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OIMMCAHWE W3OBPETEHUA
2420-546318EA/018

CIIOCOBB M KOMIIOBULIMM [JISI IMATHOCTMKM M JIEUEHMS SBABOJIEBAHUN
Yy  TALUMEHTOB, VMMEIOIIMX  TIOBHIIEHHBE YPOBHU CXCL9 n  IOPYTUX
BEVOMAPKE POB

POLOCTBEHHHE 3ASBKU

I[Io @[maHHOM 3adaBKe MCIpallMBaeTCHd I[IPUOPUTET Ha OCHOBaHUU
IpeIBapuUTesIbHOM NaTeHTHOM 3agaBku CIA N 62/158153, nomaHHOM 7 Masd
2015 1.; TnpenBapuTeJILHOM IIaTeHTHOW 3agBku CIA N 62/221393,
nomaHHou 21 ceHTAOpsa 2015 r.; ¥ HOpenBapUTeJIbHOM INaTEeHTHOM 3asiBKU
CIIA N 62/246949, mnomanHuHoM 27 okTabps 2015 1., NOOJIHOe coIepXaHue
KaXIoM M3 KOTOPHBX BKJIOUEHO B HaCTOANMM HOOKYMEeHT I[IOCPeIdCTBOM
CCBIJIKMN .

OBJIACTHL TEXHUKM, K KOTOPOM OTHOCUTCA MBOBPETEHUE

zobpeTeHrMe  OTHOCUTCH, TJIaBHEM  OOpasoM, K crnocoBaM u
KOMIIOBULMAM  OJIA  JledeHMAa  reMoQaroumMTapHOTO  JIMMOOTMCTHUOLMTOS3A
(TJIT) . Taxkxe IpenJjoXeHEl CIIOCOOH u KOMIIO 3ULIUU oJisa
OVaTHOCTUPOBaAHMUSA M JIeueHusd 3aboJieBaHul, aCCOUUUPOBaHHEIX c
[IOBHIIEHHEIMY YPOBHAMM CXCL9, I[OBHIMEHHEMM YPOBHAMM oO0mero IFNy u
oIpyTux OMOMapKepoB. M300peTeHMe TakKXe OTHOCUTCA K  clIocobam
JIeUueHNA, 3aMelJIeHUd [IPpOTIPeCCUPOBaHMA MJM MHBEM O0pa30M OCJabJieHUA
cUMIITOMa 3aboJjieBaHMsA Yy T[alMeHTOB, VMEeKMMX I[IOBHIIEHHHE YPOBHU
CXCL9, rnoBmImIeHHHEe ypOBHUM oOmero IFNy, a Takxe IOpyI'ux OMOMapKepoOB,
C MCIOJIBE30BaHMEM CPeOCTB, KOTOPHE IIPelNATCTBYT WM ABJIARTCSA

aHTATOHMCTaMV/ CUTHaIM3aluMKM MWHTepbepoHa-TaMMa (IFNy), BxJmouad

HeVTpalusyomue aHTU-IFNy aHTUTela.

[IPEOIIOCEJIKM CO3IOAHUA M3OBPETEHUA

YeJioBeUeCKUM MHTepbepoH-TaMMma (IFNy, IFN-TaMMma) NOpencTaBJseT
cobor JMMOOKMH, MNPOIOYLUMPYEMHM aKTUBUPOBAHHEMKU T-JuMOOUMUTaAMU U
KJIeTKaMM - €CTeCTBEHHEMU KUJIJIEPaMH . 0}z IpOABIIAET
QHTUIIPOIUOEPATUBHYD ¥ MMMYHOMOINYJIMPYIIYD aKTMBHOCTM, CBA3HBaETCHd
¢ IFNy-R, TIeTepOoOUMEPHEM PpPeLelTOPOM Ha OOJIBIIMHCTBE [IE€PBUUHEBIX
KJIeTOK MMMYHHOM CUMCTEMH, M 3alycKaeT KacKal COOHTHUM, IPUBOIAMMUX
K BOCHaJIeHMKn. JM3BeCTHO, UTO MMMyHOMOLOYJIMpYKIas aKTMBHOCTE IFNy

OKRa3kBaeT GﬂaI‘OHpMHTHoe BO3IOelCTBUE Ipn MHOTI'MX KIIMMTHMYEeCKMX



cocTogHMAxX. OnHako, Kak M3BEeCTHO, €CThb MHOXECTBO KJMHUUECKUX
COCTOSAHUM, TIPYM KOTOPHX AaKTUBHOCTL IFNy TIPpUMBOIMUT K TaTyOHBEM
oCcHenCcTBYAM. Hampumep, ayToOMMMyHHBEe 3ab0JieBaHMA acCCOLUMMPOBAHEL C
BEHICOKMMM yPOBHAMM IFNY B KpPOBM U TIOpPaXeHHHX ©OO0JIe3HbBI TKAaHAX VY
NalMeHTOB C ayTOMMMYHHEMM 3abojleBaHMAMM. Takxe OvbJla IIOoKazaHa
CBA3L aKTMBHOCTM IFNy c TakuMu ©OOJIe3HEeHHBIMM COCTOSHUAMM, Kak

KaxeKCusda ¥ CelTUUYeCKUM [OK.
IFNy BOBJIEUEeH B LeJIeM pan 3abojieBaHuM; U OvUIM pa3paboTaHH

JIEKapPCTBEHHEE IpeliapaTe Ha OCHOBe aHTM—IFNY cpellCTB.

COOTBETCTBEHHO, CYIEeCTByeT NOTpe®HOCTL B KOMIIO3UIMAX UM Cclocofax,
WCIIOJIE3YEMEIX IOJIS MOeHTUOMKaLUM OMOMapKepoB MIpolyluupoBaHMsa IFNy B

IFNy-onocpenoBaHHHX 3ab0JieBaHUAX.
CYIHOCTBE M3OEPETEHNA
B kommosunmax u crnocobax, OINMCAHHEIX B HaCTOAlleM IOKYMEHTe,

IIpeJIOXeHO MNMCIIOJIE3OBaHNME IIOJIHOCTBIR YeJIOBeUeCKOI'O MOHOKJIOHaJIBHOI'O

anTuresa (MAT) IgGl nportus uHTepbepoHa-Tamma (IFNY), HasEBaeMoOI'O

B HacTosmeM »nokyMeHTe NI-0501, KoTopoe CBASHBAET UM HeUTpaJusyeT
IFNy. NI-0501 cBA3HBaeT PpPacTBOPUMMYK U CBS3aHHYKD C PEeLEelNTOPOM

(IFNYR1) bopmer IFNy. KomMmmozsuumm M CIOCOOH, MNpenjioXeHHBE B
HacTodmeM IOOKYMeHTe, IOJIe3HH OJIA JledeHMsa  TeModarouMTapHOTO
JuMmpormucTuoumroza (IVIT) .

AHTU-IFNY aHTMTeJIO, Ha3HBaeMOe B HacToOdAlleM NOoKyMeHTe NI-051,
COIEPXUT OIpelelIARMyl KOMILJIEMEeHTapHOCTL o6JlacTek 1 BapuabeJIbHOM
obJacTu TOXKeJION — Lelu (VH CDR1), ConmepXalyn AMVMHOKMCJIJIOTHYIO
[IOCJIENOBATEJIEHOCTD SYAMS (SEQ ID NO: 1), OIpenelIarllyn
KOMILJIEMEHTAPHOCTE 0O0JJacTek 2 BapuabeJIbHOM 0O0JJlacTM TSXKeJION Lelu
(VH CDR2), comepxamyn AMVHOKMUCJIOTHYIO [IOCJIEOOBATEJIBHOCTE
ATSGSGGSTYYADSVKG (SEQ ID NO: 2); u OIpenelIarlly
KOMILJIEMEHTAPHOCTE 0O0JacTe 3 BapuabeJIbHOM 0O0JlacTM TSXKeJION Lelu
(VH CDR3), comepxamyn AMVHOKUCJIOTHYI [IOCJIEOOBATEJIBHOCTE
DGSSGWYVPHWFDP (SEQ ID NO: 3); oIopeleldOlyln KOMILJIEMEHTAPHOCTE
obJjiacTh 1 BapmabesbHOM objlacTu Jierkou uenu (VL CDR1), comepxamylo
AMMHOKMCJIOTHYIO IIOoCJIedoBaTeJIbHOCTE TRSSGSIASNYVQ (SEQ ID NO: 4);

OoIipeneJidiyrn KOMIIJIEMEHTapHOCTE oBJlacThb 2 BapMa@eﬂbHOﬁ obacTu



JeTkom Lenm (VL CDR2), comepxanymn AMMHOKUCJIO THYIO
ocjienoBaTeJyIbHOCTE  EDNQRPS (SEQ ID NO: 5); u oIpemeijdarlyn
KOMILJIEMEHTapHOCTEL 06JacTb 3 BapuabelbHOM obJjacTu JerkoM uenm (VL

CDR3), colepXallylb aMMHOKMCIIOTHYK IIOCJIemOBaTeJIbHOCTE QSYDGSNRWM

(SEQ ID NO: 6). NI-0501 conmepxmuT BaprabelbHYyK O0OOJIACTb TIXKEJION
el C aMMHOKMCJIOTHOM IIocJemoBaTeJibHoCThID SEQ ID NO: 47 u
BapmrabeJsIbHYI obJacTob JIeTKOM Lenmn c aMMHOKMCJIO THOM

nocjienoraTeJibHOCTRIO SEQ ID NO: 48.

B KOMIIOBULIMAX u criocobax, IIpenJIoXeHHEIX B HaCcTOAleM
OOKYyMeHTe, aHTuTejsio NI-0501 coopMyiMpOBaHO B BUIEe CTEepPUJIBHOTO
KOHIleHTpaTa IJa MHOYy3uM (B pacueTe Ha MI). B HEKOTOPHX BapMaHTax
ocymecTBJeHra NI-0501 coopMysmMpoBaHO clienyiommMm obpasomM: 5 M1 NI-
051, 1,55 mMr L-ructunuHa, 3,14 M L-TMCTMIMHA MOHOTMAPOXJIOPHUIA,
MoHOTMIpaTa, 7,31 Mr xJjopuna HaTpusa (NaCl) m 0,05 Mr nosmcopbara
80, mnpm »TOM 3HaueHMe pH cocraejasgeT oT 5,8 mo 6,2. B HEeKOTOPHX
BapuaHTax OCYIEeCTBJIEHUA NI-0501 CcOOPMYyIIMPOBAHO CJIe OYIOMMM
obpaszsoM: 5 mMr NI-051, 1,55 wmMr L-ructunouHa, 3,14 Mr L-TuUCTHUIMHA
MOHOTUIPOXJIOpKUIOa, MoHOTMIApaTa, /7,31 Mr xJjgopuma HaTpusa (NaCl) wu
0,05 Mr nosmcopbara 80, npM »TOM 3HaueHue pH cocrasjdgeT 6,0.

B KOMIIO BULIUAX u criocobax, IIpenJIoXeHHBIX B HacTogmeM
noxkymeHTe, NI-0501 BBOOAT CYOBEKTY, KOTOPHM HYXIaeTCs B STOM,
nJIs JleueHus, IpenoTBpalleHU A "/ U OTCPOUKU HauaJla W
IporpeccUupoBaHmsa, JmMbOoO ocjablleHrMd acCOLUMMPOBAHHOTO cuMITOMa IJIT.
B HekOTOpPHEHIX BapMaHTax ocymecTBJeHua NI-0501 BBomaT CyOBEKTY,
KOTOPHIM HyXOaeTCS B STOM, OyTeM B/B MUHOY3MM B TeueHMe OIHOTO
Yyaca B HauvaJIbHOM mJo3e 1 MI'/KI'. B HEKOTOPHX NONYJIAUMAX IalWeHTOB,
HaopuMmep, MHallMeHTOB C HM3KOM Maccol Tejla HW/MUIM OUeHb MOJIOIEX
HalMeHTOoB, B/B MHOY3MIO MOXHO BHIIOJHSTE B TeueHMe 0Oojee UeM
OOHOTO Yaca, HalpuMep, 10 MeHbmel Mepe 90 MMHYT, IO MeHLIIeM Mepe
2 YacoB MJM IO MeHbIleM Mepe 3 uYacoB, uIm BoJiee.

B HEKOTOPHIX BapmMaHTax OCYIIeCTBJIEHUSA NI-0501 BBOIOAT
CyOBeKTy, KOTOPHM HYyXIaeTCsa B STOM, IIyTeM II0 MeHblle¥ Mepe OOHOM
OOMIOJIHUTEJIEHOM B/B MHOY3MM IIOCJe IIepBOHauvaJIbHOM B/B MHOY3SUU B
TeueHMe OOHOTO UYaca B HavaJbHOM mo3e 1 MI/KT. B HeKOTOPHX
BapMaHTaxX OCYIeCTBJIEHMI II0 MeEHbIlel Mepe OIHY MHOOIOJHUTEJLHYI B/B

I/IH(]_)VSI/IIO BEIIIOJIHAKRT B OO3¢, KOTOpaAd BHIIe, YeM HaudaJIEHaAd »OO03a 1



MI'/KT'. B HEKOTOPHX BapMaHTaxX OCYMeCTBJIEHMS [Jo3a 10 MeHLIel Mepe
OIOHOWM MNONOJIHMUTEJLHOW B/B MHOY3UM COCTaBjigeT 3 MI'/KT'. B HEKOTOPHX
BapMaHTax OCYMEeCTBJIEHUS 10 MeHbIeV Mepe OINHY IOINOJHUTEJLHYID B/B
MHQY3MIO  BHIOJHAKT I[IO MeEHBIEM Mepe dYepe3 TpM OHA  IOCJe
IepBOHAYAJBLHOW B/B MHOY3MM. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHWUS
10 MeHbIIely Mepe OIHY HIOINOJIHUTEJbHYH B/B MHOY3MO BHIIOJIHSIOT B
MOMEHT BpeMeHM, BHOPaHHHM W3 TpPyINH, COCTOAmMeN U3 MOMeHTa
BpeMeHr uepe3 3 OHA II0CJe IIepBOHauvallbHOM B/B MHOYy3uUM, uUepes 6
OHell IIocJle IIepBoHauvaJIbHOM B/B UHOY3MUM, UYepes 9 IOHeM IOCJe
nepBOHAYaJbHOM B/B MHOY3UM, uYepes 12 OHeW IMocje IepBOoHaYaJILHOM
nHOY3MM U depe3 15 OHeM I[oOCJle IepBoHauvaJlbHOM MHOy3um. B
HEeKOTOPEHIX BapmaHTax OCylleCTBJIEHUSI 1o MeHbIIeN Mepe OOHY
IOTIOJIHUTEJILHYD  B/B  MHOY3MIO  BHIIOJHSIT  Uepes 3 OHS  [ocJe
nepBoHavalbLHOW B/B MHOY3MM, UYepe3 6 MOHEM II0CJe IepBOHAYAJILHON
B/B uHOY3UM, uUepezs 9 mOHeEM IOCJe IIepBOHAUYaJbHOW B/B MHbY3MUHM,
yepes 12 nHeM [oOCJIe HepBOHauaJIbHOM MHOY3MM U depes 15 mHeM mocJe
IIepBOHAYAJILHOM MHOY3UU.

B HEKOTOPHIX BapraHTax OCYIEeCTBJIEHU S NI-0501 BBOIOAT
Ccy®BeKTy, KOTOPHM HyXIaeTCs B STOM, IIYyTeM IIO0 MeHbIleM Mepe OOHOM
cepuM  OOMNOJIHMTEJIBHHX B/B  MHOY3UM IIOCJe IepBoHAuUaJIbHOM B/B
MHOY3UM B TeueHMe OOHOTO uYaca B HauvaJlbHOM mo3e 1 MI/KT, IPU STOM
cepusd MOOIOJHUTEJILHHEX B/B MHOY3UM BRKJIOUAET I[I0 MeEHbIlel Mepe OOHY
cepuo B/B MHOY3UM @OBa pas3a B Helelw. B HEKOTOPHX BapMaHTax
OCYIEeCTBJIEHMS II0 MeHbIIelM Mepe OIHY cepuio B/B MHOYy3UM OBa pasa B
HeOeJo BHIOJHAKT B IOo3e, 0OoJjlee BHCOKOM, UYeM HauvaJlbHad nJo3a 1
MI'/KT'. B HEKOTOPHX BapMaHTaxX OCYMEeCTBJIEHUS II0 MeHbIel Mepe OIHY
cepuo B/B MHOY3MIM OBa pasa B HeIeJlo BHIIOJHIOT B mo3e 3 MI'/kKr. B
HeKOTOPHIX BapMaHTax OCyIleCTBJIEHUS 1o MeHbIeM Mepe OnHY
NOTMOJIHUTEJIbHYI0 B/B MHOY3MIO BHIIOJHSOT I10 MEHBIIEM Mepe uepes Tpu
HeIeJM TIOCJIe IIepPBOHAYAJLHOM B/B MHOY3MM. B HEKOTOPHX BapMaHTax
OCYIMEeCTBJIEHVS TIIO MeHbIIey Mepe OIHY MHOOMNOJIHUTEJILHYD B/B MHOY3MO
BHIIIOJIHAIT B MOMEHT BpPEeMeHM, BHOpPaHHHNM W3 TPYINNH, COCTOAMEN U3
MOMEHTAa BpPEMeHU uUepes 3 HeIeJ IoCJie IepBOoHauvaJIbHOW B/B MHOY3UH,
yepes 4 HemeJu IIOCJe IepBOHAauvaJIbHOM B/B uMHOY3MM, Uepes 5 Hemelb
rnocjie  IepBoOHAYaJIbHOM B/B  MHOYy3UH, yepes 6 HemeJb nocJe

IepBOHaYaJIbHOM MHOQY3UM, UYepe3 / HeOejb IIOCJe IIepBOoHavaJIbHOM



MHOY3MM M Uepe3 8 HeOeJlb IIOCJe IepBOoHauvaJlbHOM uHOy3um. B
HEKOTOPEIX BapuaHTax OCYIeCTBJIEHUA 1o MeHbIIeM Mepe onoHy
NOTMOJIHUTEJNbHY B/B  MHOY3MIO BHIIOJHAOT UYepes 3  HeOeJau Iocje
NepBOHAYAJBLHOM B/B MHOY3UM, uYepes 4 HemeJau II0CJe IepBOHAYAJILHOM
B/B uHOYy3MM, UYepez 5 HeImesb IIOCJe IIepBOHauvaJIbHOWM B/B UHOY3UH,
yepesz 6 HeOeJb IIOCJIe IepBOHAYaJIbHOM MHQY3UM, UYepe3 7 HeleJb
rocJje IepBOHAYaJILHOM VHOY 3UM n uepes 8 HelleJlb rocJe
IIepBOHAYaJILHOY MHQY3UMU.

B HEKOTOPHIX BapmMaHTax OCYIWEeCTRJIEHNA NI-0501 BBOOAT
CyOBeKTyY, KOTOPHM HYyXIaeTCsa B DTOM, IIyTeM I[I0 MeHBIeM Mepe IOBYX
NOIMOJIHUTEJILHEX B/B MHOY3UM IIOCJe IIepBOHAYaJIbHOM B/B MHOy3uM. B
HEKOTOPEIX BapuaHTax OCYIEeCTBJIEHUA 1o MeHbIIEN Mepe oBe
IOTIOJIHATEJIbHEE B/B MHOY3MM BHEIIOJHSIOT B 10o3e, O00Jilee BHCOKOM, UeM
HavajbHagd mo3a 1 MI/KD. B HEKOTOPHX BapMaHTaxX OCYyMeCTBIIeHUS
[IepBYI0 HOOIOJHMUTEJIbHYID B/B MHOY3MIO UM BTOPYI OOIMNOJHUTEJNLHYID B/B
VMHGY3MIO BHIIOJHAIT B OIHOM M TOM Xe I03e. B HEeKOTOPHX BapMaHTax
OCYMEeCTBJIEHUS IepBYyl  HOOMNOJIHUTEJIbHY B/B  MHOY3MIO ¥ BTOPY
IOTIOJIHATEJILHY B/B  MHQY3MIO BHIIOJHAOT B OOHOM ¥ TOM Xe IOo3e,
KOTOpasd  BHIIE, yeM HaudaJlbHasg IOo3a. B  HEKOTOpPHIX BapMaHTax
OCymecTBJIEHMS IO MeHblleM Mepe OIOHY M3 IepBOM U BTOPOU
NOIMOJIHUTEJIbHEIX B/B MHOY3MM BHIIOJHAT B O03e 3 MI'/KI'. B HEKOTOPHX
BapMaHTax OCyWeCTBJIEHU A MIepBYyID  HOOMNOJIHUTEJILHYID B/B VHOQY 310
BHIIOJIHAIT 10 MEHLIIeM Mepe uepes TPY IOHS I[I0CJe IIepBOHAYAJLHOM B/B
VMHOY3UN . B HEKOTOPEIX BapuaHTax OCYyWeCTBJIEHUSI [IEPBYL
NOTMOJIHUTEJIbHYI0 B/B MHOY3MIO BHIIOJHIIOT B MOMEHT BpPEMeHM, BHOPaHHLI
M3 TPYIOH, COCTOAmMEeM M3 MOMEHTa BpeMeHM uUepes 3 IOHA IOCJe
IepBOHAYAJBLHOM B/B MHOY3UM, UYepes 6 OHEM I[I0CJe IIepBOHAUYAJILHON
B/B WHOYy3MM, uUepe3 9 IIHeW IIOCJe I[epBOHAYAJbLHOM B/B UHOY3UH,
yepes 12 OHeM [oOCJe NepBOHauaJIbHOM UHOy3uUM M depes3s 15 mHeM nocse
IepBOHavaJIbHOM MHOy3MM. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
[IepPBYI IOMNOJHUTEJLHYID B/B MHOY3MIO BHEIIOJHALT uUepes 3 IHA II0CJe
nepBOHAYAJBLHOW B/B WMHOY3UM, UYepes 6 MOHEM I[I0CJe IepBOHAUYAaJILHON
B/B WHOYy3MM, uUepe3 9 IHeW IIOCJe I[epBOHAYAJbLHOW B/B UHOY3UH,
yepes 12 OHeM I[IOCJe NepBOHAauaJIbHOM MHOy3uUM M depes3s 15 mHeM nocse
IepBOHaUaJIbHOM MHOYy3MM. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS

BTOPYI® OOIIOJIHMTEJIBEHYIO B/B MH@VBMIO BEHIIOJIHAT B MOMEHT BpPEMEeHN,



BHIOpPaHHHM M3 TPYIMNIH, COCTOAMNEM M3 MOMEHTa BpeMeHU uepe3 3 HeIelu
rnocjie  IMepBoOHAYAJIbHOWM B/B  MHOYy3UH, yepes 4 HeOeJu  IIOCJe
NepBOHAYAJBLHOW B/B MHOY3UM, uYepes 5 Hemesb I[I0CJe IepBOHAYAJILHOM
B/B MHOY3UM, Uepe3 6 HeIeJb II0CJe IIepPBOHAYAJILHOM MHOY3MM, uUepe:s
7 HenmeJlb IOCJIe IIepPBOHAUYaJIbHOM MHQY3MM U UYepe3 8 HeOesb IOCJHe
IIepBOHAYaJIbHOM MHOy3MM. B HeKOTOPHX BapMaHTax OCYNeCTBJIEHUS
BTOPYID IONOJIHMTEJIbHY B/B MHOY3MIO BHIIOJHAOT uYepe3s 3 HeOelu IoCJIe
IepBOHAYAJBLHOM B/B MHOY3UM, uYepes 4 HemeJu II0CJe IepBOHAYAaJILHOM
B/B uHOYy3MM, uYepezs 5 HeImesb I[IOCJe IepBOHauvaJIbHOM B/B UHOY3UH,
yepes3 6 HemeJib IIOCJIe IIepBOHAYaJIbHOM MHOQY3MM, UYepe3 7 HeleJb
nocJe IIepBOHAYaJILHOM MHQY 31U u uepes 8 HeIeJb nocJe
IIepBOHAYaJIbHOM MHOy3MM. B HEeKOTOPHX BapMaHTax OCYNeCTBJIeHUS
[IepBY0 IOMOJHUTEJILHY B/B MHOYS3MIO BHIIOJHIOT uYepe3 3 OHA IIOCJHe
nepBoHavalbLHOW B/B MHOY3MM, UYepe3 6 MOHEM II0CJe IepBOHAYAJILHON
B/B uHOY3UM, uUepezs 9 mOHeEM IOCJe IIepBOHAUYaJbHOW B/B MHbY3MUHM,
yepes 12 nHeM [oOCJIe HepBOHauaJIbHOM MHOY3MM U depes 15 mHeM mocJe
IepBoOHAYAJILHON MHOY3MM, ¥ BTOPYI HOOIOJHUTENLHYID B/B MHOY3MD
BLHIIOJIHAIT uYepes 3 HemesM I[ocje IIepBOoHayvallbHOM B/B MHOY3IUM, Uepes
4 HemeJIM TIOCJIe IepBOHAuUallbHOM B/B MHOY3UM, Uepe3s 5 HemeJsb I0OcCje
IepBOHAYAJBLHOM B/B MHOY3UM, UYepes 6 HeOeJb I[I0CJie IepBOoHAaUaJILHONM
nHbY3UM, UYepes 7 HeOeJsb IIOCJe IIepBOHAauaJIbHOM MHOY3MM U Uepes3 8
HeOeJlb IIOCJie TMepBOoHauYaJIbHOWM MHOY3UM.

B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHUA I[IepBYID IOMIOJHUTEJILEHYIO
B/B MHOQY3MIO U BTOPYI IOINOJHUTEJILHYID B/B MHOY3MIO BHIIOJHAOT B
pasHEX  OO03ax. B  HeKOTOPHX BapMaHTax OCYWeCTBJIEeHUS IepBYL
NOMOJIHUTEJIbHY0 B/B MHOY3MIO ¥ BTOPY IOMNOJHUTEJLHYID B/B MHOY3MIO
BHIIIOJIHAKT B pPa3HHX [»OO3ax, IIPpM STOM »OO3a BTOPOM IONOJHUTEJLHOU
B/B MHOY3MM BHIIE, UYeM I03a I[IepPBOV INOIMNOJHUTEJbLHOM B/B MHOYy3MM. B
HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHUS I[IePBYID IOOIOJHUTEJLHYID B/B
UHOY3MIO M BTOPYH HOOINOJHUTEJILHYID B/B MHOY3MIO BHIIOJHAOT B pPa3HBX
nos3ax, MIPpUM STOM I03a BTOPOW MNOMNOJHUTEJIBHOM B/B MHOY3UM BHIIE, UYeM
Io3a IIepBOM MNONOJHUTEJBbHOW B/B MHOY3MM, ¥ OPM DTOM MHOO3H Kak
[IepBO¥, TakK M BTOPOM, MHOMIOJHUTEJBLHOW B/B MWHOY3UM BBEIIE, UYEM
HadaJlbHas »o3a. B HEKOTOPHX BapMaHTax OCYmeCTBJIeHUS II0 MeHbIen
Mepe OIHY M3 TIIepBOM UM BTOPOM IOOMNOJIHUTEJLHHX B/B MWHQY3UN

BEIIIOJIHAKT B OHO3e 3 MI‘/KI‘. B HeKOTOPEIX BapMaHTaX OCYIMeCTBJIECHNA



MIepBYID MOMNOJHUTEJIbHYD B/B MHOY3MIO BHIIOJHSIOT B H03e 3 MI'/KD U
BTOPYID HOONOJHUTEJbHYH B/B MHOY3MIO BHIIOJHALT B OO03e 6 MI/KT. B
HEKOTOPHX BapMaHTax OCYMEeCTBJIEHUS I[IePBYI HOOIOJHUTEJLHYID B/B
MHQY3MIO  BHIOJHAKT I[IO MeEHBIEM Mepe dYepe3 TpM OHA  IOCJe
IepBOHAYAJBLHOW B/B MHOY3MM. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHWUS
MIepPBYID MHOMNOJHUTEJIBEHYD B/B MHQY3MO BHIIOJHALT B MOMEHT BpeMeHM,
BHIOpPaHHBIL W3 TPYNINH, COCTOSAMNEN M3 MOMEHTa BpPEeMeHM dYepe3 3 IOHA
rocse nepBOHaUaJbLHOM B/B VHDY 31U, yepes 0 oHen rocJe
nepBOHAYaJbLHOM B/B WMHOY3UM, uYepes 9 @OHeM I[o0oCJe IepBOoHaUYaJILHOM
B/B MHOY3UM, Uepe3 12 OHEN I[oCcJe IIepPBOoHAYaJIbHOM MHQY3UM U Uepes
15 @nHe¥W 1oOCJEe IIepBOHAYaJIbHOM MHOY3MM. B HeKOTOPHX BapMaHTax
OCYMEeCTBJIEHVS I[IePBYID OOIOJHUTEJLHYID B/B MHOY3MIO BHIIOJHALT udepe:s
3 @OHA TIIoCJle IepBOHauaJlbHOM B/B UMHOY3MM, uYepes3s 6 [OHENW [ocje
nepBoHavYalLHOW B/B MHOY3MM, uYepes 9 mOHeM II0CJe IepBOHAYAJILHON
B/B uHOY3UM, Uepes 12 »OHeM IocJie INepBOHAYAJLHOM MHOY3UM U Uepes
15 pgHe¥W 1[ocJle IIepBOHaudaJIbHOM MHOYy3UM. B HEKOTOPHX BapMaHTax
OCYMEeCTBJIEHUS BTOPYID IOINOJHUTEJLHY B/B MHOY3MIO BHIIOJHSIOT B
MOMEHT BpeMeHM, BHOPAaHHHM M3 TPYIIL, COCTOAmMeN U3 MOMeHTa
BpeMeHM uepes 3 HeIeJM IIoCJe IIepBOHAYaJIbHOM B/B MHOY3UM, Uepe3 4
HeIeJM I[IOoCJie I[epBOHAYaJIbHOM B/B UHOY3UM, uUepe3 b5 HeImeJb IOCJe
IepBOHAYAJBLHOM B/B MHOY3UM, UYepes 6 HeOeJb I[I0CJie IepBOHaUaJILHON
nHOY3UM, UYepes 7 HeOeJsb IIOCJe IIepBOHAauaJIbHOM MHOY3MM U UYepes3 8
HemeJib IocJie TIIepBOHadvajlbHOM MHOy3uUM. B HEKOTOPHX BapraHTax
OCYIEeCTBJIEHVS BTOPYID OOIOJHUTEJILHYID B/B MHOY3UIO BHIIOJHALT Uepe:s
3 HemeJM IIOCJe IepBOHAualbHOM B/B UHOY3UM, uUepes 4 Hemedu IOCIe
IepBOHAYAJLHOM B/B MHOY3UM, uYepes 5 Hemesb [I0OCJe IepBOHAUYAJILHON
B/B MHOY3UM, Uepe3 6 HeIeJb I[I0CJe IIepPBOHAYAJLHOMW WHOY3MUM, Uepe:s
7 HemeJb IIOCJIe IIepBOHAUaJIbHOM MHOQY3UMM U dYepe3 8 Henesb IOCJe
IepBOHadvaJIbHOM MHOYy3MM. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
[IepPBYID IOMNOJHUTEJLHYID B/B MHOY3MIO BHEIIOJHALT uUepes 3 IHA I[I0CJe
mepBOHAYAJBLHOW B/B MHOY3UM, UYepes 6 MOHENM I[I0CJe IIepBOHAUYaJILHON
B/B WHOYy3MM, uUepe3 9 IHeW IIOCJe IepBOHAYAJbLHOM B/B UHDY3UH,
yepes 12 OHeM [OCJe NepBOHauaJIbHOM MHOy3uM M depes3s 15 mHeM nocse
IepBOHAYAJBLHOW WHQY3MM, ¥ BTOPYHD IOINOJHUTEJLHYID B/B MHOY3MIO
BHIIOJIHAIT UYepes3 3 HeIeJM II0CJie IepBOoHAaUaJIbHOM B/B MHOY3UM, Uepe:s

4 HemeJIM IOCJIe IIepPBOHauvaJIbHOM B/B MHOY3MUM, Uepes 5 HeIeJb IIOCJe



NepBOHAYAJBLHOW B/B MHOY3UM, UYepes 6 HeOeJb I[I0CJe IepBOoHavaJIbHOM
MHQY3UM, UYepes 7 HeOeJb IIOCJe I[IepBOHAUaJIbHOM MHOY3MM U UYepes3 8
HeOeJlb IIOCJIe TepBOHAYaJILHOM MHOY3UM.

B HeKOTOpPEHX BapMaHTax OCYWeCTBJIEHUA IepBas OOIOJIHUTEeJIbHAaL
B/B MHOY3MSA BKIIOUAET 110 MeHBbIEeY Mepe IepByl cepuio B/B MHOY3UN
IBa pasa B HeOeJlo, ¥ BTOpas IOOINOJHUTENLHas B/B MHOY3MUS BRIOUAET
10 MeHbIeV Mepe BTOPY cepuio B/B MHOY3MUM OBa pasza B HeIOeJo. B
HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHVA IepBYyl cepuo B/B MHOY3UM IBa
pasa B HemeJow ¥ BTOPYKL Cepuio B/B MHOY3UM IOBa pas3a B HeIelo
BHIIOJIHAIT B 1o03e, OOJlee BHCOKOM, uYeM HauvaJlbHasg pnos3a 1 Mr/xr. B
HEeKOTOPHX BapMaHTax OCYMEeCTBJIEHVA IepBYyl cepuio B/B MHOY3UM IBa
pasa B HeOeJo BHIIOJHALT B »0o3e 3 MI'/KI', U BTOPYK Cepuio B/B
uHby3UM IBa pa3a B HeIeJ0 BHIIOJHALT B I03e 6 MI'/KI'. B HEKOTOPHX
BapMaHTax OCYMeCTBJIEHNA I[IePBYH CepMui IOOMNOJIHUTEJIBHEIX B/B UHOY3UMN
BHIIOJIHAKT I10 MEHBLIIEM Mepe uepes3 Tpu OHS I[IOCJe IIepBOoHAYaJIbHOM B/B
VMHOYy3MM. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUA IIepPBYID CepU
IOTIOJIHATEJILHEX B/B MHOY3WMM BHIIOJHSAIT B MOMEHT BPEMEHY, BHOpPaHHHI
M3 TPYIHIE, COCTOAmEM M3 MOMeHTa BpeMeHM dYepes3 3 IOHA IIOCJe
nepBOHAYaJbLHOM B/B MHOY3UM, UYepes 6 MOHEM I[0ocJe IepBOoHAUaJILHON
B/B uHOYy3MM, uUepe3 9 IHeNV IIOCJe IepBOHAYaJbHOM B/B UHDY3UH,
yepes 12 OHeM IIocJe epBOHauaJlbHOM MHOy3uUM M depes 15 mHeM noce
IepBOHaUaJIbHOM MHOYy3MM. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
[IePBYID CepM0 IOMNOJHUTEJLHEX B/B MHOY3UM BHIIOJHALT uYepes 3 IHSA
rocje nepBOHAaUAJLHOM B/B VHQY 31U, yepes o oHen rocJe
IepBOHAYAJBLHOW B/B WMHOY3UM, uYepes 9 mOHeNM I[0oCJe IIepBOHAUYAJILHON
B/B MHDY3UM, Uepe3 12 IOHel HocJle IIepPBOoHaYaJIbHOM MHQY3UM U Uepes
15 1nOHe¥ mnocJie TIIepBOHAUalIbHOM MHOY3MM. B HEeKOTOPHX BapraHTax
OCYIECTBJIEHVS BTOPYID CEPpMI HOOMNOJHUTEJILHHX B/B MHOY3UM BHIIOJIHIOT
B MOMEHT BpPEeMeHM, BHOpPaHHEM M3 TPYINH, COCTOAMEeN M3 MOMeHTa
BPEeMeHM uUepes 3 HeIOeJM I0oCJe IIepBOHAYaJIbHOW B/B MHOY3UM, uUepes3 4
HeIeJM I[IOCJie I[IepPBOHAYaJIbHOM B/B WMHOY3UM, Uepe3 5 HemeJsb I[0OCJe
NepBOHAYAJLHOW B/B MHOY3UM, UYepes 6 HeOeJb I[I0CJe IepBOoHaYaJILHOM
MHOY3UM, UYepes 7 HeOeJb IIOCJe I[IepBOHAaUaJIbHOM MHOY3UM UM UYepes3 8
HeneJib IOCJe TIIepBOHadvaJlbHOM MHOy3MM. B HEKOTOPHX BapraHTax
OCYIECTBJIEHVS BTOPYID CEPpMI MOOMNOJIHUTEJILHHX B/B MHOY3UM BHIIOJIHIOT

yepes 3 HemeJ M IIOCJe IepBOoHAuvaJIbHOM B/B MHOY3MM, Uepes 4 Hemelu



rmocye mepBOHAaUaJbLHOM B/B VHQY 31N, yepes 5 HeneJb rmocye
IepBOHAUAJbLHOM B/B MHOY3MM, Uepe3 6 HeIeJlb IIocje IIepBoHaYaJlbHOM
VHOY3UM, UYepes 7 HemeJb IIOCJe IepBoHadvaJlbHOM MHOY3UM U uUepe3 8
HeleJlb IIOCJle IIepBOoHauvaJIbHOM MHOYy3MM. B HeKOTOPHX BapMaHTax
OCVYIIECTRBJIEHUA IIePBYHD Cepuid HOOIOJHUTEJILHHX B/B MHOY3MUNM BHIIOJIHIOT
yepes 3 OHA IOCJEe IIepBOHAUaJILHOM B/B MHOY3UM, Uepes 6 OHeM II0ocje
IepBOHAUaJbHOM B/B MHOY3MUM, Uepe3 9 OHelM II0cje IIepBoHaYaJIbHOM
B/B MHOY3UM, Uepe3 12 OHEN I[OocJe IIepPBOoHAYaJIbHOM MHQY3UM U Uepes
15 oHen rocJe IepBOHaAUaJbLHOM MHQY3UH, u BTOPYIO cepuwn
OOMIOJIHUTEJIEHEIX B/B  MHOY3MIM  BHIIOJHAOT UYepes 3  HeIeJu IOCJe
IepBOHAYAJbLHOM B/B MHOY3UM, UYepe3 4 HeIeJ M IIOCJe IIepBOoHAYaJILHOM
B/B wuHOY3UM, Uepe3 5 Hemesib IoCJe IepBOHAUAJILHOM B/B MHOY3UHU,
yepesz 6 HeOeJb IIOCJe IepBOHAYaJIbHOM MHOY3UM, uYepe3 7 HeleJb
rocJe nepBOHAYAJILHOM MHOQY3UU u uepes 8 Henellb rnocJe
nepBOHAYAJLHOY MHQY3UU.

