKE:

MGNGPDPDNAAKSYMSMTLSMPMGSARDGQNQDNPQYNFVGEWAGK
DKIEKVSIYMVPQGGPGLVESAEDLDFGTYYDAPTQEAGSNNVILKPKKG
IKVNSAVGKTVKVY VVLNDIAGKAKALLANVNAVDFEAKFKEVIELSTQ
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AQALGTVADGPNPATAAGKIAKKNGVDNETIMMTCFEPSAPLTIEAAVSE
ANATAGVKNQAKVTVERSVARAMVSTKAESYEIKATTQIGSIAAGDVLAT
VSDIRWVVAQGERKQYLSKKRGTVPENTWVTPGSDYISTNANFHAQAT
MYYDYTGLWDDHNADPTMVSGTKVPTLANYQLQDVTDELAQRLSGKF
LLPNTHKSGIDAATSHYKRGNTAY VLVRAKFTPKKEAFIDKGKDYTDGTP
VPEYTDGDDFFVGENGQFYVSMKSVTDPKVGGVAGMKAHKYVKGKVL
YYAWLNPSTTSPDSWWNSPVVRNNIYHIHIK SIKKLGFNWNPLVPNPQNP
NDPNGPINPNNPDPNPDEPGTPIPTDPEQPLPDQDTFMSVEVTVLPWKVHS
YEVDL

[00039] B sTOM BapuaHTe peaiu3anuu, B KOTOPOM IMOCIEA0BATEbHOCTh aHTHreHa Mfal mo
CYLIECTBY FOMOJIOTHYHA HIMMYHOT'€HHOW aMHHOKHCIIOTHOH ITOCTIEIOBATEIbHOCTH U3 OelKa
¢dumbpunmHa Mfal u3 P. gingivalis, npeanoYTUTENBHO, XOTA U He 0053aTeNbHO, YTOObI
nocienoBaTenbHOCTh anTureHa HA 1 Obuta mo cyImecTBy roMOJIOTHYHON UMMYHOT€HHOM
AMHHOKHCJIOTHOM MOCIIeI0BaTeNbHOCTH U3 1oMeHa | remarrmorunnHa (HA 1) ruarunansa
RgpA, copepsxamerocs B 6enke ruarunanae RgpA P. gingivalis, rne, Hapumep,
MMMYHOT'€HHasl aMUHOKHUCIIOTHAsI MOCJIEeI0BATENIbHOCTh MOXKET Ipoucxoauts u3 HA1,
umeromero SEQ ID NO: 2. AnanorudasiM 00pa3oM B 3TOM BapHaHTE pean3aluu
NPEATIOYTUTENBHO, YTOOBI MOCIE0BAaTENbHOCTh aHTUreHa HA2 Obuia no cymecTBy
rOMOJIOTMYHONW UMMYHOT€HHON aMHUHOKHUCIOTHOH MOC/IE0BATEIBHOCTU U3 IOMEHa 2
remarrmotuHnHa (HA2) ruarunanna RgpA, conepikaierocs B Oenke ruarunanae RgpA P.
gingivalis, Tie IMMYHOT€HHasi aMHHOKHCIIOTHAS TIOCJIEIOBATEIbHOCTh MOXKET IPOUCXOIHTD M3

HA2, umeromero SEQ ID NO: 3.

[00040] HAI runrunauna P. gingivalis, NOMy4eHHBIH, KaK OMUCAHO HIDKE, COnep KUt 176
AMUHOKHCIIOT U UMEET MOJIEKYJISIPHYIO Maccy, paBHYIO 19 059, 1 aMUHOKUCIOTHYIO

nocnenosatebHOCTE SEQ ID NO: 2, Bocnpon3BeAeHHYIO 1) yI0OCTBa HUXKE:

MLSESFENGIPASWKTIDADGDGHGWKPGNAPGIAGYNSNGCVYSESFG
LGGIGVLTPDNYLITPALDLPNGGKLTFWVCAQDANYASEHYAVYASST
GNDASNFTNALLEETITAKGVRSPEAIRGRIQGTWRQKTVDLPAGTKYVA
FRHFQSTDMFYIDLDEVEI

[00041] HA2 ruarunauna P. gingivalis, TakKe MOJy4eHHbIH, KaK OMMCAHO HIDKE, CONEPIKUT
442 aMUHOKHCIIOTBI U UIMEET MOJIEKYJIAPHYIO MacCy, paBHyo 48 299, 1 aMMHOKUCIIOTHYIO

nocnenosaTeabHOCTh SEQ ID NO: 3, BoCIIpOoU3BENEHHYIO HUXKE:!
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MFTETFESSTHGEAPAEWTTIDADGDGQDWLCLSSGQLDWLTAHGGTNV
VASFSWNGMALNPDNYLISKDVTGATKVKYYYAVNDGFPGDHYAVMIS
KTGTNAGDFTVVFEETPNGINKGGARFGLSTEANGAKPQSVWIERTVDLP
AGTKYVAFRHYNCSDLNYILLDDIQFTMGGSPTPTDYTYTVYRDGTKIKE
GLTETTFEEDGVATGNHEYCVEVKYTAGVSPKVCVNVTINPTQFNPVKN
LKAQPDGGDVVLKWEAPSGKRGELLNEDFEGDAIPTGWTALDADGDGN
NWDITLNEFTRGERHVLSPLRASNVAISYSSLLQGQEYLPLTPNNFLITPKV
EGAKKITYKVGSPGLPQWSHDHYALCISKSGTAAADFEVIFEETMTYTQG
GANLTREKDLPAGTKYVAFRHYNCTDVLGIMIDDVVI

[00042] TIIpenmonaraercs, 4To OOBENMHEHHE TIOCIENOBATENBHOCTH anTurena Mfal ¢ ogHoM
unu o0enMu U3 mocienoBarTeabHocT antureHa HA 1 u nocnenosarenbHocT antureda HA2 B
OIHOM WJT HECKOJIbKUX TMOJIUIMENTHUAAX B OJJHON MMMYHOT€HHON KOMITO3ULIMK HAMPABJIEHO
MIPOTUB HECKOJIbKIX MEXaHHU3MOB, BOBJICUEHHBIX B MATOT€HHOE Pa3BUTHE 3a00JIeBaAHMS
MapOOHTA, CBSI3AHHOTO ¢ WH(EKINeH, BbI3bIBAEMOI Porphyromonas, To eCTh MEXaHU3MOB,

CBsI3aHHBIX ¢ OenkoM pumbpruHa Mfal, a Taxoke ¢ Oenkamu runrunansa RgpA.

[00043] B eme ogHoM BapuaHTe peanusauuu 6enok ¢pumopmnma Mfal nmpoucxogur us P.
gulae. B sToM ciyuae mocnenoBaTeabHOCTh anTureHa Mfal mno cyiiecTsy roMosnorudsa
MMMYHOT'€HHON aMUHOKHCIIOTHOH MOCNIeI0BATENbHOCTH U3 Oenka ¢pumOpunuHa Mfal Oakrepun
P. gulae, Takoi xax nmocnenoBarenbHOCTD U3 Oenka pumOpununa Mfal P. gulae, umerotero
aMUHOKHUCJIOTHYIO nocnenoBaTenbHocTh SEQ ID NO: 4. Kak nosicHsieTcst B OTHOIIEHUU F.
gingivalis, mocnenoBarenbHOCTb aHTHreHa HA1 u nocienoBatenbHOCTh aHTUreHa HA2 TOJKHBI
OBITH MO CYLIECTBY TOMOJIOTMYHBIMH UMMYHOTE€HHBIM aMHUHOKHUCIIOTHBIM TIOCJIEIOBATEILHOCTSIM
u3 foMeHa | remarrmoTuHrHA REpA u nomeHa 2 remarrmoTuHuHa RgpA, COOTBETCTBEHHO,
comepxautuxcsi B Oenke ruarunavHe RgpA opranmsma P. gulae. ImmyHoreHHas
aMHHOKHUCJIOTHAs nocienosatenbHocTh 13 HA1 P. gulae moxer npouncxonuts u3 SEQ ID NO:
5, a IMMyHOT€HHas aMHHOKHCIIOTHAs IocienoBatenbHocTb u3 HA2 P. gulae mooicem

npoucxoauts u3 SEQ ID NO: 6.

[00044] ITomunentuxn pumdbpununa Mfal P. gulae (SEQ ID NO: 4):
MGNGPDPDNAAKSYMSMTLSMPLGSARAGDGQDQPNPDYNYVGEWAGK
DKIEKVSIYMVPQGGPGLVESAEDLDFSTYYDAPTQDPGSNNVILKPKKGIK

VNSAVGKTVKVYVVLNDIAGKAKALLANVNAADFDAKF KEVIELSTQAE
AVSQANAFNGTAAGKIAKKNGATDETIMMTCLQPSDALTIEAAVSEANAIA
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GVKNQAKVTVERSVARAMLSTKADTFEILAANQIGEIAAGSVLATITDIRWV
VAQGERRQYLSKKRGTIQENTWVTPGSDFVPTSSTFHTNATEYYDYAGWED
HNTDPTVISGTQVPTLADYQLQNVTDELAQSLSGKFLLPNTHKSGTDAATS
HYKRGNTAYVLIRAKFTPKKEAFIDKGKTYTDGTQVPEYEADQDFFVGENG
QFYVSMKSVTDPKVGGVTGMKAHKYVKGKVLYYAWLNPSTTSPDTWWNS
PVVRNNIYHIHIKSIKKLGFNWNPLVPDPNPNDPVNPNNPDPNPDEPGTPVPTD
DPEQPLPDQDTFMSVEVTVLPWKVHSYEVDL

[00045] HAI1 runrunauna P. gulae (SEQ ID NO: 5):
MTESFDGGIPATWTLIDADGDGHGWKHGKAPGVAGYNSNGCVYSESFG
LGGIGVLTPDNYLITPALNLPNGGKLTFWVCAQDAAYASEHYAVYASST
GNAASNFTNALLEETLTAKGVRSPEAIRGRVQGTWYQKTVDLPAGTKYVA
FRHFQSTDMFYIDIDEVEI

[00046] HA?2 runrumauna P. gulae (SEQ ID NO: 6):

MNAKRSELLNENFEGDDIPAGWTALDADGDGNNWGVQLNQFTRGER
EALAPLRASNVAISYSSLNQGGGYLPLTPNNFLITPKVEGAKKISYKV
GSPGNQSWSHDHYALCISKTGTAASDFEIIFEETMVY SQGGANFTRE
KDLPDGTKYVAFRHYNCTDVLAIVIDDVVITG

[00047] Takum 0Opa3oM, HACTOSIINE UMMYHOT'€HHbIE KOMITIO3HUIIMU BKJIOYAIOT:

[00048] (1) IMMYHOTr€HHYIO KOMIO3HLMIO, COAEPKAIIYIO (&) MOCIEN0BATEIbHOCTh AHTUT'€HA
Mfal P. gingivalis, no cylmecTBy rOMOJIOTUYHY0 IMMYHOT€HHOW aMHHOKHCJIOTHOM
nocJienoBaTeIbHOCTH U3 Oenka pumbpununa Mfal P. gingivalis, umerotiero SEQ ID NO: 1, u
(b) mocnenoBarensHOCTh anTHreHa HA1 P. gingivalis, no cyImecTBy roMOJIOTHYHYIO
UMMYHOT'€HHOH aMUHOKHCIIOTHOH nocnenoBatenbHocTH U3 HA1 runrunanna P. gingivalis,

SEQ ID NO: 2;

[00049] (2) UMMYHOT€HHYEO KOMIO3HIIHIO, CONEPKAIYIO (a) MOCIeI0OBATEIbHOCTh AaHTUTCHA
Mftal u3 P. gingivalis, o cyecTBy rOMOJIOTHYHYIO HIMMYHOT€HHOW aMHHOKHCJIOTHOM
nocJiefoBaTeIbHOCTH 13 Oenka ¢pumbpunHa Mfal P. gingivalis, umerommero SEQ ID NO: 1, u
(b) mocnenoBarensHOCTH anTHreHa HA2 P. gingivalis, no CyImecTBy roMOJIOTHYHYIO
MMMYHOT'€HHOH aMUHOKHCIIOTHOH nocnenoBarenbHocTH U3 HA2 runrunawnna P. gingivalis,

SEQ ID NO: 3;



16

[00050] (3) IMMYHOTE€HHYIO KOMIIO3HUILHIO, COAEPIKAIIYIO (2) OCIeN0BATEIbHOCTh AHTUTEHA
Mftal P. gingivalis, o cyumecTBy rOMOJIOTHYHYI0 IMMYHOT'€HHONW aMHUHOKHCJIOTHOM
nocjenoBaTebHOCTH U3 Oenka pumobpunmuna Mfal P. gingivalis, nmeromero SEQ ID NO: 1, (b)
nocyienoBarenbHOCTh anTureHa HA1 P. gingivalis, o cymecTBy TOMOJIOTHYHYEO UMMYHOT'€HHON
aAMHMHOKHCIIOTHOH nocnenosatenbHocT u3 HA1 runrunauna P. gingivalis, SEQ ID NO: 2, u (c)
nocjenoBaTebHOCTh auturena HA2 P. gingivalis, no cylmecTBy TOMOJOTHYHYK) HMMYHOT€HHOM

aMUHOKHUCJIOTHOH nocienoBatenbHoct u3 HA2 runrunavna P. gingivalis, SEQ ID NO: 3;

[00051] (4) UMMYHOTE€HHYIO KOMIIO3HLIHUIO, COAEPIKAIIYIO (2) MOCIEN0BATEIbHOCTD AHTUTEHA
Mfal P. gulae, no cyimecTBy TOMOJOTHYHYI) UMMYHOT€HHOH aMUHOKHCIIOTHON
nociienoBaTebHOCTH 13 Oeka pumbpunuaa Mfal P. gulae, nmeromero SEQ ID NO: 4, u (b)
nocienosarenbHOCTh auTurena HA1 P. gulae, o cymecTBy TOMOJOTHYHYO HMMYHOT€HHOM

AMUHOKHUCJIOTHOH nocienoBarensHocT U3 HA1 runrunanna P. gulae, SEQ ID NO: 5;

[00052] (5) UMMYHOT€HHYIO KOMIIO3HUIIHMIO, COAEPKAIIYIO (@) TMOCIeIOBATEIbHOCTD AHTUIEHA
Mfal u3 P. gulae, o cymecTBy roMOJIOTHYHYE0 UMMYHOT€HHOW aMHUHOKHCIIOTHOMN
nociienoBaTebHOCTH U3 Oeka pumbpunuaa Mfal P. gulae, nmeromero SEQ ID NO: 4, u (b)
nocienosaTenbHOCTh auTurena HA2 P. gulae, o cymecTBy roMOJOrHYHYIO HMMYHOT€HHOM

aMUHOKHUCJIOTHOH nocienoBatenbHocTH u3 HA 1 runrunanna P. gulae, SEQ ID NO: 6; u

[00053] (6) *MMYHOT€HHYIO KOMIO3HIIHIO, CONEPIKAIIYIO (a) MOCIeN0BATEIbHOCTh AaHTUT€HA
Mfal P. gulae, no cymecTBy rOMOJIOTMYHYIO HMMYHOT'€HHON aMHHOKHCIOTHOM
nocienosarenbHocTy U3 Oenka pumbpununa Mfal P. gulae, nmeromero SEQ ID NO: 4, u (b)
nocienoBatenbHOCTh auTurena HA1 P. gulae, no cyimecTBy TOMOJOTHYHYIO UMMYHOTEHHOM
aMUHOKHUCJIOTHOH nocienoBatenbHocT u3 HA1 runrunanna P. gulae, SEQ ID NO: 5, u (¢)
nocienoBaTebHOCTh auTurena HA2 P. gulae, no cymecTBy rOMOJOTHYHYI0 UMMYHOTE€HHON

aMUHOKHUCJIOTHOH mocienoBatenbHocT u3 HA1 runrunanna P. gulae, SEQ ID NO: 6.

