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JEYEHUE BOCHAJINTEJBHBIX 3ABOJIEBAHA C IOMOIIBIO
NHI'UBUTOPOB AKTUBHOCTH CSA

OBJIACTb TEXHUKH

Hacrosimmee wu3oOperenune oTHOcuTCs K HHruOutopam aktuBHoctd (CS5a u mx
NPUMEHEHUIO TPU JIEYEHWH KOKHBIX HEHTPO(HIBHBIX BOCHAIUTENBHBIX 3a00JEBaHUN Y

CyOBeKTa.

YPOBEHb TEXHUKH

Mumens CSa B BocnajieHUH

CS5a sBnsieTcst NPOAYKTOM PacCIIeIUIeHNs] ero «MaTepuHCKOi Monekynby C5, coctout
u3 74 aMUHOKUCIIOT U sBJIAE€TCSL OAHON KOHEYHOM TOYKOM Kackaja aKTUBALMM KOMIUIEMEHTA.
On MOxeT ObITb MOJIy4eH NMyTEeM AKTUBALMU IO MEHBIIEH Mepe TPeX XOPOLIO ONMHUCAHHBIX
nyTeil (anbTepHATHBHBIN, KJIACCUYECKH M JIGKTHHOBBIA (MaHHO3HBIM) myTh). Bce myTu
oObenuHsoTCs Ha ypoBHe C3 ¢ oOpaszoBanuem CS5- wiu ansrepHaTuBHONM CS-KOHBEpTA3bl,
obecnieunBaroeii pacuiermieHne CS Ha CS5a u C5b. Tlocnennuii CBSI3bIBAETCS ¢ MOJIEKYJIAMHU
C6, C7, C8 u mHO)kecTBOM MOJjiekyJ C9, 4TO B KOHEYHOM UTOre MPUBOIMT K OOPa3OBaAHUIO
1op, HarpuMep, B MeMOpaHax OakTepuii (TepMUHAIbHbIH MEMOPAHOATAKYIOLIHI KOMILIEKC =
MAK). CS5a ofpasyercs, korgja CHUCTeMa KOMIUIEMEHTa AaKTUBUPYETCS B YCJIOBHUSIX
BOCIIAJICHUS M IPYTUX UMMYHOJIOTHUECKUX U BOCTIAJIUTENBHBIX PACCTPOUCTB/3a00IeBaHUH.

Cpenu mponykroB aktmBauuu komruieMeHTa CS5a siBisieTcs OmHUM M3 Haubosee
CIJIbHBIX OTBEYAIOIIMX 33 BOCHAJIEHHE MENTHUIOB C MIUPOKHM criekTpoM ¢yHKuuid. (Guo u
Ward, 2005). C5a oka3biBaeT cBoe aeiicTBue 4epes Boicokoadduunbie penentopsl CSa (C5aR
u CS5L2) (Ward, 2009). C5aR npuHaaneXKUT K CEMEHCTBY POAOINCHHOBBIX PELENTOPOB,
cBsi3aHHBIX ¢ (G-0eNKkoM, ¢ ceMbr0 TpaHCMeMOpaHHBIMU cerMeHTamu;, CSL2 nmeer cXOmHYIO
CTPYKTYpY, HO, MO-BHAUMOMY, He cBs3aH ¢ G-OenkoM. B Hacrosiiiee BpeMst CUMTAETCs, YTO
CSa BbmonHseT cBoM Ouojormueckue (YHKIMH TJaBHBIM oOpasom Omaromapsi
B3aumozeiicteuo CSa-CS5aR, mockonpky Obuto OOHApPYKEHO Majo OMOJOrMYECKUX OTBETOB
s B3ammonedcTeust C5a-CSL2. Tem He MeHee, MOCIEOHHE COOOINEHUS] AEMOHCTPHPYIOT
nepefavdy CUrHaJIOB Takske nmocpeactsoM akrusauuu CSL2. (Rittirsch u ap., 2008).

C5aR mupoko 3Kcmpeccupyercss Ha MHUENIOMIAHBIX KJIETKaX, BKIFOYash HEUTPOQUIIBL,
503UHOQ MBI, 0a30(pMIIbI U MOHOLUTBL, U HEMHEJOWAHBIX KIETKaX BO MHOTHX OpraHax,

0COOEHHO B JIETKUX W TEYEHH, UYTO YKa3bIBaE€T HA BAXKHOCTH mepenaun curHaioB CSa/CSaR.



OOummpHOe mONOXKUTENbHOE perynupoBaHue skcrpeccun CS5aR  mpoucxogut BO Bpems
Hauana cericuca, u OmokupoBka B3aumopeiricteusi CS5a/CS5aR monexynamu antu-CSa, wnmm
antutenamu aHTU-CS5aR, umm antaronuctamu C5aR  oka3bIBaeT CHIIBHBIE 3allIUTHBIE
s¢dexTer B Mopensix cernicuca Ha rpeizyHax (Czermak u np., 1999; Huber-Lang u np., 2001;
Riedemann u ap., 2002).

CS5a BbimonHseT MHOXecTBO Omonormueckux ¢ynkuui (Guo m Ward, 2005). CSa
SIBJIIETCSL  CWJIBHBIM ~ XE€MOATPaKTAaHTOM JJisi  HelTpoduioB, a Takke oOjamaer
XEMOTAKCHUYECKOW aKTHBHOCTHIO B OTHOIIEHHMH MOHOLMTOB M Makpodaros. C5a BbI3bIBaeT
OKHCIUTENbHbIN B3pbIB (mOTpebnenne O2) B HeWTpodpmnax U ycuiauBaeT (aromuros U
BbICBOOOXKAEHHEe (epMeHTOB U3 rpanys. Takke Obuio oOHapyxkeHo, uto CSa sBisiercs
COCYJIOPACLIUPSAIOLINM CpencTBOM. bbuto mokazano, uto CS5a y4acTByer B MOAYJIILMU
SKCIIPECCUM LIUTOKMHOB B PA3JIMYHBIX THUMAX KJIETOK U IOBBIMAET SKCIPECCHIO MOJIEKYJI
anre3un Ha Heiirpodpumnax. Beicokue nosel CS5a MOryT mpuBecTH K Hecnenu(pUuecKon
XEMOTaKCUUECKOH «IeCeHCUOMIM3ALUI» HEHTPO(PUIIOB, BBI3bIBAS TEM CAMBbIM OOLIMPHYIO
auchyHKIUI0. MHOTHE BOCTIAIUTENbHBIE 3a00JI€BaHHsI CBSA3aHbI C MOCIIEACTBUSIMUA A€HCTBUS
CSa, BKIIOUas CeNCHUC, OCTPOE TOBPEXKICHHE JIETKHX, BOCIAIUTENbHbIE 3a00JeBaHUSA
KUIIEYHNKA, PEeBMAaTOMIHBIN apTpUT U Apyrue. B skcrepuMEHTalbHBIX YCIOBHSX CEIcHCca
BO3zelicTBHe HeWTpopmioB Ha CS5a MoOXeT NpUBECTH K OUCPYHKLUMU HEHTPOPUIOB U
napajndy CUrHaJbHBIX MyTeH, 4yTo BeaeT Kk aedexrroit coopke HAIPH-okcunasel, mapanudy
CUTHAJbHBIX KackagoB MAPK, CUIbBHOMY CHHUKEHHIO OKHCJIMTEIBHOTO B3pPbIBA, (aroruros3a
u xemorakcuca (Guo u np., 2006; Huber-Lang u np., 2002). Amonto3 THMOIMTOB H
3aMeJIEHHBIN arnonTo3 HEHTPO(UIIOB SBISIOTCS ABYMSI BAKHBIMHU MATOTCHHBIMH COOBITHSIMH
IUIE  PasBHTHSL  Celcuca, KOTopble 3aBucaT or npucyrctBust CSa. Bo  Bpewms
SKCIIepUMeHTabHOTO cercuca CSa ycunupaeT sKcnpeccuro 2-MHTerprHa Ha HEHTpoduiax,
9YTOOBI CTUMYJINPOBATh MUTPALIMIO KJIETOK B OPTaHbl, KOTOPAsi SIBJSIETCS OQHOW M3 OCHOBHBIX
npuarH nojmopranHoil Henocrarounoctu (IIOH). Takxe obnapyxkeno, uto CSa cBszaH ¢
aKTUBAIMEH MyTH KOATYJISILUH, KOTOPasi MPOUCXOUT MPU SKCIEpUMeHTaIbHOM cercuce. CSa
CTHMYJIUPYET CHHTE3 M BBICBOOOXKICHHE M3 JICHKOLUTOB YEJOBEKA IMPOBOCIAIHUTEIBHBIX
IMTOKMHOB, Takux kak @HO-ao, IL-1B, IL-6, IL-8 u ¢axkrop MHrHOMPOBAHUS MUTPALHU
makpogaroB (oT anri. macrophage migration inhibitory factor, MIF). VYuwurbiBasi, 4to
aKTUBAIMA KOMILUIEMEHTA SIBJSIETCS COOBITHEM, MPOUCXOISIIMM BO BpPEMS BO3HUKHOBEHHS
octporo BocnaseHus, C5a MOXeT HauyaTh IEHCTBOBaTb 1O MOSBIEHHS OOJNbIIEH YacTh

BOCTIAJIUTENIbHON «UUTOKHHOBOW Oypm». Ilo-Bumumomy, CS5a urpaer KIOYEBYIO pPOJIb B



OpraHu3allil W YCWIEHWH padoThl LUTOKHMHOBOW CeTH W (POPMHUPOBAHUHM CHHAPOMA
cucteMHoro BocrnanutenbHoro orsera (CCBO).

B MMMyHONIOrH4eCKON PEerysiTOPHON CETH, CBSI3aHHOU C aAaNTUBHBIM UMMYHUTETOM,
CS5a Brusier Ha mepeKpPeCTHbIE B3aUMOEHCTBIS MexXy neHnpuTHbIMH Kietkamu (K) u deT-
KJIETKAMHU, U 3TO MOKET NMPUBECTH K OOJBINOH BBIPAOOTKE MEAMATOPOB BOCIAIECHUS, TAKUX
kak IL-17 (Xu u gp., 2010). CymectBeHHast ponb C5a ObUia yCTaHOBIIEHA M OIpenesieHa B
reHepanuy natoreHHsix orBeToB KieTok Thl7 mpu cucremuoli kpacHoit Bomuanke (CKB)
(Pawaria u ap., 2014). Kpome Toro, coobmanock, 4ro C5a siBIsieTcst KIIFOUEBBIM PEryJIiTOPOM
IUIL  PEeTyJATOPHBIX T-KJIeTOK, O0eCreYnBaroIMM MOIIHBIA mnojaaBisromuil sdpdexr B
OTHOLIEHUH PACIPOCTPAHEHUS U MHIYKIHUH perysaTopHbix T-kierok. (Strainic u ap., 2013).
VYuuteiBasg TOT (akrt, uro perynaropHbele T-knerku u kinerku TH17 saBnsroTCS OCHOBHBIMU
YYaCTHHKAMH ayTOMMMYHHBIX 3a00JI€BaHHH, MOKHO OKUIATh, YTO MHTHOUPOBAHHE Mepeadn
curHasnoB C5a 3HAUUTENBHO CHU3UT CBEPXAKTUBHBIM MMMYHHBIM CTATYC NMPU ayTOUMMYHHBIX

3a00JIeBaHUSX.

IFX-1

IFX-1 mpencrasnsier coboii XMMepHOE MOHOKJIOHaNIbHOE aHTHTeno IgG4, kotopoe
cneun(pUIecKr CBSI3bIBAETCSI C PACTBOPUMBIM MPOAYKTOM PACINEIUIEHHS KOMIIOHEHTa
cucteMbl komiuieMeHTa denoBeka CSa. IFX-1 cocrour u3 1328 aMMHOKMCIOT, U €ro
npuOIM3UTENIbHAS MOJIEKYJIIpHast Macca coctasisier 148472 nansron. IlociaenoBarenbHOCTH
CDR u FR IFX-1 npuseznens! B Tabnuiie 3 HUXKE.

IFX-1 osxcmpeccupyercs B kierouHodt juHuu CHO wnexkonuraromux B BHAE
pekoMOMHAHTHOTO Oejlka W UCIOJB3yeTCsl IJIi BHYTPUBEHHOTO BBeAeHHs B (ochaTHO-
cosieBoM Oy epHOM pacTBope. CBsA3bIBaHME 3TOTO aHTUTENA ¢ YenoBedueckum CS5a obneryaer
BBICOKO?((eKkTUBHYIO  ONOKupoBKY CSa-MHAYLIUPOBAaHHBIX OHONOrHYeCKUX (P QeKTOB,
oTkiouass cBsspiBaHue (C5a u  pearupoBaHH€ C COOTBETCTBYIOIIMMM  KJIETOYHBIMU
peLenToOpaMu.

brimn  mpoBeneHbl  pasNuyHblE HEKJIMHUYECKHE HUCCIENOBAHMS AN OLEHKH
(bapMakoIOTHYeCKUX U TOKCHKOJOTHYeCKUX acrekToB IFX-1, KoTopeie MOKHO pa3enuTh Ha
TECTHI in Vitro/ex vivo U UCCIENOBAHUS il ViVo, BKIIFOYasi TOKCUKOJOTHUYECKUE UCCIIEIOBAHMS
GLP Ha sBaHCKkMX Makakax (c wucromp3oBanueM IFX-1). Hu oxamH H3 mpOBENEHHBIX
HEKJIMHUYECKUX TECTOB W HCCIIENOBAHUN HE BBIIBHJ KAaKUX-THOO TOKCHKOJOTMYECKHX
nipobsieM mu npodiem ¢ 6ezonacHocThi0 B oTHOIeHNU [FX-1. Mcnipitanue ¢asbl I Ha mroasx

MOKa3ajo, 4YTO B JIADOPATOPHBIX MapaMerpax Oe30MacHOCTH, OCHOBHBIX ITOKa3aTeNsiX



cocrostHusl opraHusma u mapamerpax OKI' He ObUIO KIMHUYECKH 3HAYMMBIX W3MEHEHHH,
CBSI3aHHBIX CO BPEMEHEM UJIH TO30M.

In vitro anamu3 IFX-1 neMOHCTpHpYeT CHIIbHYIO CHOCOOHOCTH K CBSI3BIBAHHIO C
pacTBopuMBIM dYenoBedeckuM (S5a, a Taxke BBICOKYIO OJIOKMpYIOIIYIO akTuBHOCTH CSa-
MHIYLHUPOBAHHBIX OHONOrnyecknx 3((eKToB, TAaKUX KakK BBICBOOOXKIEHHE JM3OLHMMA U3
YeJoBeUeCKNX HelTpodminoB winm nojoxurensHas perymiuuss CD11b B HeliTpodumax
1esnpHON KpoBH uenoBeka. OnHo antuteno [FX-1 nocturaer crmiocoOHOCTH HEWTpPaIM30BATH
neiicreue 2 moisekyn CSa ¢ spdexruBHocThIO, Omu3koit k 100%, B SKCIEPUMEHTABHBIX
ycnoBusx in vitro. Knuanueckue ucneitanus ¢ IFX-1 nponosmkarotes, 9To0bI MPOBEPUTH €r0
KJIMHUYECKYI0 3((EKTUBHOCTb NPH HEKOTOPBIX BOCHAJIUTENBHBIX 3a00JE€BAHUAX, BKIIOUAs

I[I/IC(bYHKI_II/IIO CCIITUYCCKOTO OpraHa 1 CJIOXKHYHO OIICpalvio Ha CEpaALe.

HeiiTpodnini

Heitrpoduner, TtepMmuHampHO  nuddepeHuupoBaHHbIE  KIETKH C  KOPOTKOM
NPOAOJDKUTEIBHOCTBIO KM3HH B KPOBOTOKE, SIBISIFOTCS HamOoliee pPacHpOCTpaHEHHBIMH
JeWKOLUTaMU B OpraHu3Me 4ejioBeKa. B kauecTBe NepBOM JIMHUM 3aIMUThl OT BTOPXKEHUS
MHKPOOPTaHU3MOB HEHUTPO(PHIIBI XaPaKTEPU3YIOTCS CBOEH CHOCOOHOCTBIO JEHCTBOBATH Kak
(paronmTapHble KJIETKH, BBICBOOOXIATh JIMTHUECKHE (EPMEHThI M3 CBOMX TpaHysJl U
BbIpaOaThIBATh AKTHBHBIE (POPMBI KHCIIOPOJA MPH CTUMYJSILMK. B TOMoOHeHne K MUKPOOHBIM
NPONYKTaM, IPYrHe CTUMYJIbl, TAKU€ KaK MMMYHHBIH KOMIUIEKC, TaKK€ MOTYT BbI3bIBATH
pecrupaTopHbI B3pbIB B HEHUTpOo(UIaX, YTO NPUBOIUT K YCHIEHHIO BOCHAJEHUS H
MIOTMIOJTHEHHIO BOCTIANTUTENbHBIX KiIeTok (Kaplan, 2013).

ITocne NPOHUKHOBEHHsS B BOCIMAJIEHHBIE TKAHH HEUTPOMUIBI TNPHUBJIEKAOT TyAd
MHOTHE JAPYTHe THUIBI KJIETOK, TAKHX Kak Makpodaru, neHnputabsie kinetku (JK), kmerku-
HATypaJibHbIE KHJUIEPHI, JUMQPOLUTH U ME3CHXHMAaJbHBIE CTBOJIOBBIE KJIETKU, PETYJIHPYIOT
BPOXKIEHHBIH W AQJaNnTHUBHBIA HMMMYHHBIH OTBeT. Hampumep, HeHWTpopuibsl MOryT
moxayuposath co3peBanue JIK, a takke mponudepanuio U NoIspu3anuio T-KJIeToK, U OHH
TaK)Ke€ MOTYT HEMOCPEICTBEHHO NMPAaliMUPOBATh aHTHIeH-Crieninuyecke KieTku T-xeamepos
tuna 1 u T-xenmmepos tuma 17 (Abi Abdallah u np., 2011). derpanynsiuuio HeHTpodHIOB
BBI3BIBAIOT pa3HooOpa3Hble ¢akTopbl, B ToM uyucie CS5a, GopMUI-METHOHUI-IEHLINI-
¢denmnananus (OMJID), nunomnonucaxapuz, (HakTop aKTHBAIMHA TPOMOOLMTOB MU (HAKTOP
Hekpo3a omyxoneit (PHO) (Kaplan, 2013). Conepxumoe, BbICBOOOXKIaeMOe B MpoLecce
AETPaHyJSIHIH, & TAK)KE OKHCIUTENN BMECTE C IUTOKMHAMHU U X€MOKHHAMH, BO3HUKAIOLIMMHU

B pE3YJbTATC aKTHBALlUA HeI\/'ITpO(bI/IJ'IOB, ABJIOTCA MEPBUYHBIMHA MEAUATOPAMHN BOCIIAJICHUA,



BBI3bIBAOIUMU TIOBPECKACHUC TKaHU, U HaHHbIﬁ MEXaHU3M, KaK IIOJIararoT, CBsA3aH CO

MHOI'NMH BUJaMH BOCHAJIUTCIbHBIX HOBpe)KI[eHI/Iﬁ TKaHel.

I'noiinbiii ruapagenut (I'T)

IT — 3T0 XpoHHUECKOe MopaXkarolee KoKy 3a00JeBaHNe, 3aTParuBaroIee yUacTKH,
OoraTele amOKPUHHBIMH JK€JI€3aMH, M OHO CUHUTAeTCs OJHUM M3 BOCIHAJIHUTEIbHBIX
3a00N€BaHN KOKHM, CBSI3aHHBIX C HeHTpoduimamu. Y3eIKu MOSBJISIOTCS B IOPAKEHHBIX
00J1acTsIX, OHU TIOCTETIEHHO HaOYXaroT U Pa3pbIBAIOTCSA C BbIAECIEHHEM THOsI. JIaHHBIH mporecce
NPOMCXOAUT HEOJHOKPATHO, YTO NPHUBOJUT K OOPa3OBAaHUIO CBHUILEBOrO XOJa U IIPAMOB
(Jemec, 2004). TeueHnue 310l OONE3HU CO3/1AET HEMPUATHYIO CUTYALMIO KaK JUIsl MAlUEHTOB,
Tak " 1A 1okTopoB. Coolmmaercs, 4yTo yacTtora 3a00NeBaHus HAXOOUTCA B Auana3one ot 1%
1o 4% (Jemec u nip., 1996).

Tounass marodpusuonoruss I'T He no koHua ompenenena. KypeHue, mnwuiieBbie
NPUBBIYKH U T€HETUYECKasi PeaApacookeHHOCTh Obln cBsizanbl ¢ [T (Kurzen u ap., 2008,
Slade u np., 2003). VBenuueHHbIN NMPOLEHT KJIETOK €CTeCTBeHHBIX KuuiepoB (NK-kieTok) u
yMeHbIIeHHbIH npoueHT CD4-1uMpOUMTOB MO CpPaBHEHHIO C MOKA3aTENISIMH 30POBOTO
OpraHM3Ma, BEPOSITHO, MOAPA3yMeBaeT HAJIMYHE ayTOUMMYHHOH CKJIOHHOCTH K 3a00JIEBaHUIO.
bbuto oOHapyskeHo, uto nosbimenue sxkcnpeccun [L-1p u IL-17 npu nopaxennu [T cBsazanHo
¢ aktuBanuen nagpiaammacomsl (Lima u np., 2016). I'notinbii runpanenut (I'T) npeacrasieH
OONBLUINM KOJUYECTBOM HEUTPOPMIBbHBIX HHPHIBTPATOB B BOCMAJIEHHON KOXKe, OCOOEHHO Ha
no3nHeit cragumu 3aboneBanusi (Lima u np., 2016, Marzano, 2016). AKTHBHpPOBaHHBIE
HEUTpOQMIBI MOTYyT OBITh BaXKHBIM TUNOM 3(P(PEKTOPHBIX KJIETOK, BbI3BIBAIOLINX
NOBPEXKIACHUE TKaHEW W3-3a TNPSMOrO BPEJHOTO  BO3AEWCTBUS MM KOCBEHHOTO
peryastopHoro >¢¢ekra mo OTHOIIEHHIO K APYrHM 3(P(EKTOPHBIM KJIETKaM, TaKUM Kak
axtusHble T-kierku u TH17, npu nanaom 3a0oneBaHuH.

B nmocnemHme rompl Oblla  BBIABHHYTa THUIOTE3a O BIMSAHUM KaKOTO-JTHOO
AyTOMMMYHHOTO WJIM ayTOBOCHAJIUTENIPHOIO MexaHu3Ma Ha martoreHe3 I'T. Drta rumoresa
NOAKPEIUIIETCST  TOJIOKHUTEIBbHBIME  PE3yJIbTaTaMH NpUMEHeHHus aHtaroHucros OHO B
NPOCTIEKTUBHBIX  IUIALEOO-KOHTPOIMPYEMBIX — HCCIENOBAHUAK, KOTOPbIE TNPUBOIAT K
YTBEPKASHHUIO amanumymada (aHTuTeNna, HampaBJIeHHOTO MPOTHB (pakTopa HEKpO3a OMyXOJH
o) JUTsl TIpUMeHeHus y maiueHToB ¢ [T cpenHell u Tspkenol crenenu Tsokectd. OnuH w3
OCHOBHBIX, HO TIOKa HEPELICHHbIX BOMPOCOB, 3aKJIIOYAETCS B TOM, Kak HeHTpoduiibl
NPUBJIEKAIOTC K MOPAKEHHOMY YYaCTKy KOXH, M B KAaKOH CTENeHH AaKTHBHPOBAHHBIC

He#Tpod bl OyayT CIocOOCTBOBATH PA3BUTHIO 3a00JI€BAHUS.



IMMupokmii OMama3oH BO3MOXKHBIX IMATOTE€HHBIX MEXaHHU3MOB, IPEIJIaraeMbIX
Pa3MUYHBIME UCCIEIOBAHUSAMY, MOKET O3Ha4daTh, uyTo [T CBsA3aH C MEXaHM3MaMM XO351HA, a
He C OK30reHHbIMH (aktopamu. IlpumHHMMas BO BHHMMaHHE NApPagoOKC, YTO Kak
npoTuBOMH(pEKINOHHbIE  (aHTHOMOTHKM), Tak u  npouHpekuuoHHsle (anTU-PHO,
KOPTUKOCTEPOHIbI, MMMYHOJEIPECCUBHBIE JIEKAPCTBEHHbIE CPENCTBA) METOIbI JICUEHUS
MOTryT ObITh mone3Hbl, I'T MOXEeT MpOSBIATBCA Kak ayTOBOCHAIUTENbHOE 3a00seBaHMHE,
CBsI3aHHOE C Ne(peKTOM BPOKAEHHOTO MMMYyHHTETa BoJocsHOro ¢osuukyna (Revuz, 2009),
YTO TOATBEPXKAAeTCs TeM (PAKTOM, HYTO TPOBOCHANIUTENbHBIE IIMTOKUHBI, TaKue Kak
unrepneiikud (IL)-1B u dakrop Hekposa onyxomu-o. (PHO-0), 3aMeTHO NOBBILIEHBI B

MOBPEXKACHHON Koske U o nepudepun ot nospexxnenus (Wollina and others, 2013).

HeiitpoduiabHbie 1epMaTo3bl

Heiirpodpunensle nepmatossl (HJI) npeacraBmsroT coOoil rpymmy HapyLISHHUH,
XapaKTEePU3YIOIUXCS MOPAXKEHUAMU KOXHU, MPU KOTOPBIX THCTOJOIMYECKOE HCCIIENOBaHHE
BBISBJIIET MHTEHCHUBHBIE BOCHAIUTEIbHbIE HMHQHIBTPATHI, COCTOSAIINE B OCHOBHOM H3
HelTpoduos, 6e3 npusHakoB uHpekru. HJ] B OCHOBHOM BKIIIOUAKOT B ceOst cuuapom Ceura
(CC), ranrpenosnyro nuonepmuto (I'TI), cyOkopHeanbHblil nycTyie3Hsiii nepmatos (CITI),
APYTHE YETKO OIpeeeHHbIe 3a00JIeBaHUS M MX HETHITUYHbIE WK niepexonHbie Gopmsbl (Prat
u ap., 2014). I'noitueiii ruapagenut (I'T) HemaBHO ObuT OTHeceH k cemerictBy HJ Ha
OCHOBAaHUU OOJBLIOTO KOJWYECTBA HEUTPOQUIBHBIX HHQPHIBTPATOB, HAOMOAAEMBbIX B
BocnasieHHo koxke (Lima u np., 2016; Marzano, 2016).

I'anrpenosnast muonepmust (I'TI) u raofub rugpanenut (I'T) npencraBinsoT coboit
NPOTOTHITHbIE HEHTPO(HIbHBIE JAEepPMATO3bl, KOTOPbIE IO CBOEMY MPOHCXOXKICHHUIO
paccMaTPUBAIOTCS KaK AayTOBOCHIAJIHUTEIbHOE 3a00JIeBAHME C TIPU3HAKOM HAKOILICHHUS
HelitpopmnoB B koxke. (Braun-Falco w nmp., 2012; Marzano wu gp., 2014).
AyTOBOCHIAIUTENBHBIA ~ CHUHAPOM  MPENCTaBIsieT  COOOM  BO3HUKAIIIYIO  TPYIITY
BOCIIAJIUTENIbHBIX COCTOSIHUH, KOTOpbIE OTJIHYAIOTCS OT ayTOMMMYHHBIX, QJUIEPIHYECKUX U
uHpekunoHHbix  3abomeBanuit. C  mMaTOQU3UMONOTMYECKOW  TOYKH  3pEHUST  BCE
ayTOBOCTIAIUTENbHBIE CUHIPOMBI, Takue Kak ITAT'A (mmorennsrit aptpur, I'TI u akne), [AIT
(I'TL, akue u rHoiinbIi runpaneHnt) wim ITAAITT (muorensslii aptpur, akue, ['T1 1 rHOWHBIH
THAPAZCHUT) HMEIT OOIMe MEeXaHW3MbL, COCTOSIIIHE U3 Ype3MEpPHOH aKTUBALMU
BPOXKIEHHOH WMMYHHOH CHCTEMBI M «CTEPHIBHOrO» OOraTtoro HeWTpopuiIaMu KOKHOTO

Bocnanienus (Cugno u np., 2017).



CuHIpOM  KHIIEYHO-aCCOLIMUPOBAHHOTO  nepmaro3a-aptpura (bowel-associated
dermatosis-arthritis syndrome, BADAS) xapakrepu3yercst TUXOpagKOH, IPUIIIONOI00HBIMU
CUMIITOMaMH, apTPUTOM U BOCHAJIHUTENbHBIM MOpakeHueM koxu. Jlna mnocnenHero
XapaKTePHbl MOPAKEHHsI, HAIOMUHAIOIINE Pa3JInYHble HEUTPOQUIIbHBIE NEPMATO3bI, TAKHE
Kak mamynbl u Onsamku (cuHnpom Csuta (Sweet)), mycTynel U si3Bbl (TaHIPEHO3HAsS
NHOAEPMUsT) WM y3eNkH, adcuecchl uim puctynel (THOMHBIN ruapaaenut). Ilomumo sToro,
MOTYT OBITh aCCOLMHPOBAHbI aKHE U HEUTPO(PWIBHBIA MAHHUKYJIUT. Y MAIMEHTOB OOBIMHO
HaOMIONAaeTCsl CUMMETPUYHBIN HE3PO3MBHBIN MOJUAPTPUT, KOTOPBIM MPEUMYIIECTBEHHO
nopaxaet Menkue cycrasbl (Cugno u ap., 2018).

CunzppoM CHHOBHTA, aKHe, IyCTyJe3a, THIIEPOCTO3a U OcTeuTta (Synovitis, acne,
pustulosis, hyperostosis and osteitis syndrome, SAPHO) 6s11 Biepsbie onucad B 1987 roxy.
Cunnpom SAPHO saBasiercs peakuM COCTOSIHUEM, BO3MOJKHO, BCJIEACTBHE HEBEPHOU
NIOCTAaHOBKU auarHoza. HecMoTpst Ha TO, 4TO €ro IMaTOreHe3 OCTAeTCs HESCHBIM, pacTeT
noHumanue Ttoro, 4yto SAPHO wumeer cXOACTBO ¢ JAPYrHMHM ayTOBOCHAJIUTEJbHBIMU

3aboneBanmsiMu (Cugno u nip., 2018).

HeiiTpoduiasl u ayrouMMyHHBbIe 3200/1eBaHuUsI

AyTouMMYyHHBbIE 3a0ojieBaHusl  onpenensitoTcs aedexTHoW  auddepeHnranme
COOCTBEHHBIX M Yy>KEPOIHBIX MOJIEKYJ, YTO MPUBOAMUT K HEMPABHIBHOMY PaclO3HABAHHIO
COOCTBEHHBIX MOJIEKYJI U TKaHEH KakK Yy;KEPOMHBIX CTPYKTYpP U COMYTCTBYIOIIEH HUMMYHHOM
aTake Ha OpraHbl OpraHM3Ma-xo3siiHa. IlaToreHe3 ayTOMMMYHHbBIX 3a00JI€BaHHI OOBIYHO
MOKHO pasfenutb Ha 1Be ¢asbl: (¢asza ummyHuzanuu u 3pdexropHas ¢asa. Daza
UMMYHHU3ALHH XapaKTEePU3YETCs MOsIBJIEHHEM ayTopeakTHBHbIX T-nmumdormros. 3atem st T-
KJIETKH 3aIyCKaIOT BTOPUYHBIN OTBET, MPUBOASIINK K (pa3e MOBPEKIEHUST TKAHU, aKTUBUPYSI
pasnudHble apyrue Tumbl KieTok (B-kmerku, nurorokcuueckue T-kmerku, NK-kimerkw,
Helitpodwibl, Makpodaru, ocreokjactel, (¢GuOpodmacTel W T.A.). AKTHBALMS 3TUX
5P PEeKTOPHBIX KJIETOK ayTOPEaKTUBHBIMH T-KJIE€TKAMH MOXKET PacCMaTpUBaThCs Kak
s¢dexTopHas (asza, KOTOpass MOKET OBbITh OMOCPENOBaHA HECKOJbKUMHU YPOBHSIMH, BKITFOYAs
NPOMYKITHIO ayTOAHTHUTEN, IMTOKWHOBbIE CETH WIJIM TMPSIMbIE MEKKIETOYHbIE KOHTAKThL
(Nemeth m Mocsai, 2012).

Ponb HeliTpoduios B maroQu3HONOrHYeCKOM pa3BUTHH ayTOMMMYHHBIX 3a00JeBaHUT
Oblla OrPaHMYEHHO OIMMCaHAa, HO BCe OOJblle MPUHHMAETCs BO BHUMaHue. Heltpodusst
MOI'yT Y4aCTBOBaTh B HECKOJIbKHX 3Tarax MpoLecca ayTOUMMYHHOTO 3a00JieBaHuUs, BKIIIOYAst

MNPE3CHTAIUI0 aHTHUT'CHA, PETYJIALNI0 aKTUBHOCTH APYTIUX TUIIOB UMMYHHBIX KJICTOK U IIPAMOC



noBpekaeHne Tkaned. HelTpoduiasl MOTYT BBICTaBIIATH/BBICBOOOKIATh AYTOAHTUTE€HBI MIPU
aKTUBAIUY, WM MPH CMEPTH OT aronTo3a, WM BO BpeMsi OOpa3oBaHHs HEUTPOQUIBHBIX
BHEKJIETOUHBIX JIoByIIeK (oT. anri. neutrophil extracellular traps, NET). Ouu takxe moryr
CHOCOOCTBOBATh OTJIOXKEHHIO AyTOAHTUTEN B TKAHIX WM, Kak THUI 3(PQPEKTOPHBIX KIETOK,
MOTYT BBbI3bIBATH CAMOIIOBPEXIEHHEe TKaHel. HakomueHHble 1aHHBIE HCCIENOBAHUIN
NOKA3aJy, 4YTO HEeWTpPOQHJIBI HWIpalOT AaKTUBHYIO pPOJb B Pa3BUTUH ayTOMMMYHHBIX
3a0oneBaHMi, TaKUX Kak peBMatongHblii apTput (PA), cucremnas kpacHas Bomyanka (CKB),
OymnesHelii  nemduronn,  npuoOpereHHbIH  OyimesHbri  snupepmonns,  AHILIIA-
aCCOLMMPOBAHHBIA BACKYJHUT, CeMeHHas CpeIu3eMHOMOPCKAas JIMXOpaaKa, KPUOIHMPHUH-
aCCOLIMHPOBAHHbIE MEPUOTUYECKUE paccCTpoiicTBa (OT aHrji. cryopyrin-associated periodic
disorders, CAPS), nonarpa u t.1. (Nemeth u Mocsai, 2012; Nemeth u ap., 2016). ITockonbky
KOXKa SIBIIIETCS JIETKOW MHIIEHBIO Ul MMMYHHBIX PEAKLUi, BOCMAJIEHHUE KOXU SIBISETCS
OOHMM U3 HauOojee 4YacThIX CHHAPOMOB, BbI3BIBAEMBIX 3THMH ayTOMMMYHHBIMH
3a0oneBanmsiMu. OfHAKO PEBMATOMIHBI HEHTPOQHIBHBIA JEPMATO3 SBISETCS PEAKUM
KO>KHBIM TPOSIBJIEHHEM Y MALUEHTOB C TSKENBIM PEBMATOUAHBIM apTpuTOM. OH B OCHOBHOM
NOpakaeT IMAalMeHTOB C  TSDKEJIBbIM  CEPONO3UTHUBHBIM  PEBMATOMAHBIM  apTPUTOM,
NPENMYIIECTBEHHO JXeHIIUH (OoTHOoweHue 2:1), HO HaOmomaeTcs M IpU CePOHEraTUBHOM

pesmatougHoM aptpute (Cugno u np., 2018).



TEXHUYECKHE IIPOBJIEMBI, JIEXXAIIME B OCHOBE HACTOAIIEI'O
N30BPETEHUA

Kak oOpsicHeHO BbIllE, B YPOBHE TEXHUKU CYyIIECTBOBaJTAa TNOTPEOHOCTh B
3¢ dexkTuBHBIX croco0ax JieueHHs HEUTPO(QUIbHBIX AEpMATO30B, TAKMX KaK THOMHBIN
ruapaneHut (I'T) u kosxHbIe HEUTPOPUIbHBIE Ay TOUMMYHHBIE 3200JI€BaHHUS.

ABTOpBI HACTOALIETO H300PETEHUs] HEOKUJAHHO OOHAPYXXHIIM, YTO MOJIEKYJIBL,
uHrnoupyromue mnepenady cur"anos (CSa, Hampumep, antuteno nporuB (CSa,
UCKJIFOUUTENIBHO XOpPOIIO TMOAXOAST Ui JIEYeHWs THOHHOIO TUApPAAEHUTAa. ABTOpPHI
HACTOSILIETO H300pPETeHUsl  JIOTOJIHUTENPHO M3YYMIM  (PU3MONIOTHYECKUH  MEXaHHU3M,
NPUBONALIMHA K aKTUBALUKM HelTpoduios, u obHapyxunu, yro CS5a sBIsSEeTCS KIIIOUEBBIM
(akTOpOM aKTHBALMU HEUTPODHUIIOB.

Takum 0Opa3oM, aBTOPBI HACTOSILETO M300PETEHUS OKHMAAIOT, YTO MHIMOMPOBAHHE
akTuBHOCTH CS5a Oyaer moAXOAsLIMM TePANeBTUYECKUM MOAXOIOM JUIS JICUSHUS Pa3JINYHbIX
CBSI3AHHBIX C HEHTpopUIaMU PACCTPONCTB, OCOOEHHO KOXKHBIX  HEWTPO(HIBHBIX

BOCIIAJIUTENIbHBIX 3a00JIEBAHHIA.

KPATKOE OITMCAHUME M30bPETEHU A

B nmepBom acmekte Hacrosiiee H300pETEHHE OTHOCHTCS K COGNUHEHHIO IS
NPUMEHEHUsI TIPH JIEYEHUU KOXKHOTO HEWTPO(PHIBHOTO BOCHAIUTENBHOrO 3a00NIEBaHHS Y
cyObeKTa, re yKa3aHHOe COeMHEHHUE MPeNCcTaBsieT coboit mHrnouTop aktuBHOCTH CSa, mpu
STOM YKa3aHHOE KOKHOE HEHTpO(QUIbHOE BOCHAJHUTENbHOE 3a00JieBaHUE BBIOPAHO U3
rpynnel, cocrosiimield u3 rHoWHoro ruapanenuta (I'T); ranrpenosnoit muomepmuu (I'TI);
ITAT'A (mmmorennoro aptputa, [Tl u akme), TAIT (I'Tl, akHe ¥ THOMHOTO THAPAICHUTA);
INAATTT (mmorennoro aprtpura, akae, [Tl u rHoiHOrO ruapaneHura), cuHapoma Csurta
(CC); cybOkopueanpHOro mycrynesHoro aepmatoza (CII/I), mpuoOpereHHoro OyJuie3HOrO
SMUAEPMOIIN3A, CTONKON BO3BBIIIarOIIeHcst spuTembl (CBD); HeUTpoHIIbHOrO MaHHUKYJUTA,
CHUHJIPOMA KHIIEYHO-aCCOLMUPOBAHHOTO nepmarosa-aptpura (BADAS); cunapoma SAPHO
(cuHOBHTa, aKHe, MyCTyJje3a, TMIIEPOCTO3a U OCTEHTAa), PEBMATOHIHOTO HEHTPOPHIBHOrO
JAepMaro3a, CEeMEHHON CpeAU3eMHOMOPCKON JMXOPaAKH, KPHOMHUPUH-ACCOLMMPOBAHHBIX
paccTpoiicTs, moparpsl u cuaapoma LIHuiytepa.

Bo BTOpOM acnekte HacTosiee n300pEeTEeHNHE OTHOCUTCS K CIIOCOOY JIEYeHUST KOKHOTO

HEUTPOPUIBHOTO BOCHAIUTEIBHOTO 3a001eBaHus y CyOBEKTa, BKIIFOYAIOIEMY 3TaIl:
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BBEICHHE CYOBEKTY, HYKIAOIEMYCS B 3TOM, TEPANEBTHUYECKOr0 KOJIUYECTBA
COEAMHEHUs], IPUYEM COEOMHEHNE MpeAcTaBisier codoil marndutop aktuBHocTH CSa u mpu
3TOM KOKHO€ HEWTPOPWIbHOE BOCHMAINUTENbHOE 3a00JeBaHHME BBIOPAHO W3 TPYIIIbL,
cocrosiueld w3 rHoWHoro ruapanenuta (IT); ranrpenosnoit mmomepmum (I'TI); TTATA
(muorennoro aprpura, I'Tl u akue); FAIT (I'TI, akne u rHoitHOro ruapanenuta);, [TAATTT
(muorennoro aprtpura, akHe, [Tl u rHoiiHoro ruapanenura); cunapoma Csura (CC);
cyOkopHeanpHOro  myctyjie3noro aepmaro3a (CILJ[); mnpuoOpereHHOro OyJiIe3HOTO
SMUAEPMOIIN3A, CTONKON Bo3BBILIarOLIeHcst spuTembl (CBD); HEUTpOoPIIbHOrO MaHHUKYJIUTA,
CHUHJIpOMa KHIIEYHO-aCCOLMUPOBAaHHOTO nepmarosa-aprpura (BADAS); cunapoma SAPHO
(cuHOBHTA, aKHe, MyCTyJje3a, IMIIEPOCTO3a U OCTEHTAa), PEBMATOMIHOIO HEHUTPO(HIBHOrO
JepMaro3a; CEeMEWHOW Cpeau3eMHOMOPCKONW JIMXOpaaKH, KPHOMUPUH-ACCOLUUPOBAHHBIX
paccTpoiicTs, moaarpsl, U cuaapoma Hlxurepa.