B HeKOTOPHX BapMaHTax OCYWeCTBJIEHUS  MHOY3UM  BHIIOJHAKT
Kaxaele 3 IOHA IIoCJie BBeIOeHMd HauaJIbHOM IO3H B TeueHMe CpoKa
BILJIOTL OO 15 @»OHeM TIIocJle BBeIOeHMS HauvaJIbHOM HO3H. B HEKOTOPHX
BapMaHTax OCYINEeCTBJIEHMS MHQY3UMM BHIIOJHAKLT KaxIObke 3 »OHS TIIOCJe
BBeIeHMSS HauvaJIbHOM OO3H B TeueHMe CpoKa BIJIOTL OO 15 mHel 1ociie
BBeIeHMS HayvaJIbHOM @HOO3H, C I[ocjenyiomyuMy WHOY3UMSAMM OBa pasa B
HeIeJllo, HauMHad IO MeHbIleM Mepe uYepe3 15 @OHeM 10cjie BBEeOEHUS
HauvaJIbHOM OO3H. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUS O3y MHOY3IUMU
yBeJMUMBAT OO 3 MI/KD B Jioboe BpeMd II0CJie BBeleHUd HauaJlbHOM
OO3El. B HEKOTOPHX BapMaHTaxX OCYMEeCTBJIEHMS IIOCJI€ MMHMMYyM »OBYX
MHOY3MUIML B mos3e 3 MI/kD po3y NI-0501 yBegmMumuBawT 0O 6 MI/KD IJA
IIoCJIeIyIOMUX BILJIOTL OO UYeTHpex MHOY3UM.

B KOMITO BULIMAX u crnocobax, P enJIOXEeHHEIX B HaCTOAmeM
noxkyMeHTe, NI-0501 BBOOAT CYOBLEKTY, KOTOPHM HYXIaeTCsa B STOM,
oJjs JIeUeHusd, IpenoTBpaleHn s "/ Nm OTCPOUYKMU Hauvaja VI
IPpOTPECCUPOBaHMA, JMOO ocJablleHrMd acCCOLUMMPOBAHHOTO cuMIToMa I[JIT.
B HekoOTOpPEHIX BapMaHTax ocymecTBJeHrMa NI-0501 BBomaT CyOBEKTY,
KOTOPHIM HyXOaeTCS B STOM, OYyTeM B/B MUHOY3MM B TeueHMe OIHOTO
Jaca B HauvaJIbHOM nose 1 MT/KT. B HEKOTOPHIX BapMaHTax
OCYIECTBJIEHMA MHQY3UM BHIIOJHAKT KaXIee 3 OHS I[IOCJIe BBeIeHWUd

HauvaJIbHOM IOO3H B TeueHHre CpOKa BIIJIOTE OO 15 mHeM 1ocJie BBeIOeHUS
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HauvaJIbHOM HOO3E. B HEKOTOPHX BapuaHTax OCYMeCTBJIEHUS MHOQY3UU
BHIIIOJIHAKRT Kaxihle 3 IHA IIOocJe BBeldeHMS HauvaJIbHOM OO3H B TeueHUe
Cpoka BIJIOTE 1o 15 @#HeM T1©ocJie BBeIeHMS HauvaJIbHOM IOO3H, C
nocjenyiomuMu MHOY3MAMM »OBa Ppa3a B HeOoeJo, HauMHag 10 MeHbIlen
Mepe uUepe3 15 1nHelM 1ocjle BBeOeHMSA HadYaJlbHOM MHOO3H. B HEKOTOPHX
BapMaHTaxX OCYIEeCTBJIEHMS O3y MHOY3UM YBEJIUMUMBALT 0O 3 MI/KT B
Joboe BpeMsa IIOCJie BBeOeHMS HauvaJIbHOM OO3H. B HEeKOTOPHX BapMaHTax
OCYIIECTBJIEHUA IIOCJe MMHMMYM OBYX MHQY3MM B mo3e 3 MI'/KI mos3y NI-
0501 yBeaMumMBaloT OO 6 MI/KD IJA IIOCJEOYIIMX BIUJIOTE IO UETHPeX
VHOY3UM .

B KOMITO BULIUMAX n crocobax, NpenJIOXEeHHBIX B HacToAleM
noxkymeHTe, NI-0501 BBOOAT CyOBEKTY, KOTOPHM HYyXIaeTCd B DTOM,
oJis JIeueHusd, IpenoTBpalleHM n/uiam OTCPOUKHU HauvaJja VI
IporpeccUupoBaHmsa, JMbOO ocJjablieHrd acCOUMMPOBAHHOTO cuMrToMa IJIT.
B HeKOTOpPHX BapMaHTax ocymecTBJeHua NI-0501 BBOomAT CyOBEKTY,
KOTOPHM HYXIDaeTcd B STOM, IIyTeM B/B UHOY3MM B HO3e, IIpeBHIIAKIENR
6 Mr/xkr. B HEKOTOPHX BapMaHTax ocymecTBJeHus NI-0501 BBomarT
Cy®BEeKTY, KOTOPHIM HyXDaeTcs B STOM, IIyTeM B/B MUHOY3UM IIOCJE
BBeleHMd HauvaJIbHOM MHOOSH BO BTOPOM MHO3e, IIpeBHmanmer 6 MI'/KID. B
HEKOTOPEIX BapMaHTax OCYIeCTRBJIEHMS BToOpasd Oo3a COCTaBJIAeT II0
MeHbIme Mepe 10 MID/xr. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUI
BTOpasd oos3a COCTaBJIAET 10 MI'/KT. B HEKOTOPHIX BapMaHTax
OCVYIIeCTBJIEHMA BTopasd nHosa cocrabjder 10 MID/Kr, IOpM STOM ee
BBOOAT €XeIOHeBHO. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHVMS BToOpasd
mosa cocrTabjgeT 10 MI'/KIT', IOpKM STOM €& BBOIAT eXeIHEeBHO B TeueHUe
1 Hemeam. B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMSA BTopasd Ho3a
cocTaBjydeT 10 MI/KI', OpM STOM e€e BBOIOAT eXeIHeBHO B TeueHUe 2
HeneJb . B HEKOTOPHIX BapMaHTax OCYIEeCTRBJIEHU A BTOpasd nosa
cocTaBjder 10 MID/KID, IOpPU STOM €€ BBOIOAT eXeIHeBHO B TeueHUe
BoJjiee 2 HemeJlb.

B HEKOTOPEHIX BapMaHTax OCYIIEeCTBJIEHUA NI-0501 BBOOAT
CyOBeKTy, KOTOPHM HYyXIaeTCs B 2TOM, OJ4 JeueHMa, IpeloTBpalleHMs
/NI OTCPOUKM Hauajla WIM OPpOoTpecCUpoBaHMa, JmMdo ocjabjieHus
aCCOLUMMPOBAHHOTO CHMMIITOMa BTOpMUYHOTO IJII'. B HEeKOTOPHX BapMraHTax
ocymecTBJIeHMa NI-0501 BBOOAT CcyOBeKTy, KOTOPHM HYXIaeTCa B D2TOM,

OJIA JIeUEeHVA, IIpegoTBpalleHMA M/I/I.J'H/I OTCPOUKMA HadaJla MJIn
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IpOTPEeECCUPOBAHMSA, harZiele) ocJyabJieHUs aCCOLMMPOBAHHOTO CHMIITOMAa
prTopuuHoro IJII' Ha ¢doHe CHVA. B HeKOTOPHX BapMaHTax OCYWIEeCTBJIEHUA
NI-0501 BBOOAT CyOBEeKTY, KOTOPHM HYyXIaeTCsS B D2TOM, B HauvaJIbHOMU
mose 6 MI/KT. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHUS JleueHre NI-
0501 mnpomoJoKkawT, MCIOJNB3yd cJenyomyln po3y NI-0501. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHUa JiedeHrne NI-0501 mnpomojpkawT, MCIIOJb3YA
crenyiomyln nosy NI-0501, cocraeggomyn 3 MI/KD, KaxOoe 3 IOHS B
TeueHMe 110 MeHbmey Mepe 4 HemeJsb (To ecTb, mo SD27).

B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHUS JedeHMe C IIoMombon NI-
0501 mpMocCTaHaBIMBAKT, OCTAaHABIMBAKT WMJIM MHBEM OO0pasoM COKpallaknT
[IocJjie IOOCTWXEHMS XeJJaeMOTI'O KJIMHMUEeCKOI'O pe3yJibTaTa. B HeKOTOPHX
BapMaHTax OCylleCTBJIeHUA JedeHre C Tnomomeprn NI-0501 cokpamaoT
[IoCJie TIIOABJIEHUSA CBUIOETEJIECTB IIOJIHOTO KJIMHMUECKOIT'O OTBeTa, TO
ecTs, pemmccum CAM.

B HeKOTOPHX BapMaHTax OCYHNeCTBJIEHMA I[ocJe 4 Henejb JeueHHe
c noMomeio NI-0501 mpomoipkaloT IOOIOJIHUTEJIBHO B TedeHMe BIJIOTH OO 4
Henmeyib (To ecThb, Ho SD56) B KauecTBe MNONIepXMBaKIel Tepaluy, IO
Mepe HeOoOXOIMMOCTHM, OO HOOCTMXeHMA pemmuccumu CAM. B HeKOTOPHX
BapMaHTax OCYIEeCTBJeHMsa Iocjie 4 HemeJlb JedeHMe C Iomombio NI-0501
IPOOOJIKAKT OOIOJHUTEJIBHO B TeueHMe BILJIOTH OO0 4 Hemejdk (TO eCThb,
oo SD56) B KauecTBe IO ePXMBawMen Teparnmu, 1o Mepe
HeoBXOoOMMOCTH, OO IOOoCTWwXeHusa pemmccum  CAM, C  BO3MOXHOCTBIO
CHMXEHMS IOO3H HO 1 MID/KD M YBeJUUEHMS MHTepBajla MexXIy MWHQY3MAMA
0O BBeIeHMSA OIMH pas B HemeJo.

B KOMITOBULIMAX u crocobax, P elJIOXEeHHBIX B HacCTOAmeM
noxkyMeHTe, NI-0501 BBOOAT CYOBLEKTY, KOTOPHM HYXIaeTCs B STOM,
oJis JIeUueHusd, nIpenoTBpaleHns n/ N OTCPOUYKMU Hauvaja VIV
IpoTpecCUpoBaHmsa, Jmubo ocyablieHusa acCOUMMPOBAHHOTO CcuMNOToOMa IJIT
B cay4daax, KoTrga CcyOBeKTy paHee  BBOIWMJIM JeKCaMeTa30H. B
HEKOTOPEX BapMaHTax OCYINEeCTBJIEHMS CyOBEeKT HABJISEeTCS [IalMeHTOM,
KOTOPHM paHee He IoJiyyaJl JiedeHue (TO eCTh, KOTOPHM paHee He
noJiyuaJjl JiedeHme ot IJIT'), M IeKcaMeTa30H BBOIAT B O3 IO MEeHbIeHn
Mepe 10 wMr/M?. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMA CYOBeKT
nojgydaeT NI-0501 B xaduecTBe TepaluM BTOPOM JMHMM oOpu IJIT, wu
IeKcaMeTas0H BBOOAT B HO3e, Haxomdmencsa B mguanasode oT 10 wMr/m?

mo 5 Mr/mM?. B HEKOTOPHIX BapMaHTaxX OCYIeCTBJIEHUS CYOLEeKT I[IoJlydaeT



12

NI-0501 B KauecCcTBe TepaluM BTOPOM JMHMUM IOpu IJII', ¥ OeKcaMeTas30H
BBOOAT B HOO3€ II0 MeHbmeld Mepe 5 Mr/m?. B HEKOTOPHEIX BapraHTax
ocymecTBJIeHUA CyObekT nojydaeT NI-0501 B kKauecTBe TepalMM BTOPOM
JIvHUM npu IJII', M OeKkcaMeTa3O0H BBOINAT B Io3e MeHee 5 Mr/m?.

B HEKOTOPHX BapMaHTax ocymecTBJeHrda NI-0501 BBOOmAT mo u/wMiu

B TIIpoLecce /WM T[OoCJIe JIedeHMS B COUeTaHuM C OIHMM MM ©OoJee

OOIIOJIHM T eJIb HEIMA cpencTBaMI1, TaKVMM Kakr, B KauecCcTBe
HeOoI'PaHMUYNMBAKIETI' O IIpmMepa, TepalleBTMYEeCKOEe CpelCTBO,
I[IPOTHMEOBOCIIAJIMTEJIBEHOE CpelCTBO M/MHM VIMMYHOCYIIPECCMBHOE

CpeICTBO. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHMA BTOPOe CPpencTBO
opeIXcTaBJifgeT coBOM CpeICTBO, KOTOpoOe, KaK WM3BECTHO, MCIOJbL3YIT
njida JIeueHnAa TUIT". B HEeKOTOPHX BapMaHTax ocCyleCcTBJIeHU A
OOIIOJIHUTEeJIbHOEe CPelCTBO BKJUAeT IO MeHblleM Mepe 5»TorIo3un. B
HeKOTOPHX BapuaHTax ocymecTBJeHrMsa NI-0501 ¥ IOOHNOJIHUTEeJIBHOe
CPeICTBO COOPMYyJIMPOBAHH B OINHOM TepaleBTUUeCKOM KOMIIOZULUM, U
NI-0501 7 OOIIOJIHUTEJIbHOE CpenCcTBO BBOIOAT OOHOBPEMEHHO .
AnbTepHaTuBHO, NI-0501 ¥ OOHNOJIHUTEJIBHOE CPeICTBO OTHEJIEHH OPpYT
oT opyra, HallpmuMmep, Kaxngoe COOPMYJIJIUPOBAHO B OTIeJIbHOM
TepalleBTUUeCKOM KoMmnoszauuum, u NI-0501 ¥ »OONOJHUTEeJNIbHOEe CPeIOCTBO
BBOOAT OOHOBpeMeHHO, wmiu NI-0501 ¥ HOONOJIHMTEeJIbHOE CPeOCTBO
BBOIOAT B pa3HEE MOMEHTH BpeMeHM B IIpOlLlecce JedeHusa. Hamnpumep,
NI-0501 BROOAT IO BBeOeHMS OOIOJHUTEJBHOTO CpeXcTBa, NI-0501
BBOOAT IIOCJIE BBeleHUS [OOIOJIHUTEJIBHOTO cpencTea wiam NI-0501 wm
OOIIOJIHUTEJIEHOE  CPenCcTBO BBOOAT  IIOIIEPEMEHHO. Kak ommcasHo B
HacToAmeM OokyMeHTe, NI-0501 M »OONOJIHMTEJIbHOE CPelOCTBO BBOIAT B
OOHOKPATHEX I03axX WMJIM B MHOTOKPATHHX HIO3axX.

B HEKOTOPHIX BapmMaHTax OCYIIEeCTRJIEHNSA NI-0501 "
OOIIOJIHUTEJIbEHOE CPenNCcTBO (a) BBOOAT OIOHOBpeMeHHO. Hanpumep, NI-
0501 ¥ JOONOJHUTEJILHOE CPedCTBO (a) MOXHO O(OpPMYyJIMPOBATE B OIHOMU
KOMIIO3ULMM WM BBOOWUTE B  BUIe IOByxX WiIM 0ojiee  OTIeJIbHHX
KOMITIO 3ULINM . B HekKOTOpPHX BapuaHTax ocymecTBJieHMa NI-0501 wu
IOOIOJIHUTEJIBHOE CPEeICTBO (a) BBOOAT INocienoBaTelbHO wmim NI-0501 wu
OOIIOJIHUTEJIbEHOE CPpenCTBO BBOOAT B pPa3HEHE MOMEHTH BpeMeHU B
opolecce JIeUeHUs.

B HeKOTOpPEHX BapMaHTax OCYWeCTBJIEHUA OOIOJHUTEJIEHOE CPeICTBO

opencraBjgeT coboi UMMYyHOCYIIPEeCCHMBHOE CpPeICTBO. B  HeKOTOPHX
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BapMaHTax OCYIMeCTBJIeHNSI MMMYyHOCYIIPeCCUMBHOE CPelCTBO IIPenCcTaBJIsgeT
cobom umurJgocHnopuH A (CsA). B HEKOTOPHX BapMaHTax OCYMeCTBJIeHUI
cybpekT noJydaJ CsA po HadaJa BBeneHmsa NI-0501. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIEHMA OOINOJIHUTEJILHOE CPelOCTBO BKJIOUAeT IO
MeHbIle) Mepe 2TOINO3MI. B HEeKOTOPHX BapMaHTax OCYIeCcTBJIeHUA
CyOBeKT IoJiyuaJl 3TOIOo3MI OO Hadajla BBemeHmsa NI-0501.

B HeKOTOPHX BapMaHTax OCYUWECTRBJIEHUA IOIOJIHUTEJIBHOEe CPpeldCcTBO
nopencraBjgeT cob®oi BBOOMMHI MHTpaTeKaJlbHO MeToTpekcaT u/Wian
TJIOKOKOPTUKOMIE. B HEKOTOPEX BapMaHTax OCYIEeCTBJIeHUA CYOBEeKT
IoJIyyajl BBOIOMMEI MHTPATEKaAJbHO MeTOTpeKcaT MU/UIM ITJIOKOKOPTUKOUIE
0O HaudaJla BBeleHus NI-0501.

B HeKOTOpPHX BapMaHTax OCYUWECTRBJIEHUA IOIOJIHUTEJIbBHOE CPpenCcTBO
npencraBjageT co0o¥ BBOIOMMEE B/B UMMYyHOIJIOOyJMHEL (B/B  IG). B

HeKOTOPHX BapMrmaHTax OCYymeCTBJIEHNA B/B IG BBOOAT B KayuecCTBe

3aMeCcTUTeJILHOM Tepallln CyOBEKTY C YCTaHOBﬂeHHOﬁ
MMMYHOPHOGYHMHOBOﬁ HeIOCTaTOYHOCTEIO. B HeKOTOPEX BapraHTax
OCYymeCTBJIEHNA, KoT'oa CyOBEeKT mmMeeT YCTaHOBJIEHHYIO

VMMMYHOTJIOOYJIMHOBYK HeIOCTAaTOUYHOCTL, B/B I1IG BBOODAT B nmose 0,5
T'/KD Kaxoele 4 Henmeu, niamu  BoJiee  4acTo, OJid  ronmepXaHUd
aleKBaTHHX YypoBHeM I1dgG.

B HEKOTOPEIX BapmMaHTax OCYIIECTBJIEHN A OIIHO WJIN DoJiee
OOTIOJIHUT EeJIE HEIX CpencTB npencTaBJIgnT cobom aHaJlIbTeTHUUeCcKue
CpencTra, IpelapaTe KPOBM IJISA IepeJIMBaHuig, DIEKTPOJIUTH M IUIKO3Y
oJjga MHOY3UM, AHTUOUMOTUKM, IIPOTUBOTPUOKOBEE U [IPOTUBOBUPYCHEE
cpeICTBa U/MiIM obmMre MNoIIepXUBaKlMe IpellapaTH.

HaHHOE n300peTeHne TakKxe OTHOCUTCHA K KOMIIO 3ULIMAM u
criocobawm, [1OJI€ 3HEIM oid UIOeHTUOUKALIUN I DoJiee TOUHOTO
onpenejyieHusd TPYIINE  [aluMeHTOB, CTpamawnimx 3aboJieBaHmeM, rpu
KOTOPOM IIallMeHT uMeeT IOBBIEeHHEM YypoBeHb CXCL9, oTOeJlbHO WIM B

coueTaHMM C @ OOHVMM WM BoJiee  OONOJIHUTEJILHBEMM  CBASaHHBEMU  C
MHTepdepoHoM VY (IFNy) OmoMapkepaMu. B UYacCTHOCTH, U300peTeHUe
OTHOCHUTCSA K KOMIIOBUIMAM M clIocobaM OJd oopenejeHusda ypoBHeM CXCL9
B KauecTBe OrnoMapkepa IpOOyUMPOBaHMUA IFNy N NaluveHTOR,
cTpamanmmMx, WX [OIPeOlIoJIOKMTEJIBHO CcTpalallinx, TeModaTlolUTapHEM

JuMmpormcTmoumurToz3oM (IJIT') . B dyacTHOCTH, HM300peTeHMe OTHOCUTCH K
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KOMIIOBULIMAM M choocobaM OJa olopeleJieHusa ypoBHelr CXCL9 B kKauecTBe

froMapkepa HOponyumporaHMAa IFNy vy DalMeHTOB, CTpamanlux, WK
NPeOnoJIOKUTeJIEHO CTpalaKninx, BTOPWUUYHEM reModparouMTapHEM
JuMoormcTrounuTosoM  (IVIT') . B  HEeKOTOPHX BapMaHTax OCYWeCTBJIeHUI

KOMIIO3ULNY U CIOCOOH MCIOJB3YT IJIS OIpelelieHusa ypoBHer CXCL9 B
KauecTpe OMOMapKepa OponyumMpoBaHMa IFNy y [HauMeHTOB, CTpamallnx,
WY TPenIIoJIOXKUTEJIBLHO CTpalalliux, CHMHOPOMOM aKTUMBALUKM MaKpodparob
(CAM) . B HeKOTOpPEHX BapMaHTaxX OCYWEeCTBJIEHMS KOMIO3ULUUM U CIOCOOEH
MCIHOJBb3YT OJA olpenejieHus ypoBHel CXCL9 B kKauecTBe OMOMapkKepa
nponyumposaHma IFNy y HDAaLMEeHTOB, CTpalalnxX, WM OPeOlIOJIOXUTEJIBEHO
cTpalallnx, CAM B KOHTEeKCTe aAYTOVMMMYHHOT O 3abojieBaHMga WM
BOCIHAJIMTEJILHOTO 3afojieBaHMAa. B HEeKOTOPHX BapMaHTaxX OCYILeCTBJIEHUA
KOMIIO3UILINY M CIOCOOH MCIOJb3YIOT IJIS OolpenelieHrs ypoBHeM CXCL9 B
KauecTee OMoOMapkepa IIponyuupobaHuMa IFNy y HaUMeHTOB, CTpaalliux,
WY I[OPEenIoJIOKMTEeJIbHO CcTpafawomux, CAM B KOHTEKCTe CUCTEMHOTIO
AYTOMMMYHHOTO 3afoJjieBaHMAa WM BOCHAaJMUTEeJIbHOTO 3abojieBaHMA. B
HEKOTOPEHIX BapmaHTax OCYIeCTBJIEHNA KOMIIO 3ULIUN u CIIOCOOE!
MCIOJb3YIOT OJA olpenejeHusa ypoBHeM CXCL9 B KauecTBe OuMoOMapKepa
nponyumporaHmda IFNy y HDalMeHTOB, CTpalanlnxX, WM OIPeOlIOoJIOXUTEJIbEHO
CTpalanlux, CAM B KOHTEKCTE CUCTEMHOTO OBEHUJILHOTO
MIOINOIIaTUUEeCKOTO apTpuTa (cloMA) . B HEKOTOPEHIX BapMaHTax
OCYIIECTBJIEHVA KOMIIOZULUUY ¥ CIOCOOH MCIOJNBL3YIT OJIA OlIpelelieHUA
ypoBHer CXCLY9 B KauecTBe OuoMapkepa OpoIylUMpoBaHUsA IFNy vy
NalMeHTOB, CTpalallix, WM OIPeOlIOoJIOXUTEJILHO CcTpanaimux CAM B

KOHTEeKCTe CUCTEeMHOM KpacHOM BoJidaHku (CKB) .

IlaueHTOB, UOeHTUOUINPOBAHHEIX, Kak MewlIme IIOBHIIEHHBIE
YPOBHU CXCL9, cumTanT IIOOX OO AIVMA KaHInIaTaM1 oJidg JleueHnsd
CpenoCTBEOM (HanpuMep, aHTUTeJIaM WJIM OPpYyI'MMM TepalleBTUUYeCKUMU

cpelcCcTBaMlM Ha OCHOBe IIOJIMIIEIITMIOB, TepalleBTUUYECKNMMY CpeldCTBaMM
Ha OCHOBe IIeIlI TUMIOB, HM3KOMOJIERYJIAPHEMNM MHPM@MTOpaMM,
TepalleBTUYEeCKMMM CpelCTBaMM Ha OCHOBe HYKIJIEMHOBEX KHMCJIOT W UX
HpOMSBO,HHBIX) 7 KOTOpOe IIpeliAaTCTByeT MJin ABJIAETCA AHTarl'OHVMCTOM

OOHOTO MM 060Jiee BUIOOB OMOJIOTUMUECKOM aKTMBHOCTM IFNYy, Takux Kak,

HanpuMmep, curHaauzalusa 1FNy, U HeMTpaJu3yeT II0 MeHbIeW Mepe OIOHY
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OMOJIOTMYECKYK aKTMBHOCTE IEFNY.

Y HEeKOTOPHX IIallMeHTOB, CTpalallMx, WM [IPedOlIoJIOXKUTEJLEHO
cTpafanmux, 3abojieBaHUEM, XUIOKOCTM Tejla M IOpyITuMe OMOJIOTUUeCKHUe
oBpas3Lsl COoIepXaT IIOBHIEeHHEEe ypoBHM CXCL9, OTHOeJIbHO WMJIM B
codUeTaHMM C IOpyI'MMM CBA3aHHEMM C IFNy OMoMapkepaMy, TakKuMM Kak,
Hanpumep, CXCL10 m/wam CXCL11.

CXCLS m ykaszaHHHe »OpyIre OMOMapKephl ABJAOTCA MHIMKATOpaMU
in vivo nponyuupoBaHusa IFNy. TakuMm o0pas3oM, MCIOJL30BaHue aHTU-—
IFNYy aHTaTOHMUCTa, KOTOPHM I[IPENATCTBYeT, MHIUOUPYeT, CHWKaeT WK

VIHEIM O@paBOM IIpoAaBJIA€eT aHTAI'OHM3SM B OTHOIMEHNVNM CUI'HaJIM3allll IFN%

HallpuMep, HeUTpaJn3yKmero aHT—-IFNy aHTUTeJIa nim OpyIroro
TepaleBTUUeCKOTO CcpencTBa Ha OCHOBEe [IOJIMIIENITUNOB,
TepalleBTUUEeCKOT'O0 CpelcTBa Ha OCHOBe IIeNTUIOOB, HUIKOMOJIEKYJIAPHOI'O
MHTUOUTOpa, TepaleBTUYECKOIO CpelcTBa Ha OCHOBe  HYKJIEMHOBHX
KMUCJIOT ¥ MX [OPOM3BONHEIX, IIPUMBOIOUT K OJOKMPOBAHMI WJIM MHOMY
MHTUOMPOBaHMIKD  akTuBHOCTM IFNy. TaxkxuMm oOpasoM, KOMIIOBULUN U
CIIOCOOEl IOJIe3HE IJIA JIeUeHMA, 3aMeOJIeHMd I[IPOTPeCcCUPOBaHMUA WUIINM
ocJylaBljleHrsa CuUMIITOMa 3a0oJieBaHuda, KOTOpOe 3aBMCHUT, BHS3HBAaeTCH,
CBA3aHO WJIM MHEIM o0Opa30M IIOOBEPXKEHO BO3IEMCTBMIOD abeppaHTHON,
HalpuMep, [IOBLIIEHHOM, SKCIIpeCCUn n/ U AKTUBHOCTU IFNy,
a®eppPaHTHOTO MNPONOYLUMPOBAHUSA I[IPOBOCIANMUTEJBHEX UUTOKMHOB, W/WINU

X CcoueTaHMn4a, IIyTeM BBeIcHMA aHTM—IETW aHTal'OHMCTa, HallprMep,

HeVTpalusyonmero aHTU-I1FNy aHTUTeJla WIM OPYToTo TepaleBTUUeCKOTO
CpenoCTBa Ha OCHOBe IIOJIMIENTUIOB, TepalleBTUUECKOTO CcpelcTBa Ha
OCHOBE I[ENTUIOB, HU3KOMOJIEKYJAPHOTO MHIUOUTOPpA, TepaleBTUUeCKOT'O
CpeICcTBa Ha OCHOBe  HYKJEMHOBEX  KMCJIOT ¥ MX  [IPOM3BOIHEX,
rnauyeHTaM, MMEWIYM [IOBBIIEeHHHE YPOBHM 5SKcopeccun CXCLY  wu/wmam
OIpYyTUX  OMOMapKepoB. [TallMeHTOB, KOTOPEIE, BEPOATHO, ABJIATCA

IIOOXO O AMYVIMI KaHInIoaTaM1 OJIA JIeUeHNA aHTM—IFNy AHTar'OHMCTOM,

HalpuMmep, HeTpalu3yomrM aHTU-IFNY aHTUTeJIOM, TakMM Kak Te,
KOTOPHE OINMCAHE B HaCTOMMleM IOKYMeHTe, MUISHTUOUINPYIT OIYTeM
omnpelneyieHrsa ypoBHA CXCL9, oOTHEeJBHO WMJIM B COUYETaAHMM C OIOHMM WU
Bojlee cBA3aHHEMM C IFNy JgmraHiaMy WM OpyI'MMM OuoMapkepammu. B

HeKOTOPEX BapMaHTaX OCYmeCTBJIeHMA IIallMeHTOB, KOTOPEE He UMEeKT
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[IOBEIIEHHHE YypoBHU CXCL9, OTHEeJBEHO WM B COUYeTaHUM C JpYIUMHU
cBA3aHHEIMM ¢ IFNy OuoMepkepaMu, TakXe MOXHO JIeUUMTL aHTu-IFNy

aHTaATOHMCTaMM, BEKJIOUasa JIOOHE HeﬁTpaHMByDMMe aHTM—IFNY aHTHTeJIa,
OIIMICaHHEIE B HacCToAIleM IOJOKYMeHTe, nJin opyrurie TepalleBTU4YeCKIME
cpelCTBa Ha OCHOBE IIOJINIIeII T IOOB, TepalleBTUYEeCKIME cpelCTBa Ha
OCHOBe IIellITMIOOB, HM3KOMOJIERYJIAPHEIE MHPM@MTOPH, TepalleBTUYEeCKIME
CpellCTBa Ha OCHOBE€ HYKIJIEMHOBEX KHMCIJIOT M MX IIPOM3SBOIHEIX.

[TallMeHTOB, WMEKNMX IIOBHIIeHHEEe ypobBHUM CXCLY9, oTHeJIbHO WM B
cCodYeTaHUM C OIOHMM WM 0OoJiee IOOIOJIHUTEJIbHEIMM CBA3aHHEMM C  IFNy
OnoMapkKepamm, UOEeHTUOUINPYIOT Kak I[IOOXOOAMMX  KaHOMIOaTOB oJisa
TepalMyM OOHMM wiau 0OoJiee aHTU-IFNyY aHTaroHMCTaMM, Halnpumep,

HelTpau3yolyM aHTU—-IFNy aHTUTEJIOM, OIIMCaHHEM B HacToAleM
OOKyMeHTe. IlpM MCHIOJIE30BaHMM B HacCTOdlleM OOKYMEeHTe BHpaXeHNe
«IOBHIIEHHHY YPOBEHL DKCIPEeCcCHUM» O3HauaeT YPOBeHbL BKCIpPpeccuu,
KOTOPHIM BHIle, uYeM Oas0OBEM YypPOBeHbL 5»KcIpeccur CXCL9, OTIOeJIbHO WU
B COUeTaHMM C OOHMM WM O0oJiee OONOJHUTEJIBEHEMM OMoMapkepamMu, B
oBpaslle OT IalMeHTa, KOTOPHM He CTpalaeT, WIM IPeAloJIOXUTEJILHO
He cCTpamaeT, I[IepPBUUHLEIM WM BTOPpMUYHEM IJII' miam cBA3aHHEM Cc  IJIT
3aboJjiepaHMeM, WIM B IOIPYI'OM KOHTPOJIBHOM of0pa3le. B HEeKOTOPHX
BapMaHTax OCYHMeCTBJIeHMS I[OBHIIEHHHY YypPOBeHbL skcopeccum CXCL9
u/ Ui OIpyToro ftroMapkepa O3HauvaeT 3HAUUTEJIbHO TIOBHIIE HHEIN
YPOBEHE .

OmnpenejigeMuil ypoBeHb CXCL9, oTOeJIbHO WMJIM B COUeTaHuu C
OOHMM WM ©OoJiee OpyI'MMM CBA3aHHEIMM C IFNy OMoMapkepaMu, IIOJIe3eH
019 YTOUHEHMI WM CTPpaTUOUKALUY NONYJIALUMY HAlMEeHTOB. B HEeKOTOPHX
BapMaHTax OCYMeCTRBJIEeHNA OIpelelIdeMElM YPOBEHb MUCIOJL3YIRT I
olpenejyieHMsa OO3E aHTM-IFNY aHTaroHMCTa, KOTOpYKR CJjienyeT BBOIUTH
KOHKPpeTHOMY naumeHTy . B HEeKOTOPEHX BapMaHTax OCYIeCTBJIEHUA
onpenesigeMB YPOBEHE MCIIOJIE 3YIT OJ1dg KaTeropmusalumum ZNJRZ!
CTpaTUPMKALUM IIONYJIALMM [HallMeHTOB. Hanpumep, NalUMEeHTH MOTYT OHTLH
KJIacCudMUMpPOBaHE, KakK UWMeKlMe «TSKeJB» WM CUIJIEHO BHEpPaXeHHBN
CAM, wuIM HaoBopoT, He TIOKeJHM WIM cjJado BHpaxeHHwlM CAM, Ha
OCHOBaHUM M3MepPeHHOT'O ypoBHA CXCLI.