[000S4] B npeanouTUTENBPHOM BapUAHTE PEANTU3ALMN KOMIIO3ULIUS CONEPIKUT
MMMYHOT€HHYIO KOMITO3ULIMIO, MOAXOAAIIYIO U BKJIIOUEHUS B COCTaB BAKLIMHHOTO cocTasa. [1o
MEHBIIeH Mepe OIMH MOJIUTENTH, CONEPKAIINI BHIOPAHHYIO MOCIEOBATEIbHOCTh AHTUTEHA,
KaK OMUCAHO BBILIE, MPEAMNOYTUTENIBHO BKJIIOUEH B KOMIIO3ULIMIO B BbIICJICHHON WJIN
OUYHUIICHHOH (popMe, TIe TEPMHUHBI «BBIICJIEHHBII 1 «OYUIIECHHBII ONMpeIesieHbl paHee B
HacToswen 3asaBke. KonnuecTBo Mo MEHbIEN Mepe OHOrO MOJIMIIENTHIA B UMMYHOT€HHON
KOMITO3UIINH SIBJIIETCS JOCTATOYHBIM U 3(PPEeKTUBHBIM KOJTUUECTBOM JIJIsl TEHEPUPOBAHHSI
TEPaeBTHYECKOT0 WIH MPOPUIAKTHIECKOTO UMMYHHOT'O OTBETa Y CyOBeKTa, TO €CTh

IpesCTaBIsieT COO0M KOMMUECTBO, Aearollee BCIO KOMITO3ULINID UMMYHOTeHHON. Takum
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o0pa3oM, BBeZIeHHEe UMMYHOJIOTHUYECKH 3()h(HEKTUBHOM A036I UYMMYHOTE€HHON KOMITO3ULIMU
CyOBEKTY B COCTaBE BaKIL[HHHOTO COCTABA BBI30OBET UMMYHHBINH OTBET, KaK MOSICHSETCS B YaCTH
(I) nanHOTrO pazaena, NPEANOYTUTEIBHO OTBET, CIYXKALUHN 711 HHTMOUPOBAHUS
HPOrPECCUPOBAHMUS MIIH PEAOTBPALICHNS] BOSHUKHOBEHHS 3a00JIeBaHNS TAPOIOHTA, CBSI3AHHOTO
¢ uHdpexuuei, Bei3biBaeMon Porphyromonas. OTHOCUTENIbHbBIE KOJINUECTBA KAJKAOTO
MOJIUTIENTH/IA B KOMIIO3ULIMK MOTYT 3HAUUTEIBHO pa3nuyaThes. OHAKO B COCTaB KOMITIO3ULIUU
OOBIYHO BKJIFOUAIOT BHIOPAHHBIE MOJUMIENTHIBI, HATPUMED, (@) NepPBbIi MOJHUIIETITH],
COZEPIKALIUH MOCIeNOBATEIBbHOCTh aHTHIreHa Mfal, n BTOpO# monunenTuy, Coaep Kamuii
nocienosatebHOCTh auTureda HA 1, mocnenoBarensHoCTh anTHreHa HA2 nnm o6e; niu (b)
NIEPBBIN MOJUNENTHI, COAESPKAIUN MOCIEN0BATEIHPHOCTb anTireHa Mfal, Bropoit momunenTus,
coJlep KallMii mocnenosarenbHOCTh aHTUreHa HA1, u tpetuit nonunentua, conepskaiuii
NOCJIEIOBATENBbHOCTb aHTUTeHa HA2, - 00beIMHEHHBIE B KOJTMYECTBAX, COOTBETCTBYIOIINX
MaCCOBOMY OTHOIIEHMIO Ka)KAOTO MOJUIENTHAA B KOMIIO3ULIUY K KaKAOMY APYrOMy
MOJITIENTHTY B KOMITO3HMLIMHU B THAMA30HE OT NMPHOIM3UTENBHO 1:5 1o mpubmusurensHo S:1,
OOBIYHO B IMama3oHe OT NpUOIM3uTENnsHO 1:3 o mpubnmsurensHo 3:1, HaNpUMep, B IHANA30HE
ot npudym3uTenbHo 1:1,5 no npubnmmsurensho 1,5:1, Brirovast npubnmusurensao 1:1. B
MPEANOYTUTENBHOM BAPUAHTE PEATU3aLUA MaCCOBOE OTHOLIEHUE KaXKAOr0 MOJUIIENITUA B
KOMITO3ULIMH K KQKIOMY APYrOMy MOJIMIIENTUAY B KOMIIO3ULIMY HAXOAUTCS B AMANa3oHe ot 1:5
10 5:1, o6buno 0T 1:3 o 3:1, Hanpumep, ot 1:1,5 no 1,5:1, u Bkimrovas 1:1. COOTBETCTBEHHO,

UMMYHOT€HHAs! KOMIIO3ULIMSI MOXKET TMPECTABISITh COO0M OTHO U3 CIEAYIOIIETro:

[00055] (1) KOMMO3UIIHIO, TPUTOTOBJICHHYIO MyTeM O0BEIUHEHHS IEPBOTO MOJUTENTHAA,
COZIepIKALLEero MOCIIEA0BATENbHOCTh aHTUIeHa Mfal, 1 BTOporo mosiumnenTaa, Coaepskaero

MOCJIeA0BaTEIbHOCTh aHTureHa HA 1, B MacCOBOM OTHOIIIEHUHU B Tramna3oHe oT 1:5 no 5:1;

[00056] (2) KOMIIO3UIHIO, TPUTOTOBJICHHYIO MyTeM OOBETUHEHHS IEPBOTO MOJUTIENTHAA,
COZIEpIKALEero MOCIEA0BATENbHOCTh aHTUreHa Mfal, 1 BTOporo nmoiumnenTiaa, CoAepskamero

MOCJIeA0BaTEeIbHOCTh aHTureHa HA 1, B MaccoBOM OTHOIIEHUU B AuamnaszoHe ot 1:3 mo 3:1;

[00057] (3) KOMIO3UIIHIO, TPUTOTOBICHHYIO MyTeM OOBEIUHEHHS TIEPBOTO MOJUIENTHA,
COZIep>KALLEero MOCIEA0BATENbHOCTh aHTUreHa Mfal, 1 BTOporo moiumnenTiaa, CoAepskamero

MocJaen0BaTeIbHOCTh anTureHa HA 1, B MaccoBoM oTHOIeHuu B auanasone ot 1:1,5 mo 1,5:1;

[00058] (4) KOMIO3UILHIO, TPUTOTOBJIEHHYIO MTyTEM OOBEIMHEHHSI IEPBOTO IMOIUIENTHA,
COZIep>KALLEro MOCIEA0BATENbHOCTh aHTUreHa Mfal, u BTOporo nonumnenTHaa, CoAepskaero

NOCJIe0BaTeNbHOCTh aHTUreHa HA 1, B MacCOBOM OTHOIIEHUH, PABHOM NMPUOIM3UTENBHO 1:1;
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[00059] (5) xOMMO3UILHIO, TPUTOTOBJIEHHYIO MyTeM OOBEIUHEHHSI IEPBOTO MOJIHUITENTHIA,
COZIep>KALLEero MOCIEA0BATENbHOCTh aHTUreHa Mfal, u BToporo nonumnenTaa, CoAaepskalero

MOCJeA0BaTEIbHOCTh anTureHa HA2, B MacCOBOM OTHOIIIEHUU B AuamnaszoHe ot 1:5 go 5:1;

[00060] (6) KOMMO3UIIHIO, TPUTOTOBJICHHYIO MyTeM O0bEIUHEHHS IEPBOTO MOJUIENTHAA,
COZePIKALIETO MOCIeNOBATEeIbHOCTh aHTHreHa Mfal, u BToporo nojmnentuaa, Coaep Kamero

MOCJIEA0BaTEIbHOCTh aHTUreHa HA2, B MacCOBOM OTHOIIIEHUU B AuamnaszoHe ot 1:3 go 3:1;

[00061] (7) KOMIIO3UIIHIO, MPUTOTOBJICHHYIO MyTeM OOBETUHEHHS IEPBOTO MOJUIENTHAA,
COZIepIKALLETo MOCIENOBATENbHOCTD aHTHIreHa Mfal, 1 BToporo monunenTtuaa, COAepskaIero

MOCJIeA0BaTEIbHOCTh aHTUreHa HA2, B MaccoBOM OTHOIIEHUU B auanaszone ot 1:1,5 mo 1,5:1;

[00062] (8) KOMIO3UIHIO, TPUTOTOBJICHHYIO MMyTEM OOBEIUHEHHS NIEPBOTO MOJUTENTHAA,
COZIEepIKAIIETO MOCIEA0BATENbHOCTD aHTUreHa Mfal, u BToporo noimumnenTtusia, Coaep kaIero

TOCJIEIOBATEIbHOCTh aHTUreHa HA2, B MACCOBOM OTHOIIIEHUH, PABHOM MPHUOIU3UTENBHO 1:1;

[00063] (9) xOMMO3UIHIO, MPUTOTOBICHHYIO IMyTEM OOBEIUHEHHS IEPBOTO MOJIUTIENITHAA,
COZIep KALLEero MOCIeA0BATENbHOCTh aHTureHa Mfal, BToporo nonunentuaa, ConepKaliero
nocJaenoBaTeNbHOCTh auTurena HA 1, u Tperpero nonunentuaa, Copepikaliero
NOCJIEI0BATENbHOCTh aHTUreHa HA2, rne MmaccoBoe OTHOLIEHHE KaXIOT0 MOJUIENTHAA B
KOMITO3UIIUH K K&KAOMY APYTOMY IOJUMIENTHAY B KOMIIO3UIIMY HAXOIUTCS B AUana3oHe ot 1:5

o S5:1;

[00064] (10) KOMIO3MLIKIO, MPUTOTOBJICHHYIO MyTEM OOBEIUHEHHUS TIEPBOTO MOJUIENITH A,
COZePIKALIEeTO MOCIeN0BATEIbHOCT aHTHIreHa Mfal, Broporo nojunenTtuaa, Conepskaiero
IIOCJICAOBATCIIBHOCTD aHTUI'CHA HAl, 1 TPETHETO NOJUNENTHAA, COACPKAIIETO
MOCJIeIOBATEIbHOCTh aHTHUIreHa HA2, rie MaccoBOE OTHOIIEHNE KaKIOTO TIOJIUIIECTITUA B
KOMITO3ULMHU K KAKAOMY APYTIOMY IOJHUIIENITUAY B KOMIIO3ULIMN HAXOAUTCA B AUAIIa30HE OT 1:3

mo 3:1;

[00065] (11) kOMIO3MLIKIO, MPUTOTOBJICHHYIO MTyTeM OOBEIMHEHHUS TIEPBOTO MOJIHUIENTH/A,
COZIepIKALIEero MOCIEA0BATENbHOCTD aHTureHa Mfal, BToporo nonumnentuaa, CoaepsKamero
NOCJIE0BATENbHOCTD aHTUTeHa HA 1, 1 TpeTbero nmonunentuaa, Coaepkaiiero
NOCJIEOBATENbHOCTh aHTUTeHa HA2, rie MaccoBoe OTHOLIEHHE KaXIOTO MOJUIENTHAA B
KOMITO3ULIMH K K&KAOMY APYTOMY MOJUNENTHAY B KOMITIO3UIIMY HAXOIUTCS B AUAINIA30HE OT

1:1,5101,5:1;u

[00066] (12) kOMIO3ULIKIO, MPUTOTOBJIEHHYIO TyTeM OOBEIMHEHNUS IEPBOTO MOJHUIENTH A,

COACPIKAIICTO MOCICAOBATCIIbHOCTD AaHTUI'CHA Mfal, BTOPOTO MMOJIUIICNITUAA, COACPIKALICTO
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nocyenoBaTenbHOCTh auTUreHa HA 1, u TpeTbero nonunenTuaa, Coaepskaliero
nocyenoBaTenbHOCTh aHTUreHa HA2, rae MaccoBoe OTHOLIEHHE Ka)KOTO MOJNIUIENTHAA B
KOMITO3ULIMH K KKAOMY APYTOMY IOJIUIENTHUAY B KOMIIO3ULUN COCTABISAET NPUOIU3UTEIBHO
1:1, Taxum 0Opa3oM, YTO MACCOBBIE OTHOIIEHHUS TPEX MOJIUIETITHAOB PABHBI IPHOIN3UTEIBHO
1:1:1.

[00067] JlomONHUTENbHBIE AaHTUTEHBI. IOMUMO MO MEHBLIEH Mepe OJHOTO MOJUMENTHAA,
COJZIEpIKaIIero MocieoBaTeIbHOCTh anTurena Mfal u nocsenoBatenbHOCTh aHTUreHa HA 1
W/WJTH TIOCJIEOBATENIbHOCTh anTureHa HA2, nMMyHOTreHHasi KOMIIO3HIIUST MOJKET COIePIKaATh
OIWH WK 0oJiee JONOJHUTENIbHBIX AHTUTEHOB. J{ONOTHUTENbHBIA AHTUTEH MOXET MPEICTABIISATh
co0O¥1 aHTUTEH, KOTOPBIA HHAYIUPYET OMOCPEIOBAHHBIN AHTUTEJIAMHU OTBET, HAIPABJICHHBIN
NPOTHB MaTOr€HHBIX MEXaHU3MOB Porphyromonas w/nmm GpakTopoB BUPYJIEHTHOCTH, HAITPUMED,
OaxrepuanpHyto THpo3uHKHHA3Y Ptk1l (cm. Bainbridge (2010) Infect. Immun. 78(11): 4560-69)
wi pepmenT pocdocepun-pocdarazy SerB (cm. Wright et al. (2014) (MicrobiologyOpen 3(3):
383-94. B KOMIO3ULIMIO TaK)K€ MOTYT OBITh BKJIFOUEHBI aHTUI€HBI, HAIIPABJICHHbIE IPOTHB
NATOT€HOB, OTIMYHBIX OT OPraHU3MOB Porphyromonas, TaKUX KaK OpraHU3MBbl, KOTOPBIE, KaK
NPABUIIO, MPUCYTCTBYIOT B MYJIbTUMUKPOOHOW OUOTIIIEHKE, CBA3aHHON C MMPOrPECCUPOBAHUEM

3a00neBaHMs MAPOIOHTA.