B TpeTtbem acnekre HacTosiIee N300pETEHNE OTHOCUTCS K MPHUMEHEHUIO COSTMHEHMSI
AUl TIoNTydeHus1 (papMaleBTUYeCKOH KOMITO3HLIUK JUISl JISYEHHsI KOJKHOTO HEHTPO(QUIBHOrO
BOCHAJHUTENBHOIO 3a00NeBaHus, TAe COEJUHEHHE MpeACTaBiIsieT co00i HMHruOMTOp
axtuBHOCTH C5a, M TIe KOKHOE HEeHTpOHIIbHOE BOCHIANUTEIbHOE 3a00/IeBaHNe BHIOPAHO M3
rpymnmbl, cocrosimed u3 rHovHoro ruapanenuta (I'T); ranrpenosnoit muomepmuu (I'TI),
ITAT'A (mmmorennoro aptputa, [Tl u akue), TAI'T (I'TI, akHe ¥ THOMHOTO THAPAICHUTA);
IMAATTT (muorennoro aprtpurta, akae, [Tl u rHoiHOro rugpaneHura), cuHapoma Csurta
(CC); cybOkopueanpHOro mycryniesHoro aepmatoza (CIIM), mpuoOpereHHOro OyJuie3HOrO
SMUAEPMOIIN3A, CTOMKOM BO3BBIIIAKOIIEHCs dpuTemMbl (CBD); HeUTpOoPHIBHOrO MaHHUKYJIUTA,
CHUHIIPOMA KHIIEYHO-aCCOLMUPOBAHHOTO nepmarosa-aptputa (BADAS); cunapoma SAPHO
(cuHOBHTA, aKHe, MyCTyJje3a, THIEPOCTO3a U OCTEHTa), PEBMATOMIHOTO HEHTPO(IIBHOrO
JIepMaTo3a, CEMEWHONW CpeAU3eMHOMOPCKON JMXOPaAKH, KPHUOMHUPUH-ACCOLMMPOBAHHBIX

PacCTpONCTB, nojarpel, U cusapoma HIauiyepa.

IIpuBeneHHOE KpaTKOE OMMCaHME H300peTeHHs] He O00SA3aTeNbHO OIMCHIBAET BCE
NPU3HAKU HACTOSIIEro u300pereHus. Jlpyrue BapuaHThl pean3alii CTAHYT OYEBUAHBIMH U3

0030pa MoCIeay0IEro NOapOOHOTO OMUCAHHUS.

KPATKOE OITMC AHUE YEPTEXXEN

®urypa 1. baokupyromas akTupHocTe IFX-1 B 0THOIEHHH MHAYLHMPOBAHHOIO
pekoMOHHaAHTHBIM 4YejoBedeckum CSa (rhCSa)- nobimenus 3xcnpeccun CD11b Ha

Heiitpopuaax kposu. [FX-1-004 u IFX-1-012 o3HauaroT aBe pa3Hble NMPOU3BOACTBEHHBIE
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naptun. LlenpHyI0 KpOBb HeJoBeKa MHKYOMpoBanu ¢ Oydepom, OIHHUM aHTUTENIOM, OJHHM
thC5a nnn komOuHaIWIsIMU pa3anyHBIX KOHLEHTpauwid anturena u rhCSa. ITocne nakyOanmnu
kieTkn okpamuBany aHTH-MbeHBIM CD11b:FITC, u CD11b MFI ananu3upoBanu MeToaoM
NPOTOYHON LUTOMETpUH. Pe3ynpTaTel MpencTaBieHbl Kak CpefiHee 3HaueHue + CTaHIapTHOe
orkioHenne (CO). Otmeden (cTpenkoil) mpoueHt Onokupyroment aktuBHOocTH IFX-1 B
otHomennn CSa-uHpyumpoBanHOW skcrpeccun CD11b. Cratucruueckue pasnuuus ObuiH
paccuntanbl MeronoM One-Way-ANOVA, yposeHb 3Hauumoctu p<0,05 sBnsncs
CTaTUCTUYECKU 3HAYNMBbIM.

®urypa 2. buoxkupywmasa axkTtuBHOCTh IFX-1 B OTHOmIEHHHM BBI3BAHHOIO
3ngoreHHbiM CSa (eCSa) nmosbimenusi 3xcnpeccun - CD11b Ha HeHTpodmiaax. B
KadyecTBe UcToYHMKa eC5a Obljla MCIoNb30BaHA AKTUBUPOBAHHAS 3MMO3AHOM YEJIOBEUECKast
wia3zma (ot aHri. Zymosan-activated human plasma, ZAP). LlenpHyt0 KpoBb HHKYOHPOBAIH C
oydpepom, ogaum IFX-1, omaum ZAP unu komOunauumsmu [FX-1 u ZAP. Tlocne unkyOaumu
ki1eTku okpaurnBain aHTH-MbIIUHBIM CD11b:FITC u ananusupoBanu MeTonoM MpOTOYHON
uuToMeTpun. Pe3ynbraThl pencTaBieHsl kak cpeanee 3HaueHne + CO. OTmedeH (CTpeskoii)
npoueHt Onokupyromedi aktuBHoctd IFX-1 B orHOmenun eCSa-MHIYLUPOBAHHON
skcnpeccurt CD11b. Craructuueckue pasnuuus Obutd paccuutanbl MetonoM One-Way-
ANOVA, yposeHb 3HaunMOCTH p<0,05 SIBISJICS CTATUCTUYECKH 3HAYUMBIM.

®durypa 3. AKTHBanus HeHTPOPUJIOB KPOBH C MNOMOIIBI0 3HUMO3aHA H
osokupyomasa axktuBHocTh IFX-1. IlenbHyr0o KpoBb HWHKYOHMpPOB&JIM TOJBKO CO
cObanaHcupoBaHHbIM coyieBbiM pacTBopoM XsHka (HBSS), rhCSa u 3umozanom A wuimu
koMOuHatmsiMu  pasnuuHblx koHueHTtparmid IFX-1 u rhCSa wmm 3umozana A. Ilocne
UHKyOarmu KJIeTku okpamuBaimu aHTH-MbimuHEbIME - CD11b:FITC, u CDI11b MFI
aHAJIU3UPOBAIN METOJOM NMPOTOYHON LIUTOMETPUU. Pe3ynbTaThl MpeacTaBlieHbl Kak CpeaHee
3HaueHue = crannapTHoe oTkjioHeHue (CO). OtmeueH (CTpeskoil) MPOUEHT OJOKUPYOMEH
aktuBHocTn IFX-1 B orHomenun CSa-uanyumpoBanHod  skcmpeccun  CDI11b.
Cratuctudeckue pasiauuus ObUH  paccumtaHbl MmerogoM One-Way-ANOVA, ypoBeHb
3Ha4YUMOCTH p<0,05 SABNISANICS CTATUCTUUECKU 3HAYHUMBbIM.

®urypa 4. IFX-1 uHruéupyetr HHAYUHPOBAHHYIO 3MM03aHOM renepanuio 1L-8 B
nejbHOH KpoBu 4enoBeka. Konuentpauuu I[L-8 O TMONMy4YeHBI ¢ TMOMOINBIO METOAA
uMMyHo(pepMeHTHoro ananms3a (anri. enzyme-linked immunosorbent assay, ELISA) mocne
MHKYOallMy LEJTBHOM KPOBHU YEJOBEKA C PAa3IMYHBIMH KOHLEHTPALMSIMH 3UMO3aHa A (Kak
YKa3aHO Ha OCH X) B NPHUCYTCTBHU (TyCThblE KPYKKH) WJIM B OTCYTCTBHE (3aIOJHEHHBIE

kpyxkH) [FX-1. PesynbraTs! npencrasieHsl kak cpenHee sHadenne + CO.



12

®urypa S. Konuentpauun C3a (A), CSa (B) u C5b-9 (C) B naasme xkposu 14
310pOBBIX JIoAel u 54 nmauueHToB ¢ rHOIHBbIM ruapageHuTroMm (I'T). Kpyru obo3navaror
BBIOPOCHI, & 3BE3/I0YKH — KpaliHUe 3HAUYeHUs. Y POBEHb 3HAUUMOCTH P 0003HAYaeT 3HAUUMBIE
pasnuyus Mexay NauueHTaMHU U KOHTPOJIbHOW IPYIIION.

®urypa 6. Bausaune nuaasmbl ¢ I'l' Ha akTHBanuo0 HeHUTPOPUIOB B KPOBH H
noreHuHaabHass poab CSa. OOpasupl mnasmel ¢ I'T uHKYOMpoBanu € IETBHONH KPOBBIO
yejnoBeka B mpucytcTBuu U B orcyrcrBue IFX-1, u skcrpeccuro CD11b Ha meliTpodunax
KPOBH OINpeAeNsal ¢ MOMOILIBI0 MeTOAa MpOTOYHOM unutoMmerpuu. YpoBHu C(S5a B
KOHTPOJIBHOI rpymme u obpasuax ¢ [T Obli moMeueHs! B IPUIIOKEHHOH TaOuLe.

®urypa 7. Oreer HiSCR nocue neyenus IFX-1 y naumnenTtos ¢ I'T". Knuanueckuii
oTBeT rHoitHoro ruapanenura (ot auri. Hidradenitis Suppurativa Clinical Response, HiSCR)
OTIpENIeNIAETCS] KaK YMEHBIIEHHE KOJHMUYECTBAa BOCHAIUTENbHBIX MNMOBpexaeHud Ha 50% (=
50%) (abcuecchl + BOCHANUTENbHBIE Y3€JKH) U OTCYTCTBHE YBEJIHUYEHHUS aOCIIECCOB WJIH
APEHUPYIOLIUX CBULIEH O CPABHEHUIO C UCXOAHBIM YPOBHEM.

®durypa 8. BiokupoBaHue HHAYUMPOBaHHOro CS5Sa mNOBbILIEHHS] 3KCIPECCHH
CD11b ¢ nomompbio pa3sauyHbIX aHTHTE]a npotuB CSaR. llenbHyr0 KpoBb B KadecTBe
UCTOYHHKA HEUTPOQHIOB HHKYOUpOBaAU ¢ 0Opa3uaMu ia3msl (C Jo0OaBKaMHU) B OTCYTCTBHE
WINA B MPUCYTCTBUU COOTBETCTBYIOIUX aHTUTeN npotuB CS5aR. Biokupyroimyo akTHBHOCTh
KaXJIOr0 MHIMOUTOPA YKa3bIBAIH B MPOLIEHTAX AJISl KAXKI0ro o0pasua.

®durypa 9. biaokupoBanne HHAYHHPOBAaHHOro CS5a mnoOBBIMIEHHUS] KCIPECCHH
CD11b ¢ nomombio antaronucra CSaR PMX-53. [lenpHyr0 KpOBb B KauecTBE UCTOYHUKA
Helitpod o wHKyOUpoBaM ¢ oOpasmamu IjiasMbl (C 10OaBKaMu) B OTCYTCTBHE WJIH B
NPUCYTCTBUHM HU3KHX KOHLEHTparuii (A) WM BBICOKMX KOHLeHTpanwii (B) aHTaronmcra
CS5aR PMX-53. bnokupyromyto akTuBHOCT PMX-53 yka3biBaiau B MPOLEHTAaX AJS Ka)XI0ro
obpasua.

®urypa 10. biokuposanue mHAyUHpPoBaHHOro (CSa mMoOBbIIEHHS] JKCIPeCCHH
CD11b ¢ nomombio OJokupyromero antureaa nporus CSa IFX-1. [lenpHyr0 KpoBb B
Ka4eCTBE MCTOYHHKA HEHTpodmioB MHKYyOMpoBanmu ¢ odpasmamu 1uia3mbl (¢ noOaBKamu) B
orcyrcTBue miu B npucytctsun IFX-1. brnokupyromyro akruBHOCTh of IFX-1 yka3biBamu B
NPOLEHTAaX AJISl KaXKI0ro odpasuna.

®urypa 11.bjgokupoBaHue HHAYUHPOBaHHOro C(CS5a mnoBbIIIEHHS] 3KCHPeCcCHH
CD11b ¢ nomompbro uHrudburopa CSaR aBaxomana. llenbHyl0 KpOBb B KayecTBe

UCTOYHHKA HEUTPOQHIOB HHKYOHpOBaN ¢ oOpa3uaMu Iia3msl (C JoOaBKaMHu) B OTCYTCTBHE
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WJIn B MNPUCYTCTBHU aBaKOIIdHA. BJ'IOKI/IPYI-OH_IYIO AKTHUBHOCTb A4BAKOIIdHA YKa3bIBaJIl B

NPOLEHTAX AJIS KaXKI0ro odpasna.

ITOAPOBHOE OITMCAHUE U30BPETEHU A

Onpenenenus

IIpexxne yem HacTosmee u3o0OpereHHe OyaeT MOmpOOHO OIMUCAHO HIDKE, CIIeNyeT
NOHUMATh, 4YTO JAHHOE M300peTeHHe He OrPaHWYHMBAETCS KOHKPETHOH METOJOJIOTHEH,
MPOTOKOJIaMU U p€arcHraMiy, ONMMCAHHbIMU B HACTOSAILIEM NOKYMEHTEC, ITIOCKOJIbKY OHU MOTYT
BapbUPOBATbHCH. Taxke CJICAYECT MNOHUMAThb, YTO HCIOJIb3yE€Masi B HACTOSALIEM OIMUMCAHUU
TEPMHUHOJIOTUSA NIPE€AHA3HAYCHA TOJBKO AJIsI OIMMUCAHUS KOHKPCTHBIX BAPHUAHTOB peajin3daliliu U
He MpeqHa3HaueHa IJii OrpaHHuYeHus o0beMa HACTOSINEro H300peTeHHs, KOTOpbIid Oymer
OTpaHUYEH TOJBKO MpuiaraeMoit ¢opmysoii mzoOperenus. Eciu He yka3aHO WHOe, BCe
TEXHUYECKHE M Hay4Hble TEPMHHBI, UCIOJb3yEMbIE B HACTOSIIEM OMUCAHHH, UMEIOT TE Ke
3HAYEHUsI, KOTOPbIe OOBIYHO MOHHUMAIOTCS CIIELHATUCTOM B OOJNIACTH TEXHHKH, K KOTOPOIi
OTHOCHUTCSI TAaHHOE HU300peTeHHe.

[IpennoyTHTENPHO TEPMHUHBI, MCIIOIb3yeMble B HACTOSIIEM OINMCAHWH, OMPEAEIICHBI,

Kak omucaHo B rioccapuu «A multilingual glossary of biotechnological terms: (IUPAC
Recommendations)», Leuenberger, H. G.W, Nagel, B. and Kolbl, H. eds. (1995), Helvetica
Chimica Acta, CH-4010, Basel, Switzeland).
Bo BceM ommucaHuM HACTOSIIETO HM300peTeHMs, BKJIIOYAs CIEAVIOIIYI0 3a HUM (opmyiy
HU300peTeHHs], eCIM U3 KOHTEKCTa HE CJIEAyeT WHOE, CJIOBO «BKIFOYATHY (KCOMEPIKaTh») U
BAPUAHTBI, TAKHE KaK «BKJIIOYAETY» («CONEPKUT») M «BKIIOUAKOMIMNA» («COAEPIKALIHIT),
MOAPA3yMEBAIOT BKIFOYEHHWE YKA3aHHOTO IEJIOT0 YHCIA WM CTaJdd WM TPYIIIbI HENbIX
YHCeN WM CTaIWi, HO He HCKJIOYEeHHE JIF0OOro Ipyroro LEJOoro YHcjia WM CTaauH WA
TPYNIBI LEJbIX YNUCET WA CTAAUN.

B TekcTe HacTOSIIEro OMMCAHUS LUTHPYETCS HECKOJBKO JOKYMEHTOB (Hampumep,
NaTCHTbI, 3adBKHW Ha TMATCHTbI, HAYYHBIC ny6nm<aunn, OMHUCAHUA MPOU3BOAUTEIIA,
HWHCTPYKLUH, TMPEACTABICHHBIC MOCICAOBATCIBHOCTU 6a3bI TCHETUYCCKUX MOAaHHBIX (aHF.]'I.
GenBank Accession Number) u T. 1.). HuuTO B HacTOsIEM OMUCAHUU HE JOJKHO OBITh
HUCTOJIKOBAHO KaK IMPU3HAHUE TOro, 4To I/1306peTeHI/Ie HE HUMCECT IpaBa MNpPEALICCTBOBATDH
TAKOMY OIMUCAHHWIO B CHJIY MPEIIIeCTBYIOMEro nu3oOpereHusi. HekoTopbie M3 TOKYMEHTOB,
LHUTUPYEMBIX B HACTOALICM OMNHCAHUU, XAPAKTCPUSYHOTCA KAK «BKIIOUYEHHbIE nocpe@cm@om

ccolikuy. B ClIydya€ TMTPOTHUBOPCUUA MCEKAY OMNPCACICHUAMU WK T[MOJOXKCHUAMU TaKUX
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BKJIFOUEHHBIX CCBUIOK U ONpPENETICHUSIMU WIN MOJOXKEHUSIMH, PUBEJEHHbIMU B HACTOSALIEM
OMUCAHUH, IPUOPUTET UMEET TEKCT HACTOSIIETO ONUCAHMSL.

IlocnenoBarenbHOCTU: Bce MOCIEAOBATENBHOCTH, YHOMSIHYTBIE B  HACTOSIIEM
OMUCAaHUH, PACKPBITHI B MPUIATAEMOM IE€pPEUHE IMOCJIEeN0BATENbHOCTEH, KOTOPBIH CO BCEM
CBOMM COZIePKaHUEM U PACKPBITHEM SIBJIIETCS YaCThIO 3TOTO OMUCAHUS.

B konrekcre Hacrosmero wusoOpereHns CS5a, B YAaCTHOCTH, OTHOCHTCSA K
yenoBeueckomy CS5a. Uenoseueckuii CSa mpexncrapnsier co0oit mentua u3 74 aMUHOKHUCIIOT
CO CIIEAYIOLIEH AMUHOKHUCIIOTHON MOCJIEN0BATEIbHOCTBIO!

TLOKKIEEIA AKYKHSVVKK CCYDGACVNN DETCEQRAAR ISLGPRCIKA
FITECCVVASQ LRANISHKDM QLGR (SEQ ID NO: 1).

AMMHOKHCIIOTHAS TIOCJIEI0BATENIbHOCTD YenoBedeckoro C5 MoxeT ObITh HalifieHa oA
HomepoMm noctyna UniProtKB P01031 (CO5_ HUMAN).

Tepmun «unruburop aktuBHocTd CS5a» B HACTOSAINEM ONMMCAHMU O3HA4aeT JHOOOE
COeMHEeHHe, KOTOpoe KakMM-InO0 00pa3oM cHikaeT akTuBHOCTh CS5a. DTO CHMXKEHHe
AKTMBHOCTH MOXXET OBITh JOCTUTHYTO IIyTEM TMPsIMOTO WM KOCBEHHOI'O CHIKEHUS
koHUeHTpauun CSa, wnm nyreM cHWXKeHUs akTUBHOCTH (CS5a, WM NMyTeM NpefoTBpalleHUs
toro, 4yro (C5a oOka3blBaeT CBOE BO3JEHCTBHE HAa OAWUH HJIM HECKOJBbKO €ro perenTopoB
(mampumep, Ha CS5aR wmnmmu CS5L2), wnu nmyTeM CHIKEHHsI KOHLEHTPAIMHi WM aKTHBHOCTH
OJTHOTO MJIM HECKOJIbKUX perenTopos CSa.

B koHTekcTe HacTosmiero u3oOpereHHs BhIpakeHHe «penentop CS5a» OTHOCHTCS K
moOOMy NOTEHLIMAJIBHOMY JIMTAHAY, CBsi3biBatoIeMy CS5a Ha TOBEPXHOCTH KJIETKH, OCOOEHHO
K JIOOOMY perenTopHOMy OesKy, ¢ KOTOpbiM C5a MOJKET CBSI3bIBATHCS M BBI3BIBATH PEAKIHIO
Ha YKa3aHHOM perentope (Hampumep, aKTHBAIMIO UM WHIHOMpPOBaHUE perentopa). TepMuH
«peuentop CS5a», B yacTHOCTH, OxBaThiBaeT ABa peuentopa C5aR u C5L2. AnsrepHaTuBHBIE
Ha3BaHus Ay C5aR — C5aR1 u CD88. AnsrepnatuBHOe HazBanue st CS5L2 — C5aR2.

Hekotopple BapMaHTBl peaJM3aldy HACTOSINErOo HM300pETeHHs OTHOCATCS K
uarnouropy CSa, koTopsiii Biusier Ha peuentrop CSa (Hampumep, CBA3BIBASICh C PELIETITOPOM
C5a wnu 6nokupys skcnpeccuro peuenropa C5a). B 1aHHOM KOHTEKCTe TEPMUH «PErenTop
CS5a» moxer otHocuThes K (1) CSaR, nmm k (i1) C5L2, unnm (iii) kak k CS5aR, tak u x C5L2.
3TO 0O3HAYaET, UTO HEKOTOpble HHrUOUTOPBI C5a BIAMSAIOT TOJBKO HAa OAHMH U3 PELENTOPOB (TO
ectb 00 Ha C5aR, mbo Ha CS5L2), B TO Bpems kak apyrue uHruouropsl CS5a BIMAOT Ha
oba peuenropa C5a (To ectb kak Ha C5aR, Tak u Ha C5L.2).

B xoHTEKCTE HACTOALIET0 H300pETeHNsT BhIpAKEHHE «OEITKOBBIN JINTaHI» OTHOCHUTCS K

MOO0N MOJIEKyJie, COCTOSIIEHd W3 aMHHOKHUCIOT, COSAMHEHHBIX MENTHIHBIMHU CBSI3SIMU,
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HE3aBUCHMO OT OOIIero pasMepa MOJIEKYJIbI, KOTOpasi CIIOCOOHA CIeU(pUIECKH CBA3bIBATHCS
¢ npyroii momekynoil. COOTBETCTBEHHO, BbIpaKEHHE «OENKOBBIA JIMTAHO» BKIIOYAET
omuronenTtuabl (< 100 amuHokucnor) u nojmnentuasl (> 100 amuHOKHCTOT). BhIpaxenue

«OEJIKOBBIN JIMrad» TaKXKE BKIIFOYACT HUKIIMYECKUC NENTHAbI HE3aBUCUMO OT UX pasMepa.

Beipaskenue «OEeIKOBBIH JIATAHI, B YACTHOCTH, OXBAaTbIBAET AHTHTENA,
AHTHUT'€HCB3bIBAIOLIIIE (dbparMeHTsI AHTHUTEJL, AHTUTEJIONONO0HBIE Oenku u
ENTUIOMUMETHKH.

B HacrosimmeM OnmmMcaHWU «IEpPBOE COEAMHEHHe» (HampuMmep, OeNKOBBIM JIMTaH[ WUIIH
anraMep HYKJIEHHOBOI KHCIJIOTBI) CUHUTAETCS «CBA3BIBAIOLIMMCS» CO BTOPBIM COEIUHEHHEM
(Hampumep, LeIeBbIM OEJIKOM), €CJIM ero KOHCTaHTa aucconuannu Ky ¢ yka3aHHBIM BTOPBIM
coeauHeHueM cocrtasysieT | MM wim menee, npeanouytutesnbHOo 100 MxkM unu MeHee,
npeanoututenbHo 50 MxkM  unm menee, mnpeanoututenbHo 30 MM unm MmeHee,
npeanoututenbHo 20 MxkM  unm menee, npeanoututenbHo 10 MkM  unm Mmenee,
npeanoYTuTeNbHo 5 MKM min MeHee, Oojiee mpennoutuTenbHO | MKM mim MeHee, Oosee
npexnnouyrutensHo 900 HM mnm meHee Gosee npenmourutensHo 800 HM mm MeHee, Oosee
npexnnouyrutensHo 700 HM mn MeHee, Oonee nmpeanourutensHo 600 HM nnm menee, Gonee
npeanoututesibHo S00 HM mim MeHee, Oonee npeanoututensHo 400 HM unm MeHee, Oonee
npeanoututesbHo 300 HM wnu MeHee, Oonee mpennouytutebHo 200 HM wiu MeHee, erne
bonee mpennoururenbHo 100 HM win MeHee, eme Oonee mpeanodtutesibHo 90 HM wm
MeHee, eme Oosiee mpeanoytuteabHo 80 HM uimn MeHee, eme Oonee npeanoututenbHo 70 HM
WM MeHee, elle OoJyiee mpeanouTuTesbHo 60 HM mim MeHee, eme Oosiee MPeArnouTUTETbHO
50 HM wunu wmeHee, eme Oonee mnpenmoututenbHo 40 HM wmim MeHee, eme Oojee
npeanoutuTesnbHo 30 HM miu MeHee, eine Ooniee npeanodtuTesibHo 20 HM uitn MeHee U erne
Oosee npennourureapbHO 10 HM niu MeHee.

TepMHH «CBS3BIBAHHE» COTJIACHO HACTOALIEMY HW300PETEHHIO MPENNOYTHTEIBHO
OTHOCHTCSI K CIIELU(HUECKOMY CBsI3bIBaHUIO. «Crierudrueckoe CBI3BIBAHME» O3HAYAET, YTO
coennHeHue (HarmpuMep, OCTKOBBIA JIMTaHA WM anTamMep HYKJICWHOBOW KHCIJIOTHI) CHJIbHEE
CBSI3bIBACTCS] C MUIIEHBIO, TAKOW KaK 3IUTOIL, JUIsi KOTOPOH OHO CHenn(UIHO, IO CPABHEHHIO
CO CBsi3bIBaHMEM C Jpyroil muineHbpro. CoeauHeHHE CBSI3bIBA€TCS C IEPBOH MHILIEHBIO
CUJIbHEE, YeM CO BTOPOH MHUIIEHbIO, €CJIM OHO CBS3BIBAETCS C IMEPBOM MUIIEHBIO C
koHCcTaHTOH nucconmanuu (Kg), koTopas HIbKe, YeM KOHCTAHTAa AMCCOLMALMU IUJII BTOPOH
mutnend. IlpenmouturensHo koHcTaHTa auccouuanwu (Kq) 11s MummeHd, ¢ KOTOpPOH
COoeMHEeHUue CBs3bIBaeTCs cneruduuecky, 6omnee yem B 10 pa3, mpeanodTuTesibHO Oonee yem

B 20 pas, Oonee nmpennoyruTenbHO Oosee ueM B SO pas, emme Oonee MpeanodYTHTENbHO Oosee
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gyem B 100 pa3, B 200 pa3, B 500 pa3 unu B 1000 pa3 Hmxe, yem koHcTaHTa nucconuannu (Kd)
IUIS MULLIEHH, C KOTOPOH COEIMHEHHNE HE CBSI3bIBAETCS CIIELIU(PHIECKH.

Tepmua «Kg» (00BIMHO U3MepsieTCST B «MOJIB/JI», YTO HWHOTZA COKPAIEHHO
0003Ha4alOT Kak «M») B HACTOSIIEM OINHCAHMM O3HA4YaeT KOHCTAHTY PABHOBECHUS MpPHU
IVCCOIMALIMN KOHKPETHOTO B3aMMOJEHCTBHUS MEXAY COEAMHEHHEeM (Hampumep, OelKOBBIM
JIMTaHZIOM) ¥ MOJIEKYJIOH-MHUIIEHBIO.

Metons! onpenenenus ahpPUHHOCTU CBSA3bIBAHUS COCAMHEHUH, TO €CTh ONpeAeNeHHs
KOHCTaHTh! aucconnanu Ky, W3BECTHBI CHENUANNCTY B JAHHOH OOJACTH TEXHUKU U MOTYT
ObITb BBIOpAHBI, HAITPUMED, U3 CIEAYIOIIUX METOJIOB, U3BECTHBIX B JAHHOH OOJIACTU TEXHUKU!
TEXHOJIOTUS NTOBEPXHOCTHOIO IUIa3MOHHOrO pe3oHaHca (anri. Surface Plasmon Resonance,
SPR), Owocnoiitnass unTepdpepomerpusi (anri.  Bio-layer interferometry, BLI),
uMMyHO(epmeHTHbIii aHamu3 (aHrn.  enzyme-linked immunosorbent assay, ELISA),
NPOTOYHAS LIUTOMETPUS, M30TePMHYECKasi THUTPALMOHHAsl Kajopumerpus (anri. isothermal
titration calorimetry, ITC), aHAJUTHYECKOE yIbTpaLeHTpU(yTupoBaHue,
pammoummyHoanaians (anrn.  Radioimmunoassay, RIA wmu IRMA) wu ycuneHHas
xemumroMuHecueHus (anr. enhanced chemiluminescence, ECL). Kak mpaBmio, KOHCTaHTa
mucconmanuu Kq onpenensiercs npu 20°C, 25°C, 30°C umm 37°C. Ecnu cnenuanbHO He
yKa3aHo MHOe, 3HaueHus: K4, mpuBeneHHble B JaHHOM onucaHuy, onpenensor mpu 20°C ¢
nomoibto Merona ELISA.

«ONHUTOM», TAaKKe M3BECTHBIH KaK AHTUTCHHAs NETePMHHAHTA, SIBJISIETCS YaCThIO
MaKpOMOJIEKYJIbl, KOTOpasi Pacro3HaeTCsi UMMYHHOM CUCTEMOM, B YaCTHOCTU aHTUTeaMu, B-
kiaetkamu win T-kiaerkamu. TepMUH «3MHUTOM» B HACTOSIIEM OINUCAHMHM O3HAYAeT YacCTh
MaKpOMOJIEKYJIbI, CIIOCOOHYIO CBSI3bIBATHCS C COSNUHEHHEM (HAIPUMEpP, aHTUTEJIOM HIIH €ro
AHTUTCHCBS3BIBAIOIIMM ()ParMeHTOM), KakK OITMCAHO B HACTOSIEM JAOKyMeHTe. B sTom
KOHTEKCTE TEPMHH «CBS3bIBAHUE» TPEANOUYTHUTENIbHO OTHOCUTCS K Crele(puuIecKoMy
CBSI3bIBAHUIO. DTHUTONBI OOBIYHO COCTOAT M3 XUMHYECKH AKTUBHBIX IMOBEPXHOCTHBIX TPYIIIT
MOJIEKYJI, TaKuX Kak OOKOBBbIE LM AaMHHOKHCIOT MJHM caxapa, M OOBIMHO HMEIOT
cneunpruIecKre TpPEeXMEpHbIE CTPYKTYPHBIE XapaKTEPUCTHKH, a TaKke Ccreunpuyeckue
XapakTepucTUKu 3apsna. KoHpopmanumoHHblE W HEKOH(POPMALMOHHBIE SMUTONBI MOKHO
OTIIMYUTH TE€M, YTO Y TMEPBBIX CBSI3bIBAHWUE TEPSETCS B TMPUCYTCTBHU [E€HATYPUPYIOLINX
pPacTBOPUTENEH, B OTIMYHE OT BTOPBIX.

«[Taparom» - 3TO YacTh aHTHUTENA, KOTOpPAasl CBSI3BIBAETCS C SMUTONOM. B KOHTEkcTe

HACTOSIIIIETO M300PETEHHs «IapaTomy MNPEACTaBIsieT COOOW YacThb COEAMHEHHUs (HAIMpUMED,
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OenKOBOro JHraHga), Kak OINHCAHO B HACTOSINEM MAOKYMEHTE, KOTOpas CBSI3bIBAETCS C
STUTOIOM.

Tepmur «aHTUTENO» OOBIMHO OTHOCHUTCS K TIJIMKONPOTEHHY, CONEpIKaIleMy I10
MeHblIeil Mepe nBe Tsokenble nenu (H) u ae nerkue unemm (L), cBA3aHHBIE MEXAy COOOH
IUCYNb(OUAHBIMU CBSI3SIMH, WM WX AHTUTEHCBS3bIBAIOINYI0 YacTh. TE€PMUH «aHTHUTEJIO»
TaK)Ke BKJIIOYAET BCE PEKOMOMHAHTHBIE (POPMBI AHTUTENI, B YACTHOCTU AHTHUTEJN, ONIMCAHHBIX B
HACTOSILIEM JOKYMEHTE, HalpuMep, aHTHTENa, OSKCIPECCUpPyeMble B IPOKAPUOTAX,
HETJIMKO3UJIMPOBAHHbIE AHTUTENA, AHTUTENA, SKCIIPECCUPYEMble B dyKapuoTax (HaImpumep,
kaerkax juHuu CHO), rIuMKO3WIMpOBaHHBIE AHTUTENA U JIIOOBIE AHTUT€HCBA3BIBAIOIINE
(bparMeHThl U POU3BOAHbIE AHTUTEJ, KaK onrcaHo Hike. Kaknast Tsokenas Lenb COCTOUT U3
BapuraleIbHON 00JIACTH TSKENION 1enH (COKpaIeHHO 0003HAYeHHOH B HACTOSIIIEM OMHUCAHUU
kak VH wnu Vu) 1 koHCTaHTHOH obnacty Tspkesnoi nenu. Kaknas jerkas 1ens COCTOHMT M3
BapuabenbHON 00MacTH JIerkol 1enu (COKpalieHHo 0003Ha4YeHHOH 3aech kak VL wiu Vi) u
KOHCTaHTHOI oOmactu nerkod nenu. O6mactu VH m VL Moryt ObITb JONOJHUTETBHO
nozjpaszieieHsl  Ha  oOjacTh  runepBapualOeNbHOCTH,  HasblBaeMble  OOJNACTSIMHU,
OIpeAeISIIOUINMH  KOMIUIEMEHTapHOCTh (OT aHri. complementarity determining regions,
CDR), mepeMeKaroIMMHUCST C OONACTSIMH, KOTOpBIE SIBJSIFOTCS OoJiee KOHCEPBATHBHBIMH,
Ha3bIBAEMbIMU KapKacHbIMU oOjactsimu (oT anri. framework regions, FR). Kaxnaeiii VH u
VL cocrour u3 Ttpex CDR wu wuyerpipex FR, pacrnonokeHHbIX OT aMHHOKOHLA K
kapOokcukonny B ciuenytoinem nopsiake: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4.
BapuabenbHbie 001acTH TSDKEION M JIETKOH 1enel Coep kKaT CBI3bIBAIOIIUI TOMEH, KOTOPbII
B3aUMOJIEHCTBYeT C aHTUreHoOM. KOHCTaHTHBIE OOJAaCTH AaHTUTEN MOTYT OMNOCPEIOBATH
CBSI3bIBAHUE MMMYHOTJIOOYJIMHA C TKaHAMH WM (PAKTOPAMH XO35IMHA, BKJFOYAs PA3IMYHbIE
KJIETKH IMMYHHOH cucTeMbl (Harpumep, 3pdeKkTopHbIe KiIeTKH) U nepBbiid kKommoHeHT (C1q)
KJIACCUYECKON CUCTEMBI KOMITJIEMEHTA.

TepMHH «aHTHTEHCBSI3BIBAOLINI (PparMeHT» aHTUTENa (WM MPOCTO «CBSI3bIBAIOILAS
9YacTh») B HACTOALIEM ONHMCAHUM O3HAYAeT OWH HJIM HECKOJbKO (PparMEHTOB AHTHTEJA,
KOTOpPbIE COXPAHSAIOT CHOCOOHOCTh CHelU(UYECKH CBS3BIBATBCA C AHTHIEHOM. bbiIo
MOKA3aHO, YTO aHTUT€HCBSA3BIBAIOIIAS (DYHKIIMS AHTHTEIIAa MOYKET BBITOJIHATHCSA (PparMeHTaMu
NOJJHOPa3MepHOro aHtuTena. [IpuMepsl CBSI3bIBAOIIMX (PArMEHTOB, OXBAThIBAEMBIX
TEPMUHOM «AaHTUTCHCBS3BIBAIOINAS 4YacTh» aHTHTeNa, Bkiaro4anT (i) Fab-pparmentsi,
OIHOBaJIeHTHbIE (pparMeHThl, cocrosimue n3 aomerHoB VL, VH, CL u CH; (i1) F(ab")2 -
(bparMeHThI, ABYXBaJeHTHbE (PparMeHThl, copep:kamue aBa Fab-pparMeHTa, CBS3aHHBIX

aucynb(GUAHBIM MOCTUKOM B LIapHUpHOW obmacty; (iii) ¢parmentsr Fd, cocrosimue us
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nomeHoB VH u CH; (iv) ¢parments! Fv, cocrosimue n3 nomenoB VL u VH opnoro meva
anrurena, (v) pparmentsl dAb (Ward et al., (1989) Nature 341: 544-546), kOoTOpbIE COCTOSIT
u3 nomeHa VH; (vi) BeiaeneHHble obnactu, onpexpenstomue kommiemerntapaocts (CDR), u
(vil) komOnHamu 1Byx nim Oonee BbiieneHHbIX CDR, xoTopbie MOryT OBITE HEOOSI3aTENBHO
COEAMHEHBbl CHHTETHYECKUM JMHKepoM. Kpome Toro, xotst nBa nomena ¢parmenrta Fv, VL u
VH, xonupyroTcsi OTAEIbHBIMH '€HAMH, OHU MOTYT OBITh OOBEIUHEHBI C HCIIOJb30BAHHEM
PEKOMOMHAHTHBIX METOJIOB C TIOMOILIBIO CHHTETHYECKOTO JIMHKEPA, KOTOPBIH MO3BOJSIET UM
OBITh TIOJTY4YEHHBIMU B BHIE €NMHOI OenkoBoil uernu, B kotopoit VL u VH-o6nactu oOpasyror
napy C MojiydeHHeM OIHOBAJIEHTHBIX MOJIEKYJ (M3BECTHBIX Kak opHouenodeqnbie Fv (scFv);
cM., Hanpumep, Bird et al. (1988) Science 242: 423-426; u Huston et al. (1988) Proc. Natl.
Acad. Sci. USA 85: 5879-5883). Takue ogHOIENOYEUHbIE aHTUTENA TAK)KE€ OXBATHIBAIOTCS
TEPMHHOM «aHTUT'€HCBSI3bIBAIOINUI (pparMeHT» aHTHTeNna. ClIeayroIuM IpuMepoM sIBIISIETCS
CIUTBIA O€JNOK CBA3BIBAIOIIErO JOMEHa HMMYHOIJIOOYJIMHA, comepskaiuil (1) MOJUMenTH.
CBSI3BIBAIOIETO JIOMEHA, KOTOPBIH CJIUT C MOJHIENTHAOM IMIAPHUPHOH objactu
UMMyHOrIOOyMHa, (ii) KoHCTaHTHYIO obmacte CH2 Tspkenol nenw MMMYHOMIOOYJIMHA,
CIUTYIO C IIAPHUPHOH oOnacthto, u (iil) koHCTaHTHyH obOmacte CH3 Tskenoi wemu
UMMYHOIJIOOYJIMHA, CJIMTYI0 ¢ KOHCTaHTHOUM obOnacthio CH2. TonumenTua CBSI3bIBAIOIIETO
JOMEeHa MOKET ObITh BapHaOeNbHOW 00JACThIO TSKENON Lenu Wi BapuabeabHON 00IacThiO
aerkoit nenu. CnuTble O€NKHM CBSI3bIBAIOLIETO JTOMEHa MMMYHOTJIOOYJIMHA JOTIOJHUTEIBHO
packpeitel B US 2003/0118592 u US 2003/0133939. D1tu pparMeHThl aHTUTEN MOJYYAIOT C
UCTIONIb30BAHHEM OOIICNPHHATHIX METOJUK, M3BECTHBIX CIEIIHATNCTAM B JaHHOH 00JacTu, U
(bparMeHThl MPOBEPSIIOT Ha MPUTOAHOCTh TAKUM K& 00pa3oM, KaK M WHTAKTHBIE AHTHTENA.
JpyruMu mpuMepaMHu «aHTUTC€HCBSI3bIBAIOIIUX (PPAarMEHTOB» SIBISIFOTCS TaK Ha3bIBAEMbIE
MHUKPOaHTHUTENA, KOTOpbIe mosydeHbl u3 oraensbHbix CDR. Hanpumep, Heap ¢ coasTopamu B
2005 rony omnMchIBaIM MUKPOAHTUTENO U3 17 aMUHOKUCIOTHBIX OCTAaTKOB, MOJYYEHHOE U3
CDR3 Tsxenoi Lieny aHTUTENA, HANPABJICHHOTO MPOTHB TIIMKOMPOTEHHAa 00o0souku gpl20
BUU-1 (Heap C.J. et al. (2005) Analysis of a 17-amino acid residue, virus-neutralizing
microantibody. J. Gen. Virol. 86:1791-1800). [Ipyrue npumepsl BKIIFOYAIOT MUMETHKH MaJIbIX
aHTUTeN, comepxamue nBe win Oonee obmactu CDR, koTopeie CIWTBI APyr € APYrom,
NPEANOYTUTENIbHO € TIOMOLIBIO POJCTBEHHBIX KapKacHbIX obOmacreii. Takoil HeOObLIONH
mumeTHk aHturen, cogepxkamuii Vu CDR1 u VL CDR3, cBszanHblil ¢ poacTBeHHbIM VH
FR2, 6bu1 onmcan Qiu u coasropamu B 2007 roay (Qiu X.-Q. et al. (2007) Small antibody
mimetics comprising two complementary-determining regions and a framework region for

tumor targeting. Nature biotechnology 25(8):921-929).
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Takum 00Opa3oM, TEPMHH «aHTUTENO WJH €r0 aHTUT'€HCBSA3BIBAIOIIUN (parMEeHT» B
KOHTEKCTE HACTOSILIET0 ONHCAHUS OTHOCUTCS K MOJIEKYJaM HMMYHOIJIOOyJMHA U
UMMYHOJIOTHYECKH AaKTHBHBIM YacTSM MOJIEKYJ HMMYHOIJIOOYJIMHA, TO €CThb MOJIEKYJIaM,
KOTOpbIE COAEPKAT aHTUT'€HCBSA3ZBIBAIOIIUN CANUT, KOTOPBI MMMYHOCHEIU(PHUHO CBSI3bIBAET
aHTureH. Takyke BKIFOYEHbl MMMYHOIJIOOYJIHMHONOAOOHBIE OENKH, KOTOpBIE OTOMPAIOTCS C
NOMOIIBI0 METOAMK, BKIIIOYas, Harmpumep, (aroBblii AuCIIeH I CcHenuduIecKoro
CBSI3bIBAHMS  C  MOJIEKYJIOW-MHUIIEHBIO  WJM  SIUTONOM-MHIIEHbIO.  MOJEKyJbl
UMMYHOTJIOOYJIMHA B HACTOSIIIEM M300peTeHUH MOTYT ObITh Jr0O0ro Ttuma (Hanpumep, IgG,
IgE, IgM, IgD, IgA u IgY), knacca (manpumep, IgGl, IgG2, npennouturensHo IgG2a u
IgG2b, 1gG3, IgG4, IgAl u IgA2) unn noxkiacca MOJIEKYJIbl UMMYHOTJIOOYJIMHA.