Obpaszell nOpencTaBJssgeT co0OM, HalpuUMep, KpPOBb WMIM KOMIIOHEHT

KpoBM, HallprMep, CEIBOPOTRY, IJIasMy . B HeKOTOPEX BapMaHTax
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OCYIIeCTRBJIeHMA oOpasell NpeldCcTakBJIdgeT cobou IpyI'yn XMOKOCTE TeJla,

Takywo Kak, B KavecTBe HeoTpaHUUYMBAKIMETO npuMepa, Moua,
CYHOBMAJIbHagd  XUIAKOCTE, BpoHxXMAaIbLHAa g aJlIbBeoJIgpHad  XUIKOCTh,
CIIMHHOMO3TOBAA XMIKOCTH, OpPOHXOANILBEOJIAPHHN JaBax (BAJ) w/wiam

CJIOHa . B HEeKOTOPHX BapMaHTax OCYHNeCTBJIeHMA OMOJIOTMUeCKUM obpasell
nopencrTaBJigeT cobor CMX. B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS

BuoJioTMUecKu obpas3ell mpencTaBageT cobom CMX oT maumeHTa c IVIT.
B IQomnoJiHeHMe K oIpenelseMoMy ypoBHI IFNY ¥/MiaM  OpyTUx
CBA3aHHEX ¢ IFNy OMOMapKepoB, I[HallMEeHTOB, IMIOOXOOANMX IJII JIeUeHUd

aHTM—IFNY aHTar'OHMCTaMM, Takrxe MOXHO MHeHTM@MHMpOBaTb InyrTeM
OLleHKM JIoOOTO M3 L eJloTo pdAdoa OOIIOJIHMTEeJIbHEX OMOJIOTUUECKUX U
KIIMHNYEeCKUX HOKaSaTeﬂeﬁ, KOTOPEIE OyIOyT IIOBHIIATE YYyBCTBUTEJILHOCTE
u CHGHM@MHHOCTB 6momapKepOB OJIA MHeHTM@MKaHMM I YTOUHEeHIMA
TIOITYJIALINM IIallMMEHTOB. AﬂbTepHaTMBHO, STU IOOIIOJIHMTeJIb HEE
OMOJIOTUUECKUE u KIIMHMYEeCKM1e IIOKas3aTeJIn MOXHO VCIIOJIE30BaTh
OTHOEeJIBHO B KauecTBe CpelCTB IOJIAa MHeHTM@MKaHMM IIallMeHTORB,
ABJIAKRMNXCHA IO OXO O AIVIMYV KaHOornmoaTaM1 OJIA JIedeHIMA aHTM—IFNY
AHTaroOHMCTOM 2NNz IPYIT'VIM COOTBeTCTBYKIIVM TepalleBTUYeCKIMM

CpenOCcTBOM. OTH OMOJIOTUUECKME U KIMHUUECKME I[oKa3aTeJM BKJIUaklT,

B KauecTBe HeOoTpaHMUMBAKMETO IIpuMepa, Jodoe U3 CJelyomero:
YPOBHU beppuTHHa, KOJINUECTBO HenTpodnJIos, KOJIMUECTBO
TPOMOOLIUTOR, YPOBHU aJlaHMHaMMHOTpaHchepass n/ YPOBHU

JakTaTonermgporeHasH.

BabojieBaHMa, KOTOPHE MOXHO JIeUMTH C IIOMOmbLI KOMIIOSULIUNM U
CriocoBoB IO M300peTeHMI, BKJIKUAKT Jmoboe 3abojieBaHMe, IIPUM KOTOPOM
VMeeT MecTo abeppaHTHad, HaOpuUMep, IIOBHIIeHHAad, SKCIPpeccUud u/uiun
akTMBHOCTE I1FNy, B uYacTHoCTM, IVJII', BKJIOYas BTOpMYHHY IVII', CAM
n/mnmn clOMA.

B kKauecCcTBe HeOTpPaHUUMBAKIMX IIPUMEPOB, CIOCOOB M KOMIIO3ULIUHA,
[IpenJIOXeHHEe B HacTOAlleM OOKYMEHTE, MIOOXOOAT IOJIis

IMaTHOCTHMPOBaAHMA M/MHM JIeUeHNVA TaKMX BaGOHeBaHMﬁ, Kakr HepBMqHHﬁ

n/miam BTOPUUHEIM TIIT. CooTBeTCTBYKIINE ayTOMMMYHHEIE n/
BOCIIaJIUTEeJILHEIE 3aboJiIeraHusa BKJIOUAKT, B KauecTBe
HeOoI'paHMUMEAKIEeIT O npuMepa, [IePBUUHLIM "/ BTOPWUHEIMN T,

ACCOUMMUPOBAHHLIN C abfeppaHTHOM DKCIpecCHer U/UIM aKTUBHOCTBI IFNYy.
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Ilocuie M,HeHTM(bMKaLU/H/I IIalIMEeHTOB, Kakr VIMEeIMX ITIOBHINIEHHEIE

ypopHU CXCL9, oOTHeJBHO WJIM B COUYETaHMM C OIOHMM WIM 0OoJiee
cBA3aHHEIMM C IFNy OuoMapkepamu, MX JiedaT aHTU-IFNY aHTarOHMCTOM.
HanpuMmep, aHTM-IFNY aHTaroOHUCT IMIPenCcTaBIsgeT CoO0O0¥ HelTpalusyKilee
aHTU-I1FNY aHTUTeJIO WMJIM €TI0 MMMYHOJIOTMUEeCKM aKTUMBHEM (HaIpMUMep,
AHTUT eHCB A3EB Al ) bparMeHT. llooxopamue aHTu—- IFNy aHTuTeJa

BrRJIDUAKT Jioboe U3 aHTu-IFNy a”HTHUTe, OIIMCAHHEIX B HacCTOAlleM

IOOKYMEHTE.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMA aHTU-IFNY aHTUTeJIO WU
ero UMMMYHOJIOTMUYECKM AaKTUMBHHM (QparMeHT COHOEPXUT OlIpelesISollyio
KOMILJIEMEHTAPHOCTEL o06JacTe 1 Bapuab®eJbHOM o00JlaCTM TIXEJIOM Lelu
(VH CDR1), comepxamyl aMMHOKMUCIIOTHYI IIOCJIeIOBaTeJIbHOCTE, 1o
MeHbIIeM Mepe Ha 90%, 92%, 95%, 96%, 97% 98%, 99% wmiu ©OoJee
UISHTUUHYIO aMMHOKMCJIOTHOM IocJemoBaTeJIbHOCTM SYAMS (SEQ ID NO:
1), OIpel eI Ay KOMILJIEMEHTapPHOCTDb oBJylacThb 2 BapradesIbHOM
obJlacT  TSKeJION  Lenu (VH CDR2), comepxamyrn  aMUHOKMUCJIIOTHYIO
IoCJIefOBaTEeJILHOCTL, II0 MeHbIed Mepe Ha 90%, 92%, 95%, 96%, 97%
98%, 99% wmim O6oJiee MIOEHTUUHYID aMMHOKMCJIJIOTHOM IIOCJIedOoBaTeJIbHOCTU
ATISGSGGSTYYADSVKG (SEQ ID NO: 2); u oIpenes Sy
KOMILJIEMEHTAPHOCTL 006JacTs 3 BapuadbeJIbHOM o0JlacTy TSXeJION Lelu
(VH CDR3), comepXamyrn aMMHOKMCIIOTHYI IIOCJIeNOBaATeJILHOCTE, 10
MeHbllelt Mepe Ha 90%, 92%, 95%, 96%, 97% 98%, 99% wmau ©OoJee
MIeHTUUHYD aMMHOKMCJIOTHOM IIocJemoBaTeJIbHOCTM DGSSGWYVPHWEDP (SEQ
ID NO: 3); onpemellAoMyld KOMILJIEMEHTapHOCTL ofJjlacThk 1 BapuadeJbHOMU
oBJjlacT  JIeTKOM Lenm (VL CDR1), CoIepXallyo aMMHOKMCJIO THYIO
mocjlefoBaTeJIbHOCTL, IIO MeHbIeM Mepe Ha 90%, 92%, 95%, 96%, 97%
98%, 99% wmim OoJlee MIEHTUUHYID aMMHOKMCJIOTHOM II0OCJIeIOBaTeJIbHOCTHU
TRSSGSIASNYVQ (SEQ ID NO: 4); olpeleliA0lyl KOMILJIEMEHTAPHOCTE
obJilacTh 2 BapuabeJibHOM objlacTu JierkoM uenu (VL CDR2), comepxalylo
AMMHOKMCJIOTHYIO IIOCJHIeIOoBaTeJIbHOCTL, II0 MeHblel Mepe Ha 90%, 92%,
95%, 96%, 97% 98%, 99% wmiam 0OoJee MUIEHTUUHYID aMUHOKUCJIOTHOM
nocyienopatresibHOCTM  EDNQRPS (SEQ ID NO: 5); u oIpemeldarlyn
KOMILJIEMEHTAaPHOCTEL 06JacTb 3 BapuabeldbHOM obJjacTu JerkoM uenm (VL
CDR3), coIepxalyln aMMHOKMCIIOTHYID II0CJIeIOBATeJILHOCTL, II0O MeHbIen

Mepe Ha 90%, 92%, 95%, 96%, 97% 98%, 99% wmam 0OoJee MUIEHTUUHY
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AMMHOKMCJIOTHOM IIocJiemoBaTeJIbHOCTM QSYDGSNRWM (SEQ ID NO: 6).

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAa aHTU-IFNY aHTUTeJIO WK
ero VMMYyHOJIOTMUECKM aKTUBHEM OQparMeHT COOepXuT objacTs VH CDRI,
comepxamyrn aMUHOKUCIIOTHYI IIOCJemoBaTeJlbHOCTE SYAMS (SEQ ID NO:
1); obJacTob VH CDR2, CoIepXallyn AMMHOKMCJIO THYIO
IoCcJyienoBaTeJIbHOCTE AISGSGGSTYYADSVKG (SEQ ID NO: 2); m ofJjacTb
VH CDR3, comepxamyio AMVHOKMCJIOTHYIO IIOCJIEIOBATEJILHOCTD
DGSSGWYVPHWEFDP (SEQ ID NO: 3); oopeneljidolyln KOMILJIEMEHTAPHOCTD
obJjiacTe 1 BapmabeJsbHOM objlacTu Jierkou uenu (VL CDR1), comepxamylio
AMMHOKMCJIOTHYIO IIocJlegoBaTeJIbHOCTE TRSSGSIASNYVQ (SEQ ID NO: 4);
oBjsacTe VL CDR2, comepXallyll aMMHOKMCJIOTHYK IIOCJIeOOBaTeJIbHOCTD
EDNQRPS (SEQ ID NO: 5); m objglacte VL  CDR3, CoIepxXallyo

AMMHOKMCJIOTHYIO IIOCJemoBaTeJIbHOCTE QSYDGSNRWM (SEQ ID NO: ©6).

B HeKOTOpPEHX BapMaHTax OoOCylleCTBJIeHMA aHTU-IFNYy aHTUTeJIO WM
ero MMMYHOJIOTMUYECKM AaKTUBHEM (parMeHT COHOEepPXUT TsKeJy Ilelb,
comepXxamymno coueTaHue [IOCJIeDOBATEJIbHOCTHU VH CDR1,
nocjyenoBaresbHoCcTM VH CDR2 m nocjenoBaTesibHoOCcTM VH CDR3, npwm
2TOM coueTaHUe nIpencTaBJIgeT cobom coueTaHMe Tpex
nmocjenoBarTejbHoCcTel CDR  Taxesyiom uwenu (VH CDR1, VH CDR2, VH

CDR3), HOpUBEOeHHHX B OOHOM paAny B Tabjuie 1A.

B HeKOTOPHIX BapMaHTax OCYWeCTBJIeHMda aHTU-IFNYy aHTUTeJIO WK
ero MMMYHOJIOTMUECKM AaKTUMBHHM O(parMeHT COIepXUT JIeTKyl Ilelb,
COoIepXxalymn coueTaHue rocJenoBaTeJIbHOCTHU VL CDR1,
nocyenorpatrespHocT VL CDR2 wm nociemoBaTeJibHOCTM VL CDR3, mnpu
2TOM coueTaHue npencTarjigeT cobou coueTaHue Tpex
nmocjlegoBaTejibHOoCTel CDR Jerkow nemnm (VL CDR1, VL CDR2, VL CDR3),
IIPMBEIEeHHEX B OIHOM pAny B Tabiuie 1B.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMdI aHTU-IFNY aHTUTeJIO WK
ero VMMYyHOJIOTMUECKM aKTUBHBEM (parMeHT COIePXUT TIKeJIYID Ilelb,
COooepXxalmymn coueTaHue [IOCJIeIOBaTeJIbLHOCTH VH CDR1,
nocyenoatresibHoCcTM VH CDR2 wm nociyemoBaTeJibHOCTM VH CDR3, mnpu
STOM coueTaHue npencTarjgeT cobou coueTaHue Tpex
nmocjlegoBaTejibHoCcTel CDR  Tsxejiom uwenu (VH CDR1, VH CDR2, VH
CDR3), IHIPMBEeIeHHEX B OINHOM p4aany B Tabauile 1A, U JIeTKyK Ielb,

CooepXxalymn coueTaHue [IOCJIeIOBaTeJIbLHOCTHA VL CDR1,
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nocyenosatresbHocT VL CDRZ2 wm nociyemoBaTeJibHOCTM VL CDR3, mnpu
2TOM coueTaHue npencTaejgaeT coboun coueTaHue Tpex
nmocjlemoBatTelibHoCTel CDR Jerko nemnm (VL CDR1, VL CDR2, VL CDR3),
IIPMBEIEHHEX B OIHOM pAny B Tabiuie 1B.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAI aHTU-IFNY aHTUTeJIO WU
ero UMMMYHOJIOTMUYECKM AaKTUMBHHM (parlMeHT COOEepPXUT aMMHOKMUCJIIOTHYIO
IocjleIoBaTeJIbHOCTL, I[IO MeHblmer Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmim 6o0Jlee MISHTUUHYID aMMHOKMCJIOTHOM II0OCJIeIOBAaTeJIbHOCTHU
BapuabesIbHOM obilacTu T IXKEeJION nenu, COOTBETCTBRYKIMEN
AaMMHOKMCJIOTHOM IIocJemoBaTeJibHoOCTM SEQ ID NO: 47.

B HeKOTOPHIX BapMaHTax OCYWeCTBJIeHMA aHTU-IFNY aHTUTeJIO WINn
ero UMMYHOJIOTMUECKM aKTHMBHHY O(parMeHT COOEePXUT aMUHOKMCIIOTHYIO
IoCJIeNOBATEJBHOCTE, IIO MeHblelr Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmam 0BoJiee UIOEHTUUHYID AMUMHOKMCIJIOTHOM IIOCJIeIOBATEeJILHOCTHU
BaprabeslbHOM 00JIaCTM JIETKOM LielM, COOTBEeTCTBYHMEM aMMHOKMCJIOTHOM

rocJienoBaTesibHoOCTM SEQ ID NO: 48.

B HEeKOTOPEHX BapMaHTax OoCylleCTBJIeHMA aHTU-IFNYy aHTUTeJIO WM
ero UMMMYHOJIOTMUYECKM AaKTUBHHYM (parlMeHT COOEePXUT aMMHOKMUCJIIOTHYIO
mocjlefoBaTeJIbHOCTL, IIO MeHblled Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmim O6oJiee MIOEHTUUHYID aMMHOKMCJIOTHOM IIOCJIedOoBaTeJIbHOCTU
BapuadbesIbHOM obJacTu T SKEeJION Lenu, COOTBETCTBYIIIEN
aMMHOKMCJIO THOM riocJjlenoBaTeJIbHOCTU SEQ ID NO: 47, "
AMMHOKMCJIOTHYIO II0CJeIOoBaTeJIbHOCTL, II0 MeHbllel Mepe Ha 90%, 92%,
95%, 96%, 97%, 98%, 99% wmam OoJjlee UISHTUUHYID aMUHOKUCJIOTHOM
IOCIenoBaTeJIbHOCTHU BapuabesibHOM obJjacTu JleTKOM uenu,
COOTBETCTBYIEN aMMHOKMCIJIOTHOM IocjiemoBaTeJibHOCTM SEQ ID NO: 48.

B HeKOTOPHIX BapMaHTax OCYWEeCTBJIeHMdI aHTU-IFNY aHTUTeJIO WK
ero UMMMYHOJIOTMUYECKM AaKTUBHHM (parlMeHT COOEepPXUT aMMHOKMCJIIOTHYIO
NOCIenoBaTeJIbLHOCTE BapuadbesbHOM obJjlacTu T SKeJION uenu,
COOTBETCTBYHIYID aMMHOKMCJIOTHOM IIocJlemoBaTeJibHOCTM SEQ ID NO: 47.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAI aHTU-IFNY aHTUTeJIO WK
ero UMMMYHOJIOTMUYECKM AaKTUBHHM (parlMeHT COOEepPXUT aMMHOKMCJIIOTHYIO
MNOCJIenOBaTEJIEHOCTE BapuabesibHOM obJjacTu JleTKoM uenu,

COOTBETCTBYHIYID aMMHOKMCJIOTHOM IocJiemoBaTeJibHOCTM SEQ ID NO: 48.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAI aHTU-IFNY aHTUTeJIO WU
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ero MMMYHOJIOTMUYECKM AaKTUBHHM (parlMeHT COOEepPXUT aMMHOKMCJIIOTHYIO
NOCJIenOoBaTEeJIbLHOCTE BapuabesbLHOM obJjacTu T SXKeJION uenu,
COOTBETCTBYIYID AaMMHOKMCIJIOTHOM IIocJeloBaTeJibHocTM SEQ ID NO: 47,
¥ aMMHOKMCJIOTHYIO II0CJIeIOBaTeJIbHOCTL BapuabelbHOM o6JacTu JeTkKou
LIell, COOTBETCTBYHIYID aMMHOKMCJIOTHOM IIocjJlemoBaTeJibHoCcTM SEQ ID
NO: 48.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMA aHTU-IFNY aHTUTeJIO WU
ero UMMMYHOJIOTMUYECKM AaKTUBHHM QparMeHT COOEePXUT aMVMHOKMUCJIIOTHYIO
IoCJIeIOBaTeJIbHOCTL, I[IO MeHblel Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmim 60Jlee MIEHTUUHYID aMMHOKMCJIOTHOM II0OCJIeIOBAaTeJIbHOCTHU
TAXEJIOM 1elM, COOTBETCTBYKIMEN aMMHOKMCJIOTHOM IIOCJIeOOoBaTeJIbHOCTHU
SEQ ID NO: 44.

B HeKOTOpPEHX BapMaHTax OoOCylleCTBJIeHMA aHTU-IFNYy aHTUTeJIO WIIM
ero UMMYHOJIOTMUECKM aKTUBHHY O(parMeHT COOEePXUT aMUHOKMCIIOTHYIO
IoCJIeIOBaTEJBHOCTL, IIO MeHblelr Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmam 0BoJlee UOEHTUUHYID AMUMHOKMCIJIOTHOM IIOCJIeIOBATEJILHOCTHU
JeTKOM 1lleny, COOTBETCTBYWIEN aMMHOKMCJIOTHOM IIOCJIedoBaTeJIbHOCTH
SEQ ID NO: 46.

B HeKOTOPHIX BapMaHTax OCYWeCTBJIeHMdI aHTU-IFNY aHTUTeJIO WK
ero MMMYHOJIOTMUYECKM AaKTUBHHY (parlMeHT COOEePXUT aMMHOKMUCJIIOTHYIO
mocjlegoBaTeJIbHOCTL, IIO MeHblleM Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmim O6oJiee MIOSHTUUHYID aMMHOKMCJIJIOTHOM IIOCJIedOoBaTeJIbHOCTU
TAXEJION lLelM, COOTBETCTBYNIMEN aMMHOKMCJIOTHOM IIOCJIeOOoBaTeJIbEHOCTU
SEQ ID NO: 44, um aMMHOKUCJIOTHYI IIOCJIeDOBaTeJILHOCTL, II0 MEeHLIIeNr
Mepe Ha 90%, 92%, 95%, 96%, 97%, 98%, 99% wmim ©OoJiee MIEHTUUHYIO
AMMHOKMCJIOTHOM IIOCJIeIOBaTEeJIbHOCTM JIeTKOM IllelM, COOTBeTCTRYIIeN
aAaMMHOKMCJIOTHOM IIocJemoBaTeJibHoOCTM SEQ ID NO: 46.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMdI aHTU-IFNY aHTUTeJIO WK
ero UMMMYHOJIOTMUYECKM AaKTUBHHM (parlMeHT COOEepPXUT aMMHOKMCJIIOTHYIO
IOCJIeIOBaATEJIbHOCTL TSXeJION LelM, COOTBEeTCTBYHIYH aMUHOKMCIIOTHOMN
nocjiemopaTeJibHOCTM SEQ ID NO: 44.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAI aHTU-IFNY aHTUTeJIO WK
ero UMMMYHOJIOTMUYECKM AaKTUBHHM (parlMeHT COOEepPXUT aMMHOKMCJIIOTHYIO
IocJyleIoBaTEeJIbHOCTL JIeTKOM IlelM, COOTBeTCTBYIIYID aMUHOKMCIIOTHOMN

ocJjlenoBaTeJibHOCTM SEQ ID NO: 46.
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B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAI aHTU-IFNY aHTUTeJIO WU
ero MMMYHOJIOTMUYECKM AaKTUBHHM (parlMeHT COOEepPXUT aMMHOKMCJIIOTHYIO
[IOCJIeIOBaATEJIbHOCTEL TSXKeJION LelM, COOTBEeTCTBYKIYH aMUHOKMCIIOTHOMN
[IOCJIEDOBATEJIBHOCTU SEQ ID NO: 44, u AMMHOKUCJIO THYIO
IOCJIeIOBaATEJIbHOCTEL JIeTKOM I1elM, COOTBEeTCTBYIIYKRD aMUHOKMCIIOTHOMN
nocJjiemopaTeJibHOCTM SEQ ID NO: 46.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMA aHTU-IFNY aHTUTeJIO WU
ero UMMMYHOJIOTMUYECKM AaKTUBHHM (parMeHT COOEepPXUT aMMHOKMUCJIIOTHYIO
IocJleIoBaTeJIbHOCTL, I[IO MeHblel Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmim 60Jlee MIEHTUUHYID aMMHOKMCJIOTHOM II0OCJIeIOBAaTeJIbHOCTHU
BapuabesIbHOM obilacTu T SKeJION uenu, BHOpPaHHOM nus3 T'PYIIIIH,
cocTosameu m3 SEQ ID NOs: 50, 54, 58, 62, 66, 70, 74, 78, 82, 86,
90, 94, 98 um 102.

B HeKOTOPEHX BapMaHTax OoOCylleCTBJIeHMA aHTU-IFNYy aHTUTeJIO WIIM
ero UMMYHOJIOTMUECKM aKTHMBHHY O(parMeHT COOEePXUT aMUHOKMCIIOTHYIO
IocJIiefoOBaTEeJBHOCTL, IIO MeHbleMr Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmam 0BoJiee UIOEHTUUHYID AMUHOKMCIJIOTHOM IIOCJIeIOBATEJILHOCTHU
BapuabesyibHOM oBJlacTyM JIeTKOM LielM, BHOPaHHOW M3 TPYIIIHE, COCTOSAMEeN
n3 SEQ ID NOs: 52, 56, 60, 64, 68, 72, 76, 80, 84, 88, 92, 9¢,
100 m 104.

B HeKOTOPHIX BapMaHTax OCYWeCTBJIeHMda aHTU-IFNYy aHTUTeJIO WK
ero UMMMYHOJIOTMUYECKM AaKTUBHHM (parMeHT COOEePXUT aMMHOKMCJIIOTHYIO
mocjlefoBaTeJIbHOCTL, I[IO MeHblleM Mepe Ha 90%, 92%, 95%, 96%, 97%,
98%, 99% wmim O6oJiee MIOSHTUUHYID aMMHOKMCJIJIOTHOM IIOCJIeHOoBaTeJIbHOCTU
BapuabesIbHOM obracTu T IXKeJION uenu, BHIOpPAaHHOM us TPYIIIIH,
cocTodme m3 SEQ ID NOs: 50, 54, 58, 62, 66, 70, 74, 78, 82, 86,
90, 94, 98 m 102, ™M aMMHOKMCJIOTHYK IIOCJIeOOBaTeJIbLHOCTL, IIO
MeHbImel Mepe Ha 90%, 92%, 95%, 96%, 97%, 98%, 99% wuiamum ©OoJee
MIOEHTUUHVYIO AMMHOKMCJIO THOM [IOCJIeOOBaATEJIbHOCTHA BapuadbeJIbHOM
obJjacTu JeTKoW ULemnu, BHOpaHHOM M3 TPYINH, cocTodmed u3 SEQ ID
NOs: 52, 56, ©0, 64, 68, 72, 76, 80, 84, 88, 92, 96, 100 m 104.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAI aHTU-IFNY aHTUTeJIO WK
ero UMMMYHOJIOTMUYECKM AaKTUBHHM (parlMeHT COOEepPXUT aMMHOKMCJIIOTHYIO
IoCJIeIOBaTeJIbHOCTL BapuabelbHOM 00JacTM TAXeJIOM lLelM, BHOPaHHY

u3 TpyonH, cocTodmer m3 SEQ ID NOs: 50, 54, 58, 62, 66, 70, 74,
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78, 82, 86, 90, 94, 98 m 102.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAa aHTU-IFNY aHTUTeJIO WK
ero WMMMYHOJIOTMUYEeCKM aKTHMBHHM QparMeHT COHNEPXUT aMUHOKMCIIOTHYIO
[IOCJIeNOBATEJIbLHOCTE BapuabeJIbHOM o0JlacTM JIeTKOM LiellM, BHOPaHHYI
u3 TpyonH, cocTodmerm m3 SEQ ID NOs: 52, 56, 60, 64, 68, 72, 76,
80, 84, 88, 92, 96, 100 m 104.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMA aHTU-IFNY aHTUTeJIO WU
ero VMMYyHOJIOTMUYECKM aKTHMBHHY (QparMeHT COHNEPXUT aMUHOKMCIIOTHYIO
[IOCJIeNOBATEJIbLHOCTE BapuabesIbHOM 0O0JlaCTU TAXKEJION LellM, BHOPaHHYI
u3 TpyonH, cocrodmerm m3 SEQ ID NOs: 50, 54, 58, 62, 66, 70, 74,
78, 82, 86, 90, 94, 98 u 102, u AMMHOKUCJIO THYIO
[IOCJIeHOBATEeJIEHOCTE BapuabeJslbHOM oO0JacTyM JIeTKOM LelM, BHOPaHHYIO
U3 TpyImw, coctTosmelr m3 SEQ ID NOs: 52, 56, 60, 64, 68, 72, 76,
80, 84, 88, 92, 96, 100 m 104.

B HeKOTOPEHX BapMaHTax OoOCylleCTBJIeHMA aHTU-IFNYy aHTUTeJIO WIIM
ero MMMYHOJIOTMYECKM aKTUBHHM O¢paIMeHT BBOLOAT B TepalleBTUUECKU
50PeKTUBHOM KOJMUeCTBe. «TepaneBTHUUeCKM 5SPOeKTHMBHOE KOJIUUECTBO»
aHTUTeJla I[IO0 M300peTeHMI0 O3HauaeT, IJIaBHEM 00pas30oM, KOJUUYeCTBO,
HeoOxoOouMoe oJisa OOCTIMKEeHU I TepaleBTUUEeCKOM uejm. DaHHOM
TepalleBTUUECKOM 1eJIblo MOXeT OHTH B3aMMOIEMCTBME CBASHBBAHUA MeXIy
QHTUTEJIOM ¥ €TI0 AaHTUIEeHOM-MMUIIEHBIO, UYUTO B HEKOTOPHX CJydadax
IpenaTCcTBYeEeT GYHKUIMOHUPOBAHUID  MUIIEHU. OBmenpMUHATHI  OMalasoH
TepaleBTUUEeCKM SOOeKTUBHEIX OO3 aHTUTeJla WK oO¢parMeHTa aHTUTeJa
10 M300peTeHM MOXeT COCTaBJIAThH, B KadecTBe HeOoI'PaHMUMBAKIIEeI'o
npmuMepa, oT npuMepHo 0,1 MI'/KI' MaccH Teja OO OpuMepHo 50 Mr/krm
MaccCe TeJa. OOCWeNIpUMHATAA UYacToTa LOO3UMPOBAHMA MOXET HaAXOIUTLCA B
oualnasoHe, HaIpMMep, OT BBelIeHMA IOBa pasa B CYTKM IO BBelOeHUA
OIVH pas B HeOeJo.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMdI aHTU-IFNY aHTUTeJIO WU
ero VMMYyHOJIOTMUECKM aKTUBHHM OGparMeHT BBOIAT B HadaJIbHOM ©o3e,
TO €CTh, HaTPy30UHOM Io3e, HaXOOAmMeWCcsa B IMalla30He OT IIPUMMEPHO
0,5 MI'/KT OO HOpuUMepHO 2 MIT'/KT', HAIpPMMep, B IMallal30He OT MIPUMEPHO
0,5 Mr/xr mo npwmMmepHo 1,5 mMr/kr, u/mwim ot npuMmepHo 0,5 MI/KT 1o
npuMepHo 1,0 MT/KT'. B HEKOTOPHX BapMaHTax OCYMeCTBJIeHMS aHTu—I1FNy

aHTUTEeJIO MJin eTro VIMMYHOJIOTMYEeCKMU aKTVBHBIM @parmeHT BBOIOAT B
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HavaJIbHOM nos3e npuMmepHo 1,0 Mr/xr.

B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAa aHTU-IFNY aHTUTeJIO WK
ero MMMYHOJIOTMUECKHA AKTUBHEMN bparMeHT BBOOAT B HayvaJlbHOM
HaTpy30UHOM nose, 3a KOTOpOMn CJIenynoT ooHa I DoJiee
NOOOEPXUBAKIMX OO3. B HEKOTOPHX BapMaHTaxX OCYIMEeCTRBRJIEHMSI OOHa WU
BoJiee MHNoOIepXMBaKIMX OO3 MIpelcTaBJIgT coboM 1Jo3y, KoTopasd IO
CYyIecTBY aHaJloTMuHa HadvaJIbHOM HaTrpy30YHOM mOo3e. B HEeKOTOPHX
BapMaHTax OCYIeCTBJIeHMA OIOHa WM 0OoJjiee HNOOOEePpXMBAKIMX  OO3
[IpeICcTaBJIAKnT cobour nosy, KOoTOpad MeHbIIe, ueM HauvaJlbHa4g
Harpys30ouHad OO3a. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHMA OIOHa WU
OoJlee HNOOIEePXMBAKIMX O3 IIPeICcTaBJIART cobom  @mosy, KoTOopad
QoJiblle, UYeM HauvajlbHad Hal'pys304uHad Oo3a.

B HEeKOTOPEIX BapmuaHTax OCYIleCTBJIEHN A oIHa I BoJiee
NoOmepPXVBalMX M[OO3 BKJOUAT II0 MeHbIel Mepe »OBe wiau 0oJee 103,
Ipy 2TOM BCe MNOoOIepXMBalMMe OO3H IPelcTaBJIST CcoOOM OOHY U Ty Xe
Oo3y. B HEeKOTOPEIX BapuaHTax OCYIleCTBJIEHN A oBe WJIn BoJiee
NOAIePXMBAKIMX HOO3 IO CYMEeCTBY aHaJIOTMUHH HadaJIbHOM HaTpy30UHOM
oose. B HEKOTOPHX BapMaHTax OCYIIECTBJIEHNU A oBe I BoJiee
NoOOOepXuUBaKIMx 003 OoJiklle, UYeM HadaJlbHasd Harpy3ouyHad no3a. B
HEKOTOPEIX BapMaHTax OCYIIECTRBJIEHUA IOBe WIM O0OoJiee TMNOOOePXUBALIMX
OO3 MeHBIle, UeM HauvaJlbHad Hal'py30o4uHad Oo3a.

B HEKOTOPEIX BapmMaHTax OCVYIIECTBJIEHN A ooHa I DoJiee
IOOIePXMBAKMMX O3 BKJIOUAT II0 MeHbIleM Mepe IBe WMJIM 0oJlee 103,
IpM STOM BCe IMHoOIepXuBaolMe HOO3H He [ABJILITCS OIHOM M TOM Xe
O30, B HeKOTOPHX BapMaHTax OCYIIeCTRBJIeHUA IOBe WM 0OoJjiee
NOOOEPXUBAKIMX OO3 BBOOAT B I[IOPAIKe IIOBHIIEHMSA OO3E. B HEKOTOPHX
BapMaHTax OCYIEeCTBJIIEHMA IOBe WIM 0OoJiee TMONOEePXMBAKIIMX O3 BBOOAT
B [OpAOKe TIOHWXEeHMHI OOSH.

B HEKOTOPHIX BapmMaHTax OCYIIeCTRJIEHN L oIHa I DoJiee
IOoONepPXMBAKMIKMX O3 BKJOUALT II0 MeHbIleM Mepe IBe MIM 0OoJjiee 103,
OprM 9STOM KaxOyl TIIOOODEePXMBAKIY O3y BBOOAT I[IepPUONUUECKM, Uepes
ompeneJIeHHEEe VHTEePEBAaJIH BPEMEHN. B HEKOTOPHIX BapMaHTax
OCYIIECTRBJIEHVA IBe WIM 0OoJiee O3 BBOOAT Uepe3 YyBeJUUMBaKIMUEeCHT
VHTepBaJItl BpeMeHM. B HEeKOTOPHX BapMaHTaxX OCYIeCTBJIEHUS IOBe WU

QoJiee O3 BBOIOAT yepes3s yMeHbIamreCd MHTepBaJlbl BPEMEeHI.
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B HeKOTOPHIX BapMaHTax OCYUWEeCTBJIeHMAI aHTU-IFNY aHTUTeJIO WU
ero VMMYHOJIOTUUYE CKU AKTUBHE  QparMeHT BBOOAT B HadaJIbHOM
HaTpPy30YHOMW I03e, HaxXOIOAmeMcsd B Ouanas3oHe oT IpuMmepHo 0,5 Mr/xrm
o TIPUMMEPHO 2 MI'/KT, HalpuMmep, B OuanasoHe oT npuMmepHo 0,5 mMr/xrm
no mnpuMmepHo 1,5 wmMr/xr wu/uiam orT npumepHo 0,5 MI'/KD OO OIPUMEPHO
1,0 MT/KT, 3a KOTOPOM CJemyeT II0 MeHbIlel Mepe OIHa, HalpuMep,
IOBe WM OoJiee, Tpu wWiIM 0OoJiee, UeTHpe WM 0OoJee, WM IIATH WU
OoJjlee MNOOOEPXMBAKIMX 0O3. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUA
aHTU-IFNy aHTUTEeJIO WIM €TI0 MWMMYyHOJIOTMYEeCKM aKTUBHEM (QparMeHT
BBOOAT B HavaJIbHOM HAT'Py30UHOM moz3e mnpuMmMepHo 1,0 wMr/xr, 3a
KOTOPOM CJledyeT IIO MeHBIIEM Mepe OHOHa, HalpuMep, IBe wiIu 0oJiee,
T  wuam  OoJiee, YeTHpe wiam  OoJiee, WM  [OATH i  BoJiee
NoOOepXMUBaIMX OO3.

dapMalleBTUUECKME KOMIIO3ZMLUMM I[IO0 M300PEeTEeHMI MOTYT COIepXaTb
aHT—-IFNy AHTUTEJIO 1o M300peTeHU u HOCUTEJIE . CLiy7i
bapMalleBTUUECKME KOMIIOZMLUMM MOT'YT OHTH BKJIOUEHH B HaOOpPH, TaKue
Kak, HalpuMmep, IOMarHOCTUUYeCKMe HaOOpH.

300peTeHMe TakKXe OTHOCUTCHA K HabopaM IJId OCYIEeCTBJIEHUI Ha
IpakTUKe JoOOT0 M3 CIOCOB00B, IIPENOJIOXEHHEX B HaCTOAlleM NOOKYMEHTe.
HampuMep, B HEKOTOPEX BapMaHTax OCYIEeCTBJIeHMA HaOOPH BKJIOUAKT
OBHapyYXMBAKMUM peaTleHT, cHeluduueckumt mpjasg CXCL9, oOTIeJbHO WU B
coueTaHMM C OOHMM wMiIM OoJiee M3 CBA3aHHEHX ¢ IFNy OuoMapkepoB, a
TaKXe CPenNCTBO OJ4 OeTeKUMM OOHaApyXMBAKIIEIO pearleHTa.

KpaTkoe ommMcaHuMe uepTexen

Ha o¢urype 1 1npuBemeH TpaduK, OEeMOHCTPUPYRIUN KOPPEeJIAILIUI
MeXIy CHEBOPOTOUHEMM YpoBHAMM CXCL9 15mo BBeOeHMSI 003 UM OOmUMM
ypoBHAMM IFNy uepes 24 u nocie MHOy3um aHTUTesia NI-0501 B TekymeM
IWJIOTHOM MCCJIeNOoBaHuM ¢Gas3e 2 C ydacTueM I[alMeHTOB, CTpalalllnx
nepBuUuHEM ITUIT'.

Ha o¢urype 2 T1npuBeneH TpaduK, HOEeMOHCTPUPYRIUN KOPPEeJIALNI
MeXIOy CHBOPOTOUHEIMM ypoBHAMM CXCLY9 um ofbmmMm ypoeHaMM I1FNy 1o
BBeOeHUa no3 uYepe3 24 u nocyie MHOYy3um aHTuTesa NI-0501 B TekymeMm
IWJIOTHOM MCCJIefoBaHuM ¢ase 2 C ydacTueM I[alMeHTOB, CTpalallnx
nepBUYHEM TUIT'.