[00068] Ilo meHblIEH Mepe OAUH MOJUNENTHI B COCTABE UMMYHOT€HHON KOMITO3ULIMA MOKET
OBITh NOJTy4eH MHOTUMH CIIOCOOAMU, HAPUMeEp, C IOMOLIBIO TBEPAO(A3HOTrO WIN
KHUIKO(A3HOrO XUMHYECKOTO CHHTE3a (IOJHOCTBIO MJIM YaCTUYHO), paclieruieHneM oosee
JUTMHHBIX MOJIMIENTHIOB C UCIIOJIb30BAHUEM IPOTeas, SKCIpeccueil B KiIeTkax
PEKOMOMHAHTHOTO O€JIKa, MyTeM OYUCTKU OT KJIETOYHON KYJbTYpbl (HAIPUMED, TIOCIIEe
PEeKOMOMHAHTHOH 3Kcrpeccuu) U T. A. OTHAKO MPENMOYTHTEIBHBIM CITIOCOOOM MOy YeHHUS
TIOJIUTIENITHIOB SIBJIIETCS CUCTEMa MaciTadupyeMoro OeckierouHoro cuare3a oenka («CFPSy),
onucanHas B mareHTe CIIIA Ne 9040253 3a aBt. Roy et al., matenre CLIIA Ne 9650621 3a aBr.
Thanos et al., u B Murray et al. (2013) Current Opin. Chem. Biol. 17(3): 420-26. BeckneTouHbIi
cuHTe3 noyunentuaHbx antureHos Mfal, HA1 u HA2 noxgpoOHO onmcaH B MPUBEEHHBIX HUXKE

npuMepax.

[00069] B m300pereHnH TaKKe MPENIOKEH BAKLIUHHBIA COCTAB, CONEP KA
UMMYHOT€HHYIO KOMIIO3HIIHIO B COCTaBE CTEPIIIBHOTO COCTABA AJIsi BBEIIEHUS] CYOBEKTY,
HanpUMep, B BUJIE CYCIIEH3HH, PACTBOPA WIH B JIHOPMIU3HPOBAHHON (OpMe, MOIeKaIeH
Pa3BENCHHUIO NIepe]] UCIOIb30BaHNEeM. BaKIIMHHBIN COCTAB BKJIFOYAET IO MEHbLIEH Mepe OANH

MOJIUTICTITU A, co,uepxcaml/n‘/'l noCJaCaA0BaATCIbHOCTD AaHTUT'CHA Mfal u nocCJacaoBaTCIbHOCTDb
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anturena HA 1 w/unu nociaenoBaTenbHOCTh aHTUreHa HA2; HeoOsi3aTeNbHbIE TOMOIHUTEIbHbBIE
AHTUIEHBI, KaK MOSCHAETCS BBILIE, U IO MEHBIIEH MEPE OJMH ITOMOJHUTENIbHBIM KOMIIOHEHT,

BLI6paHHbII71 N3 aABbHOBAHTOB U BCIIOMOTI'aTCJIbHBIX BCIICCTB, KaK OIIMCAHO JaJICC:

[00070] AnbBrOBaHTBI: BAKLIMHHBINA COCTaB MOKET COEPsKaTh OAMH WK OoJiee abIOBAaHTOB
1Tl YCUJIEHUS] HIMMYHHOT'O OTBETa Ha OJIMH HJIK OOJiee aHTUTEHOB B UMMYHOTE€HHOMN
KOMITO3ULIUU. HOI[XO)ISIH_[I/IG AABOBAHTHI BAKIIUH OJIs1 BKJIKOUCHUSA B HaCTOSIH_II/Iﬁ COCTaB OIMNUCAHBI
B COOTBETCTBYHOIIUX UCTOYHHKAX U JIUTCPATYPEC U 6YI[YT OUCBUAHBI AJIs1 CIICHUAJIMCTOB B

naHHOU obnmactu TexHUKH. OCHOBHBIE IPYIIIBI aBIOBAHTOB MIPEACTABIISIOT COOOH ClIeNyIOIHNe:

[00071] AnbprOBaHTBHI HA OCHOBE MHUHEPAJIbHBIX COJIEH, BKIIFOUAst albIOBAHTHI HA OCHOBE
KBACILIOB, Takue Kak (ocdar aJroMUHUS, TUAPOKCU ATFOMUHUS U CYJIb(paT aIFOMUHUS, a TAKKE
aTbIOBAHTHI HA OCHOBE PYTHX MUHEPAJbHBIX COJIECH, Takue Kak (hocdaTHbIE, THAPOKCUIHBIE U

CyJib(haTHBIE COJTU KaJIbIIHs, JKeje3a 1 [IUPKOHMS,

[00072] CocraBbl CAaIOHUHOB, BKJIFOUasi carioHWH KBujutaiin Quil A u monyyenHsiii u3 Quil A
cartonnH QS-21, a Taxke nMMyHOcTUMYTUpYromue komruiekesl (ISCOM), oOpasyromuecs npu

CMEIINBAHUU XOJiecTepuHa, (ocdonnmuaa U CarnoHNHa,

[00073] IlonmyueHHble U3 OakTepuil U CBI3aHHBIE C OAKTEPUSIMU aBIOBAHTHI, BKIIFOUAs, HE
OrpaHMYMBASCH MEPEUNCIICHHBIM, TENTHIOTIHKAHBI U JIUIIOMOINCAXAPHUIbI KIETOUHOW CTEHKH,
NOJTyYeHHbIE M3 IPaMOTPULIATENbHBIX OaKkTepuil, TaKUX Kak Mycobacterium spp.,
Corynebacterium parvum, C. granulosum, Bordetella pertussis u Neisseria meningitis,
Hanpumep, aunug A, monodochopun-munuag A (MPLA), npyrue npou3BOIHbIE I MUMETHKH
munuaa A (Hanpumep, RC529), surepobakrepuanbhbliil munonoucaxapun («LPSy»), aurasbr

TLR4 u numukoat Tperaiossl (« TDMy);

[00074] Mypamunnentunsl, Takue kak N-anetunmypamui-L-ananun-D-usornyramun

(«MDP») u ananoru u npousBonssie MDP, nHanpumep, Tpeornn-MDP u nHop-MDP;

[00075] AnBIOBaHTHI HA MACIISTHON OCHOBE, BKJIFOUAsi SMYJIbCHH Maclio-B-Bozie (M/B) M BOZIa-B-
macie (B/M), TaKue KaKk 3MYJbCHH CKBalieH-Bona (Harpumep, MF59, AS03, AF03), monmHbIit

anbvroBaHT @peiinna («CFA») u HenonHeii anbroBanT Ppeiinna («IFA»);
[00076] AnbprOBaHTBEI HA OCHOBE JIUTIOCOM,

[00077] AnbroBaHTBEI HA OCHOBE MHKpocdep, oOpa3zoBaHHbIe U3 OMOpa3IaraeMbIx U
HETOKCHYHBIX IOJIUMEPOB, TAKUX KaK IMONU(O-THIPOKCUKHUCIIOTA),

NOoJH(TUIPOKCUMACIITHAS )KUCIIOTA, TOJTUOPTO3(hHp, MOJTHAHTUAPHU, TIOJTUKAIIPOJIAKTOH U T. 1.
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[00078] HMMMyHOMOAYJISATOPHI YEJIOBEKA, BKIKOYask UUTOKUHBI, TAKUE KaK UHTEPJICHKUHBI
(marmpumep, UJI-1, UJI-2, NJI-4, UJI-5, NJI-6, NJI-7, JI-12), uarepdepons! (Harnpumep,
uHTep(dhepoH-Y), MakpodaraibHbIN KOJOHHECTUMYJIUPYIOLIUI (akTop U PakTop HEKPO3a

OIyXOJIH;

[00079] buoanre3uBbl U MyKOAAre€3UBbI, TAKME KAK XUTO3aH U €ro MPOU3BOAHBIE U
sTepuUIMPOBAHHAS THATYPOHOBAsI KUCJIOTA, U MUKPOC(hEpbl UJTH MyKOAATre€3UBbI, TAKHE KaK
CIONUTBIC IPOU3BOAHBIC HOJIPI(aKpHJIOBOfI KI/ICJ'IOTI:;I), MOJIMBUHUJIOBOT'O CITHPTA,

MOJIMBUHUJIITUPPOIHUIOHA, MMOJIHUCAXapHUa0B U Kap6OKCI/IMeTI/IJ'ILIeJ'IJ'II'OJ'I03bI;

[00080] Coenunenust IUMHUIA30XUHOJNHA, BKIIFOYAash MMUKBUMOJ M €r0 TOMOJIOTH, HallpuMep,

PE3UKBUMOJ;

[00081] Aronuctel TLR-9, Takue kax Hsp90 u onurone30KCHHYKIEOTUIBI, COAEPIKALINE
HemeTmnpoBaHHble CpG-moTuBssel (cM., Hanpumep, Bode et al. (2011) Expert Rev. Vaccines

10(4): 499-511); u

[00082] VYrneBomHbIE aABKOBAHTHI, BKJIOYAs abIOBAHTHI-IPOU3BOAHBIE UHYJIMHA FAMMa-
VHYJIMH U aJlblaMMYJIMH, U JPYTHU€e YIJIEBOAHBIE AABKOBAHTHI, TAKUE KaK MOJHCAXapUIbl HA
OCHOBE ITFOKO3bl 1 MAHHO3bI, BKJIFOYasl IIFOKaHbI, IEKCTPaHbl, JEHTUHAHBI, [NIFOKOMAHHAHBI,

rajJJakTOMaHHAaHBbI, JICBAHbI 1 KCHJIAHBI.

[00083] IIpumepbl agbIOBAHTOB B HACTOSIIEH 3asBKE BKJIFOYAOT COJIM Ha OCHOBE KBaCLIOB,

Takue Kak GpochaT aTFOMUHKS U TUAPOKCH]] ATFOMUHHSI.

[00084] BakuuHHBIN COCTaB TaKXKe BKJIIOYAET MO MEHBLIEH Mepe OJHO BCIIOMOTaTeJIbHOE
BEIIIECTBO U, KaK MMPABHJIO, ABA WJIA 0OOJIee BCIIOMOTaTeIbHBIX BEIIECTB, JJIsI BBHITIOJHEHUS JIFOOOH
U3 psiga PyHKIMIA, T7Ie BCIIOMOTaTelbHbIE BEIIECTBA MPENCTABISIIOT COO0H MUMMYHOJIOTHYECKH U
(bapMakoIOrH4ecK HHEPTHBIE KOMITIOHEHTBI, KOTOPBIE SIBIISIOTCS «(papMarlieBTHUECKH
NpUEMIIEMBIMIY. « PapMalieBTHUECKH MPUEMIIEMbIiD» KOMIIOHEHT B HACTOSIIIEH 3asiBKE
NpEeACTaBIsIET COOOH KOMITOHEHT, KOTOPBIH (1) MOKeT OBITh BKJIFOUEH B COCTAB BAKLIHHHOTO
COCTaBa, BBOAUMOTO CYOBEKTY, HE BBI3bIBAS 3HAUNTENIbHBIX HEXKEJIATEeIbHBIX OMOIOTHYEeCKHX

3¢ eKToB MK HE B3aUMOAEHCTBYS MaryOHbIM 00pa3oM C JTFOOBIMH JPYTUMH KOMIIOHEHTaMH
COCTaBa; U (2) COOTBETCTBYET KPUTEPHSIM, U3JIOKEHHBIM B TOKyMeHTe HeakTHBHBIN HHIPEIHEHT
(Inactive Ingredient), moaroToBaeHHOM Y IIpaBiIeHUEM IO CAHUTAPHOMY HAA30py 32 Ka4eCTBOM
nuIeBbIX MpoaykToB 1 MenrnkamMeHToB CIIA (FDA), u, npeanodTuTeNnbHO, TaKKe IOy uIl
craryc «PaccmarpuBaemslii kak OezonacHblin» («GRAS»). Tun BcmomMoraTenbHOTO BelecTsa

WK BCIIOMOTI'aTCIIbHBIX BCIICCTB, BKJIFOUYCHHBIX B COCTAaB BAKIIMHHOI'O COCTAaBa, 6yner JaCTUYHO
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3aBUCETh OT BBIOPAHHOT'O CIIOCO0A BBEAESHHS M KOHKPETHOT'O TUIA COCTaBa WJIU JICKAPCTBEHHOM
(b opMbI, HarIpUMep, JKUIKUX COCTABOB JJIsl HHbEKLIMH, COCTABOB JJIsl TPUMEHEHUS B BULE
WHTPAHA3JIHOTO CIIpesi WK TOMY MOI00HOT0; CITOCOOBI BBEAEHHUS U COOTBETCTBYIOIIHE
COCTaBbI OOCYKIAIOTCS HUXKE. B 11e1oM, OJJHAKO, MHEPTHBIE KOMIIOHEHTHI, KOTOPBIE MOTYT ObITh
NPEATIOYTUTENIEHO BKIIFOYEHBI B COCTAB BAKLITHHOTO COCTABA COTJIACHO H300PETEHHIO,
BKJIIOYAIOT, HE OIPAaHUYMBASICh TEPEUNCIIEHHBIM, HOCUTEIH, COJFOOMIU3ATOPbI, SMYJIbIaToPHbI,
CTaOUITM3aTOPBI, KOHCEPBAHTBI, U30TOHMYECKUE CPEACTBA, Oy(epHbIe CUCTEMBI, TUCTIEPTaTOPbI,
pa3baBuTeNn, MOTU(PUKATOPBI BI3KOCTH, YCHIUTENH adcopOimu u ux komOuHamvu. [TonpobHoe
oOcysknenne papMareBTUIeCKH MPUEMIIEMbIX HHEPTHBIX 100aBOK coaep:kutcs B Gennaro

(2000) Remington: The Science and Practice of Pharmacy. 20-e u3n., ISBN: 0683306472.

[00085] 3. Bgeoenue u npumenenue.

[00086] WmMmyHOTeHHAs] KOMITO3HLIUS COTJIACHO N300PETEHUIO OIXOANT ISl IPUMEHEHHUS B
crioco0e UMMYHHU3aLUHU CyOBeKTa MPOTUB 3a00JI€BaHMS MAPOAOHTA, T CIIOCO0 BKIIFOYAET
BBEJICHUE YKA3aHHOMY CyOBEKTy HIMMYHOJIOTUYECKH 3((PEKTUBHOTO KOJIMIECTBA BAKIIHHHOTO
COCTaBa JJisl MapOJIOHTA, COAEPIKAIEr0O MMMYHOT'€HHYIO KOMITO3UIINIO, KaK OMHUCAHO B

HACTOsIIEHN 3asiBKE.