AHTHTENa U WX aHTUTEHCBS3bIBAIOIINE (PPArMEHTHl, HCIOJb3YEMble B HACTOSIIEM
n300pereHuy, MOryr ObITb JIIOOOrO JKMBOTHOIO MPOUCXOXKICHUS, BKIJIKOYAs NTHL |
MIIEKOMTUTAIONX. [IpennodyTuTenbHO aHTUTENa WM (PparMeHThl MPOUCKXOAST OT YeJIOBEeKa,
IIUMIIaH3€, TPbI3yHa (HAIpUMep, MBILIH, KPBIChI, MOPCKOW CBUHKH WJIM KPOJIUKA), KYPHULBL,
WHJIEWKH, CBUHBH, OBIIBL, KO3bI, BepOJIFOa, KOPOBBI, JIOLIAIHW, OCJA, KOIIKU MM COOAKH.
Oco0eHHO MpPeATNoUTHTENbHO, YTOOBI AHTHUTENA HMENH 4YeJOBEUeCKOe WM MBIIINHOE
NPOUCXOKACHHE. AHTUTENIa B HACTOSIEM H300pPETEHHHM TaKKe BKIIOYAIOT XHMEPHBIE
MOJIEKYJIbl, B KOTOPBIX KOHCTAHTHAsi OOJIACTh AaHTHUTEJa, MOJY4YeHHAs W3 OJHOTO BHUIA,
NPEANOYTUTENILHO YeNIOBeKa, OObEMHEeHA ¢ aHTHI€HCBSI3bIBAIOIINM CAHTOM, MOJYYEHHBIM U3
APyroro BHIA, HampuMep, MbIIU. Kpome TOro, aHTuTeNna B HACTOSLIEM HM300pETEHUU
BKJIFOYAIOT T'YMAaHW3MPOBAHHBIE MOJIEKYJIbl, B KOTOPBIX AHTHUI€HCBSI3bIBAIOLINE YYACTKH
aHTUTENA, TIOJYYEHHBbIE OT HEYeJOBEYECKOro Bua (HAampuMep, OT MbIIH), OOBEAMHEHBI C
KOHCTAHTHBIMH U KAPKACHBIMU OOJIACTSIMH YEJIOBEYECKOTO MPOUCXOKACHUSI.

Kak moka3zaHO B HACTOSIIEM ONMHCAHUH B KA4ECTBE MPUMEPA, AHTUTENA B HACTOSIIEM
U300peTeHNH MOTyT OBITh TIOJyYeHbl HETMOCPEACTBEHHO W3 THOPUAOM, KOTOpBIE
SKCIIPECCUPYIOT ~ aHTUTENO, WJIM MOIYyT OBITh KJIOHHPOBAHBI M  PEKOMOWHAHTHO
SKCIIPECCUPOBAHBI B KJIeTKe-x03siuHe (Hanpumep, kietke CHO nnm numdormrapHoii kietke).
JIOTIOJTHUTENBHBIMA TIPUMEPAMHU  KJIETOK-XO35I€B SIBJISIFOTCS MUKPOOPTaHU3MBI, TaKue Kak
E.coli, n rpudbl, Takue Kak IpoicKU. B kadecTBe ambTepHATHBBI OHU MOTYT OBITh MOJTYYEHBI
PEKOMOMHAHTHO OT TPAHCTEHHOT'O JKHBOTHOTO, HE SIBJISTFOLIETOCS YEJIOBEKOM, WIIH PACTEHHSI.

TepMHH «XUMEPHOE AHTUTENIO» OTHOCUTCS K TEM aHTUTENaM, B KOTOPBIX OIHA YaCTh
KaXXJIOM M3 aMHHOKHCIIOTHBIX MTOCIIEIOBATEIbHOCTEH TSDKEIIBIX M JIETKHX LETeld TOMOJIOTHYHA
COOTBETCTBYIOILIIMM IIOCJIEZIOBATENIbHOCTSIM B AHTHUTENAX, TOJYYEHHBIX H3 OINPENEIeHHOTO

BUAA WIN MPUHAAJICKAIUX K OIMPEACIICHHOMY KJIACCy, TOTrAa KakK OCTaBIIIHUICS CEerMEHT eI
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TOMOJIOTUYEH COOTBETCTBYIOIINM IMOCIIEAOBATEILHOCTSIM IPYroro Buaa win kiacca. OObdHO
BapualesbHasi O0JacTh JITKOW W TSDKENON M[ernedl WMHUTUPYeT BapuadeNbHble OOJacTH
AQHTHUTEJI, TIOJYYEHHBIX OT OJHOTO BHAA MIICEKOIHTAOIINX, TOTNA KaK KOHCTAHTHBIE YaCTH
TOMOJIOTUYHBI TIOCJIEIOBATEIBHOCTSIM AHTHUTEN, MOJy4YeHHbIX OT npyroro. OmHO sIBHOE
MPEeUMYIIEeCTBO TAKMX XHUMEPHBIX ()OPM COCTOHUT B TOM, UYTO BapuabeNbHYIO 00JIACTH MOKHO
JIETKO TIOJYYUTh W3 HM3BECTHBIX B HACTOSIEe BPEeMsi HCTOYHHUKOB, HCIOJB3Ys
JIETKOAOCTYMHbIE B-KJeTku Wi TUOPUOOMBI W3 OPTaHU3MOB-XO3SIEB, HE SIBJISTFOIIUXCS
YeJIOBEKOM, B COYETAHHH C KOHCTAHTHBIMH OOJACTSMH, TOJYYEHHBIMU, HAIpuMep, H3
npenapaTroB KJIETOK 4desoBeka. B To Bpems kak BapuabenbHasi 00J1aCTh UMEET MPEUMYLIECTBO
B MPOCTOTE MOJYYEHUs,, U UCTOUHUK HE BJIMSIET Ha CHEU(PUIHOCTh, KOHCTAHTHAsI O0JIACTb,
SIBJIFOLIASICS YEJIOBEUECKOH, C MEHbIIeH BEpPOATHOCTHIO BbI3bIBAET MMMYHHBII OTBET OT
YesioBeKa, KOrjna BBOISTCS AHTUTENA, 4YeM KOHCTaHTHas O0JacTh W3 HEYEJIOBEYECKOTrO
uctouHnka. OHaKO onpeneseHne He OTPAaHNYHUBAETCS] 3STUM KOHKPETHBIM ITPHUMEPOM.

TepMuH «TyMaHU3MPOBAaHHOE AHTHUTENO» OTHOCHUTCS K MOJIEKyJie, HMeomen
AHTUTCHCBS3BIBAIOIINN CAWT, KOTOPbI B OCHOBHOM MPOMCXOAUT OT MMMYyHOIJIOOyJIMHA W3
HEYeJIOBEUeCKOr0  BHMJA, TMPU OTOM  OCTajbHAas 4YacTb  CTPYKTYPBl  MOJIEKYJIBI
UMMYHOTJIOOYJIMHA OCHOBaHA HA CTPYKTYpe W/WUJIM MOCIEN0BATEIbHOCTH UMMYHOTJIOOYIMHA
YelioBeKa. AHTUTEHCBSI3bIBAIOIINI CAaUT MOKET coaeprkaTh JHOO TMOJIHbIE BapuadeIbHbIE
JOMEHBI, CIIUTbIE C KOHCTAHTHBIMHM JOMEHAMH, JIUOO TOJILKO OO0JACTH, OMNpENeNsIonne
komiieMeHTapHocTs (CDR), mpuBuTBIE Ha COOTBETCTBYIOLIHE KapKacHble OOJNACTH B
BapuadesbHBIX JOMEHAX. AHTHUIEHCBS3BIBAIOIINE CAWTHI MOTYT OBITH AWKOTO THIA WJIH
MOIUGPULIMPOBAHBI ONHON WM HECKOJbKMMH AMHHOKHMCIIOTHBIMH 3aMEHaMH, HaIrpuMep,
MOIU(PULIUPOBAHBI, YTOOBI OOJbIIE MMOXOAWTh HA YeJOBEUECKUE WMMYHOIJIOOYJIMHBI.
Hekoropbie popMbl T'YMaHU3HPOBAHHBIX AHTHTEJ COXPAHSIOT BCe mocyenaopareapbHoctu CDR
(Hampumep, T'YMaHU3HUPOBAHHOE AHTUTENIO MBIIIH, KOTOpoe coaepxut Bce mectb CDR wu3
antutena Mbiu). pyrue ¢opmbl umeroT ogHy win Heckoibko CDR, KOTOpble M3MEHEHBI
OTHOCHUTEJIbHO UCXOJJHOTO aHTUTEA.

CrnernpamucraM B JaHHOH OOJAacTH M3BECTHBI PA3NIMYHbIE CIOCOOBI T'yMaHH3ALUHU
aHTUTEN, KOTOphle ObUTH paccmoTpeHbl Almagro m Fransson B 2008 roamy, Frontiers in
Bioscience, 13: 1619-1633, conepskaHue HCTOYHMKA IMOJHOCTHEO BKJIFOYEHO B HACTOSINEE
omucaHue mocpencTsoM ccbutku. O030pHas cratbst Almagro u Fransson KpaTko W3JIOKEHA B
HarmoHaibHOH 3asBke US 2012/0231008 A1 mexxnyHaponsoii 3asBku WO 2011/063980 Al.
Conmepxaame US 2012/0231008 A1 u WO 2011/063980 Al BKIIOUEHO B HACTOsIIEe

OMUCAHUE TTOCPEACTBOM CCBLIIKHU BO BCEH MX MOJIHOTE.
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TepMuH «aHTUTENA dYeNOBEKa» B HACTOSIIEM ONHCAHWM O3HAYaeT aHTHUTEJA,
UMEIOINe BapraOeNbHble U KOHCTAHTHBIE OOJIACTH, MOJIyYEHHBIE U3 IMOCIENOBATEIbHOCTEH
UMMYHOTJIOOYJIMHA 3apOABbIIIEBOH JIMHUHM YelIOBeKa. AHTHUTENA 4YellOBeKa B HACTOSIIEM
M300peTeHNH MOTYT BKJIIOYaTh B Ce0sS AMUHOKHUCIOTHBIE OCTaTKH, HE KOIHUPYEeMbIe
NOCJIEIOBATENIbHOCTSAMA MMMYHOIJIOOYJIMHA 3apOABIIIEBON JIMHUM YeJIOBEeKa (Hampumep,
MyTalli¥, BBEICHHbIE CIIyYalHBIM WM CaNUT-CIIEIM(PHUECKUM MYTareHe3oM in Vilro Win
COMAaTHYECKOW MyTaluel in Vvivo). AHTUTENa 4YeloBeKa B HACTOALIEM H300peTeHUU
BKJIFOYAIOT AHTHUTENA, BbIIEJNEHHbIE W3 OMOMMOTEK HMMYyHOIJIOOYJIMHOB 4YeJOBeKa WU
JKUBOTHBIX, TPAHCT€HHBIX JUJISI OJTHOTO UJIM HECKOJIbKUX Y€JIOBEYECKUX MMMYHOTJIOOYJIMHOB U
HE 3KCIPECCUPYIOLINX SHAOT€HHbIE MMMYHOTJIOOYJIMHBI, KaK OMUCAHO, HAPUMEp, B MAaTEHTE
CIIIA Ne 5939598, Beinannom Kucherlapati u Jakobovits.

TepMHH «MOHOKJIOHAJBHOE AHTHUTEJIO» B HACTOSLIEM OMMCAHMM O3HA4YaeT Ipenapar
MOJIEKYJl aHTHUTENa OJHOIO MOJIEKYJIIPHOTO COCTaBa. MOHOKJIOHAJbHOE AHTHUTENO
JAEMOHCTPUPYET €NUHCTBEHHYIO CIIeLM(PUIHOCTD CBsI3bIBaHMA M a(h(PUHHOCTD K KOHKPETHOMY
snurony. B omHOM BapmaHTe peanu3allid MOHOKJIOHAJIbHBIE aHTHUTENA MPOAYLHUPYIOTCA
ruOpUIOMOM, KOTOpash BKIIOYAaeT B-KII€TKy, MOJy4EeHHYI0 OT HEUeJIOBEYECKOIrO >KHBOTHOTO,
HarpuMep, MbILIH, CIUTYIO C UMMOPTAJIM30BaHHON KIIETKOM.

TepmMuH «peKOMOMHAHTHOE AHTUTENIO» B HACTOSINEM OIHUCAHWM BKJIOYAEeT BCE
aHTUTEJNA, KOTOPBIE MOJIYYarOT, SKCIIPECCUPYIOT, CO3AAIOT UJIH BBIICSIIOT PEKOMOWHAHTHBIMU
crnoco0aMu, Takve Kak (a) aHTUTeNa, BBIICJCHHbIE OT >KUBOTHOTrO (HATNPUMEpP, MBIIIH),
KOTOpbIE SIBJISAIOTCS TPAHCTEHHBIMH HJIM TPAHCXPOMOCOMHBIMH IO OTHOLICHHIO K T'€HaM
UMMYHOTTIOOYJIMHA WM THOpHIOME, MONydyeHHOH u3 HuX, (b) aHTHUTENa, BBIIEJICHHBbIC W3
KJIETKU-X035MHa, TPaHC(HOPMUPOBAHHOW Ui OKCIPECCHH AaHTUTENA, HAmlpuMmep, U3
TpaHcekToMbl, (C) aHTUTeNa, BbIACJIEHHbIE W3  OUONMUOTEKH  PEKOMOMHAHTHBIX
KOMOWHATOPHBIX aHTHUTeN, U (d) aHTUTENa, MOJNy4YEeHHbIE, SKCIPECCHPOBAHHBIE, CO3/IaHHBIE
WIN BBIACNCHHbIE JIOOBIMH JPYTHMMH CIIOCOOAMH, KOTOPBIE BKJIIOYAOT —CIUIAHCUHT
NIOCJIEIOBATEIbHOCTEH reéHa UIMMYHOTJIOOYJIMHA C IpyruMu nocnenoBarenbHocTsiMu JITHK.

Tepmun «TpancekTomMa» B HACTOSINEM OIUCAHWM BKJIIOYAET PEKOMOMHAHTHBIE
SYKaPUOTHYECKHE KIIETKH-X035€Ba, SKCIPECCUPYIOIINE aHTUTeNo, Takue kak kietku CHO,
knetku NS/0, knerku HEK293, knerku HEK293T, knetku pactenuii uiau rpuOoB, BKIFOYAsI
KJIETKU JPOXOKEN.

TepMHH «Te€TEepONIOTUYHOE aHTUTENIO» B HACTOSIILEM OMUCAHUU OTPENENICH B CBSI3U C
TPAHCT€HHBIM OPTAHU3MOM, NPOAYLUPYIOIINM TaKO€ aHTUTENO. J[aHHBIH TEPMUH OTHOCHTCS

K QaQHTUTECIY, COACPNKAILIEMY AMUHOKHCIIOTHYHO MOCJICAOBATCIIBHOCTh, WU KOI[I/IPYIOH.Ieﬁ
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MIOCJIEIOBATEIbHOCTH HYKJICMHOBOIH KHCJIOTBI, COOTBETCTBYIOLIEH MOCIe0BATEIbHOCTH,
OOHapy’KEHHOI B OpraHu3Me, He SIBJISIFOLIEMCS] TPAHCTEHHBIM OPTaHHU3MOM, H, KaK MPaBHJIO,
NPOUCXOMSIIEM U3 BUA, OTIMYHOIO OT TPAHCTEHHOTO OPraHU3Ma.

TepmuH «rereporuOpuIHOE AHTHTENO» B HACTOSIIEM OIMCAHUM OTHOCHUTCS K
AHTUTEJTy, COIepIKAIEeMy JIETKHe M TsDKeJble LeMH Pa3JIndHOro MporcxoxaeHus. Hanpumep,
AHTUTEJIO, COZAEpIKallee TKENYIO LeNb 4YeJOBeKa, CBS3aHHYI C JIETKOH IeMbI MBILIH,
MpeCTaBsieT COOOH reTepornOpuIHOe AaHTUTEIO.

Takum 00pa3oM, «aHTHUTENAa M UX AHTHICHCBS3BIBAIOLINE (DPArMEHTbD», TOAXOASIIIE
IUISl UCTIONIb30BAHUSI B HACTOSIIIEM H300PETeHUH, BKJIIOYAIOT, HO HE OTPAHUYHMBAIOTCS WM,
HOJIMKJIOHAJIbHBIE, MOHOKJIOHAJIbHBIE, MOHOBAJICHTHBIE, OoucneunpuyHbIe,
reTePOKOHBIOTATHBIE, MyJIbTUCTIELIM(DUYHbIE,  PEKOMOMHAHTHBIE, reTepOJIOTUYHbIE,
reTepornOpuHbIe, XUMEpHble, TyMaHU3UpoBaHHble (B uyacTHOocTH, CDR-npusursie),
JeMMMYHHU3HPOBAHHbIE WJIM ueloBeueckue aHTturena, (parmentsl Fab, ¢parments: Fab',
¢dparmentsl F(ab')2, ¢pparMeHThI, MONy4eHHbIE ¢ MOMOIIBIO OnbIHoTeKH skcnpeccun Fab, Fd,
Fv, mucynedun-cazannsie Fvs (dsFv), onmHouemoueunele antutena (Hanpumep, scFv),
nuarena uin terparena (Holliger P. et al. (1993) Proc. Natl. Acad. Sci. U.S.A. 90(14), 6444-
6448), HaHoTena (Takke H3BECTHbIE KaK OMHOMOMEHHbBIE aHTHUTENA), AHTUUAUOTUITHYECKHE
(antu-I1d) aHTMTEeNa (BKIKOYAs, HampuMep, aHTU-Id-aHTHUTENa K aHTHTENAM, OMHCAHHBIM B
HACTOSIIIEM JOKYMEHTE) U SIHTOI-CBS3bIBAOLIIE ()parMEHThI JTFOOOr0 M3 BBIIIEYKA3aHHOTO.

AHTUTENA, ONHCAHHBbIE B HACTOSILIEM JIOKYMEHTE, MPEANOYTUTEIbHO SIBIISIOTCS
BbIZIEJICHHBIMH. TEPMHH «BbIIEJIEHHOE AHTHUTEJIO» B HACTOSIIEM OIMCAHWU OTHOCHTCS K
AHTHUTEJy, KOTOPOE IO CYIIECTBY HE COAEPXKUT APYrUX AaHTHTEN, OONANAIOLIMX APYroif
AHTUTEHHOH Ccrelu(UIHOCTHIO (HANPUMep, BBIIEIIEHHOE aHTHTENO, KOTOpOoe CrenupuuecKu
cesbiBaercsi ¢ CS5a, MO CylecTBY He CONEPXKHT AaHTHTEN, KOTOpble CreruduiecKu
CBSI3BIBAIOTCSI C AHTUT€HAMHU, OTIHYHBIMU OT C5a). OqHAKO BbIAETEHHOE aHTHTENO, KOTOPOe
crielrpyeckn CBSA3bIBAETCS C SMHUTONOM, H30(hopMoii miu BapuantoMm CS5a yenoBeka, MOKET
UMETh MEPEKPECTHYIO PEaKTUBHOCTh C APYTMMH POACTBEHHBIMU aHTHUICHAMH, HATPUMED, H3
apyrux BumoB (Hampumep, romosioru CSa y apyroro Bupaa, Hampumep, KpbicuHbId CSa).
Kpome Toro, BbIIeNeHHOE AHTUTENO MOKET ObITh MO CYLIECTBY CBOOOIHBIM OT IPYTHX
KJIETOYHBIX MAaTepHaliOB W/MIIM XHUMHUYECKHUX BEIeCTB. B ONHOM BapuaHTe peaiu3aluu
HACTOSIIEr0 HM300peTeHHss KOMOHMHALMSI «BbIICIEHHBIX» MOHOKJIOHAJBHBIX  aHTUTEJ
OTHOCHUTCSI K QHTHUTENaM, OONAJAroIUM Pa3IMYHONW CHelU(PUIHOCTBIO U OOBEANHEHHBIM B

YETKO OMMPEACTICHHYIO KOMITIO3ULIUIO.
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TepMHH «BCTpEYAOIIUICS B MPHPOAE» B HACTOALIEM OIMCAHUU O3HAYAET OOBEKT,
KOTOPBII MOKHO HaWTH B mpupone. Hampumep, monunentuaHas WM MOJUHYKJICOTHIHAS
MIOCJIEIOBATENIbHOCTb, KOTOpasi MPUCYTCTBYET B OpPraHu3Me (BKIKOYasi BUPYCHI), KOTOpas
MOXET OBIThb BbIIEJIEHA W3 WMCTOYHMKA B TIPUPOAE U KOTOpas HE OblIa NperHaMEepeHHO
U3MEHEHa YeJIOBEKOM B JTAOOPAaTOPHUH, BCTPEUAETCS B IPUPOE.

TepmuH «anTamep HYKJIEMHOBOH KHCIOTBD» B HACTOSIIEM OIMHMCAHUH OTHOCHTCS K
MOJIEKyJle HYKJIEHMHOBOM KHCJIOTBI, KOTOpas Oblla CKOHCTPYHMPOBaHAa IOCPEICTBOM
MOBTOPHBIX IMKJIOB oTOOpa in vitro wmun SELEX (cucremarndeckass 5BOJNIOLMS JIMTAHIOB
SKCTIOHEHITHAJIbHBIM O0OraIieHneM) JJisi CBS3BbIBAHUS C MOJIeKyJoH-MuiieHbto (cMm. O0630p:
Brody EN. and Gold L. (2000), Aptamers as therapeutic and diagnostic agents. J.
Biotechnol. 74(1):5-13). AnTtamep HYKJIEHMHOBOM KHCJIOTBI MOJKET IPEACTABIATh COOOM
monekyny JHK wmmm PHK. Anrtamepbl Moryt comepikaTh MOAMGUKALMM, HArpUMep,
MOAM(ULIPOBAHHbIE HYKJICOTHABbL, Takue Kak 2'-(pTop3aMelleHHble MHPUMMAMHBL, W/WIN
MOT'YT COAEp:KaThb OAMH WJIM HECKOJIbKO HYKJIEOTHHOB ¢ L-pubosHpiMu emuaunamu (wam L-
ne30KkcuprO030ii) BMECTO CTAHAAPTHBIX equHHL D-prbo3bl (1iu enuHun D-ne30Kkcupudo3b).

TepmuH «aHTHTEIONORZOOHBIH OENOK» B HACTOSINEM OINMCAHMU OTHOCUTCS K O€JKy,
KOTOpPBIH ObIT CKOHCTPYHPOBAH (HapuMep, IyTeM MyTareHe3a NeTelb) Ul CIeHu(pHIecKoro
CBSI3bIBAHUS C MOJIEKYJIOW-MUIIEHb0. Kak MpaBuUiIO, TAaKOH aHTHTEJONONOOHBIH OejoK
COIEPKHT 1O MEHbINEH Mepe OIHY BapHaOeNbHYI0 MENTUIHYIO METII0, MPUCOSTUHEHHYIO Ha
o0OMX KOHIIAX K Kapkacy Oenka. DTO NBOHHOE CTPYKTYPHOE OrpAaHHUYEHHE 3HAYUTEIHHO
yBennunuBaeT a(p@UHHOCTb CBS3bIBAHMSI ~AHTUTEJONONOOHOrO Oelka 1O  YPOBHEH,
COTIOCTAaBUMBIX ¢ aHTUTENaMH. J{JTMHa BapuaberbHON MEeNTHIHOW METIH OOBIYHO COCTAaBIISET
ot 10 no 20 amuHOKMCHOT. KapkacHblil OETOK MOXKET MPENCTaBIsTh COOOH 000N OeNoK,
UMEIOIIUI XOpOIINe XapaKTePUCTUKN PacTBOPUMOCTHU. [IpennoyTHTebHO KapKacHbINA OOk
npencTaBisier coOoit  HeOoNbIIOW TIOOYISIPHBIA  OeoK.  AHTUTENONONOOHbIe  OeNKu
BKJIFOHAIOT B ce0s, Oe3 orpanmuenusi, addurena, abdummnsl, adpdumeps:, addurnnsi
anbdarena, aHTUKAINHBIL, aBuMepbl, DARP-uHbI (paspaboTaHHbIe aHKUPHHOBBIE MTOBTOPHBIE
Oenxu; ot anrn. designed ankyrin repeat proteins), ¢uHOMEpBI, enTHAbl qoMeHa KyHuma u
moHotena (cMm. O630p: Binz HK. et al. (2005) Engineering novel binding proteins from
nonimmunoglobulin domains. Nat. Biotechnol. 23(10):1257-1268). AnTtuTenononodHbIe
OenKu MOTYT OBITh MOJY4YEHbI U3 OONBIINX OHOIHOTEK MyTaHTOB, HANIPUMED, OBITh MTOTYYEHBI
METOZIOM IPHHUHTA U3 O0ibINx OubIMoTeK (aroBoro AUCIUIEs U MOTYT OBITh BBIIEIEHBI 110
aHAJIOTHH ¢ OOBIYHBIMU aHTHTENAMH. TaK)Ke aHTUTENONONOOHbIE CBA3BIBAIOLINE OSIKU MOTYT

OBITD MOJIY4€Hbl TNYTEM KOM6I/IHaTOpHOFO MyTarcHesa MNOBEPXHOCTHO-3KCIIOHUPOBAHHBIX
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OCTaTKOB B TJIOOYJSIpHBIX OeNkax. AHTHTENONOAOOHbIe O€JKM WHOTAAa HAa3bIBAIOT
«MENTUIHBIMU anTaMepaMn» U «KMUMETHKAMU aHTUTEID.

TepMUH «IENTUAOMUMETHK» B HACTOSINEM ONHMCAHUM O3HA4aeT HeOOJNBIIVIO
OenkornomoOHYI0 IieTb, MpeJHA3HAUEHHYI Ui MMUTanuM nentunaa. llenTtupoMuMeTuku
OOBIYHO BO3HMKAIOT B pE3yJbTaTe MOAU(PUKALUHN CYLIECTBYIOIIETO MNENTHAA C ILEJBbIO
U3MEHEHHUsl CBONCTB MOJeKyJnbl. Hampumep, OHM MOIyT BO3HMKAaTb B pe3yjbTaTe
Moau(UKaIMiA JIs1 U3MEHEHHUs CTAOMJIBHOCTH MOJIEKYJIbI MUJIH OHMOJIOTHYECKONW aKTHBHOCTH.
3TO MOXET UrpaTh poib B pa3paboTKe COEOMHEHNHN, MTOAOOHBIX JIEKAPCTBEHHBIM CPENICTBAM,
U3 CYIIECTBYIOUIMX MENTHUAOB. JTH MOAM(UKALMU BKIIOYAIOT WM3MEHEHHs B NENTHUIE,
KOTOpbIE HEe BCTPEUAIOTCS B MPUPOAE (Takue KaK N3MEHEHHbIE OCHOBHBIE LIETIH U BKJIIOUEHUE
HE BCTPEYAIOINXCS B IPUPOAE AMUHOKUCIIOT).

B koHTekcTe HacTosimero M300peTeHHs TePMHH «Majiasi MOJIEKYJa» OTHOCHUTCS K
MOJIEKYJI€ C MOJIEKYJISIpPHOM Maccod 2 k/la miu MeHee, MPEeANOYTUTEIbHO C MOJIEKYJIAPHON
maccol 1 k/la unm menee. TepMuH «wmanast MoneKyja», B YaCTHOCTH, OTHOCHUTCS K
MOJIEKYJIaM, KOTOPBIE HE SIBJISIFOTCS] HU OJIMTONENTUAAMH, HU OJIMTOHYKJIEOTHAAMU.

B xoHTeKkcTe HacTosIIEero n300peTeHust o0Iee BeIpaKEHUE IIpU4eM A KOHKYPHUPYET
¢ B 3a cBssbiBanme ¢ C» (Hampumep, B BBIPAKEHUU «HPUYEM YKASAHHOE AHMUMEN0 U €20
AHMULEHCEA3LIBAIOWUT (PPaACMEHM KOHKYPUPYen ¢ OOHUM U3 AHMUmMeIN, YKA3AHHLIX 8 (a), 3a
ceazvieanue ¢ C5a») WUCTIONB3YETCsl U ONPENEeICHUs] CBOWCTB CBSI3bIBAHUS COCIUHEHHMS,
yKazaHHoro B mo3uuuu A. YkasaHHoe coequHeHue A cs3biBaercs ¢ C, u coenuneHue B
Takke cBsaspiBaercs ¢ C, HO coequHeHne A u coenuHeHue B He moryT cessbiBaThes ¢ C
OHOBPEMEHHO; T.¢. A U B CBSI3BIBAIOTCSA C OAHUM M TE€M K€ SMUTONOM (MJIM N0 MEHBIICH
Mepe ¢ nepekpoiBaroruMucs snuronamu) Ha C. Takas KOHKYpEHLUs] B CBS3BIBAHHH MOMKET
OBITH OmpenejeHa ¢ MOMOINbI0 KOHKypeHTHOro ELISA wiu ¢ MOMOIIBI0 TEXHOJOTMU Ha
OCHOBE IMOBEPXHOCTHOTO IIa3MOHHOTO pe3oHaHca (SPR) mim ¢ momombio mr000ro U3 Apyrux
METOJIOB, MEPEUYHCICHHBIX BBILIE B KOHTEKCTE omnpeneneHus ahPuHHOCTH cBsi3biBaHusA. Ecin
NpsSIMO HE YKa3aHO MHOE, KOHKYPUPYIOIHE CBONCTBA CBA3BbIBAHUS COEAMHEHUSI ONPENEIIIOT C
nomoibio Metoaa ELISA mpu 20° C ¢ ucnonp3oBaHuEM 3KBUMOJISIPHBIX KOHLIEHTpALUi ABYX
KOHKYPHUPYIOLIUX COEUHEHUN.

TepmMuH «KOXKHOE HEUTPOQUIBHOE BOCHANUTENbHOE 3a00JE€BaHHE» B HACTOSILEM
OMUCAaHUU OTHOCHTCS K JIFOOOMY 3a00JI€BaHHIO, KOTOPOE CBS3aHO C BOCHAJIEHHEM KOXH H C
HEUTPOQWIBHBIM HHPWIBTPATOM B KOXK€ (HAmpUMep, B SMHAEPMHUCE) HWHIWBUAYYMA,
NOPAKEHHOTO  yKa3aHHbIM  3a0oneBaHWEeM.  TepMHUH  «KOXXKHO€  HEHTpoduibHOE

BOCTIAIUTENIbHOE 3a00JIeBaHNE», B YAaCTHOCTH, OTHOCHTCS K THoWHOMY ruapaaenuty (I'T);
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ranrpeHo3Hoit muonepmun (I'TI); ITAT'A (muorennomy aptputy, I'Tl u akne), TAIT (I'TL
aKkHe U rHonHoMy runpaneHuty); IIAAITT (muoreHHomy aptputy, akHe, [Tl u rHoiiHOMY
runpanenuty); cuaapomy Ceura (CC); cyOkopHeampHOMY mycTyiie3nomy nepmarosy (CIT);
npuobpeTeHHOMY OYJUIE3HOMY SMHUIEPMOJIH3Y, CTOWKON Bo3BbImmaromieiicss spureme (CBDI);
HEUTPOUIBHOMY TNAaHHUKYIUTY;, CHHAPOMY KHIIEYHO-aCCOLMUPOBAHHOTO JI€PMATO3a-
aptpura (BADAS), cunapomy SAPHO (cuHOBHWTa, akHe, MycTyje3a, THIEPOCTO3a H
OCTEUTa), PEBMATOMJAHOMY HEHUTPOPUIBHOMY NIepMaTo3y, CeMEWHOH Cpeau3eMHOMOPCKOM
JUXOpasike, KpHOMHMPHUH-aCCOLMMPOBAHHBIM paccTpoiicTam, nonarpe u curapomy HIxnummepa.

Bripaxxenue «3aboneBanue, cBsizaHHOe ¢ [ T» B HacTOAIEM ONMUCAHUU BKIJIIOYAET, Oe3
orpanuueHusi, raurpeHosnyro nuonepmuto (I'TI); ITAT'A (rmmorenssiit aprpur, [Tl u axne);
I'AIT (I'Tl, akue u rHoiHbIl ruapanenut);, ITAAITT (nuorenHeni aprput, akue, Tl u
rHoiHbI runpaneHut), cuaapom Ceurta (CC) u cyOKOpHeanbHbIH MyCTYJE3HbIH TepMaTo3
(CITD).

IFX-1 (anprepHatmBHOe HasBanue: CaCP29; InflaRx GmbH, TI'epmanus)
npencraBiasier  coboit  aHTHMTeno, — cmeuuduyecku  cBsaspBaromeecs ¢ CSa.
INocnenosarensroctu CDR 1 nmocnenosarensroctr FR IFX-1 packpsirsl B WO 2015/140304
Al (B Tabauue 3), comepkaHWe KOTOPOW TMOJHOCTBIO BKJKOYEHO B HACTOSILIEE ONHCAHHE
MOCPEICTBOM CCHUIKH.

INab708 (InflaRx GmbH, TI'epmanwusi) npencrasisier coOOil apyroe aHTHTEO,
cneunduyeckn cpszbiBatromeecss ¢ CSa. ITlocnenosarensHoctu CDR u nocnenoBaTenbHOCTH
FR INab708 Taxke packpbitel B WO 2015/140304 Al (B Tabnuue 3), comepkaHue KOTOPOIt
MOJTHOCTBIO BKJIFOUEHO B HACTOSLIEE OMUCAHHUE MTOCPEICTBOM CChUIKH.

MEDI-7814 (MenIMmyH) nipeacTaBisieT coO0H peKOMOMHAHTHOE T'YMaHU3UPOBAHHOE
antuteno nporuB CSa. Kpucrtammmdeckas cTpykrypa yenoBedeckoro C5a B KOMILIEKCE C
MEDI7814 nocrynHa B banke OenkoBwix cTpykryp RCSB mon Homepom moctyma 4UU9
(DOTI: 10.2210/pdb4uu9/pdb).

ALXN-1007 (Alexion) mpencrapisier coOOH T'yMaHH3UPOBAaHHOE AHTHTEIO IMPOTUB
C5Sa.

NOX-D21 (Noxxon) mpencraBisieT cOOOW NerWwIMPOBAaHHBIA CMEIIaHHbIA L-
PHK//IHK-antamep (Spiegelmer ™) ¢ mocnenoBatenbHOCTEIO 40 k[la-I13I-amMmuHOTreKCHII-
GCG AUG (dU)GG UGG UGA AGG GUU GUU GGG (dU)GU CGA CGC A(dC)G C (SEQ
ID NO: 34). NOX-D21 nauenen Ha CS5a (Hyzewicz J, Tanihata J, Kuraoka M, Nitahara-
Kasahara Y, Beylier T, Ruegg UT, Vater A, and Takeda S. 2017. Low-Intensity Training and
the C5a Complement Antagonist NOX-D21 Rescue the mdx Phenotype through Modulation of
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Inflammation. Am. J. Pathol., 187(5):1147-1161, electronically published ahead of print:
March 18, 2017).

Oxynuszymad (anbrepHaruBHble Ha3BaHusi: Commpuc (Soliris™), 5G1-1; h5Gl1.1;
Alexion Pharmaceuticals) mnpencrasiser co0oOii pPEeKOMOMHAHTHOE T'YMaHU3HPOBAHHOE
MOHOKJIOHaNbHOe [g(G2/4K-aHTHTENO, MPOAYLHPYEMOE MBIIIMHON MHEJIOMHOW KJIETOYHOU
KyJbTYpOH M O4YMIIEHHOE IO CTAHAAPTHOH TEXHOJNOruu Ouompouecca. IDKyJIu3ymad
cnermduueckn csizbiBaeTcss ¢ C5 uyenoBeka. Dkynm3ymad COHEPKUT YEJIOBEUECKHE
KOHCTAaHTHble ~ oOnacTd M3  NOCJenoBaTeNbHOCTEW — uenoBeueckoro  IgG2 wm
nocjenoBarenbHocTel  yenopeueckoro IgG4 w  MblMHBIE O0NAcTH, ONpeAeNsroIIne
KOMILJIEMEHTapPHOCTb, TPAHCIUIAHTUPOBAaHHBIE B YEJOBEYECKHE BapuabeNbHble KapKacHBbIE
o0nacTu JerkoM W TshKeNoW uened. OKynau3ymMad COCTOUT M3 JBYX TSDKENBIX LeMeH,
cojgepkamux 1o 448 aMMHOKUCIOT, W JABYX JIETKUX Lenel, coaepxamux no 214
AMUHOKHCJIOT, M €r0 MOJIEKYJIsipHasi Macca npubnusurenbHo coctasisier 148 k/la. Tsokenast
LIeTIb ¥ JIeTKasl Lemnb SKyau3yMada packpeiTel, Harpumep, B WO 2016/061066 Al kak SEQ ID
NO: 1 u SEQ ID NO: 34, coorBercTBeHHO. HyKJI€MHOBBIE KHCJIOTBI, KOTOPbIE KOAUPYIOT
TSDKEJbIE U JIETKUE LeTH 3KyIn3yMada, packpbIThl, Harpumep, B mareHte CIIIA Ne 6355245,

ALXNI210 (anprepHatuBHOEe Ha3BaHue: BNJ441; Alexion Pharmaceuticals)
npezacrasisier codol antureno npotus CS. Tsokensie u gerkue nenu ALXNI1210 packpbIThl B
WO 2016/209956 Al kax SEQ ID NOs: 14 u 11, COOTBETCTBEHHO.

ALXNS500 (Alexion) npexacrasisieT coOOOW r'yMaHH3UPOBAHHOE aHTUTENO MPOTHB CS.
3TO KaHAUJAT B CIEOYIOLIEe MOKOJEHHE KYIn3yMada.

LFG316 (amprepHatuBHOoe Ha3Banue: Tecumonymad (Tesidolumab), NOV-4;
Morphosys, Novartis) npeacraisier coboii anTuteno npotus CS.

Kosepcun (Coversin™) (anmpTepHaTuBHOE Ha3BaHue: EV 576; PAS-coversin; rEV 576;
Tissue targeted Coversin™ - Akari; Akari Therapeutics, Evolutec) npencrasnser coboi
MOJIEKyJTy pekoMOnHaHTHOTO Oenka (16,7 k/la), moMy4eHHYI0 U3 MOJIEKYJIbl U3 CIIFOHBI KJIeIna
Ornithodros moubata, npuyeM yka3aHHbIH O€JIOK IIOMOTaeT MapasuTy MUTATHCS, HE BbI3bIBAS
UMMYHHBIH OTBET XO35IMHA. AMHHOKHCIIOTHAsI TIOCJIENOBaTENbHOCTh Oenka EV576 (to ecthb
KoBepcuHa), a Takke ero KOAHMPYIOIIas HYKJICOTHIHAS MOCIENOBATEIbHOCTh MOKa3aHbl Ha
@ur. 2 8 WO 2008/029167. Kosepcun (Coversin™) cesispiBaercs ¢ CS.

RA101495 (Ra Pharma) siBisieTcsi MAaKpOLIMKIMUECKUM CUHTETUYECKHM MENTHIAHBIM
unruoutopom C5 (Ricardo A, Arata M, DeMarco S, Dhamnaskar K, Hammer R, Fridkis-
Hareli M, Rajagopal V, Seyb K, Tang G-Q, Tobe S and Treco D. 2015. Preclinical
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Evaluation of RA101495, a Potent Cyclic Peptide Inhibitor of C5 for the Treatment of
Paroxysmal Nocturnal Hemoglobinuria. Blood 126:939).

3umypa (Zimura®) (anprepHaTuBHBIe HasBaHus: anramep Anti-C5; ARC-187; ARC-
1905; Amanumnkanrtan neron Hatpusi, OphthoTech Corporation, Archemix Corporation)
apisiercs nernuposadHeiM PHK-anramepom, koTopblii mHruOupyer (GpakTop KOMIUIEMEHTa
CS. Hykneorunnas nocienosarenbHocTb ARC1905 (T.e. 3umypsel) mokasaHa, Harpumep, B
WO 2005/079363 A2 kak SEQ ID NO: 67, a ee cTpykrypa mokasaHa Ha ®@ur. 22 WO
2005/079363 A2.

AMY-201 (Amyndas Pharmaceuticals) mpencrapisier co0oil mHkeHepHYIO (opmy
¢dakTopa H, xoTropas HampsiMyro CBSI3bIBAE€T PETrYJISITOPHBbIE U TOBEPXHOCTh-PACIIO3HAIOIINE
JIOMEHBI, TAKMM 00pa30M, 3TO CBOETo poaa Mojekyja MuHu-FH.

Mirococept (anbrepHaTuBHble Ha3BaHus: APTO070 u APT 070C; cospartens:
Adprotech; paspabotuuk: Inflazyme Pharmaceuticals) cOCTOUT M3 MepBBIX TpeX KOPOTKHX
KOHCEHCYCHBIX JIOMEHOB YeJIOBEUECKOr0 pelenTopa KOMIUIEMEHTa |, MONy4eHHbIX B
pPeKOMOMHAHTHBIX ~ OakTepusix W MOOU(PHUIMPOBAHHBIX HALEJIEHHBIM Ha MeMOpaHy
aM(UUIBHBIM TENTHAOM Ha OCHOBE BCTPEYAIOLIErOCsl B NPUPOIE MeMOPaHOCBS3aHHOIO
MHUPHUCTOMII-3JIEKTPOCTATHYECKOTO nepekitovaroiero nenruaa (Souza DG, Esser D, Bradford
R, Vieira AT, and Teixeira MM. 2005. AP7070 (Mirococept), a membrane-localised
complement inhibitor, inhibits inflammatory responses that follow intestinal ischaemia and
reperfusion injury. Br J Pharmacol 145(8):1027-1034).

bukanmoMa6 (BikacioMab) (Novelmed) mnpencrasisier coGoii F(ab), ¢parment
antutena nporus Qakropa Bb, HazeiBaemoro NMOO1. Antureno NMOO1 mpopyumpyercs
ruOpuaoMHON KjerouHoW juHued 1D3, pacnonoxenHoi non ydetHbiM HomepoM ATCC
PTA-8543.