Ha burypax 3A n 3B IIpMBeOeHa cepmusa rpaduxos,
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OEeMOHCTPUPYRIIMX KOPPeJIauui MeXOy CHBOPOTOUHEMU YpoBHAMM CXCL9 u

YypoBHAMM IFNy y  TIIalMeHTOB, CTpamanmMx  CUHIOIPOMOM  AaKTUBALIUU
Makpodaron (CAM) , BTOPWYUHEM 1o OTHOIIEHUIO K CUCTEMHOMY
OBEHMJILHOMY MOMOIATHMUYECKOMY apTputry (clOMA), © y HalUMeHTOB C

aKTMBHEM CIOVA.

Ha o¢urypax 4A-1, 4A-2, 4B-1, 4B-2, 4C-1, 4C-2, 4D-1 m 4D-2
npuBelieHa cepusa I'padUKOB, OEMOHCTPUPYKRIINX  KOPPEeJIALMID  MeXOy
YPOBHAMMU IFNy, a Takxe CEIBOPOTOUYHEIMMA YPOBHAMMU CXCL9, u
KJIIMHMUYECKMMM IIoKas3aTeJiaMM Y IalMeHTOB ¢ aKTuBHEM CIOVMA u  CAM,
BTOPMUYHEIM IO OTHOWeHMIO k CIOVA.

Ha  owurype 5 npuBenmeH rpaduk, OEMOHCTPUPYIRIMM  IOJIHYIO
HelTpalr3aluio IFNy, O YeM MOXHO CYIUTH II0 He IO O OAaIMMMC A

OOHaAPYXEHUID YPOBHAM MHOYLUMPYEeMHX I[FNY XeMOKMHOB.

Ha o&urype 6 1mnpuBeZeH TIpaduk, IeMOHCTpUpyKIUM ocjadiieHue
akTuBHOCTK IJII' B mnpoulecce JedeHua NI-0501 (2 HemesqM M OKOHUAHUE
JIeUeHMs) ¢ IIPOLIeHTHad »OOJIA I[IalMeHTOB C KOJIMYeCTBOM TPOMOOLMTOB
>100x10°/J1, KOJNIMUECTBOM HeuTpoduiioeB >1x10°/J1, ypoBHeM OQUOPHMHOTEHa
>1,5 /71 ¥ CHMXeHUEeM YPOBHA OGeppUTHHA 10 MeHbIlel Mepe Ha 25%.

Ha bnurypax TA u B IIpMBeneHa cepuda rpaduxos,
OEMOHCTPUPRYIIMX KOoppesdauuin Mexny YypoBHaAMM CXCLY9 1mo BBeOeHMS O3
n obmmMM ypobBHaAMM I1FNy uyepes 24 u nociyie wuHOy3mum NI-0501. Ha
Bpeske, IIpUBeIOeHHOM Ha oOurype 7B, MoKaszaH IPUMMeEp MHIUBUOYAJIBHOTO
npodmiga IFNy m CXCL9 B mpoliecce JiledeHMSI C MCHIOJBb30BaHMeM NI-0501.

Ha o¢wmrypax 8A, 8B, 8C wm 8D mnpuBeleHa cepus IpadUKOE,
OEMOHCTPUPYRIIMX CHBOPOTOUHHE ypOoBHM IFNy, a Tarkxe CXCL9, CXCL10 u
CXCL11l vy OTHOeJIbHEX IIalMeHTOB, OT KOTOPHX OBUIM I[IOJIYYEHE IIapHHE
oBpasliel BO BpeMsS aKTMBHOTO CAM M BO BpeMsS akKTUBHOTO CIOMA 6Ges CAM
B MOMeHT cOopa obpas3uokB (akr. clOMA). VYpPOBHM 3HauMMOCTU (p)
OIpenesyisajii C WCIOJIE30BaHMeEM pPaHI'OBOI'O KPUTepUA YMUIIKOKCOHA IJId
IIapHEX O0pasloB.

Ha burypax 9A n 9B IIpMBeOecHa cepusa rpaduxos,
OEeMOHCTPUPYRIIMX W3MEHEHNsI B KOJIUUeCTBe OeJlbX KJEeTOK KpoBu (WBC)

u TpoMbouuToB (PLT), a Takxe YpPOBHAX OGeppuTuHa (our. O9A), wu

M3MeHeHMI B CHEHBOPOTOUYHEX ypobBHaAx IFNy, CXCL9, CXCL10 m CXCL11
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(pur. O9B) y oOOHOTO TIallMeHTa, IIepeHecmero B xXoIe ero clMA 3
snmz3onma CAM.

Ha o¢urypax 10A, 10B, 10C, 10D, 10E, 10F, 10G, 10H, 10I wm
10J npuBeneHa cepusd T'padukoB, IeMOHCTPUPYKIUX KOPPEIALMI YPOBHeN
IFNy m CXCL9 ¢ vYypoBHAMU OQeppUTHHA, KOJIMUECTBOM HEUTPOQUIIOB U
TPOMBOUMTOB, a Takxke C yporHAaMy LDH m ALT y HalMeHTOB C aKTUBHEM
CAM B MOMeHT cOopa 00pas3loB (KpacHbBEe KPYyXKM) M Yy IHaluMeHTOB C
akTUBHEM  CIOMA  Des CAM B MOMEHT cBopa o0pas3LoB (UepHHE
TPeyTOJIbHUKKY) .  KondduumeHT Koppendunu CrnupMeHa (Rs) ¥ ypOBeHBb
3HAUMMOCTM (p) OJIA KaXIOoW KOoppesidluuM IpMBEIeHH B Tabiule 3.

Ha ¢urypax 11A, 11B, 11C, 11D, 11E m 11F mnpueBelleHa cepusd

Irpadmkos, OeMOHCTpMpyoLMx CceBA3b IFNy ¢ nponyumpoBaHMeM CXCLS wm

CXCL10 mpm CAM. IlaHesb A: Koppeddauus ypoBHel IFNy C ypOBHAMHU
CXCLY9 wm CXCL10 y mnaumeHToB ¢ CAM B MoMeHT cbGopa o00paslLoB.
Kosdduumenr xoppensumum CrnupMeHa (Rs) ¥ ypOBeHb 3HAUMMOCTM (p)
O0JIS KaXIOoM KOppeldluuy NpMBeOeHH B Tabiule 3.

Ha oJurype 12 nOpuBeZeHO cCcxXeMaTHUeCKoe M300paxeHUe DTalloB
CKPMHMHTA, JIeUeHMAa M IocJenylmero HabOIoOeHVS B MCCIeIOBaHMUAX,
ONMCAaHHHX B IIpuMepe 7.

Ha o¢urype 13A wm 13B m#OpuBemeHH TIpaduKM, IeMOHCTPUPYKIME
50dexT BBenmeHmsa NI-0501 Ha TeMmlepaTypy TeJla y IOBYX IIallMEHTOB,
MMenmMx TeMIepaTypy Teja >37,5°C B MOMeHT Hauaja JeueHud C
ucrnoJes30BaHveM NI-0501.

Ha burype 14 IpMUBeIneHa cepud rpadmuros u Tadnuia,
OEMOHCTPUPYKIIE s0dbexT BBeOEeHUA NI-0501 Ha KOJIMYECTBO
HeVTpodnJIOB y MHallMeHTOB.

Ha ourype 15 npruBemeHa cepusa TpadmKoOB " Tabauiia,
OEMOHCTPUPYKIIE 30bexT BBEeOEeHUA NI-0501 Ha KOJIMYECTBO
TPOMOOLMTOB Y IIaleHTOB.

Ha burype 16 IpMUBeIneHa cepud rpadmuroB 7 Tadnula,
neMoHCTpUupyrmre 30bekT BBemeHmMsa NI-0501 Ha CHEHBOPOTOYHHEE YPOBHU
beppUTUHA y [HalLUeHTOB.

Ha burype 17 IpMUBeIneHa cepud rpadmuroB 1z Tadbnula,
oeMOHCTpupylie 50bexT BBeneHMss NI-0501 Ha [OCTelleHHOe CHIWXEHME

OJOS3El TUIKKOKOPTUMKOVMIOB Yy IIallMEHTOB.
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Ha ¢urype 18 npuBeneH TI'paduk, IOeMOHCTPUPYKIMM, UYTO BBeIceHUe
NI-0510 ob6ecneurBaeT HeuTpaauzauuon IFNy OO MOMeHTa MOIPOBeIeHUS
TI'CK. Orper IJII' Ha BeBeleHme NI-0501 Takxe CoOXpaHAJNCA IO
TpaHCIJIaHTaluuun .

Ha o¢urype 19 mnOpuBeIeHO cCcXeMaTUUeCKOe M300paXeHMe STallob
CKPMHMHTA, JieUeHMsa M IOoCJedyllero HaOoOIeHVA B MCCIeIOBaHUAX,
ONMCAaHHHX B IIpHMepe 8.

[IOOPOEHOE OIIMCAHVE M30BPETEHWUA

B KOMIIO3ULIMAX " criocobax, IpenJjIOXEeHHBIX B HacTodleM
OOKYMEHTE, MCIIOJIE3YIOT  I[IOJIHOCTBI  UeJIOBeUeCKOe  MOHOKJIOHAJIbHOE
anTureso (MAT) IgGl mpoTuB MHTepdbepoHa-TamMma (IFNy), Ha3bBaeMoOe B

HacTodameM JHOokKyMeHTe NI-0501, xoTopoe CBSA3HBAET U HeUTpaJusyeT
IFNy. NI-0501 cBA3HBaeT pacTBOPUMMY ¥ CBSA3aHHYID C pPelLelTOpOoM

(IFNYR1) dopmel IFNy. IlockoJsbky NI-0501 mnpencrasisgerT cobom IgGl

deJloBeKa, OHO COXpaHAaeT XapaKTepPpUCTUKN STOTO n30TUIla
VMMYHOIUIOOYJIMHOB, BKJIOUAd CIOCOOHOCTL K CBASBBBAHUIO FC'Y pelneliTopoB

M CBASEBIBAHMIO KOMILJIEMEHTaA . IFNY ABJIAETCA OOHMM U3 HamboJiee MOIHEX
n HﬂeﬁOTpOHHBIX IMTOKMHOB MLAMyHHOIZ cucTteMu. OH r{peSBbIL_TaIZHO BaXeH
OJId BPOXIEHHOI'O U HpMO@peTeHHOI‘O VMMyHNUTeTa TIIPOTHME BUPYCHEIX U

BHYTPHURKIIE TOUHEIX GaKTepMaﬂbHBIX MH@GKLU/HZ. IlocJsie CBA3BBaAHMUA C €TI0

peuenTopoM IFNy InelCcTBYeT, BH3HBAsS pPa3JIMUHBE QOU3MOJOTHNUECKUE U
KJIETOUHEE OTBETH. MHOTOUMCJIEHHHE MCCJHEeNOBAaHMA Ha IIPOTSKEeHUU
nocyaenHux 20 JeT OIPOINeMOHCTPMPOBAJM CBSA3b IFNY C HaTOTeHe30M U
nmonnepXaHyeM  BOCHIAaJUTEeJIbHBIX 3aboJieBaHum (cMoTpM, HanpuMmep,
Billiau A. «Interferon-gamma: biology and role in pathogenesis»,
Adv. Immunol. 1996; 62: ©61-130; Schoenborn JR, Wilson CB.
«Regulation of interferon-gamma during innate and adaptive
immune responses», Adv. Immunol. 2007; 96: 41-101; u Zhang SY,
Boisson-Dupuis S, Chapgier A et al. «Inborn errors of interferon
(IFN) -mediated immunity in humans: insights into the respective
roles of IFN-alpha/beta, IFN-gamma, and IFN-lambda in host
defense», Immunol. Rev. 2008; 226: 29-40. IFNy mnpomyumupyeTcsd
IperMymecTBEHHO KJIeTKaMM - eCTeCTBeHHBMM Kwuilepamu (NK) wm T-

KRIJIeTKaMM1 - eCTeCTBEeHHBEMA KMJIJIepamMit (NKT) B BUIOE JacTM
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BPOXOEHHOI'CO MMMYyHHOI'O OTBeTa, a Takxe »sdbexTopHEnMm CD4 Thl
KJeTkaMu ¥ CD8 mmrToTOoKCcuUueckuMm T-JjgumponumTamm (CTL) B [Opoliecce
PazsBUTUA aHTUIEeH-CIeUUuPUUIEeCKOTO MMMYHUTETA.

KomMniozuumm m CHOCOOEB, NPemJIOXKEHHHE B HACTOAleM OOKYMeHTeE,
[IOJIe3HEL IOJIA JiledeHuda TIeMo@alouMTapHOITo JuMbormucTmoumTosza (IVITY) .
TJIT npencrTapjdgeT cobon CHHIPOM, XapaKTepU3yRIUC I CUJIL HEIM
HapylmeHeM WM OTCYTCTBMEM LIUTOTOKCHMUecKoM oyHkumuyu NK m CD8+ T-

KJIETOK C Pe3KOoM aKTMBalMelV MMMyHHOW CHCTEMH.

IJir BKJIIOUAET [IePBUYUHLM (TeHeTUUECKUI/ CeMEeHEI) T u
BTOPUUHEM TJIT, oBa KJIMHMUYECKU XapaKTepusyonTcd HapyleHrueM
peryadauuy  MMMYyHHOM  CUCTEMEH, OPpUBOOAMMM K CHMJIBHO  BHpPAaXeHHOM

TUMNEPLUUTOKMHEMMM C [HAaTyOHBEMM [IOCJEeOCTBUAMU [JIS Pa3JIMUHHEX TKaHeN
" OpPTaHOB (Henter JI, Elinder G, Soder 0 et al.
«Hypercytokinemia in familial hemophagocytic
lymphohistiocytosis», Blood 1991; 78: 2918-2922). Kiuaccubpukaums
IVIT" npuBeIeHa HWXe B Tabjule 9:

Tabmnua 9. Kinaccudomkaumsa IJIT

Cememnusmt IJIT' (CJIT)
I'en BeJsrox PYHKIIUST
FLH-1 HeusBecTeH HeusBecTeH
FLH-2 PRF1 [Tepdopuu IIopooBpasynmuil OeJIoK
E FLH-3 UNC13D Muncl3-4 CTUMyJISLMS BEeSUKYJII
= FLH-4 STX11 Cunraxcuu 11 TPaHCIOPT M CJIMUSHUE BE3UKYII
)
E FLH-5 STXBP2 (UNC18B) Muncl8-2 TPaHCIOPT M CIMUSHUE BE3UKYII
b
E CHMHOpPOMH MMMyHomebmuumTa
2 T'en Bejrox SYHKIUST
CHS LYST Lyst TpaHCHOPT BE3UKYJI
G3S-2 RAB27A Rab27a CTHIKOBKA BEBUKYJII
XLP-1, TpaHCOyKUMSA cuITHalla u
SH2DIA, BIRC4 SAP, XIAP
XLP-2 aKTUBaLUMS JIMMOOLMTOR
E VHperUuMM
H PerMaTHUeCcKMe sabojileBaHMA (CHMHIPOM aKTMBalUMM MaKpodaIoB)
3
g Merabonmuueckmue saboJieBaHUS
S
o'
5 3JIo0KaUueCTBEeHHBE HOBROOOpAasOBaHUS

MepBuuHe IJVII' [OpelcTaBJgeT COOOM TeTepOTeHHOe ayTOCOMHO-
pelleccuBHOe 23abojieBaHue. IlepBuuHml IJII' B OCHOBHOM HabOjoIaeTcs B

MJIaIDeHUYeCTBe u PaHHeEM oeTCTee C HpeHHOﬂaPaeMOﬁ
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pacIpocTpaHeHHOCTEID B EBpome 1/50000 XMBOPOXIEHHHX IeTel (Henter
JI, Elinder G, Soder O, 0Ost A. Incidence in Sweden and clinical
features of familial hemophagocytic lymphohistiocytosis. Acta
Paediatr. Scand. 1991; 80: 428-435) . BaboJjieBaHMe  ABJIAeTCHA
3aBeIOMO CMepPTeJIbHEM CO CPpeIHMM CPOKOM BEXMBAHMA MeHee 2 MecCsleB
Iocjie TOABJIEHUS CHMIITOMOB, €CJIM He I[IPpUMeHAThH JeueHue (Janka GE.
Familial hemophagocytic lymphohistiocytosis. Eur. J. Pediatr.
1983; 140: 221-230; m Aricd M, Janka G, Fischer A, Henter JI,
Blanche S, Elinder G, Martinetti M, Rusca MP Hemophagocytic
lymphohistiocytosis Report of 122 children from the
International Registry. FHL Study Group of the Histiocyte
Society. Leukemia. 1996 Feb; 10(2): 197-203).

HapymeHre ULUUMTOTOKCUUECKOW OQYHKIUWM, HUMeKmee MecTo npu IJIT,
OPpUBOOUT K TUIEPUUTOKMHeMMM U TeModparoumTosy. 3STo, B CBOD
ouepellb, BHBHBaAeT BCe THUIMUHEEe cuMaToMmel IJII' (Dhote R, Simon J,
Papo T et al. Reactive hemophagocytic syndrome in adult systemic
disease: report of twenty-six cases and literature review.
Arthritis Rheum. 2003; 49: 633-639; Risdall RJ, McKenna RW,
Nesbit ME et al. Virus-associated hemophagocytic syndrome: a
benign histiocytic proliferation distinct from malignant
histiocytosis. Cancer 1979; 44: 993-1002; m Risdall RJ, Brunning

RD, Hernandez JI, Gordon DH. Bacteria-associated hemophagocytic

syndrome. Cancer 1984; 54: 2968-2972). TuUIMUHBEE CUMITOME IJIT
BKJIOUAT, HallpuMep, OJIMTEeJIbHYI JIMXOopanKy, CILJIEHOMeT'aJInb,
rernaToMeTraJuo, LUMUTOIIEHUIO, TUnepdeppPUTUHEMHID,
TUNIEPTPUTJIMILIEPUIEMUIO, TUNIOPMOPMHOT EHEMUIO, remModaroumuTos,
TUNIEePUUTOKMHEMMAIO n/nnm JIMMOOTUCTUOLNTAPHYIO VHQWJIb Tpalnio,

T'MIIOIIJIa3mMiK KOCTHOI'O MO3TI'a, MeHVMHI'€eaJIbBHYIO MH@MJ’IBTpaLU/HO.

IMTOKWMHH, YPOBEHL KOTOPHEIX IIOBHIIEH Yy IaumeHTOoB ¢ IUIT,

BKJIIOUAOT & IFNy, wuHTepJeukuH 6 (IL-6), IL-10, @akTOop HeKpo3a
OIIyXOJIeM (TNF) o, IL-8, MakpodaraJibHEM  KOJIOHMECTUMYJIMPYIOMUM
dpaxTOpP (MCSF) u TPaHyJIONLUUTapHO-MakpodaraJjbHEN

KOJIOHMEeCTUMyIupymmut dpaxTop (GM-CSF) .
TJIT' TakXxe MOXeT MMeTh MEeCTO B XoOe MHOeKUUM, PeBMaTHUUYeCKOTO

MM HeOoIJIaCTUUeCKOoTO 3aboJjieBaHUsa, M B 5STOM CJydae eT'0o Ha3HBawT
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BTOpMYHEM IVJUIT'. BTopuuHem IJII' MMeeT Te Xe I[IPpM3HaKM U CUMITOMEH,
UTO M IIepBUYHasdg OGopMa, ¥ MOXeT OHTH B pPaBHOM CTeleHM TIKeJIBM.
COBpeMeHHEe MeTOIEL JieueHn A BTOPUUHOTO I HalpaBJIeHE Ha
yCTpaHeHue [IPUYVHEL Jiexamero B OCHOBE 3ab0JIeBaHUAg. 3To,
6e3yCJIOBHO, uMeeT MEeCcTO B cJydae TJIT, BEI3BAHHOTO TaKVMHA
MHOeKUVAMA, Kak JIeVImMaHMO3. CienyeT OTMeTUTH, uTOo  HaJMuue
HEeKOTOPHX WMHOQEKLMV, B UYaCTHOCTM, BUPYCHHX MWHOeKUMM, TaKuUx Kak
MHeKLIUU CMV  wmim EBV, OUeHb JyacTo MHUIUKPYEeT IIpOABJIEHUE
[IePBUUHHX bopm TUIT". B [IOJIL3Y IOaHHOTO HaOJIooeHn A TakKxe
CBUIETEJIECTBYEeT TOT (aKT, UTO B XMBOTHEIX MOOEJAX I[epBMUHOTO IVJIT
MHOULUMPOBaHME BUpPYyCOM JIMMOOLIMTAPHOT'O XOPUOMEHMHIUTA (LCMV)
HeoOxoOouMoO nOJig pasBuTua 3abdojeBaHusa (Jordan MB, Hildeman D,
Kappler J, Marrack P. An animal model of hemophagocytic
lymphohistiocytosis (HLH): CD8+ T cells and interferon gamma are
essential for the disorder. Blood 2004; 104: 735-743; Pachlopnik
SJ, Ho CH, Chretien F et al. Neutralization of IFNgamma defeats
haemophagocytosis in LCMV-infected perforin- and Rab27a-
deficient mice. EMBO Mol.Med. 2009; 1: 112-124; Kogl T, Miuller
J, Jessen B et al. Hemophagocytic lymphohistiocytosis in
syntaxin-1l-deficient mice: T-cell exhaustion limits fatal
disease. Blood. 2013; 121: 604-613; m Sepulveda FE, Debeume F,
Menasché G et al. Distinct severity of HLH in both human and
murine mutants with complete loss of cytotoxic effector PRFI,
RAB27A, and STX11l Blood. 2013; 121: 595-603).

Eciu TJIT IIPOABJIAETCHA B polecce HeOoIlJIaCTUYEeCKOTO
3aboJleBaHuUAg, B 4YaCTHOCTH, T'eMaTOJIOTMUYEeCKOT'O  3JIOKAUeCTBEeHHOTO
HOEBOOOpa3oBaHug, 4acTo TAXKECTH COCTOSHUA  IalMeHTa TpedyeT
HeoTJIOXHOTO JledyeHusa IJII' @mo Toro, kak OyIeT HayvaTo JieueHue,
HallpaBJIEHHOE Ha IIepBOIPUUMHHOe 3aboJieBaHUE.

Hammume npmu3HakoB ¥ cuMITOMOB IJII' Yy [HaUMeHTOB, CTpalallnx
peBMaTHUeCKMM  3aboJieBaHuEM, TakKMM KaK CHCTEeMHHEM  OBEeHWUJILHBN
UIMONaTUUEeCKUM apTpuT (clOMA) M cucTeMHasd KpacHas BoJidaHka (CKB),
PEBMATOJIOTM YacTO Ha3HBalT CHUHOIPOMOM aKTuBaluM Makpodparors (CAM),
KOTOPEM MOXEeT MpellleCTBOBATE MPOABJIEHMI CaMOTO PEBMaTHUUECKOTO
zaboJyiepaHMda. Y OOJBIMHCTBA HDauuMeHTOB ¢ CAM TeCTH IIOKa3HBAKT

HapymeHre ¢yHKIMM NK u [nepdoopmHa, M Y SHAUMTEJBHOTO UMCJa
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NalUMEeHTOR HaBIoOOalnTCsa [IOJIUMMOPOU3MH MM ITeTepPO3UTOTHHE MyTalluM B
PRF1 m UNC13D. XoTa 3TO Upe3BHUAMHO TAXKeJOoe M OllaCHOe IJS XWU3HU
COCTOSHMe, KaK IMpaBUJIO, OHO pa3pellaeTCsd, €CJIM HadaTb aleKBaTHOeE
JleueHue, cocrodlee B OOJILIIMHCTBE clly4JyaeB ns BBeOeHUsd
KOPTUKOCTEPOUIAOR M LMKJIIOCHOPMHa. OOHaAKO y IIPMMepHO 15% NalMeHTOB
¢ paszBuBmMMCcA CAM 3aboJjieBaHMe MOXeT OBTH TPYIOHO KOHTPOJMPYEMBM U
MOXeT PpacCMaTpMBaTLCHA IIPMMeHeHMe »Tonos3una (Minoia F, Davi S,
Horne AC et al. Clinical Features, Treatment, and Outcome of
Macrophage Activation Syndrome Complicating Systemic Juvenile
Idiopathic Arthritis: A Multinational, Multicenter Study of 362
Patients. Arthritis & Rheumatism 2014; 66: 3160-3169).

Xor4a [IePBUYUHEM TJIT cumTaeTcsa IIpeuMymeCcTBEeHHO IeTCKUM
zabojsiepaHueM, IJII' 4aBJgeTCA COCTOAHMEM, KOTOpOe BCTpeYaeTCd U Y
B3POCJEIX, ¥ HOBad IIocTylawomasa MHOoOpMalMa YyKasHBaeT Ha TO, UYTO
5TO MOXeT IIPOMUCXOIMUTEL  Udalle, yeM CuUuMTaJIock B OpomJjioM. Y
BOJIBIIMHCTBA  B3POCJIBEIX INalMeHTOB  3aboJieBaHMe  pasBUBaeTCd IIPU
3JI0KaueCTBEHHEIX HOBOOOpPa30BaHUAX (B OCHOBHOM B ciydae
HeXOIXKVMHCKUX JuMbom) , MHbOeKIMAX, ayTOBOCIHAJIUTEJIbHEIX W
aYTOMMMYHHEIX 3aboJIeBaHUAX M ATPOTEHHEX MMMYyHOOedbulIrTax.

B HacTOAmee BpeMsa He CYMNEeCcTBYeT OHOODPEeHHEX TepalleBTUUeCKUX
cpencTB mOJsa JedeHusa IJUII'. OOHaAKO SKCIOEPTH B OaHHOM 00JlacTu
pazpaboTanmu PYKOBOLCTERO s oKaszaHUAa MeIOULMHCKOM’ TIOMOIM
naumeHTaMm ¢ IJII' (Henter JI, Horne AC, Arico” M, Egeler RM,
Filipovich AH, Imashuku S Ladisch S, McClain K, Webb D,
Winiarski J, and Janka Diagnostic and Therapeutic Guidelines for
Hemophagocytic Lymphohistiocytosis Blood Cancer 2007; 48: 124-
13.1; Henter JI, Samuelsson-Horne A, Arico M et al. Treatment of
hemophagocytic lymphohistiocytosis with HILH-94
immunochemotherapy and bone marrow transplantation. Blood 2002;
100: 2367-2373; u Jordan MB, Allen CE, Weitzman S, Filipovich
AH, McClain KL. How I treat hemophagocytic lymphohistiocytosis.
Blood 2011; 118: 4041-4052).

OkaszaHMe MeIMUMHCKOM IIOMOmMM [allMeHTaM C [IepBUYHEM IJII' B
HacTodAlmlee BpeMa BKJIOUAeT cJenyomme »Tane (Henter et al., Blood
Cancer 2007): (1) wMHOyKUMOHHas TepalMsa B TeueHuMe 8 HeIelb

CoueTaHMeM KOPTUKOCTEepPpOMIOER WM FVIMMYHOCYIIPDECCHMBHEIX JIeKApPCTBEHHEIX
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CpenCcTB (HampumMep, sTOoNnO3UNAa, CsA, ajleMTy3yMaba, TJI08yJIMHa
NPOTVB TUMOLMTOR); (i1i1) monomepxuBawmas Tepalud IO IIPOBeleHUs
TpaHcIyaHTauvyu u  (1i1i1) TpaHcnmaHTauMda OJS  BCeX IMAaUMEeHTOB C

BHIABJIEHHHEM TeHeTUMUeCKMM »eduumuToM U, CO BpeMeHeM, B OUeHb
TAXeJEX cJiydaax IJII' ©es CcBL3aHHHX C 3abojieBaHMEM MyTallil.

OCHOBHad LeJylb MHOYKIVMOHHOW TepalMM 3aKJIoUaeTCsa B I[I0IaBJIEHUU
OIaCHOTO IJIA XM3HM BOCIaJIMTEJIEHOTO IIpollecca, KOTOPHM XapaKTepeH
niasa IVIT, [O3BOJIAKIEM IPOBOAMTL TPAaHCIJIaHTalUM OJIS Tex [allMeHTOB,
KOTOPEIM OHa HeobxommMa (Horne A, Janka G, Maarten ER et al.
Haematopoietic stem «cell transplantation in haemophagocytic
lymphohistiocytosis. Br. J. Haematol. 2005; 129: 622-630).
TpaHCIJIaHTal A ABJIAETCHA eIMHCTBEHHEM MeTOIOM JIeUeHU IJITY,
ACCOLUMMPOBAHHOTO C BHCOKOIIEHETPAHTHHMY TIeHEeTUUEeCKUMM MyTallsaMUu
(Henter et al., Blood 2002).

HecMoTps Ha I[IpUMEHeHMe TaKMUX pPYyKOBOICTB, OOmMUM IIoKa3aTellb
CMEPTHOCTM B CJiydaax IepBuuHOoro IJII' ocTaeTcd Ha YypoBHe 40-50%
(Henter et al., Blood 2002; Trottestam H, Horne A, Arico M et
al. Chemoimmunotherapy for hemophagocytic lymphohistiocytosis:
long-term results of the HLH-94 treatment protocol. Blood 2011;
118: 4577-4584).

HeoBxoouMMOCTE IPMMeHeHMs BO BpeMsa MHIYKIMOHHOTO IIepuona
JleKapCTBEHHHX CpPelcTB, C KOTOPHMM CBS3aHHE TSKeJHe KPpaTKOCPOUHHE
M OOJITOCPOYHHE OCJOXHEHMS, BHOCHUT IOMIOJIHUTEJILHHY BKJanm B U 06es
TOTO BHCOKYK CMEPTHOCTL. KOMIO3UIMM U CHOCOOH, TI[IPelJIOXEHHHE B
HacTodAmeM OOKYMeHTe, pa3paboTaHH B KadeCTBEe HallpaBJIEHHOW Tepaluu
C TapaHTUPOBaHHOM 20OeKTUMBHOCTBHI M MeHbIIe TOKCUUHOCTLIO.

B nociemHMe TOOH OBUIO IIOJYYEeHO BCe BoO3pacTaKnilee UUCIO
ooKazaTeJIJbCTB KJIOUeBOM poJsim IFNy B pazsutum IJII' (Henter JI,
Elinder G, Soder O et al. Hypercytokinemia in familial
hemophagocytic lymphohistiocytosis. Blood 1991; 78: 2918-2922;
Jordan MB, Hildeman D, Kappler J, Marrack P. An animal model of
hemophagocytic lymphohistiocytosis (HLH): CD8+ T cells and
interferon gamma are essential for the disorder. Blood 2004;
104: 735-743; Pachlopnik SJ, Ho CH, Chretien F et al.

Neutralization of IFNgamma defeats haemophagocytosis 1in LCMV-
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infected perforin- and Rab27a-deficient mice. EMBO Mol. Med.
2009; 1: 112-124; Behrens EM, Canna SW, Slade K et al. Repeated
TLRY9 stimulation results 1in macrophage activation syndrome-like
disease in mice. J. Clin. Invest 2011, 121: 2264-2277; Xu XdJ,
Tang YM, Song H, MD, Yang SL, Xu WQ, Zhao N, Shi SW, Shen HP,
Mao JQ, Zhang LY, and Pan BH, Diagnostic Accuracy of a Specific
Cytokine Pattern in Hemophagocytic  Lymphohistiocytosis in
Children J Pediatr 2011; m Risma K, Jordan MB. Hemophagocytic
lymphohistiocytosis: updates and evolving concepts. Curr. Opin.
Pediatr. 2012; 24: 9-15).

Bce wMyTaumMm TeHOB, XapaKTepHBEe [JI4 I[IepBMYHEX ¢dopm IVITY,
3aTparupapT OeJIkM, BOBJIeEUeHHHE B OIOMH ¥ TOT Xe IIpollecc, B
KOHEUHOM nurore [IPUBO O AMUMN K HapyLeHUO UUTOTOKCUUECKOM
AKTMBHOCTM. Y HauueHTOB C IJII' nepBeMM OBUIM OOHaApPYXeHB MyTalllM
nepdopmHa.

Memm C HOKayTOM TI'eHa IHepbopmHa (KO) cumTanTcsa peJleBaHTHOM
MoZeJiblo 3abojieBaHMSA UeJIoOBeKa. [elCTBUTEJIBHO, Y DSTUX MHIIEY I[I0oCJe
nHOULUUPpOoBaHua LCMV pasBMBaTCAd BCe OUMATHOCTHUUECKME U MHOIHKEe U3
KJIVHUAYE CKUX n J1abopaTOpPHEX XapaKTepUCTUK UeJIOBeUeCcKOTO
3abojyieBaHMsg, M 0e3 JIeueHMS DSDTUM XUMBOTHHe InormbanT. BciencrBue
sTO0T0 KO wMpmel c geduumToM IHepdopMHa CTaJM MCIOJBL30BATH IJIA
U3ydyeHMsda naTodpmsmosiormm IJII'. ITUII'-momo®Hasa I[aToJIOTMHA, KoTopada
pa3BMUBaEeTCHad Yy DTUX XUBOTHEX, 3aBucuT oT CD8+ T-rjeTor u IFNy,
OpooyUMpyeMoTO B OTBET Ha CTUMYJISALUMIO aHTUIEeHOM.

BeJIO TOKaszsaHo, 4YTO IIPpM HeMTpalM3alUuM BHCOKUX LUPKYJIUPYIUX
ypoBHer IFNy =3a cueT BBeleHMS aHTHM-I1FNy aHTUTeJ] He TOJBKO
BO3BpallaJiMChk K IIpeXHeMy COCTOSHUMI aHOMaJlbHHE  KJIIMHUUECKUEe U
JabopaTopHEe Ioka3zaTeliH, HO UM pPe3KOo Bo3pacTalM IloKa3aTelu
BEDKMBAEMOCTHK . HamnpoTus, abadauusga JodoI'o OPpyI'orl'o LUMTOKMHA HMKAaK He
BJIMAJIA Ha BHXMBaeMOoCThb (Jordan et al., Blood 2004; Pachlopnik et
al., EMBO Mol. Med. 2009).

IOIse wMomenm eBTopMUHOTO IJUII' OBUIM MCCJIEeOOBAHE B KOHTEKCTE
nporpaMMel paspadtoTku NI-0501. B onHOM MomesiM OBJIO MCIIOJB30BaHO
HEOIHOKpaTHOe BBeneHre CpG (BHBHEBaKmee CcTuMyJgauvo TLR9) mis

VMM Tallm XpOHMT{eCKOﬁ T XeJION TUIIEePCTVIMYJIALIMM Y 3IOO0POBEX MEIIe M
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(TO ecThb, C HOPMAaJILHOM TeHeTHUKOM UIUMTOTOKCHMUEeCKOTO IIyTH) B
KauecTee Momesam [JII', BTOPUUHOTO I[IO OTHOMEHMK K MWHOeKIrMM. XOTd

5T MBIIM He 0043aTeJIbHO normbalv, Y HUX pPasBUBAJIMCE TUIINYHEE
KIIVMHMYEeCKMEe U JabopaTopHHe Nnpu3Haku IJII'. Ilpu HeWTpamuszaumuu IFNy
3a CcueT BBeneHMA aHTUM-IFNY aHTUTeJla KIMHUUECKMEe U JiabopaTOpHEE
IokaszaTeJl1 BO3BpallaJIMChb K HOPMe. JVHTepeCcHO, YTO B IAaHHOM MOIeJu
OBJIO IIOKas3aHO, 4YTO BBeIdeHMe aHTU-1FNYy aHTUTeJa NPUBOOUT K IIOJHOMU

HenTpaluzauun »dbexToR IFNYy Takke M B COOTBETCTBYKIMX TKaHAX—
MUIIEHSIX, TaKMxX KaK IIedeHb U CceJjle3eHkKa (cTaTbsa TOTOBUTCH K
rneyaTu) .

Onda wucciaemoBaHMA HaToQM3MOJIOTMM BTopMuHOro IJII', wMMenmero
MEeCTO B KOHTEKCTe pPeBMaTUMUeCKMUx 3aboJieBaHUI, OvJla co3haHa
XMBOTHASA MOIEJIb C MCIOJbB30BAaHMEM TPAHCTEHHHX N0 TeHy IL-6 Mbemew,
Y KOTOpHX IL-6 DKCIPEeCCHUPYeTCHS Ha BHCOKOM YPOBHE, aHaJIOTMUYHO
TOMY, uTo IPOUCXOIOUT N4 [IauMeHTOB c clOVA, peBMaTUUECKUM
zaboJsieBaHMeM, HauboJjiee dYacTO  aCCOLUMMPOBAHHBM CO  BTOPMUHBMU
dbopmamvm TJIT'. Ilpy CTUMyJIAUMM JuradHmavyu Toll-NomoOHEIX PeLElTOPOR
(TLR) STU MBIV rnormbawnT, IIPOABJIAA MHOT'HE us IIPUBHAKORB
yeJioBeueckoro 3BabojeBaHusa (Strippolli R, Carvallo F, Scianaro R
et al. Amplification of the response to Toll-like receptor
ligands by prolonged -exposure to interleukin-6 in mice:
Implication for the pathogenesis of macrophage activation
syndrome. Arthritis & Rheumatism 2012; 64: 1680-1688). V¥V »THUX
MEIIEW [IpM HeUTpalu3zauum I1FNy 3a cueT BBeleHMS aHTU-I1FNy aHTUTeJa
rnoxkaszaresu BEIXMBAEMOCTHU pPesKo YIIYUIamnTC A " JJabopaTopHHE
moxkasaTeJlM BO3BpamailTca kK HopMme (Prencipe G et al., cTarbhd
TOTOBUTCHA K IIedaTH) .