[00087] CyOpexT MOXKET IPeACTaBIATh COOON YeTOBEKA MIIM MIIEKOIUTAIOLIEE, OTIIMYHOE OT
4eJIoBeKa, 1 BbIOOp OakTepuu-MulleHu (KoTopast OyaeT HCTOYHUKOM UMMYHOT€HHBIX
AMUHOKHCJIOTHBIX [TOCJIEAOBATEIbHOCTEN, KOTOPBIM COOTBETCTBYIOT IIOCIEN0BATEIbHOCTH
AHTUTEHA) MOXKET 3aBUCEThb OT TUNAa CyOpekTa. Hampumep, UMMyHOreHHas KOMITO3HLIVS
COTJIACHO HACTOSIIEMY H300PETEHUIO, UCTIONB3yeMast AJIsl JICUSHHS] FUTH TTPEAY IPEKACHUS
MAPOJIOHTHUTA Y YeJIOBeKa, OObIMHO HarpaBiieHa NpoTuB P. gingivalis. B xauecTBe apyroro
npUMepa, IMMYHOTE€HHAsi KOMIIO3HIUS COTJIACHO HACTOALIEMY H300PETEHHIO, UCTIOIb3yeMast IJIst
JICYCHUs WIN NPEAYNPEXACHUS NAPOJOHTUTA Y MIEKONUTAOILIErO, OTIINYHOIO OT YEJIOBEKa, IIe
TAKUMHU CYOBEKTaMH MOTYT ObITh COOAaKH, JIOLIAIH, MOJIOYHBINA CKOT, KOLITKH HITH JPyTHe

MJIEKOIIUTAIOLIHE, KaK MPaBWiIo, OyaeT HanpasieHa npotus P. gulae.

[00088] Crniocob MoskeT BKITIOYATh BBEACHUE MMMYHOT€HHON KOMIIO3HIIMH B KAYECTBE
TepareBTHYECKON BaKIIMHBI, TO €CTh JJIsl JISYSHHsI CyObeKTa, CTPAJarOIIero MapoOgOHTUTOM.
Crnioco0 Takke MOKET BKIIFOUATh BBEACHHE UMMy HOTEHHOM KOMITO3UIIMH B KA4eCTBE

PO UIAKTUYECKON BAKIIMHBI, YTO O3HAYAET, HAMPUMED, YTO CHIOCOO CHUKAET PHUCK PA3BUTHUS Y
CcyOBeKTa maponoHTHTA (B TOM YHCJIE TTAPOIOHTHTA OT CPEIHEH 0 TSHKEJIOW CTENeHH TSKECTH)
U, TAKIM 00pa3oM, MOXKET OTCPOYMBATh UJIM HCKIIFOUATh pa3BUTHE napogontuta. Korma BakimHa

HCTIOJIB3YETCS B MPOPIIIAKTUYECKUX LIETISIX, CYOBEKT MOXKET OBbITh MPEAPACIIONIONKEH K PA3BUTHIO
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NApOIOHTUTA BCIIEACTBHE JIF0OOOT0 KOJHUecTBa (PaKTOPOB PHCKA, BKIFOYAsl BO3PACT;
I€HETHYECKYIO MPEIPACIONOKEHHOCTh, UMMYHOAE(PUIIUTHOE COCTOSIHNE, 3a00IeBaHME,
MOBBIIIAIOIIEE PUCK PA3BUTHUS MAPOJOHTUTA OT CPEIHEH 10 TSIKEJION CTENEHU TSKECTH,
Harpumep, caxapubiii nuadet, CITU/I, netiko3, cuaapom [layHa; uiu Haau4due
SHIOIOHTHYECKUX MOpaXkeHnH nim adcriecco. B kauecTBe npumepa, NalUeHTh, TOTYYatoLIne
tepanuto npotuB TNF (1. e. npuaumaromue narudutop TNF, Takol kak sTaHepUenT Win
ananuMymal), Hanpumep, MpH JISYEHUH PEBMATONIHOTO apTPHUTA HITH IICOPHA3a, 4acTo

AEMOHCTPHUPYIOT BOCIAJICHUE NECCH U o6na):[a}0T MOBBIIICHHBIM PHUCKOM PAa3BUTHA MMAPOAOHTHUTA.

[00089] «HMmmyHONOrMYeCcKH 3 (PEKTUBHOE KOJINYECTBO» BAKIITHHOTO COCTABA MPEICTABIISET
co0OM KOJIMYECTBO, KOTOPOE JIMOO B BUAE PA30BOH O3BI, IMOO KaK YaCTh CEPUU U3 IBYX HIIH
bonee 103, 3hPeKTUBHO IS JISUESHUS WK NTPeNyNpekaeHUs 3a00/IeBaHUs TAPOJAOHTA, e
«JICUSHHE» U KTPeaynpeKIeHUs» onpeaenaennl B yactu (1) atoro pazaena. Beogumoe
KOJINUECTBO OyA€T BapbUPOBATh B 3aBUCUMOCTH OT HECKOJbKHX (PAKTOPOB, BKIIFOYAs o0LIee
COCTOSTHUE 3I0POBbsI M (PU3HUECKOE COCTOSIHAE CYOBEKTa, BO3PACT CyOBbEKTa, CIOCOOHOCTh
UMMYHHOW CHCTeMbI CyObeKTa CHHTE3UPOBATh COOTBETCTBYIOIIME aHTUTENA, (POPMY
KOMITO3HLIUH (HAIIPUMep, XKUIKOCTh I MHBEKIMH, HAa3aIbHbIH cripeit U T. 1.),
TAaKCOHOMHUUECKYIO TPYyIMIy CyObekTa (HarmpuMep, 4esOBEK, IPUMAT, OTIMYHBIH OT YeIOBEKa,
CyOBEKTbI, OTJIMYHbIEC OT MPUMATa, U T. 1), U Apyrue (pakTopsl, N3BECTHDIC Bpayy,

KOHTPOJIUPYIOIIEMY BBEICHHE.

[00090] BBaeneHre UMMYyHOTE€HHOIN KOMITO3MLIMK B BUI€ BAKIIHHHOTO COCTABa MOXKET OBbITh
OCYIIECTBJICHO C UCTIOIb30BAaHUEM JIFOOOT0 3 (PEeKTHBHOrO criocoda CUCTEMHOM JOCTABKH.
KOMHOSI/ILII/IIO O6bIllHO BBOIAT MAapPCHTEPAJIBbHO, HAIIPUMED, ITyTEM WHBCKIWH, BKIIFOYas
BHYTPUBEHHYIO, BHYTPHMBIIIEUHYIO, BHYTPUOPIOIINHHYIO, HHTEPCTULHATBHYIO HJTH
MOAKOKHYIO HHBEKIUIO, UHBCKIUA TAKKE MOXKET 6bITb OCYyHIECTBJICHA B I€CHY, B TAKOM CJIy4ac
BaKLIPIHHbeI COCTaB BBOOAT HEMOCPECACTBECHHO B JCCHY. KpOMe TOr'0, KOMIIO3HUIHA MOXKET 6bITb
BBE€ACHA TPAHCMYKO3aJIbHO, HAIIPUMEP, UHTPAHA3AJIbHBIM, CY6J'II/IHFBaJ'IbeIM,
TpaHC6YKKaJ'IbeIM, HUHTpPaBaruHaJbHbIM WU PEKTAJIBHBIM CHOCO6aMI/I. OI[HaKO npeayCMOTPECHDbI
U Ipyrue crocoObl BBEICHUS, U U300peTeHNe He OrPaHIYeHO B 3TOM OTHowmeHnH. Hampumep,
Apyrue crocoObl BBEIEHHS BKJIIOYAOT MEPOPATBHYIO M TPAHCAESPMANIBHYIO JOCTABKY, & TAKKE

BBCACHHE NTOCPEACTBOM UHTAJIAINU UJIN C UCITOJIB30OBAHUEM ITOAKOXKHOTO UMIIJIAHTATA.

[00091] Crnoco0 BBeneHUS B 3HAYUTEIBHOUN CTENIEHU OIpeNesieT TUIT COCTaBa WU
JIEKapCTBEHHOH (POPMBI, CoZepKaMX UMMYHOT€HHYIO KoMIo3uui0. Kommosuiny,

MNPUTOTOBJICHHBIC AJIA MAPCHTEPAJIbHOI'O BBEACHUS, BKIIIOYAOT CTCPUIJIbHBIC BOAHBIC 1 HCBOAHBIC
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PacTBOPBI, CYCIIEH3UH U 3MYJIbCUHU. BOHBIE PaCTBOPHI 11 MHBEKLIUN COAEPKAT AKTHBHBIIHI
areHT B BolopacTBOpUMOii popme. [Ipumeprr HEBOJHBIX pacTBOpUTENEH NI HOCUTENEH
BKJIFOYAIOT JKMPHBIE MAcJIa, TAKHE KaK OJIMBKOBOE MACJIO U KYKYPY3HO€ Macilo, CHHTETHUECKHUE
CJIOKHBIE AP HUPBI JKUPHBIX KUCIIOT, TAKUE KAK STUJIONEAT WU TPUTITHLIEPUADI,
HHU3KOMOJIEKYJIIPHBIE CIIUPTHI, TAKHE KaK MPOIMMUIIEHTJINKOIb, CHHTETHUECKHE THAPOPUIbHBIE
NOJIIMEPBI, TAKUE KaK MOJHATUIICHTJIUKOIIb, IMITOCOMBI U TOMY nopoOHoe. [lapeHTepanbHbie
COCTaBbI MOTYT TAK)K€ COIEPIKaTh BCIIOMOTATEIbHBIE BELIECTBA, TAKHE KAK COMFOOMITU3ATOPBI,
SMYJIBraTOPbl, CTAOUIIN3aTOPbI, KOHCEPBAHTHI, U30TOHUYECKUE CPENCTBA, Oy(epHbIE CUCTEMBI,
IUCTIEPraTopbl, pa3daBuTen, MOITU(HUKATOPHI BA3KOCTH, YCHIIUTETH aOCOpOIUN U HX
koMOuHatmu. CTepUIIbHOCTD COCTABOB JUJISl HHBEKLIUH 00ECTIEUHNBAIOT MyTEM BKIIFOUCHUS
CTEPUJITM3YIOIIErO CPEeCTBa, PUIBTPAIINH Yepe3 yAepKUBarouil Oakrepun GuibTp, oOmydeHus
win HarpeBaHusl. OHU TaK)Ke MOTYT OBITh H3TOTOBJICHBI C HCIIOJIb30BAHHEM CTEPHIIbBHON CPEe/Ibl
11 UHbeKUMH. IMMYyHOTEHHAst KOMIIO3ULIUS FITH €€ OTAEIbHBIE KOMITIOHEHTBI TAK)KE€ MOTYT
HAXOJIUTHCS B BBICYIIEHHOH, HAIIpUMep, THOQHIM3UPOBAHHOM, (OpME, KOTOpast MOXKET OBITh

pa3BE€aACHa NOAXOAAINM HOCUTECIIEM HETIOCPEACTBEHHO MEPEA BBEACHHUEM ITyTEM UHBCKIHNU.

[00092] U3 TpaHCMYKO3aJbHBIX CLIOCOOOB OOBIMHO, XOTS U HE 0053aTENbHO,
IPEeANOYTUTENbHBIM SIBJIETCS HHTPAaHA3aIbHOE BBeIeHNe. FIHTpaHa3anbHbIe COCTaBbI, B TOM
Y1CJie BBOAUMBIE HHTPAHA3aJIbHO BAKLIMHHbBIE COCTABbI, H3BECTHBI B JAHHON OOJIACTH TEXHUKH U
JOJIKHBI pa3pabaThIBaThCs CO CChUIKOI Ha pa3paboranHoe FDA Pykosoocmeo ons
npomviuLIeHHOCHIU TION Ha3BaHUEM «./lexapcmeennvie cpeocmea 6 popme HazanbHo20 chpest u
pacmeopa, cychenzuu u cnpes ons uneansayuuy (Nasal Spray and Inhalation Solution,
Suspension, and Spray Drug Products). UnTpaHa3anbHbIe COCTaBbI MPEACTABIISIIOT COO0M
KUIKOCTH, T. €. PACTBOPBI, SMYJIbCUH, CYCIIEH3UN HJIH TOMY NOZOOHOE, /IS BBEACHHSI B BUJIE
CIIpeeB, MHTPaHA3aJIbHBIX HMHBEKLNI WM Kaleb U MOTYT COZEPKATh abIOBAHTHI U
(bapmaneBTHUECKH IPHEMIIEMBIE BCIIOMOTaTeIbHbIE BEIECTBA, KaK YKa3aHo Bbime. M3-3a
OTHOCHUTEJBHO OOJIBIIOrO pa3Mepa aHTUIeHOB B COCTaBE COCTABA CUCTEMHAsI JOCTABKA
MHTPAHA3aJIbHBIM CIIOCOOOM TpeOyeT BKIIFOUSHHs] B IMMYHOT€HHYIO KOMITO3HLIUIO YCHUITUTEIS
TPaHCMYKO3aJIbHOH abcopOuuu. [TpuMeps! MOAXOASAINX YCUITUTEIEeH TPAHCMYKO3aJIbHON
aOcopOLyy BKITIOYAIOT, HE OTPAHUYHBASICh IEPEUNCIICHHBIM, aJKIJICAXapUbl, IUKIOAEKCTPUHBI
U XUTO3aHbL, cM. Maggio (2014) J. Excip. Food Chem. 5(2): 100-12; u Merkus et al. (1999) Adv.
Drug Deliv. Rev. 36: 41-57. KOHIEHTpaLMIO YCHIIUTENS BBIOMPAIOT TAKUM 00pa3oM, YTOOBI
UMMYHOJIOTHYeCKU 3()(PeKTUBHOE KOINUECTBO COCTaBa MPOXOAUIIO Yepe3 CIU3UCTYI0 000I0UKY

HOCA ¥ MOCTYIAJIO B CUCTEMHBIN KPOBOTOK ¢ 3(p(pekTHBHOI CKOpOCTHIO nepeHoca. Paznuunble
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aHaToMH4eckue u pu3nojoruueckue (HakTopbl, OMPENEIIOLINE COCTAB U MPUPOIY
WHTPAHA3JIbHOTO BaKIMHHOT'O COCTaBa, O0CYKAar0Tcsi, Harnpumep, B Aurora (October 2002)

Drug Development & Delivery 2(7).

[00093] [pyrue ciocoObl BBEIEHHS M COOTBETCTBYIOLINE COCTABBI BKJIIOYAIOT, HE
OrPaHUYMBASICH MEPEUUCIEHHBIM, CyOJIMHIBAIbHOE BBEAEHNE ObICTPOPACTBOPUMOIA
JIEKapCTBEHHOM (OpPMBI, TaKOM Kak OBICTpOpAacTBOpUMAast TaOJieTKa; TPAaHCOYKKAJIbHOE BBEIEHUE
C UCTIOJIb30BaHUEM OYKKAJIbHOTO MIACTBIPS UJIH IPYTroi CUCTeMbI OyKKaJIbHOM TOCTABKH,
WHTpPABarHHAJIBHOE BBEICHUE C HCIIOIb30BAHUEM MECCAPHs], MAa3H HITH KPeMa, PEKTaJIbHYIO
JOCTaBKY C HCIOJIb30BAaHUEM PEKTAJIBHOTO CYMIIO3UTOPHS, Ma3u WK KpeMa, TPaHCAePMaTbHOE
BBEJICHHE C UCTIOIH30BAHNEM TPAHCAEPMAIBHOTO TUTACTBIPS UJIH COCTABA;, TIOAKOKHOE BBEICHUE
C TIOMOIIBIO BBEIEHHOT'O UMILIAHTATA WJTH TPAHYJIbI, HHTAJISIIUIO C UCIIOJIh30BAHHEM CYXOT0
MOPOLIKOBOTO COCTABA /ISl HHTAJSILIUY, M IEPOPATbHOE BBEICHUE C NCTIOJIb30BAHUEM

NepOpaIbHOM JIEKAPCTBEHHOM (hOPMBI, TAKOH Kak Ta0JeTka, KarcyJia MId TOMY TOZO0HOE.