Jlamnammsymab (Lampalizumab) (anbrepHaTHBHBIE Ha3BaHUs: aHTU-pakTop D Fab;
FCFD4514S; RG7417, TNX-234; co3marens. Tanox, pa3padoruuk: Genentech)
npeacTaBisier coOOH TrymaHusupoBaHHbIH (parmeHT Fab anTu-dakropa D, koTopsrit
uHrnoupyer Qgaxrop D u ampTepHATHBHBIN MyTh KOMIUIEMEHTA IOCPEACTBOM CBSI3bIBAHUS C
sKk30caiitom dakropa D.

ALN-CCS5 (Annmnam) (Alnylam) mnpencrasnser coboii RNAi-TepaneBTuueckoe
cpeactBo, HaueneHHoe Ha C5 yenoBeka, MPUMATOB U T'PbI3YHOB. THIMHUYHBIE KOMITO3ULMU

iRNA, nanenennnie Ha reH C5, onrcansl B WO 2016/044419.
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Apakomnan (Avacopan) (taxxe u3BecTHb noa HazBaHueM CCX168; Chemocentryx)
npezacrasisier coboit Manyro Mosekyny (MW = 581,66 r/mMonb), UMEOIIYIO CTPYKTYpPY

cormacHo (opmyie I:

we,
S

I

Hassannme mno nHomenkiarype I[UPAC/xumudeckoe Ha3anue asakomana: (2R,3S)-2-[4-
(umknonenTunamuHo)dennn]-1-(2-prop-6-merundensonn)-N-[4-meTni-3 -
(Tpudropmern)perun | nunepuanH-3-kapookcamun. ABaKOMaH SBJISETCS  CENEKTUBHBIM
uarnouropom C5aR. B xoHTekcTe HacTOAIIErO M300PETEHNUSI TEPMUH «aBaKOIMaH» OTHOCHTCS
K COEIMHEHUI0 cornacHo Gopmyrie I, a Takxke K ero GU3N0IOrH4eCcKy MePEHOCHMbIM COJISIM.

CoenuHenus, MonoOHBIE aBAKOMAaHy, KOTOPBIE TAK)K€ MOAXOMAAT IS MPAKTUYECKOTO
OCYLIECTBJICHHSI HACTOSIIIErO HM300pETeHUs], PACKPBITBI B MEXKIYHAPOAHBIX TaTEHTHBIX
3assBkax WO 2010/075257 A1 u WO 2011/163640 Al, conep:kaHHe KOTOPBIX MOJHOCTBIO
BKJIFOYEHO B HACTOSIIEE OMUCAHUE IMOCPENCTBOM CChUIKH. TakuM 00Opa3oM, B HEKOTOPBIX
BapUAHTAX peanu3auuud WHruoutop akruBHocTH CS5a mpencraBiser coOOH COeNHMHEHHE,
umeroriee Gopmyay 11

XO

I
U ero papMaleBTHUECKH PUEMIIEMbIE COJIH, THAPATHI U POTOMEPBIL, I7Ie
C! BbIOpan M3 IpyNIbL, COCTOsLIEH U3 apujia M reTepoapuia, Tje reTepoapuibHas Tpymna
COIEPIKHT B KAYECTBE WICHOB KOJbIIa OT 1 10 3 rerepoatoMoB, BeIOpaHHBIX 13 N, O 1
S; ¥ TOe yKa3aHHbIE apIIbHAS U T€TEPOAPHIIbHAS PYIIBI HEOOS3aTENbHO 3aMEIIECHbI
1-3 3amectuTensmu RL;
C? BbIOpaH M3 IPYMNIBL, COCTOSLIEH U3 apujia M reTepoapuia, Tje reTepoapuibHasi Tpymmna

COIEPIKHT B KAYECTBE WICHOB KOJIbIIa OT 1 10 3 rerepoatoMoB, BeIOpaHHBIX 13 N, O 1



29

S; 1 rne ykasaHHBbIC apibHAS U TeTePOApUIIbHAS TPYIIBI HEOOS3aTeIbHO 3aMEIEHbI
1-3 3amecTuTensmMu R?;

C? BuiOpan u3 rpynmbl, coctosimeii u3 Ci-g ankuna uny rerepoankuna, Cs.s muknoankuna, Cs.g
nuknoankun-Ci4 ankuma, apuna, apun-Ci4 ankuia, rerepoapuna, rerepoapui-Cig
aNKWila,  TeTePOLUKIOANKMIA  WiIu  rerepouukinoankmwin-Cig4  ankuia,  rne
reTePOLMKIIOANKIUIbHAS TPYINa WIH 4acThb COAEPkKHUT OT 1 1o 3 rerepoaTomos,
BbIOpaHHbIX U3 N, O u S, U rie reTepoapuiibHasi TPyIIa COAEPIKUT B KAUE€CTBE WICHOB
konba or 1 no 3 rerepoaromoB, BeiOpaHHbIX M3 N, O u S, um kakneii C°
HeoOs3aTeIbHO 3aMeleH 1-3 3amecturensiMu R2;

kaxaplii R! HesaBucuMoO BbIOpaH U3 rpymmbl, cocTosimeil u3 ranorena, -CN, -R°, -CO:R?, -
CONR?R®, -C(O)R? -OC(O)NRR®, -NRP°C(O)R? -NR’C(0)2R¢, -NR*-C(O)NRR?, -
NR?C(O)NR?R®, -NRR®, -OR? u -S(O):NR?R®; rme xaxmwbiii R? u R® neszasucumo
BbIOpanbl u3 Bogopona, Cis anmkuna u Cig TrajJoreHajKwia, WIH, €CJIH OHHU
MPUCOEIMHEHbI K OMHOMY M TOMY K€ aTOMy a30Ta, OHH MOTYT ObITb OOBEIUHEHBI C
yKa3aHHbIM aTOMOM a30Ta C OOpa3OBaHUEM ISATH- WM IIECTHYJIEHHOTO KOJIbILIA,
COJZIepIKaIlero B Ka4eCTBE WICHOB KoJiblia OT 0 10 2 AOMOJIHUTENBHBIX T€TePOATOMOB,
BbIOpaHHbIX U3 N, O mwim S, u HeoOs3aTeNbHO 3aMeleHbl OAHUM HJIM IBYMsSI OKCO,
kaxnpiii R® HesaBucumo BbIOpaH u3 rpymmbl, cocrosimedi u3 Cig ankuiaa HIu
rerepoankuia, Ci.g ranoreHankmia, Cs.c MUKIOANKNIA, T€TEPOLIUKIOANKUAIIA, apiiia U
reTepoapuna, u rae anupaTudeckue u mukandeckue yactu R4 R u RS Heobsa3aTensHo
JOTOJIHUTEJIbHO 3aMEIleHbl OMHON-TPEMsI TaJIor€HO-, THUAPOKCH-, METUJIbHBIMH,
aMUHO-, QJKWJIAMHHO- W IHANKWJIAMUHOTPYIIIAMU, U, HeoOs3aTeNIbHO, €ClU IBa
3amecTuTens R! Haxomarcs y coceHMX aTOMOB, OHM OOBEIHHEHHI ¢ 0OpPa30BaHUEM
KOHICHCHPOBAHHOTO  TISITH- WM  HIECTHYWIEHHOTO  KapOOIMKJIMYECKOro WU
reTePOLIMKINYECKOTO KOJIbIIA,

Kbl R? He3aBHCHMO BBIOpAaH W3 TPYMIbL cocTosmed m3 ramorena, -CN, -NO,, -Rf, -
CO2RY, -CONRUR®, -C(O)RY, -OC(O)NRUR®, -NR°C(O)RY -NR°C(O)Rf, -
NRUC(O)NRUR?, -NRIUC(O)NRUR?, -NRUR¢, -OR? u -S(0):NRUR®; rne xaxnpiii R® u
R® HezaBucumo BeIOpanbl U3 Bopopona, Cig amkuna u Cig raloreHaNKuia, Wik, €Cliu
OHH TIPUCOETMHEHBI K OTHOMY U TOMY K€ aTOMYy a30Ta, OHH MOTYT OBITh OObeIUHEHBI
C VKa3aHHBIM aTOMOM a30Ta ¢ OOpa3OBaHUEM MSITH- WJIM IIECTHYJIEHHOTO KOJbIIA,
COIlepIKaIIero B KAYeCTBE WICHOB KoJiblia OT 0 10 2 AOMOJHUTEIBHBIX T€TePOATOMOB,
BbIOpaHHbIX 3 N, O wim S, U HeoOs3aTeIbHO 3aMEIIeHbl OTHUM HJIH JIBYMSI OKCO,

Kaxnapii R HesaBucuMo BbIOpaH u3 rpynmbl, cocrosmed u3z Ci.g ankuina wim
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retepoankuia, Ci.g ranoreHankuna, Cs.s MUKIOANKNIA, T€TEPOLIUKIOANKNAIIA, apuia U
retepoapia, u rae anudaTudeckue u nukandeckue gactu RY, R u R neo6sasarensHo
NOTIOJHUTEIPHO 3aMEIleHbl OIHON-TPEMsI TaJIor€HO-, THUAPOKCH-, METHUJIbHBIMH,
aMUHO-, aJKWJIAMHHO- W JUAJKIJIAMUHOTPYIINIAMHU, U, HEOOS3aTeNIbHO, €CIIU JBe
rpynmnbl R? HaXomsTCa y COCEHUX aTOMOB, OHH OObeAMHEHbI ¢ 00Pa30BAHUEM MSATH-
VI HIECTHYJICHHOTO KOJIbLIA,

kbl R® HesaBuCHMO BBIOpaH W3 TPYMIIBL, cocTosimeii u3 ramorena, -CN, -R% -CO,RE, -
CONRER" -C(O)R&, -C(O)R!, -OC(O)NRE2R! -NR'C(O)RE, -NR'CO,R!
NREC(O)NRERY, -NRER" -ORé®, -ORJ, -S(0),NR&R", -X*-R!| -NH-X*-R!, -O-X*-R!, -
X*-NR&RY, -X*-NHR/, -X*-CONR2R", -X*-NR'C(O)R®, -X*-CO,R8, -O-X*-CO2R®, -
NH-X*-CO»RE, -X*-NR"CO,R!, -O-X*-NR"CO;R!, -NHR! u -NHCH:R!, rze X*

npencrapaser coboit Ci4 amkuneH; kaxaeii R® u R" HesaBucumo BuIGpaHbI U3
Bogopoaa, Ci.s ankuia win rerepoankunia, Cse nuknoankuna u Ci-s raloOreHankuia,
WM, €CJIM OHHU NPHCOEJUHEHBI K OJHOMY M TOMY K€ aTOMy a30Ta, OHH MOTYT OBITh
o0beaMHEeHbl C YKa3aHHBIM aTOMOM a30Ta ¢ OOpa3’OBaHMEM YeThIPEX-, ISITU- WU
IIECTUYJIEHHOTO KOJIbIla, COJEpJKAaIlero B KadecTBe wWIEHOB Kojbla oT 0 1o 2
JONOJHUTENBHBIX IeTepoaToMoB, BblOpaHHBIX U3 N, O wim S, u HeoOs3aTenabHO
3aMelleHbl OHUM MM JBYMSI OKCO, KaXIblii R! He3aBMCHMO BBIOPaH M3 IPYIIIEL
cocrositiert uz Ci.g ankmia win rerepoaikuna, Cy.g ranoreHankuia, Cs.¢ UKIOATKUIIA,
reTepOLMKIOATKHINA, apHIa M TeTepoapuia, M Kakabli R/ BeIOpaH M3 TpymBL
cocrosimed n3 Css LHMKJIOATKWIIA, WMHUNA30IWIA, MUPUMUAMHWIA, MUPPOIHHUIA,
nunepuanHmIa, MopdoiauHuia, TerparuapodypaHmia, Terparuaponupanuia u S,S-
IMOKCOTETPArHAPOTHONMPAHUIA, U e amudaTuueckue u MUKImdeckue yactu RE RY
Rl u R HeoOGA3aTeNbHO MOTONHUTENLHO 3aMEIIeHbl OJHOH-TPeMs TajoreHo,
meTibHbIMU, CF3, runpokcu, Ci.4 anmkokeu, Ci4 ankokcu-Ci4 ankmibabivy, -C(O)0-
Ci8 aNKWIbHBIMH, aMHUHO, QJKIJIAMHHO W  JHAJKWJIAMHHOTPYIIIAMH,  H,

HeoOsA3aTeNbHO, KOrja maBe Ipynnbl R’ HaxomsTcs y COCEOHMX aTOMOB, OHH

00BeIMHEHBI ¢ 00Pa30BAHUEM IIATH- WIA MIECTHUICHHOTO KOJIbLA, U
X npencrasisier coboit Bogopoxn uinu CHs.

CoenuHenns, mnoOmOOHbIE aBaKONaHy, HO WMEIOIINWE VJYULICHHbIH NpOoQHiIb
pacTBopuMOCTH, packpbitel B WO 2017/176620 A2, conmep:kaHue KOTOPOW IOJHOCTHIO
BKJIFOUEHO B HACTOSIIEE OIMCAHHME MOCPENCTBOM CCBUIKH. TakuM 00pa3oM, B HEKOTOPBIX
APYyTUX BapuaHTaX peajn3alud WHruOuTop aktuBHOCTH (CS5a mpencraBnser coOOM

coenuHeHue crnenyromeit popmysr 11
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WIH ero (papMarleBTH4eCKy IPHEeMIIEMYIO COJlb, TAe:

R! BLiGpan u3 rpymmel, cocrosmeit u3 H, -O-CH-O-P(0)OR?OR?, -O-C(0)-Ci-6 ankunen-L-
X!, O-P(O)OR?OR® u -0-C(0)-A'-(Ci3 ankunen)n-Cs.; rervepouukmuna, rae Cais
reTepOLMKIINI Heo0s3aTeNbHO 3aMelleH 1-6 rpynnamu RS,

A' BpIGpan u3 rpynnbl, cocrosimeit U3 Ce.10 apuna, Cs.10 uukioankuna, Cs.io retrepoapuna u
Cs.10 TETEpOLMKITMIIA, KAXKIbIM M3 KOTOPbIX HeoOs3aTenbHO 3amerneH 1-5 R¥ koTopeie
MOTYT ObITh OJJMHAKOBBIMH WJIN Pa3JINYHbIMY,

n=0 unu 1,

L2 He3aBUCHMO BLIOpaH U3 Tpymmbl, coctosimeit u3 cessu, -0-C(0)-Ci. ankunena- u -NRY-
C(0)-C16 ankuneHa-;

X! HesaBucuMo BBIOpaH u3 rpymmbl, cocrosmeii u3 -NRRE, -P(O)OR?ORP, -O-P(0)OR?*OR® u
-COsH;

R? BpiOpan u3 rpymmbl, coctosimedi us H, -L*-Ci.¢ ankunen-L*-X2, -L*-(Ci.6 ankunen)m-A2-X?,
-P(0)OR?*OC(0)-C 1. ankuna, -P(O)ORNRER" i -P(0)OR*OR?;

L’ ne3aBucHMO BBIOpaH U3 rpymmbl, coctosmeii uz -C(0)-0- u -C(0)-;

L* HesaBucuMO BHIOpaH U3 TPymmbl, coctosimeii u3 cpssh, -O-C(0)-Ca ankeHunena-, -O-
C(0)-C1 anxunena- u -NR%-C(0)-C 1 ankunena-, rae Ci-¢ ankune B -NR4-C(0)-C;.
¢ ankuiene- u -0-C(0)-C1.6 ankuneHe- Heobs3aTenbHO 3aMerned NRERY

X? He3aBUCHMO BLIOpaH U3 rpymmbl, cocrosmeii u3 -NRFR!, -P(O)OR?OR?, -O-P(0)OR*OR® u
-CO2H;

m=0 unu 1;

A? BpiGpan u3 rpynnbl, cocrosimeit u3 Ce.10 apuna, Cs.10 nukoankuna, Cs.io rerepoapuna u
Cs.10 reTepoMKIIIIIA, KaXAbIH U3 KOTOPBIX HEoOs3aTeIbHO 3amMelieH 1-5 RY kotopsie
MOTYT ObITh OJJMHAKOBBIMH MJIN Pa3JIUYHbIMY,

R? mpencrasnser coboit H umu -L°-P(O)OR?OR®, rme L° HesaBucHMO BBIOpaH U3 TPYIIIIHL,

cocrosiei u3 cesa3u u -CH»-O-;
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Kaxnaplii RY HesaBucHMO BbIOpaH W3 Tpymmbl, cocrosimeil u3 ramoreHa, Cie ankwmma, Ci.e
ranorerankmna, Ci¢ rerepoankmia, CN, NRYR* SRY u ORY;

kaxnaplii R He3aBucumo BBIOpaH W3 rpynmsl, coctosimeil u3 ramoreHa, Cie ankuma, Ci.e
ranoredankuia, Ci¢ rerepoankmna, CN, NRYR* SRY u ORY;

kaxcerii R% RP R4 RS, RE RE RX Rl RY u R? He3aBucHMO BBIOpaH U3 IPYIIbL, COCTOSIIEH 13

H u Ci6 ankuna;
kaxnapiii R! HesaBucumo BwiGpan us rpymmel, coctosmeii u3 H u Cis ankuna, rae Ci.e amkun

HeoOs13aTeNbHO 3aMelneH 1-5 3amectutensmu, He3aBucumo BblOpanHbIMU n3 CO:2H,

NRRY, Ce.10 apuna, Cs.10 iuksoankuna, Cs.1o rerepoapuna u Cs.1o reTepoLMKINIa, Te

kaxnbiii R u R nesasucumo npencrapnsiet coboit H umu Crs anku;
rae na u3 R!, R? u R? npencrasnstor coboit H, u onun u3 R!, R? u R? ssnsterca oTauuHbIM
ot H.

PMX-53 sBuserca s¢dextuBabiM antaronucrom CS5aR (CD88). On mpeacrasnser
co0O# KOJBLEBOH MENTUA, COCTOSIIUI W3 INECTH aMUHOKHCIIOT, MMEIOIIUI CIEeAYIOIIYIO
nocynenoBarenbHOCTh:  Ac-Phe-cyclo(Orn-Pro-D-Cha-Trp-Arg) ¢ nakTaMHBIM MOCTHKOM
mexxay Orn-2 u Arg-6. Ilockonbky PMX-53 comepxkur no Mesbliedl mepe ogHy D-
amuHOKuCIOTY (TOo ecth D-Cha), OH He BKIOYEH B MpUIATaeMblii TMepeueHb
NOCJIeI0BaTeNbHOCTEH AaHHOM 3asiBku. PMX-53 kommepuecku noctymneH ot Bio-Techne
GmbH (Wiesbaden-Nordenstadt, ['epmanusi), Homep 1o karanory 5473.

Coenunenns, nogobHele PMX-53, koTOphle TaKke MOAXOAAT IJISi MPAKTUYECKOTO
OCYLIECTBJICHHS] HACTOSIIIETO HM300pETEeHMs], PACKPBITBI B MEKIYHAPOAHBIX ITaTEHTHBIX
3asiBkax WO 99/00406 Al, WO 03/033528 Al u WO 2008/009062 Al, conepxaHue
KOTOPBIX TOJHOCTBIO BKJIIOYEHO B HACTOsIIEE OMHCaHUe mocpenctBoM ccbutku. Th Takum
0o0pazoMm, B HEKOTOPBIX BapHAHTAX peaJU3aluy WHrHOMTOp akTHBHOCTH (CS5a mpexncramiser

cO0OH IUKJINYECKUH NeNTHA UIH NENTUAOMUMETHYIECKOe coennHeHue hopmyJibl [V
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rae A mpencrasnsier coboit H, anxun, apun, NH», NH-ankun, N(ankwn),, NH-apun, NH-
arpt, NH-6enzomn, NHSOs, NHSOz-ankun, NHSOz-apun, OH, O-ankun wnu O-apu;

B npencrasnsieT coOo aNKUIbHYIO, apHIIbHYIO, (EHUIIbHYI0, OEH3MIIbHYIO, HAPTHIIBHYIO U
WHJOJBHYIO TPYyMIy, Win OOKOBYIO 1enb D- nnn L-aMUHOKHCIIOTBI, HO HE SIBIISIETCS
OokoBoOIT nenpto muiuHa, D-pennnanannna, L-romodennnananuna, L-rpunrodana,
L-romorpuntodana, L-tupo3una uimm L-roMmoTHpo3nHa,

C npexncrasnser coboii O0okoByt wenmb D-, L- i rOMOAMHHOKHCIOTBHI, HO HE SIBJISIETCSI
OOKOBOI LETIBbIO U30NIEHIIHA, (PeHUITAIAHIHA WIN [IUKJIOT€KCUITaJIaHUHA,

D mnpencrasisier coboii OOKOBYHO LieTlb HEWTpasibHOH D-aMHUHOKHCIIOTBI, HO HE SIBJISIETCSI
OOKOBOM LIENbI0 MIULMHA WK D-anaHuHa, 00BEMHOM IJIOCKOH OOKOBOM LIEMBI) HIIH
00BEMHOI 3apsKEHHOH OOKOBOW LIETIBIO;

E npencrasisier coOoli 0OBEeMHBIH 3aMeCTHTENb, HO HE SBISIETCS OOKOBOHW wLembro D-
tpunrodana, L-N-mermntpunrodpana, L-romodenunananuna, L-2-nadpTmn-L-
TETPAruAPOU3OXUHOJINHA, L-uuknorexcunanannHa, D-neiinuna, L-
¢bnyopernnanannHa win L-ructunnHa,

F npencrasnsier coboii OokoByro nenb L-apruanna, L-romoaprununa, L-nurpysumiHa wim L-
KaHABaHWMHA, WJIH UX OMOU30CTEPOB; U

X! npencrasnser coboii -(CH2)oaNH- unu (CH2)nS-, e n mpencrasisieT coboil Heaoe 9ucio
or 1 mo 4; -(CH2),0-; -(CH2)30; -(CH2)3-; -(CH2)s-, -CH-COCHRNH- umm -CH»-
CHCOCHRNH-, rne R npencrasisier coboii O0KOBYIO LieTb JTFOOO0H CTaHAapTHOW WU
HECTAaH/IaPTHON aMUHOKHCIIOTHI.

B 3TOM KOHTEKCTE TEpPMHH «CTaHAAPTHAs AMUHOKHCIIOTA» OTHOCHUTCS K ABALATH

MNPOTCUHOINCHHBIM AMUWHOKHUCJIOTAM, KOTOPBIC OINPEACIICHBI CTAHAAPTHBIM T€HETUYCCKUM
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KOOOM. TepMI/IH «HECTaHAApPTHAsA aMUHOKHNCJIOTa» BKIIHOYACT, HO HE OIrPpaHUYIUBACTCA UMU, D-
AMHWHOKHCJIOTBI, TI'OMOaMHUWHOKHUCJIOTBHI, N-aJ'IKI/IJ'IaMI/IHOKI/ICJIOTbI, ACTUAPOAMUHOKUCIIOTHI,
ApOMaTHYCCKUEC AMUHOKHUCIIOTBI, OTJIUYHBIC OT (1)eHI/IJ'[aJ'[aHI/IHa, TUPO3UHA U TpI/Il'ITO(l)aHa,
OpPTO-, ME€Ta- WM TNapaaMUHOOEH30MHYI0 KHCJIOTY, OPHHUTHH, LWTPYJUIMH, KaHaBaHUH,
HOpPJIEHINH, O-TJIyTAMHUHOBYIO KHCJIOTY, aMUHOMACIIIHYIO KHCIoTy, L-pnyoperunananus, L-
3-0€H30THEHNIIAJIAHNH U 0,0-AH3aMeeHHbIE AMUHOKHCIIOTHL.

Crnemunduueckue anraronuctel CS5aR (CD88), mopxomsmmue s MPaKTUYECKOTO
OCYIIECTBJICHHUS] HACTOsIIEro u3zoOpereHus, BKIOYaroT PMX95, PMX218, PMX200,
PMX273, PMX205 u PMX201, packpsrrsie B WO 2008/009062 A1.

Knon S5/1 mnpencraBisier co0Olf MOHOKJIOHAJBHOE AHTUTENO, pPAaCHO3HAOLIEe
yenoseueckuii peuentop CSa (CD88). Knon S5/1 Obun mosyueH mMpOTUB CHHTETUYECKOTO
nentuna, coxepxamero N-konunesoi nomeH CS5aR (Metl-Asn31). beuto mokasaHo, 4To
yKa3aHHOE aHTHTEeJIO MHruoupyer cpssbiBanue CS5a ¢ ero peuentopoM. OHO KOMMepPYECKH
noctymnHo ot Hycult Biotech (Uden, The Hunepnauzasi), Homep no karajgory HM2094.

Knon 7H110 npencrasisier co60i MOHOKJIOHAIBHOE aHTUTEJIO MBIIIH, PACHIO3HAIOIIEe
yenoBeuecknii peuentop CS5a (CD88). Om kommepuecku poctymeH ot Biomol GmbH

(Hamburg, I'epmanus), Homep no katanory C2439-60N.

TepMuH «marMeHT» B HACTOSIIEM OMHCAHUM O3HA4YaeT JI000e MIIEKOMUTAOLIEe UK
NTULy, Ha KOTOPBIX MOXKET OKa3aTh OJIArONPHUSTHOE IEWCTBHE JIEYEHHE COETUHEHHEM,
OIMHCAHHBIM B HACTOSILIEM JOKYMeHTe (T.e. HHrHOMTOpoM akTuBHOCTH CS5a, ONMMUCAHHBIM B
HacTosiieM aokymeHTte). [IpeanodTuTe bHO «MalueHT» BHIOPAH M3 TPYIIbL, COCTOSIIEH M3
Ja00PaTOPHBIX KUBOTHBIX (HATIPUMEP, MBIIIH WJIH KPBICHI), JOMAIIHUX JKHBOTHBIX (BKJIFOYAs],
HaMpuUMep, MOPCKYIO CBUHKY, KPOJIMKA, KYpHL, HHAEHKY, CBUHBIO, OBLY, KO3y, BepOJrOa,
KOPOBY, JIOIIA/b, OCJA, KOIIKY WM COOAKy) WM MPUMATOB, BKJIOYAs IIUMITAH3E U JIFOAEH.
Oco0eHHO MPeAnoOYTUTETPHO ITALIUEHTY MPENCTaBIIsieT COOOH YeloBeKa.

TepMuHBI «I€YUTBHY, «OCYLIECTBICHHE JIEYCHUs» MM «JIeueHHe» 3a00JIeBaHus WIN
paccTpoiicTBa B HACTOSIILIEM OMKMCAHMM O3HAYAIOT BBIMOJHEHHE OJHOrOo Win Oojee u3
creayromero: (a) CHIWKEHHE TSDKECTH WM TPOAOJUKUTENIbHOCTH paccTpoiictea; (b)
OrpaHMYEeHHWE  WJIM  MPEeJOTBpAIleHHE  Pa3BUTHS  CHUMITOMOB,  XapaKTEpPU3YIOLIMX
u3jiednBaeMoe  paccTpoiicteo(a); (¢) UHrHOMpPOBaHWE  YXYALIEHUS  CUMIITOMOB,
XapaKTePU3YIOMINX U3JIeYnBaeMoe paccTpoiicTBo(a); (d) orpaHuueHne Wiv mpeaoTBpalleHre

permauBa pPacCTPONCTB(a) y MALIMEHTOB, KOTOpbIE paHee WUMeNH paccTpoucTso(a), u (e)
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OTrpaHMYEHUE WU MpPeAOTBpallleHHe peLUauBa CHMIITOMOB Yy MAllMEHTOB, KOTOPbIE paHee
UMEJIA CUMIITOMBI PaCCTPONCTB(a).

Tepmunbl «TIPEenOTBPAILATEY, «OCYIIECTBJIEHHE MIPEOTBPALLEHUY,
«TPEeNOTBpAIleHUe» WIN IPo(UIAKTHKa» 3a00JeBaHUS WM PACCTPOICTBA B HACTOSINEM
ONMCAaHUU O3HAYAIOT NMPEIOTBPAILEHIE BOSHUKHOBEHHUS PACCTPONCTBA Y CYyOBEKTa.

«OPPexTHBHOE KOINYECTBO» NPEACTABISIET COOOM KOJHMYECTBO TEPANEBTUYECKOTO
areHTa, AOCTaTOYHOE MJIsi AOCTIDKEHHs HaMeueHHOW menu. D(dekTuBHOE KOIHMUECTBO
JAHHOTO TEPareBTHUECKOr0 areHta OyJeT BapbHpPOBATbCS B 3aBUCHUMOCTH OT TaKUX
(bakTOpOB, KaK MpHUPOJA areHTa, MyTh BBEACHHUS, Pa3Mep U BHJ >KUBOTHOIO, MOJYYArOIIEro
TEpareBTUUECKUI areHT, U 1elb BBeAeHUsA. D(P(PEKTUBHOE KOJHMUECTBO B KAXKIOM OTJEIbHOM
CJIy4ae MOXKET ObITh ONPEAETICHO SMITMPUUYECKH OMBITHBIM CIIELUAINCTOM B COOTBETCTBHH C
YCTAHOBJIEHHBIMH B TJAHHOM 00J1aCTH CIOCO0AMH.

«DapMaLeBTHUECKH TIPUEMIIEMbINY O3HaYaeT ONOOPEHHBIH PEryIHPYIOLIUM OpPraHOM
DenepalbHOrO MpPABUTENbCTBA WM IMPABUTEIBCTBA IUTATA HJIM BHECEHHBI B CIHCOK
@apmakornen CIHIA wmu apyrofi oOmenpu3HaHHOW (apMakonen Ui NPUMEHEHHs Y

JKUBOTHBIX, U B YACTHOCTH Y JIFOJIEH.

Bapuants! peanuzauuun n3odpereHust

Hanee Hacrosimiee u3oOpereHre OyaeT AOMOJHHUTEIBHO OMUCAHO. B criemyrommx
YTBEP)KIASHHSIX  PA3JIMYHbIE ACHEeKThl HACTOSILEro W300peTeHus OompeneseHsl  Ooee
noapobHo. Kakablii acmekT, OnpeneseHHbI HIDKE, MOXeT ObITb OOBENMHEH C JIOOBIM
APYTUM acleKTOM HJIM aCIeKTaMH, €ClM SIBHO He yKa3aHO MHOe. B wacTtHocTH, OOOM
NPU3HAK, YKa3aHHBIA KaK MPENNOYTHTEIbHBIH WM BBITOAHBIHA, MOXET ObITh OOBEIUHEH C
MOOBIM APYTUM TPH3HAKOM HJIM TMPHU3HAKAMH, YKA3aHHBIMH KaK TMPENNOYTHTEIbHBIC WIIH
BBITOJTHBIE.

B nmepBom acmekte Hacrosiee H300pETEHHE OTHOCHUTCS K COGNUHEHHIO IS
NPUMEHEHUsI TIPH JIEYEHUH KOXKHOTO HEWTPO(IIBHOTO BOCHAIUTENBHOTO 3a00JIEBaHHUSA Y
cyOBeKTa, rie yKa3aHHOE COeAMHEHHUE MpencTaBsieT coboit marndutop akrusHocty CSa, mpu
5TOM KOKHO€ HEHWTPO(PWIbHOE BOCHMAIHUTENbHOE 3a00JeBaHHE BBHIOPAHO W3 TPYIIIL,
cocrosimeid w3 rHoWHoro ruapanenuta (IT); ranrpeHosnoit mmomepmum (I'TI); TTATA
(muorennoro aprpura, I'Tl u akue); FAIT (I'TL, akHe u rHoitHOrO ruapanenuta);, [TAATTT
(muorenHoro aprtpura, akHe, [Tl u rHoiiHOoro ruapanenuta), cunapoma Ceura (CC);
cyOkopHeanpHOrO  myctyjie3noro jaepmaro3a (CIIJ]); mpuoOpereHHOro OyJIe3HOTO

SMUAESPMOIIN3A, CTONKON BO3BBIIIArOIIeHCst spuTembl (CBD); HeUTpoIIBHOrO MAaHHUKYJTUTA,
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CHUHJIPOMAa KHIIEYHO-aCCOLMUPOBAHHOTO nepmarosa-aptpura (BADAS); cunapoma SAPHO
(cuHOBWTA, aKHe, MyCTyJe3a, TMIIEPOCTO3a U OCTEHTa), PEBMATOMIHOTO HEHTPO(HIBLHOrO
JepMaTo3a, CEeMEWHONW CpEeAU3eMHOMOPCKON JIMXOPaAKH, KPHOMHUPUH-ACCOLMMPOBAHHBIX
paccTpoiicTs, moparpsl u cuaapoma IIauiytepa.

Bo BTOpOM acnekte HacTosiee n300peTeHNE OTHOCUTCS K CIIOCOOY JIEYeHUST KOKHOTO
HEUTPOPUIBHOTO BOCHAIUTEIBHOTO 3a001€BaHus y CyOBEKTa, BKIIFOYAIOIEMY TaIl:

BBEAICHUS CYOBEKTY, HYXKIAOIEMYyCsd B OTOM, TEpPANEBTHYECKOrO KOJIUYECTBA
COEAMHEHUs], MPUYEeM YKa3aHHOE COEIMHEHHE NpEeACTaBisieT co00i MHIMOUTOpP aKTHMBHOCTU
CSa, m mpu 3TOM YKa3aHHOE KOXXHO€ HEHTPO(QUIbHOE BOCHAIUTENBHOE 3a00JIeBaHHE
BBIOpAHO M3 TPYIIBL, cocTosAel n3 rHoitHoro ruapanenuTa (I'T); raHrpeHo3HON oxepMun
(I'TI); ITAT'A (rmorennoro aptputa, I'TI u akne), TAI'T (I'T], akHe 1 THOMHOTO r'UAPAIEHUTA);
ITAATTT (mmorenHoro aprtpura, akHe, I'TI u rHoiiHoro runpanenura), cunnpoma Csurta
(CC); cybkopueansHoro mycrtysnesHoro aepmatosza (CIL); mpuoOperenHoro Oyiuie3HOrO
SMUIEPMOIIN3a, CTONKOM BO3BbIIIaroLIecs 3puTeMbl (CBD); HEUTPOPUIBHOTO MAHHUKYJIUTA,
CHUHJIpOMa KHILIEYHO-aCCOLMHUPOBAHHOTO nepmarosa-aprpura (BADAS); cunapoma SAPHO
(cuHOBUTA, aKkHe, MyCTyJe3a, TUIEePOCTO3a M OCTEHTa), PEBMATOMIHOIO HEHTPO(PUIBHOIO
JepMaTo3a, CEMEWHON CpeAu3eMHOMOPCKON JIMXOPaAKH, KPUOMHUPUH-ACCOLUMUPOBAHHBIX
paccTpoiicTs, moparpsl u curapoma IHIauiyiepa.

B Tperbem acnekTe HacTosilee U300pETEHHEe OTHOCHTCSI K MPUMEHEHUIO COEIUHEHMSI
Ui TIPUTOTOBJIEHHWsT  (papMalleBTUYECKOH  KOMIIO3WULUHM  JUIsL  JICYEHUs]  KOXKHOTO
HEUTPO(PUIBHOTO BOCTIAJHUTEIBHOTO 3a00JI€BaHUS, IPHYEM COSAMHEHUE MPEICTABISIET COOOH
uHruOuTOop aktuBHOocTH CS5a, W TMPU STOM YKa3aHHOE KOXKHOE HEUTPOHUIbHOE
BOCTIAIUTENIbHOE 3a00JI€BaHNe BBIOPAHO W3 TPYMIIBI, COCTOSIICH M3 THOHHOrO THApaIeHHUTA
(I'T); ranrpenoznoii nuopepmun (I'TI); [TAT'A (morenHoro aptpura, I'TI u akue); TAIT (I'T],
akHe W rHOWHoro runapanenura), [IAATTT (mmorenHoro aptputa, akHe, [Tl u rHoifHOTrO
runpanenuta), cuaapoma Csuta (CC); cyOkopHeanpHOro myctyiesnoro aepmarosa (CIII);
npuodpeTeHHOro OyJUIE3HOTrO 3MUAESPMOJIN3a, CTOHKON Bo3BbIatotelicss spuremsl (CBI);
HEUTPOPMIBHOTO MAHHUKYJINTA, CHHAPOMA KHIIEYHO-aCCOLMUPOBAHHOTO IEPMaTO3a-apTPHUTA
(BADAS); cungpoma SAPHO (cuHOBHTa, akHe, MyCTyJie3a, THIIEPOCTO3a M OCTEUTA);
PEBMATOMIHOTO HEUTPO(HIILHOTO AepMaTo3a; CeMEHHOW CPeau3eMHOMOPCKON JIMXOPaIKH,
KPHOMUPHH-aCCOLIMUPOBAHHBIX PACCTPOMCTB, moaarpsl U cuHAapoma LlHuiytepa.

B HekOTOpBIX BapHaHTaxX peanu3aly JIOOOro acrnekTa HAaCTOSIIEro H300peTeHHs

uHrnouTop akruBHocTH CSa:
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- cHmwkaeT KoHueHTtpauuiro CS5 (Hampumep, mMyTeM WHTUOMPOBaHMS OOpa30BAaHUS W/WIH
akTUBHOCTH C3-KOHBEPTa3bl, NMyTEM HHIUOMPOBAHUS OOpa30BaHMA W/WIM AKTUBHOCTH
C5-xoHBepTaspl, MyTeM WHrHOMpOBaHUS TpaHCKpunuuu reHa CS; mytem OJOKHPOBaHUS
tpaHcaauun MPHK C5; nyrem yBenuuenus nerpagaimu MPHK CS5, myteM yBennueHus
nerpagauuu 6enka CS wnm nyteM npenotspaneHust cekpennu CS U3 neveHn);

- unrubmpyer pacmerienne CS5 nva CS5a u C5b (Hanpumep, myrem uHruOuposanusi C5-
KOHBEpTa3bl WJIN CBS3bIBAHUS C caiitoM pacuieruieHust Ha C5, TeM caMbIM OJIOKUPYS
paciierieHue);

- cHmkaeT koHueHTpamio CSa (Hanpumep, yTeM yBenuueHus aerpananun oenka CSa);

- uHrubupyer cpsazbiBanne mexxay CSa u penenropom CSa (Hampumep, MyTeM CBSI3bIBAHUS
¢ C5a unu cBsi3piBanus ¢ peuentopom CSa);

- CHWXaeT KOHLeHTpaumioo peunenropa CS5a (Hampumep, myTeM HHrUOMPOBAHUS
TpaHcKkpunuuu reHa peuentopa CS5a; mnyrem OnokupoBanusi Tpanciasiuuu MPHK
peuenropa CS5a; myrem ysemmdeHus aperpamanuun MPHK penenropa CSa; myrem
yBeJMYeHus nerpaaaunu oenka peuentopa C5a); w/umm

- CHIKAeT akKTHUBHOCTH peuenropa CSa.

B HekoTOpBIX BapuaHTax peanu3alMy JOOOro acmeKkTa HACTOAIIEro H300peTeHUs
uHruouTop akTuBHOCTH CS5a BBIOpaH M3 TPYIIBI, COCTOsALIEH M3 OENKOBOro juraHaa (Kak
OMpPENEeNIEHO BBILIE);, OJUTOHYKJICOTHIA M MAaJOi MOJIEKYJbl (KaK OIMpeOeNeHO BBIIIE).
ONUroHykneoTusabl, OEHCTBYIOIIME B KayecTBe MHIHOWUTOpPOB akTtuBHOCTH (Sa, Moryr
JNOCTUTaTh CBOEro WHrubupyromero 3¢dekra, Hanmpumep, CBSI3bIBASCH C MOJEKYJaMu
HYKJICHHOBOHW KHUCJIOTHI (TaKMM OOpa3oM, MHTUOMPYS TPAHCKPUILHMIO W/WIJINA TPAHCISILIHIO)
WIN CBS3BIBASICH C OeskaMu (Hampumep, KOrjia OJUTOHYKJICOTHUABI SIBIISTIOTCS anTaMepaMu
HYKJICHHOBBIX KHCJIOT).

B HeKOTOpBIX BapHaHTaxX peaju3alH JIOOOro acrnekTa HAaCTOSIIEro H300peTeHHs
uaruburop aktuBHoctH (CS5a mpexacraBuser coOOM  O€NKOBBI  JIMTAHA, KOTOPBIN
cnerduaecku cesizbiBaercs ¢ Oenkom CS, wu ¢ 6enkom CSa, wu ¢ 6enkom penentopa CSa.
B nmononHUTENBHBIX BapUaHTAX peau3aliy OEIKOBBIA JIMTaHA BbIOPAaH W3 TPYIIIHL,
COCTOSILIEN U3
1) anturen (Hanpumep, antu-CS-anturen, antu-CSa-anruren, antu-CSaR-anturen wmm

antu-CSL2-anTHTeN),

(1)  aHTHreHCBS3BIBAIOIINX (PPArMEHTOB AHTUTEI,

(1i1)  aHTHTENONMONOOHBIX OENKOB,

(iv)  uHruburopHsix BapuaHros C5a,
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(v) MHTUOUTOPHBIX BapraHTOB penentopa CS5a (Hanmpumep, pelenTopbI-JIOBYIIKH),
(vi)  OenkoB, NEMCTBYIOIIMX Ha MyTh KOMIUIeMeHTa (Harpumep, Kosepcun); u
(vil) mentunoB (Hampumep, RA101495 (Ra Pharma, KemOpumx, MA), PMX-53 (Bio-

Techne GmbH (Wiesbaden-Nordenstadt, I'epmanust)).

B HekoTOpBIX BapMaHTaxX peaju3alMy JFOOOr0 aCHeKTa HACTOSIIEro H300peTeHus
uHrHOuTOp akTUBHOCTH CS5a mpencrasisier coOON OENKOBBIN JIMTAHA WIH OJMTOHYKJICOTHI,
NPEANOYTUTENIbHO  O€NKOBBIM ~ JIMTAHA, KOTOPBIA  crenu(uyecKkd  CBSI3bIBAE€TCS €
KOH(OPMALIMOHHBIM 3TUTONOM, 0Opa30BaHHBIM AMHHOKHCJIOTHBIMU MOCIIEOBATEIbHOCTAMHU
NDETCEQRA (SEQ ID NO: 2) u SHKDMQL (SEQ ID NO: 3) C5a uenoseka. Cpsi3biBaHue
¢ koHbpopMmarueld, 0Opa30OBaHHOH aMHUHOKHCJIIOTHBIMU  IIOCJIEJOBATEIbHOCTSMU B
coorBerctBur ¢ SEQ ID NOs: 2 u 3, o3Hauaer, 4To O€NKOBBIN JIUTaH] U OJIUTOHYKJIEOTU
CBA3BIBAETCS IO MEHbIIEH Mepe ¢ OJHOM AaMHMHOKUCIOTOM B aMHHOKHMCIOTHOHN
nocienosarenbHocTy corsiacHo SEQ ID NO: 2 u no MeHbIneit Mmepe ¢ 0HOI aMUHOKHCIOTON
B aMHMHOKHCIIOTHOH mocienoBatenabHocTu cornacHo SEQ ID NO: 3. SEQ ID NO: 2
coorBeTcTBYeT amuHokuciaoram 30-38 CS5a uenoseka. SEQ ID NO: 3 coorsercTByeT
aMMHOKHcyoTaM 66-72 CS5a yenosexa.