HOIIOJIHUT €JIb HEIMI ookasaTeJylbCTBaMM BaAXHOCTHU IFNy 1pu IJIr

ABJIAITCSA BECOKME KOHLEHTpaluM UMpkyJaupyomero IFNy y DauMeHTOB C
nepsuuHeM IJII' (Henter et al., Blood 1991; Xu et al., J Pedatr
2011). B rpynme wm3 71 [OauMeHTOB, KOTOPHX KOHTPOJMPOBAJIM OT
MOMEHTa OIMaTHOCTHUPOBAHUA TJIr oo JieueHud " IIOCJIeOyrImero
HaOJooeHusa, YpoeBHM I1FNy OpeBHIIAJIM BEPXHKL I'PaHULy HOPMAaJbHEX
sHaveHun (17,3 nOr/mjia) y Bcex I[IalLMeHTOB M, B YacCcTHOCTU, b3,5%

IalMeHTOB VIMeJIn YPOBHH, [IpeRbIIAKINE 1000 nr/mi. Taxxe
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coofmajyochb, UYTO YypoBHM IFNYy noBrmanoTcsa cpa3y M OHCTPO, M MOT'YT
cHmxaTbcs oT >5000 nr/Mi IO HOPMAaJLHEIX 3HAUeHWM B TeueHMe 48
JyacoB Ipu 20OeKTUMBHOM JeueHum IJIT.

CopceM HeIaBHO IIpU OOCEPBALMOHHOM MCCJIEOOBAHMM IIALIMEHTOB CO
BTOPUUHEIMKM opMamMm IJII' BHICOKMe ypoBHM IFNy ObuiM OOHapyXeHH KakK Yy
nauyeHToR Cc IVIT', BO3HMKAKIMM BCJIeOCTBMe MHbOeKUMUNM, Tak U Y
nauueHToB ¢ IJII', BO3HMKaKIMM B KOHTekcTe CIOMA. VYpoerHu CXCL9,
CXCL10 nu CXCL11, Tpex XEMOKVHOB, KOTOPHE, Kak M3BECTHO,

MHOyuupyioorca IFNy, Takxe OBUIM 3HAUUTEJILHO IIOBHIMEHH. CllemgyeT

OTMEeTUTL, UYTO ypoBHM IFNYy M Tpex CBA3aHHHX C IFNYy XeMOKMHOB, Kak
YCTaHOBJIEHO, S3HAUMTEJIEHO KoppenpoBaln C JlatopaTOPHEMM
mokasaTesyaMM TAKeCTM 3abojieBaHUA, TaKMMM KaK YpPOBeHb QeppUTHUHAE,
KOJIMYEeCTBO TPOMOOLMTOB M YPOBeHb TpaHcaMMHaz (Bracaglia et al.,
CTaThbA NpencTaBJjieHa IOJIA ONYOJMKOBAHUA) .

[IocKOJIBKY TUINIEPUUTOKMHEMN A u MHQUIIb TpalnsAa OpT'aHOB
AKTUBMPOBAHHEMM JIMMOOLUMTaAMM UM TUCTHMOLUMTAMM HECYT OTBETCTBEHHOCTB
3a BCe cumMnToMel IJII' M 3aBUCAT OT IMIepaKTMBHOCTM CD8+ T-KJIETOK U
BEHICOKMX ypoBHeM IFNy, HeVTpanmuz3auusga IFNYy sABJIgeTCa palXOHAaJIbHEM
TepalleBTUUYECKMM I[IOOXOHOOM. [eMCTBUTEJILHO, B HaCTOsAlee BpeMsa He

CyHmeCcTBYyeT CpelCTB, CIHeUMPUUeCKM HalleJJIeHHHX Ha CD8+ T-kKJIeTkKu, U

HalleJMBaHMe CpelCTB Ha OTIOeJIbHBlEe LMTOKMHE, 3aBucuMele oT IFNy,
BO3MOXHO OyIOeT HeOoCyleCTBVMEBIM.

TaxkmuMm obpasoM, Ha OCHOBaHMUU OaHHEBIX, T[IOJIYYEHHEIX C
MCIIOJIL30BAHMEM XMBOTHEIX MOIeJleM I[IepBUYHOTO M BTopuuHoro IJITY, a
TakKXe Ha OCHOBaHMM pPe3yJLTaTOB HabMoOeHMId IalMeHTOB KakK C
[IEPBUUHEM, TaK M CcO BTOpMUHEM IJII', [NOOTBEPXIAKIMX BaXHYID pPOJIb
IFNy B rarToreHese OaHHOT'O zaboJjieBaHmA, HelTpaan3aluns ITFNy
OpencTaBJIgdeTCcsa HaOeXHBIM OCHOBaHMeM OJId pas3paboTkM HalpaBJIeHHOMU
Tepaluu OJIis i, KoTOpad OOJIKHA OBITB 20beKTUBHOM u He
COIPOBOXIOATLCI, WJIM COIPOBOXIATLCH OTPAHMUEHHOM, TOKCUUYHOCTLIO.

HacTosamee wm300peTeHMe TakKXe OTHOCUTCHA K  KOMIO3ULUMAM U
criocobawm, KOTOPHE TIIOJIE3HH IJIS MUIOSHTUOUKALUU WM YTOUHEHUIA
NONYJIALUY TallMeHTOR, CcTpalallux 3abojieBaHueM, IIpM STOM HallMeHTH

VMMeIOT IIOBHIMEHHHEM ypoBeHb CXCL9, oTHeJIbHO MJIM B COUeTaHMM C OIHUM

i OoJiee OONOJIHUTEJIBHBEMM CBA3aHHBEIMKM C MHTepbepoHOoM Y (IFNY)
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froMapkepaM. B UacTHOCTHM, I[IO0 MIOOPETEHUID IIPENJIOXKEHE KOMIIO3ULUN
M CHOCOOH mOJid olIpeleljleHVsa ypoBHer CXCLYO B kauecTBe OMOMapKepa
nponyumpoBanusa IFNy mnpu reModarl'oUMTapHOM JIMMOOoTHCTHoOUMTOo3e (IJIT),
npy BTOpMuHOM IVIT' M/MIM OPpM CUHOPOME aKTMBalLMKM Makpobaror (CAM) .
MHOXeCTBO HOOKaszaTeJIbCTB, I[IOJIYUYEHHEX B MOIEJAX Ha XUBOTHHX,

YKaseBamnT Ha KJIUEBYIO IIaTOT'€HHYIO POJIb IFNy B IIEPBUYHOM

TeMOoQaroUUTaPHOM JIMMPOTUCTUOLUTO3E (IJIT") .  BrlIcOKMe ypoBHM IFNy
Takxe oOHapyXeHH Yy JoOel, cTpampalmux IJII'. PaHee coofmaloChk O
TOM, UYTO BHCOKMe YpOBHM IFNYy M Tpex CBA3aHHHX C IFNY XeMOKMHORB,
CXCL9, CXCL10 m CXCL1l1l, HabmomalMch Yy IHalMeHTOB C aKTuMBHBEM CAM,
bopmon BTOPUUHOTO ir, KOTOpad pas3BUBaeTCH B KOHTEKCTEe
CUCTEMHOTO OBEHUJIBHOTO MIOMOIaTUUeCKOT'O apTpuTa (clOMA) (cMoTpwH,
HanopumMmep, Bracaglia C., Caiello I, De Graaf K., et al. Pediatric
Rheumatology 2014, 12 (Suppl 1): 03). PesyJbTaTH, IIOJIydeHHBEE Ha
MBIIAX, KOCBEHHO YyKaseBaowT Ha To, dYTo IFNy nOpeuMymecTBeHHO
IpoOyuupyeTcsa B IepudepUdyeCKUx TKaHAX UM KOHLUEeHTpaluM B KpPOBU

MOTYT OHTBH OTHOCUTEJIEHO HU3KUMMU.

TepMmH KCUHIPOM akTUBaALUU Makpodaros (CAM) » O3HauvaeT
TAXeJIoe [IOTEeHUMAJIbHO CMepTeJIbHOEe OCJIOXHEeHME XPOHUUECKUX
BOCIIaJIMTeJIb HEIX peBMaTUUECKUX 3ab0JIeBaHUM . Kaxk mnopasuio, OH

BO3HMKAET B KOHTEKCTe CHUCTEMHOI'O ©OBEHMJIBHOT'O UIMOIATHUUECKOI'O
apTtpuTra (ClOMA), v 10-20% naluMeHTOB pasBUBaeTCd OaHHHBM CHUHIPOM B
xome 3abojgieBaHMiag. OH TakKXe MOXeT MMETb MeCTO, XOT4d 0o0Jiee pPelko,
IpM CHCTEeMHOM KpacHOM BoJluaHke, ©OoJie3HM KaBacakmu, a Takxe IIpu
OPYTHUX ayYTOMMMYHHEIX ¥ ayTOBOCIAJMTEJIBHEX 3abojieBaHuUax. Ilpm CclOMA
CAM, Kak npaBwuio, BOS3SHMKAET BO BpeMsa AKTUBHEIX cTanum
3aboJyieBaHMg, BKJoUad HauvaJio 3abojieBaHMUA. VHOEKUMOHHHM TpPUITEpP
MOXHO UISHTUOUIMPOBATEL Yy OOJIBIOM YacTM [alMeHTOB. TUIINYHEIE
nprsHaky CAM BKJIKOUAKRT JUXOpalKy, CIUJIeHOMeTaJlM, KPOBOTEUeHUA U
OpU3HaAKKM HapymeHud paboTH IIeueHM, LeHTpaJlbHOM HEepPBHOM CHUCTEeMH U
[Io4ueK, UTO MOXeT IIPMBOIMUTL K IIOJMOPTAaHHOM HeIOoCTaTOUYHOCTH.
AHoMaJuM Ja®opaTOopHHEX IIoKa3aTelJleM BKJYAalT yMeHbIleHMe KOJUUYeCcTBa
OeJIExX KJIETOK KpOBH, TPOMBOLIUTOB u TeMOTIJUIOOMHA,
TUIIepTPpaHCaMHa3eMHIO, 3aMeTHOe IIOBHIIeHVe YPOBHA ObeppuUTHMHa U

CBUMIOeTeJIECTBa BHyTpMCOCVﬂMCTOﬁ AKTMBalIMM CHCTEeMEI CBEepPTEIBaHNMA
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kpoBu (Ravelli, A., et al., Macrophage activation syndrome as

part of systemic Jjuvenile idiopathic arthritis: diagnosis,
genetics, pathophysiology and treatment. Genes Immun. 13(4): p.
289-98). CAM NOpUBOOUT K CEPBE3HEIM OCJIOXHEHUSIM M CMEPTU, SABJIAACH

IPUUMHOM CYMeCTBEHHOM UYacTM CMEepTHHX CJIydaeB BcJencTBue CclOMA
(Minoia, F., et al., Clinical features, treatment, and outcome
of macrophage activation syndrome complicating systemic juvenile
idiopathic arthritis: a multinational, multicenter study of 362
patients. Arthritis Rheumatol, 2014. 66(11): p. 3160-9; Hashkes,
P.J., et al., Mortality outcomes 1in pediatric rheumatology 1in
the US. Arthritis Rheum, 2010. 62(2): p. 599-608). Jlyumee
[IOHMMaHMue IaToTeHe3a 3aboJjieBaHMs, C MHOoCJenyoler MWIeHTUOUKaLMen
HOBEIX TepalleBTHUUECKMX MUIeHel, ¥ BO3MOXHasa pas3padoTka MeTOIOB
HanpaBJIeHHOM Tepaluy MOXeT IMIPUMBECTM K CYNEeCTBEHHOMY YJIIYUIIeHMUIO
KOHTpOJIA 3abojieBaHMa M ucxonma CAM.

BOJILMMHCTBO KJIMHMUECKMX TIIPU3HAKOB M aHOMaJuM JadopaTOpPHHX
nokasaTesen npu CAM ABJIATCA TaKUMA xe, Kak B cJgydae
reModparoumMTapHoTo JuMmbormucTmoumTosza (IVII'Y), UM OeMCTBUTEJILHO, €TI0
B HaCToOAllee BPeMsa OTHOCHAT K KaTel'OpUM BTOPUUHOTO WM PEakKTUBHOTO
IJII' (BTOp-IVII') (Jordan, M.B., et al., How I treat hemophagocytic
lymphohistiocytosis. Blood, 2011. 118(15): p. 4041-52) .
[lepBUUuHEe QopMH IJII' (n—IJVII') BHB3BAHE MyTalMsaMM TeHOB, KOIUPYIIMX
feJIkM, BOBJIeUeHHBEEe B DK30LUMTO3 TI'paHyJ, BkJouasa PRF1, UNC13D,
STXBP2, STX11, RAB27A wu XIAP, d4TO, KakK OpaBWJIO, MIPUBOIUT K
nebekTHOM LMUTOTOKCUUECKOM akTuMBHoOCTM CD8+ JumbpoumToB U NK-
KJIETOK . B COOTBETCTBUU c COBPEeMeHHOM KJaccupuraumen, B
OTCYTCTBME MHoOmammerica oIOpemelieHuilo TeHeTUUECKOM MNIPUUMHE /MU
CeMeMHOM HacJeICTBeHHOCTH, IJII' KIacCUOMUMPYIT KakK BTOPUUHEM WU
peakTUBHEII. BTop-IJII' MOXeT BO3HMKATL B OTCYTCTBME OUEBUIHOTO
TpUTITepa VI B KOHTEKCTe MHOEeKLNN, 3JI0KaUeCTBEHHHBIX
HOBOOOpAa30BaHUM WMJIM pPeBMaTHUeCKMxX  3abojieBaHUM, B IIOCJIeOHEM
ciydae ero OOHUHO Has3wBawT CAM. T'eHeTHUecCcKas OCHOBA [OJISA Pas3BUTUA
CAM 1oCTelleHHO CTaHOBUTCsA O0oJiee TIOHATHOM, IIPU STOM pPe3yJbTaTH
1IeJIOTO psAda MCcCcIeIoBaHMM YyKasbBaloT Ha CcBa3bp CAM M, B 1eJIoM,
BTOp-IJII', C TEeTepO3UTOTHOCTLID IJIS HU3KOIEHEeTPAaHTHHX BapMaHTOB

mJjim My TalMmAaAMM TeX Xe I'eHOB, 4yTo U B Cllydae pasBUTUA o-TJIr
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(Kaufman, K.M., et al., Whole-exome sequencing reveals overlap
between macrophage activation syndrome 1in systemic Jjuvenile
idiopathic arthritis and familial hemophagocytic
lymphohistiocytosis. Arthritis Rheumatol, 2014, 66(12): p. 3486-
95; Vastert, S$.J., et al., Mutations in the perforin gene can be
linked to macrophage activation syndrome in patients with
systemic onset Jjuvenile idiopathic arthritis. Rheumatology
(Oxford), 2010. 49(3): p. 441-9; Zhang, K., et al., Macrophage
activation syndrome in patients with systemic Juvenile
idiopathic arthritis is associated with MUNC13-4 polymorphisms.
Arthritis Rheum, 2008. 58(9): p. 2892-6; wu Zhang, M., et al.,
Genetic defects in cytolysis in macrophage activation syndrome.
Curr Rheumatol Rep, 2014. 16(9): p. 439; um Bracaglia C, Sieni E,
Da Ros M, et al. Mutations of familial hemophagocytic
lymphohistiocytosis (FHL) related genes and abnormalities of

cytotoxicity function tests in patients with  macrophage

activation syndrome (MAS) occurring 1in systemic Jjuvenile
idiopathic arthritis (sJIA) . Pediatric Rheumatology 2014,
12 (Suppl 1): P53). 5T0O CXOACTBO TI'€HETUMUECKOM OCHOBH B CJydae II-

TUIr " CAM OOIIOJIHUTEJILHO CBUIEeTeJILCTBYET B II0JIb 3Y ofBmero
[IaTOT'eHHOT'O MeXaHM3Ma.

PesyabTaTe MCCJIeIOBaHMUM IIallMeHTOB, crTpanmawommx  n-IJIT, a
TakXxe XMBOTHHX MozeJel n-IJII' mooTBepXxOailoT IMUIOTe3Y O TOM, UTO
nebexkTHass LIUTOTOKCHMUECKAs aKTMBHOCTL U aHOMaJIMM B3aMMOOEMCTBUSA
AHTUTEHIIPEeOCTAaBJANIMX  KJIETOK (AIIK) -CD8+ T-wJIeTOK NPUBOOAT K
nebpexTaM BaTyxXaHMI MUMMYHHOT'O OTBeTa UM aHOMaJIbHOM akTuBauum T-
KJIETOK. Pe3yJbTaTOM DBTOT'O 4BJIAETCH HEeKOHTPpOJIMpyeMad MWMMyHHAadA
aKTUBal A u NpoOoyLUMpOBRaHmMe [IPOBOCIIAJIUT &JIE HEIX LUUTOKUHOB T-
JuMpoMTaMM M Makpodaramm, TMNIPUBOLANEe K TIOBPEXIEeHUK OPTaHOB.
PesyJIbTaTH MCCJIeOOBaHMUM Ha XMBOTHOM Momesiv n—IVII', [IPOBOIOMMHX C
MCIIOJIL30BaHMEM MbIIeM C OeduumToM IepdopmHa M Rab27, ykasbBaloT Ha
BaXHYI0 POJIb MHTepbepOoHa—T'aMMa (IFNy), [IpoOoyLurpyeMoITo
AKTMBMPOBaAHHEIMM CD8+ T-KJeTkKaMM. Y MHIIe¥ C »OeduumToM HepdopuHa
HeVTpaauzauusa IFNY T[IO3BOJISET KMBOTHHIM BHXMBATH IPM 2TOM, Kak

InpaBsmjio, JieTaJIEHOM CHHIpPOMEe, C BO3BpalleHVMeEM K HOpPMEe aHOMaJIbEHEX
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OUMOXVIMMUECKMX WM TI'eMaTOJIOTMUeCKUMX IIokaszaTejyie¥ (Jordan, M.B., et
al., An animal model of hemophagocytic lymphohistiocytosis
(HLH) : CD8+ T cells and interferon gamma are essential for the
disorder. Blood, 2004. 104(3): p. 735-43; Pachlopnik Schmid, J.,
et al., Neutralization of IFNgamma defeats haemophagocytosis in
LCMV-infected perforin- and Rab27a-deficient mice. EMBO Mol Med,
2009. 1(2): p. 112-24). VY w~mpmer c pgeduumToM Rab27, Yy KOTOPHX
3aboJieBaHMe He OpMBOOUT K Iubenyu, HelTpajmszauusa IFNy BEHS3HBaeT
3aMeTHOe yJIyudlleHMe COCTOSHUSA IIepudeprdeCKUMX OpPTaHOB, BKJOUAaL
LeHTpallbHYl HepBHYyKL cuctemy (Pachlopnik 2009). BrcCoOkMe YpPOBHHU
LUPKYJIUPYRIEeT O IFNy Taxkxe OOHapPyXEeHEL v IIallMMEHTOB C TJITY,
OIMaTHOCTUPOBAHHOM B COOTBETCTBUM C PYKOBOILCTBOM II0 OMAaTHOCTHUKE
Jirr 2004 1. (My, L.T., et al., Comprehensive analyses and
characterization of haemophagocytic lymphohistiocytosis in
Vietnamese children. Br J Haematol, 2010. 148(2): p. 301-10;
Takada, H., et al., Increased serum levels of interferon-gamma-
inducible protein 10 and monokine induced by gamma interferon in
patients with haemophagocytic lymphohistiocytosis. Clin Exp
Immunol, 2003. 133(3): p. 448-53; Tang, Y., et al., Early
diagnostic and prognostic significance of a specific Thl/Th2
cytokine pattern in children with haemophagocytic syndrome. Br J
Haematol, 2008. 143(1): p. 84-91; Xu, X.J., et al., Diagnostic
accuracy of a specific <cytokine pattern 1in hemophagocytic
lymphohistiocytosis in children. J Pediatr, 2012. 160(6): p.
984-90 el) wu, cJemoBaTeJIbHO, He 0043aTeJIbHO Ha OCHOBAHUM HAJIMUMSI
TeHeTHUeCcKoM MyTauuu. CledyeT OTMEeTUTL, UYTO 5TU MCCIeIOBaHUA
BKJIOUAJM 3BHAUMTEJIBHYD, XOTS UM BapuabeJlbHYy, YacTb I[IalMeHTOB 0e3
OUEeBMIHOM TeHeTUUeCKOM INPUUMHH 3aboJieBaHMA (TaM Xe) .

Vccrnenoranud, OV CAaHHEE B HacToAlleM OOKYMEHTE, OBLIIU
paszpaboTaHH [OJIS OLEHKM KOPPelalrM CHBOPOTOUHEIX YpPOBHeM IFNy wu
Tpex CBA3aHHHX C IFNY XeMOKMHOB MexXnOy cobol M C JadopaTOpHHEMU
[IoKaszaTeJIaMU aKTHMBHOCTHM 3abojieBaHMsa y IIalMeHTOB C akKTuBHEM CAM B
moMckax OuoMapkepa 1n VIivo HOpoOyluMpoBaHusa I1IFNy. B uyacTHOCTH,
UMpKyJMpyonue ypoeHu IFNy, CXCL9, CXCL10, CXCL1l1 wu IL-6 OwvUn

M3MEepEeHH Yy I[IaluMeHTOoB ¢ CIOMA, npM sTOM OpuMepHO 37% (20 m3 54)
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nauMeHToB wuMenu CAM B MOMeHT cbOopa o6Opasluob. Takke OLEeHMBaAJU
CBA3b LUVPKYJIMPYIOMUX YPOBHeN C okasaTeJaMu aKTUBHOCTHU
3aboJIeBaHMA M, KpPOMe TOTO, KOoppejgsauur ypoBHew IFNYy C ypOBHAMU
CXCLY9, CXCL10 wm CXCL1l. B HeKOTOpPHX BapMaHTax OCyILeCTBJIEHNA
BuoMapKepoM ABJIAeTCHA O0o0mM¥ ypoBeHB I1FNY, KOTOPHIM IIOJIE3€H B
KauecTeBe ¢QapMaKOOMHAMUUECKOTO OuOMapKepa.

Kak ommcaHO B HacTodlleM OOKYMeHTe, YpoBHM IFNYy M 3 CBA3aHHHX

c IFNy xeMoxkmHOB CXCLY9, CXCL10 m CXCL1ll OpbUIM 3HAUUTEJIEHO IIOBBIIEHE
npm axTuBHOM CAM I[IO CpaBHEeHMI C¢ aKTUBHEM CIOVMA Oe3z CAM B MOMEHT
cBopa ob6pasuosB. llpm axkTMBHOM CAM JjabopaTOpHEE [IoKa3aTeJiM TAXEeCTHU
3aboJsieBaHudg, Takue Kak YPOBHU beppuTHHA, HelTpoduios,
TPOMOOLMTOB, aJlaHMHaMVHOTpaHCchepasH " JaKTaToerngporeHasH,
CYIeCTBEeHHO KOppelupoBaKM C ypoBHAMM IFNy m CXCL9, u B MeHbIeM
cTelrleHun C  YPOBHAMU CXCL10 m CXCL1l1l; He OBlJIa OBHapyXeHa
Koppesdaumnsa C ypoBHAMM I1L-6. VY HAaUMEHTOB C aKTUBHBEM CIOVA Ge3 CAM
CYIIeCTBEHHAA  KOppeJAaAlMa Mexny JabopaTOpHEMM  IIOoKa3aTeJaMM U
YPOBHAMM LUTOKMHOB OTCyTCTBOBaJsa. Ilpu axkTuBHOM CAM ypoBHM IEFNy
CYIIECTBEHHO KoppeJMpoBalM C ypoBHaAMM CXCL9, B MeHblleM CTeleHU C
ypoBHAMM CXCL10, HO He c ypoBHaAMum CXCLI11.

Bricokue ypoBHM IFNy mu CXCL9, HabmomaeMele Yy I[DalMeHTOB C
AKTUBHEIM CAM, CYIIeCTBEHHO KoppenpoBaJin C JjabopaTOopHBEMA
mokaszsaTeygaMu TaxecTu 3abojieBaHUMA. Y INAUMEHTOB C aKTuBHEM CAM

ypoBHM IFNy m CXCL9 CWMJIBHO KOpPpPeJIMpOBalJllA. [IockoJBKY  OBLUIO

IokasaHo, d4To CXCLY9 wmHoyuupyeTcsa ToJibko IFNy, HO He I»IpyI'MiMU
MHTepdepoHaMu (cMoTpu, HamopuMmep, Groom J.R. and Luster A.D.
Immunol Cell Biol 2011, Feb; 89(2): 207-15), pPe3yJibTaTH,
PACKPEITEE B HaCTOAlleM INOKYMEHTe, IIOoKas3eBawnT, 4YTo CXCLY gpisgeTcsd
froMapkepoM HOponyluupoBaHmuda IFNy npm CAM.

Vccrnenosaum4, OV CAaHHEE B HacTodAlleM IOOKYMEHTe, Takxe
okaszsajy, 4Yro ypoBHM IFNy u xeMOkMHOB (MOoTMB C-X-C) Jmra”Hzma 9
(CXCL9), CXL10 m CXCL11l, Tpex XeMOKMHOB, KOTOpPEE, KaK M3BECTHO,
MHOyLupywooTcsa IFNy, DOBBIIEHE Yy IHaluMeHTOB Cc CAM, ocJoxHeHMeM CVA,
HO He Yy INalUMeHTOB C aKTMBHEM CHOMA ©6e3 CAM. KpoMe ToOTO, Y DTHUX

nauveHTor ypoBHM IFNy, CXCL9, CXCL10 wm CXCL1l koppeaupoBali C
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Ha@opaTOpHBIMM nokaszaTesIIMM TAaXeCcTr 3adojieBaHuA.

HenTpanusyomre aHTU-I1FNY aHTHUTesa [0 M300peTeHUI COOepXaT,

HalpyMep, OIpemednmye KOMILJIeMeHTapHOoCTh objactu (CDR) TaxeJion
enu, IIpUBeOeHHEe HXe B TabJauiie 1A, CDR JeTKoM enu,
IpUBeOeHHEe B  Tabiauue 1B, “ UX CcoueTaHuUsa. AMMHOKMCIIOTH,
CcocCTaBJIAKIME onpenesdruye KOMIIJIEMEHTAaPHOCTD obiacTu (CDR) ,
omnpenejieHHHe B cooTBeTcTBUM C Chothia et al. 1989, E.A. Kabat et
al., 1991, BuHOeJIeHH [IOOUEPKMBAHMEM U KYPCUBOM HUXE. (CmOoTPM
Chothia, C, et al., Nature 342: 877-883 (1989); Kabat, EA,
al., Sequences of Protein of immunological interest, Fifth
Edition, US Department of Health and Human Services, US
Government Printing Office (1991)).

Tabmuita 1A. IlociiemoBaTeJibHOCTM VH CDR wus3

KOTOPHE CBA3HBALT M HeUTpalIus3yoT IFNy

KJIOHOB aHTUTEJI,

HazBaHMe KJIOHAa VH CDR1 VH CDR2 VH CDR3
0501 SYAMS ATSGSGGSTYYADSVKG |[DGSSGWYVPHWEDP
NI-
(SEQ ID NO: 1) [(SEQ ID NO: 2) (SEQ ID NO: 3)
SYAMS ATSGSGGSTYYADSVKG |[DGSSGWYVPHWEDP
AC1.2R3P2 A6
- (SEQ ID NO: 1) (SEQ ID NO: 2) (SEQ ID NO: 3)
SYAMS ATSGSGGSTYYADSVKG [DHSSGWYVISGMDV
ACIR3P2 B4
- (SEQ ID NO: 1) (SEQ ID NO: 2) (SEQ ID NO: 9)
DLTVGGPWYYFDY
SYAMS ATSGSGGSTYYADSVKG
AD]14R4P1 B9 (SEQ ID NO:
- (SEQ ID NO: 1) (SEQ ID NO: 2)
11)
DGWNALGWLES
SYAMS ATSGSGGSTYYADSVKG
AD14R4P2 C9 (SEQ ID NO:
- (SEQ ID NO: 1) (SEQ ID NO: 2)
14)
SYAMS ATSGSGGSTYYADSVKG |[DGSSGWYVPHWEDP
AC1.4R4P2 C10
- (SEQ ID NO: 1) (SEQ ID NO: 2) (SEQ ID NO: 3)
GTELVGGGLDN
SNAMS TLTGSGGTAYYADSVEG
AC1.2R3P7 D3 (SEQ ID NO:
- (SEQ ID NO: 20)|(SEQ ID NO: 21)
22)
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DGWNALGWLES
SYAMS ATISGSGGSTYYADSVKG
ADIR2P2 D6 (SEQ ID NO:
o (SEQ ID NO: 1) |(SEQ ID NO: 2)
14)
SYAMS ATSGSGGSTYYADSVKG |IDGSSGWYVPHWEDP
AC1.2R3P2 D8
o (SEQ ID NO: 1) |(SEQ ID NO: 2) (SEQ ID NO: 3)
RSEFDSGGSFEY
SYAMS ATSGSGGSTYYADSVKG
AD1.3R3P6 E1 (SEQ ID NO:
o (SEQ ID NO: 1) |(SEQ ID NO: 2)
28)
VGSWYLEDEDI
SYAMS ATSGSGGSTYYADSVKG
AD1.3R3P5 F8 (SEQ ID NO:
o (SEQ ID NO: 1) |(SEQ ID NO: 2)
31)
GGNYGDYFDYFDY
SYAMS ATISGSGGSTYYADSVKG
AD1.3R3P6 FO (SEQ ID NO:
- (SEQ ID NO: 1) |(SEQ ID NO: 2)
34)
DGWNALGWLES
SYAMS ATISGSGGSTYYADSVKG
AD14R4P2 G7 (SEQ ID NO:
- (SEQ ID NO: 1) |(SEQ ID NO: 2)
14)
DEWVITSGNDY
SYAMS ATISGSGGSTYYADSVKG
AD1.1R3P3 G9 (SEQ ID NO:
- (SEQ ID NO: 1) |(SEQ ID NO: 2)
39)
DGWNALGWLES
SYAMS ATISGSGGSTYYADSVKG
AD1.3R3P6 G10 (SEQ ID NO:
o (SEQ ID NO: 1) |(SEQ ID NO: 2)
14)

Tabmmita 1B. IlociiemoBaTeJibHOCTM VL CDR M3 KJIOHOB AaHTHUTEJ,

KOTOPEE CBSABHBAKT M HeUTpaJus3yioT IFNy

HazBaHMe KJIOHAa VL CDR1 VL CDR2 VL CDR3
TRSSGSTIASNYVQ EDNQRPS QOSYDGSNRWM
NI-0501
(SEQ ID NO: 4) (SEQ ID NO: 5) (SEQ ID NO: o)
TRSSGSIVSNYVQ EDNRRPS QOSYDGSNRWM
AC1.2R3P2 A6
- (SEQ ID NO: 7) (SEQ ID NO: 8) (SEQ ID NO: o6)
TRSSGSIASNYVQ EDNQRPS QSNDSDNVV
AC1R3P2 B4
- (SEQ ID NO: 4) (SEQ ID NO: 5) (SEQ ID NO: 10)
TRSSGSIVSNYVQ DDDQRPS QSYDSSNVV

ADI4R4F1 BS
- (SEQ ID NO: 7) (SEQ 11 NO:12) (SEQ ID NO: 13)
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TRSGGSIGSYYVQ DDKKRPS QSYDSNNLVV
AD14R4P2 C9
o (SEQ ID NO: 15) |[(SEQ ID NO: 16) [(SEQ ID NO: 17)
TRSSGTIASNYVQ EDNQRPS QSYDNSNHWV
AC1.4R4P2 C10
o (SEQ ID NO: 18) |[(SEQ ID NO: b) (SEQ ID NO: 19)
TGSGGSIATNYVQ EDNQRPS QSYDSDNHHVV
AC1.2R3P7 D3
o (SEQ ID NO: 23) |[(SEQ ID NO: b) (SEQ ID NO: 24)
TGSSGSIASNYVQ EDNQRPS QSYDSSNQEVV
ADIR2P2 D6
o (SEQ ID NO: 25) |[(SEQ ID NO: b5) (SEQ ID NO: 26)
TRSSGSIVSNYVQ EDNQRPS QSYDSNNEWV
AC1.2R3P2 D8
o (SEQ ID NO: 7) (SEQ ID NO: 5) (SEQ ID NO: 27)
TRSSGYIASSYVQ EDDRRPS QSYDDTTPWV
AD1.3R3P6 E1
o (SEQ ID NO: 105) |(SEQ ID NO: 29) |(SEQ ID NO: 30)
TRSSGSIASNYVH EDNRRPS QSSDTTYHGGVV
AD1.3R3P5 F8
- (SEQ ID NO: 32) |(SEQ ID NO: 8) (SEQ ID NO: 33)
TRSSGSIASNYVQ EDNQRPS QSYEGF
AD1.3R3P6 FO
- (SEQ ID NO: 4) (SEQ ID NO: 5) (SEQ ID NO: 35)
TGRNGNIASNYVQ EDTQORPS QSSDSNRVL
AD14R4P2 G7
o (SEQ ID NO: 36) |[(SEQ ID NO: 37) [(SEQ ID NO: 38)
TRSSGSIASNYVQ EDNRRPS QSFDSTNLVV
AD1.1R3P3 G9
o (SEQ ID NO: 4) (SEQ ID NO: 8) (SEQ ID NO: 40)
AGSSGSTIASNYVQ EDNQRPS QSYSYNNQVV
AD1.3R3P6 G10
- (SEQ ID NO: 41) |[(SEQ ID NO: b5) (SEQ ID NO: 42)
MHHDCTpaTMBHHe aHTHTeJla IIO MBO@peTeHMD BRJIIOYAKOT, HallpyMep,

anTu-IFNy a"HTMTelIa,

BapuabesbHOM oBOJlacTM JIeTKOM Lielu

pu

S5TOM

(VL)

IIOCJIEIOBATEJIEHOCTHU

AMMHOKMCJIOTHEIX IIocJiemoBaTeJibHOCTAX VH m VL:

CDR

onmcaHHele B PCT nyOiumkalum N WO 2006/109191,

[IOJIHOE comepXxaHue KOTOpOM BKJIIOUEHO B HaCTOo Summ OOKYMEHT
[IOCPeICTBOM CCHUJIKM.