[00094] Kak ymomMuHanoch paHee B HACTOSIIEH 3asBKE, BAKLIIMHHBIN COCTAB BBOIST CyOBEKTY
B paMKax MOIXOASIIEH cxeMbl mpreMa. KoMmo3uuus MokeT ObITh BBEZI€HA OTHOKPATHO WIIU /1BA
wu OoJee pa3 ¢ UHTEPBaJIaMU MEKAY HUMU B T€UEHHE JTUTEIbHOTO IEPHOAa BPEMEHH.
Hanpumep, nociie Ha4anbHOU, KIIPUMHUPYIOLIEH» 103l MOXKET CIEAOBATh IO MEHbIIEH Mepe
onHa «OycrepHas» no3a. BpeMeHHO! nHTepBas MeXxxay NPUMHUPYIOLIEH U MOCIenyoLIei
OycTepHOIi 10301, a Takke MeKIy OYCTepHBIMHU 103aMH, OOBIMHO COCTABJISIET OT
NpUOIM3UTENBHO 2 10 MPUOIM3UTENBHO 24 Heneb, yalne NpuOI3uTeNbHO OT 2 10 12 Henenb,
Hanpumep, oT 2 10 8 Hexenb, OT 3 10 6 Hexenb U T. 1. HezaBucumo ot cnocoba BBEAEHMSI,
HanpuMep, BHYTPUMBIIIEYHOW HHBEKIIUN, UHBEKLUU B 1€CHY, HHTPAHA3aJIbHOTO BBEICHUS WU
TOMY MOJOOHOTO, 00BEM PA30BOM JO3bI BAKIIMHBI OOBIMHO OYIET COCTABJISITH OT
npuOIU3NTENBEHO 1 MKJ 10 puOIM3uTenbHO SO0 MKJI, OOBIMHO OT MPUOIM3UTEIBHO 1 MK 10O
npuOIU3NUTENBEHO 250 MKJI, Harie OT MPHOIU3UTENBHO 2,5 MK 10 npubnusutenbHo 200 MK 1
NPEATIOYTUTENBHO OT MPUOIU3UTENBHO S MKJI 10 puOnmm3uTenbHo 150 M. Cnenyer
NPUHUMATh BO BHUMaHHE, YTO 00IIasi KOHIEHTPALUsS AHTUT€HA B UMMYHOTE€HHON KOMITO3ULIHH
COOTBETCTBYET HMMYHOJIOTHYECKH 3((PEKTUBHOMN 103€ KOMITO3ULIMH Ha EANHHLYY 00BEeMa,

MCX OIS U3 BBILIEYTIOMSIHYTBIX PEKOMEHIANN TI0 00bEMY J03BI.

[00095] [Iyist mpOCTOTHI MPUMEHEHHUS] UMMYHOTE€HHAs! KOMIIO3HIIHS COTJIACHO M300PETEHHIO
MO3KET OBbITh BKJIFOUEHA B COCTAB YIIAKOBAHHOTO MPOAYKTA UIH «HAOOPay, BKIIOYAOLIETO
HUHCTPYKIUHU AJIs1 CAMOCTOATCIIBHOIO BBEACHUA UJIM BBECACHWA BPA1OM. Ha6op BKIIFOYAET

repMETUYHBII KOHTEWHEP, COAEPKAIIMN 103y BAKIIMHHOTO COCTaBa, OOBIYHO «CTAaHIAPTHYIO
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T03y», TOAXOSAILIVIO B CIIy4ae BBEIEHHS Pa30BOI JO3bI, KOTOPAs SIBIISETCS UMMYHOJIOTHYECKU
s¢dexTuBHON. BakiiHa MOKeT MPUCYTCTBOBATH B XKUAKOH (hopMe U, TaKiM 00pa3oM, ObITh
TOTOBOM Il BBEIGHUS B BUJI€ MHBEKLIUN WM TOMY ITOJIOOHOTO, WJIK OHA MOXKET
IPUCYTCTBOBATh B APYroii popme, kotopast TpedyeT OT MONIb30BaTeNs IPOBEAEHHS poLecca
IPUTOTOBJICHUS TIEpe]] BBEICHNEM, HAIIPUMep, FHAPATALNH JTHOPHIN3HPOBAHHOTO COCTABA,
AKTUBALIMY UHEPTHOT'O KOMITOHEHTA WK ToMy nonodHoro. Habop Takske MOXKeT BKIIFOYATh J1Ba
wiu OoJiee TepMETHYHBIX KOHTEHHEpa ¢ MPUMHPYIOLIEH 10301 B MEPBOM KOHTEHHEpe U
OycTepHOH 1030# B OJHOM MK O0Jiee TOTOIHUTENIbHBIX KOHTEHHEPAX, WA BAKLIMHHBIM
COCTaBOM MPOTUB NMAPOJOHTUTA B IEPBOM KOHTEMHEPE U BaKLINHOMN, HATIPABJIEHHON IIPOTHUB
Opyroi HHPEKLUHUH, KOTOpast MOKET ObITh WJIU He ObITh CBSI3AHHOW ¢ WH(EKIHEH, BbI3bIBAEMOM

Porphyromonas, B 1pyrom xonTeiinepe.

SKCHNEPUMEHTAJIBHBIN PA3JIEI

Ionyuenue beckiemounozo Ikcmpaxma.

[00096] beckieTouHbIe SKCTPAKTHI, CONEPIKALIIE TOMOTHUTENbHBIN marnepod DsbC,
noJy4ainy, kak onucaHo panee B Groff et al. (2014) Mabs 7(1):231-242. Bkpatue, mramm E. coli
SBJYO001 (cm. Yin et al. (2012) Mabs 6(3):671-678) tpanchopmuposanu mazmunoii pACYC,
Hecy1el TanaeMHble konnu resa dsbC. Knerku BripatiBany, coOUpain U TOMOT€HU3UPOBAJIH,
kak orucaHo B Zawada et al. (2011) Biotechnol. Bioeng. 108(7):1570-1578. IlocpencTBom
MOCJIEAYIOLIET0 OCBETIEHUS C IIOMOLIBIO EHTPU(PYTUPOBAHUS MOJYIHIIN SKCTPAKT, KOTOPBIH

OBUT HCIIONB30BAH IS MOCIIEAYIOLIeH peakiny OECKJIETOUHON 3KCIIPECCHH.
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[00097] IIoayuenue pexombunaummusix Mfal, HA1, HA2 P. gingivalis u ouucmxa.
ITocnenosarensHoctn JJIHK, kopupyromue 6enku HA1, HA2 u pumbpununa Mfal,
accolMMpoBaHHble ¢ P. gingivalis, b ONTUMHU3UPOBAHBI 110 KOZOHAM, cHHTe3upoBaHbl (DNA
2.0; Menno-ITapk, KanudopHus) u KIOHUpOBaHbI B paHee onrcaHHbli BekTop pYD317 [30].
becknerounslie peakuuu nmpoBoamu ¢ nomotrsto cucremsl Xpress CEFTM CFPS, no cyuiecTy
kak orucaHo panee (Yin et al., cm. Boitne; Zimmerman et al. (2014) Bioconjug. Chem.
25(2):351-361). Ans sxkcnpeccun HA1, HA2 u pumbpununa Mfal npoBoauinu peakimu ¢
npenBaputeNbHOi 00padboTkoii IAM (Hoganeramun) npu 25 °C ¢ nobaBieHreM OKHUCIEHHOTO
riayTatioHa (2 MM) st CO3MaHust OKUCITUTENbHON Cpenbl 1Tl AUCYIb(UAHBIX CBA3CH.
Okcnpeccuro HA1 n HA2 nposonuim 6e3 06padoTku kiietoyHoro skcrpakra IAM; nobasnenne
BOCCTaHOBJICHHOTO ITyTaTHOHA (8 MM) monaepKuBajo BOCCTAHABINBAIOIIYIO CPENy IS
skcripeccun. ITo mpommecTsun 16 4 mpoTekaHus peakLuy SKCIIPECCUPOBAHHbBIE OSITKH BbIIEIISIIH
13 OECKIIETOUYHBIX PEAKLMOHHBIX CMECEH C MCIIONIb30BaHNEM apQUHHON OUHNCTKH C TOMOIIBIO
his-metku Ha cmone Ni-cedaposa (GE Lifesciences, ITutrcOypr, [lencunbBanus) B
COOTBETCTBHUH C peKOMeHIausiMu npoussoantessi. Jlanbuelimyro ounctky 6emka HA1, HA2, a
Takke Oenka pumOpuuHa Mfal oCymecTBIsUIN C IOMOIIBIO KATHOHOOOMEHHOMN
xpomarorpaduu Ha cmone SP ImpRes (GE Lifesciences). BkpaTie, B mynax 31r0aTos,
nojy4eHHbIX Ha Ni-cepapose, 3amensnu Oydpep uurparom Hatpus (50 mM), NaCl (50 mM), pH
4,5 ¥ HAHOCWJTM UX Ha KOJIOHKY, YPaBHOBELICHHYIO B TOM ke Oydepe. 3aTeM OUHIIeHHbIH Oenok
3IIOUPOBAH FPaIUeHTHBIM dmonpoBarueM 1o Tpuc (50 MM), NaCl (1 M), pH 7,5.
AHaNOru4HbIM 00pa30M TOMOJHUTENBHO ounInaid HA2 ¢ mOMOLIbI0 aHHOHOOOMEHHOI
xpomarorpaduu Ha Q ImpRes (GE Lifesciences). YpaBHOBelIBaHNUE U 3arpy3Ky KOJOHKH
nposomu B Tpuc (50 MM), NaCl (50 mM), pH 7,5, ¢ mocnenyromum rpagueHTHbIM
smouposanueM 1o Tpuc (50 MM), NaCl (1 M), pH 7,5.

[00098] TIlocne 3aKIFOYUTENBHON XpoMaTorpaduieckoll OYUCTKY BCe OeTKM MOBEpraH
nuanuzy B PBS Jlynebexko u anamusuposainu ¢ nomoiisio SDS-PAGE, a takke mpoBoamiuu
aHaJN3 MHTAKTHOH Macchl ¢ momombio Q-TOF (kBampynoJabHOTO BPEMSIIPOIETHOTO
cnektpometpa) (Agilent, Canra-Knapa, Kamudopuus). B cinyuae HA1 aHann3 HHTaKTHOH MacChl
yOeanTeNnbHO MOKA3aJ, YTO LIUCTEHHBI OBbLIIH OKUCIEHBI U 00Pa30BaJIH OKUIAEMYIO

IUCYNb(UITHYIO CBSI3b.

[00099] Kyusmueuposanue P. gingivalis u oyenxa 6axmepuaivHoil Yucmomeol.
[000100] Itamm Porphyromonas gingivalis A7436 BeipamuBany, kak onucano panee (Huang

et al. (2015) Mol. Oral. Microbiol. 30(6):438-450). Bkparue, nCXOqHbIN MaTepual,
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XPaHUBIINNCS B MOPO3WJIbHONM KaMepe, BhICEBAJIN HA YALIKH C aHASPOOHBIM KPOBSHBIM arapom,
P. gingivalis coOupanu o nmpomecTsuu Tpex nHel anaspodHoro pocrta nipu 37 °C, cobpaHHbIe
OpPTaHU3MbI [TOMEIIATHN B CTEPUIIbHBIE OYJIbOHBI C CEPEYHO-MO3TOBBIM SKCTPAKTOM C
nobaBkamu L-nmcrenna (0,75 r/m), remuna (5 mr/n) u menaauona (1 mr/m). Uepes 24 vaca
OakTepuu B JorapupmMu4IecKoi paze pocra cobupany HeHTpUPYrupOBAHUEM U CYCIIEHAUPOBAIIH
1o konueHTpauuu 1x1010 KOE/min B 2% xapOOKCUMETHIILIEIUTION03€ B alTUPOTr€HHOM
(pU3NONOTHUECKOM pacTBOpE IS nepopaibHoro nHpuupoanus (100 MK1/uHUIIIPOBAHNKE).
Jliss *MMyHH3a1MK BbIpaleHHble B OyabpoHe P. gingivalis noBogwnm 1o konuentpamumu 1x109
KOE/mn B ¢pU3MO0IOTHUECKOM PacTBOPE ISl HHBEKLNH 1 TepMonHakTHBHpoBain (60 °C B
TedeHue 30 MUHYT) Mepea UHBEKIHEH, TIPU STOM YHUYTOKEHUE OaKTepuil MOATBEPKAAIH
noceBoM. OxpammBanue o I'paMy mpoBOIMIM Ha BCeX OYJIBOHHBIX KyJbTypax P. gingivalis B

uesisx 00ecneuyeHuss YuCTOThI.

[000101] Motuiu, ummynuszayus u nepopaivrnoe unduyuposanue.