B HekOTOpbIX BapHaHTaxX peaqu3alyu JIOOro acrmekTa HACTOSILIEro H300peTeHHs
OeNKOBBIN JIMTAH/ MJIH OJIMTOHYKJICOTH/I, MPEANOYTHTEIbHO OENKOBBIH JIMTAH, CBSI3bIBACTCS
[0 MEHbLIEH Mepe C OJHOM aMHUHOKHUCIOTOM B aMMHOKHCIIOTHOM IOCIENOBATEIbHOCTH
cormacio DETCEQR (SEQ ID NO: 4). SEQ ID NO: 4 cooTBeTcTByeT aMUHOKHUCIOTam 3 1-37
C5a uenoseka.

B HeKOTOpBIX BapHaHTaxX peaju3alHH JIOOOro acrnekTa HACTOSILIEro H300peTeHHs
OeKOBBIN JIMTAH/ MJIH OJIMTOHYKJICOTH/I, PEANOYTHTEIBHO OSJKOBBIH JINTAHA, CBSI3bIBACTCS
[0 MEHbLIEH Mepe C OJHOM AaMHMHOKHUCIOTOM B AMMHOKHCJIOTHOM NOCIENOBaTENbHOCTH
cormacio HKDMQ (SEQ ID NO: 5), Gonee npennouTUTENBHO MO MEHbINEH Mepe C OIHOH
AMUHOKHCJIOTOM B aMHHOKHUCJIOTHOH mnocienoBarenbHocTy KDM. SEQ ID NO: 5
COOTBETCTBYeT aMuHOKHCiIoTaM 67-71 CSa denoseka, mnocienosarenbHocTe KDM
COOTBETCTBYET aMuHOkHcioTaM 68-70 CSa uenoseka.

B HekOTOpBIX BapHaHTaxX peanu3alH JEOOOro acrnekTa HAaCTOSIIEro H300peTeHHs
OENKOBBIN JIMTaH/ MJIH OJIMTOHYKJIEOTH/I, PENNOYTHTEIBHO OENKOBBIH JINTAHA, CBS3bIBACTCS
[0 MEHbIIEH Mepe C OJHOM AMHMHOKHUCIOTOM B AMHMHOKHCJIOTHOM MOCIENOBAaTENbHOCTH
DETCEQR (SEQ ID NO: 4) u no MeHbmed Mepe C OIHOW aMHUHOKHCJIOTOH B

aMUHOKHCIOTHOH nocienoBatenbHocTdt HKDMQ (SEQ ID NO: 5).
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B HekoTOpBIX BapHaHTaxX peanu3aly JIOOOro acrnekTa HAaCTOSIIEro H300peTeHHs
OENKOBBIN JIMTaH/ MIIN OJIMTOHYKJIEOTH/I, TIPENNIOYTHTEIBHO OENKOBBIN JINTAHA, CBS3bIBACTCS
[0 MEHbLIEH Mepe C OJHOM AMHUHOKHCIOTOM B aMHMHOKHCIIOTHOM IOCJIENOBAaTEIbHOCTH
DETCEQR (SEQ ID NO: 4) m no MeHbmed Mepe ¢ ONHOW aMHUHOKUCIOTOH B
aMHUHOKHCJIOTHOM nocaenosarensHoctu KDM.

B HeKoTOpBIX BapHaHTax pean3aliy JOO0ro acnekTa HaCTOSIIEro H300peTeHus aBe
NOCJIEIOBATENbHOCTH, OOpasyrouine KoHpopmanumonHeli snuton CSa (Hampumep, mapsl
nocnenoaTenbHocTel B cooTBeTcTBUU ¢ SEQ ID NO: 2 u 3; SEQ ID NO: 4 u 5; unu SEQ ID
NO: 4 u nocnenoBarenbHocTs KDM), pasgenener 1-50 cMeXHBIMH aMHHOKHCIIOTaMH,
KOTOpble HE VYYaCTBYIOT B CBSI3bIBAHUH CO CBS3BIBAIOIIUM ()ParMEHTOM COTJIACHO
HacroseMy u3o0peTeHuto. Jlamee Takue aMHUHOKHCIOTBHI, KOTOpbIE HE YYacTBYIOT B
CBSI3BIBAHMU CO CBSI3BIBAIOIINM (PparMEHTOM COIJIACHO HACTOSALIEMY H300peTeHuro, OyayT
Ha3bIBaTbCsl ~ «HECBSI3BIBAIOLIMMUCS ~ aMHHOKHMCIOTaMW». JIBe  mociemnoBaTenbHOCTH,
oOpasyromue KOH(POPMALMOHHBIN 3MUTOMN, MPEANOYTHTEbHO pa3neseHbl 6-45 CMEeKHBIMU
HECBSA3bIBAIOLIMMU  AMHMHOKHUCJIOTaMH, Oojee mpeamnmouturenbHo  12-40  cMeXHBIMH
HECBS3bIBAIOLIMMH  AMHHOKHUCJIOTaMH, Oojiee IpeamnouTurenbHo  18-35  cMexHBIMH
HECBS3bIBAIOLIMMUA  aMHHOKHCJIOTaMH, Oonee mpenmnodyturenbHo 24-30  CMEKHBIMH
HECBSI3bIBAIOLIMMUA  aMHHOKHCJIOTaMH, Oojiee  MpennoyTHTENbHO 25-29  CMEKHBIMHU
HECBSI3BIBAIOLIMMUA AMUHOKHCIOTAMH, eme Ooyiee NPEATNOYTUTENIbHO 20-28 CMEKHBIMU
HECBSI3bIBAIOLINMUA aMHHOKHUCIIOTAMH U HauOoyiee MPEeaNnoOYTUTEIbHO 27 CMEXKHBIMU
HECBSI3bIBAIOLIUMH AMUHOKHCIOTAMU.

B HeKOTOpBIX BapHaHTaxX peaju3alHH JIOOOro acrnekTa HACTOSILIEro H300peTeHHs
OENnKOBBIH  JIMTaHI WU  OJNIMTOHYKJICOTHI, MPEONOYTHTENbHO OCJIKOBBIA  JIUTAHJ,
cneunpUIecKr CBA3BIBAIOINMICS ¢ KOH(pOpMauuMOoHHbIM snuronoM (CSa, obnagaer
koHcTaHTol cBsizbiBanus (Kq) ¢ CS5a yenoBeka, 3HaueHue kotopoi coctasiser 10 HM uimu
MeHee, PEeNNnoYTHTENbHO 9 HM nin MeHee, Ooiee mpeanouTuTenbHo 8 HM mwin MeHee, 6oiee
npeanouTuTeNbHo 7 HM mim MeHee, Oonee mpeamodTuTesibHO 6 HM minm MeHee, Oolee
NpeanouTuTeNIbHo 5 HM mim MeHee, Oonee mpeamoututenbHO 4 HM minm MeHee, Oonee
NPEANOYTUTENBHO 3 HM HIn MeHee, OoJiee PeanouTUTENbHO 2 HM 1itn MeHee U erle Oonee
npeanoutuTenbHo 1| HM unn MeHee. B HEKOTOPBIX BapHaHTax peajH3alyy JIFOOOro acrekTa
HACTOSIIIEr0 M300peTeHNs KOHCTaHTa Auccounann Kg¢ Mexxay CBsI3bIBatOIIUM (PparMeHTOM U
C5a wdenoseka coctaBasier or | nM (mmkomonb) 10 S5 HM (HaHOMOJB), Oonee
npeanoutuTensHo ot 2 mM no 4 HM, Gonee mpeanoututensHo oT S mM u 3 HM, Oonee

npeanoututensHo ot 10 mM no 2 HM, Gonee npeanoututensHo ot 50 mM no 1 HM, Gonee
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npennoututesibHo oT 100 mM 1o 900 nM, Gonee npennoututensuo oT 200 M o 800 M,
bonee mpegnouyrurebHo oT 300 M o 700 M, u eme Oonee npeanodtuTensHO oT 400 MM
1o 600 M.

B HekoTOpBIX BapHaHTaxX peanu3aly JIOOOro acrnekra HAaCTOSIIEro H300peTeHHs
OenKOBBI  JHMraHA WM  OJNIMTOHYKJIEOTHI, TMPENNOYTHTENbHO OENKOBBIA  JIUTaHA,
cnermduaeckn cpsi3piBaromuiicss ¢ CS5a, MmposiBisieT MO MeHbIned Mepe OJOKUPYIOMIYIO
AKTUBHOCTh MPUMEPHO 75%, NPEONOUYTUTENIbHO IO MEHbIIeH Mepe OJOKUPYIOMIYIO
aKTUBHOCTh npuMepHO 80%, Oonee MpEeArnoYTUTENHHO MO MEHbIEH Mepe OJIOKHUPYIOIIYIO
aKTUBHOCTh IpuMepHO 85%, Oonee MpPEeArnoYTUTENBHO MO MEHbIIEH Mepe OJOKHUPYIOIIYIO
aKTUBHOCTh npuMepHO 90%, Oonee MpPEeAnOYTUTENHHO IO MEHbIIeH Mepe OJOKHUPYIOIIYIO
aKTUBHOCTb npuMepHO 95% nus Ouonornveckux 3(PQeKToB, HHAYLHUPYEMBIX OIHOU
monekyJsioli CS5a, B yactHocTu C5a yenoBeka. DTH KOHKPETHbIE OJIOKHPYIOIIHE aKTHBHOCTH
OTHOCSITCS. K T€M BapHaHTaM pEaM3allH, B KOTOPBIX CBSI3BIBAOINUI ()PArMEHT COIEPIKUT
€IMHCTBEHHBII mapartorn, cBs3biBatouuiicss ¢ CSa, mpenmoururensHo ¢ CS5a uenoseka. B
BAPUAHTAX peaNn3aliy, TJe CBA3bIBAOLIMN (parMeHT copepkur asa wiu Oonee CSa-
crielpMIeckuxX napaTonos, yKa3aHHbIe OJOKUPYOIUE aKTUBHOCTH IO MeHbIIeH mepe 75%,
NPEANOYTUTENILHO 1O MeHbInell mepe 80%, Gosee mpeAnouTUTENBHO MO MeHblIeH Mepe 85%
U T.JA., JDOCTUTAIOTCS, KOIZa KOHTAKTUPYET OIHA MOJIEKYJa CBSI3bIBAIOIIEro (hparmMeHTa C
gucioM  Mojekyn CS5a, paBHbiM  komudecTBy  CSa-crenmuyeckux — mMapaTorios,
NPUCYTCTBYIOLINX B CBs3bIBAIOIEM (parMeHTe. JpyruMu CJIOBaMH, KOTAA MapaToIbl
CBSI3bIBAIOLIETO (pparMeHTa, OMUCAHHOTO B HACTOsIIEM JOKyMeHTe, n CS5a MpHCyTCTBYIOT B
SKBUMOJISIPHBIX ~KOHLEHTPALMSX, CBS3bIBAOIIUN (PParMeHT TMPOSBISET OJOKHPYIOLIYIO
AKTUBHOCTh 10 MEHbIIEH Mepe mnpumMepHo 75%, NPEeanoYTUTENBHO ONOKUPYIOLIYIO
AKTUBHOCTh TO MeHbIneld Mmepe mpumepHo 80%, Ooyiee MPEANOYTHTENHHO OJIOKUPYIOIIYIO
AKTUBHOCTh IO MEHbINeH Mepe mpumepHO 85%, Ooyiee MPEANOYTHTENHHO OJIOKUPYIOIIYIO
AKTUBHOCTh MO MeHbIIeld Mmepe npumepHo 90% u Oojiee MPEANOYTHTETHEHO OJIOKUPYIOIIYIO
AaKTUBHOCTh 110 MeEHbIIeH Mepe mnpumMepHo 95% s Ouonormyecknx 3(QeKToB,
uanyuupyemeix  CSa.  IlpeamodrurtenbHbIM — OHOJOrHYeckuM  3(Q(EKToM, MOAJeKaIuM
OJOKMPOBAHUIO, sIBJIAETCST MHAyLUpoBaHHOe (CS5a BBICBOOOKIACHHWE JIM30LMMA U3 KIETOK
LEeJIbHON KpOBU uenoBeka. AHanmusbl 111 ompeaeneHus storo (CS5a-uHAyLUPOBAHHOTO
BBICBOOOKIEHHS JIM30IMMa U ero OJIOKUPOBaHUsI omucaHbl, HanpuMmep, B WO 2011/063980

Al u B cooTBeTCcTBYIOIIEH HarmoHanpHOH 3asBke CIIIA US 2012/0231008 Al.
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B HekoTOpBIX BapWaHTaxX pealn3alyy JEOOOTO acleKTa HACTOSIIEero H300peTeHHs
OeJTKOBBII JIMTaH TMPEACTABIISIET COOOH aHTUTEJNIO WM €r0 AaHTUTCHCBSI3BIBAIOIINI (hparMeHT,
MpUYeM YKa3aHHOE aHTUTEJIO UJTH €T0 aHTUTEHCBSI3bIBAIOIIHN (PparMeHT CONepIKHT
1) nocnenoBatenbHOCTE CDR3 Tspkenoit nenu, kak ykazano B SEQ ID NO: 6; wim
(1)  mocaenosarenbHocTh CDR3 Tspxenol neny, kak ykazaHo B SEQ ID NO: 7,

ITpu sToM nocnenosarenbHocTh CDR3 Tspkenoit nenu HeoOs3aTenbHO BKiO4aer 1, 2 wm 3
AMUHOKHUCJIOTHBIE 3aMEHBI, MPEANOUYTUTEIbHO KOHCEPBATHBHbIE AMUHOKHUCIIOTHBIE 3aMEHBI, 1,
2 wnu 3 [enenud aMMHOKHUCIIOT W/wiH 1, 2 unu 3 mobaBieHus] aMUHOKUCIIOT.

B HekoTOphIX BapMaHTax peajiu3alyy JIEOOOTO acrleKTa HACTOSIIEero H300pEeTeHHS
OEJKOBBII JIMTaH/ MPEACTABIISIET COOOH aHTUTEJIO WIIM €r0 AaHTUTCHCBSI3bIBAIOLINI (hparMeHT,
MpUYeM YKa3aHHOE aHTHUTEJIO UJTH €T0 aHTUTCHCBSI3bIBAIOIIHH (DPAarMEeHT CONEPIKUT
(1i1)  mocnenosarenbHOCTh CDR3 nerkoii neny, kak ykasano B SEQ ID NO: 8; unu
(iv)  mocnenosarenbHocTb CDR3 nerkoii nenu, kak ykazano B SEQ ID NO: 9;

ITpu sToM nocaenoBarenbHocTh CDR3 nerkoit nenm HeoOsi3arenbHO BKiMO4aeT 1, 2 mim 3
AMUHOKHCJIOTHBIE 3aMEHBI, MPEANOUYTUTEILHO KOHCEPBATHBHbIE AMUHOKHUCIIOTHBIE 3aMEHBI, |,
2 vu 3 feNenuu aMMHOKHMCIIOT W/unu 1, 2 uiu 3 1o0aBieHus] aMUHOKUCIIOT. B
HEKOTOPBIX BapHAHTAX peaju3aluy JIOOOTr0 acrmeKkTa HACTOSIIero M300peTeHus: OeNKOBBIH
JIMTaH MPeacTaBisieT COOOH aHTUTENO WK €ro aHTHUIE€HCBS3BIBAOINUN (DparMeHT, mpuyem
yYKa3aHHOE aHTHUTEJIO UJIM €r0 aHTUT€HCBS3bIBAIOIIUN ()PArMEHT CONEPIKUT

1) nocienosarenbHoctb CDR3 Tspkenoit nenm, kak ykaszano B SEQ ID NO: 6, u
nocienoBareapbHOCTs CDR3 nerkoit nemnu, kak ykazano B SEQ ID NO: 8; winm

(1)  mocnemoBarenbHocTh CDR3 Tspkenol uenu, kak ykazaHo B SEQ ID NO: 7, wu
nocienoBateapbHOcTh CDR3 nerkoit nenu, kak ykazano B SEQ ID NO: 9;

npu 3ToM nocienoBatesibHOcTh CDR3 Tspkenoit nenu HeoOs13aTenbHO BKIFOUaeT 1, 2 wim 3
AMHUHOKUCJIOTHBIE 3aMEHBI, MPEANOYTUTEIbHO KOHCEPBATHBHBIC AMUHOKHCIIOTHBIE 3aMEHBI, 1,
2 vunu 3 neNenuu aMMHOKHMCIIOT W/unH 1, 2 unu 3 1o0aBieHns] aMUHOKUCIIOT, U

npu 3ToM nocnenoBatebHOCTe CDR3 nerkoit nenu CDR3 Heobsi3aTenbHO BKIFOYaer 1, 2
Wil 3 aMUHOKHUCJIOTHBIE 3aMEHbI, MPEANOYTUTENIbHO KOHCEPBATUBHBIE AMHUHOKHCIIOTHBIC
3aMeHbl, 1, 2 unu 3 neaenuyu aMUuHOKUCTIOT w/vnu 1, 2 unu 3 nodaBieHuss aMHUHOKHUCIIOT.

B HekoTOphIX BapWaHTaxX peann3alyy JHEOOOTO acrleKTa HACTOSIIero H300peTeHHs
OeJTKOBBII JTUTraHA MPEACTABIISIET COOOH aHTUTEJNIO WM €r0 AaHTUTEHCBSI3bIBAIOIINI (hparMeHT,
NpUYeM YKa3aHHOE aHTHUTEJIO WM €r0 aHTUTCHCBSI3bIBAKOIINKN (pParMeHT CONEPIKHUT IO
MEHbIIEH Mepe OHY U3 CIENYIOLINX MOCIEA0BATEIbHOCTEH:

(v) nocnenoBatenbHOCTs CDR2 Tsixenoit nernu B coorBercteuu ¢ SEQ ID NO: 10;
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(vi)  mocaenoBarenbHOCTE CDR2 Tsxenoii nenu B coorsercteun ¢ SEQ ID NO: 11;

(vil) mocnenoarenbHocTh CDR2 nerkoii neru B coorsetctBuu ¢ SEQ ID NO: 12;

(viil)) mocaenosatenbHocTh CDR2 nerkoii neru B coorsetctBuu ¢ SEQ ID NO: 13;

(ix)  mocaenosarenbHOcTh CDR1 Tspxenoii nenu B coorsercteun ¢ SEQ ID NO: 14;

(x)  mocaenosarenbHOcTh CDR1 Tspkenoii nenu B coorsercteun ¢ SEQ ID NO: 15;

(xi)  mocaenosatenbHocTh CDR1 nerkoii nermu B coorsercTBuu ¢ SEQ ID NO: 16; unmu
(xi1) mnocaenosarenbHocTh CDR1 nerkoii nenu B coorserctBuu ¢ SEQ ID NO: 17;

npu 3ToM nocaenoBaTesibHOCcTe CDR2 Tsikenoit nenu HeoOsi3aTenbHO BKIrO4aer 1, 2 wumu 3
AMUHOKHUCJIOTHBIE 3aMEHBI, MPEANOUYTUTEIbHO KOHCEPBATHBHbIE AMUHOKHUCIIOTHBIE 3aMEHBI, |,
2 wu 3 [enenud aMMHOKHUCIIOT W/wH 1, 2 unu 3 mobaBiieHHs aMUHOKHUCIIOT;

npu 3ToM mociienoBareabHocTh CDR2 nerkoit menu HeoOs3arenbHO BKimouaeT 1, 2 wmm 3
AMUHOKUCJIOTHBIE 3aMEHBI, MPEANOUYTUTEIbHO KOHCEPBATHBHbIE AMUHOKHUCIIOTHBIE 3aMEHBI, |,
2 vn 3 feNlelri aMMHOKHMCIIOT W/iH 1, 2 uinu 3 1o0aBIeHHs] aMHHOKHUCIIOT,

npu 3ToM nocienoBatenbHocTh CDR1 Tspkenoit nenu HeoOsi3aTenbHO BKIOYaeT 1, 2 wim 3
AMUHOKHCJIOTHBIE 3aMEHBI, MPEANOUYTUTEILHO KOHCEPBATHBHbIE AMUHOKHUCIIOTHBIE 3aMEHBI, |,
2 vnu 3 nenenur aMMHOKHMCIIOT W/unu 1, 2 uinu 3 1o0aBieHHs aMUHOKUCIIOT, U

npu 3ToM mnocienosareabHocTh CDR1 nerkoii nenu HeoOsizarenbHO BKio4aer 1, 2 wim 3
AMHUHOKUCJIOTHBIE 3aMEHBI, MPEINOYTUTEIbHO KOHCEPBATHBHBIE AMHUHOKHUCIIOTHBIE 3aMEHBI, 1,
2 vnu 3 neenuu aMMHOKHMCIIOT W/unH 1, 2 uinu 3 1o0aBieHns] aMUHOKUCIIOT.

B KOHKpeTHBIX BapUaHTaX peaju3aluu OO0Ilee KOJUYECTBO 3TUX HEOOs3aTEeNbHBIX
W3MEHEHUH YKa3aHO BbIIE B KaXKIOH W3 AMUHOKHCJIOTHBIX TMOCJIENOBATEIbHOCTEH B
cooteercteuu ¢ SEQ ID NO: 6, SEQ ID NO: 7, SEQ ID NO: 8, SEQ ID NO: 9, SEQ ID NO:
10, SEQ ID NO: 11, SEQ ID NO: 13, SEQ ID NO: 14, SEQ ID NO: 15, SEQ ID NO: 16, u
SEQ ID NO: 17, T.e. o0iiee KOJIMYECTBO 3aMEH, AeJELUi U JO0ABIIEHUI B KaKIOH
MOCJEA0BATENbHOCTH COCTaBsieT | umm 2.

B KOHKpeTHBIX BapuaHTax peanu3anuy oOllee KOJUYEeCTBO 3aMEH, NeJIeluil |
nobasjennii, nodaeneHHbIXx st Bcex CDR, mnpuCyTCTByrOIUX B aHTHUTENE WM €ro
AHTHTE€HCBS3BIBAIOINEM (hparMeHTe, cocTanisieT ot 1 1o 5 (Hampumep, 1, 2, 3, 4 wiu 5).

B HekoTOpBIX BapHWaHTaxX peain3alyy JHEOOOTO acleKTa HACTOSIIEero H300peTeHHs
OeJTKOBBIH JIMTaHA MPEACTABIISIET COOOH aHTUTEJNIO WM €r0 AaHTUTEHCBSI3BIBAIOIINI (hparMeHT,
comepskammii oguH u3 HabopoB A-H mocnenosatensHocteit CDR3 Tsokenoit nermn, CDR2

Tspkenol nenu u CDR1 Tsikenoit menu, KOTopbie epeducieHbl Hike B Tadmmie 1,
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npudeM Kaxkaas mocienosarenbHocTh CDR3 Tsikenoi nenu HeoOs3aTeNbHO BKIOYaeT 1, 2
WM 3 aMHUHOKHCJIOTHBIE 3aMEHbI, MPEANOYTHUTEIBHO KOHCEPBATHUBHBIE AMHUHOKHUCIOTHBIE
3aMeHbl, 1, 2 unu 3 nenenuu aMUuHOKUCTOT w/vnu 1, 2 uinu 3 nodaBiieHHs] aMUHOKHUCIOT,

NpU 3TOM Kaskaasi mocyienosarenbHocTh CDR2 Tspkenol nenu Heobsi3aTebHO BKIIFOYaeT 1, 2
WM 3 aMHUHOKHUCJIOTHBIE 3aMEHbI, MPEANOYTUTEIBHO KOHCEPBATHUBHBIE AMHUHOKHUCIOTHBIE
3aMeHbl, 1, 2 unu 3 nenenuyu aMuHOKUCTOT w/viu 1, 2 unu 3 nodaBlieHHusi aMUHOKHUCIIOT, U
npu 3TOM Kakaasi nocyienosarenbHocTh CDR1 Tspkenolt uenu Heobsi3aTenbHO BKIFOUaeT 1, 2
Win 3 aMHUHOKHCJIOTHBIE 3aMEHbI, MPEANOYTUTEIBHO KOHCEPBATHUBHBIE AMHUHOKHCIOTHBIE

3aMeHbl, 1, 2 unu 3 nenenuu aMuHOKUCTOT w/vu 1, 2 unu 3 nodaBiieHrsl aMUHOKHUCIIOT:

Tab6auua 1: HaGopbl nociaenoBarenbHocTeii CDR Tsikeno uenu, mogxoasimux st

NMPHMCHEHHA B AHTHUTEJIAaX HJIH HX q)parmeHTax B HACTOAIIIEM moﬁpeTerm

Cumson Habopa | ITocienosarenbHocts | IlocienosarenbHocTs | IlocienoBaTenbHOCTD
TSKEJION Lenun CDR3 CDR2 CDR1
A SEQ ID NO: SEQ ID NO: 10 SEQ ID NO: 14
B SEQ ID NO: SEQ ID NO: 10 SEQ ID NO: 15
C SEQ ID NO: SEQ ID NO: 11 SEQ ID NO: 14
D SEQ ID NO: SEQ ID NO: 11 SEQ ID NO: 15
E SEQ ID NO: SEQ ID NO: 10 SEQ ID NO: 14
F SEQ ID NO: SEQ ID NO: 10 SEQ ID NO: 15
SEQ ID NO: SEQ ID NO: 11 SEQ ID NO: 14
H SEQ ID NO: SEQ ID NO: 11 SEQ ID NO: 15

B HeEKOTOpBIX BapHaHTaxX peaju3alH JIOOOro acrnekTa HACTOSIIEro H300peTeHHs
OenKOBBIN JIMTaH] MPEACTABISIET COOOI aHTUTENIO WITH €r0 AaHTUT€HCBA3BIBAIOINUN (PparMeHT,
coiepsKaluii oauH u3 cinenyromux Hadopos I-IV nocnenosarensrocTeit CDR3 nerkoii nernw,
CDR2 nerxoit nenu u nocnenosatenbHocTeil CDR1 nerkoil nenu, KOoTopble NepedrcieHbl B
Tabuie 2,
npuyeM Kaxaas nmocienoarebHocTh CDR3 nerkoii menu HeoOs3aTeIbHO BKITFOUaeT 1, 2 uimu
3 aMMHOKHUCIOTHbIE 3aMEHbl, MPEANOYTUTEIbHO KOHCEPBATUBHBIE AMUHOKHCIIOTHBIbIE

3aMeHbl, 1, 2 unu 3 aenenuu aMUuHOKUCTOT w/vnu 1, 2 uinu 3 qodaBieHHs] aMUHOKHUCIOT,
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NpU 3TOM Kaxkaast nocienoBaTeibHOCTh CDR2 nerkoli menu HeoOs3aTenbHO BKIFOYaeT 1, 2
WM 3 aMHUHOKHCJIOTHBIE 3aMEHbI, MPEANOYTHUTEIPHO KOHCEPBATHUBHBIE AMHUHOKHUCIOTHBIE
3aMeHbl, 1, 2 unu 3 neaenuu aMuHOKUCTOT w/viu 1, 2 unu 3 nodaBlieHusi aMUHOKHUCIIOT, U

npu 3TOM Kaxkaas nocienoBatesibHOCTe CDR1 nerkoli menu HeoOs3aTenbHO BKIFOYaeT 1, 2
WM 3 aMHUHOKHUCJIOTHBIE 3aMEHbI, MPEANOYTUTEIBHO KOHCEPBATHUBHBIE AMHUHOKHUCIOTHBIE

3aMeHbl, 1, 2 unu 3 neaenuu aMuHOKUCTOT w/unu 1, 2 unu 3 nodaBieHusi aMHUHOKHUCIIOT.

Tab6auua 2: HaGopwel mociaenosatenbHocTeir CDR jerkoit nenu, moaxoasimue AJisi
IMPUHMCHEHHA B AHTHUTEJIAX HJIH HX (l)parMeHTax B HACTOALIIEM l/l306peTeHI/II/I

ITockonpky nocnenosBarenpHOCTh Jerkod nenu CDR2 antutena IFX-1 (SEQ ID NO: 12)
UJIEHTHYHA rocienoBarenbHocTy Jerkoil nenu CDR2 antutena INab708 (SEQ ID NO: 13),
Habopel, Bkrovatomue SEQ ID NO: 13, OyayT u30ObITOYHBIMU ISl HAOOPOB, BKJIFOYAOLIMX
SEQ ID NO: 12. Takum obpa3om, B TaOnuLEe TOJBKO YeThipe Habopa MOCiea0BaTeIbHOCTEMH
CDR rnerkoii nenu.

Howmep nabopa | IlocnemosatenvHocTh | ITocnenoBarenbHOCTh | IlocnmenoBaTeabHOCTB
JIETKON LIeTH CDR3 CDR2 CDR1
I SEQ ID NO: 8 SEQ ID NO: 12 SEQ ID NO: 16
I SEQ ID NO: 8 SEQ ID NO: 12 SEQ ID NO: 17
I SEQ ID NO: 9 SEQ ID NO: 12 SEQ ID NO: 16
v SEQ ID NO: 9 SEQ ID NO: 12 SEQ ID NO: 17

B HekoTOpBIX BapuWaHTaxX peanu3alyy JIEOOOTr0 acrleKTa HACTOSIIEero H300peTeHws
OeNKOBBII TUraH MPEACTABIISIET COOOH aHTUTENIO WM €r0 AaHTUTEHCBSI3bIBAOIIUI (hparMeHT,
conepskammii onuH 3 Habopos A-H CDR Tspkenoii 1enu, nepeyucieHHbIX BbIlle B TaOIuIe
1, u omuH n3 Habopos [-IV CDR nerkoii nenu, nepeyrclieHHbIX BBILIE B TAONULE 2, TO €CTh
ONIHY W3 Clienyromux komouHanmii Habopos: A-1, A-I1, A-III, A-1V, B-I, B-II, B-III, B-IV, C-
I, C-11, C-1I11, C-1V, D-1, D-I1, D-I11, D-1V, E-I, E-I1, E-IIL, E-1V, F-1, F-11, F-II1, F-1V, G-1, G-
I, G-I, G-1V, H-I, H-II, H-IIT wiu H-IV (npudem xkomOuuaimu Al u H-IV sBisroTcs
0COOEHHO TIPETIOUYTUTENbHBIMH),
npudeM Kaxkaas nocyienosarenbHOocTh CDR3 Tsikenoii nenu HeoOs3aTeNbHO BKJIOYaeT 1, 2
WM 3 aMUHOKHUCJIOTHBIX 3aMEHBI, MPEANOYTUTEbHO KOHCEPBATHUBHYIO aMHHOKHUCJIOTHYIO

3aMeny, 1, 2 win 3 nenenuu aMHMHOKUCIIOT W/ 1, 2 uinn 3 nobaBieHust aMUHOKUCIIOT,
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NPU 3TOM Kaskaasi mocyienosarebHocT CDR2 Tspkenol nenu Heobsi3aTenbHO BKIIFOYaeT 1, 2
WM 3 aMUHOKHMCJIOTHBIX 3aMEHBI, MPEANOYTUTEbHO KOHCEPBATHUBHYIO aAMHHOKHUCJIOTHYIO
3ameny, 1, 2 win 3 nenenuu aMUMHOKUCIIOT W/ 1, 2 unn 3 1o0aBiieHust aMUHOKHUCIIOT,

NpU 3TOM Kasknasi nocyienosarenbHocTh CDR1 Tspkenol nenu Heobsi3aTenbHO BKIFOYaeT 1, 2
WM 3 aMUHOKHMCJIOTHBIX 3aMEHBI, MPEANOYTUTEIbHO KOHCEPBATHUBHYI0 aAMHHOKHUCJIOTHYIO
3aMeny, 1, 2 win 3 nenenuu aMUHOKUCIIOT W/ 1, 2 unn 3 nobaBiieHust aMUHOKHUCIIOT,
npuyeM Kaxaas nocienoarenbHocTh CDR3 nerkoii menu HeoOsi3aTepHO BKIFOUaeT 1, 2 uimu
3 aMMHOKHCJIOTHBIX 3aMEHBI, MPEANOYTUTEIBHO KOHCEPBATUBHYK) aMUHOKHCIOTHYIO 3aMEHY,
1, 2 wnu 3 genenyy aMUHOKUCIIOT W/uiu 1, 2 viu 3 mobaBiaeHus: aMUHOKHCIIOT,

npuyeM Kaxaas nocienosarenbHocTh CDR2 nerkoii nenu HeoOsi3aTeapbHO BKItoUaeT 1, 2 umu
3 aMMHOKHUCJIOTHBIX 3aMEHBI, MPEANOYTUTEIBHO KOHCEPBATUBHY) aMUHOKHCIOTHYIO 3aMEHY,
1, 2 wnu 3 genenyy aMUHOKHUCIIOT u/uitd 1, 2 viu 3 1o0aBIeHHs aMUHOKHCIIOT, U

npuveM Kaxaas nociaenosarenbHocTb CDR1 nerkoii nenu HeoOs13aTebHO BKIFOYAeT 1, 2 win
3 aMHUHOKMHCJIOTHBIX 3aMEHbI, MPEANOUYTUTENIbHO KOHCEPBATUBHYIO AMUHOKHUCIIOTHYIO 3aMEHY,
1, 2 unu 3 genenuy aMUHOKHUCIOT u/uiu 1, 2 winu 3 1oOaBIeHUs] aMUHOKHCIIOT.

B HekoTOpbIX BapHaHTaxX peaqu3alyu JEOOOro acrnekTa HACTOSILIEro H300peTeHHs
OeNKOBBIH JIMTaH] MPEACTABIsIeT COOOI AaHTUTENIO HITH €r0 AaHTUT€HCBSA3BIBAIOINUN ()parMeHT,
comep:kauuii JoMeH VH, KOTOpBI COMEPIKUT, MO CYILIECTBY COCTOMT M3 WJIM COCTOUT M3 (1)
nomena VH IFX-1 unu (i1) nomena VH INab708.

ITocnenosarensuoctu FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4, onpenensromme
nomenbl VH IFX-1 u INab708, nmoka3aHbl HUKE B TAOIHIE 3.

B HekoTOpBIX BapHWaHTaxX peajqu3alyy JIEOOOTr0 acrleKTa HACTOSIIEero H300peTeHws
OeJKOBBIH JTUraHa MPEACTABIISET COOON aHTUTENIO WM €r0 AaHTUIEHCBSI3bIBAOIIUI (hparMeHT,
comepkalyii JoMeH VL, KOTOpBIi COAEPIKUT, MO CYIIECTBY COCTOUT U3 WJIM COCTOUT H3 (1)
nomeHa VL IFX-1 umu (i1) nomena VL INab708.

IMocnenosarensroctu FR1, CDR1, FR2, CDR2, FR3, CDR3 u FR4, onpenensromue

momenbl VL IFX-1 u INab708, mokasanbl HiKe B TaOauLe 3.
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Tabmuua 3: nocaegosatesbHocTH CDR m FR antuten IFX-1 u INab708 (pexum

kiaaccupuxanuu Yorua)

IFX-1:

INab708:

Tsoxenas Henb:

FR1: QVQLQQSGPQLVRITITSVKIS
(= SEQ ID NO: 18)

CDR1: CKASGYSFTTFWMD
(= SEQ ID NO: 14)

FR2: WVKQRITIQGLEWIGR
(SEQ ID NO: 19)

CDR2: IDPSDSESRLDQ
(= SEQ ID NO: 10)

FR3:
RFKDRATLTVDKSSSTVYMQLSSPTSED
SAVYY

(SEQ ID NO: 20)

CDR3: CARGNDGYYGFAY
(= SEQ ID NO: 6)

FR4: WGQGTLVTVSS
(SEQ ID NO: 21)

Jlerkas nemns:

FR1: DIVLTQSPASLAVSLGQRATIS
(SEQ ID NO: 22)

CDR1: CKASQSVDYDGDSYMK
(= SEQ ID NO: 16)

FR2: WYQQKPGQPPKLL
(SEQ ID NO: 23)

CDR2: IYAASNL
(= SEQ ID NO: 12)

FR3:
QSGIPARFSGSGSGTDFTLNIHPVEEEDA
ATYY

(SEQ ID NO: 24)

CDR3: CQQSNEDPYT
(= SEQ ID NO: 8)

FR4: FGGGTKLEIK
(SEQ ID NO: 25)

Tsoxenast 1iens:

FR1: VQLLESGAELMKITIASVKIS
(SEQ ID NO: 26)

CDR1: CKATGNTFSGYWIE
(= SEQ ID NO: 15)

FR2: WVKQRITIHGLEWIGE
(SEQ ID NO: 27)

CDR2: ILTTISGSTNYNE
(= SEQ ID NO: 11)

FR3:
KFKGKATLTADTSSNTAYMQLSSLTSED
SAVYY

(SEQ ID NO: 28)

CDR3: CTRRGLYDGSSYFAY
(= SEQ ID NO: 7)

FR4: WGQGTLVTVSA
(SEQ ID NO: 29)

Jlerkas enp:

FR1: DIVLTQSPASLAVSLGQRATIS
(SEQ ID NO: 30)

CDR1: CKASQSVDYDGDSYMN
(= SEQ ID NO: 17)

FR2: WYQQKPGQPPKLL
(SEQ ID NO: 31)

CDR2: TYAASNL
(= SEQ ID NO: 13)

FR3:
GSGIPARFSGSGSGTDFTLNIHPVEEEVA
ATYY

(SEQ ID NO: 32)

CDR3: CQQNNEDPLT
(= SEQ ID NO: 9)

FR4: FGAGTLLELK
(SEQ ID NO: 33)

B HekoTOpBIX BapHaHTaxX peaju3aly JIOOOro acrnekTa HAaCTOSIIEro H300peTeHHs

uHrHOuTOp aktuBHOCTH CS5a mpeacTaBisier COOOM ONUTOHYKIICOTU, KOTOPBIN Creu(pUIecKu
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cesasbiBaercs ¢ C5, nmu ¢ CSa, unu ¢ peuentopom CS5a. B apyrux BapuaHTax peanu3aluu

OJIMTOHYKJICOTHJ] TPEICTaBIseT CcOOOW amramep HYKJIEHMHOBOH KHCJIOTBL —AmnTamep

HYKJIEHHOBOW KHCJIOTBI MOKET OBITh BbIOpaH u3 rpymmsl, cocrosimeii u3 JIHK-antamepos, D-

PHK-anramepos u L-PHK-antamepos (Hampumep, Spiegelmers™).

B HekoTOpBIX BapHaHTax peanu3alyu JEOOOro acrnekTa HAaCTOSIIEro H300peTeHHs
uHrnOuTop aktuBHOCTH CSa cHmkaer skcnpeccuro Oenka CS wm Oenka penenropa CSa. B
APYTUX BapUaHTAaxX peaju3allii YKa3aHHbIM MHIHOMTOp akTUBHOCTH CS5a, KOTOpBIA CHHMIKAeT
skcnpeccuto Oenmka C5 wmnu Genmka peuenropa CSa, mpencrasisier cOOOH OJNMTOHYKJICOTH],
BbIOpaHHBIA M3 Tpynmbl, cocrosimeit u3 anrtucmbicnoBor JIHK, awtucmeiciosoit PHK,
MuPHK u muxpoPHK.

B HekoTOpBIX BapuaHTaxX peanu3alMy JOOOr0 acmeKTa HACTOSIIEro H300peTeHus
peuenrop C5a mpencrasisier coboii CSaR w/umun C5L2. B mpenmnouTHUTENbHBIX BapHaHTaX
peanuzaimu JIOOOr0 acmekra Hacrosimero uodpereHusi peuentopom CSa seisercs CS5aR
(Taxxxe n3BecteH kak CD88 niu CSaR1).