MImIoCTpaTUBHEE aHTUTeJa [0 M300peTeHMK BKJIOUYAKT, HalpUMEpR,
aHTUTEJIO, Ha3EBaeMoe B HacTodmeM JokKyMeHTe NI-0501, xoTopoe
CBA3HBaeT UYeJloBeueckum I1FNy. TlocIemOBaTeJILHOCTU TAXeJOW I1enu,
JIeTKOM lemnu, BapuabesbHOM obJjacTH T XKEJION LIenm (VH) u

aHTuTejia NI-0501 npueBeneHH

IIOOYEPKHYTEI B

HykJIeOoTHUMIOHadg NOCJeNOBaTeJLHOCTL TSXeJior Lenm NI-0501:
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GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGATGGTAGCAGTGGCTGGTAC
GTACCACACTGGTTCGACCCCTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGCCTCCACCA
AGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCT
GGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTG
ACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCG
TGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCC
CAGCAACACCAAGGTGGACAAGAGAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCA
CCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGG
ACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGA
CCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCG
CGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACT
GGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAA
AACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGG
GAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACA
TCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCT
GGACTCCGACGGCTCCTTCTTCCTCTATAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAG
GGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCC
TCTCCCTGTCTCCGGGTAAATAG (SEQ ID NO: 43)

AMMHOKUCIJIOTHAS [NOCJEeIOBaATeJILHOCTE Taxegom Lenm NI-0501:

EVOLLESGGGLVQOPGGSLRLSCAASGFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGSSGWYVPHWEDPWGOQGTLVTVSS

ASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLOSSGLYS
LSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVELEPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEY
PSDIAVEWESNGOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYT
QKSLSLSPGK (SEQ ID NO: 44)

HykJeoTuIHasg OCJEIOBRATEJLHOCTL JEeTKoM lenm NI-0501:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCACTCGCAGCAGTGGCAGCATTGCCAGCAACTATGTGCAGTGGTACCAACAGCGCCCG
GGCAGTTCCCCCACCACTGTCATCTATGAGGATAACCAGAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACAGCTCCTCCAATTCTGCCTCCCTCACCATCTCTGGGCTGAAGACTGA
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GGACGAGGCTGACTACTACTGTCAGTCTTATGATGGCAGCAATCGTTGGATGTTCGGCGGAGGG
ACCAAGCTGACCGTCCTAGGTCAGCCCAAGGCTGCCCCCTCGGTCACTCTGTTCCCGCCCTCCT
CTGAGGAGCTTCAAGCCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTACCCGGGAGC
CGTGACAGTGGCCTGGAAGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACALCCC
TCCAAACAAAGCAACAACAAGTACGCGGCCAGCAGCTACCTGAGCCTGACGCCTGAGCAGTGGA
AGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAGCACCGTGGAGAAGACAGTGGC
CCCTACAGAATGTTCATAG (SEQ ID NO: 45)

AMMHOKMCJIOTHAS [IOCJEeIOBATEJILHOCTE JIeTKOoM Ilenm NI-0501:

NFMLTQPHSVSESPGKTVTISCTRSSGSIASNYVOWYQORPGSSPTTVIYEDNQRPSGV

PDRFSGSIDSSSNSASLTISGLKTEDEADYYCOSYDGSNRWMEGGGTKLTVLGOQPKAAPSVTLE

PPSSEELOANKATLVCLISDEFYPGAVIVAWKADSSPVKAGVETTTPSKOSNNKYAASSYLSLTP
EQWKSHRSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 46)

AMVHOKUCIIOTHASA IIOCJIEIOBATEJIBHOCTE BaprabeJbHOU oBrnacTu

Taxesgor Lenu NI-0501:

EVOLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGREFTISRDNSKNTLYLOMNSLRASOTAVYYCAKDGSSGWYVPHWEDPWGQGTLVTVSS

(SEQ ID NO: 47)

AMMHOKMCJIOTHA A [IOCJIEIOBATEJILHOCTE BapmrabeJIbHoM obBJjglacTuU

Jerkoym uenmu NI-0501:

NFMLTQPHSVSESPGKTVTISCTRSSGSIASNYVOWYQQORPGSSPTTVIYEDNQRPSGV

PDRFSGSIDSSSNSASLTISGLKTEDEADYYCQSYDGSNRWMFGGGTKLTVL (SEQ ID NO:
48)

CooTBeTCTRYylMME aHTu—-IFNy aHTHTeJa BKJIIOYAIOT aHnrmuresa,
onMcaHHEHEe B TIHaTeHTe CHIA 7700098, mnoJjiHOe coOepXaHMe KOTOPpOTIO
BKJIOUEHO B HaCTOAMMM HOOKYMEHT IIOCPelNCTBOM CCHUIKM. HeKOoTOopHe
WIIJIOCTPAaTHBHEE aHTUTeJla BKJIOUAlT aHTUTeJla, Ha3BaHHHE B yKa3aHHOM
OOKYMEHTE ARC1.2R3P2 A6 («AB»), ARC1.2R3P2 B4 («B4d»),
ARC1.2R3P2Z2 B9 («B9»), ARC1.2R3P2 C9 («C9»), ARC1.2R3P2 C10

(«C10»), ARC1.2R3P2Z2 D3 («D3»), ARC1.2R3PZ Do («Do6») ,
ARC1.2R3PZ D8 («D8») , ARC1.2R3PZ E1 («E1»), ARC1.2R3P2 F8
(«EF8»), ARC1.2R3P2 F9 («F9»), ARC1.2R3P2 G7 («GT»),

ARCI1.2R3PZ GY9 («G9») m ARC1.ZR3P2 G10 («G1O»).
IlocenoBaTeJIbHOCTMY STUX aHTUTeJI IpUBeIeHH HIMXE.

HykJeoTMIHag HOocJeloBaTeJIbLHOCTL A6 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGEGGETCCCTGAGACT



47

CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA

GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT

CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA

CAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGATGGTAGCAGTGGCTGGTAC

GTACCACACTGGTTCGACCCCTGGGGCCGGEGGCACCCTGGTCACCGTCTCGAGT (SEQ ID
NO: 49)

AMMHOKMCJIOTHAS [OCJIeIoBaTeJIbHOCTEL A6 VH:

EVOLLESGGGLVQPGGSLRLSCAASGEFTFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGSSGWYVPHWEDPWGRGTLVTVSS

(SEQ ID NO: 50)

HykjJeoTMnHaga HOCJeloBaTeJJbHOCTEL A6 VI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCACTCGCAGCAGTGGCAGCATTGTCAGCAACTATGTGCAGTGGTACCAACAGCGCCCG
GGCAGTGCCCCCACCACTGTCATCTATGAGGATAACCGGAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACAGCTCCTCCAATACTGCCTCCCTCACCATCTCTGGGCTGGAGGCTGA
GGACGAGGCTGACTACTACTGTCAGTCTTATGATGGCAGCAATCGTTGGATGTTCGGCGGAGGG
ACCAAGCTGACCGTCCTAGGT (SEQ ID NO: 51)

AMMHOKMCJIOTHAaS INOCJeNOoBaTeJILHOCTL A6 VL:

NFMLTQPHSVSESPGKTVTISCTRSSGSIVSNYVOWYQQORPGSAPTTVIYEDNRRPSGV

PDREFSGSIDSSSNTASLTISGLEAEDEADYYCQSYDGSNRWMEGGGTKLTVLG (SEQ ID

NO: 52)

HykJeoTuIHada IIocJeloBaTeJILHOCTL B4 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGATCATAGCAGTGGCTGGTAC
GTAATCTCCGGTATGGACGTCTGGGGCCGAGGGACAATGGTCACCGTCTCGAGT (SEQ ID
NO: 53)

AMMHOKMCJIOTHAaS [ocJleIoBaTeJIbHOCTL B4 VH:

EVOLLESGGGLVOPGGSLRLSCAASGEFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDHS SGWYVISGMDVWGRGTMVTVSS

(SEQ ID NO: 54)

HykJeoTMIHadg HocJemDoBaTeJIbHOCTL B4 VI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCACCCGCAGCAGTGGCAGCATTGCCAGCAACTATGTGCAGTGGTACCAGCAGCGCCCG
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GGCAGTTCCCCCACCACTGTGATCTCTGAGGATAACCAAAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCGTCGACAGCTCCTCCAACTCTGCCTCCCTCACCATTTCTGGACTGAGGACTGA
GGACGAGGCTGACTATTACTGTCAGTCTAATGATTCCGACAATGTGGTTTTCGGCGGAGGGACC
AAGCTGACCGTCCTAGGT (SEQ ID NO: 55)

AMMHOKMCJIOTHAS [OCJIeIoBaTeJIbHOCTEL B4 VI

NEFMLTOQPHSVSESPGKTVTISCTRSSGSIASNYVOWYQORPGSSPTTVISEDNQRPSGV

PDRFSGSVDSSSNSASLTISGLRTEDEADYYCQSNDSDNVVEGGGTKLTVLG (SEQ ID NO:
56)

HykjJeoTMnHag HOocJeloBaTeJJbHOCTL B9 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATCCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGAAGGACCTAACAGTGGGTGGTCCC
TGGTACTACTTTGACTACTGGGGCCAAGGAACCCTGGTCACCGTCTCGAGT (SEQ ID NO:
57)

AMMHOKMCJIOTHAaS IocJeloBaTeJIbHOCTL B9 VH:

EVOLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNPKNTLYLOMNSLRASITAVYYCAKDLTVGGPWYYEFDYWGOGTLVTVSS

(SEQ ID NO: 58)

HykJeoTuIHada IocJeloBaTeJILHOCTL B9 VLI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCACCCGCAGCAGTGGCAGCATTGTCAGCAACTATGTGCAGTGGTACCAGCAGCGCCCG
GGCAGTGCCCCCACCACTGTGATCTTTGACGATGACCAAAGACCCTCTGGGGTCCCTGGTCGGT
TCTCTGGCTCCCTCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGGCTGCAGACTGA
GGACGAGGCTGACTACTACTGTCAGTCTTATGATAGCAGCAATGTGGTATTCGGCGGGGGGACC
AAGGTCACCGTCCTAGGT (SEQ ID NO: 59)

AMMHOKMCJIOTHAS [OoCJIeIoBaTeJILHOCTEL B9 VI

NFMLTOPHSVSESPGKTVTISCTRSSGSIVSNYVOWYQORPGSAPTTVIEFDDDORPSGV

PGRFSGSLDSSSNSASLTISGLQTEDEADYYCQSYDSSNVVEFGGGTKVTVLG (SEQ ID NO:
60)

HykJeoTMIHag HOocJeloBaTeJIbLHOCTL C9 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGEGGETCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
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CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGAAAGATGGATGGAACGCGCTGGGA
TGGCTTGAATCCTGGGGCCGGGGCACCCTGGTCACCGTCTCGAGT (SEQ ID NO: 61)

AMMHOKMCJIOTHAS [OCJIeIOoBaTeJILHOCTE C9 VH:

EVOLLESGGGLVQPGGSLRLSCAASGEFTFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGWNALGWLESWGRGTLVTVSS

(SEQ ID NO: 62)

HykJeoTMIHag HOCJeloBaTeJJLHOCTEL C9 VI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAGGACGATAACCAT
CTCCTGCACCCGCAGTGGTGGCAGCATTGGCAGCTACTATGTGCAGTGGTACCAGCAGCGCCCG
GGCACTGCCCCCACCACTGTGATCTATGACGATAAAAAAAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAAGACTGA
GGACGAGGCTGACTACTATTGTCAGTCTTATGATAGCAACAATCTTGTGGTTTTCGGCGGAGGG
ACCAAGGTCACCGTCCTAGGT (SEQ ID NO: 63)

AMMHOKMCIIOTHAaS IMOoCJemoBaTeJIbHOCTE C9 VL:

NEFMLTQOPHSVSESPGRTITISCTRSGGSIGSYYVOWYQORPGTAPTTVIYDDKKRPSGV

PDRFSGSIDSSSNSASLTISGLKTEDEADYYCQSYDSNNLVVEGGGTKVTVLG (SEQ ID
NO: 64)

HykJIeOTHUIOHasg HNocJenoBaTeJibHOCTL Cl0 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGATGGTAGCAGTGGCTGGTAC
GTACCACACTGGTTCGACCCCTGGGGCAGGGGGACAATGGTCACCGTCTCGAGT (SEQ ID
NO: 65)

AMMHOKMCJIOTHAaS [ocJieIoBaTeJIbHOCTL Cl0 VH:

EVOLLESGGGLVQOPGGSLRLSCAASGFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGS SGWYVPHWEDPWGRGTMVTVSS

(SEQ ID NO: 66)

HykJeoTMIHag HocJemDoBaTeJIbHOCTL Cl10 VI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCACCCGCAGCAGTGGCACCATTGCCAGCAACTATGTGCAGTGGTACCAGCAGCGCCCG
GGCAGTTCCCCCACCACTGTGATCTATGAGGATAACCAAAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAAGACTGA
GGACGAGGCTGACTACTACTGTCAGTCTTATGATAACAGCAATCATTGGGTGTTCGGCGGAGGG
ACCAAGGTCACCGTCCTAGGT (SEQ ID NO: 67)
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AMMHOKMCJIOTHAS HOCJeloBaTeJIbHOCTE Cl0 VI

NFMLTOPHSVSESPGKTVTISCTIRSSGTIASNYVOWYQORPGSSPTTVIYEDNQRPSGV

PDRESGSIDSSSNSASLTISGLKTEDEADYYCOSYDNSNHWVEGGGTKVTIVLG (SEQ ID

NO: 68)

HykJeoTMIHadg HocJemoBaTeJlbHOCTL D3 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCAGGGGGGTCCCTGAAACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCAATGCCATGAGTTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAACTCTTACTGGTAGTGGTGGTACCGCATACTACGCAGACT
CCGTGGAGGGCCGGTTCAGCATCTCCAGAGACAATTCCAAGAACACACTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAGGGCACGGAACTCGTGGGAGGA
GGACTTGACAACTGGGGCCAAGGCACCCTGGTCACCGTCTCGAGT (SEQ ID NO: 69)

AMMHOKMCJIOTHAS HOoCcJIeIoBaTeJIbHOCTEL D3 VH:

EVOLLESGGGLVQPGGSLKLSCAASGFTFSSNAMSWVROAPGKGLEWVSTLTGSGGTAY
YADSVEGREFSISRDNSKNTLYLOMNSLRASIOTAVYYCAKGTELVGGGLDNWGQGTLVTVSS
(SEQ ID NO: 70)

HykJeoTuIHasa IIOoCcJeloBaTeJILHOCTL D3 VL:

AATTTTATGCTGACTCAGCCCCACTCTCTGTCGGAGTCTCCGGGGAAGACGGTGACGAT
CTCCTGCACCGGCAGCGGAGGCAGCATTGCCACCAACTATGTGCAGTGGTATCAGCAGCGCCCG
GGCAGTGCCCCCACCACTGTGATCCATGAGGATAACCAAAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACGGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGCAGCCTGA
GGACGAGGCTGATTACTACTGTCAGTCTTATGATAGTGACAATCATCATGTGGTATTCGGCGGA
GGGACCAAGCTGACCGTCCTAGGT (SEQ ID NO: 71)

AMMHOKMCJIOTHAaS IIocJlenoBaTeJibHoCcThL D3 VL

NFMLTOPHSLSESPGKTVTISCIGSGGSIATNYVOWYQORPGSAPTTVIHEDNQRPSGV

PDREFSGSIDGSSNSASLTISGLOPEDEADYYCQOSYDSDNHHVVEGGGTKLTVLG (SEQ ID

NO: 72)

HykJeoTMInHad HOocJeloBaTeJIbHOCTL D6 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGAAAGATGGATGGAACGCGCTGGGA
TGGCTTGAATCCTGGGGCAAGGGGACAATGGTCACCGTCTCGAGT (SEQ ID NO: 73)

AMMHOKMCJIOTHAS [NOoCJIeIoBaTeJILHOCTEL D6 VH:

EVOLLESGGGLVOPGGSLRLSCAASGEFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGWNALGWLESWGKGTMVTVSS
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(SEQ ID NO: 74)

HykJeoTMIHag HOocCJeloBaTeJIbHOCTL D6 VI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCACCGGCAGCAGTGGCAGCATTGCCAGCAACTATGTGCAGTGGTACCAGCAGCGCCCG
GGCAGTGCCCCCACCACTGTGATCTATGAGGATAACCAAAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAAGACTGA
GGACGAGGCTGACTACTACTGTCAGTCTTATGATAGCAGCAATCAAGAGGTGGTATTCGGCGGA
GGGACCAAGCTGACCGTCCTAGGT (SEQ ID NO: 75)

AMMHOKMCJIOTHAS [OCJIeIoBaTeJIbHOCTE D6 VI

NFMLTQPHSVSESPGKTVTISCIGSSGSIASNYVOWYQORPGSAPTTVIYEDNOQRPSGV

PDREFSGSIDSSSNSASLTISGLKTEDEADYYCOSYDSSNOEVVEFGGGTKLTVLG (SEQ ID

NO: 70)

HykJeoTuIHasg IIOoCJeloBaTeJILHOCTL D8 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTATATTACTGTGCGAAAGATGGTAGCAGTGGCTGGTAC
GTACCACACTGGTTCGACCCCTGGGGCCAGGGAACCCTGGTCACCGTCTCGAGT (SEQ ID
NO: 77)

AMMHOKMCJIOTHAaS [IOoCcJIenoBaTeJIbHOCTEL D8 VH:

EVOLLESGGGLVQOPGGSLRLSCAASGEFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGSSGWYVPHWEDPWGQGTLVTVSS

(SEQ ID NO: 78)

HykJeoTMInHag HocJeloBaTeJIbHOCTL D8 VIL:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTTACCAT
CTCCTGCACCCGCAGCAGTGGCAGCATTGTCAGCAACTATGTACAGTGGTACCAGCAGCGCCCG
GGCAGTTCCCCCACCACTGTGATCTATGAGGATAACCAAAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAAGACTGA
GGACGAGGCTGACTACTACTGTCAGTCTTATGATAGCAACAATTTTTGGGTGTTCGGCGGAGGG
ACCAAGCTGACCGTCCTAGGT (SEQ ID NO: 79)

AMMHOKMCJIOTHAaS [NOCJeIoBaTeJIbLHOCTEL D8 VI

NFMLTOPHSVSESPGKTVTISCTRSSGSIVSNYVOWYQORPGSSPTTVIYEDNQRPSGV

PDREFSGSIDSSSNSASLTISGLKTEDEADYYCOSYDSNNEWVEGGGTKLTVLG (SEQ ID

NO: 80)

HykJeoTMIHag HocJiemDoBaTeJlbHoCTL E1 VH:
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GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGEGGETCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGTGAAAAGGTCCTTTGATAGTGGTGGG
TCCTTTGAGTACTGGGGCCAGGGGACAATGGTCACCGTCTCGAGT (SEQ ID NO: 81)

AMMHOKMCJIOTHAaS [ocJleIoBaTeJibHoCcTe E1 VH:

EVOLLESGGGLVQPGGSLRLSCAASGEFTFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCVKRSEDSGGSFEYWGOQGTMVTVSS

(SEQ ID NO: 82)

HykjJeoTMnHag HocJlemDoBaTeJibHoCcTh E1 VI

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTCACCAT
CTCCTGCACCCGCAGCAGTGGCTACATTGCCAGCTCCTATGTGCAGTGGTACCAGCAGCGCCCG
GGCAGTTCCCCCACCACTGTAATCTTTGAGGATGACCGGAGACCCTCTGGGGTCCCTGATCGGT
TCTCTGGCTCCATCGACGGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAGGACTGA
GGACGAGGCTGACTACTACTGTCAGTCTTATGATGACACCACTCCCTGGGTGTTCGGCGGAGGG
ACCAAGCTGACCGTCCTAGGT (SEQ ID NO: 83)

AMMHOKMCJIOTHAaS IocJenoBaTeJibHOCTL E1 VIL:

NFMLTQPHSVSESPGKTVTISCTRSSGYTIASSYVOWYQQORPGSSPTTVIFEDDRRPSGV

PDREFSGSIDGSSNSASLTISGLRTEDEADYYCQSYDDTTPWVEGGGTKLTVLG (SEQ ID

NO: 84)

HykJeoTuIHada IocJeloBaTeJLHOCTL F8 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGAGAGTCGGCAGCTGGTACCTGGAA
GATTTTGATATCTGGGGCCGGGGGACAATGGTCACCGTCTCGAGT (SEQ ID NO: 85)

AMMHOKMCJIOTHAS [OCJIeIoBaTeJILHOCTL F8 VH:

EVOLLESGGGLVOPGGSLRLSCAASGEFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCARVGSWYLEDEDIWGRGTMVTVSS

(SEQ ID NO: 86)

HykJeoTMIHag HOocCJeloBaTeJILHOCTL F8 VI

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTTACCAT
CTCCTGCACCCGCAGCAGTGGCAGCATTGCCAGCAACTATGTTCACTGGTATCAGCAGCGCCCG
GGCAGTTCACCCACCACTGTGATCTATGAGGATAACCGAAGACCCTCTGGGGTCCCTGCTCGGT
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TCTCTGGCTCCATCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGGAGACTGA
CGACGAGGCTGACTACTACTGTCAGTCTTCTGATACCACCTATCATGGAGGTGTGGTATTCGGC
GGAGGGACCAAGCTGACCGTCCTAGGT (SEQ ID NO: 87)

AMMHOKMCJIOTHAS [OCJeIoBaTeJILHOCTL F8 VI

NEFMLTOQPHSVSESPGKTVTISCTRSSGSIASNYVHWYQORPGSSPTTVIYEDNRRPSGV

PARFSGSIDSSSNSASLTISGLETDDEADYYCQSSDTTYHGGVVFGGGTKLTVLG (SEQ ID

NO: 88)

HykJeoTMnHadg HOCJeloBaTeJIbHOCTL F9O VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGEGGETCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGAAAGGCGGTAACTACGGTGATTAC
TTCGACTACTTTGACTACTGGGGCAGAGGGACAATGGTCACCGTCTCGAGT (SEQ ID NO:
89)

AMMHOKMCIIOTHAS IMOoCJenoBaTeJIbHOCTE F9 VH:

EVOLLESGGGLVQPGGSLRLSCAASGFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKGGNYGDYFDYEFDYWGRGTMVTVSS

(SEQ ID NO: 90)

HykJeoTuIHada IIocJeloBaTeJIbHOCTL F9 VI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCACCCGCAGCAGTGGCAGCATTGCCAGCAATTATGTGCAGTGGTACCAGCAGCGCCCG
GGCAGTGCCCCCACCATTGTGATCTATGAAGATAACCAAAGACCCTCTGGGGTCCCTCATCGGT
TCTCTGGCTCCATCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAAGACTGA
GGACGAGGCTGACTACTACTGTCAGTCTTATGAGGGGTTCGGCGGAGGGACCAAGCTGACCGTC
CTAGGT (SEQ ID NO: 91)

AMMHOKMCJIOTHAS [OCJIeIoBaTeJILHOCTL F9 VI

NFMLTOQPHSVSESPGKTVTISCTRSSGSIASNYVOWYQORPGSAPTIVIYEDNQRPSGV

PHRFSGSIDSSSNSASLTISGLKTEDEADYYCQSYEGEFGGGTKLTVLG (SEQ ID NO: 92)

HykJeoTMIHag HOocJemIoBaTeJIbHOCTL G7 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGEGGETCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACTATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGAAAGATGGATGGAACGCGCTGGGA
TGGCTTGAATCCTGGGGCCAGGGGACAATGGTCACCGTCTCGAGT (SEQ ID NO: 93)
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AMMHOKMCJIOTHAS [OCJIeIoBaTeJILHOCTL G7 VH:

EVOLLESGGGLVOPGGSLRLSCAASGEFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGWNALGWLESWGOGTMVTVSS

(SEQ ID NO: 94)

HykJeoTMIHadg HOCJeloBaTeJIbHOCTL G7 VL:

AATTTTATGCTGACTCAGCCCCACGCTGTGTCGGAGTCTCCGGGGAAGACGGTGACCAT
TTCCTGCACCGGCAGAAATGGCAACATTGCCAGCAACTATGTGCAGTGGTACCAGCAGCGCCCG
GACAGTGCCCCCACCCTTATAATCTTTGAAGATACCCAAAGACCCTCTGGGGTCCCTACTCGGC
TCTCAGGCTCCATCGACACCTCCTCCAATTCTGCCTCCCTCATCATCTCTTCATTGAGGACTGA
GGACGAGGCTGATTACTACTGTCAATCTTCTGATTCCAACAGGGTGCTGTTCGGCGGAGGGACC
AAGGTCACCGTCCTAGGT (SEQ ID NO: 95)

AMVMHOKMCJIOTHaA HNOCJIeIOBaTeJIbHOCTE G7 VI

NFMLTQPHAVSESPGKTVTISCTGRNGNIASNYVOWYQQRPDSAPTLIIFEDTQRPSGV
PTRLSGSIDTSSNSASLIISSLRTEDEADYYCQSSDSNRVLEFGGGTKVTVLG (SEQ ID NO:
96)

HykJeoTuIHasa IIOoCJeloBaTeJILHOCTL G99 VH:
GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGGGTCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA

GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGARAGATTTTTGGGTTATTACGAGT
GGGAATGACTACTGGGGGCGGGGGACCACGGTCACCGTCTCGAGT (SEQ ID NO: 97)

AMMHOKMCJIOTHAaS IIOCJIeIoBaTeJIbHOCTE G99 VH:

EVOLLESGGGLVQOPGGSLRLSCAASGFTEFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDEWVITSGNDYWGRGTTVTVSS

(SEQ ID NO: 98)

HykJeoTMInHad HNOCJeIoBaTeJILHOCTL G9 VIL:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTGACCAT
CTCCTGCACCCGCAGCAGTGGCAGCATTGCTAGCAATTATGTGCAGTGGTACCAGCAGCGCCCG
GGCAGTTCCCCCACCACTGTGATCTTTGAAGATAACCGAAGACCCTCTGGGGTCCCTGATCGGT
TTTCTGGCTCCATCGACACCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAAGACTGA
GGACGAGGCTGACTACTACTGTCAGTCTTTTGATAGCACCAATCTTGTGGTGTTCGGCGGAGGG
ACCAAGCTGACCGTCCTAGGT (SEQ ID NO: 99)

AMMHOKMCJIOTHAS [NOCJeIoBaTeJILHOCTE G9 VI

NFMLTOPHSVSESPGKTVTISCTRSSGSIASNYVOWYQORPGSSPTTVIFEDNRRPSGV

PDRESGSIDTSSNSASLTISGLKTEDEADYYCOSEDSTNLVVEGGGTKLTVLG (SEQ ID
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NO: 100)

HykJeoTMIOHag HOocJeloBaTeJJbHOCTEL G100 VH:

GAGGTGCAGCTGTTGGAGTCTGGGGGAGGCTTGGTACAGCCTGGGGEGGETCCCTGAGACT
CTCCTGTGCAGCCTCTGGATTCACCTTTAGCAGCTATGCCATGAGCTGGGTCCGCCAGGCTCCA
GGGAAGGGGCTGGAGTGGGTCTCAGCTATTAGTGGTAGTGGTGGTAGCACATACTACGCAGACT
CCGTGAAGGGCCGGTTCACCATCTCCAGAGACAATTCCAAGAACACGCTGTATCTGCAAATGAA
CAGCCTGAGAGCCGAGGACACGGCCGTGTATTACTGTGCGAAAGATGGATGGAACGCGCTGGGA
TGGCTTGAATCCTGGGGGAAGGGGACCACGGTCACCGTCTCGAGT (SEQ ID NO: 101)

AMMHOKMCJIOTHAS [OCJeloBaTeJIbHOCTE G100 VH:

EVOLLESGGGLVQPGGSLRLSCAASGEFTFSSYAMSWVROAPGKGLEWVSAISGSGGSTY

YADSVKGRFTISRDNSKNTLYLOMNSLRASITAVYYCAKDGWNALGWLESWGKGTTVTVSS

(SEQ ID NO: 102)

HykJeoTuIHasg IocJeloBaTeJbHOCTL G100 VI:

AATTTTATGCTGACTCAGCCCCACTCTGTGTCGGAGTCTCCGGGGAAGACGGTAACCAT
CTCCTGCGCCGGCAGCAGTGGCAGCATTGCCAGCAACTATGTGCAGTGGTACCAGCAGCGCCCG
GGCAGTGCCCCCACCGCTGTGATCTATGAGGATAACCAAAGACCCTCTGGGGTCCCTGATCGAT
TCTCTGGCTCCATCGACAGCTCCTCCAACTCTGCCTCCCTCACCATCTCTGGACTGAAGACTGA
GGACGAGGCTGACTACTACTGTCAATCTTACTCTTACAACAATCAGGTCGTGTTCGGCGGAGGG
ACCAAGGTCACCGTCCTAGGT (SEQ ID NO: 103)

AMMHOKMCJIOTHAaS IOocJIlenoBaTeJIbHOCTE G100 VL:

NFMLTQPHSVSESPGKTVTISCAGSSGSIASNYVOWYQQORPGSAPTAVIYEDNQRPSGV

PDREFSGSIDSSSNSASLTISGLKTEDEADYYCQSYSYNNOQVVEGGGTKVTVLG (SEQ ID

NO: 104)
B HeKOTOPHX BapMaHTax OCYIeCTBJIeHUMA aHTU-IFNy aHTUTeJla MMeT

M30THUII IgG. B HeKOTOPHX BapraHTax OCYUeCTBJIEHUSA anTu—-IFNy

aHTUTeJla MMenT m3oTun 1gGl.
B HeKOTOPEHX BapMaHTax OCylleCcTBJIeHMAS aHTU-IFNy aHTUTesla II0

n300peTeHrD CleurdUUecK CBA3BBainT I1FNy uejioBeka U/WMIM SBAHCKOTO
MakakKa, IIpM 32TOM aHTUTEJIO CBA3EBAeTCHA C TeM Xe& DIOUTOIIOM, UYTO U
anTuTeJjo NI-0501, anTuTeJio A6, aHTuTeJIO B4, aHnTmuTeJIO B9,
anTureso C9, a”HTHuTesi0o C10, a”"TMUTeJO D3, aHTMTeJiO D6, aHTUTEeJIO
D8, anTuTesio El, aHtuTesi0o F8, aHTHTesO0 F9, anTUTesio G7, aHTUTEJIO
G9 m/miam auTuTeso G10.

OnpenejieHMUs :

EciM HeT WMHEIX yKaSaHMﬁ, Hay4dHEIE U TeXHN4YeCKN1e TEPMMHEL,
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WCHOJIb3YeMEHEe B CBA3M C HaCTOAMMM UM300peTeHMeM, IOJDKHEL MMEeTh Te
3HaueHu4d, KOTOPEHE ¥M OOBUHO NOpMIOAlT CHelUMaJIMCTEL B  IOaHHOU
obnactu. KpoMe TOTO, €CIM MHOE He CJeOdyeT M3 KOHTEeKCTa, TepPMMHE
B eIOMHCTBEHHOM UYMCJIE€ [OOJDKHH BKJOUATL TEPMMHEL BO MHOXECTBEHHOM
uKciye, ¥ TEePpMMHEL BO MHOXECTBEHHOM UMCJIE IOJDKHEL BKJIOUATE TEPMMHE
B eIMHCTBEHHOM UMCJIe. B 1eJIoM, MCIOJIb3YeMEEe HOMEHKJIATYPH, a
TaKxe METOIH KYJIb TUBMPORBAHUSA KJIETOK n TKaHeN, METOOH
MOJIEKYJIAPHOM OMOJIOTUM, a TakKXe MeTONH XUMMUKM OeJIKOB, OJUIO- WU
IOJMHYKJIEOTUOOE ¥ MeTOOH IMOpuIM3alMy, OIMCAaHHEE B HaCTOAIleM
DOKYMEHTEe, XOPOWIO 3HAKOMBl ClelMajiMcTaM M OOBUHO MCIOJB3YITCH B
OaHHOM obJjlacTum. hiisa IOJIydeHrsa pekoMOMHaHTHOM  THK, CHHTE3a
OJIMTOHYKJIEOTUIOB, a TakKxXe -IJA KYJbTUBMPOBAHUA U TpaHcbopMalumuu
TKaHeN (HanpuMep, BJIeKTpoIlopaliuei, Junodpexumen) VICIIOJIb 3YIOT
CTaHDapTHHe MeTonbl. OdepMeHTaTHBHEHE peakKUUMM UM MeTOOE OUMCTKU
BBHIIIOJIHAKT B COOTBETCTBUM C MHCTPYKUMAMM [IPOU3BOIOUTEJIA, Kak
OBHUHO IMPMHATO B IaHHOM o0JlacTM WMJIM KaK ONMCaHO B HaCTOAMEM
OOKYMEHTE. [IlpuBeneHHEE CIIOCOBEL ¥  MeTOIUKMU, Kak I[IpaBuUJo,
WCIOJIE3YIT  OOWENPUMHATHM  IIYyTeM, XOpOmO  M3BECTHHM B  IaHHOU
oBjlacTM, ¥ TaK, KakK OIMCAaHO B Pa3JIMUHEIX JIMTEPaTyPHHX MCTOUHMKAX
ofmero WK CcrelnuraJibHOTO xXapakTepa, KOTOpPHE HUTUPYITCAS U
oBCcyXIanTCcsa B TeKCTe HacTodAmeM crhneuupukauur. CMOTPM, HaIpUMEp,
Sambrook et al. Molecular Cloning: A Laboratory Manual (2-e
usmauve, Cold Spring Harbor Laboratory Press, Cold Spring
Harbor, N.Y. (1989) ). VICIIOJIBE 3y EMELIE HOMEHKJIaTYPH, a Takxe
JabopaTopHHE TMIpPOLenNypH ¥ MeTONOH aHaJUTUUEeCKOWM XUMUU,  XUMUU
OpTaHMUYeCcKOTO CHMHTe3a, a Takke MeOIVMIMHCKOM U OdapMalleBTUUeCKON
XVIMMM, OIMCAHHEE B HACTOAMEM OOKYMEeHTe, XOPOWO M3BEeCTHH U MUPOKO
VCIOJb3YTCA B DaHHOMU oblacTu. 0719  XUMMUEeCKOTO CUHTesa,
XUMHUE CKUX aHaJln30B, Cco3naHu4, bopmymMpoBaHus u OOCTaBKU
bapMalleBTHMUECKNX TIIpellapaToB, a TakxXe IOJg JedeHMsa TallMeHTOB

VMCIIOJIE3YKT CTaHOapTHEEe MeTOIEL.

BBenmenrve a”HTU-IFNY aHTUTEJ

CiienyetT IIOHMMaTk, gTo TepalleBTUYEeCKNMe COeIIMHeHNMA I10
HacToAdmeMy MBO@peTeHMIO OynoyT BBEOIOIVMTECA C COOTBeTCTBYKIIVIMKM

HOCHUTeJIAMNM, DSKCIOUMIIMEHTaMM ¥ IPYITVIMM CpelCTBaMM, KOTOPEE BRJIIKOUAKT
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B npernapaTe  OJiAg ofBeclieueHrs  JIy4dmeTro mepeHoca, IOOCTaBKMU,
IepPeHOCUMOCTH, u TOMY IomoB®HOTO. OnrcaHue MHOXEeCTBa
COOTBETCTBYIMMX IIPellapaToB MOXHO HaWTK B CIPaBOYUHMKAX, W3BECTHEHX
BCeM XUMMKaM-dpapMmalleBTaM: Remington’s Pharmaceutical Sciences
(15-e wm3manme, Mack Publishing Company, Easton, PA (1975)), B
JyacTHOCTM, B IJjlaBe 87 aBTopoB Blaug, Seymour B YKa3aHHOM
cOopHMKe. J[laHHBE MIpernapaTH BKJOYAT, HAIpUMep, IIOPOmMKM, IIacTH,
Masu, XeJjle, BOCKM, Macja, JUIKIE, CcoIepXamue JMUIUMOH (KaTMOHHHE
WY AaHMOHHHE) Be3UKYJH (Takue Kak JmnobexkTuH™), ITHK KOHTBIOTATH,
Oe3BOonHEEe abCoOpPOLUMOHHEE IIaCTH, 5SMyJbLCUM THUIIa MacJO—-B-BOIOEe U
BOIOa—-B-MacJe, BMYJIbCUN KapboBakc (MOJINB TUIJIEHTJIMKOJIU pasHoM
MOJIEKYJIAPHOM MACCH), TIIOJYTBepOhe TeJu U II0JYyTBepIble CMecCcH,
comepxamue kKapboBakc. JloObvle M3 BhHIIeyKasz3aHHBX CcMecel MOTYyT OHTb
INOOXOOAMYMM IOJIS JIedeHMS U TepaluMuM B COOTBETCTBUM C HACTOSMUM
nzobpeTeHeM MNpPpU YCJIOBMM, UTO AKTUBHHM MHTPEeOMEeHT B IIpelapaTe He
VHAaKTUBUPYETCH KOMIIOHEHTaMM  IpelapaTa ¥  OpernapartT ABJIAEeTCH
dM3MOJIOTHUUECKM COBMECTUMEIM ¥ IIE€PEeHOCHUMBIM IIPYM MCIOJb3YEMOM IIYTU
BBemeHusa. CMoTpu Takxe Baldrick P. «Pharmaceutical excipient
development: the need for preclinical guidance», Regul. Toxicol
Pharmacol. 32(2): 210-8 (2000), Wang W. «Lyophilization and
development of solid protein pharmaceuticals», Int. J. Pharm.
203(1-2): 1-60 (2000), Charman WN «Lipids, lipophilic drugs, and
oral drug delivery- some emerging concepts», J Pharm Sci. 89(8):
967-78 (2000), Powell et al. «Compendium of excipients for
parenteral formulations» PDA J Pharm Sci Technol. 52: 238-311
(1998) ® mnpuBeOeHHHEe B HMX CCBUIKM JIS IIOJIYUEHMS OONOJIHUTEJILEHOM
nHOPMALIMM, OTHOCAmEMNCS K IIpelapaTaM, SKCUUIMeHTaM UM HOCUTeJIIM,
XOPOMO M3BECTHHM XMMMKAM-papMalleBTaM.