[000102] IIectunenenvHbix camok Mbitneli BALB/c (Charles River Laboratories,
YunmunarTon, Maccadycerc) ciiydaiiHbIM 00pa3oM pasnessuid Ha mecThb rpymil (n = 8/rpyrmy).
Onu coneprKanuch B MOMELIEHUSX, CBOOOIHBIX OT Crieli(puecKol maToreHHoH MUKPO(IOpHL, 1
NOJIy4aJii BOAY M MUIy Oe3 orpaHuueHnH. Beex :KUBBIX JKUBOTHBIX MCIIOIB30BAIHN C OJOOPEHUs
TACUC (AmepukaHCKasi acCOLMALNS IO aKKpeIUTANH JaOOPaTOPHBIX UCCIIEOBAHUMA Ha
*UBOTHBIX ). ['pynmsl Bkitouanu G1) HemMMyHU3UpoBaHHbIE / 6€3 KOHTPOJIS IIEPOPaIbHBIM
uHpumposannem, G2) HEMMMYHHU3UPOBAaHHBIE / IepopaibHOe nHpuuuposanue P. gingivalis,
G3) uMMyHH3aLKs TEPMOMHAKTUBUPOBaHHbIMU P. gingivalis / mepopanbHoe nHpuuuposanue P.
gingivalis, G4) komOunupoBannas ummyHu3amys Mfal+HA1+HA?2 B kBacuax / mepopajibHOe
uHuuuposanue P. gingivalis, G5) komOunnposanHas nmmynuszauusi Mfal+tHA1+HA2 8 MPL /
nepopaynbHoe uHpuuuposanue P. gingivalis, u G6) KOMOMHMPOBAHHASI UMMYHU3ALUS
Mfal+HA1+HA2 B ¢pu3HONIOrHuecKoM pacTBOPE AJIsi MHBEKIHH / TepopalibHOe HHYULIMPOBAHHE
P. gingivalis. /o Hauaia IMMyHHU3ALHIHA Y KaXIOT0 JKHBOTHOTO Opajii HCXOIHBIE 00pa3LIbI
CBIBOPOTKH KPOBH, @ 3aT€M COOTBETCTBYIOLIHE I'PYIIITbI MBIIIEH HMMYHHU3UPOBAIH MyTEM
BHYTPUMBIIIEYHOH HHBEKIINY HHAKTUBHpOBaHHBIX P. gingivalis mmm Mfal+HA1+HA?2 (5 mxr
KaXI0T0 OeNka/MHBEKIHs), CyCIIeHANpOBaHHbIX B kBacuax (Imject, ThermoFisher Sci,
Pox¢opn, Unnmunotic), moHopocopun-munune A (MPL; Sigma-Aldrich, Cent-JIynuc, Muccypun)
wn (PU3UOJIOTHYECKOM pacTBOpe Ui HHBbeKIMiA. [locnenyromue BHYTpUMBIIIEUHbIE OyCTEpHBIE
MMMYyHU3aL1HU IPOBOAWIN Yepe3 2 U 4 Hepenu 1nociie NepBUYHON UMMYyHHM3auuu. Yepes nse

HeJleJIH MOCIe 3aBEePIIeHHsI IMMYHHU3ALUH Y JKUBOTHBIX Opaiin oOpaser] CbIBOPOTKU
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HETIOCPEACTBEHHO Nepest NepopanbHbIM nHuposanueM P. gingivalis. IlepopansHoe
MH(QULIMPOBAaHUE MBILIEH OCYINECTBIISIN, Kak coodmmanoch panee (Gonzalez et al. (2003) Infect.
Immun. 71(4):2283-2287). Bkparue, xKuBOTHbIE noy4anu 10-IHEBHBIN Kypc NepOpPaTbHOTO
cyabhamerokcazona/rpumeronpuma (Hi-Tech Pharmical, Amurusumi, Heio-Mopk) B muTheBOi
BOJIE C IMOCIEAYIOLUINM MPEKPAIleHHEM BBEICHNS AHTHONOTHKOB M TPEXTHEBHBIM OT/BIXOM.
Cycnensuto P. gingivalis (1x1010 KOE/mn + 2% xapOOKCUMETHIILIEIUTIONO3bI B
(pU3NOTOTHUECKOM PACTBOPE JIJIsl UHBEKIIHI) OCTOPOKHO HAHOCHUJIH HA I€CHBI TIOABEPTLINX CSI
UH(UIUPOBAHUIO MBIIIEH, UCTIONB3YS IITTPHL, CHAOKEHHBIN UTJION JUTs KOPMJICHHUS, 3 pasa B
tedyeHue | Henenu. KOHTPObHBIE JKUBOTHBIE BKJIOYAH JKUBOTHBIX, ITOJBEPTIINXCSI UMUTALIUN
UH(QHUIHUPOBAHUS C TOMOIIBIO TOJBKO 2% KapOokcumeTnueuoo3sl. [Tocne 42-1HeBHOTO
OTZABIXA MOCTIE 3aBEPIIEHHSI TEPOPATBHOr0 HMHUILIMPOBAHUS JKUBOTHBIX YMEPIIBIISLIH, TTEPE
yMepIIBJIeHHeM Opaii 00pa3ibl KPOBH, U TOJIOBY KaXKIOH MBIITH 00pabaThIBAIH ISl H3MEPEHUS
MOTePU KOCTHOM TKaHM yenmocTu. [locnennuii odpaser ChIBOPOTKH OTOMPANH Y KasKIOTO

YKUBOTHOTO TIPH YMEPIIBJIEHUH, U BCe COOpaHHBIE 00pa3Libl CBIBOPOTKH XpaHmiu npu -80 °C.

[000103] JHemexuus Mfal-, HAI- u HA2-cneyugpuunovix IgG 6 cvieopomke moiuteil.
[000104] AmnTurens! (0,5 mxr/mi) BbiceBanu rpu 4 °C B TedeHHe HOUM Ha IJIaHIIETh Maxisorp
(NUNC, Pouecrep, Heto-Hopx), Tprxan! npomeisanu PBS, conepsxammum Teua-20 (0,05%), u
onoxuposanu PBS ¢ 1% BSA B Teuenue munumym 1 4. [TocnenoBaTenpHo 2-KpaTHO
pasBeneHHbIe 00pa3Lbl CBIBOPOTKU OT BAKLIMHUPOBAHHBIX Mbliel (100 Mxi/nyHKyY) n00aBisin B
OTZEJbHBIC JIYHKH 1 HHKYOUPOBAJIM B TeUeHHE 2 4 PU KOMHATHOI Temnepatype. [Inanmerst
IPOMBIBAJIH, UHKYOHPOBAJIH C aHTHTEJIAMH, CIIELIM(UIHBIMU K COOTBETCTBYIOLIIEMY U30THILY,
KOHBIOTHPOBAHHBIMHU C MEPOKCUAa30 xpeHa (pa3senenue 1:6000; Southern Biotech,
bupmunrem, Anabama), Busyanusuposaiu ¢ nodbasnerneM 100 Mk cyoctpata TMB (Pierce,
Pokdopa, Mnnmunoiic) B Teuenue 20-30 MUH U OCTaHABJIUBAIU PEAKIUIO Jo0aBieHueM S0 MK
H2S04 (1,0 M). [Tornomenne B KaKA0H JIyHKe U3MEpsUTH TIpH 450 HM 32 BBIYETOM IMOTJIOIIECHUS
npu 570 HM [171s1 NONPABKU HA OTKJIOHEHMs B BbIceBaHUU. [1onydyeHHble JaHHBIE IS Ka)KI 00
o0pa3na HaHOCHIIN Ha TpadyK C MOJYyISHUEM KPUBOH 3aBICUMOCTH KPATHOCTH Pa3BEACHUS OT
nzMepenust A450—A570. Tutp anTuTen Onpenessuii Kak CpeANHHYIO TOUKY KPUBOW pa3BeneHMs],
KaK onpernesneHo ¢ nomoupto pacueros ECS50 ¢ ncrnonp3oBaHreM MPOrpaMMHOTO 00eCTIeHeHUS
st cratuctrueckoro ananusa Prism (GraphPad Software, Jla-Xoiis, Kamudopnus). Cpennee

3HaueHue EC50 ans kaxaoi KoropTsl NpUHUMANN 32 KOHEYHbIN TUTP aHTUTEIL.

[00010S] H3mepenue nomepu KOCMHOU MKAHU HeTIOCHIU.

[000106] YpoBHM KOCTHOM TKaHU YEJFOCTH OMpPENessUIN C TTIOMOIIBIO MOP(POMETPUIECKOTO
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aHanmm3a, kak 3To aenanoch panee (Gibson et al. (2001) Infect. Immun. 69(12): 7959-7963).
ITocne ymepiiBieHNss BOKPYT BEPXHEUEICTHBIX MOJISIPOB YAAJSUIA MATKUE TKAHU, U [TOC]Ie
TLIATENbHON OYMCTKH OKPAIIMBAJIU Yepena METUICHOBbIM CUHUM. [0 Hauasna u3mMepeHus
KOCTHO TKaHH 00pa3Libl ObUTH 3aMaCKHPOBAHbBI HCCIIEIOBATENEM, HE OCBEIOMIIEHHBIM O
pacrpeneneHun Ha rpynmsl. I3MepeHust KOCTHOM TKAHU YENIOCTH Ha BEPXHEUEIFOCTHBIX
MOJIsIpax OBLIH MOJYYEHbI ¢ TOMOIIBIO IU(PPOBOH KaMephl, TPUKPETUICHHOH K
CTePEOMUKPOCKOITY, OT rpebHs anbeossipHOi kocTh (ABC) 10 sManeBo-1IeMEeHTHON IpaHULIbI
(CEJ) B 14 ycranoBnenHnbix Toukax (Baker et al. (1994) Arch. Oral Biol. 39(12): 1035-1040).
Ananus nzo0pakeHui MpOBOAIIIN ¢ ncnoib3oBanneM Imagel (Schneider et al. (2012) Nat.
Methods 9(7): 671-675), nnuHBI B MUKCENSIX HAa SKpaHe ObUTH MepeBEeNeHbl B MUJUIUMETPHI, 1
TaHHbIE, TOJYYEHHBIE OT KQ)KJOr0 YKHBOTHOTO B IPyTIe, ObUTH OOBEAMHEHBI C ITOJTy4YEeHHEM
cpenHel IUIMHBI Ha ypoBHE rpynnsl £ SEM.

[000107] Cmamucmuueckuit anaius.

[000108] [lanHBIEC aHATU3HPOBAIIN C IIOMOIIBIO MPOTPAMMHOI0 OOECTIeUeHUS IS
crarucrryeckoro aHanusa Prism (GraphPad). CpaBHeHne Mexay rpynmnaMu npoBOIIIN, KaK
YKa3aHO, C UCIOJIb30BaHueM HenapHoro t-kpurepust Cteronenta unmi ANOVA ¢

aroCTEPUOPHBIM aHAJIU30M, U 3HaUUMbIM cuuTaiu P < 0,05.

[000109] Pesyrvmamet.

[000110] SDS-PAGE: ouninennsie Oenku, noay4dennbie ¢ nomoiibtio CFPS, nenatypuposaiu u
n00aBJIsIM B JIYHKH (3 UI/TYHKY), pasaensuin Ha ressix Bis-Tris ¢ rpaguentom 4-12% u
OKpAIIMBAJIM KyMacCu CHHUM. Pe3ysibTaThl aHamn3a OeKOB, MOJTY4YEeHHBIX B
BOCCTaHABJIMBAIOIINX YCJIOBUsIX, MOKazaHel HA OUI'. 1. Jlopoxkka 1: Mapkepbl MOJEKYISIPHON

maccel. Jlopoxkka 2: Mfal. Jlopoxka 3: HA1. Joposkka 4: HA2.

[000111] YrtoObl OnipeneuTh, BhI3bIBAIH JIH OEJIKU, TOCTABJIEHHbIE BHY TPUMBIIIEYHON
UHBbEKUNEH, 0TBeThI criennuyuHbIX K 6enky anTuren IgG, 1 4ToObl onpenenuTs, BIHSIIH JIH
pa3NuYHbIE aABIOBAHTHI (KBACIIBI IO cpaBHeHUIO ¢ MPL) Ha BeI3BaHHbIH oTBeT IgG, vy rpynn
MBILIEH N0 3aBEPLICHUH NIepHUOa UMMYHH3ALWHU U TIPU YMEPLIBICHUH cOOMpai oOpasiipl
CBIBOPOTOK U TecTHpoBaiu Ha ypoBHU Mfal-, HA1- u HA2-cnenmnduunbix IgG ¢ momorbro
ELISA. KpuBble TUTpOBaHHUS IS KAKIOTO 00pasna CbIBOPOTKH ObUIH NpeoOpa3oBaHbl B
3HaueHus ECsy. Kak 1 0xuanoce, CbIBOPOTKH, MOTy4YeHHbIE OT HEUMMYHU3UPOBAHHON I'PYTIIIbI
MBILIEH 10 MEPOPATBHOrO HHPHIHNPOBAHUS, XapaKTepHU30BAINCh HU3KIMHU YpoBHAMH IgG K
Mfal, HA1 u HA2. CbIBOpOTKH, B3SIThIE Y MBILIEH, UMMYyHHU3UPOBAHHBIX HHAKTUBUPOBAHHBIMU

P. gingivalis A7436, BeI3bIBaNIM CUMBOJIMYECKOe yBenuueHue IgG, cnenuduyuHbIx K
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ounmeHHomy Mfal u HA2, nmpuuem HA2 > Mfal. [Ins rpynmn mblinel, IMMYHH3HPOBAaHHBIX B/M
KOMOWMHHUPOBAHHBIMU OeNIKaMH, CyCIIeHIUPOBaHHBIMY B kBacuax, MPL wnu ¢pusnonoruueckom
pacTBOpe NI UHBEKLHH, ObUTO BBISIBIEHO, YTO BCE MBIIIH, TIOJIy4aBLINe KOMOMHUPOBAHHYIO
BaKILMHY, OTBeyasn aHTHreH-crnenuduaabivu IgG. Yposuu IgG k Mfal nocne nMmyHu3aumun
Obutn Hanbonee ycToitunBbIME B anbioBanTe MPL; pesynsrat B MPL npeBbian TakoBOH st
KBacLIOB WK (HU3HOJOrHYeCKoro pacteopa. B ciayua HA1 kBacubl Jiydliie BCEro CTUMYJTMPOBAIU
IgG, cnenuduuHbie K MOJIeKyIIe, mpu4eM KBacipl > MPL> ¢usnonorudeckuii pacTBop, B TO
BpeMs Kak B cinydae HA2 xBacupl u MPL ctumynupoBanu pearupoBaHue aHTUTE€H-
cneunpuuHbx IgG Ha aHAJIOTMYHBIX YPOBHAX, H B 00OUX CIy4asx OHO ObLIO BBIIIE, YEM MPH

UCTIONIb30BaHUH (PU3HOIOTUYECKOTO PacTBOPA.

[000112] CpaBHeHue ypoBHeii IgG rpu ymeplBiIeHHH TOKA3aJI0, YTO Y IPYMIIbI
HEMMMYHH3HPOBAHHBIX MBIIIEH, epopaibHO HHPUIMPOBaHHBIX P. gingivalis A7436,
T€HEPHUPOBAJIIOCH HECKOJIBKO TMOBBILIEHHOE KondyecTBo crenudrueckux IgG k Mfal u HA2, Ho
He kK HA1. MMmyHU3anus TepMOrHAKTHBHpOBaHHBIME P. gingivalis A7436 nokasana
aHAJIOTUYHOE MOBBIIIEHHE HA HU3KOM YPOBHE 110 CPAaBHEHHUIO ¢ YpOBHAMH IgG, nN3MepeHHBIMU
HETIOCPEACTBEHHO epesl MePOPaTbHBIM HHPUIMPOBAHUEM, HE3ABUCHMO OT UCIIOJIB30BAHUS
aJlbIOBAHTA UM (PU3UOJIOTUYECKOTO PacTBOpa, 3a UCKIFoYeHneM u3meperHoro IgG mporus HA

y MbIIIEH, IMMYHU3UPOBAHHBIX KOMOUHAIMeN OeJKOB B (PU3HOIOTHYECKOM PacTBOPE.

[000113] Ha ®UI. 2 npencrasiens! cbiBoporounble 3HaueHust ECso IgG nmpotus Mfal, HA1 u
HAZ2 P. gingivalis. I'pynnsl ;xuBoTHbIX G1-G6 Ciy>KHITN KOHTPOJIBHBIMU HIIH
SKCIIEPUMEHTATIbHBIMH TPYTIIAMH, U 00pa3Lbl CHIBOPOTKU Opalii y JKHBOTHBIX HETTOCPEICTBEHHO
niepen nepopaabHbiM HHpUIUpoBaHueM (Post-Vax; He3akpalieHHbIe CTOIOIbI) WK TIPU
YMEpIIBJIEHHH (3aKpalleHHble CTOJOLbI), 1 1o AaHHbIM ELISA paccuntsiBanu 3nauenust ECs

monekya IgG, cneunduunbix x (A) Mfal, (B) HA1 u (C) HA2 P. gingivalis.