B HexkoTOpBIX BapuaHTaxX peanu3aly JOOOro acmeKTa HACTOSIIEro H300peTeHUs
uHruoOuTOp akTuBHOCTH CS5a BBIOpaH M3 IPYMIIbI, COCTOSIIEH U3
(a) IFX-1, INab708, MEDI-7814, ALXN-1007, wm NOX-D21, wmm wux

AHTUT€HCBS3BIBAIOIIETO (ParMeHTa,

(b) aHTHTENAa WK €r0 AHTHUIEHCBSI3bIBAIOLIETO (PPArMEHTa, MPUYEM YKa3aHHOE aHTUTEJNIO WU
€ro aHTUTCHCBS3BIBAIOIINN (PpAarMEHT KOHKYPHUPYET C OJHUM W3 aHTUTEJ, YKa3aHHBIX B
(a), 3a cBsizbiBaHue ¢ CSa;

(¢) Oxynuzymaba, ALXNI1210, ALXN5500, unu LFG316, wiu ux aHTUT€HCBSI3bIBAIOIIETO
¢dparmenTa,

(d) aHTHTENA WM €r0 aHTUIeHCBSI3bIBAIOLIETO (PPArMEeHTa, IPUYEM YKa3aHHOE aHTUTEJIO WU
€ro aHTUTCHCBS3BIBAIOIINN (PpAarMEHT KOHKYPHUPYET C OJHUM W3 aHTUTEJ, YKa3aHHBIX B
(¢), 3a csizbiBanue ¢ C5;

(e) Kosepcuna mu RA101495;

(f) anTHTeNna WM ero  aHTHIeHCBs3BIBAIOIIEro  (¢parMeHTa Wid  Oenka  WIn
MaKpOLMKINYECKOr0  MEeNTHAa,  NpPHYeM  YKa3aHHOE  aHTUTENO WK €ro
AHTUTCHCBS3BIBAIOIINN (ParMeHT MM MAKPOLMKIMYECKUH TENTHUA KOHKYPUPYET C

OIHUM 13 OEJTKOB MJIM MENTHOB, YKa3aHHBIX B MyHKTE (€), 3a cBsi3biBanue ¢ CS;

(g) 3umyper,
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(h) anTHTENa MM €ro aHTUIeHCBS3BIBAIOIIErO (PparMeHTa WM anTaMepa, MPUYeM yKa3aHHOe
AHTUTENIO WM €ro AHTHUIeHCBSI3bIBAOLINI (PParMEHT WM antaMep KOHKYPUPYET C
3UMypoii 3a cBs3piBaHue ¢ CS;

(1) AMY-201 nmn Mupoxkouenta;

(J) aHTHTENa WM €ro aHTHIeHCBSI3BIBAIOLIErO (parMeHTa WM Oejka, NMpUYeM yKa3zaHHOe
AHTUTEJIO WM €r0 aHTUTEHCBSI3bIBAIOLINH (pparMeHT nin OeOK KOHKYPHPYET C OJHUM H3
OenKoB, yka3aHHbIX 101 (1), 3a cBsa3bBaHue ¢ C3b;

(k) buxkannoma0a,

(1) anTHTENa MM €ro aHTUIeHCBS3BIBAIOLIETO (parMeHTa, MpUYeM YKa3aHHOE aHTUTEJIO WU
€r0 aHTUI'€HCBSI3BIBAIOLINI (parMeHT KOHKYPUPYET ¢ OMKanuoMaboM 3a CBS3bIBAHHE C
daxropom B;

(m)Jlamnanuzymada,

(n) aHTUTENA WM €r0 aHTHIeHCBA3BIBAIOIIErO (PparMeHTa, MpHYeM YKa3aHHOE aHTHUTENO WIN
€ro aHTHIeHCBA3BIBAIOIINN (PPArMEHT KOHKYPHPYET C JIAMIIAIU3yMaOOM 32 CBS3BIBAHHUE C
¢axropom D,

(0) ALN-CCS; u

(p) ABakomnana, wiu coenuHeHuss coryacHO ¢opmyie II wmu I, wom PMX-53, wnm
coenuHeHus cornacHo ¢popmye IV,

(q) aHTHTENA WK €r0 aHTHUIeHCBSI3bIBAIOLIETO (PPArMEeHTa, MPUYEM YKa3aHHOE aHTUTEJIO WU
€r0 AHTHICHCBSI3BIBAIOLINI ()parMeHT KOHKYpHPYeT ¢ aBakomaHoM wiu PMX-53 3a
cesi3piBaHue ¢ CS5akR;

(r) xyona S5/1 wm kynona 7H110, nnm uX aHTUTEHCBS3BIBAOIIETO (PparMeHTa; 1

(s) aHTHTENa WM €ro aHTHUIeHCBSI3bIBAIOLIETO (PparMeHTa, MPHYEM YKa3aHHOE aHTUTEJIO WU
€ro aHTUTCHCBS3BIBAIOIINN (PpAarMEHT KOHKYPHUPYET C OJHUM W3 aHTUTEJ, YKa3aHHBIX B

(1), 3a cBsa3biBanme ¢ CS5ak.

B HekoTOphIX BapuaHTaxX peaju3alu JOO0Or0 acreKkTa HACTOSIIEro H300peTeHus
KOKHOE HEUTPO(HIIbHOE BOCTIAUTENbHOE 3a00JIeBaHIE TIPECTaBIIsIET COOOH
- ayTOBOCHAIUTENIbHOE 3aboneBaHme (Tounee: KO)KHOE HelTpodrbHO
ayTOBOCTIAIUTENbHOE 3a00IeBaHNE); WIN
- ayTOMMMYyHHOe 3a0OJieBaHHE C KOJKHBIM BOCHAJeHHEM (TO4YHee: ayTOMMMYHHOE
3a0o0neBaHNe C KOKHBIM HEUTPO(HIbHBIM BOCTIAJICHUEM).
B HekoTOpbIX BapuaHTaxX peajn3aly JOOOro acheKkTa HACTOSIIEro H300peTeHus

KO)KHO€  HeWTpopmibHOE  BOCHMANWUTENbHOE  3aboeBaHME  TPEACTaBIsieT  COOOH
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ayTOBOCTIAIUTENbHOE 3a00JieBaHMe, BBHIOPDAHHOE W3 TPYMIbL, COCTOSALIEH W3 THOWHOTO
ruapanenuta (I'T); ramrpenosnoit muopepmun (I'TI); ITAT'A (muorennoro aprtpura, 111 u
akue); [AIT (I'T], akue u raoitHoro runpanennta), [IAAITT (nmuoreHHoro apTpura, akHe,
I'TI u ruoitHoro rumpanenuta), cungpoma Ceura (CC); cyOKOpHEaTBbHOTO MYCTYJIE3HOTO
nepmarosa (CITJ); mpuobpeTeHHOro OyUIE3HOTO SMUASPMOIIN3a, CTOWKON BO3BBIIIAIOIIEHCS
spuremel (CBJ); HEHTPOPHUIBHOrO MAaHHUKYJIHNTA, CHUHAPOMA KHUIIEYHO-ACCOLMHPOBAHHOTO
nepmaroza-aptpura (BADAS) u cumagpoma SAPHO (cuHOBHMTa, akHe, MycCTyJje3a,
TUIIEPOCTO3a U OCTEUTA).
B HekoTOpBIX BapHaHTax peanu3alu JHOOOro acrnekra HACTOSIIEr0 H300peTeHHs
KOJ)KHOE€ HEHTpO(HIbBHOE BOCHAJIUTENbHOE 3a0ojeBaHue mnpencrasisier coboit IT wmm
ceszaHHOe ¢ [T 3a0oneBaHue, BBIOpAaHHOE W3 TPYIIbI, COCTOSIMIEH M3 TaHTPEHO3ZHOU
mopepmun (I'T1); ITAT'A (nmmorennoro aprpura, I'Tl u akue), TAI'T (I'TI, akHe u rHOHHOTO
ruppanenuta), I[TAAITT (nmorennoro aptpura, akHe, [Tl W THOMHOrO THIpaneHUTA),
cunapoma Cura (CC); u cyOkopHeanpHOro nycryJiiesHoro aepmarosa (CI1I).
B HexkoTOpBIX BapuaHTaxX peanu3aly JOOOro acmeKTa HACTOSIIEro H300peTeHUs
KOJKHOE HEWTPO(HIbHOE BOCTIATUTEbHOE 3a00/IeBaHNE MPEICTABISET COOOM ayTOMMMYHHOE
3a0oneBaHre C KOXKHBIM BOCMAJEHUEM, BBIOPAHHOE U3 TPYNNbI, COCTOSIIEH U3
PEBMATOMIHOTO HEUTPO(PHIBHOTO AepMaTo3a; CeMEHHON CPequ3eMHOMOPCKOMN JIMXOPAaIKH,
KPUOMUPHUH-ACCOLIMUPOBAHHBIX PACCTPOMCTB, moaarpsl U cuHapoma LlHuipiepa.
B HekoTOpBIX BapuaHTaX peajn3aliHl TMEePBOTO WM TPEThEro acleKTa HACTOSIIEro
u300peTeHns] COeNUHEHUE CIIEAyeT BBOOUTH B 103€, cocrapisitomieii 800 mr, oguH pa3 B
HEJea0 WM B 103e, cocrajsitomed 800 mr, nBa pasa B Heaenwo. B OMOTHUTENBHBIX
BApUAHTAX PEAN3aALNH MIEPBOTO WIH TPETHErO acIeKTa
- uHruburop aktuBHocTH CSa mpencraensier co0oil  coenmuHEHME, CIEeUU(pUUECKH
cs3biBaroeecst ¢ CSa (mpeanodTuTeNIbHO BIOpaHHOE M3 rpymibl, cocrosmen u3 [FX-1,
INab708, MEDI-7814, ALXN-1007, NOX-D21, ¥ #X aHTHI€HCBS3bIBAIOIIETO
¢dparmenTa, Oonee MPEeONOYTHTENBbHO, WHrHOMTOp akTuBHOCTH (S5a, BBHIOpAHHBIA W3
rpymmbl,  cocrosimeit w3 IFX-1, INab708, MEDI-7814, ALXN-1007 wu wux
AHTUTEeHCBS3BIBAOINETO  ()parMeHTa, eme Oojiee MPEATIOYTHTENIbHO, WHTHOUTOP
aktuBHocTH (CS5a, BbIOpaHHBIH u3 rpymmbl, coctosmed w3 IFX- 1 wu  ero
AHTUT€HCBS3BIBAIOIIETO (PparMeHTa, Hanbdoee MPeArnoUYTUTEIbHO HHTUONTOP aKTHBHOCTH
C5a mpencrasmsier coboii [FX-1); u

- KOXXKHOe HeHTpomIbHOE BOCHAUTEbHOE 3a00JieBaHUE TPEINCTABISIET COOOW THOWHBIN

ruapanenut (IT); u
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- COeIHMHEHME ClieAyeT BBOAUTL B 103€, cocTasisromeit 800 Mr, OMH pa3 B HENEO WU B
nose, cocrasisitoweit 800 mr, 1Ba pa3a B HEAEIIO.
B napyrux BapuaHTax peanu3alid MEPBOrO MM TPEThErO acHekTa HaCTOSILEro
u3o0pereHust uHruOmrop axktuBHocTH (S5a cienyer BBOAWTH BHYTPUBEHHO. B mpyrux
BapUAHTAX peajM3aliy MEPBOrO WM TPEThEro acnekTa HHruouTop aktuBHocTH CSa cnenyer
BBOJUTH [1BA pa3a B HENENO B A03€, cocTaBisirowmeid 800 Mr, B MEPBYIO HENENIO JIEYEHUS U
OIMH pa3 B HEAEN B A03e, cocTaBysiromeid 800 Mr, BO BTOPYH U MOCIEAYIOLIHE HEAEIH
neueHus. B papyrux BapmaHTax peajqM3allid IE€PBOTO WJIM TPEThEro acrnekra oOrmas
NPOJOJKUTENIBHOCTh JIEUEHUsT COocTaBisieT oT S no 12 Hemens (Hampumep, 5 Henmens, 6,
Henenb, 7 Henenb, 8 Henenb, 9 Henenb, 10 Henenb, 11 Henens win 12 Henenb).
B HEKOTOpBIX BapHaHTax peajH3aliH BTOPOTO AaCMEKTa HACTOSLIero H300peTeHus
COE€MHEHHE BBOAAT B A03€, cocTaBsnomed 800 Mr, oiMH pa3 B HEAEN WU B JI03€,
cocrapsiromieil 800 mr, nBa pasa B Hemenro. B AOMONHUTENbHBIX BapUaHTaxX peaau3aluu
BTOPOTO aCMEeKTa
- wuHruburop axrtuBHoct CS5a mpexncraBnser CcoOOH coequHEHHE, CrEU(YUYECKH
cesi3biBaroeecs ¢ CSa (mpennodTuTenbHO BBIOPAaHHOE M3 IPpyHIbl, cocrosmen u3 IFX-1,
INab708, MEDI-7814, ALXN-1007, NOX-D21 u ux aHTUT€HCBS3bIBAIOIIETrO parMeHTa,
Oonee mMpPeANOYTUTENBHO, HHrHOMTOpP akTHBHOCTH (CS5a, BBIOPAHHBIA W3 TPYIIIbI,
cocrosimeii 3 IFX-1, INab708, MEDI-7814, ALXN-1007 U UX aHTHI€HCBSI3bIBAIOIETO
¢dparmeHnTa, euie Oojiee MPEANOUTUTEIBPHO, HHTHOUTOP akTHBHOCTH CS5a, BHIOpaHHBIN M3
rpynnbl, cocrosimmer u3 IFX- 1 u ero aHTureHcBsi3piBarouiero (parmMeHta, HauOouee
NPEeAnoYTUTENIbHO HHrnouTOop aktuBHOCTH CSa mpencrasisier codoii [FX-1); u

- KOXKHOe HeHTpoduIbHOE BOCMAUTENbHOE 3a00JIeBaHUE TPENCTABJISIET COOOW THOWHBIN
ruapanenut (I'T); u

- COEQMHEHHE BBOAST B J103€, cocTaBysarouiein 800 Mr, onuH pa3 B HENEII0 WU B JI03€,
coctasisrouier 800 mr, Ba pasa B HENEIIIO.

B npyrux BapmaHTax peaiu3alii BTOPOrO acmekTa WHruoutop aktuBHocTH CSa
BBOAST BHYTpPUBEHHO. B apyrux BapuaHTax peanus3alil BTOPOrO acHekTa COeJUHEHHe
BBOJAT [1Ba pas3a B HENENIO B A03€, cocTaBisirowmeid 800 mr, B NEPBYIO HENENO JICYCHUS U
OIMH pa3 B HeAeNO B A03e, cocTaBysirowmei 800 Mr, BO BTOPYHO U MOCIEAYIOLIHE HEAETH
JeueHHus. B Apyrux BapwaHTax peasu3alliii BTOPOrO acmeKkTa oOmiasi MpOJOJLKUTENbHOCTD
JIeUeHUsl COCTaBIsIeT OT 5 o 12 Henenb (Hampumep, 5 Hexenb, 6 Henesb, 7 HeNeNb, 8 Helelb,

9 menenb, 10 Henenb, 11 Henenb wm 12 Hemens).
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(I)apMaueBaneCKne KOMIIO3UIIUH U CII0CO0DI BBCACHUSA

B npakTHke ocyliecTBIeHHs JIFOOOro acrekTa HaCcTOSIIero H300peTeH s COeqUHEHUE
(marmpumep, uHruOUTOp axkTuBHOCTH (S5a, OMUCAaHHBI B HACTOSINEM JOKYMEHTE) WIH
(bapMaleBTUYECKYI0 KOMITO3UIIMIO, COMEPIKAIIYI0 COEIMHEHHE, MOXXHO BBOIHUTH MALIUEHTY
MOOBIM TyTEM, YCTAHOBJICHHBIM B JTAHHOUW OOJIACTH, KOTOPBIA OOECrednBaeT ITOCTATOYHBIN
ypOBEeHb CoenuHeHHsi ¥ 0ombHOro. Ero MOKHO BBOAWTH CHCTEMHO WIJIM JIOKANbHO. Takoe
BBEJICHUE MOXET OBbITh MapeHTEePaIbHBIM, TPAHCMYKO3aJbHBIM, HAIPUMEpP, MEPOPAbHBIM,
Ha3aJIbHBIM, PEKTAJIBHBIM, HWHTpaBarmHaJIbHbIM, CY6J'II/IHFB2U'II)HI)IM, NOACINU3NUCTBIM,
TPpaHCACPMAJIbHBIM 501050 UHTIaJIAIMIUOHHBIM. HpeﬂHO“ITI/ITeJ'IbHO BBCACHUC ABJIACTCA
NapeHTepalbHbIM, HalpUMep, IOCPEICTBOM BHYTPUBEHHOW WM BHYTPHOPIOIINHHON
UHBEKLMH, a TakKe BKJIIOYAeT, HO HE OrPaHUYMBAETCS O5THUM, BHYTPHAPTEPUATBHOE,
BHYTPUMBILIEUHOE, BHYTPUKOKHOE U TMOAKOXKHOE BBeZieHUue. Eciiu coequHeHune, OnucaHHoe B
HACTOSILIEM JOKYMEHTe (Hampumep, UHruOUTop akTUBHOCTH CS5a, ONMUCAHHBINA B HACTOSIIEM
JIOKyMeHTe), Win (apMaleBTHYECKYI0 KOMIIO3HMLHUIO, COAEPIKAILIYI) COEAMHEHHUE, BBOJST
JIOKaJbHO, €r0 MOXHO BBOAWTb HEMOCPEACTBEHHO B OpraH WU TKaHb, TMOAJIEKAIINE
JICYSHHUIO.

dapmareBTUYECKHE KOMIIO3ULIMM, aalTHPOBAHHbIE Ui MEPOPATLHOrO BBENEHHS,
MOTyT 6bITb npeacCTaBJICHbl B BUAC KAIICyJI WA Ta6He’TOK; B BHUAC MOPOIIKOB HUJIK I'PaHyJI, B
BUJIC€ PACTBOPOB, CHPOIOB WJIM CYCHEH3MH (B BOJHBIX WMJIM HEBOIHBIX JKHIKOCTSX), B BHIE
CbeIOOHBIX MEH WM B30UTBIX CMeCel; WM B BHIE 3MyJbcuil. TaOneTku wim TBepIbIe
JKEJIATMHOBBIE KAICyJIbl MOTYT COAEPIKATh JIAKTO3Yy, KpaxMall UM €ro MPOU3BOIHbBIE, CTEAPAT
MartHuvsda, CaxapuH HaTpus, LEJUIFOJIO3Y, Kap6OHaT MarHus, CTCapHHOBYH) KHCJIOTY HJIM HX
coad. Msrkue sxe1aTUHOBBIE KaricCyJibl MOTYT COACPKAThb PACTUTEIBbHBIC MaCJjia, BOCKHU, JKUPDI,
NOJYTBEPABIC WJIU KUAKHUE IMMOJIMOJIbI U T.M. PaCTBOpr U CHUPOIbI MOTYT COACPKATH BOAY,
TIOJIMOJIBI M Caxapa.

AKTHBHBIA areHT, TMpeIHAa3HAYEHHBIH MJIi MEepOpPabHOTO BBENEHUS, MOXKET ObITh
MOKPBIT WM CMEIIAaH C MaTepuajioM, KOTOPBIA 3aJep>KUBAeT pacran W/wium adcopOmuto
AKTUBHOI'0 arceHra B KCJIYyAOYHO-KHIICYHOM TPAKTE (HaHpI/IMep, MOXKET HUCIOJIB30BATHCA
IJMLEPUIMOHOCTeapaT WM  Diuiepuiaucteapar). Takum — oOpa3oMm,  3aMenjieHHOE
BI:;ICBO60}KI[6HI/IG AKTUBHOI'O ar¢Hra MOXKET 6bITb AOCTUTHYTO B TE€UCHUEC MHOI'UMX Y4COB, W,
€CJin HeO6XOI[I/IMO, AKTUBHBII areHT MOXKET 6bITb 3alIUIICH OT PAa3JIOKCHUA B KCIYAKE.
cDapMaL[eBTI/ILIeCKI/Ie KOMIIO3UINU AJisA MIEPOPAJIBHOIO BBEACHHUA MOT'YT 6bITb COCTAaBJICHBI AJIA
O6J'Iel""IeHI/I$I BI:;ICBO60}KI[6HI/I$I AKTUBHOI'O AarceHra B KOHerTHOfI HaCTH KEJIYyAOYHO-

KHIIEYHOTO TPaKkTa n3-3a cnenrdudeckoro pH mmm GpepMeHTaTUBHBIX YCIOBHH.
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dapmaneBTUYECKHE KOMIIO3MIUH, aJaNTHPOBAHHbIE IUIA  TPAHCAEPMAaJIbHOTO
BBEJICHUS, MOTYT OBITh MIPEICTABIEHBI B BUI€ OTJENbHBIX IUIACTBIPEH, MPEeAHA3HAYEHHBIX IS
TOro, 4TOOBI OCTaBaTbCA B TECHOM KOHTAKTE C SMHUASPMHUCOM DPELHUIHUEHTAa B TEUEHUE
JUTUTENIHOTO Tiepuofa BpeMeHH. DapmaneBTUYEeCKHe KOMITO3ULIUH, aJaNTHPOBAHHBIE IS
MECTHOTO TNPHUMEHEHHs, MOTYT OBITb MpEICTABICHBI B BUAE Ma3eH, KPEMOB, CYCIECH3HH,
JIOCbOHOB, MOPOIIKOB, PaCTBOPOB, MACT, I'eJI€H, CIPEeB, a3po30iei uinu mMacen. Jjist MeCTHOro
NPUMEHEHHUsT Ha KOXY, pOT, IJla3 WM Jpyrue BHEUIHME TKAHU MPEANOUYTUTEIBHO
UCTIONIb30BaTh Mas3b WM KpeM. IIpu MpUroTroBieHUH B BHIE Ma3H, aKTUBHBIH HHIPEIUEHT
MOXKHO HCIIONIb30BaTh C MapauHOBONH HMIM C BOAOPACTBOPUMON Ma3eBOM OCHOBOM.
AJNBTEpPHATUBHO, AKTUBHBIA MHIPEAUEHT MOKET ObITh MIPUTOTOBJIEH B BUJE KPEMa Ha OCHOBE
«Macjio-B-BOIE» HMJIM HAa OCHOBE «BOja-B-macie». PDapmaieBTHUECKHE KOMITO3ULHH,
aZanTHPOBAaHHbIE [AJIs1 MECTHOTO BBEIEHHS B IJIa3, BKJIIOYAIOT IJIa3Hble Karuu. B 3THx
KOMITO3MLIMSIX AKTUBHBI HHTPEJHEHT MOXKeT ObIThb pPacTBOPEH WM CyCIEHIUPOBAH B
NOAXONAIIEM HOCUTENle, HamnpuMmep, B BOXHOM pacTBopurene. PapmaleBTHUECKHE
KOMITO3MLINH, AJaNTHPOBAHHbIE UII MECTHOI'O NPUMEHEHHs BO PTY, BKIOYAIOT TabJeTKH,
MACTUJIKU U )KMJKOCTHU JJIsI TOJIOCKAHUS PTa.

dapmarieBTHYECKHE KOMITO3UIIMH, aAaIITHPOBAHHbIE JJIs1 HA3aIbHOTO BBEIEHUS, MOTYT
CoZep KaTh TBEP/bIe HOCUTEIH, TAKHE KaK MOPOIIKU (MPEeINOYTHTEIBHO C Pa3MEPOM YaCTHII,
COCTaBJISAIOMNM uana3oH oT 20 1o 500 mukpow). [Topomku MOTyT OBITh BBEIEHBI CIIOCOOOM,
KOTOPBIM MPUHUMAETCS] HIOXATEJIbHBII TabaK, TO €CTh MyTeM ObICTPOrO BIBIXAHHS Yepe3 HOC
U3 KOHTEWHepa C TIOPOIIKOM, YAESPKHUBAEMOTO OJIM3KO K HOCY. AJIbTEPHATHBHO, KOMITO3ULIHH,
aNanTHPOBAHHBIC JJII HA3QJBHOTO BBEICHHUS, MOTYT COIEpPXkKAThb JKUIKUE HOCHTEJIH,
HaTpuUMep, Ha3aJbHbIE CIPEH WM HA3aJbHBIE KAIUTH. DTH KOMIIO3HIIMHM MOTYT COAEpIKaTb
BOJHBIC WJIM MACJISIHbIE PAacTBOPHI AKTUBHOTO HMHIrpeAreHTa. KoMmo3wuuu ajisi BBEACHUS
NyTeM HWHTaJSIIUA MOTYT TIOCTAaBJISATBCS B CHELHAIBHO MPHCIOCOOJEHHBIX YCTPOWCTBAX,
BKJIFOYAs, HO HE OrPaHUYUBASCh OSTHM, a’pO30JIM TOA MIaBJIEHHEM, HeOyJIai3epbl N
UHCY(PQIATOPEI, KOTOpPBIE MOIYyT OBITH CKOHCTPYHPOBAHBI TakuM 00pa3oM, dYTOOBI
o0ecreynTh 3aJaHHBIE O3bl AKTHBHOrO HHrpenneHta. PapManeBTHUECKHE KOMITO3UIIHU
MOTYT TaKK€ BBOAUTHCS YePE3 HOCOBYIO MOJIOCTD B JIETKHUE.

dapmaneBTUYECKHE KOMIIO3ULMH, TNpPEAHA3HAYCHHbIE Ui PEKTAJIbHOTO BBEICHHS,
MOTYT OBITb NPEACTABICHBI B BHIE CYNIO3UTOPHEB WM Kin3M. PapmaneBTHUECKHE
KOMITO3UILIMH, aJalTHPOBAHHbBIE JJIs1 BArMHAJIBHOTO BBEIEHUS, MOTYT OBITh MPEACTABICHBI B

BUJIE TIECCAPUEB, TAMIIOHOB, KPEMOB, I'eJIei, MacT, MeH UK CIIPEEB.
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dapmaneBTHYECKHE KOMITO3ULNH, aJaNTHPOBAHHbBIE JJIS TAPEHTEPATHHOIO BBECHMUS,
BKJIIOYAOT B ce0s BOAHBIE M HEBOJAHBIE CTEPUIIbHbIE WHBEKIHOHHBIE PACTBOPBI WIJIH
CYCIEH3UH, KOTOpbIE MOTYT COHEpXKaTb AHTHOKCHUAAHTHL, Oydeprl, OakreprocTaThl Hu
pPAacTBOPEHHBIE BEILIECTBA, KOTOPbIE JAENAI0T KOMIO3ULUU B 3HAYUTEIBHOH CTENEeHU
M30TOHMYECKUMH C KPOBBIO NPENATNONAraeMOro penunueHTa. J(pyrue KOMIOHEHTHI, KOTOpbIE
MOTYT TPUCYTCTBOBATb B TAKUX KOMIIO3ULMSX, BKJIIOYAIOT, HANPUMEpP, BOAY, CIHPTHL,
NOJMONBI, TJIWLEPUH M pacTUTeNbHble Macia. Kommosunmu, amantupoBaHHbBIE IS
MIAPEHTEPAIIbHOTO BBEAECHHUS, MOTYT OBITh NPENCTaBIE€Hbl B KOHTEHHEpax ¢ OAHOKPATHBIMU
WJIN MHOTOKPATHBIMHU J03aMH, HaIpUMeEp, B 3aleYaTaHHBIX aMIyjax U (akoHax, U MOTYT
XPaHUTBCS B YCJIOBUSX CyXOH 3aMOpO3KH (TMOQHMIN3UPOBAHHBIX YCJIOBHUSX), TPEOYIOIIUX
TOJBKO  JO0aBNEHUS CTEPWJIBHOTO  JKUAKOTO  HOCHUTENS, HAlpuMep, CTEPHIIbHOTO
(pU3MOJOrNUECKOr0 PacTBOpa ANl HWHBEKIMH, HENMOCPEACTBEHHO Iepel HCIIONb30BaHUEM.
HHbeKkUMOHHBIE PAaCTBOPBI M CYCHEH3MH JUIS HEMEIJICHHOTO BBEIEHHs MOTYT OBITh
NPUTOTOBJIEHbI U3 CTEPHIIbHBIX ITOPOLIKOB, FPaHyJ ¥ TaOJIETOK.

B npeanoutuTensHOM BapHaHTE peau3alM COeMHEHHE, OMMCAHHOE B HACTOALIEM
JOOKyMeHTe (Harmpumep, HHruOUTop akTUuBHOCTH C5a, ONMMCAHHBIN B HACTOSIIIEM JOKYMEHTE),
TOTOBAT B COOTBETCTBMU C OOBIYHBIMH MpOLEAypaMH B Buzae (papMareBTUYeCKON
KOMITO3ULIUH, aJalTUPOBAHHOW Ui BHYTPUBEHHOrO BBeAeHMs JiroasM. Kak mpaBuio,
KOMITO3ULIUH JIJIsl BHYTPUBEHHOTO BBENEHUs MPENCTABIIIOT COOOH pacTBOPBI B CTEPHIBHOM
U30TOHUYECKOM BOJHOM Oydepe. [Tpr HEOOXOAMMOCTH KOMITO3HUIIUS TAKKE MOXKET BKJIFOYATh
COJTIOOMITM3UPYIOIIMI areHT W MECTHBIA aHEeCTETHK, TaKOW KaK JIMIOKAWH, st OOJerdeHus
Oonu B MecTe MHbeKUIMU. Kak mpaBuiio, HHIPEIUEeHTHI TOCTABIISIOTCS JTHOO MO OTAEIBHOCTH,
00 B CMELIAHHOM BHIE B CTAHOAPTHOMW JIEKAPCTBEHHOU (hOopMe, HampuMep, B BUAE CYyXOro
IO MITN3UPOBAHHOTO MOPOLIKA UM O€3BOHOTO KOHLIEHTPATa B FEPMETHYHO 3aIe4aTaHHOM
KOHTEHHepe, TAKOM KaK aMIlyja WM calle, ¢ yKa3aHHEM KOJIMYeCTBAa AKTUBHOI'O areHTa.
Korma xoMmo3umuioo cienyer BBOOUTH HH(QY3HEH, MOXKHO HCIONb30BaTh (PIakoH s
uH(y3un,  comepXKalUil  CTEPWIbHYHO  BOAYy  WIM  (PU3HOJOTHMYECKHH  PacTBOP
¢apmanieBTHYeCKOro kadectsa. Korma KOMITO3HLIMIO BBOIST HMHBEKIHEH, MOXKET OBITh
NPEeAOCTaBJIEHA aMIyJia CTEPUIBHOTO (PU3UOJOTHYECKOrO PACTBOPA, TaK YTO HHIPEAHEHTHI
MOTYT OBITb CMEIIaHbI TIePENl BBEACHUEM.

B npyrom BapmaHTe peanusanuy, HampuUMep, COEAMHEHHE (HampuMmep, WHTHOUTOP
aktuBHOCTH (CS5a, ONHMCaHHBIM B HACTOSIIEM JOKYMEHTE) WM (papMaueBTHUECKYIO
KOMITO3UIIHIO, COEPIKAIIYI0 COSAMHEHHE, MOKHO JIOCTABISITh B CHCTEME KOHTPOJIHUPYEMOTO

BI:;ICBO60}KI[6HI/I$I. Haan/IMep, COCIUHCHHUE MOXKET OBITh BBCACHO C HCIOJb30BaAHHEM
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BHYTPUBEHHOW HH(QY3MH, HMMIUIAHTUPYEMOIO OCMOTHYECKOTO HAcoCa, TPaHCIEPMATBHOIO
IUTACTBIPSI, JIMIIOCOM WJIM JPYTUX CIOCOOOB BBeeHHs. B OTHOM BapuaHTe peanr3aiui MOKET
ucnonb3oBatecst Hacoc (cm. Sefton (1987) CRC Crit. Ref. Biomed. Eng. 14: 201; Buchwald et
al. (1980) Surgery 88:507;, Saudek et al. (1989) N. Eng. J. Med 321: 574). B npyrom
BApUAHTE peaju3alMy COCIMHEHHE MOKET OBbITh JOCTABJEHO B BE3UKYJE, B YaCTHOCTH B
muriocome. (cm. Langer (1990) Science 249:1527-1533; Treat et al. (1989) in Liposomes in
the Therapy of Infectious Disease and Cancer, Lopez-Berestein and Fidler (eds.), Liss, N.Y ,
353-365; WO 91/04014; U.S. 4,704,355). B apyrom BapuaHTe MOTYT OBbITb HCIOJIb30BaHbI
nojauMepHsle Matepuaisl (cM. Medical Applications of Controlled Release (1974) Langer and
Wise (eds.), CRC Press: Boca Raton, Fla.; Controlled Drug Bioavailability, Drug Product
Design and Performance, (1984) Smolen and Ball (eds.), Wiley: N.Y.; Ranger and Peppas
(1953) J. Macromol. Sci. Rev. Macromol. Chem. 23: 61; see also Levy et al. (1985) Science
228:190; During et al. (1989) Ann. Neurol. 25: 351, Howard et al. (1989) J. Neurosurg. 71:
105).

B eme omHOM BapuaHTe peanM3alyy CHUCTEMa KOHTPOJHPYEMOTO BBICBOOOIKAEHUS
MOKeT OBbITh pa3MelleHa B HEMOCPENCTBEHHON OJIM30CTH OT TEepareBTHYECKOH MHIIEHH, TO
€CTb KJIETOK-MHUIIEHeH, TKAaHU WJI OpraHa, 4yTo TpeOyeT TOJBKO JOJIM CUCTEMHOW 103BI (CM.,
Harpumep, Goodson (1984) 115-138 in Medical Applications of Controlled Release, vol. 2).
Jpyrue cucTeMbl KOHTPOJIMPYEMOTO BbICBOOOKAeHHS 00CysknatroTcesi B 0030pe Langer (1990,
Science 249: 1527-1533).

B KOHKpeTHOM BapHaHTE pealu3aldd MOXKET OBbITh JKENaTeJbHbIM BBOJAUTH
COeNMHEHHE, OMMUCAHHOE B HACTOSIIEM JOKyMeHTe (Hampumep, HHruOutop aktuHocTH CSa,
OIMUCAHHBIN B HACTOSIIIEM JIOKYMEHTE), WK (papMaLleBTHYECKYIO KOMIIO3HLIUIO, COEPIKALIYIO
COeMHEHHE, JIOKAIBbHO B 00JIACTh, HYKAAIOLIYIOCS B JICUCHUH. DTO MOXKET OBITh TOCTHUTHYTO,
Hampumep, 0Oe3 OrpaHW4YeHHus, JIOKaIbHOH uH(QY3Hel BO BpeMs OIepalud, MECTHBIM
NpUMEHEHHEM, HATlPUMEp, B COUYETAHHH C MOBS3KOH Ha paHy MOCHEe ONepaliu, C MOMOLIBIO
UHBEKIIMH, C TIOMOIIBIO KaTeTepa, C MOMOIIBIO CYMIO3UTOPHS, WK C TIOMOIIBIO HMILUIAHTATA,
NpUYEM YKa3aHHbIH MMIUIAHTAT BBITIOJIHEH M3 MOPHCTOrO, HEMOPUCTOrO MIIM JKETATHHOBOIO
Marepuasa, BKJIo4Yas MeMOpaHbl, TAKUE KaK 3JIaCTUYHbIE MEMOPAHbI UJIH BOJOKHA.

Br16op mpennourutenbHOM 3¢ EKTUBHON 103bI OYAET ONPENEAThCS CIELUATICTOM B
JaHHOHW O0JIAaCTH HA OCHOBE PACCMOTPEHHsI HECKOJBbKHX (PaKTOPOB, KOTOPbIe OYAYT H3BECTHBI
crenuaniucTy B AaHHOW oOjactu. Takue (akTopbl BKJIIOYAIOT KOHKPETHYIO (QopMy
(papMaLeBTHYECKON ~ KOMIO3ULMK, HAmpuMep, TMOJMIENTHA HWJIH BEKTOp, H  €ro

(hapMaKOKWHETHUECKHE MapaMeTphl, TAKUE KaK OHOJIOTHYEecKasi JOCTYIMHOCTh, METabOJIH3M,
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MIEPHUON TIOJYBBIBEACHHS U T. M., KOTOPble OyIyT YCTAHOBJICHBI B XOA€ OOBIYHBIX MPOLIEAYD
pa3paboTKH, OOBIYHO MCIIOIb3YEMBbIX MPHU MOJYUYEHUU ONOOPEHHs] KOHTPOJIUPYIOLIUX OPTaHOB
st hapMaleBTHYECKOTO COeNMHeHUs. JJonmoTHUTebHbIe (PaKTOPHI MPU PACCMOTPEHUU TO3bI
BKJIFOYAIOT COCTOsSIHME WM 3a0oieBaHHe, KOTOpOe HEOOXOAMMO TPEeNOTBPATHTh W/ HIH
JIEUNTh, WM OJIArONMPUATHOE HEHCTBHE, KOTOPOEe HEOOXOOUMO IOCTUYh Y HOPMAJbHOTO
YeJIOBeKa, MacCy Tejia MalWeHTa, CIoCo0 BBENCHUS, SIBJISIETCS JIM BBEICHHUE OJIHOKPATHBIM
WIN JUTUTEJIbHBIM, COMYTCTBYIOLINE JIEKAPCTBEHHBbIE CPEACTBA U JIPYTHE XOPOIIO U3BECTHBIC
dakropsl, BiausitoMe Ha 3((PEKTUBHOCTH BBOAMMBIX (hapMAIEBTHUECKUX areHTOB. Takum
oOpa3oMm, TOuYHas MAO3MPOBKA [IOJDKHA ONPEAETSITBCS B COOTBETCTBHH C  CYXKISHHEM
MPaKTUKYIOIEro Bpaua U 00CTOSTEIbCTBAMU KaXIOTO MALIMEeHTa, HAIPUMEp, B 3aBUCHMOCTHU
OT COCTOSIHUSIT W HUMMYHHOI'O CTaTryca OTHEJIbHOIO TMAlHEeHTa, B COOTBETCTBUU CO

CTaHAAPTHBIMU KIIMHUYCCKNMU METOANKAMU.

TTPMEPHI

Cnenyromue mpuMepsl TNPEACTaBIEHbl JUI1  JONOJHUTENPHONH — WILTIOCTPALIMH
HacTosIEro u3oOpereHusi. TeM He MeHee, HacTosiee H300peTeHHe He OrpaHHYHBAETCS
YKa3aHHbIMH, U CJEAYIOLIME MPHUMEPbl TOJBKO JAEMOHCTPHPYIOT — OCYINECTBHMOCTb

I/1306peTeHI/I$I Ha OCHOBE NIPUBECACHHOI'O BBILIC OIMUCaHUA.

1. CIHOCOBbI

1.1 TIpurorosaeHre UCXOIHOIO PACTBOPA 3UMO3aHa A M aKTUBUPOBAHHOUN 3UMO3aHOM A

wiasMmel (ZAP)

3umo3aH A pactBopsuid 0 2 Mr/mu B 50 M CTEpUIBHOTO (PH3HOIOTHYECKOTO
pactBopa u kursatTii B Tederne 1 4 npu 100 © C. ITocne ueHTpudyrupoBaHus CynepHaTaHT
CJIMBAJIM U OCAJOK PECyCreHAnpoBain B SO MJI CTEPUIBHOTO (PU3HUOJOTHUECKOTO PacTBOPA.
ITocne BTOpOH cTanMy LHEHTPUPYTHPOBAHHS OCAIOK PECYCHICHAUPOBAIN B 5 MJI CTEPUIIBHOTO
(bU3HONIOrMYeCKOro pacTBopa ¢ mojydeHueM 20 MI/MJI UCXOAHOTO pactBopa. McxomHbIH
pacTBOp aNMKBOTHpOBaM U xpaHwin npu -20 °© C go ucnonb3oBaHus. s akTUBaU
TUIa3Mbl UCXOIHBIA pacTBOp 3uMo3aHa A 1 100 MK TUia3Mbl CMEMIMBAIN U WHKYOUpPOBAIN
npu 37 °© C B Teuenme 30 muH. Ilocne wHKyOaumu mnpoOWpPKH LHEHTPUPYTHPOBATH H

CYMEpPHATAHT aJTMKBOTUPOBAIH U XpaHWiIH npu -20 © C 10 UCTIONB30BAHUS.

1.2 Anayns CD11b ¢ ucnionszosanueM rthCS5a winn ZAP B xauecTBe CTUMYJISATODOB
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Ienbayro kpoBb uenoBeka ctumyiupoanu thCS5a wmm ZAP. Jlna tectupoBaHus
onokupyromeit aktupHoctu IFX-1 u HeaktuBHOoro kontpons IgG4 B orHomenmn rhCSa
aHTUTENA Pa3BOAWIA O KOHEYHBIX MOJSPHBIX cooTHoumeHnid Ab/Ag 1:1 m 0,5:1. UrobOsl
MPOTECTUPOBATH OJOKHPYOMmYI0 akTUBHOCTE IFX-1 B otHOmeHuu eCSa, IFX-1 passonuim o
KOHEYHOTO  MOJISIPHOTO  cooTHomeHusi Ab/Ag,  cocTaBisiomero  mpuOIU3UTEBHO
4:1/3:1/2:1/1:1/0,5:1. KpoBb TONBKO € Oydepom cCiyxujia KOHTPOJEM HECTUMYJISILIMM JIJIs
omenkn 0Oazosoii skcmpeccunn CD11b. KpoBp, coxmepskamgyr0o aHTHTENO OTHEJBHO,
UCTIONIb30BAJIN JUJIsT OTpeNieTIeHNs] BO3AEHCTBHA aHTuTena Ha skcnpeccuto CD11b B ycnosusx
orcyTcTBust ctumyssinuu. [lomHyro cmech (Ab/Ag/kpoBb) uHkKyOmpoBanu mnpu 37 °C B
teyeHne 20 MuHyT Ui oueHku CSa-uHIynIUpOBaHHON MonoxutenbHOl perymsauun CD11b.
ITocne nobaBnenust antu-mbimuHOro CD11b:FITC oOpasusl uHkyOHpoBanu B TeueHue 30
MHHYT Ha JbIy Ui MHHUMH3aLMU OKpamuBaHusi (oHa. ['paHyJOLUTHI TOABEpraiu
pacnpeneNneHuo, U CPeIHIOI MHTEHCUBHOCTD (uyopecueHiun (oT anri. mean fluorescence
intensity, MFI) meuennbix FITC (sxcnpeccupyromux CD11b) rpaHyonuToB MccienoBany ¢

TMOMOILIBIO MTPOTOYHOT'O HUTOMETPA.

1.3 Anamus CD11b ¢ ucnonb3osanuem rhCS5a win 3uMo3ada A B 1IEJBLHON KPOBU

KpoBp dyenoBeka crumynmpoBaiu rhCS5a wimm 3uMO3aHOM A, U TOJHYK CMeECh
(Ab/Ag/xpoBb) nnkyouposanu rpu 37 ° C B Teuenue 20 MUHyT, 4TOOBI CTHMYJIMpOBaTh CSa-
WHIYLHUPOBaHHYIO noBbimaromyro perysiuuio CD11b. TTocne unkyOanuu 1o0asisuin 2 MK
anTu-MbIuHOrO0 CD11b:FITC wnu xontpons uszotum:FITC u obpasubl MHKYOHpOBaIH B
TedeHre 30 MUHYT Ha JibAy, 4TOOBI MUHUMHU3UPOBaTh (OHOBOE OKpammBanue. [locie m3uca
KJIETKH aHAJU3UPOBAIM C IMOMOIIBI0 MPOTOYHOro Iuromerpa. Ha TodeuHol muarpamme
FSC/SSC  rpaHynoumThl TIOABEPTajd  PACHpPENeeHHIO U ONPEAeNsId  CPEIHIO
uHTeHCUBHOCTL (ayopecueniun (MFI) wmeuennsix FITC  (skcmpeccupyromux CD11b)

TPaHyJIOLUTOB JIJIsl Bcero Habopa oOpa3Los.