S0DeKTUBHOCTEL JIeUEHMS  OIpeleJIsioT ¢ I[IPUMMeHeHMeM  XOPOIOo
MBBECTHEX METOINOB IMATHOCTHMPOBAHUSA WJIM JIeUeHUSI  KOHKPETHOTO
CBA3aHHOTO C UMMMYHHOM cHUcTeMoM 3abojieBaHuag. OcjabjieHMe OIHOTO
uim ©BoJjiee CHMITOMOB CBA3aHHOTO C MMMYHHOM CHCTeMOM 3abojieBaHmudg
YKas3HBaeT Ha TO, UYTO BBeIeHMEe aHTHUTeJla IIPUBOOMUT K II0JIOXUTEJILHEM
KJIMHUYECKYM pPes3yJIbTaTaM.

AHuTHTEJIa I10 MSO@peTeHMIO, BKRJIKYAaA ITIOJIMKJIOHAaJIBEHEIE ,
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MOHOKJIOHAJILHEIE, TYMaHM3UPOBaHHEE " [IOJIHOCTLIO yeJIOBeUECKHUE
aHTHUTeJa, MOTYyT OHTb MCIOJL30BaHE B KaueCTBe TepaleBTHUUeCKUX
cperncTB. Takue CpeICTBa, KaK OpaBWjo, OYIOYT MCIOJb30BAHE IJId

JIeueHn4a, JIMoo IIpenoTepalleHMA 3aboJieBaHUa WU IIaTOJIOTMYEeCKOI'O

COCTOSHUSA, aCCOUMMPOBAHHOTO C  abeppaHTHOM  SKCIOPecCHUuel UM
aKkTHUBallMel KOHKpeTHOM MHUIIeHM B oOpTaHu3Me cCcydwekTa. Illpenapar
aHTuTesNa, IpennouTuTesILHO aHTUTeNa, VMenmero BEICOKYIO

CIeUUPUUHOCTEL ¥ BHCOKYH addMHHOCTL B OTHOIEHMM CBOETO aHTUIeHa-
MMIIEHY, BBOOAT CyOBeKTYy, M OHO OyHmeT, KakK [paBUJIO, OKa3HBaThb
5bdekT HOpM eTr0 CBA3HBAHUM C MHUIIEeHBK. BBeIOeHMe aHTUTeJla MOXET
IPUBOOUTE K OTMeHe WM MUHIUOMPOBaHMI, WMJIM IIOMexe, CUIHaJILHON
OyHKUIMM MUIIeHM. BBeIeHMe aHTHUTeJla MOXeT I[IPMBOIOUTE K OTMeHe WU
MHTUOUPOBAHND, WM IIoMexe, CBA3HBaHMA MMIIEHM C  DHIOOTEeHHEM
JUTAHOOM, C KOTOPHM MMIIEHL CBA3BBaETCA €CTeCTBEeHHHM O0pa3OM.

«TepaneBTHUUECKHA 50deKTUBHOE KOJIMYEeCTBO aHTUTEeJIa» 1o
n300peTeHN O3HadaeT, KaK [IpaBUJIO, KOJUUECTBO, HeOoOXOoOMMOe NOJid
OOCTIWXKEeHUs TepalleBTUUeCKOM Leju. Kak oTMeueHO BHIIE, BSTO MOXET
OLITE B3aMMOOEeMCTBME CBA3HBAHUA MeXIy aHTUTEJIOM M eI'0 aHTUIeHOM-—
MHUIIEHBIO, UYTO B HEKOTOPHX CJydYasx IMOIPelfaATCTBYeT OQYHKUIMOHUPOBAHUI
MumeHn. KoamuecTBO, KOTOpOe HeoOXOoOMMO BBOIOMTHL, Takxe Oyner
3aBUCeTs OT abddMHHOCTM CBA3HBAHUA aHTUTEJa C eTo ChHelududecKUM
aHTUTEeHOM M, KpoMe Toro, OyIOeT 3aBMCeTb OT CKOPOCTM, C KOTOpOHU
BBOIOVMOE aHTUTEJIO pacrnpocTpaHsaeTCs nus CBODOOHOTO obweMa,
BBEIEHHOTO CyOBeKTy. OOWEeNpUHATHE IOMalla30HHE OJIA TepalleBTUUYeCKU
50PeKTUBHOM HO3H aHTUTEeJla WM (¢paTlMeHTa aHTUTeJla 10 UM300peTeHUo
MOTYT COCTaBJISATH, B KaueCTBe HeOoI'paHMUMBAKIIEI'O [IpuUMepa, OT
npuMepHo 0,1 MI/KT MacCH Teja OO OpuMepHo 50 MI'/KI' Macce Teja.
Of0WenpuHATass 4YacToTa BBeOeHMs O3 MOXeT HaxXOOUTLCH B Oualla30He,
Hallp¥Mep, OT OBYyX pa3 B CYTKM OO OIOHOI'O pas3a B HeleJlo.

IOJa JledeHMs pas3JIMUHBX 3a0oJIeBaHMM UM HapylleHUM aHTUTeJa WK
nx bpaTrMeHTH 1o n300peTeHUD MOYXHO BBOOUTHL B bopme
bapMalleBTMUECKNX KOMIIO3UIUM. I[IPUHIMIE ¥ CcooBpaXxeHUd, IPVHUMAEMHE
B pacueT OpM CO3IaHUM TaKMUX KOMIO3UIUM, a TakXke PYKOBOINCTBO IJid
BHIOOPA KOMIIOHEHTOB MOXHO HaWTH, HalpuMmep, B CcOoOpHUKe Remington:
The Science And Practice Of Pharmacy 19-e wusmanme (Alfonso R.

Gennaro, et al., pemakTopH) Mack Pub. Co., FEaston, Pa.: 1995;
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Drug Absorption Enhancement: Concepts, Possibilities,
Limitations, And Trends, Harwood Academic Publishers, Langhorne,
Pa., 1994; wu Peptide And Protein Drug Delivery (Advances 1In
Parenteral Sciences, Vol. 4), 1991, M. Dekker, New York.

[IpenapaT TakKXe MOXeT COIepXaTh 0oJiee OOHOTO AaKTMBHOIO
coeIVHeHUd, HalpuUMep, aHTaloOHUCTHUeckre aHTHU-I1FNy coennHeHUH,
HeOoBxoOMMEIE @OJIS JIeUeHUSI KOHKPEeTHOT'O COCTOSHMUSA, I[IPeNlouTUTeJILHO,
coenMHeHMsS C KOMILJIEMEHTAPHBEIMM AaKTUBHOCTAMM, KOTOPHE He OyIyT
OTPULATEJIBEHO BJIMATE opyT Ha opyra. AJIbTEPHATHBHO WA
OOTIOJIHUTEJILHO,  KOMIIOBMIMSA MOXEeT COIepXaTh CPeICcTBO, KOoTopoe
yCcuJIMBaeT ee QYHKLUMIO, Takoe Kak, HalpuMep, LIUTOTOKCHUEeCKOoe
CpencTBO, HUMTOKUH, XUMMOTeparneBTUUecKoe CpenCcTBO WU
MHTUOMpYyKIee POCT CPeICcTBO. Takye  MOJIEKYJIH IPeNlouTUTEeJIbHO
IPUCYTCTBYIOT B COUETaHMM B KOJMUECTBAxX, KOTOpHe 5SOOeKTUBHE MJIA
OOCTWXEHMS HaMeueHHOM LeJiu.

B OIOHOM BapMraHTe OCYymeCTRBIJIEHNA aKTMBHOE coelMHeHMne,

HallpMMep, aHTarOHMCTUUeckoe aHTu-IFNYy coelMHeHMe, BBOOAT B BUIES
KOMOMHUPOBAHHOM Tepaluu, TO eCTh, B COUeTaHMM C OIHMM WM O0oJee
OOMOJIHUTEJILHEMY CPenCcTBaMM, IIOJIE3HEIMU IOJIS JIeUEeHUSA [1aTOJIOTUUeCKUX
COCTOSHUW WU 3aboJieBaHUM. B IaHHOM KOHTEKCTe TEPMMH  «B
CoUueTaHMM» O3HauvaeT, UTO CpenOcTBa BBOIOAT IO CYIECTBY B OIHO M TO
xe BpeMsH, JIMoo OIOHOBPEMEHHO, JInbo oCcJIenoBaTeJIbHO. Tpu
nocjienopaTeJIbHOM BBEeOeHMM B 2 MOMEHT Hauvajla BBeIOeHMSI BTOPOITO
COoeIMHEHMS IIepBOoe U3 IOBYX COeIMHEeHUM, IIPedlouTUTeJILHO, BCe elle
IPUCYTCTBYET B 20OeKTUMBHHX KOHIEHTPpAallMsaxX B IIOoIOBepraeMoM JeUueHU
30He.

Hanpuwmep, KOMOMHUPOBaHHAa A Tepanms MOXeT BKJIOUATH
VCIIOJIE30BaHMEe OOHOTO MM 0oJiee HeUTpaM3ylmMx aHTHU-I1FNYy aHTuTen
no  M300peTeHun, COBMECTHO COOPMYJIJIMPOBAHHEX  U/WJIN COBMECTHO
BEOIOVMMEIX C OIOHMM WM 0BoJiee  OONOJIHUTEJIEHEMY  JIEKAPCTEEeHHBMA
cCpeIncTeEaMM, HalpuMep, OOHUM WM ©OoJiee MHIMOUTOPpaMM LIUTOKMHOB U
baKTOPOR pocTa, VMMyHOIeIpeccaHTaM!, NIPOTUEBOBOCHIANIUTEJIEL HEIMA
cCpencreamy, MHTUOUTOpaMu MeTaboJn3Ma, MHTUOUTOpaMmu QepMeHTOB
U/ MM HIUTOTOKCHUUECKUMU WMJIIM LUUTOCTATHUUECKMMM CpeICcTBaMu, Kak

onMcaHoO 0o0Jiee NOOpoBHO HWXe. B TakolM KOMOMHUPOBAHHOWM Tepaluu,
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OPenIouTUTEJIEHO, MOXHO MCIOJIE30BaTE Oo0Jiee HU3KMe OO3H BBOIOUMEIX
TepaleBTUUeCKUX CpencTE, TaKUM obpasoM nsberasa BO3MOXHOM
TOKCUUHOCTM WMJM  OCJIOXHEHUN, CBSA3aHHEIX C pPasJIMUHBEIMKU  BUIaAMU
MOHOTepalun .

[Tpmn VCIIOJIL 30BaHUNU bparMeHTOB AHTUTEJI NPEennouTUTEeJIbHEM
ABJISeTCA HaVMMeHBIIVM MVHIUOMPYIIUNM (parMeHT, KOTOPHEM CHeluMOuUuecKM
CBA3HBaAETCHA co CB A 3HBalyM IOOMEHOM OeJika-MUIIEHH, n/ U
HauMEeHbIUY  UMHITUOUPYMUA dparMeHT, KOTOPHEM IMPenNsaTCcTBYyeT MJIN
ABJIAEeTCA aHTaTl'OHMCTOM CHUTHaJmsaluum IFNy. Hanopumep, Ha OCHOBaHUU
mocjieIoBaTeJIbHOCTeN BapuabeJibHOM 00JJaCcTM aHTUTeJla MOTyT OHTBb
CKOHCTPYMPOBAaHEL [IeNTUOHEE MOJIEKYJIHL, KOTOPHE COXPaHAKT
CIIOCOOHOCTE K CBSAS3EBaHMIO IIOCJEeNOBaTEJILHOCTU OeJiIka-MuUlleHM. Takue
MNenTUOH MOXHO CHUHTE3MPOBAaTh XMMUUECKM U/UIM II0JIyd4aTh MeTOoIaMu
pexoMObuHaHTHOM IOHK. (CMoTpu, Hanpumep, Marasco et al., Proc.
Natl. Acad. Sci. USA, 90: 7889-7893 (1993)). IlpenapaT Takxe
MOXeT comoepXaThb ©0OoJiee OIOHOTO aKTUMBHOIO COeIMHeHUHA, HeOOXOIMMOTO
OJIA JledeHMd KOHKPEeTHOT'O COCTOAHMA, IIPellouTUTeJIbHO, COeIMHEeHUA C
KOMILJIEMEHTAPHEIMY aKTUBHOCTAMM, KOTOPHE He OyOyT OTPUILATEJBHO
BJIMATH opyrn Ha opyra. AJIb TEPHATUBHO WA OOTIIOJIHUTEJILHO,
KOMIIO3ULIMA  MOXET comepXxaThb CpencTro, KOTOpoe YyCUJIMBAET ee
OYHKLIMO, TakKoe KaK, HalpuMep, LIUTOTOKCUUeCKOe CpPpencTBO, LIMTOKUH,
XUMUOTEPAlleBTUUECKOEe CPeldCTBO WMIM MWHIUOMpYyKIee POCT CPencTBO.
TakuMe  MOJIEKYJIEL IIPedlIOUTUTEJIEHO IIPUCYTCTBYIRT B cCoUeTaHuM B

KoJIMyecCcTBax, KOTOPEEe SQ}@eKTMBHBI OJIS OOCTWXEeHMS HaMeueHHOW LeJiM.

YPOBHU CXCLS n OPpYTUX OMOMapPKEPOB OnpeneJigT C
MCIIOJIE30BaHMeM JIOOOTO ns MHOXeCTBa CTaHIOapTHEIX MeTOLOOB
OOHapyXeHUd . MOXHO MCIIOJIE30BATE CpeIlcTBa OoeTeKlumn oA

OBHapyXeHMA TPUCYTCTBUSA KOHKPETHOM MMIeHM (MM ee OeJIKOBOTO
bparMmeHTa) B oOpasLe. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA
CPeICTBO IOeTeKUVM CONEPXUT »OeTeKTUPpYeMyl MeTKy. B HeKOTOPHX
BapMaHTax OCYMeCTBJIeHUS CpeICTBO IeTeKUUM IpelcTaBJisgeT CcoOou
aHTuTeJIO (MM ero ¢parMeHT) WM 30HIL. B HEeKOTOPHX BapMaHTax
OCYWeCTBJIEHMA  CpPeICTBO  WMJM  3O0HI  ABJISAEeTCHd  MEUEeHHM. TepMmH
«MeuUeHHEe» IIPMMEeHUTEJIEHO K 3OHOY WM aHTUTeJly OXBaThBaeT IIpAMOe

MEeUeHVe 30HIOa MJinm aHTHTeJIla IIyTeM CBA3BIBAHMA (TO eCThb,
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PM3MUEeCKOTO COeIMHEeHMs) HOeTeKTUPYEMOT'O BemecTBa C 30HIOM WM
AHTUTEJIOM, a TaKXe HelIpsaMoe MeueHMe 30HIOa WIM aHTUTeJla IIyTeM
IpoBeleHUdI peakKluM C OPYyTMM pearleHTOM, KOTOPHM HeloCpeICTBEeHHO
ABJIAETCHA MeUeHHM. [TpuMepsL VCIIOJIE 30BaHU A HeIpAaMOoTO MeueHUd
BKJIUAKT OOHaApYyXeHMEe IIepPBUUHOTO aHTUTeJla C I[IOMOUWLI QJIYOPeCLleHTHO
MeUeHOT O  BTOPUUYHOTO aHTHUTeJIa WM  KOHIleBOe MeueHMe IHK-30HIOa
OMOTHMHOM, TaK UTO eT0 MOXHO OOHapyXMBaThL C I[IOMOULI QIYOPECLeHTHO
MeUeHOTO CTpenTaBUIMHA.

TepMMUH  «OMOJIOTHMUECKMM  ofOpa3z3ell» IOOJIKeH  BKJIOUATH TKaHU,
KJIETKM ¥ OMOJIOTHMUECKME XUIOKOCTM, IIOJIYUYeHHEEe OT CyOBeKTa, a TakKxe
TKaHV, KJIEeTKM U XUIKOCTM, Haxonpdlmuecsa B Teje CcyOwekTa. Taxkum
obpaszoM, TepMMH «OMOJIOTHMUeCKUM of0pasell» OxXBaTHBaeT KpPOBbL, a
Takxe OpakKLUMiO WM KOMIIOHEHT KPOBM, BKJIKUad CHBOPOTKY KpPOBHU,
JjiasMy KpoBU WIM JuMdy. XMIKOCTM TeJjla MOTYT IIpelCcTaBJIATL Ccodou
XKUIOIKOCTH, [IOJIYUeHHEEe M3 Kakoro-Jmbo vydacTKa Tejla cCcybwekTa,
NPenlouTUTEeNIbHO, IepudepuueckoM JoKadu3aluu, BKJOUYas, Ho 0es
OT'paHMUeHusa, HalpuMep, KpOoBbL, ILJIa3My, CHBOPOTKY, CHHOBMKAJLHYI
XKUIOKOCTh, Mouy, MOKpPOTY, CIIMHHOMOS3TOBYIO KUOKOCTE, JIMKBOD,
[JIEBPAJIEHYD XUIKOCTL, XUIOKOCTE M3 OHXATEJIbHHIX, IUIEBAPUTEJIBHEX U
MOUETIOJIOBEIX nyTemn, CJIOHY , KUOKOCTH us OpIT'aHOB, ACLHUTHYIO
KUIOKOCTE, KUCTOBHYIR XUIKOCTE OIYXOJM, aMHUOTUUECKYI XUIKOCTE U
X coueTaHMUs. Buojiormueckuiy obpas3ell TakKXe BRJIOUAET MCKYCCTBEHHO
pas3neJjieHHBEe bparkunm BCEX nus [IepeumnCIJIEeHHEIX XUOKOCTEN .
Buosiormueckue oBpasikl TakKxe BRJIIOUAT pPacTBOPHE  WJIU cMecH,
comepxamme TOMOT €HUB3UPOBaHHLM TBEepPIOLiL MaTepmal, Takom Kak
berannm, TKaHM ¥  oBpaslH, MIOJIYUYEHHEEe npu  OUOIICUU. MeTonm
OBHapyXeHUsa I[I0 M300peTeHMI MOXHO MCIOJIBE30BaATE OJAd OOHapyXeHUI
aHaJmTa MPHK, Oejska mimM TeHoMHOM JIHK B OmnoJjiormMueckoM ofpasle in
vitro, a Takxe 1in vivo. Hamnpumep, 1Iin Vitro MeTOOH OOHAPYXeHUS
aHaJmra MPHK BKJIIOU AT HO3EPH-TUOPUIONBALIAIO i in situ
rubpuomnzaumio. In vitro MeTonuH OOHAPYXEHMS aHaJMTa OeJika BRJIOUAT
VMMYyHOpEepPMeHTHEE aHaJIM 3L (ELISA), BECTEepH-OJIOTTUHT,
VMMYHOTIPELUUIINUT A LI u VMMYHOQIIYOpPEeCILIeHIINIO . In vitro MeTOIOH
obHapyXeHMUS aHaJuTa TeHoMHOM [THK BKJIOUAT cay3epH-TUOPUOM3aALUIO.
MeTomomMKM IOJIA I[IpOBeIeHMd aHaJIM30B OIMCAaHB, HalpuMep, B «ELISA:

Theory and Practice: Methods in Molecular Biology», Vol. 42, J.
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R. Crowther (Ed.) Human Press, Totowa, NJ, 1995; «Immunocassay»,
FE. Diamandis and T. Christopoulus, Academic Press, Inc., San
Diego, CA, 1996; u «Practice and Theory of Enzyme Immunoassays»,
P. Tijssen, Elsevier Science Publishers, Amsterdam, 1985. Kpome
TOTO, 1in Vivo MeTOInb OOHapyXeHMS aHaIMTa 0OeJika BKJINUAT BBeIeHUE
CYyOBEKTY MEeUeHOTO aHTUTeJla NpoTuB  Oejika—-aHaJiuTa. Hanpuwmep,
AHTUTEJIO MOXHO MEeTHTb palIMOaKTMBHLIM MapKepoM, IIPUCYTCTBUE U
JoOKaJIMBallMilo KOTOPOTOo Yy CydBbeKTa MOXHO OIpeneliadTh CTaHIapTHEMA
MeToIoaMM BU3YyaJM3alluu.

KoMmmosuumum M CIOCOOE I[IO M300peTeHui IIOJIe3HH NOJIS JIeUeHUHA

JIOOTO M3 pPas3jIMUHHX 3abojieBaHMM, aCCOLUMMPOBAHHEIX C DKCIPeCccHUuen
U/ aKTUBHOCTBI MHTepbepoHa-Tamma (IFNy), BrIOUas abeppaHTHYO

SKCIOpeccHio MU/uiyM  aKTUBHOCTL IFNy. KOMIOO3MUMM ¥ CIOCOOHE IO
n300peTEeHND [10JI€ 3HH nJisa JIeUeHU reMod@arounuTapHOoTO
JIMMOOTHUCTHOLUTO3a (TJIT) . TJir npencraByigeT codbon penkoe,
cepbe3HOe M OllaCcHOe IJig KM3HKM  3abojieBaHMe  [IaToJIOTMUeCKOM
VMMYyHHOY aKTHUBalUM, XapaKTepusyoleecsd KIMHUUECKMMM IpM3HaAKaMU U
CUMIITOMaMM BSKCTPeMaJIbHOTO BOCIaJIeHusa (JIuxopalKa, CIJIeHoMeTaJns,
UUTONEeHNM, KoaTyJionaTusa), OIPUMBOOAMETO K Pa3BUTHUID OINOCPeNOBaHHHX
VMMYHHOM  CUCTEeMOM  I[aToJIOTUH, KOTOPEHE, 3a CcUeT IIOBPeXIeHUd
TKaHeu, B KOHEeUHOM urore MOTYT BHIBHIBATH IOJIMOPTaHHYIO
HeIoCTaTOUHOCTL M cMepTh (Henter JI, Elinder G, Soder O, Hansson
M, et al.: Hypercytokinemia in familial hemophagocytic
lymphohistiocytosis. Blood 1991, 78: 2918-2922). IVII' BKJOUYAET
MIEePBUUHHIN (TeHeTHnueCcKul/ceMerHut) IV ¥ BTOpMuUHBM IJIT.

MepBuuHeY IJVII' [OpelcTaBJgeT CoOOM TeTepoTeHHOe ayTOCOMHO-
peleccuBHOe  3abojieBaHUe, OT KOTOpPOTO B OCHOBHOM CTpalanT
MIIaoeHIIk u neTu paHHeTO BO3pacTa, c nopennojlaraeMon
pacIpocTpaHeHHOCTEID B EBpome 1/50000 XMBOpOXIOeHHHX OeTel (Janka
GE: Familial hemophagocytic lymphohistiocytosis. Eur. J.
Pediatr. 1983, 140: 221-230). 3abojgeBaHMe HABJSAETCS '3aBeIOMO
CMepTeJILHEM CO CpPpeOHMM CPOKOM BHIXKMBaHMS MeHee 2 MeCslleB IIOCHe
IIOARJIEHUS CHMMITOMORB, e€CJIM He IIPpMMeHATH JedeHue (Filipovich AH:
Hemophagocytic lymphohistiocytosis (HLH) and related disorders.
Hematology Am Soc Hematol Educ Program 2009: 127-131).
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Bce reHeTHMueckue nmedeKTH OpM HDepBuuHoM I[JII' 3aTparuBanT
T'eHHI, BOBJIEUEHHEIE B  ILUTOTOKCHUYUECKMNM IIyTh NK-KJIeTOkK  U/WiIn
LUUTOTOKCUUECKUX JIMMOOLNTOB, HeOOXOOVMEIX 04 DIIVMVHA LN
AKTUBYPOBAaHHEX Makpodaros, KOoOUpyKye DeJIKK Iy TH CUHTe3a
nepdopmHa, CO3peBaHUd LUUTOJUTHUUECKUX I'PaHyJl, DSK30UMUTO3a I'PaHyJl U
OYyHKUMM BHICBODOXIEHUA COOEPXVMOTO TpaHyJI npu DK30UUTO3E
(Filipovich, A., K. McClain, and A. Grom. 2010. Histiocytic
disorders: recent insights 1into pathophysiology and practical
guidelines. Biol. Blood Marrow Transplant. 16(1 Suppl): S82-
S89). VYV npmMepHo 20-40% I[auMeHTOB, CTpalalliUxX IepBMuHbBM [JITT,
HapylleHre LIUTOTOKCUUECKOM OQYHKLUMM, XapaKTepHoe IJsa CcuMHIpoMa IVJIT,
IPOUCXOOUT B pes3yJjbTaTe MyTaluil B T'eHe, KoOUpyKIleM IIepdOopUH
(PRF1), unTOIMUTHUYUeCKUNM OeJIOK LUTOTOKCUUECKMX TPaHyJ, KOTOPHM
ABJIAETCA  KJIOUEBHM PEeryJiAaTOPOM  OIOCpeloBaHHOTO T-KJeTKaMM WU
KJIeTKaM/ - eCTeCTBEHHHEMM KUJJlepaMu LIUToJIM3a. Y OpuMepHo 10%
[aumrMeHTOB 3aboJieBaHue BEI3BAHO My TalV M B TeHe UNC13D,
KooupyklleM OeJIoOK, KOTOPHM ydaCcTBYyeT B BHCBOOOXIeHUM IIepbopMHa B
KJIETKM—MUIIEHN . Kpowme TOTO, HEKOTOPHE CUHIOPOMEL VIMMYHHOM
HeOJoCTaTOUHOCTM, HalpuMep, CHUHIpoOM I'pucuesum 2 Tumna (GS-2) wu
cuHIpoM UYenmaka-Xmuracmu (CHS), uwacTto comnposoxpawnrca IJII' (Janka
GE, Lehmberg K: Hemophagocytic lymphohistiocytosis: pathogenesis
and treatment. Hematology Am Soc Hematol Educ Program 2013,
2013: 605-611).

BTopuuHEle @Qopmel IJII' MOTYT BO3BHMKATE B XOIe MHOeKUUH,
ayTOUMMYHHOTO/pPeBMaTUUECKOTO 3ab0JIeBaHu A VI B CBA3U co
3JIOKaUeCTBEHHEM HOBOOOpas3o0oBaHMEM. BTOpMUHEE QOPMEL MMEKRT Te Xe
OpU3HaKM M CUMIITOMH, YTO U HOepBUUHBM IJII', M MOTYT OHTL B pPaBHOMU
CTelleHU TIXKeJIEMA .

Komriosuumum m CHOCOOE IO MU300peTeHMU IIOJIe3HH IJIA JIeUeHUH
pTOpUuuHOro IJII'. KOMIIO3MUMM M CIOCOOHE IO M300peTeHMIO IIOJIe3HB IOJI4
JleueHMsa CHHIOpoOMa aKTuBauuM Makpodparoe (CAM) .

CAM 4BJIgeTCsa  TSXeJEM, IIOTEeHUMAJIEHO  OIlaCHBEIM  IOJIS  XKM3HU
OCJIOXHEHMEM peBMaTHUUECKUX 3aboJyieBaHU, KOTOpOe BHI3EIBAETCSH
M30HTOUHOM aKTUBalLUMeM U »KchaHcued T-ImuMOOUMTOB UM MakKpodaroB.
HekoHTposupyeMas SKCIAHCUS HBTUX MMMYHHBEX KJETOK [IPUBOIOUT K

BBIpa)KeHHOIZ TUIIePINTOKMHEMNN n TUIIePBOCIIaJIMTEJIEHOMY COCTOAHMIO,
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KOTOpOe CBA3aHO C JMXOPaIKOoW, LMUTONeHMSAMM, TITelaTOoCIIJIeHOMeTaJlMel,
IUCOYHKLMEN IeyeHu, aHoOMaJIM AMA CBEpPTHBAHUSA KPOBHU u
TUnepdEeppUTUHEMYEN, ¥ MOXET IIPOTPEeCCHPOBaATHE OO MNOJMOPTaHHOMU
HeJoCTaToOuHOCTM M cMepTu (Schulert GS, Grom AA: Pathogenesis of
macrophage activation syndrome and potential for cytokine-
directed therapies. Annu. Rev. Med. 2015, 66: 145-159).

Vz-3a ero CWMJIBHOTO KJIMHMUECKOTO U I[aTOJIOTMUeCKOTO CXOICTBAa
c¢ IUII' CAM oOTHOCAT K BTOPMUYHBM WM OpHOoOpeTeHHEM O¢opMaMm IJIIT'.
OecTBUTENBHO, HeOaBHO OBJIO YCTAaHOBJIEHO, UYTO Yy OOJIBIIMHCTBA
IIalMeHTOB C CAM TeCTH IIOKa3HBBAKT HapylleHMte dyHruMM NK u
nepdopmHa, ¥ Yy SBHAUUTEJILHOT'O uUMcJa HaumMeHTOB ¢ CAM HaOoOamwTCcA
IOJUMOPOM3MEL MJIM TEeTepO3UTOTHHe MyTauuu B PRF1 m UNC13D (Zhang
M, Behrens EM, Atkinson TP, Shakoory B, et al.: Genetic defects
in cytolysis in macrophage activation syndrome. Curr Rheumatol
Rep 2014, 16: 439).

CAM dalle BCeI'O BCTpeudaeTCcd y I[IallMeHTOB, cCcTpanawomux clOVA u,
pexe, CHUCTEeMHOM KpacHOM BoJiuaHkol (CKB), o»gHakKo Takxe OBUIM
omnmMcaHel ciayuvam CAM, X0oTa wu BoJiee pelnkue, Yy  HalMeHTOB C
BacKyJIMTOM, B UYaCTHOCTM, C 0OoJezsHb KaBacaku. IlpuMepHo Yy 7-17%
nauMeHToB C CcIOMA pa3BUBaeTCcsa BHpaxeHHEM CAM (Sawhney S, Woo P,
Murray KJ: Macrophage activation syndrome: a potentially fatal
complication of rheumatic disorders. Arch. Dis. Child. 2001, 85:
421-426; Moradinejad MH, Ziaee V: The incidence of macrophage
activation syndrome in children with rheumatic disorders.
Minerva Pediatr. 2011, 63: 459-466), HEKOTOPHE IOaHHEE
CBUIOETEJILCTBYIT O TOM, UTO CYOKJIMHMUeCcKOM dopmort CAM MOTYT
CTpazmaThb OO TpeTu IIallMeHTOBR C aKTUBHEIM CUCTEMHBM 3aboJjieBaHUeEM
(Behrens EM, Beukelman T, Paessler M, Cron RQ: Occult macrophage
activation syndrome in patients with systemic Jjuvenile

idiopathic arthritis. J. Rheumatol. 2007, 34: 1133-1138).

IIOCKOJIBKY CAM aBJIdeTCH IIOTEeHLMaJIbHO CMEePTEJILHEM
3aboJyiIeBaHMEM, CBOEeBpeMeHHasda OIMaTHOCTUKA " HeMeIOJIeHHOe
TepalleRTUUYeCKoOe BMellaTeJILCTBO HeoOX0OOVMEL OJidg Haojiexalero

KOHTpoJd 3abojieBaHMA. 3aperMCcTPpUPOBAaHHBE IIOKa3aTeJlM CMepTHOCTHU
npu CAM pmocturawnT 20-30%, M OH OCTaeTCsa OCHOBHOM MNPUUMHOM CMepPTU

IalMeHTOBR B o06JJacTM OeTCKOoM peBMaToJioTuu (Grom AA, Horne A, De
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Benedetti F: Macrophage activation syndrome 1in the era of
biologic therapy. Nat Rev Rheumatol. 2016 Mar 24. doi:
10.1038/nrrheum.2015.179) .

Brutn IpenJIoXeHH pPasJIMUHEE HaBOpPH KpUTEPUEB s
OvarHoCcTUupoBaHudad CAM y HauMeHTOBR ¢ CIOMA. MHOTIDa PeKOMEeHOVIT IJId
VCIIOJIE30BaHUA PYKOBOILCTBO IIO0 auarHocTuke IJII' 2004 1. (Henter J,
Horne A, Aricdé M, Egeler RM, et al: HLH-2004: Diagnostic and
therapeutic guidelines for hemophagocytic lymphohistiocytosis.
Pediatr Blood Cancer 2007, 48 124-131), B OCHOBHOM
paspaboTaHHOEe IJIA IIePBUYHHX (I'eHeTHueckmx) oGopMm IJII'. OmHako 2THU
KPUTEepUM MUMEeT HEeKOTOPHEe OTIPaHMUYeHMS M MOTYT OHTbL HEIPUMMEHVMH K
nauyeHTamM cC CcIOMA. Hanopumep, TakKe KPUTepuM, KakK LIUTOIEeHUM U
TUnodmubpmMHOTeHeMMs Ha YPOBHe HMXe IIOPOTOBHX 3HAaueHUM, KOTOPHE
OOJIXKHEL MMeTb MeCTO COIUIaCHO pykoBoncTBy IJUII'-2004, CTaHOBATCHA
OUeBMIHEIMM TOJIBKO Ha 0o0Jiee NO3OHUX cTanuax CAM, I[IOCKOJIBEKY Yy BDTUX
IalUYMEeHTOB UYacCTO HaOomalTCsd I[IOBHIIEHHBEE KOJMUeCTBa OeJblX KJIETOK
KpOBM ¥ TpOMOOLMTOB, a TakXe I[IOBBIIEHHEE CHEHBOPOTOUYHEE YPOBHU
drbprHOTEHa, KaK YacCTb BOCHIAaJIMTEJNIBHOTO oTBeTa Opu clOMA (Schulert
GS, Grom AA: Pathogenesis of macrophage activation syndrome and
potential for cytokine-directed therapies. Annu. Rev. Med. 2015,
66: 145-159). TI'eModarolUMTO3 MOXET OTCYTCTBOBATL B KJIMHUUECKOM
KapTuHe Yy 3HAUMTEJILHOM YacTu HaumeHToB ¢ CAM (Minoia F, Davi S,
Horne A, Demirkaya E, et al.: Clinical features, treatment, and
outcome of macrophage activation syndrome complicating systemic
juvenile idiopathic arthritis: a multinational, multicenter
study of 362 patients. Arthritis & rheumatology (Hoboken, N.J.)
2014, 66: 3160-3169). Kpome TOTO, TeMO®aroumMTo3s, aKTMBHOCTBL NK-
KJIeTok M sCD25 oOOHUHO He OlleHMBAKT B KOHTekcTe CAM.

AJIb TepHa TURHEMN intedip el OCHOBaH Ha IpYMeHeHUNU
IpeIBapUTEeILHOTO IMaTHOCTUUECKOTO PYKOBOOCTBA (PDG) s
ocJoxHeHU CAM npu clOMA, KoTopoe OBJIO CO3IOaHO IIPM aHaJM3e TPYIIIH
nauyeHToR ¢ CAM B CpaBHEeHMM C TPYNNOM MHalMEeHTOB C BHe3alHHM
obocTpeHvem CclOMA.

HemaBHO OBLIIO IpOBENEHO CpaBHeHUe OIVMaTHOCTUUECKOTO
PYKOBOLICTBA TJIr-2004 " IpenIBapUTEJIEHOTO OMAaTHOCTUUECKOT'O

pyroBoncTea OJj4 ClOMA-accoummupoBaHHOTO CAM Ha ©MX CIHOCOOHOCTBH
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OTJINUAaTh cloMA/CAM o1 CcIOMA (B orcyrcTBHMe CAM) M CUCTEeMHOM
MHQeKkIMM B OOJIBMOM IIONYJISLMM IIallMeHTOB (Davi S, Minoia F,
Pistorio A, Horne A, et al.: Performance of current guidelines
for diagnosis of macrophage activation syndrome complicating
systemic juvenile idiopathic arthritis. Arthritis & rheumatology
(Hoboken, N.J.) 2014, ©6: 2871-2880). XoTa M C HEKOTOPHMMU
OTPpaHUUYEeHMAMM BCJENCTBMEe eT'0 PeTPOCIeKTMBHOTO XapaKTepa, ITaHHOe
MCCJIeIORaHMe IPONEeMOHCTPUPOBAJIO, UYTO IpedBapUTEJIbHOE PYKOBOICTBO
niasa CAM gpocTuraeT Jydmero 0OajlaHCa MexXOy UYYyBCTBUTEJBHOCTBR U
CIeUMPUUHOCTEIO, ¥ JIydlle'O COBIaOeHMS C IOMaTHO3O0M, IIOCTAaBJIEHHEM
JevamuM — BpadoM. UyBCTBUTEJILHOCTE  Habopa  KpuTepmer IUII'-2004
cocTaBJasa <30%. TemMm He MeHee, TakKXe CcoofmalJjloCk, UYTO HOOJIA
IauyMeHTOB, COOTBETCTBYIMX KaXIoMy KpuTepuio PDG, oTJiMyuaeTCs
BoJipmor  BapuabeJIbHOCTLIO, M  HEeKOTOpPHE  KJIMHUUECKUE IpU3HaKU
(HanpuMep, oucoyHxkuma IHC ¥ KpOBOTEUeHMA) MOTYT IIPOABJIATLCA Ha
no3nHe cTazum CAM, UTO CHMWXaAeT UYBCTBUTEJLHOCTL BTHUX KPUTEPUEB
Ha paHHUMX cTaguax CAM (Lehmberg K, Pink I, Eulenburg C, Beutel
K, et al: Differentiating macrophage activation syndrome in
systemic Jjuvenile idiopathic arthritis from other forms of
hemophagocytic lymphohistiocytosis. The Journal of pediatrics
2013, 162: 1245-1251).