[000114] YToOBI NOHATH, MOKET JIU KOMOWHALMS OeNKOB 3((EKTHBHO OTPAHMYUBATH CTETIEHb
BbI3bIBaEMON P. gingivalis mOTepy KOCTHOW TKaHH YEIFOCTH, MMMYHH3HPOBAHHBIX )KUBOTHBIX
NOJIBEPTaIU TepOpATbHOMY UHpHUIHMpoBaHuto P. gingivalis. I pynmbl MbIei, KoTopble He ObUTH
UMMYHH3UPOBaHbI I IMMYHH3UPOBAaHbI MHAKTHBUPOBAaHHBIMU P. gingivalis, ciyxunu B
KadecTBe KOHTposied. [1o CpaBHEHHUIO € MBIIIAMH, MTOJYYUBIIUMH HMUTALMIO HHPUIUPOBAHUS
(G1), y xuBOTHBIX, IepopasnbHO nHuUIHpoBaHHbIX P. gingivalis A7436 (G2), pa3BuBanace
noTepst KOCTHOM TKaHU YENIOCTH, O YeM CBUAETEIBCTBYET YBEIMUEHHE CPEHETO PACCTOSHUS OT
ABC no CEJ (p<0,001). Kak u oxxuganoch, MMMyHH3aL1s] HHAKTABUPOBAHHBIM COCTABOM F.

gingivalis A7436 (G3) obecneunBana U3MEPUMYIO 3aLIUTY OT ITOTEPH KOCTHON TKaHH,
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BBI3BAHHOI rOMOJIOTUYHBIM Opranu3MoM (p<0,01). I'pynmbl MbIeii, KOTOPBIM BBOIIIN
KOMOVHHPOBAHHYIO OEJNKOBYIO BaKIMHY, OJYYEHHYIO U3 F€TePOIOTHYHOrO mrTamMma P.
gingivalis, cycienaupoBanHyto B kBacuax (G4) unu MPL (GS5), Obliy 3a1uimeHs! OT BbI3BAHHON
P. gingivalis motepu kocTHOH TkaHu yemocty (p<0,01 st Kax ol o CpaBHEHHIO C
NPOBEIEHUEM TOJIBKO MepopaibHOro nupuuuposanus P. gingivalis). Mexny aabOBaHTaMH HE
HaOJIFO1AJI0Ch Pa3Inyuii B ypoBHE 3amuThl (u3Mmepenus paccrosiaus ot ABC no CEJ), uro
CBUJIETEJILCTBYET O TOM, YTO BHYTPUMBILIEUHAs TOCTABKa BAKLIMHBbI-KaHAUATa OOecIieYrBaa
aHAJIOTUYHBIE 3aIUTHBIE OTBETHI (p>0,05). Takke ObLIO OTMEYEHO, YTO IPYIIa KUBOTHBIX,
UMMYHH3UPOBAHHBIX KOMOMHHPOBAHHOW OEJTKOBON BaKIIMHOH, CYCIIEHAUPOBAHHOH B
dusnosormueckom pacteope (GO), Takke ObUIa 3aIUIIEHA OT MePOPATHHOTO HHOUIIMPOBAHUS
P. gingivalis, ananorn4no 3amuTe, HAOJIIOAABLISHCS IS Clyvast, KOraa OeJKH BBOAWIH
BHYTPUMBIIIEUHO € abroBaHTOM (p>0,05 1o cpaBHEHHIO C aIbIOBAHTaMHU KBaciamu miu MPL),
Y YPOBEHb 3aLIUTHI HE3aBUCHUMO OT HCIIOJIb3YEMOTO aIbIOBAHTA OBLT AHAJIOTHYEH YPOBHIO
3amuThl, 00€CIeYNBAEMOMY B TPYIIIE, BAKIIMHUPOBAHHON TEPMOMHAKTHBUPOBAHHBIM IIEJIbHBIM

opranu3zMoM (p>0,05 nus Bcex).

[00011S] Ha ®UI'. 3 moka3aHbl pe3yabTaThl 3KCIEPUMEHTOB 10 OLICHKE IOTEPU KOCTHON
TKaHU 4eT0CTH i vivo. (A) Meimeit BALB/c Obutn ciy4aiiHbIM 00pa3oM pas3zessif Ha TPyIbI
(G1-6), 1 IMMYHHU3UPOBAHHBIE )KUBOTHBIE MOJYYAJN 3 BHYTPUMBILIEUHBIX UHBEKIIH
KOMOMHHPOBAHHOTO O€JIKOBOTrO KOKTEHJISI B COOTBETCTBYIOLIEM aIbIOBAHTE UJIH B
(pu3HONIOrNUecKOM pacTBOpE ISl HHBEKIUI ¢ 2-HeAeIbHBIMA UHTEpBANIaMH (IPUMHUPOBAHUE U 2
OycTepHBIX HHBEKLNH; KpacHble cTpenkn). KorrponpHas rpynna nmmysusannu (G3) nonyyana
TepMONHAKTHBHpOBaHHbIe P. gingivalis (3xusanentHo 1x10" KOE/unbekuus). Bee KHUBOTHBIE
nony4asu 10-gHeBHBIN Kype CyJibhamMeToKca3ona/TpumMeTonpuma (AaHTHOMOTHKH ) B ITUThEBOK
BOJIE C MOCJIEAYIOIUM MPEKPALICHUEM BBEIEHUS] aHTUOMOTHUKOB 3a TPH JTHS 1O UMHUTALIUN
nepopanbHoro uaunuposanus (G1) wim nepopanpHoro uHpuMpoBanus P. gingivalis (3 pasa
B Teuenue 1 Henenu, G2-6). [Tocne 3aBepienus nepopainbHoro unduuuposanwus (0 Hex.)
JKUBOTHBIM JIaBAIA OTAOXHYTh B TEUEHHUE LIECTH HEAENb U 3aTeM yMepiusisuin. Ha ®UL. 3
NPEACTABJIECHBI PE3YJIBTATHI, JEMOHCTPHUPYIOILIHE CPEIHEE PACCTOSHUE MEXKY SMaJIEBO-
nemenTHoi rpaanueii (CEJ) u rpebuem anbeeonsipaoit koctu (ABC) B MM £ SEM, # = p <0,001
no cpaBHeHHIO ¢ G1 (He nHpUIMpoBanHbIe), *** = p0,01 mo cpaBHeHur0 ¢ G2 (TOIBKO
nepopanbHoe uHpuuupoBanue P. gingivalis) (¢ ncnonp3zoBanneM ANOVA u tecta

MHOJKECTBEHHBIX CpaBHEHU JlaHHA).



®OPMYVYJIA H30BPETEHUA

1. HMMyHOFeHHaSI KOMITIO3UI s, COACPIKallas 1o MeHbIIeH MEpPE OAMH MOJIUNCITHA, ITPU

OTOM YKaSaHHbIﬁ 110 MEHbIIEeHN MEpPE OAUH NOJUNECITUA COACPIKUT.

(a) mocnenoBaTenbHOCTH aHTUreHa Mfal, mpu 3TOM ykasaHHast HOCJIEA0BATEIbHOCTD
anTureHa Mfal mo cyiiecTBy roMoJIOridHa UMMYHOTE€HHOM aMHUHOKHUCIIOTHOM

nocyenoBatenbHoCcTH U3 Oenka pumbpununa Mfal 6akrepun Porphyromonas; v

(b) mocnenoBarenvsHOCTh aHTUTeHa HA 1, mocnenoBaTenbHOCTh anTHreHa HA2 wnu kak

MOCJIENOBaTENbHOCTh auTureHa HA 1, Tak u mocienoBaTeabHOCTh anTurena HA2, roe

(1) yka3aHHas nocienoBaTebHOCTh aHTureHa HA 1 mo cymecTBy roMoormuHa UMMYHOTE€HHON
AMHHOKHCJIOTHOMW TOCJIEIOBATEIbHOCTH M3 JOMEHa | reMarrloTHHUHA THHrUmanHa RgpA,

coxepxkatierocs B 6enke runrunanae RgpA Oakrepun Porphyromonas, u

(11) yka3aHHas OCIENOBaTENbHOCTh aHTUTeHa HA2 1o cyImecTBy roMoJIOrHyHa HMMYHOTE€HHON
AMHMHOKHCJIOTHOMW TOCJIEIOBATEIbHOCTH M3 JOMEHa 2 TeMarrloTHHUHA THHTUmanHa RgpA,

coxepxatierocs B 6enke runrunanae RgpA Oakrepuu Porphyromonas.

2. UIMmmyHOreHHast KOMIIO3MLM 10 M. 1, rae yka3aHHbIN IO MEHbLIEH Mepe OAUH

MOJIUMENTH] COAEPKUT NEPBBINA MOTUNENTU, COACPIKALLIU!
(a) nocnenoBarenbHOCTh anTHreHa Mfal u mocnenoBarenbHOCTE aHTHreHa HA 1,
(b) mocnenoBarensHOCTh aHTUTeHa Mfal u nocienoBarenbHOCTh anTUreHa HA2; unu

(¢) mocnenoBaTenbHOCTL aHTHreHa Mfal, mocnenoBarenbHOCTh aHTHreHa HA1 1

IOCJIENOBATENILHOCTE auTurena HA2.

3. UMMyHOreHHasi KOMIIO3ULIMS 1O I1. 1, /i€ yKa3aHHbIN 10 MEHbIIEH Mepe OUH

TIOJTUTIENITH]T CONEPIKUT:
(a) mepBBIi MOJHUIENTH, COAEPIKAIIUEN OCIENOBATENbHOCTh anTureHa Mfal; u

(b) BTOpOIi MOMUMENTHI, COAEPKAIIHIA TOCIEA0OBATEIFHOCTL aHTHreHa HA1,
MOCJIeA0BaTEIbHOCTh aHTureHa HA2 unu kak rnocnenosatenbHOCTh anTureHa HA1, tak u

IOCJIENOBATENILHOCTE auTUrena HA2.

4. UMmmyHOreHHasi KOMIIO3MLM 1O M. 1, Iie yKa3aHHBIN 0 MEHbIIEH Mepe OUH

noJIMnenTua COACPIKUT:

(a) mepBbIil NOMUIENTH, COAEPIKALIUI TTOCTIeNOBATEIbHOCTh anTureHa Mfal;
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(b) BTOpOI MOMUIIENTH]I, COAEPKAIIHIA MTOCIEA0BATEIbHOCTh aHTHreHa HA1; u
(c) Tperuii moauMIenTU, COAEPIKALINN TOCIeNOBATEIbHOCTh aHTUreHa HA2.

5. Komnosunus no mobomy u3 nm. 1-4, rae 6akrepust Porphyromonas BKIIOYaeT BUI
Porphyromonas, seibpannsiii usz P. gingivalis, P. gulae, P. cangingivalis, P. gingivicanis, P.

canoris, P. salivosa v P. circumdentaria.
6. Komnozunwst o 1. 5, rne Bun Porphyromonas nipencrasisier codoit P. gingivalis.

7. Komno3uuus no 1. 6, rae MMMYHOT€HHAsl aMUHOKHUCIJIOTHAS MTOCJIEI0BATEIbHOCTD U3
6enka pumOpunaa Mfal Gaxrepun Porphyromonas NpouCXOAUT U3 AMUHOKHUCIIOTHON
nocnenoBareabHOCTH SEQ ID NO: 1, nMMyHOT€HHasi aMHUHOKHUCJIOTHASI ITOCJIEI0BATEIbHOCTD U3
noMeHa | remarrmoTHHUHA TMHrunanHa RgpA npoucxoanut u3 aMHHOKHUCIIOTHOMN
nocnenosateabHOCTH SEQ ID NO: 2, 1 uMMyHOre€HHast aMHHOKHUCIJIOTHAS TTOCIIEI0BATEIbHOCTD
13 OMEHA 2 reMarritoTUHHHA TMHrunanHa RgpA npoucxoauT u3 aMUHOKHUCIOTHOMN

nocnenoBarenbHocTr SEQ ID NO: 3.

8. Komnosumwst 1o . 6, e mocyieaoBaTeIbHOCTh aHTUreHa Mfal mo meHbInei Mepe Ha
80% romoJyioruniHa UMMYHOT€HHON aMHUHOKHUCIIOTHOM nocienosarenbHocTy n3 SEQ ID NO: 1,
nocnenosaTenbHOCTh aHTUreHa HA 1 no menspiueli Mepe Ha 80% roMonorniHa UMMyHOT€HHON
aMUHOKUCIIOTHOM mocienoBaTeabHocTu U3 SEQ ID NO: 2, u nocnenoBaTebHOCTh aHTUT€HA
HAZ2 no menbiueii mepe Ha 80% romonornyHa MMMyHOT€HHON aMUHOKHUCIIOTHON

nocienosareapHocTH 13 SEQ ID NO: 3.

9. Komno3uius o 1. 8, riae nocjieaoBaTeIbHOCTh aHThreHa Mfal mo MeHbineli Mmepe Ha
90% romMoJIoruiHa UMMYHOT€HHOM aMHHOKHUCJIOTHOM nocnenoBarenbHocTy U3 SEQ ID NO: 1,
nocnenosaTenbHOCTh anTUureHa HA 1 no menspiueli Mepe Ha 90% roMosnorndyHa UMMYHOT€HHON
aMHHOKUCIIOTHOM mocaenoBaTenbHocTH 13 SEQ ID NO: 2, u mocieqoBaTeIbHOCTh aHTUTEHA
HAZ2 no menb1ueii Mmepe Ha 90% romMonorniHa MMMYyHOT€HHOM aMHUHOKHCIIOTHOM

nocaenoBarenbHocTr 3 SEQ ID NO: 3.
10. Komnozunwst no 1. S, rae sun Porphyromonas npeacrasisietr cobolt P. gulae.

11. Komnosuuus no . 10, rae *MMMyHOT€HHasi aMUHOKHUCIIOTHAs! TOCIEA0BATENBHOCTD U3
6enka pumOpunmnaa Mfal Gaxrepun Porphyromonas IpOUCXOANUT U3 AMUHOKHCIIOTHON
nocnenosatenbHOCTH SEQ ID NO: 4, uMMyHOT€HHasi aMUHOKHUCJIOTHASI ITOCJIEI0BATEIbHOCTD U3
noMeHa | remarrmroTMHUHA TMHrunanHa RgpA npoucxoaut u3 aMUHOKHUCIOTHON

nocnenosaTeabHocTH SEQ ID NO: 5, 1 uMMyHOreHHasi aMUHOKHUCIIOTHAs MTOCJIEI0BATEIbHOCTD



13 JOMEHA 2 reMarritoTUHHHHA TMHrunanHa RgpA npoucxoauT U3 aMUHOKHUCIIOTHOM

nocnegoBarenbHocTr SEQ ID NO: 6.