14 Ananus imrokuna IL-8 ¢ nomomeo Metona ELISA

Ananmuz ELISA uenoseueckoro IL-8 nmpoBoamiu, kak peKOMEHIOBAHO B PYKOBOJICTBE
no skcmiyataiuu B pasnene «llpomenypa anammsza» (eBioscience Inc., Can [luero,
Kamudopuns). Kpatko, HaHeceHHe TOKPBITHS NpoBOMMIM B TedeHue Houu mpu 4 © C ¢
ucniojgp3oBanueM 100 Mk 1x 3axBaThIBarOIIero aHturena. [LmaHmeTsl OJOKUPOBAM C
ucnonp3oBanueM 200 MK 1X aHATUTHUYECKHUX pa30aBUTENel MPU KOMHATHOHN TeMIepaType B

teueHne 1 waca. CraHmapTHbIE HWCXOAHBIE PACTBOPBI  pa30aBisiM  |-KpaTHBIMH
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pa3OaBuTENSIMH JUISI aHaJIW3a [0 JKeJNaeMOW KOHLEHTpAalMH, a 3areM O CepHiHBIMU
pasBegeHusimu 1:2. OOpasiubl CynepHATAHTOB Pa3BOMWIM MO Mepe HeOOXOIMMOCTH B 1X
aHAIUTUYEeCKNX pasdasutensax. B coorBercTBumM ¢ «mpouenypoi aHamuza», 100 MK
CTaHIAPTHBIX Pa3BEeNEHHH M pa3BeNeHUil 00pa3loB NOOABISAIN B IUIAHIIET C MOKPHITHEM U
MHKYOHpOBAJIM IPU KOMHATHON TeMIiepaType B TeueHne | Jaca ¢ nocnenyroomei nHKyoannei
¢ 100 mkn 1x nmerekTupyromux aHTUTeN (TP KOMHATHOH Temmepatype, 1 1) u 100 Mk 1x
aunuHa-HRP (mpu komHatHON Temmeparype, 30 muH). PasBurue okpacku mpoBOAMIN C
nomomneto 100 Mk pactBopa cyoctpata TMB npu xomHaTHON Temmeparype B TedueHue 10
MUHYT B TEMHOT€ W OCTaHaBIUBaIH ¢ momombio 100 Mxn crom-pactsopa. AbcopOuuio
cyuThiBAIM B TeyeHHe 30 MHUHYT C HUCHOJB30BAHMEM IUIAHUIETHOro puaepa npu 450 HM.
Hynesoe crannaptHoe 3HaueHHe (IycToe) ObUIO BBIMTEHO M3 BCEX CTAHAAPTOB M OOpAa3LOB.
KoHueHTpaumo HUTOKMHOB B 00paslax pacCYMTBHIBAIM, HCIONB3YSl CTAHAAPTHYIO KPHBYIO

log (x)/1og (y) BKJIFOYEHHBIX CTAHAAPTHBIX 0OPA3LIOB.

1.5 Amnamnz C5a ¢ momonisio merona ELISA

OunineHHoe MOHOKJIOHaNbHOE aHTuTeNno mporuB CSa yenoseka (InflaRx GmbH,
Wena, TepMaHMs) HAHOCHIM IyTeM MHKYOHpOBAaHMS B TEYEHHE HOYHM C KOHEYHOIl
koHueHTpauueit 0,5 mxr/mn Ha mnanmwet st ELISA. ITocne GnokupoBaHHsS C MOMOLIBEO
pasbaBurenss mis ananu3a (1x @CB, 0,05% Tween 20 u 2% WHAKTUBUPOBAHHOMN
HarpeBanueM ObC) kamuOpoBounbie 0oOpas3upl (pekomOuHaHTHBI CSa yenmoBeka, Sigma,
Taypxupxen, I'epmanust) u o00pa3ipl, pa3BeneHHbIE B AHAIMTHYECKOM pa3daBHTEIIE,
UHKyOHpoBamu B TedeHne 90 MHHYT NpU KOMHATHOW Temmeparype. MbIIuHbIA KIOH 561
aHtutena mpotuB 4enoBedeckoro C5/CSa  (Hycult Biotech, VYamen, Hunepnanmer),
pa3BeneHHbIH 0 2 MKI/MJI B pa30aBuTeNe s aHAJIN3a, IPUMEHSUTH B KA4eCTBE NMEPBUYHOTO
JIETEKTUPYIOIIEro aHTHTeNa Uit 60-MUHYTHOW MHKYOAlMy MPU KOMHATHOW TeMmeparype, a
3areM mpoBONWIH 30-MUHYTHYKO MHKYOALMIO C BTOPUYHBIM AQHTUTEJIOM, MEYEHHBIM
MEPOKCHIA30i XpeHa (MOJUKJIOHAJIBHOE AaHTUTENO KO3bl NPOTUB MbIIHHBIX 1g(G2a,
SouthernBiotech, bupmuarem, CIIIA), pa3zbasnenHsiM 1o 0,05 Mkr/min B pasOaButene s
aHanmu3a. Pa3BuUTHE OKpackd TPOBOMMIIM C HCHOJb30BAHHWEM pacTBopa cyoOcTpara
tetpamerundensuanna (TMB, Biozol, Oxunr, ['epMaHust) 1 OCTaHABIUBAIH C TIOMOIIBIO 3,7
H. CepHOM KHUCJIOThL. ONTUYECKYIO IUIOTHOCTh CUUTBHIBAIN mpu mnoryomeHnu 450 HM ¢
nomomibto cuuthiBatenss Tecan Infinite® 200 ¢ Tecan Magellan™ (Tecan Group,
Mennenopd, HIseiinapust). ELISA CSa, pa3spaboTaHHblil BHyTPH KOMIIAHWUH, ObLT YTBEPIKIAEH

B COOTBETCTBHH ¢ peKkoMeHmarmsiMu EMA no Banmmpauny OM0aHaJIMTHYECKOTO METOA.
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ToyHOoCTh MapajuleNbHBIX ONpEAENeHUH BHYTPH OMHOTO AaHAlM3a M Pe3yJbTATOB
Pa3HBIX AHAJIN30B, MPOTECTUPOBAHHBIX C IITHIO PA3JUYHBIMH KOHIEHTPALMSMH, IOKa3al
k03¢ punment sapuanmu (ot anri. coefficient of variance, CV), cocrapnsrommii ot 0,65% no
4,96% u or 1,50% no 4,88% nna mectu u 18 moOBTOpeHHI, COOTBETCTBEHHO. AHAJN3
BOCCTAHOBJIEHUSI IOOABJIEHHOIO PEeKOMOMHAHTHOrO denosedeckoro C5a B Oydepe mpusen
BOccTaHOBJICHUIM 86,98 + 1,20% (cpenHee 3HaueHue + crangaptHoe otkyioHeHue (CO)) mpu
HIDKHEM Tpeniesie KoJudecTBeHHOro onpeneneHus u 91,50 + 3,29% npu BepxHeM mpenene
KOJINYEeCTBEHHOro omnpeneneHus. He Obuto 0OHApy>ke€HO NMEPEeKPECTHON PEaKTUBHOCTH IS
C3, C3a u C4, a nna C5b-6 nepexpectHast peakTuBHOCTH cocTaBmia <0,01% . Anturena IgG4
yenoBeka He BausiM Ha aHanu3. Cpennuii ypoeHb (CS5a B murpatHoi mnasme 20
nobposoJbLes-moeit cocrasuser 17,08 ur/mn £ 6,96 Hr/mn B nuanaszone ot 7,52 Hr/mi ao

30,17 Hr/mi..

1.6 HsmepeHus NpoyKTOB aKTUBALIMY KOMIIEMEHTA

KoHuenrpauuu  mpoaykroB — aktuBauuu — komruiementa — C3a, C5a wu
MeMmOpaHoarakyromiero komriekca CSb-9 wusmepsiiu ¢ momoursto ELISA. ELISA nos
onpenenenus C3a (mabop BD OptEIA™ Human C3a ELISA Kit, BD Bioscience, ['epmanusi)
NPOBOJAWIM B COOTBETCTBMM C HHCTpPyKUueil mnpousBoautens. Konuentpamuio CS5b-9
onpenensiin ¢ nomoinbto ELISA Ha C5b-9, moareepskaennoro InflaRx, Ha ocHOoBe HaGopa
BD OptEIA™ Human C5b-9 ELISA Set (BD Bioscience) . Konnenrpaims C5a u3mepsinach
¢ momompblo ELISA Ha CS5a, ycraHoBiaenHoro u montepsaeHHoro InflaRx, ommcanHoro

BBIIIC.

1.7 CraTucTHUECKUI aHaJIn3

Bce pesyibraTel ObLIH BBIPAXKEHBI KaK CPEIHEE 3HAUEHHE + CTAaHIAPTHOE OTKJIOHEHHE.
CrarucTudeckne pasiuyusi MEXAy TPYNIaMH C TONpaBKoW Ha (OH OBUIM pPacCUUTAHBI
metonoM One-Way-ANOVA, Bkito4asi KpUTepuil MHOXKECTBEHHOTIO CpaBHEeHMs! ThIOKH Wi t-
kputepuii CThIOEHTAa IJIs1 NIBYX TPYMI. YPOBEHb 3HAYUMOCTH P, cocrassirouuii 0,05,
UCTIONIb30BAJICS. B pacdeTe JJisi ONpeneNieHHs, ObUIM JIM KaKHe-TUOO 3HAUYMUMBIE Pa3JIHYUs
Mexay Jro0biMu  aBymsi rpynnamu. Co3maHue rpadUKOB M CTATHCTUYECKUN aHAIU3

BLITIONHANHCH ¢ omombio GraphPad PRISM® V6.05 (CA, CIIA).

2. JOKJINHUYECKHUE PEJIEBAHTHBIE JAHHBIE

2.1 Axrtusanus Hetitpodunos CS5a u Onokupyromuil 3¢ dexrt IFX-1
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ITockonpky monoxwurenbHast perymsiuuss CD11b  sBisiercss  4yBCTBHTENBHBIM
OTJIIMYUTENIbHBIM TIPU3HAKOM akTuUBaluu HelTpodwnos, yposan CDI11b nHa Helirpodmmax
ObUIM HCIIONB30BaHbl JUII OLIEHKHM AaKTHBALUMU HEHUTpodmioB. Mopenb LEIbHOH KpPOBU
YeyoBeKa ObLIa UCIONBb30BaHa Ul OLeHKH Onokupyromeii akruBHocTd IFX-1 B oTHOIEHNH
pexomOuHaHTHOrO 4YenoBedueckoro CS5a (rhCS5a) B Hacrosimmem wuccienoBaHuu. LlempHyro
KpPOBb HeJIOBEKa MHKyOHpoBamu ¢ Oydepom, antutenom otaenbHo, thCSa ornenbHO mmn
KOMOMHAIMAMU Pa3IuuHbIX KoHUeHTpaumi antuten u rhCSa. Ilocne mHKyOaumu KieTku
okpamusamu aHTH-MbpIIMHBIM CD11b:FITC, u CD11b MFI ananu3upoBaigu ¢ MOMOLIBIO
NPOTOYHOM LIUTOMETPUH AJIsI OLIGHKU YPOBHS aKTUBALMU HeWTpodmios kposu. Kak mokasaHo
Ha ¢urype 1, pekoMOMHAaHTHBIN YenoBedeckuil C5a CUIBHO CTUMYJIHPYET MOJIOKHUTEIbHYIO
perymiuuto CD11b Ha udenoBeueckux HeWrpodpunax. Jlanubii >pdexT Moxer ObITh
NOJHOCTBIO OJIoOkMpoBaH B mnpucyrcTBuM antutena IFX-1 mporus uenosedeckoro CSa.
JlaHHOe WHrUOMpPOBAaHUE SBJISIETCS BBICOKOCHEIM(UYHBIM, M HEAKTUBHOE YEJOBEUECKOe
antuteno IgG4 He nposBIISAIO KaKOH-THO0 ONOKUPYIOIEeH aKTHBHOCTH.

B xauectBe ncrounmka sHporenHoro CSa (eCS5a) mis cTuMyssinMu HEHTPOUIIOB
KPOBH HCTIOJIb30BAIN AKTUBUPOBAHHYIO 3uMo3aHoM masmy (ZAP). Konnuectso eCSa B ZAP
U3MEPSITH ¢ IOMOIIBI KomMepueckoro Habopa ELISA nns CSa. JlaHHbIE, npencTaBieHHbIE
3nech (urypa 2), ykaspiBaroT Ha TO, 4To €CS5a WHAYLHUPOBAJ CPABHUMBIH C IEHCTBUEM
thC5a  yposenp mnonoxkutensHor perymsiuuu CD11b B ZAP, . Ilpucyrcreue IFX-1
3HAYUTENBHO CHIKAJO sKcnpeccrio CD11b Ha HeliTpoduiax desoBeka qake MpH MOJSIPHOM
cootnomeHnn Ab:Ag 0,5:1. OOmas Onokupyromast aktuBHOCTh IFX-1 B oTHOmeHnn ZAP-
WHIYUUPOBAaHHON monokutenbHoi perymsiuuu CD11b cocraBmsima ot 100% mo 82% B
3aBHCUMOCTH OT oTHOIIeHus: Ab:Ag. Hecmorpsst Ha Hammuue BbICOKOro ypoBHs eC3a u
OPYTUuX TPOAYKTOB akTuBaluu komrmuiemMenta B ZAP, IFX-1 wmoxker cnenudpudecku
OnokupoBaTh monokuTeapHy0 peryysinuto CD11b mo 100%. CrnemoBaresbHO, MOKHO
crenathb BbIBOA, uTo eC5a sBJsieTcs] eIMHCTBEHHBIM CTUMYJIOM aKTUBALMU HEUTPO(PUIIOB NpH

crumysiiun ZAP, u IFX-1 MokeT MOJTHOCThEO OJIOKUPOBATH €T0.

22 Brnokuposka CS5a ocnabiisieT BLI3BAHHBIE 3UMO3aHOM BOCHAIMTEJbHBIE DPEAKLIUU B

EJbHONU KPOBHU YEJIOBEKA

3uMo3aH A, KaK aKTHBHBIH KOMITOHEHT KJIETOYHOH CTEHKH rpuda, MOXKET BBI3bIBATH
CWIbHBIE BOCHMAJIUTEIbHBIE PEAKLUUU B LEJBHON KPOBHU_YEJIOBEKA, YTO XapaKTEPU3YyeTCs
aKTUBAaIME HEWTPO(UIOB HAPsAy C MOBBIIICHHBIM YPOBHEM LIMTOKWHOB U XEMOKHHOB. B

9TOM UCCJICAOBAHUH B LICJIbBHYIO KPOBb YCJIOBECKA }:[O6aBJI$IJ'II/I 3UMO3aH A B NpUCYTCTBUU UJIA B
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orcyrctBue IFX-1, a skcrpeccuro CD11b Ha He#Tpoduiaax KpoOBH H3MEPSIIH METOIAOM
nporouHoil muromerpun. Kak mokasano Ha ¢murype 3, B HeHTpodmiax KpOBHU CHIIBHO
nosbimaercss perymsinust CD11b B mpucyTcTBMM 3MMO3aHa B LEJNbHOW KPOBH YEJIOBEKA.

CrumynupoBaHHasi 3UMO3aHOM TojoxuTebHas perysinus CD11b moxer ObiTh monasieHa

Ha 79-93% B 3aBucuMOCTH OT KOHIeHTpauuu pnoOasieHHoro IFX-1. B kauectse
MOJIOXKHUTEIBHOTO KOHTpOJIs mojoxurenbHas perymsiuus CD11b, ctumynuposannas rhCSa,
Obuta OmokupoBana Ha 100% IFX-1. Takum o00Opa3oM, MOXHO yTBEpPXKHaTh, YTO
nojoxurenbHas peryysauus CD11b Ha Helitpodunax KpoBU MPH CTUMYJISLIMK 3UMO3aHOM A
BbI3BaHa, rmaBHBIM oOpa3oMm, eCSa. Kpome Toro, MokHO crenath BbiBOA, uTo e€CS5a mocne
NOSABJICHUsl MOJ AEMCTBUEM 3MMO3aHa A B LIEJbHOW KpOBU CHauana cesasbiBaercs ¢ IFX-1,
OJIOKHPYS TEM CaMBIM €T0 JOCTYII K IPUPOAHBIM PELIEITOPaM.

B TOi1 e sKCrepuMEeHTaNbHOH YCTaHOBKE ObUIM M3MEpPEHBl W HCIONb30BAHbI IS
OLIEHKH BocnanautenbHoro orsera ypoBHu IL-8. Konuenrpauuum IL-8 mocne ctumymnsuuun
Pa3MUYHBIMK 103aMH 3MMO3aHa A BapbHPOBAJM B Auana3one ot 458 mr/mu 1o 3218 nr/mi B
orcyrctBue [FX-1. Kak nmokasano Ha ¢urype 4, npucyrcrsue [FX-1 3HaUUTENIBHO CHMUXKAJIO
BeIpaboTKy IL-8 mnpu cTUMynsAnuM pa3inuYHBIMH  KOHLEHTPALMSAMH 3UMO3aHa A, U
HaOonanach creneHb CcHukeHuss 10 54%. Takum oOpasom, B LENbHOW KPOBH
BOCTIAJIUTENIbHBIE PEAKIUH, BbI3BAHHBIE 3UMO3AHOM, B 3HAUUTEIBHON CTENEHU 3aBUCST OT

npucytcreus CSa.

3. KINHUYECKHUE PEJTEBAHTHBIE JTAHHBIE
3.1 JAHHBIE, TIOJIYUEHHBIE U3 KJIMHUYECKHWX OBPA3LIOB

3.1.1 AxTuBanms KOMILIEMEHTA V MMAMEHTOB, cTpagarommx [T

B uccrnenosanue Obutn BKFOYeHB! 54 manmeHTa, cTpagarommx [T, u 14 3mopoBbIX
nobpoBosbleB. IlalMeHTsl HAXOASTCS TOA HAOMIOAeHHEeM B aMOYyJATOPHOM OTACICHHU
UMMYHOJIOTHHA MH(EKIMOHHBIX 3a0oneBannii OonbHUIEl yHUBEepcuTeTa ATTIKON, I'penns.
UccnenoBanue Obiio  omobpeno Komwuretom mo 3Tuke OonbHHIBL [IuceMeHHOE
UH(POPMUPOBAHHOE CoOrjache ObUIO MpeaocTaBieHO Bcemu mnanueHtamu. Juardos IT
OCHOBBIBJICS Ha CIIEAYIOIINX KPUTEPUSX: a) HAYaJ0 B PAHHEM BO3pacTe MOCJE IMOJIOBOTO
CO3pEeBaHMS;, b) HaTMUME MOAKOKHBIX Y3€JKOB B Y4acTKaxX KOXKH, OOTraThIX armOKPHHHBIMU
JKeJe3aMH;, M C) COBMECTHMAsi UCTOPUSl MOBTOPHOTO JPEHUPOBAHHUS THOSI M3 MOPAKEHHBIX
y4acCTKOB.

Konnenrpaunn ¢akxropos kommiementa C3a u C5a, a Taxke MEMOPaHOATAKYIOIIETO

kommiekca sC5b-9 B KpOBOTOKE ompeneNsuid B IuiasMe 54 mauueHToB U 14 370pOBBIX
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KOHTPOJIBHBIX CYOBEKTOB, a TakKXKe B rHOe ceMH mnaiueHtoB. Kak mokasaHo Ha ¢urype S,
pkynupyromuid C5a ObUT 3HAYNTENBHO BBIIIE B IUIA3ME MALMEHTOB, YeM B KOHTPOJBHOU
miasme (P<0,01), u pazmmuus B C3a u C5b-9 mexny manueHTaMu U KOHTPOJIBHOH TPYIION
UMEJN CXO0XYK 3Ha4UMOCTb. IlosTomy MOxHO caenmaTh BbIBOA, 4TO npu I'T mpoucxomut
CHUCTEMHasl aKTUBAlLlMsl KOMIUJIEMEHTA. YUNTBIBasi BAXKHYIO POJIb AaKTUBALIMU KOMIIJIEMEHTA BO
BPOXKIEHHOM U aJalnTHBHOM HMMYHHUTETE, aBTOPbl H300pETEHHUs] NPEATIONOXKUIH, HUTO
HalleJIMBaHNE HAa AKTHUBALIMIO KOMITJIEMEHTa MOXKET ObITh HOBOM TE€PareBTUUECKOH cTparerueit
st nevenus [T

OnHako U3 NMPUBEAECHHBIX BbIIIE PE3YJIbTATOB HesICHO, kakoh u3 C3a, CSa mm C5-9b
WIN JpYyTUX MPOAYKTOB AaKTHBALMM KOMIUIEMeHTa Oyner Haumbosee MHOroodOeumaroei
MHIIEHBIO JJIs1 3TOH HOBOW TEpPAneBTHYECKOW CTpaTerud, U OyAeT JH JOCTaTOYHO
HALIeJIMBAHMS TOJBKO HA OAMH U3 3THUX (PaKTOPOB MJIM HEOOXOOMMO HALlEIMBAHNE HA J1BA WJIN

Oonee GakTOPOB, YYACTBYIOIIMX B AKTUBALMH KOMILIEMEHTA.

3.1.2 bBnoxuposanue mnosbimaromed  pervignuu  CD11b  Ha HelTpodunax  KpPOBH,

MHIYILMPOBAHHBIX [J1a3MOH natmeHToB ¢ I'T

Urobb1 onpenenuts poib CSa B oOpasue miasmel ¢ [T B akTuBanmu HEHTPOPUIIOB,
oOpasubl masMbl gauneHToB ¢ [T ¢ BeicokuM ypoBHeM CS5a Obutd BHIOpaHBI U OLIGHEHBI C
UCTIONIb30BAHHUEM MOJIENU LeJIbHON KpoBH 4enioBeka. Kak mokasano Ha ¢urype 6, B oTiindme
OT KOHTPOJIbHBIX 00pa3ioB 1iasMbl ¢ Hu3kuMu ypoBHsMU CSa (Kontp.008 u Kontp.012),
obpasubl miasmbl_narpientoB ¢ [T (TTau. 088 wu ITam. 092) ¢ Beicokumu ypoBHsimu CSa
ciuibHO ToBblmanmu skcnpeccuto CD11b Ha Hedirpodunax kpoBu. PekomOunanthbIil CSa
YeJ0BeKa MCIOIb30BAIN B Ka4ECTBE MOJOXKUTEIBHOTO KOHTPOJIS, B TO BpeMs Kak Ija3Ma OT
3I0pPOBBIX JOOPOBOJIbIIEB ObLJIa BEIOPaHA B KAUYECTBE OTPHUIATEILHOTO KOHTPOJIsi. [ToBbIIEHNE
perymsinun CD11b, uanyuupoanHoe masmoii ¢ [T, moxer ObiTh Ha 100% mnonasneno [FX-
1, uro ykaswiBaeT Ha TO, yTo C5a siBysieTcss HauboJee BaKHBIM aKTUBATOPOM B miasme ¢ [T
IUIS MHULIMALIMY aKTHBAMK HEHTpoduiaoB. M3 5THX HOBBIX Pe3yJbTaTOB aBTOPBI HACTOSIIETO
M300peTeHNs] PUIILIN K BbIBOAY, 4TO OnokupoBka CSa y mammentoB ¢ I'T nmocrarouna s

CUJIBHOT'O TIOJIABJICHHSI aKTHBALIH HEUTPOQUIIOB.

3.2  JAHHBIE, ITIOJIYUYEHHBLIE 13 KJIIMHUYECKOI' O UCCJIEJOBAHMA

3.2.1 Cxema KIMHUYECKOIO UCCIECNOBAHUSI
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Otkpeiroe uccnenoBanne Il ¢asel y 11 manmeHTOB € THOMHBIM THAPAIEHUTOM
CpemHed U TSDKENIOW CTETNEeHU MPOBOMWIOCH B OTHAEJIEHHH TEpanuH BHYTPEHHHX OOJe3HEH
knuHukY yHuBepcurera ATTIKON, I'perust.

OCHOBHOW LEJBIO HCCIENOBaHUS OBLIO M3ydeHHe Oe30MacHOCTH U NMEPEHOCHMOCTH
IFX-1, BBoguMoOro B TeueHue 8 Henedb. BTOpUYHBIMU LENAMU HCCIENOBaHNS OBUIH OLIEHKA
dapmakokuHeTnkn u ¢apmakonuHamuku [FX-1, a Takke mnojydeHHe INpenBapPUTEIbHBIX
naHHbIX 00 3¢dexruBHOoCcTH IFX-1 Ha KIMHUYECKHX pe3ysbpTaTax (Hanmpumep, KIMHUYECKUH
otBeT rHoiHoro runpanenura (HiSCR), nepmaronorndeckuii MHAEKC KadecTBa KHU3HH (OT
anrn. Dermatology Life Quality Index, DLQI), BusyanbHas aHanmoroBas mkana (OT aHIJI.
Visual Analogue Scale, VAS) nns cratyca 3abosneBanusi, BU3yaJibHasi aHAJIOTOBAsl [IKaIa JIJIs
Oomnu, obuias BpaueOHas OLlEHKA IJIs1 THOMHOro ruzapazaeHuta (ot asri. physician global
assessment for hidradenitis suppurativa, HS-PGA), monuduumposannas Capropuyc oreHka),
4yTOOBI COCTAaBJIATH JAJbHEWIINE THIOTE3bl. 3aperuCTPUPOBAHHbIE MALMEHTHI MONTyYallH
neuenue, cocrapisomee 800 mr IFX-1, nBakabl B TedeHHe NMEPBON HEAEIU U OJUH pa3 B
HEJEeNI0 B TEUEHHE BCEro 8-HenenpbHOro kypca jedenus; T.e. IFX-1 BBoaunu B neBaTH A03ax,
cocrasisiromux no 800 mr IFX-1, BuyTpusBenHo B auu 1, 4, 8, 15, 22, 29, 36, 43 u 50. Bee

NaLUEHThI HAXOAHUJIHNCH IO H3.6JIIOI_IGHI/ICM B TeueHue 12 NOIOJHUTEIbHBIX HENENb.

Kpurepuu BKIIOUEHUS IPU CKPUHUHTE:

1. TlaumMeHTBI My>KCKOTO WJIM JKEHCKOro noja > 18 ner

2. TIucpmeHHOE UH(MOPMUPOBAHHOE COTJIACHE

3. IT puarnoctupoBaH He MeHee 1 rona

4. Tlopaxenus I'T mo kpaiiHel Mepe B OBYX Pa3JIMUHBIX aHATOMHYECKHX OOJACTIX,
onHa u3 KoTopbix - II nnu III ctagus Xepnu

5. OOmee konmn4ecTBO aOCIECCOB U y3eNkoB (OT aHri. abscesses and nodules, AN) >
3

6. IlauveHTbl C  TMEpPBUYHBIM  WJIM  BTOPUYHBIM  HEYJA4YHBIM  JIEUEHUEM
OMONOTMYECKNMHU TIpenapaTaMi WM HE UMEKINUe NpaBa Ha JICYCHHE APYTUMH
OMONOrMYECKIMHU TIpenapaTaMu
ITPUMEYAHME: nepBuuHblii OTKa3 ompezensercs Kak MUHUMYyM |2-HenenbHoe
JeueHne OMOJIOTHYECKUM COeqUHEeHHneM Oe3 >ddexTa, a BTOPUUHBIA OTKa3 - Kak
JIOCTH)KEHHE [epBOHAYAJIbHOIO OTBETa IOCie Kak MHUHUMyM |2-HeneabHOro
JeueHHst OMOJOrHYECKIM COSTMHEHNEM C MOCIIENYIOIUM PELHINBOM

7. Heynaunble mpeaplayIine Kypchl aHTUMUKPOOHOTO JIEYEHUSI.
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Kpurepun ucknrodeHus: Npu CKPUHUHTE:

1.

2
3.
4

8.

9.

Macca tena Bbiue 150 kr unu macca tena Huke 60 Kr

Hmeer konnuecTBO IpeHUPYOMUX cBHIIei Oonee 30 Ha HCXOAHOM YPOBHE

Xupyprudeckoe jieueHue IIaHUPYETCsl B TEUEHUE CIEeNYIOINX 24 Henenb

BosnuknoBenne — oboctpenuss T,  mpuBomsimiee K =~ BHYTPHUBEHHOMY

MIPOTUBOMHUKPOOHOMY JISYCHHIO B T€UEHHUE MOCIeqHUX 14 nHei

JIroboe npyroe 3abosieBaHMe U COCTOSIHHE, KOTOPO€ MOXET IOMEINaThb OLIEHKE

IPOAYKTa HCCIENOBaHUs, OLEHKE pe3yJbTaTOB WM YIOBJIETBOPUTEIBHOMY

MIPOBEAECHHUIO UCCIIEAOBAHUS

a) AktuBHast UH(QEKIIHs

b) Tsokenast 3acToliHasi cepaedHasi HeAOCTaTOYHOCTH (T.e., kiacc NYHA (anrm
New York Heart Association) IV)

c) JHenpeccus

d) CucremHas kpacHasi BOJYaHKA WIIH PEBMATOUIHBIN aPTPHUT B AaHAMHE3€

e) Jlroboe ummyHoaeduuuTHOE 3a00NeBaHNE

f) AkTuBHas remMaTONIOrMUECKast WM TUIOTHAS 3JI0KAYECTBEHHAsI OMyXOJIb

g) TlarmeHThl HE IOJKHBI HMETh KaKUX-THOO IPYTrUX aKTHUBHBIX KOJKHBIX
3a00NeBaHNi WM COCTOsIHHMI (Hampumep, OaKTepHajbHOH, TpUOKOBOH MK
BUPYCHOH MH(EKLNH), KOTOpble MOrH Obl momMemaTh onenke [T

OnuH U3 crenyrImuX aHOMAJIbHBIX JJA0OPATOPHBIX PE3YJIbTATOB

a) KonuuecTpo GesbIx KIETOK KpoBH < 2500/mMM’

b) KonuuecTso HeliTpodunos < 1000/mm’

¢) KpeaTuHuH CHIBOPOTKH KPOBH > 3 X BEPXHHI HOPMAJIbHBINA mpenesn (OT aHII.
Upper Normal Limit, UNL)

d) Bummpybun oOmmii > 2 x UNL

e) AnannmHamuHoTpancdepasa (AJIT) > 2x UNL

f) monoxurenpHBIN CKpUHUHT-TECT Ha renatut B, remarut C nim BUY 1/2

[IpenBapurenbHOE BBEACHHUE JTFOOOTO OHOJIOTHYECKOTO COENHEHHS 32 TIOCIICIHIE

3 mecsua

[TorpebneHne KOPTUKOCTEPOUIOB, OMpenensieMoe Kak norpedisieMass CyTOYHas

7032 MPEIHU30HA WIIN SKBUBAJICHTHAs Oosiee 1 MI/KT 3a MOCieaHne TPU HENely,

IIpreM WMMyHOZETPECCAHTOB B Te4YeHHEe mnochenHux 30 nHel (Hampuwmep,

LUKJIOCTIOPHH, TaAKPOJIHMYC)
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10. O6mue KpuTepun UCKIIFOYECHUS

a) bepemennsle (y JKEHIINUH C IETOPOAHBIM IMOTEHLUAIOM JIOJDKEH MPOBOIUTHCS
TECT MOYH Ha OEPEMEHHOCTD) M KOPMSIIIUE SKEHIIUHBI

b) JKeHmuHBI ¢ 1ETOPOIHBIM MOTEHLUHUATIOM (OIpeneNsieMble KaK B TEYEHUE JIBYX
JeT Tocie TMOCHeAHeH MEHCTpyaluH), He SKeNarollue NPHMEHSTb
COOTBETCTBYIOLIME Mepbl KOHTpALENUUHN (HApUMep, MMILUIAHOH, UHBEKIUH,
OpaJibHble KOHTPALENTHUBBL, BHYTPUMATOYHbIE YCTPOMCTBA, Ba3dKTOMHUS
napTHepa, BO3[eprKaHNe) BO BPEMsI Y4aCTHs B UCCIIEJOBAHUN

¢) Yuactue B MOOBIX XUPYPrHUECKUX KIMHUYECKHX MHCIBITAHUSIX B TEUEHUE
NOCJIETHUX TPEX MECSLEB

d) H3BecTHOE BHYTPUBEHHOE yNOTpeOIeHNE HAPKOTUKOB

e) CoTpyaHMK Ha MeCTe WCCIIeOBAHUs, CYNpyr/mapTHEP WJIH POACTBEHHUK
M000Tr0 YYaCTBYIOIIErO B IPOBEACHUH UCCIIEOBAHUS COTPYAHUKA (HApUMep,
uccienoBarenb, MIAAUIUNA UCCIENOBaTelb WIM MEAMLUHCKAs —CecTpa,

MIPOBOASILAS UCCIIEOBAHMS) WM CBSI3AHHBIN C UCCIIEIOBAHUEM CIIOHCOP.

3.2.2 Pe3vabTaThl KJIMHUYECKUX UCHBITAHUN

IFX-1 xopowo mnepeHocurcsi marmeHtamu ¢ IT. 3a mepuox JnedeHuss He OBLIO
3apETUCTPUPOBAHO CEPbE3HBIX MOOOYHBIX 3(P(HEKTOB, CBA3AHHBIX C MPUEMOM JIEKAPCTBEHHOTO
CTpPENCTBA.

OO0buHO ucTonb3yeTcst mapamerp 3G(EKTUBHOCTH B LIKAJE KJIMHHYECKOTO OTBETA
raoitHoro ruapanenuta (HiISCR). HiSCR onpenensiercs cocTostHUEM TpeX THUIIOB TOPAKEHHH
(ompenensiroiux Kputepues). adcuecchl (KoneOmomuecs, ¢ APEeHa)keM Wi 0e3 Hero,
OonesHeHHble  uaM  0e300Je3HEHHBbIE),  BOCHAJIMUTENbHbIE  y3enku  (OOJIe3HEHHBIE,
SPUTEMATO3HbIC, THOIHbIE TOPAKEHHs TPAaHYJEMbl) U APEHUPYIOIUE CBUINU (CBHUILIEBBIC
XOJIbl, C COOOLIEHUSIMUA Ha MOBEPXHOCTb KOJKHU, CIMBBI THOWHOM »)UAKOCTH). [IpemnoxkenHoe
onpeneneHue pearupyromux Ha yedenue (noctwkenus HiSCR): (i) mo menbineit mepe S50-
npoueHTHoe cHikeHne AN, (i1) OTCYTCTBHE YBEJIMYEHHUS YHciia adcreccoB U (1i1) OTCyTCTBHE
yYBEJIMUEHUS] JPEHUPYIOIMX CBUIIed oT wucxogHoro yposHs. HiSCR HemaBHO Obin
MOATBEPKAEH KaK UYBCTBHTEIBHBIH M KIMHAYECKH 3HAYMMBIA OKHUAAEMbIH pPe3yJIbTaT
BocnianutenbHoro nposisienus [T (Kimball u np., 2014).

Otser HiSCR B TeueHuwe mepuona Jie4eHUs], JUIMBIIETOCsS 8 Henenb, ObLT M3y4YeH B
HACTOsSIIIEM UCCeN0BaHuY, Uy 8 u3 11 manueHTos, yxe noay4uBUINX JiedeHue A0 S6-ro aHs,

MOJIyYeH OTBET, KOTOPBIN MpPEeNCTaBjsieT cOOOW 4YacTOTy OTBETa, COCTaBISIOIYIO 72,7% u
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95% nmoBepuTENbHBIN HUHTEPBANT KOTOPOH coctaBisieT oT 43% 1mo 91%. UtoObl cpaBHUTE 3TH
pe3yibTaThl C PETPOCHEKTHBHBIMH JAHHBIMH, OBUI TPOBENEH JHUTEPATYPHBIA IOUCK IS
BBIABJICHHS IUIALe00-KOHTPOIMPYEMBIX KIMHUYECKHX wuccienosanuii, B koropbix HiSCR
UCTIONB30BAJIC B KadecTBe mapamerpa s¢dexkruBHocTH. B crnenyroomei Ttabmumne 4

NPUBCACHBI PE3YJIBTATHI IATH HCCHGHOBaHHﬁ, KOTOpbIC ObLIH 3aBCPUICHBI HEAABHO.

Tabauua 4. 3aBepuieHHbIe KJINHHYeCKHe HccjaenoBaHus ¢ ucnojb3oBanuemM HiSCR B

KavyecTBe napaMerpa 3ppekTuBHOCTH.

Coeaunenue N Ilnanedo- KommenTapuii
PECTOHAEHT
n (%)
Ananumyma6' 13 2 (15%) Bropuunslit ananus ¢assl I nccnenosanusi.

Tonpko noarpynna narueHToB ¢ Xepiau 111

Anamumymab ! 70 15 (21%) Uccnenosanne 313, moarpynma manueHTOB C
Xepiu 111

Anamamyma6 ! 76 13 (17%) Uccnenosanue 810, moarpymnma ManueHTOB C
Xepmu 111

Amnaxunpa 2 10 3 (30%) Bce nmanuentsl. 6 u3 10 nauueHToB umenu Xepiu
1

MABp1® 10 1 (10%) HesddexruBHocTh neuenust antu-@PHOa

I Humira EMA assessment report;

http://www.ema.europa.eu/docs/en_GB/document library/EPAR - Assessment Report -
_Variation/human/000481/WC500195564 .pdf

2 Anakinra Study (Tzanetakou u np., 2016).

3 Tlpecc-penus ot XBiotech:

(http://investors xbiotech.com/phoenix.zhtml?¢=253990& p=irol-newsArticle&ID=2246777)

B obmeli cnoxkHocTr 179 manuMeHTOB MPOLUTA JIeYeHHEe B Tpymme Iuianedo B
HACTOSINEM HCCIENOBAHMM C YaCTOTOM OTBETOB, cocTaBisiromedn 19.0% ¢ 95%
JOBEPUTENTBHBIM HHTepBaJIOM OT 14% no 25%. Ilockonmbky 00a MOBEpUTENBHBIX WHTEPBAA
(HampuMep, MAIUeHThl U3 PETPOCMEKTUBHON IPynmbl ¢ mianedo W MalMeHThl, TOyYaBIire

IFX-1) He mepeKpbIBatOTCS, MOXKHO CIENATh BBIBOX O 3HAYMMOM JieueOHOM 3¢ dekre IFX-1.
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@DoTOAOKYMEHTALIUSI TOPAKEHHBIX YYAaCTKOB TOATBEPAMJIA JaHHBIE PE3yJIbTaThl
CIJIbHO YMEHBIIEHHbIM BOCMAJICHHEM Ha KOXE, O YeM CBHIETEIbCTBYET BHU3yaJIbHOE
YMEHBLIEHNE BOCMIAIINTENIbHOTO OTE€KA U IIOKPACHEHHS ITOCIIE JICUEHHS.

Takum obpasom, antu-CSa mpeacrapisieT coOOi MOIIHBIN MPOTHBOBOCIATHTEIbHBIN
areHT B ycioBusx 3a0oneBanus I'T. [IpuBeneHHbIe KIMHUYECKUE JaHHbBIE MTOKA3bIBAIOT, YTO
onokuposka CS5a oueHb 3pdexTHBHA 151 YMEHBIUICHUSI aKTUBALUN HEHUTPO(UIIOB, U TAaKUM
oOpazoM MOxkHO of0ecneunth d((PEeKTHBHOE OOJIerdeHne KOXHBIX HEHTPO(UIbHBIX

BOCTIAJIUTENBbHBIX PACCTPONUCTB.
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4, BJIOKHPOBAHUE TOJIOXHUTEJIBHOW PEryjaanua CDI11B, HHIYIIAPOBAHHON
AKTUBUPOBAHHEIM ®AKTOPOM KOMILUIEMEHTA VY TIAIMEHTOB C THOWHBIM

TAAPATEHATOM IYTEM WHTABUPOBAHUSA OCH CS5A-CSAR

4.1 LEJIb

Llens cremyrolmero HCCIEIOBAaHHUS COCTOsIA B TOM, YTOOBI NPOAEMOHCTPHPOBATH
ONOKMpPOBaHNWE WHAYLMPOBAHHOW IJIa3MOW MAIMEHTOB C THOMHbIM ruapaaeHutom (IT)
nojoxurenbHot  perymauun  CD11b  Ha mnoBepxHOCTH HEHTPOQUIOB €  TOMOLIBIO
MOHOKJIOHAJILHOTO ~ aHTUTena npoTuB uenosedeckoro CSa IFX-1, anturen mnportus

yenoseyeckoro perenropa CSa C5aR (CD88) u anraronucra C5aR, a takke MHruOuTOpa

C5aR.

42  IIPUHIIMITI AHAJIM3A

Haxkxomnnenne HEHTpO(MIOB B MECTe BOCHAJCHHUS] 3aBHCHT OT 3KCIPECCHUH MOJIEKYJI
anresun, BKmovas CD11b (taxke u3BecTHbIN kKak uHTerpuH ajbpa M) (Larson and Springer,
1990; Carlos and Harlan, 1990). ITonoxurensHas perymnsanust u mooummsanust CD11b/CD18
U3 BHYTPUKJIETOYHBIX JIETI0 HA INOBEPXHOCTb HEHTPO(QMIOB MMEET BAKHOE 3HAYCHHUE IS
mpolecca poJUTMHra W Murpaimu HedTpoduiaoB dvenmoBeka (Smith et al., 1989).
CnenosarenbHo, mosbineHHast skcnpeccust CD11b/CD18 yka3biBaeT Ha WHHLMHPYIOINEE
cobbiTne Bocnanenus. Ananu3z CD11b yenoBeka mpoBOISAT C MCHOJB30BAHUEM MPOTOYHOU
LUTOMETPUH Ut OOHapykeHusi koHbrorupoBaHHoro ¢ FITC anturena mporus CD11b Ha
MOBEPXHOCTH HEWTPOPHIOB. AKTUBHUPOBAHHBIE MPOAYKTHI KOMIUIEMEHTa, B YaCTHOCTH,
NIOBBIIIEHHBIH ypoBeHb SHAOreHHOro CSa (eC5a) B oOpasuax mia3mel narmeHTos ¢ [T, MoryT
ciiIbHO moBbImaTh dkcnpeccuro CD11b nmocpencTBom cesizbiBanust CS5a ¢ ero penenTopom
CS5aR (CD88) Ha wHelirpodunax. CnenoBaTenbHO, OXKHIAeTCs, 4yTo OnokupoBanue ocu CSa-
CSaR ycrpanur wm ocnabut nojoxurenabHyro perysimmro CD11b Ha mnoepxHOCTH
HEUTpOHIIOB.

Jlnsg mepBOro MOHOKJIOHAJBHOIO aHTuTena NpoTuB (CS5a udenoBeka, BBEIEHHOIO B
KIMHUYECKYyI0 pa3pabotky, IFX-1, ObUIO NpPOREMOHCTPUPOBAHO, YTO OHO PErYJIHPYET
BOCTAJIUTENbHbIE PEAKLIUH, KOTOPbIE NPUBOIAT K MOBPEXKIEHUIO TKaHelW U opraHos. JlaHHOe
aHTUTENIO B HACTOSIIEE BpPEeMsl OLIGHUBAIOT B uccienoBaHuu (asel IIb s mammeHToB ¢
YMEPEeHHOH wuiM TspKeNnol (opmoii THoWHOro ruapaneHuta. OHO cnenuduYecku u
HETIOCPEACTBEHHO HEHTpaNIU3yeT KOHEUHbIN aHaduiIaToKCHH koMruieMeHTa CS5a u 6mokupyer

€ro HEXKEJATCJIbHBIC 3(1)(1)6KT]:;I B KQUECTBE KJIFOYEBOI'0 MEAUATOPA BOCHAJICHUS TIPHU OCTPBIX U
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XpOHUYEeCKNX BocnanutenbHbiX 3adoneBanmsx (Klos et al.,, 2009; Guo and Ward, 2005,
Riedemann et al., 2017).

C5a oxa3bIBaeT cBO€ NEeHCTBHE TIOCPEACTBOM B3aMMOAEHCTBHS C BBICOKOA(hQUHHBIMU
penenropamu C5a (C5aR u C5L2) (Guo and Ward, 2005).C5aR npuHaIIekuT K CeMEHCTBY
POIOICHHOBBIX PELeNTOPOB, CB3aHHBIX € (-0eNKkoM, € CeMbl0 TpaHCMEMOPaHHBIMU
cermeHTamy, torna kak CS5L2 He cBszan ¢ G-Oenkom. OOBIMHO CYMTAETCS, YTO MeEpenada
curHanoB C5a-C5aR oueHp BakHa B MaTOreHe3e MpOBOCTIATUTENBHBIX HexonoB (Ward, 2009).
CrnenosarenbHo, HanenuBaHue Ha CS5aR sBisiercst eme OnHOW cTpaTeruedl MHrHOMPOBAHUS
3aBHCHUMBIX OT KOMIUIEMEHTa BOCHAJHMTENIbHBIX 3a0oneBaHuil. Psn ManbIx MOJexyd,
noiy4eHHbIx u3 C-xonua CSa, Obiu pazpabotanbl B kauecTBe aHtaroHuctoB CS5aR. bruto
NOKA3aHO, YTO COEAMHEHHE-THIEP Cpeaud VYKA3aHHBIX COEAMHEHHUH, IMKJINYEeCKUH
rekcanentun PMX-53 (AcF-[OP(D-Cha)WRY]) (Finch et al., 1999) ocnabisier noBpekaeHue B
MHOTOYMCJIEHHBIX JKMBOTHBIX MOJEJAX BOCMAJEHMs I0OC]I€ BHYTPHUBEHHOIO, IMOIKOXKHOTO,
BHYTPUOPIOLIMHHOTO M nepopaibHoro BeeneHus (Proctor et al. 2000). Benencreue cBoero
CTpyKTypHOTrO cxonctea ¢ C5a Takue aHTaroHUCThl KOHKYpupyioT ¢ CSa 3a penentopsl CSa
Ha Heltpopmnax (March et al., 2004). Kpome Ttoro, anturena mporuB CS5aR moryt
OnokupoBath cBsizbiBaHue CS5a ¢ CS5aR, Tem cambIM CHMIKAs HAKOIUIGHHE M AKTHUBALIUIO
MHEJIOUHBIX CYNPECCOpPHbIX KiIeTOK U Hedtpoduios (Markiewski et al., 2008). B nanHOM
UCCIIEIOBAHUM OBUTM TMPOTECTUPOBAHBI /1B KOMMEPUYECKHU IOCTYIHBIX MOHOKJIOHAJBHBIX
antutena nporuB CS5aR, xnonsl S5/1 u 7H110. OHu ObutM MOJYyYEHBI OT MBIIIEH MPOTUB
CHHTETHYECKOTO MenTHza, coaep:kamero N-KOHLEBOH BHekjerouHblii nomeH CS5aR (Metl-
Asn31), u pexomOunantHoro C5aR (Metl-Val350) denoBeka, COOTBETCTBEHHO, U 00a
aHTuTeNna ObUIM ONHMCaHbl Kak HeHTpanusyromme aHturena. Asakoman (CCX168)
npencTaBisieT coOOW  MepopajbHO BBOAUMBIM  HU3KOMOJIEKYJISIPHBIM  MOTEHIUATBHBIN
JIEKapCTBEHHBIA Tpernapar, KOTOPbId H30MpATeNIbHO HMHIHOUPYET pPelenTop KOMIIOHEHTa
kommiementa CS5a (C5aR) wu  paspabateiBaeTcst Ui JIeUEHUS] BOCHAIUTENBHBIX U
ayTOMMMYHHBIX 3a0oneBanuii (Bekker et al., 2008; Jayne et al., 2017).

Wurnbupyromuii 3¢pdexr 3Tux ONOKHUPYIOIINUX areHTOB, KOTOPbIE HALIENEHBl Ha OCh
CS5a-C5aR, Habmromany ¢ MOMOINBIO MPOTOYHOW LIUTOMETPUHU JUI OLEHKH OJIOKUPOBAHHUS

nojoxurenpHol perysinun CD11b Ha HedTpodmnax.

43 INOJIPOBHOE OITMCAHUWE SKCITEPUMEHTA
43.1 Ob6pasibl
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B cootBercTBUM ¢ COrjIaCOBaHHBIM ONnpeaAcICHUEM U JUATHOCTUICCKUMU KPUTCPUAMU

Hidradenitis Suppurativa Foundation 2009, B naHHOe wuCclenoBaHHE OBUIM BKIIFOYESHBI

oOpasubl mna3mbel naruerToB ¢ [T (ITam. 088 & Ilam. 092) m ABYX 340POBBIX JTOHOPOB

(Koutp. 009 & Kontp. 010). Cucrema xomruieMeHTa Oblia akTUBHpPOBaHA B marorenese 1T,

YTO MPOSBIISJIOCH B MOBBIIEHHBIX ypoBHIX C3a, C5a u C5b-9 (cm. Tabnmuy 5 Huke). Y poBHU

C5a y mammenroB 088 u 092 (93,77 ur/mn u 70,01 HI/MJ, COOTBETCTBEHHO) 3HAYUTENILHO

BBILIIE, YeM Yy 3710POBbIX AOHOPOB (21,02 Hr/mn u 11,77 Hr/mn).

Tab6auua S. KoHuenrpaumu ¢akTopoB KOMILJIEMEHTAa, OmpeaesieHHble B 00pa3uax

I1a3Mbl 00bEKTOB HCCJIEA0OBAHUSA

ID nanuenta | matepuan | CSa [Hr/ma] C3a [ar/mua] CSb-9 [ar/ma]
ITam. 088 Tiasma 93,77 13177,50 >max
ITar. 092 iasma 70,01 8801,00 276,12
KonTtp. 009 miasma 21,02 1818,68 122,76
KonTp. 010 iasma 11,77 2625,40 129,52
43.2 PeakTusbl
e Boma AnalaR, VWR (Darmstadt, I'epmanus), Homep mo kartajory 102923C,

NORMAPUR ninist aHanusa, CTepuIn30BaH (priIbTpOBaHUEM

e ACD, Sigma Aldrich (Taufkirchen, I'epmanmust), Homep no katanory C3821-5S0ML

e PeakTHBBI AJIsL IIPOTOYHOrO HUTOMETPA

(@]

@]

FACS Flow Sheat Fluid, BD Bioscience (NJ, CIIIA), Homep no katanory 342003
FACS Shutdown solution, BD Bioscience (NJ, CIIIA), Homep MmO KaTajiory
334224

FACS Clean solution, BD Bioscience (NJ, CIITA), Homep o katanory 340345
antutena KpbiThl K MbimmaOMy CD11b:FITC, BD Bioscience (NJ, CIIIA) Homep
nio karayory 553310, 0,5 mr/mn

10x FACS Lysing solution, BD Bioscience (NJ, CIITA), HOMep MO KaTajory
349202 - pabouuii pactBop: 1< FACS Lysing solution (passenen 1:10 B BOze
AnalaR)

OxpammBaromuii Oydep: 1% wunHakTuBHpoBaHHOW HarpeBanuemM JbC + 0,1%

asuna Hatpus B 1< ®Cb pactBope

e OBC, Thermo Fisher Scientific (Darmstadt, I'epmanus), Homep mo kartanory 10099133

nHakTuBaus Harpesanuem: 56°C, 30 Mun
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e Tlopomok ®CB, Sigma Aldrich (Taufkirchen, I'epmanus), Homep no kartamory P3813-
10PAK

e asup Hatpusa, VWR (Darmstadt, ['epmanmst), Homep no katanory 1.06688.0250

e pexoMOuHaHTHBIN uenoBeueckuid CSa (rhCSa), Hycult Biotech (Uden, Hunepnannsi),
Homep 1o karajory HC2101, skcmpeccupoBanHblii B F. coli, pacTBOpeHHBIH B
crepwibHON Boge AnalaR

e 0,9% crepunbHbIil xJopun Hatpus (pusmonormueckuii pacrsop), B.Braun (Melsungen,
I'epmanust), Homep no katasory 3200950

e [FX-1, antureno mporuB CS5a uenoBeka, NMpUMEHsieMOe B KauecTBe KOHTpous, InflaRx
(Jena, I'epmanmusi), 10 mr/mn B @Cb + 0,05% Tween 80

e PMX-53, Bio-Techne (Wiesbaden-Nordenstadt, ['epmanust), Homep no katanory 5473

e antureno npotus C5aR (CD88), kion S5/1, Hycult Biotech (Uden, Hunepnanmsr), Homep
no karajory HM2094

e anturenio npotuB C5aR (CD88), kmon 7H110, Biomol (Hamburg, 'epmanust), Homep 1o
karanory C2439-60N

e Asakonas, MedKoo Biosciences Inc. (Morrisville, CIITA), Homep mo karanory 319575

® KpOBb 4YeJIOBEKa (HEMeUIEHHOE HCIIOIb30BaHNUE) OT 3J0POBOTO IOHOPA, coaep:xkarnas 12%
ACD

e myJ ria3Mbl YejoBeka (urparHas miasma) us Jena University Hospital.

433 Ob6opyaosanue

e IIporounsrii uutometp (FACS Canto II ¢ mporpammubsiv obecnieuennem DIVA software

V6.1.2)

434 Metonuku

a) KonuuectBeHHoe  ompeneneHue  akTuBHOro kommoHeHta CD11b  genoseka
(MIPOTOYHBIN IUTOMETPHUYECKHI aHAIN3)

JBa oOpasna mmasmsl nanuentos [an. 088 wu Ilam. 092 (5 mkin) uHKYOMpOBaiu cO
CBEeXKEH KpOBBIO denoBeka (60 MKII, B Ka4eCTBE UCTOYHHKA HEHTPO(UIIOB) B OTCYTCTBHE HITH
B npucytcTBun Ookatopos ocu CS5a-CS5aR (antureno mpotus CSa IFX-1, antuTena npotus
C5aR, xion S5/1 u kyon 7H110, antaronuct C5aR PMX-53 u unrudurop CS5aR aBakonan;
10 mxa) B obmem obbeme 100 mxn. JIBa xoHTponbHBIX oOpasma mmasmel (Kontp. 009 u
Kontp. 010, 5 MKJI), IpUrOTOBJICHHbIE B COOTBETCTBHHM C METOIUKOW, MPUMEHEHHOU K

oOpasuaM MaIMeHTOB, CIYXXIJIK B KauecTBe KOHTPOJeH Hecnenu(pu4eckodl aKTHUBALMH.
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KpoBb, comepskammasi TOJBKO coyieBO pacTBop (40 MKJI), WM MyJl HOPMAaJIbHOW IUIA3MBbI
yenoeka (IIIIu 5 mxa + comeBoil pacTtBOop 35 MKII), CIOyXHJIa B KadeCTBE KOHTPOJIS
OTCYTCTBHUSI CTUMYJSIIMM Ui onpeneneHus skcrpeccun CD11b Ha mcxomHOoM ypoBHE.
O0pasel KpoOBHU ¢ MyJIOM HOPMAaJIbHOMH TUTa3MbI YejioBeKa U 1o0aBkoi pekomOunanTHoro CSa
yenoBeka (rhCS5a) mmutupoBan cocrosiHue ctumyssinuu. Bee oOpasubl mHKyOuMpoBanmu mpu
37°C B Teuenme 20 MuH 1Isi akTUBauuu mnonokurenapHOU perymsiuuu CDI11b. Tlocne
OXJIAKIEHHUS] Ha JbAY K oOpasuam noOasisum 2 Mk koHbrorupoanHoro ¢ FITC anturena
npotus MbinHOro CD11b. Meuenbie 0Opa3Lbl BBIAEPKUBAIN HA JIbAY B TEMHOTE B TEUECHUE
eme 30 MUH A7 MUHMMM3aLUMU (OHOBOIO CHUTHAjA. 3aTe€M SPUTPOLMTHI JIM3UPOBAIH C
noMo1uIeio Jusupytomero pactsopa 1x FACS Lysing solution npu koMHaTHON TeMnepartype B
teueHue 10 muH. [ ABYKPaTHOM NPOMBIBKM OCTaBIIMXCs KJIETOK HCIOJIB30BAIU 2 MII
okpamusatoiiero Oydepa. Ilocne uenrpudyruposanus npu 2500 06./MHUH B TedeHue 3 MUH
KJIEeTKH pecycrneHaupoBanu B 0,5 mu1 okpamuBaromero Oydepa, u OHM ObLIM TOTOBBI IS
anamnza MeronoM FACS (copTHHI KJIETOK, akTHUBHpyeMblil QuyopecueHuuei). ['eidT Ha
muarpamme FSC vs. SSC Obun ycTaHOBIEH TakuM 00pa3oM, 4YTOOBI MOXKHO OBLIO
AHAJM3MPOBATh TOJIBKO KJIETKH C pa3MepaMu HEHTPO(HUIIOB.

IMpouent Onokupyromeii aktuBHocTH (BA) wmccinenyemoro — BewiectBa IS
onoxuposanust ocu CS5a-C5aR paccuutsiBanu no ¢opmysie, npeacrasneHHoi Hiwke. I 'ne MFI
- CpenHsisi WHTEHCUBHOCTH (hyopecueHIry, ucnyckaemoin cpszaHHbiM ¢ CD11b FITC Ha
HeHlTpodmax.

BA (DK"D) = (MFI TInmazma manmenTa ™ MFI TIna3ma manueHTa ¢ 1006aBKOi HCCIEAYEMOTo Bemecma) - (MF I Ilma3ma manuwenTa — MFI

) > 100

b) Cratuctuueckuii aHanmu3

I'paduku 6 ocTpoensl ¢ nomoureto GraphPad Prism 7 (CA, CIIIA).

44  PE3VJIbTATBHI U UX OBCYXXJEHUE

Dkcnpeccus uarerpuda CD11b Ha HeliTtpodunax

Oxcnpeccuro CD11b Ha HeliTpoduiax OLEHUBAIHM ¢ MOMOIIBIO 00Pa3IOB MIA3MbI OT
aByX 310poBbIx goHOpoB KpoBH (Kontp. 009 m Kontp. 010) M ABYX ManMeHTOB, UMEIOIINX
munarHo3 T (ITau. 088 wu Ilau. 092). Cpenssisi uHTeHCHUBHOCTH (uyopecuerunn (MEFI)
KOHTPOJIBHBIX 00pa3noB cocraBmwia 2156,9+114,3, yro HaxomuTcsl B Mpenenax auana3oHa
ucxonHoro yposss skcnpeccun CD11b B orcyrerBue crumynsinun (MFI < 3500). Hanporus,

noseitierne skcrpeccuna CD11b B 2.3-39 pasa wuwHIynupoBaioch JMOO oOpasmamu
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narenToB ¢ I'T (ITam. 088, ITam. 092), mubo 20 HM pexkombunantHoro CS5a denoBeka
(rhC5a) (durypsr 8, 9, 10 u 11; Tabnuusl 6, 7 u 8). ITH AaHHBIE CBUAETENBCTBYIOT O TOM, YTO
3HAYUTEJIbHO TMOBbIEeHHas: 3kcrpeccuss CD11b y mammentoB ¢ I'T Obuia omocpemoBaHa
BOCTIAIUTENbHBIMU (akTopamu. IIpennonaraercs, 4To MPONYKTHI AKTUBALIMA KOMIUIEMEHTA, B

yactHocTH, C5a, UrparoT BAXKHYIO POJIb B MOoxkuTesbHOU peryysiuuu CD11b (Tabmuma 5).

Tab6auua 6. brokupyomas akTuBHOCTh aHTHTEN NpoTuB CSaR knonos S5/1 u 7H110, a
Tak:ke aHTaroHucra CSaR PMX-53, B oTHOmEeHHM HHAYUHMPOBAHHOH (aKTOpOM

KOMILJIEMEHTA MOJIOKUTeNbHON peryasiuuu CD11b.

D Onmcanme CD11b (cpeanee Baokupyromas
MFI) AKTHBHOCTB (%)

A | Conesoii pacTBOp 2049,5

B1 |IIITu 2166,5

B2 |IIITu | Knon S5/1 (50 HM) 2247

B3 |IIITu | Kion 7H110 (50 HM) 2401

B4 |IIITa | PMX 53 (50 HM) 2053,5

D3 |[IIITu | rhC5a (20 EM) 6329,5 -

E7 |IIITu | rhC5a | Knon S5/1 (50 u1M) 3288.5 73,05

E8 |IIITu | rhC5a | Knoun 7H110 (50 €M) 3385 70,73

E9 |IIITu | rhC5a | PMX 53 (50 M) 42355 50,30

C1 |Kontp. 010 2102,5

C2 |Kontp. 009 2018,5

D1 |ITam 088 7918 -

E1 |ITam 088 | Kion S5/1 (50 €M) 3736,5 72,70

E2 |Ilau. 088 | Kion 7H110 (50 HM) 3564,5 75,69

E3 |Ilam 088 | PMX 53 (50 aEM) 4728,5 55,46

D2 |ITam. 092 72006,5 —

E4 |Ilam 092 | Kion S5/1 (50 sEM) 3555 75,86

ES |ITaa. 092 | Kimon 7H110 (50 HM) 3393,5 78,67

E6 |Ilam 092 | PMX 53 (50 M) 4657,5 56,69
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Tab6auua 7. baokupyrwomas akruBHocTh aHTutena nporus CSa IFX-1 u anTraronmcra
C5aR  PMX-53 B OTHOWIEHMH HMHAYUHMPOBAHHOH (aKkTOpoM KOMILIeMeHTa

noJokuTebHoM peryasiuuu CD11b.

D Onmcane CD11b (cpeanee Baoxkupyromas
MFI) AKTHBHOCTH (%)

A | ConeBoii pacTBOp 2516,5

B1 |IIITu 23245

B2 |IIITua | PMX 53 (20 MxM) 22185

B3 |IIu | IFX-1 (20 EM) 2352

D3 |IIITu | rhC5a (20 EM) 8332,5 -

ES |IIITu | rhCS5a | PMX 53 (20 MxM) 1851 107,88

E6 |IIIIu|rhCSa | IFX-1 (20 €M) 2067 104,29

C1 |Kontp. 010 2241

C2 |Kontp. 009 2265,5

D1 |ITam. 088 8955 -

E1 |ITam 088 | PMX 53 (20 MxM) 2027,5 104,48

E2 |ITam 088 | IFX-1 (20 HM) 2209 101,74

D2 |Ilam. 092 7120,5 -

E3 |ITau. 092 | PMX 53 (20 MmxM) 1912,5 108,59

E4 |Ilaun 092 | IFX-1 (20 HM) 2147 103,70

Harubuposanue nojyoxureibHol peryasunu CD11b MOHOKJIOHAJBHBIMUA AHTUTEIAMU

npotuB CS5aR yenoseka, anrarouuctoM CS5aR v uarudburopom CS5aR

Kak nokazano Ha ¢urype 8, rhC5a (20 HM) u aBa oOpasua riasmsl nauueHToB ¢ [T ¢
BeICOKUM ypoBHeM eCS5a (ITam. 088 u ITam. 092) cunpHO mosbimanu 3xcnpeccuro CD11b Ha
HeHlTpodmiax KpOBH, B TO BpeMsl KaKk MPUCYTCTBHE OJOKHPYIOLINX AHTUTEN, HALIEJICHHbIX Ha
C5aR, B koHeuHOM KOHLEHTpauu S0 HM MOrIio 3HauuTeNnbHO ocnaduTh skcnpeccuro CD11b,
BeI3BaHHYIO OO thC5a, mrbo obpasuamu maasmel nammenTos ¢ I'T. Beicokas Onokupyromas
AKTUBHOCTh B amana3oHe oT 71% mo 79% Obiia JOCTUTHYTa MPU HCIIONBb30BAHUHM AHTHTEN
npotus C5aR xnona 7H110 u knona S5/1 (durypa 8, Tabmuus! 9 u 6). HarnpoTus, aHTaroHUCT
C5aR PMX-53, xoropwlii mpencraBisier coOOH HEOONBIIONH rekcanmenTui, ObLT HE Tak
s¢dexTuBeH, Kak cnenupuIeckne MOHOKJIOHANbHBIE aHTHTeNa npotuB CS5aR. brokupyromas

AaKTUBHOCTh, ObecreunBaemMasi TOH ke KoHUeHTpauuerd PMX-53 (50 M), Haxomuiach B
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mnanaszoHe oT 50% mo 57% (urypa 9A, tabmuuer 9 u 6). ns Toro, 4ToObl MPOBEPUTS,
BO3MOXKHO JIM JOCTH)KEHHE OTMEHbI mnojoxurenbHol perymsimuun CDI11b mocpencrsom
uaruouposanust CS5aR, mpm Tex ke OKCIEPUMEHTANBHBIX YCJIOBHUAX  OLEHUBAIU
OJIOKMPYIOLIYI0 aKTUBHOCTh BBICOKOH KOHHeHTpaumn PMX-53 (20 mxM). B pesynbrare
nojoxurenbHas perysiuus CD11b, nnaynuposanHas odpasuamu mia3mel nanueHTos ¢ [T, a
takke thC5a, Obuta MONHOCTBIO OTMEHEHA B NMPHUCYTCTBUHU BBICOKUX KOHIEHTpaunid PMX-53
(purypa 9B, Tabmuuel 9 u 7). AHaNOrUYHBIE PE3yJbTaThl OBUIM MOJYYEHbI B MPUCYTCTBUU
aBakomnaHa, nHruoutopa CS5aR (¢purypa 11, Tabmuusl 8 u 9). bnokupyrommasi akTUBHOCTD B
npucytcteun 100 MxM aBakomana Haxoaunach B auanaszoHe oT 77% no 80%, torma kak
nojoxurenbHas perynsauus CD11b, maaynupoBanHas mnazmoi mauueHtoB ¢ [T, Obuia
MOJTHOCTBIO OnokupoBaHa B nmpucytctBun 500 MxM aBakonana (¢urypa 11, Tabnurer 8 u 9).
JlaHHBIE Pe3yJbTaThl CBUAETENBCTBYIOT O TOM, YTO MPEUMYIIECTBEHHO OTBETCTBEHHON
3a noJoxuTenbHyo perymsiuuio CD11b Ha Helitpodunax kposu siBisiercst ock C5a/C5aR, u

yro C5aR MOXKeT CIy>KHUTh MOTEHILMAIbHONW MHILISHBIO U1t OokupoBanus akTuBHocTH CSa.

Tad6auna 8. Buaokupywomas akTuBHOCTL HHruouropa CSaR aBakonaHa B OTHOLIEHHH

HHAYLUHPOBAHHOH (JAKTOPOM KOMILJIEMEHTA MOJ0KUTeNbHOI peryasuun CD11b.

D Onmcane CD11b (cpeanee Baoxkupyomas
MFI) AKTHBHOCTH (%)

A | ConeBotli pacTBOp 3767

B1 |IIIIu 3407

B2 | Kontp. 010 3208,5

B3 | Kontp. 009 3125,5

C1 |ITam 088 11717,5 -

D1 |ITau. 088 | ABakomnan (500 MkM) 3027 104,57

D2 |ITau. 088 | ABakomnas (100 MxkM) 5289 77,35

C2 |Ilam. 092 11214,5 -

D3 |ITau. 092 | ABakomnaH (500 MkM) 3081,5 104,17

D4 | ITau. 092 | ABakomnas (100 MxkM) 5000 79,60
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Tabmuua 9. OOoOmeHHble JaHHbIe 0 OJokupymomeid axkTuBHoctH (%) Beex
uccaeanyembix Ooaoxkupyromux ocb CS5a-CSaR moJsieky1 B OTHOIIEHHH MOJIOKHTETbHON
peryasiuun  CD11b, unHayuupoBanHoW nuaa3moii nmaumeHtoB ¢ I'T mam naasmon

310pPOBBIX JIOHOPOB ¢ A00aBKkoii rhCSa.

Hccnenxyemoe
MumeHn Baoxupyomas akTuBHOCTh (%)
BeIeCTBO
ITam. 088 101,74
IFX-1 ITarm. 092 103,70
CSa
20 eiM [T ¢ nobGaBkoi 104,29
rhC5a
ITam. 088 72,70
Kunon S5/1 ITarm. 092 75,86
C5aR
50 uM IITu ¢ nobGaBKoi 73,05
rhC5a
ITam. 088 75,69
Kunon 7H110 ITam. 092 78,67
C5aR
50 uM ITITy ¢ noGaBkoi 70,73
rhC5a
ITam. 088 55,46
PMX-53 ITam. 092 56,69
C5aR
50 aM I Ty ¢ noOaBkoOM 50,30
rhC5a
ITam. 088 104,48
PMX-53 ITam. 092 108,59
C5aR
20 MxM ITITy ¢ noOaBkOMH 107,88
rhC5a
ABakonaH ITam. 088 77,35
C5aR
100 mxM ITam. 092 79,60
ABakonaH ITam. 088 104,57
CsaR
500 mxM ITam. 092 104,17

IFX-1, MoHOKJIOHAJILHOE aHTuTen0 npotuB CS5a yenoBeka, IOJHOCTBHE) OJIOKUPYET

uaayauposadsyio [T nonoxkurensayro peryisinu CD11b.
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ITpu ucroap30BaHUU TEX JK€ IKCIEPUMEHTAJBbHBIX YCIOBUH, KOTOPBIE ONMUCAHBI BBILIE,
KaKk U CIIEIOBAJIO OXHAaTh, 00pas3mbl 1uasmMbel ¢ jpodaBkodl rhCSa m oOpasubl miia3mel
narenToB ¢ I'T (ITa. 088 wm ITam. 092) cunbHO aktuBupoBaiu skcrpeccuro CD11b Ha
Helitpodmnax kposu, u aodasienue IFX-1 co cronp HU3KOWM KOHIEHTpanuel, kak 20 HM,
MOXET TIOJIHOCTBIO OTMEHUTb MOJOXKHUTENbHYIO perysinuto CD11b (purypa 10). JlanHBIE
pe3ynbTaThl mokasbBaoT, uto IFX-1 sBrsercs Oonee 3((EeKTUBHBIM B HMHIHMOMpPOBAHHUU

BOCIIAJIUTENBbHBIX peakiuii, BbizBaHHbIX CS5a/CS5ak.
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45  3AKIIOYEHUE
B 1nemom mnonydeHHble aBTOpaMH HW300pETEHHUs] IMOKA3bIBAIOT, YTO TMOAXOA C

HauenuBaHueM Ha C5a, TO €CTb MpUMEHEeHHe MOHOKJIOHAIBHOrO antuTena npotus Cda IFX-
1, a¢pdexruBHO ycTpanser omocpemoBaHHyro (CS5a monoxurensHyro peryisiuuio CD11b.
ITomumo storo, antutena npotuB CS5aR, anraronuct CS5aR, a taxke unrudburop CSaR,
NPOSIBJISITIN CHJIBHYIO OJIOKHPYIOIIYEIO AKTUBHOCTb T€X K€ JKCIEPUMEHTAIbHBIX YCJIOBUSIX.
Takum oOpasoMm, HanenuBanue Ha C5aR ¢ MOMOIIBIO ONOKUPYIOIIUX AHTHTEN WU
AHTArOHUCTOB TMPEJCTABIseT COOOW aNbTEPHATHUBHYIO CTPATETHIO OJIOKUPOBAHHUS OCH

C5a/C5aR mpu BocnanuTeIbHBIX COCTOSIHUSAX, Takux Kak [T
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OOPMYVJIA U30BPETEHUA

CoenuHenne UI1 TPUMEHEHHS TPH  JICYEHUH KOXXHOTO  HEHTpoHIBHOTrO
BOCMAJIUTEIBHOTO  3a00NeBaHusl y CyObeKTa, TIZ€ VyKa3aHHOE COEOUHEHUE
npezacrasisier codol nHruburop aktuBHocTH CSa, n

OpU 5TOM YKa3aHHOE KOXXHO€ HEHTPOPHIbHOE BOCHAIUTENbHOE 3a00JeBaHNe
BBIOpAHO M3 TPYMIbL, cocTosmed u3 rHoiHoro rumpanenuta (I'T); ranrpeHos3HOMN
nuogepmun (I'TI); ITAT'A (nmumorennoro aptputa, I'Tl u axne); AIT (I'Tl, akue u
rHoiiHoro ruapanenuta); ITAAITT (nmuorenHoro aprtputa, akae, I'Tl um rHoiHOrO
runpanenuta), cuaapoma Ceuta (CC), cyOKOpHEaNIbHOTrO MyCTYJIE3HOTO AepMaTo3a
(CIT[L); mpuoOpereHHOro OyJUIE3HOTO SIMUAEPMOJN3A, CTOMKOW BO3BBIIAOIIEHCS
sputembl  (CBD); HeWTpoQUIBHOrO  MAHHUKYJIWTA, CHHAPOMA  KHIIEYHO-
accounupoBaHHOro nepmarosa-aptpura (BADAS), cungpoma SAPHO (cunoBura,
aKHe, TMyCTyJjie3a, THIEPOCTO3a M OCTEUTa); PEBMATOUAHOrO HEHUTPOYUIBLHOTO
JepMaTo3a, ceMenHon CPeaN3EMHOMOPCKOM JINXOPAJKH, KPUONIHUPHH-
aCCOLMUPOBAHHBIX PACCTPONUCTB, noAarpsl U cunapoma Ilaunnepa.

COGI[I/IHGHI/IG A IIPUMEHCHUSA 110 II. 1 OTIIMYarIIeeCss TEM, 4YTO YKaSaHHbIﬁ

uHruourop akruBHocTH CS5a:

- cHWxaet KoHueHrpauuio C5;

- unrubupyer pacmeruienne CS Ha CS5a u C5b;

- cHmxaet KoHueHTpamuro CSa;

- unrubupyer ces3biBanue CSa ¢ perenropom CSa;

- CHWXXaeT KOHLeHTpanuo peuentopa CSa; w/nmmn

- uHrubupyer akTHBHOCTH perieniropa CSa.

CoenuHeHue Ay MPUMEHEHHUS 1O M. | WM 2, OTIIMYAIOIIeecs] TeM, YTO YKa3aHHbBIN
uHrnOuTop aktuBHOcTH CS5a mpexncraBnseT coOoOM OENKOBBIN JIUTAHI, KOTOPBIH

cneruduaecku cpsizbiBaercs ¢ C5, wmm ¢ CSa, win ¢ peuenropom CSa.

CoenuHenne aisl TPUMEHEHHS MO M. 3, OTIMYAIOINEecs] TEM, YTO YKa3aHHBIA
OeJTKOBBIN TMTaH I BEIOPAH U3 TPYIIIbI, COCTOSIIEH U3
(1) aHTUTE,

(1)  aHTHreHCBS3BIBAIOLINX (PPArMEHTOB AHTHUTEI,
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(1i1)  aHTHTENONONOOHBIX OEJKOB,

(iv)  uHruburopHeix Bapuantos C5a,

(v) UHTHOUTOPHBIX BapHaHTOB peuenropa CSa,

(vi)  OenkoB, NEWCTBYIOIIMX HA MyTh KOMIUIEMEHTA, U

(vil) menTumos.

CoenuHeHue Ay MPUMEHEHHUs 1O M. 1 WM 2, OTIMYAroIIeecs: TeM, YTO YKa3aHHbBIN
uHrnOurop akruBHocTH CS5a mnpexacraBisier COOOH OJUIOHYKJIEOTHA, KOTOPBIN

cnenuduaecku cpsibiBaercs ¢ C5, wmm ¢ CSa, wum ¢ peuentopom CSa.

CoenuHeHue 1l MPUMEHEHUs MO M. S5, OTIMYAIOLIEECs TEM, YTO YKa3aHHbBIN
OJIMTOHYKJIEOTHI BbiOpaH w3 rpymmbl, cocrosimeii u3 JIHK-anramepos, D-PHK-

antamepos u L-PHK-antamepos.

CoenuHeHue nisi MpUMEHEHHs IO M. 1 Wiu 2, OTNIMYaroIieecs TeM, YTO yKa3aHHbIN
uHruourop akruBHoctu CSa cHikaer skcrpeccuto Oenka CS wnm Oenka penenropa

C5a.

CoenuHeHue 1 TPUMEHEHHUsT TO T. 7, OTJIMYAIOIIEeCss TEM, YTO YKa3aHHbBIN
uHruOuTOp akTuBHOCTU CSa mpencrasisier cOOOM OJMTOHYKJIEOTHA, BbIOPAHHBIA U3
rpynmnel, cocrosimedt u3 antucmeicaoBon JIHK, antucmeicioBoit PHK, muPHK u

MukpoPHK.

CoenviHeHue Ui MPUMEHEHHsS] TO JIOOOMY W3 M. 2-8, OTIIMYAKOIIEeeCs TeM, 4YTO

ykazaHHbIN perentop CSa npencrasisier codoi CS5aR w/mmu CSL2.

Coenunenne mysi mpuMeHeHHs Mo Jrobomy w3 mm. 1-9, oTnnyaromeecs TeM, YTO

yKa3aHHbIA HHrUONTOp akTuBHOCTU CS5a BBIOpAH U3 TPYIIIBL, COCTOSIIEH H3:

(a) IFX-1, INab708, MEDI-7814, ALXN-1007, wm NOX-D21, wm wux
AHTUT€HCBS3BIBAIOIIETO (PPArMEHTA,

(b) aHTHTENAa MM €r0 aHTUTCHCBS3bIBAIOINETrO ()parMeHTa, rae YKa3aHHOE aHTHTENO
WIA €ro aHTUTCHCBS3BIBAIOIIUN (PparMeHT KOHKYPHPYET C OOHUM M3 aHTHUTEI,

yKa3aHHBIX B (a), 3a cBs3biBaHue ¢ CSa;
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(c) Oxymm3ymaba, ALXNI210, ALXNS5500, wm LFG316, wm  wux
AHTUT€HCBSA3BIBAIOIIETO (PPArMEHTA,

(d) anTHTENa WM €ro aHTHIeHCBSI3BIBAIOLIETO (PparMeHTa, riae yKa3aHHOE aHTHUTEJIO
WIA €r0 aHTUTCHCBS3BIBAIOIIUN (PparMeHT KOHKYPHPYET C OJHMM H3 aHTHUTEI,
yKa3aHHBIX B (C), 3a cBsi3biBanue ¢ CS;

(e) Kosepcuna (Coversin) i RA101495;

(f) anTHTeNna wnm ero aHTUreHcBs3bIBarOLIEro (parmeHTta, wunn Oenka, WIK
MaKpOLMKJINYECKOrO  MeNTHUAa, TI/A€ YKa3aHHOE  aHTUTEeNO0 WU €ro
AHTUTeHCBA3BIBAIOIINK (pparMeHT, uiau OeNOK, WM MaKPOLMKJINYECKUH MEeNTHA
KOHKYPHPYET C OJHUM U3 OEJIKOB WJIM NENTUAOB, YKa3aHHBIX B (€), 32 CBA3BIBAHUE
¢ C5;

(g) 3umypsl (Zimura),

(h) anTHTENIa WM €ro AHTHIEHCBSI3BIBAKOLIETO ()parMeHTa WM anramepa, I7e
YKa3aHHOE aHTHUTEJIO WIM €r0 aHTUTeHCBS3BIBAIOLUINKI (DparMeHT WiIu anramep
KOHKypUpyeT ¢ 3uMypoii 3a cesizbiBanue ¢ C5;

(1) AMY-201 nnu Mupoxkouenra,

(J) aHTHTENa WM €ro aHTUTE€HCBSI3bIBAKOIIETO (PparMeHTa win Oenka, rie yKa3aHHOe
AHTHUTEJIO WJIM €r0 aHTUTEHCBSI3bIBAIOIINI (hparMeHT i OeJIOK KOHKYPHPYET C
OonHUM U3 OeNIKOB, YKka3aHHBIX B (1), 3a cBsizbiBaHue ¢ C3b;

(k) bukaunomaba (Bikaciomab);

(1) anTHMTENa WM €ro aHTHIEHCBSI3bIBAIOLIETO (DparMeHTa, rie yKa3aHHOE aHTHUTEJIO
WIA €ero aHTUTeHCBS3BIBAOINUN (DparMeHT KOHKypHUpYyeT ¢ OukanuoMabom 3a
cBsi3bIBaHUE C (hakTopom B;

(m)Jlamnanmzymada,;

(n) aHTHTENA WM €r0 aHTHIeHCBSI3BIBAIOLIETO (PparMeHTa, riae yKa3aHHOE aHTHUTEJIO
WIA €r0 aHTUTCHCBS3BIBAIOIINN (parMeHT KOHKYPHPYET C JIaMIaJIn3ymMaOoM 3a
cBsi3bIBaHuE C hakTopom D;

(o) ALN-CC5;

(p) ABakonana wiu coennHeHus1 cornacHo Gopmyne 11 wm Gopmyne 11, wm PMX-
53, unu coequHeHUs cornacHo dopmyte IV,

(q) aHTHTENAa WM €r0 aHTUTCHCBSI3bIBAIOINETrO ()parMeHTa, rae YKa3aHHOE aHTHTENO
WJIN €r0 aHTUTCHCBS3BIBAIOININN (PPArMEHT KOHKYPHPYET C aBaKomaHoOM uin PMX-
53 3a cBs3piBanme ¢ CS5akR;

(r) xmona S5/1, wim knona 7H110, win UX aHTUT€HCBA3BIBAIOIIETO (PparMeHTa; u



I1.

12.

13.

14.

83

(s) aHTHTENAa WM €r0 aHTUTCHCBS3bIBAIOINETrO ()parMeHTa, rae YKa3aHHOE aHTHTENO
WIA €r0 aHTUTCHCBS3BIBAIOIIUN (PparMeHT KOHKYPHPYET C OOHUM H3 aHTHUTEI,

yKa3aHHBIX B (1), 3a cBsa3biBaHue ¢ CSak.

Coenunaenne st mpuMeHeHHs 1o Jrobomy u3 nm. 1-10, oTimuarommeecss Tem, 4TO
yKa3aHHOE KOXXHO€ HEWTPO(PMIbHOE BOCHAIUTENPHOE 3a00JIeBaHHE MPEACTABISIET
co0oli ayToBOCHANUTENbHOE 3a00JieBaHME, BBIOPAHHOE W3 TPYMIbL, COCTOSINEH U3
rHoiHoro runpanenura (I'T); ranrpenosHoi muonepmuu (I'T1); ITAT'A (muoreHHOTrO
aprpura, ITI u axne); 'AIT (I'TI, akue u ruoitHoro rugpanenura), ITAAITT
(morenHoro aptpurta, akHe, I'T] u rHoiiHoro rungpanenuta), cuaapoma Csuta (CC);
cyOkopHeanpHOro mycrynesHoro aepmarosa (CIIJ]); mpuoOpereHHoro Oysuie3HOro
SMHMIAEPMOJIN3a, CTOWKOHW Bo3Bblmaromeics sputemsl (CBDJ); HelTpoduipHOro
NAHHUKYJNTA,  CHUHIpPOMA  KHIIEYHO-aCCOLMHMPOBAHHOTO  J€pPMaTO3a-apTpUTa
(BADAS); u cungpoma SAPHO (cuHOBUTa, akHe, MyCTyje3a, TUIEPOCTO3a U

OCTEHTA).

CoenuHenne s npuUMeHeHUs nmo jodomy u3 mm. 1-10, oTnuyaromieecs TeM, YTO
yKa3aHHOE KOXXHOE HEWTPO(PUIbHOE BOCHAIUTENbHOE 3a00JeBaHUE TMPEACTABISIET
coboii I'T unmu cesizannoe ¢ I'T 3aboneBanue, BHIOpAaHHOE M3 TPYMIbI, COCTOSINEH U3
ranrpeHosnoit nmuonepmuu (I'TI); [TAT'A (nmorenHoro aptputa, I'TI u akue), TAIT
(T'T1, axHe u rHo¥HOrO ruapanenuta);, [IAAITT (mmorenHoro aptputa, akue, [Tl u
rHoliHoro runpanenuta), cunapoma Ceuta (CC) u cyOKOpHEANbHOIrO MyCTYJIE3HOTO

nepmarosa (CIT).

CoenuHenne Iisi mMpuMeHeHHs 1o Jrodomy u3 nm. 1-10, oTimuaromeecss TeMm, 4TO
YKa3aHHOE KOXXKHO€ HEWTPOPHIbHOE BOCHAIUTENBbHOE 3a00JIeBaHHE NPEACTABISIET
co0oli ayTOMMMYHHOE 3a00JIeBaHNE C KOKHBIM BOCHAJIEHHUEM, BBIOPAHHOE U3 TPYIIIIHI,
COCTOALIEH M3  PEBMATOMIHOTO  HEUTPOPHIBPHOrO  Aepmaro3a,  CeMeHHOH
CPEeIU3eMHOMOPCKON  JIMXOpPajK{, KPUOMUPUH-aCCOLMUPOBAHHBIX  PAaCCTPONCTB,

noaarpsl u cuapoma [Iaunnepa.

CoenuHenne Iisi mMpuMeHeHHs o JrodbomMy u3 mm. 1-13, oTnmuarommeecss Tem, 4TO
yKa3aHHOE coeAnHeHue BBOAAT B 10o3e 800 Mr oauH pa3 B Hexemo win B 1o3e 800 mr

7IBa pa3a B HEEIO.
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