12. Komnozunws o . 10, rae nmocienoBaTenbHOCTh aHTUreHa Mfal mo mMeHbleit mepe
Ha 80% romojoruyHa UMMYHOT€HHON aMUHOKHCIOTHON nocienosarenbHocty u3 SEQ ID NO:
4, nocnenosarenbHOCTh aHTUreHa HA1 o menbiiei Mepe Ha 80% romosoruysa
WMMYHOT€HHOW aMUHOKHCIIOTHOM nocienoBarenbHocTd u3 SEQ ID NO: 5, u
nocyenoBaTenbHOCTh anTureHa HA2 no mensbiueli Mepe Ha 80% roMonorndyHa UMMYHOT€HHON

aMHHOKHUCJIOTHOM nocienoBareabHocTd u3 SEQ ID NO: 6.

13. Komnosunwst 1o . 12, rae mocienoBaTenbHOCTh aHTurena Mfal mo MeHbleit Mepe
Ha 90% romosornyHa UMMYHOT€HHON aMUHOKHUCIOTHOM nocienosatenbHocTy u3 SEQ ID NO:
4, nocnenoBarenbHOCTh aHTUreHa HA 1 o menbiueii mepe Ha 90% romMonoruyHa
MMMYHOT€HHOW aMUHOKHUCIOTHOM nocienosarenbHocTy n3 SEQ ID NO: 5, n
nocnenosaTenbHOCTh aHTUreHa HA2 no menbiiei mepe Ha 90% romonoruiHa MMMYyHOT€HHOMN

aMHHOKHUCJIOTHOH nocienoBareabHocTd U3 SEQ ID NO: 6.

14. BakuuHHBIN COCTaB MPOTUB NAPOJOHTUTA, COAEP AU UMMYHOT€HHY IO

KOMMO3ULIMIO O 1. | ¥ MO MeHbLIEH Mepe OJHO BCIIOMOIraTebHOE BEIECTBO.

15. BakuuHHbI cocTas 110 11. 14, roe Oakrepus Porphyromonas BKIFOYaeT BUI
Porphyromonas, BuiOpannblii u3 P. gingivalis, P. gulae, P. cangingivalis, P. gingivicanis, P.

canoris, P. salivosa v P. circumdentaria.

16. BakuuHHbIi cocTas 110 1. 15, roe Bun Porphyromonas npencrasisier codoii P.

gingivalis.

17. BakuuHHBIN COCTaB MO 1. 16, rle UMMYHOT€HHAasi aMUHOKUCIOTHAS
NOCJIeIOBATENbHOCTD U3 Oenka pumOpuinna Mfal Gakrepun Porphyromonas npoOUCXOIUT 13
aMUHOKHCJIOTHOM nocienosarenbHocT SEQ ID NO: 1, uMMyHOreHHasi aMUHOKHUCIIOTHAS
MOCJIEI0BATENBHOCTD U3 IOMEHa 1 reMarrfroTHHHHA THHIUNManHa RgpA nmpoucxonuT us
aMuHOKHCIIOTHOM nocienosarenbHOCcTH SEQ ID NO: 2, u uMMyHOT€HHasi aMUHOKHUCIIOTHAS
MOCJIEI0BATENBHOCTD U3 IOMEHA 2 TeMarrjlOTHHHHA THHIUnanHa RgpA npoucxoaur u3

aMHHOKHUCJIOTHOH nocienoBarenbHocTd SEQ ID NO: 3.

18. BakiuHHBINA COCTaB M0 I1. 17, rae mocjienoBaTelbHOCTh anTureHa Mfal mo MeHbIeit
Mepe Ha 80% romMoJoruyHa UMMYHOT€HHON aMUHOKUCIOTHON nocnenosaTeabHocTH 3 SEQ ID
NO: 1, nocnenosarensHocTh anTUreHa HA1 no menbiueii mepe Ha 80% romonorndsa

MMMYHOT€HHOW aMUHOKHUCJIOTHOM nocienosarenbHocTy u3 SEQ ID NO: 2, u
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nocienosaTenbHOCTh aHTUreHa HA2 no menspiueli Mepe Ha 80% roMonorndyHa UMMYHOT€HHON

aMHHOKHUCJIOTHOM nocienoBareabHocTd 13 SEQ ID NO: 3.

19. BakuuHHbIi cocTas 1o 1. 18, rae mocnenoBaTebHOCTh aHTHIeHa Mfal mo MeHbInei
Mmepe Ha 90% roMosIornyHa UMMYHOT€HHOM aMUHOKHUCJIOTHON nocienoBaTenbHocTH u3 SEQ ID
NO: 1, nocnenosarensHocTh anTUreHa HA1 no menbiueii mepe Ha 90% romonorunysa
UMMYHOT€HHOW aMUHOKHCIIOTHOM mocnenoBarenbHocTy u3 SEQ ID NO: 2, u
nocyenoBaTenbHOCTh anTureHa HA2 no menspiueli Mepe Ha 90% roMonorndyHa IMMYHOT€HHON

aMHHOKHUCJIOTHOM nocienoBareabHocTd u3 SEQ ID NO: 3.
20. BakuuaHbIHA cocTaB 1o 1. 15, rne Bun Porphyromonas nipencrasisier codoii P. gulae.

21. BakuuHHBIN cocTas 1o 1. 20, rae UMMYyHOT€HHAast aMUHOKHUCIIOTHAS
NOCJIEIOBATENBbHOCTD U3 Oenka pumOpunmnnaa Mfal Gakrepun Porphyromonas pOUCXOIUT U3
aMuHOKHCJIOTHOM nocienosarenbHocTH SEQ ID NO: 4, uMMyHOreHHas aMUHOKHUCIIOTHAS
MOCJIEI0BATENBHOCTD U3 IOMEHA | reMarrioTHHHHA THHrUnanHa RgpA npoucxonut us
aMUHOKHCIIOTHOM nocienosarenbHOcTH SEQ ID NO: 5, u uMMyHOTr€HHasi aMUHOKHUCIIOTHAS
MOCJIEI0BATENBHOCTD U3 IOMEHA 2 TeMarrjlOTHHUHA THHIUNnanHa RgpA mpoucxoaur us

aMHHOKHUCJIOTHOM nocienoBarenbHocTH SEQ ID NO: 6.

22. BakuuHHBIN cocTaB o 1. 21, rae mocienoBaTebHOCTh aHTUreHa Mfal mo MeHbinei
mepe Ha 80% roMoJIornYHa UMMYHOT€HHOM aMUHOKHUCIIOTHON nocienoBaTenbHocTH u3 SEQ ID
NO: 4, nocnenosarenbHocTh aHTUreHa HA1 no menbieit Mepe Ha 80% romosnoruysa
UMMYHOT€HHOW aMUHOKHCIOTHOM nocaenosarenbHocTd u3 SEQ ID NO: 5, u
nocnenoBaTebHOCTh anTureHa HA2 no mensbiueli Mepe Ha 80% roMonorndHa IMMYHOT€HHON

aMHHOKHCJIOTHOM nocienoBarenbHocTd u3 SEQ ID NO: 6.

23. BakiuMHHBIN COCTaB MO I1. 22, T/ie MOC/IeN0BaTeIbHOCTh aHTHureHa Mfal mo MeHbIe
Mepe Ha 90% romMoJornyHa UMMYHOT€HHONH aMUHOKUCTIOTHOU nocnenosaTeabHocTd u3 SEQ ID
NO: 4, nocnenosarensHocTh anTUreHa HA 1 no menbiueii mepe Ha 90% romonorundsa
MMMYHOT€HHOW aMUHOKHUCIOTHOM nocienosarenbHocTy n3 SEQ ID NO: 5, n
nocnenosaTenbHOCTh aHTUreHa HA?2 no menbiei Mmepe Ha 90% romMosoruuHa UMMYHOT€HHOM

aMHHOKHUCJIOTHOH nocienoBareabHocTd U3 SEQ ID NO: 6.

24. BakuyHHBINA COCTaB MO M. 14, rae no MeHbUIel Mepe OTHO BCIIOMOTaTeIbHOE
BEIIECTBO BIOPAHO U3 HOCHUTEJICH, CONTIOOMII3aTOPOB, YMYJIbIaTOPOB, CTA0OMIIH3aTOPOB,
KOHCEPBAaHTOB, H30TOHUYECKHX CPEACTB, Oy(pepHbIX CUCTEM, JUCTIEPraTOPOB, pa3baBHUTENEH,

MOIU(PHUKATOPOB BSI3KOCTH U yCHIIUTENeH abcopOLum.



25. BakiiuHHBIN COCTAB 10 1. 24, JOTOIHUTENBHO BKJIIOYAOIINN aIbIOBAHT.

26. BakuuHHBINA COCTaB MO M. 14, IPUrOTOBJICHHBIN B BUJI€ CTEPUIIBHOIO pacTBOpa AJIs

UHDBEKLINU.
27. BakIMHHBINA COCTAB M0 1. 14 B THOGUIU3UPOBAHHOHN (opMe.

28. Criocob MMMyHH3auU CyObeKkTa MPOTUB 3a00JIeBaHUs TAPOJOHTA, BKJIFO YA
BBEJICHUE YKA3aHHOMY CyOBEKTy HIMMYHOJOTUYECKU 3P (PEKTUBHOIO KOJIMYECTBA KOMITO3UIIUU

mor 1.

29. Criocob nMMyHHU3auU CyObeKTa MPOTHUB 3a00JIeBaHMsI TAPOJOHTA, BKIFOYAFO LI
BBEJICHUE YKA3aHHOMY CyOBEKTy HIMMYHOJIOTUYECKH 3((PEKTUBHOTO KOJIMYECTBA BAKIIHHHOTO

COCTaBa NPOTUB NMaPOJOHTHUTA IO 1. 14.

30. Criocob mo 1. 29, rae 3a0oneBaHne MapoIOHTa CBsI3aHO ¢ OakTepueit Porphyromonas,
BbIOpaHHoi u3 P. gingivalis, P. gulae, P. cangingivalis, P. gingivicanis, P. canoris, P. salivosa n

P. circumdentaria.
31. Cnocob o 1. 30, rae Gakrepust Porphyromonas npeacrasiser coboit P. gingivalis.
32. Cnocob mo m. 31, rae cyObekT npencrasisieT coOol YeoBeKa.
33. Cnocob no 1. 30, rae Oakrepus Porphyromonas npencrasisier cobol P. gulae.

34. Cniocob mo 1. 33, rae cyOBeKT npencrasiseT cCoO0H MIEKOMUTAIOIIEE, OTIIMYHOE OT

YCJIOBECKA.

35. Cniocob 1o 1. 29, rae BaKIMHHBIA COCTaB COAEPIKUT CTEPUIIBHBIN PaCTBOP AJIS

HUHBEKLHNH, U TOC BaKL[I/IHHbII\/JI COCTaB BBOOAT YKA3aHHOMY CY6"beKTy NyTEM MHBCKLIUH.

36. Criocob 1o 1. 35, rae BaKIMHHBIA COCTaB BBOIST B BUJE BHYTPHUMBIIIEYHON

WHBEKLUU.
37. Cnocob mo m. 35, rae BaKIUHHBIN COCTaB BBOJST B BUJ€ UHBEKLIUU B JIECHY.
38. Criocob mo m. 29, rae BaKLUUHHBIN COCTAaB BBOJSIT TPAHCMYKO3AJIBHO.
39. Cniocob o m. 38, rae BaKIUHHBINA COCTAB BBOIST HHTPAHA3AIBHO.
40. Criocob mo 1. 29, rae BaKUUHHBIA COCTaB BBOIST OJJHOKPATHO.
41. Criocob mo 1. 29, rae BaKUWHHBIA COCTaB BBOIST ABA WU OoJiee pas.

42. Criocob mo 1. 29, rae cyOBbekT IeMOHCTPUPYET CUMIITOMBI TAPOIOHTHUTA, U

BaKHHHHbeI COCTaB BBOJAT B KAaUECTBE TepaHeBTH‘{eCKOﬁ BaKIIMHBI.
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43. Criocob CHIDKEHUS pUCKa Pa3BUTHS MAPOAOHTUTA Y CYOBEKTA, BKIIFOUAOLITUH
BBEJIEHUE YKA3aHHOMY CyOBeKTy HIMMYHOJIOTHYECKU 3(P(PEKTUBHOIO KOJIMIECTBA KOMITO3HIIHU

no 1.

44. Ciocob CHUKEHUS PUCKA PA3BUTHS MAPOIAOHTHTA Y CYOBEKTa, BKIFOUYAFOLIHIA
BBE/ICHUE YKA3aHHOMY CyOBEKTY UMMYHOJIOTHUECKH 3(p(HeKTHBHOTO KOJIMYEeCTBA BAKLIUHHOTO

COCTaBa NPOTUB NMAPOJOHTHUTA IO 1. 14.

45. Criocob mo 1. 44, rae y cyObekTa UMeeTcs 1o MeHbIIel Mepe OnuH (GaKTop pucKa

pPa3BUTHs NAPOAOHTUTA.

46. Criocob mo 1. 45, rae nmo MeHblIeH Mepe OauH (HaKToOp pUCKa BBIOPAH U3 BO3PACTa,
TeHETHYECKON NMPEAPACTIONOKEHHOCTH, CUCTEMHOTO 3a00JIeBaHHSA, HAJTMYUS SHIOJOHTUUECKUX

MOpPaKeHUI MJTH a0CIIECCOB MJTH MX KOMOWHAIUH.

47. Criocod CHIKEHUS OTEPH KOCTHOW TKaHH, BI3BAHHOW 3a00JIEBAHUEM MAPOJIOHTA,
BKJTIOYAIO LN BBEACHUE CYOBEKTY, HYKIAOIIEMYCsl B TAKOM JICUEHUH, UMMYHOJIOTHYECKU

3¢ PexTUBHOTO KOJMYECTBA KOMIO3UIHH T10 1. 1.

48. Criocob mpeaynpexaeH s MOTepU KOCTHON TKAHH, BBI3BAHHOM 3a00JieBaHUEM
MapOAOHTA, BKIIIOYAIOIIUN BBEEHHE CYOBEKTY, HY KIAIOLEMYCsl B TAKOM JICUEHUH,

UMMYyHOJIOrH4YeckH 3 (HEeKTUBHOTO KOJIUYECTBA COCTaBa MPOTHUB NMAapOAOHTHTA 1O I1. 18,

49. Ciocob cHUKEHUS BOCTIAIEHUS], BbI3BAHHOTO 3a00/IeBaHIEM MApOIOHTa,
BKJIFOYAIOLIMI BBEJICHHE CYOBEKTY, HYKAAIOLIEMYCsl B TAKOM JieueHUH, 3(PPEKTHBHOTO

KOJIMYEeCTBAa KOMITIO3HULIUH I1O II. 1.

50. Cioco6 cHMKEeHUs BOCTIAJIEHUs], BBI3BAHHOTO 3a00JI€BaHIEM ITapOIOHTa,
BKJIFOUAIOLIMI BBEICHHE CYOBEKTY, HYKNAIOLIEMYCsl B TAKOM JieueHuH, 3P ekTuBHOTO

KOJIMYECCTBA BAKIITUHHOT'O COCTaBa IMMPOTUB MapOAOHTHUTA 10 II. 18.
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