HemaBHO Opula pa3paboTaHa IMaTHOCTHMUEeCKas IIKaJa OlEeHKM B
Bannax (HScore) u onpoboBaHa B PEeTPOCIEKTUMBHOM Tpymnne u3 312
NauMeHTOB, M3 KOTOPHX 162 OBNIM OpM3HAHH MWMERNMMM pPeaKTHUBHBN
reModparoumMTapHul cuHIpoM (Fardet L, Galicier L, Lambotte O,
Marzac C, Aumont C, Chahwan D, Coppo P, Hejblum G: Development
and wvalidation of the HScore, a score for the diagnosis of
reactive hemophagocytic syndrome. Arthritis & rheumatology
(Hoboken, N.J.) 2014, ©6: 2613-2620). JeBATH II€pPEeMEeHHHX (3
KIIMHUYECKMX [To ecThb, M3BeCcTHasd OCHOROIIOJIaTamima s
VMMYHOCYIIpeccus, BEHICOKAH TeMIIepaTypa, opraHoMeTanm4a], 5
BUOJIOTUUECKUX [To ecThb, YPOBHU TPUTJINLEPUIOB, beppuTHHa,
CHIBOPOTOUYHOMU TJIyTaMaToKcajlloalleTaTTpaHCaMMHAaSH, dnbprHOTEeHa u
HMTONeHrA] M 1 LUUTOJOTHMUECKMM [TO eCcTb, IIpu3Haku IeModparoluTo3a
B [IYHKTaTe KOCTHOTO MO3Tal) OBUIM  COXPAaHEeHH B HScore, u

BEPOATHOCTE HaJIM4dMA I‘eMO(l)aI‘OLI,T/ITapHOI'O CHHIPpOMa HaXoINTCHA B
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IoOManazoHe oT <1% B ciayuae HScore <90 mo >99% B ciyduae HScore
>250.

IO0o Toro, Kak OymeT IOCTUTHYT OKOHUATEJILHHM KOHCEHCYyC B
OTHOMEHVNM BaJIMIVPOBAHHEIX OUMATHOCTUUECKUX kKpuTepmeB njsa CAM,
KJIMHUY e CKUN OVaTHO3 KBaJUMOULUUPOBAHHOTO Bpada [IO—TIPEXHEMY
ABJISETCSH  pellanlyM, KOT'Da HyXHO pas3jgudyaTe CAM ¥ COCTOSHMUA,
NIPOABJAKNIIMECS AaHAJOTMUHEIMY KJIMHUUYECKMMM IIpM3HaKaMM, TaKue Kak
peskoe obocTpeHMre ClOVMA MM CENCUC-IIONOOHEE CHUHIPOMEL.

B HacTosdmee BpeMsda He CYIEeCTBYeT ONOOPEeHHHX JieKapCTBeHHHX
cperncte nOJ4a JiedeHusa CAM. Kak IOpaBMJIO, IIpMeM IUIOKOKOPTMKOMIOB B
BHICOKMX IO3ax HABJIAETCHA Tepaluen InepBoM JuHMM njag CAM. 4
naluueHTOB, He OTBeYanlmx Ha TJIIOKOKOPTUKOMUIEL, B KauecTBe
OOTIOJIHUTEJILHOM  Tepaluu OIpemaJoXeHO IIpMMeHeHMVe  ULUMKJIOCIIOPMHa A
(CsA) (Stéphan JL, Koné-Paut I, Galambrun C, Mouy R, Bader-
Meunier B, Prieur AM: Reactive haemophagocytic syndrome in
children with inflammatory disorders. A retrospective study of
24 patients. Rheumatology (Oxford, England) 2001, 40: 1285-
1292) .

BBemeHMe »TONO3MIOa, ABJAKIEeCs UYacThl Jeue®HOTO IMIPOTOKOJIA,
paszpaboTaHHOTO OJIA JIeueHus nolJir COTJIaCHO Jir-94, TakKxe
paccMaTpMBaeTCcda IOJIA I[DallMeHTOB, He OTBedalmMX Ha BECOKME OO3H
TJIOKOKOPTUKOUIOB . OmHakKo MoTeHIIMaJbHasd TOKCUUYHOCTE
JIEKapCTBEHHOTO CpelCTBa IIO-IpeXHeMy BH3HBaeT Cepbe3HBEe OllaCeHMUA.
Ipyrad COBpPEMEeHHad Tepalus TIIepBOM  JIMHUM  IOJIA TJIT"  BrIOUaeT
IpMMeHeHMe IekcaMeTaz0Ha. OIHakKO TaKue TepalleBTUUeCKUe CpenacTBa,
KakK STonosui u/MWiIM »OeKcaMeTasoH, ABJIATCA  MMeJIOCYIIpeccopaMmn
U/ MM UMMYyHOCYIIpeCccopaMM mIMPOKOTO CIeKTpa IelMCTBUA. B HacTodlee
BpeMsa He CylIecTByeT cCcTaHIapTa Tepaluu BTOpOM JuHMM »njasg IJIT,
JleueHue TakMMM CpencTBaMl, Kak aJeMTy3yMad/ATG, IPUBOOUT K
TJIyBOKOM MMMYHOCYIIPeCCUM, ¥ IoKasaTeJlM BEXMBAEMOCTM IIPM TakKMUx
MeToIax JiedeHUMSa CUMTaKTCHa OUEHb HU3KUMMU.

[IoJIe3HOCTL OMOJIOTUMUECKUX COeIMHEeHUM, MUHIUOMPYMUX OyTu IL-
1, IL-6R mam TNFo, niasa Jjeudenmusa CAM Ho-HIpexHeMy OCTaeTcsd HesSCHOM.
XoTd, Kak coofmaJioCch, OMOJOTMUEeCKMe COeIVMHEeHUSa, MHIUbuUpyomMe >TU

oyTtu, 500eKTUMBHEL B OTIOEJIBHHX CJydYadx, Takxe OvUIM COOOImMeHMS O
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nmaiuMeHTax, Y KOTOPHX pa3s3Bwjica CAM B YCJOBUAX TakKoTOo JieUueHUd
(Stern A, Riley R, Buckley L: Worsening of macrophage activation
syndrome 1in a patient with adult onset Still's disease after
initiation of etanercept therapy. J Clin Rheumatol 2001, 7: 252-
256; Ramanan AV, Schneider R: Macrophage activation syndrome
following initiation of etanercept in a child with systemic
onset Jjuvenile rheumatoid arthritis. J. Rheumatol. 2003, 30:
401-403; De Benedetti F, Brunner HI, Ruperto N, Kenwright A, et
al.: Randomized trial of tocilizumab 1n systemic Jjuvenile
idiopathic arthritis. N. Engl. J. Med. 2012, 367: 2385-2395;
Ruperto N, Brunner HI, Quartier P, Constantin T, et al.: Two
randomized trials of canakinumab in systemic juvenile idiopathic
arthritis. N. Engl. J. Med. 2012, 367: 2396-2406), a Takxe O

INallMieHTax, KOTOPEIE He oTBedamnT Ha TakKylo Tepalllo, STO

CBUIETEJILCTBYET O TOM, UTO MHIUOMpoBaHMe IL-1, IL-6R wmimu TNFo He
oBecrneurpaeT IIOJIHYKD 3alUTy OT pas3Butuga CAM © He  4BJIAeTCH
50PEeKTUBHEIM JIeUeHMEM IOJIS Pas3BUBIETOCS CHMHIPOMA .

B OoJILIIOM PEeTPOCIIEeKTUMBHOM MHOTOLEHTPOBOM MCCJIEeOOBAHUM ORI
U3YUEHH KJIMHUUEeCKUe, JlaBopaTopHEe u TUCTOIIATOJIOTUUECKHUE
XapakKTepuUCcTUKM, a TaKXe COBPEeMeHHHEe MeTONH UM Pes3yJILTAaTH JeUeHUS
CAM/CIOMA B ofmel CJOXHOCTM Yy 362 naumeHTtos (Minoia F, Davi S,
Horne A, Demirkaya E, et al.: Clinical features, treatment, and
outcome of macrophage activation syndrome complicating systemic
juvenile idiopathic arthritis: a multinational, multicenter
study of 362 patients. Arthritis & rheumatology (Hoboken, N.J.)
2014, 66: 3160-3169). VY NOPpUMEPHO IIOJIOBMHH HaluueHTOB CAM wuMeJ
MEeCcTO B KOHTeKCTe aKTMBHOTO CcIOMA, wWJIM BO BpeMsa OCTPOM BCIHIIKU
cloMA y 30% u3 HMX B HauaJjle 3abojieBaHMuA. VHOEeKUIMOHHHM TpUTTep OB
UISHTUOUIIMPOBAH YV TpeTHu IaluMeHToB. Cpenu 24 HaLUMeHTOB, Y KOTOPHIX
Owl1  omnpenesyieH BuIO MHOexkumwu, EBV Owbl HamboJiee pachOpOoCTpaHeHHBM
BOo3OynmmuTeJseM (25%). CumMrTajsochb, uUuTo y 11 mnaumeHToB (3,8%) CAM OB
CBA3aH ¢ MHOoOBOUHBEIM D20beKToM JleueHMS: OJII 8 M3 HUX IPUMEHIJIOCH
BMOJIOTMUECKOE CPEenOCcTBO, HalpaBJIEHHOe Ha OyTb I1L-6 (N=4), IL-1
(N=3) WJIN TNFo (N=1) . I[TouTn BCe ralureHTE r1oJIydaJin

TJIOKOKOPTHMKOMIEI . HMKHOCHOpMH, OUOJIOTUUECKHUE JIeRapCTBEeHHEEe
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cpencTeBa ¥ DTONO3UN rnoJiydajm 61%, 15% wmu 12% ralumMeHTOoB,
COOTBETCTBEHHO.

TaxuMm ofbpasomM, CcyllecTByeT BHICOKAA HeyIOOBJIETBOPEHHAH
INOTPelHOCTL B paszpaboTke 300eKTUBHEX pPeXMMOB JieueHuda CAM. BoJjee
50% naumeHTOB C CIMA m CAM He OTBedYalT Ha CUCTEeMHOe BBeIeHMe
OOHUX TOJIBKO TJIIOKOKOPTUKOULOB VI MOT'YT HYXOAaTbCH B
IPOOOJIKUTEJILHOM  JIEUeHUMM  BHCOKMMM  TO3aMy, UTO  COIPSAXEeHO  CO
SHAUUTEJIEHEM PHUCKOM IJIA 3IO0pOoBbA. KoI'la NaluMeHTH He OTBedalnT Ha
BBeleHUE TJIIOKOKOPTUKOULIOE, OTCYTCTBYKT HaleXHEEe OaHHEE 1o
S0PEeKTUBHOCTM HOONIOJIHUTEJILHEIX TepaleBTUUeCKMX CPpencTB, TakuxX Kak
CsA wnum STOINO3UL. TeueHue CAM  MOXeT OBICTPO CTaHOBUTLCHA
HeoOpaTUMBM, IIPMBOLOA K CMEepTeJIbHOMYy Mcxomoy. COIJIaCHO COBPEMEHHEM
ODaHHBEIM, CMEPTHOCTbL OT clMA-accouunposaHHoTo CAM cocTaBjdeT 8%,
IpU 5STOM IIPMMEPHO TPEeTM [alMeHTOB TpebyeTcd ITOoCOUTaln3almd B

OTHeJIEHUM MHTEHCUMBHOM Tepanuu. HemaBHME CBUIOETEJILCTBA pelapmen
posmu IFNy B naToreHese 3abojieBaHMs yKa3LHBaLT Ha TO, UTO OJoKama

IFNy m[noTeHUMAaJIbHO I[pencTaBjigeT CcoOOM HOBHM BMI HallpaBJIeHHOM
Tepalunu.

Kommiosuumum, BKJIIOUASs  KoMmmos3mumumm NI-0501, M  CIOCOBH  IIO
nzobpeTeHun objlagalT IPpeuMylecTBaMM B CpPaBHEHMM C COBPEeMeHHBMM
MeTooaMM JIeUeHMSI IIePBUMUHOT'O M BTOpMUHOTO IVIT'.

CAM m IVII' xapakKTepu3ylTCcsa YCTOMUMBOM aKTHUBaALMEeM WMMYHHEX

KJIETOK n COITYyTCTBYIIOIVM BCIIJIECKOM IIpoOoylumMpOBaHNMA
IIPOBOCITIAJIMTEJIBEHEIX LIUMTOKMHOEB C M3OBTOUHEM IIpoOoyluMpOBaHVEM IFN’Y,

TNFo, IL-1 m IL-6 (Henter JI, Elinder G, Soder 0O, Hansson M, et
al.: Hypercytokinemia in familial hemophagocytic
lymphohistiocytosis. Blood 1991, 78: 2918-2922; Imashuku S, Hibi
S, Fujiwara F, Todo S: Hyper-interleukin (IL)-6-naemia in
haemophagocytic lymphohistiocytosis. Br. J. Haematol. 1996, 93:
803-807; Xu X, Tang Y, Song H, Yang S, et al.: Diagnostic
accuracy of a specific <cytokine pattern 1in hemophagocytic
lymphohistiocytosis in children. J. Pediatr. 2012, 160: 984-
90.el; Put K, Avau A, Brisse E, Mitera T, et al.: Cytokines in
systemic Jjuvenile idiopathic arthritis and haemophagocytic

lymphohistiocytosis: tipping the balance between interleukin-18
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and interferon-y. Rheumatology (Oxford) 2015). 3a nocjenHue TOIH

HaKOIIJIeHE JOKasaTeJIbCTBa B IHNOOIEPXKY pemaomer posmn IFNy B
pazBuTMM o0bemx odopmMm IJII' (Jordan MB, Hildeman D, Kappler J,
Marrack P: An animal model of hemophagocytic lymphohistiocytosis
(HLH): CD8+ T cells and interferon gamma are essential for the
disorder. Blood 2004, 104: 735-743; Pachlopnik Schmid J, Ho C,
Chrétien F, Lefebvre JM, et al.: Neutralization of IFNgamma
defeats haemophagocytosis in LCMV-infected perforin- and Rab27a-
deficient mice. EMBO Mol Med 2009, 1: 112-124; Zoller EE, Lykens
JE, Terrell CE, Aliberti J, et al.: Hemophagocytosis causes a
consumptive anemia of inflammation. J. Exp. Med. 2011, 208:
1203-1214) m CAM (Behrens EM, Canna SW, Slade K, Rao S, et al.:
Repeated TLRY9 stimulation results 1in macrophage activation
syndrome-like disease in mice. J. Clin. Invest. 2011, 121: 2264-
2277) .

Memm C  HOKayTOM TIeHa HepdopMHa CUMTATCS peJleBaHTHOM
MOZeJIbIo IOJig HepBMUuHOTO IJII', TIOCKOJIBKY Yy 9OTUX MHIIEN IIOCJEe
nHOULUUpoBaHua LCMV pasBMBalTCAd BCe OUMATHOCTHUUECKME U MHOITHKEe U3
KJIMHUUECKUX u JabopaTOpPHEIX XapaKTepuCcTUK YeJIOBEUEeCKOTO

zabojyieranua. IJII'-nopmoBHoe 3abojieBaHMe, KOTOPOe pas3BUBaeTcd Yy

STUX XUBOTHEIX, 3aBucuT oT CD8+ T-kijeTok m IFNy, NOpoOyUMPYEMOTO B
OTBeT Ha CTHUMYJALUMI aHTuTeHoM (Imashuku S, Hibi S, Fujiwara F,
Todo S: Hyper-interleukin (IL)-6-naemia 1n haemophagocytic
lymphohistiocytosis. Br. J. Haematol. 1996, 93: 803-807). BmJo

IIOKa3aHo, gTOo IIpMr HeIZTpaJ’IMBaLU/H/I BEICOKMX LIHMPKYJIMPYRIMX ypOBHeﬁ

IFNy 3a cueT BBeIeHMA aHTU-IFNyY aHTUTeJI He TOJIBEKO BO3BpAallaJiMCE K
pexHeMy COCTO SHUIO aHOMaJILHElE KJIMHUYEeCKUe u JadopaTopHHE
rnokasaTeyiM, HO M Pe3KOo BoOo3pacTaliM IIoKa3aTeJlM BHXMBAeMOCTH.
HanpoTtusB, abiadauusg Jmodoro IpyToTro LMTOKMHa HUMKaK He BJMAJIa Ha
BXMBaeMocTh (Imashuku S, Hibi S, Fujiwara F, Todo S: Hyper-
interleukin (IL)-6-naemia in haemophagocytic
lymphohistiocytosis. Br. J. Haematol. 1996, 93: 803-807; Xu X,
Tang Y, Song H, Yang S, et al.: Diagnostic accuracy of a
specific cytokine pattern in hemophagocytic lymphohistiocytosis

in children. J. Pediatr. 2012, 160:984-90.el). JOIOJIHUTEJIbLHEMM
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ookaszaTeJlbCTBaMA BaXHOCTM IFNy pn JIT ABJISIOTCA BEICOKME

KOHUeHTpaluu LIUpKyJupyomero IFNy y Takux HaumeHTtoB (Henter JI,
Flinder G, Sdéder 0O, Hansson M, et al.: Hypercytokinemia in
familial hemophagocytic lymphohistiocytosis. Blood 1991, 78:
2918-2922; ¥Xu X, Tang Y, Song H, Yang S, et al.: Diagnostic
accuracy of a specific <cytokine pattern 1in hemophagocytic
lymphohistiocytosis in children. J. Pediatr. 2012, 160: 984-
90.el). B r1rpynmne wmu3 71 T[DaluMEeHTOB, KOTOPHX KOHTPOJUPOBAJU OT
MOMEHTa IMarHOCTUPOBaHMA TUIT" oo JIeUueHN u rocjyenymnmero
HaOJoneHnsa, YpoBHM IFNy OpeBHIIAJIM BEPXHKKOD TPaHMUIY HOPMAaJIbHBIX
3HaveHut (17,3 nOr/mjia) y Bcex IIalLMeHTOB M, B YacCTHOCTHM, b53,5%
IalVeHTOB VIMeJIn YPOBHH, [IpEeBHIIAKIME 1000 nr/mi. Taxxe
coofmayiock, UYWTO ypoBHM IFNY HOBEIIAKTCA Cpas3y M OHCTPO, M MOTYT
cHmxaTbCcsa oT >5000 nr/MiI OO HOPMAJbHEX 3HAUeHMNM B TeueHue 48
J4acoB IIpU 20deKTUBHOM JiedeHunm IJIT'.

IBe XMBOTHBE MOOEJM BTOpMYHOrO IJII' OBUIM MCCJIeOOBAHH B
KOHTEeKCTe IpOoTPaMMEL pazpaboTku NI-0501 oA BHACHEHU A
IIOTeHIMAaJILHOY I[IaToTreHHOM posiv IFNy. BoO-NepBEX, B MBIIMHOM MOIEJIN,
KoTopasd MVMUTHMpOBAajla BH3BaHHHM uHbekumewn  IJIT, HEOIOHOKpaTHOe
BBeOeHMe CpG yepes aKTMBaIMIO TLRY MHULMMPOBAJIO pasBuUTHE
TUIIEPLUUTOKMHEMUL, uTo IIPMBOONIIO K IO ABJIEHUIO KJIMHUYE CKUX
(HanpuMep, CHMWXEeHMe MacCh TeJla, CIJIeHOMeTalusa) U JabopaTOpPHHX
(HanpuMep, LMUTOIIEHUSI, TunepdeppUTUHEMN A ) npusHakos  IVIT'. [Tou
HeVTpalnu3alunu ITFNy 3a cyuer BBeIOeHUA aHnTu—-IFNy aHTHTeJa
KJIMHUUECKKEe U JlaDopaTOpHBEEe IIoKaszaTeJlM BO3BpallaJiIMCh K HopMe. BrIIO
IIoKasaHo, uTo HelTpaln3aumsa IFNy Takxe OBLIIa I[IOJIHOM " B
COOTBETCTBYIMX TKAHAX-MUIIEHAX, TaKMX KaK IIeUeHb U CeJIe3eHKa.

NHTepecHO, gTo BBeIOeHUe aHTu—-IFNy aHTHTeJa BIICPBHE
IpOooeMOHCTPpUPpOBaJio kKoJmuecTBO I1FNy, B 500-2000 pas3s OpeBbmIaKIEES
KOJIMUECTBO, KOTOpoe OBUJIO M3MEPEHO B KPOBM, OUEeBUIOHO, OOJIee TOUHO
oTpaxasd NpoOoyLUMpPOBaHMe IFNy B TKaHAX. JKCIIpecCcusd OIBYX
mHoyupyeMelx IFNy xemMorkmHOB (CXCLY9 m CXCL10) Opula [OBHIIEHA IIOCJHeEe
crumysiauumu  TLRY kak B KpOBM, Tak M B IIeUdeHM, U CYLEeCTBEHHYI

KOppeJIALmni0 HabJonaan MeXny CEIBOPOTOYHEIMMA YPOBHAMU IFNy u
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CHBOPOTOUHEIMM KOHIeHTpauuamu CXCLY9 m CXCL10. HenTpamuzauus IFNy
BHIBHBAJIAa 3HAUMTEJIbHOE CHMXeHMe CHBOPOTOUHHX YypOBHer CXCLO9 wu
CXCL10, a Takxe ypoBHeM wux MPHK B neuenm (Buatois V, Chatel L,
Cons L, Lory S, et al.: IFNy drives disease in the TLR9-mediated
secondary HLH in mice: rationale for a new therapeutic target in
secondary HLH, roToBMTCH K IIedaTWu) .

Bo-BTOpEIX, OBJIA M3YyUYeHa XMBOTHaAAd MONEJIb Ha TPAHCIEHHEX II0
reHy I1L-6 MBIIAax, VY KOTOPHEHX IL-6 BKCIpPeCcCUpyeTcsd Ha BHCOKOM
YPOBHe, IIOCKOJIBKY OHa MMUTHUPYET COCTOAHMe naumeHTOB C CHVA,
peBMaTHMUYeCKUM 3aboJieBaHMeM, HamboJjiee dYacTO aCCOLUMMPOBAHHEM C
BTOPUUHEIMM QopMamMm IJVIT'. Ilpy CTUMYJIAUMM JuradHgaMu Toll-nmomoOHBIX
peuenTopoBR (TLR) y »TUX XMBOTHHX HaOJIomajM IIOBHIIEHME IIoKaszaTeJeM
CMEPTHOCTHM, IIOBHIIEHME IIPOOYLMPOBAHMUA BOCIHAJMTEJIbHEX LUTOKUHOB U
TUMIepPakKTUBALMID BOCHAJUTEJIBHEIX CHUTHAaJIBHEX OyTel. Kpome Toro, VY
STUX MBIIeW HabJoIallM Pe3Koe COoKpalleHMe KOJMUYeCcTBa TPOMOOLUTOB U
HeVTpodnJIOB, IMOBHIIeHMe YpoBHel sCD25, odepputnHa wn LDH, uTO
HallOMMHaJIO MHOI'Me M3 I[IPM3HaKOB, Kak IIpaBuUJIoO, VMenIUXCAa Yy
naumeHTor ¢ CAM (Strippoli R, Carvello F, Scianaro R, De
Pasquale L, et al.: Amplification of the response to Toll-like
receptor ligands by prolonged exposure to interleukin-6 in mice:
implication for the pathogenesis of macrophage activation

syndrome. Arthritis Rheum. 2012, 64: 1680-1688). VY 5TUX MHIeN

opu HeWTpaauzauuu IFNy 3a cueT BBeIdeHMa aHTU-I1FNy aHTHUTe a
mokaszsaTenu BEIXMBAEMOCTHU pPEe3Ko YIIy4dmanTcd u JIaBopaTOpPHHEE
moxkasaTeJM BO3BpamailnTca K HopMme (Prencipe G et al., cTarbhd
TOTOBUTCSA K IledaTu) .

AHAJIOTUUHEE »IOaHHBE HeIaBHO OBUIM IIOJIYUEHH NpKM ODCepBallMOHHOM
MUCCJeIOBaHMM Y IallMeHTOB CO BTOpMUHBIMM OGopMamMu IJII', BO3HMKALIMMA
JMbo BCJeOCcTBUe MHOeKLUMM, JMOO 10 Heus3BeCTHOM npuuuHe (nIJII' ObLI
VCKJIIIOUEH BCJIEOCTBUE HOPMaJILHOM HUUTOTOKCUUECKOMN AKTUBHOCTH,
OTCYTCTBMSA MyTallMii B M3BEeCTHHX T'eHax, BEI3HBalmmx  olJIT, 7
OTCYTCTBMA OOJIe3HM B CEeMeVMHOM aHaMHese), wWiu ¢ CAM, CymecTBYKIUM
B KOHTekcTe CIOMA.

Y 14 naumeHTOBR C BTOpMYHEM IJII' (y 7 M3 KOTOPHEX YyIaJloCh

UOeHTUOUIMPOBATE Jlexamymn B OCHOBe  MHOEeKIINO) aHaJIM3UPOBaJIN
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o0paslkl CEHBOPOTKM BO BpeMa OCTPOM BCIHMKMKM 3adojieBaHMSA M BO BpPeEMHA
peMmccum 3abojieBaHudg. YpoBHM IFNy, CXCL9 m CXCL10 OvbUIM 3aMeTHO

BHIle B aKTMUBHOM Gase IO CpaBHEHMI C peMuccueln 3abojeBaHusa (IFNy:
34,7 mpotuB <3,5 nr/mi; CXCL9: 33598 mnpormrB 745 nr/mi; CXCL10:
4420 npoTtmB 132 1n0r/mMiu;  MeInMaHHHE 3HaueHus) . YpoBHM IFNy B
3HAUUTEJILHOV CTeleHM KOoppelMpoBalIM C ypoBHaAMM CXCL9 (p=0,0018)
M, B MeHBIIeM CTelleHU, C ypoBHaAMM CXCL10 (p=0,014). VYpoBHM IFNYy u
XEeMOKMHOB (B YJacTHOCTH, CXCL9) B 3HAUUTEJILHOM CTEeIleHNU
KoppeupoBaliM C IokKas3aTeJiaMM TaXeCcTu 3abojieBaHMdg, TaKMMM Kak
KOJIMYeCTBO HelTpodnJIoB 1z TPOMOOLUTOR, beppUTHUHA u ALT,
OOIOJIHUTEJILHO CBUIOETEJILCTBYSA B IIOJIB3Y aToTeHHOM posin IFNy BoO
BTOpMuHOM IJII' M I[IOTEHUMAJIbLHOTO IIPUMMEeHEeHMI XEeMOKMHOB B KauecTBe

peJieBaHTHHX OMoMapkKepoB 3aboseBaHusa (Buatois V, Chatel L, Cons

L, Lory S, et al: IFNy drives disease 1in the TLR9-mediated
secondary HLH in mice: rationale for a new therapeutic target in
secondary HLH) .

AHaAJIOTMUYHEE pPe3yJbTaTh OBUIM I[IOJIydeHB Yy HDauueHTOoB C CAM,
VMMEeKnmyM  MecTo |y  IallMeHTOBRB, cTpamalmux  COMA. CHIBOPOTOUHEHE
KoHIeHTpauuu IFNy, IFNy-MHOYUMPYEMHX XeMOKMHOB (CXCL9, CXCL1O0,
CXCL11l) m IL-6 OpuIM U3MepeHH y b4 mnaumeHTOB C CHVA, M3 KOTOPHX
20 wmvesm CAM. VYpoBHM IL-6 OBUIM COINOCTaBUMEL Yy IallMEHTOB C

akKTMBHEIM CAM M IHalUMEeHTOB C aKTuMBHBM CIOMA, HO ©6e3 CAM, B MOMEHT

cbopa obpaszuok. HanopoTus, LIMPpKyJUpyoIMVe YPOBHM IFNY M XEeMOKMHOB
OBJIM  3HAUMTEJNIbHO  Breme Ipwm  CAM, ocoBeHHO B cJIydyae CXCL9,
MenOMaHHBEe YPOBHM KOTOpPOI'O OBUIM IIpMMepHO B 15 pas BeHIle, YeM Y
nauyeHTOB C aKTWMBHEM CIOMA ©6e3 CAM (13392 npormuB 837 nr/mi;
p=0,005) . IlpumMeuaTeJIbHO, UYTO TOJIBKO Yy IauueHToB ¢ CAM OwJla
oBHapyXeHa CYmMeCTBEeHHad KOppeJddaumusa Mexnay ypoBHAMM CXCL9 wm
oKkaszsaTeJiaMM, Kak [OpaBWUJIO, AaHOMAaJIBHEIMM, TaKMMM KakK KOJIMYECTRBO
beppUuTHUHA (p=0,041), HeVTpodnJIOB (p=0,010) u TPOMOOLIUTOR
(p=0,022), ALT (p=0,044) wm LDH (p=0,013). VYporHm IFNy Takxe
KOppeMpoBaliM C JabopaTOPHEIMM I[oKas3aTelldaMy TaXeCcTu 3abojieBaHuUAg,
3a MCKJIO4YeHVeM LDH, B cJydae KOTOPOM CTaTUCTHUYECKas 3HAUMMOCTLb

He ©OvJla OOCTUTHYTA (Bracaglia et al., cTaTba TOTOBUTCA K
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revaTu) .

B COBOKYIIHOCTH, ODaHHLIe pesyJbkTaTH Cco3IanT HagexHoe

OCHOBaHMe NJIS HeMTpajgus3aluuu I1FNyYy B KadeCTBe HalpaBJIEHHOW Tepaluu
nnsa BTopmuHoro IVII' m CAM, a TakXe OJ4 MCCJIeOOBaHMA STOTO IIoOxXona
B KJIIMHUUECKUX YCJIOBUAX.

Komniosmuunm, BKJIIOUA g komMmmo3muuum NI-0501, u CIIOCODOH 11O
n300peTeHNK O00JlamalnT IIpeMMylleCTBaMy B CpPaBHEHUM C COBPEMEHHEMM
MeTomaMM JiedeHusa CcOVA. HalopuMep, KOMIIO3MLUNMM, BKJIOUAS KOMIIO3ULNN
NI-0501, um crnocofu O M300peTeHMI IIOJIe3HH oJg JedeHus CAM/BIVIT vy
nauyeHToOBR C ClOVMA, C OCHOBHOM LIeJIbI OOCTWXeHUSa pemmccum CAM.

OBOOCHOBaHMEe JIA MIOSHTUOUKALMNM IIONYJIALUNM [IalMeHTOB, KOTOPEHE
nojydyaT HoJib3y oT JledeHusa NI-0501, u mjaga oueHKM 50QeKTMBHOCTU
NI-0501 mpm CAM/BIVII' omnmupaeTcda Ha pan ©GakKTopoB. Bo-IepBHX,
OaHHEE OOKJIMHUUECKMX  MUCCJeOoBaHUM, IIOJIydeHHEEe Ha  XMBOTHOM

MomeJsi, peJieBaHTHOM oJia CAM npu clOVA, rnokasaJju, UTo
HelTpajguzauusa IFNy OpuMBOOMT K 3aMeTHOMYy VYJIYUIIEeHMIO I[oKaszaTejiey
BEKMBAEMOCTM M BO3BpalleHMI0O K HopMe Jia®opaTOpHHX IokKa3aTeJel.
HaJjiee, obcepBalMOHHEE OaHHEIE v IIalMeHTOB c CAM/BIVIT

OEeMOHCTPUPYIT HaJIMuMe BHCOKMX YypoBHeM IFNy m, uTo 0OoJiee BaxHo,

Ype3BHUAMHO IIOBHIMEHHEX YpPOoBHeM IFNY-MHIOYLMPYEMHX XeMOKMHOB CXCL9,

CXCL10 m CXCL1ll. B-TpeTbux, y nHaumeHToB c CAM/BIVII' KOHIIeHTPAaLWN

IFNy m CXCL9 B 3HaAUMTEJNbLHOM CTeleHM KOPppeJMpPYyIT C IoKas3aTellaMu
3aboJjieBaHMA, TaK/MU Kak YPOBHU beppuTHHA, TPOMOOLIMTOB u
TpaHCaMMHas. HNaJjee, BJIaTONIPU A THRIM npodniib [IEPEHOCUMOCTHU u
OTCYTCTBME COOTBETCTBYIMUX IpobjieM ©e30MIacCHOCTM, HabJjmooaeMee Yy
naumeHToB C OIJII' B [OpemHOyIUMX MWMCCJIeOOBaHMAX, B KOTOPHX BCe
BBOIVMEIE MHOY3MelM OpelapaTH XOpOolo I[IepPeHOCUJIMCL, I[IOOTBepXIas
pPesvyJILTaTE MCCJIelIOBaHMa C YYaCTMEM 3IO0POBEHX HTOOPOBOJBIEB, a
TakXxe OTCYTCTBUe cCcoobmeHuUM o060 MHOEeKLUMAX, BHBHBAEMEX IIaToI'eHaMM,
KOTOPEM, KakK M3BeCTHO, IOJDKHa CIOCOOCTBOBATH HeUTpaim3zauusa I1FNy,
KpoMe TOTO, BCe Hu3 MWHOeKIMM, UMMelNMUXCH Y HeKOTOPHX I[IalMeHTOB C
nlJiI', ©OBJIM IOpWM3HaHH CBA3aHHEIMM He C JedeHuem NI-0501, a c
VMMYHHEM CTaTyCOM TIIallMeHTOB, IPOOOJIKUTEJIBHOCTRI 3aboJleBaHuAd U
IpenIecTB YoM VIV COITYy TCTBYIMM JIeUeHMEM. B-m4aTeX,

IpenopapmTeJIEHEE IO aHHEIE IIpedmeCTBYRIMX KIIMHNYEeCKMX VCIIEIT aHUM
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OEeMOHCTPUPYT OJIaTlOIPpUATHOEe BJMAHME Ha IIoKaszaTeJu 3abojieBaHusAa, C
3aMeTHEIM HadaJIoOM I[IpofABJieHUA 50OekTOB B TedeHMe IIepPBHX OHEU
JIeUeHMsA: TUIMYHEE KJIMHUUECKMe IIPpU3HaKM ¥ CHUMITOME I[JII' HauMHaJIM
3aMeTHO ocJjiabeBaTh IIOCJe IIepBOIO BeeOeHuda NI-0501 (nmmuxopalka B
npenejiax  HeCKOJIBKMX  4acoB, CILUIEHO/TernaToMeTrallMsa B  IIpenejax
HeCKOJIbKMX HOHen); ©u u3 18 olleHMBaeMEIXx IIallMeHTOB Ha MOMEHT
npekpameHusa cbopa HaHHHX, JedeHue NI-0501 nmozepojsmiio 10 maumeHTam

nepevitu k TI'CK. JaJjee, I»OaHHHEe, I[IOJyUeHHEHE C TIOMOMBI [IOOXOoOa

MOIeJIMPpOBaHMA n VMU T alm oK, OEMOHCTPUPYIOT npelcKasyeMHM
bapMaKOKMHEe TUUECKUM nIpooduiib NI-0501, a TakKxe TO, uTo
HeVTpaanzaluusa IFNy mocrTuraeTcs n coxpaHdgeTcd. n HaKoOHell,
oBmenpmuHATas TepalmsAa (HanmpuMep, CsA) MOXeT OBITB HauaTa

HesaMenoJMUTeJIBHO, B0e3 HeOoOXOOMMOCTM B IIepMOIe  BEMHBBaHNKA, B
ciaydae, ecau NI-0501 OynmeT HeIOCTATOUYHO MOJIA aJeKBaTHOI'O KOHTPOJIA
3aboJieBaHuA.

[lonBon4a NUTOTU BHIIECKA3aHHOMY, Ha OCHOBaHUU OAaHHEX
OOKJIMHUUECKMX ¥  KJIMHUYECKMUX  MCCJeOOBaHMM  CYMeCTBYT BeCKUe
IOBOOE B IOJIB3Y HeWTpamusauuu IFNy npu CAM/BIJII', BTOPUYUHOM IIO
OTHOIEHVK K  pPeBMaTHMUYeCKMM  3aboJjieBaHUAM, VU  [OpelBapUTeJIbHHE
pe3yJbTaTH |y HaumeHToB C OIUII'  ykKaseHBalT Ha OJIaTOlpPUATHOE
COOTHOIIEHMEe IIOJIB3H M pPMCKa IIpM MCHOoJb30BaHumM NI-0501, co
3HAUMTEJILHEIMM M3MeHeHMSAMM M BO3BpalleHMeM K HOopMe I[oKasaTeJeN,
XapakTepHex njga IJUIT'.

TakuMm  oBpaszoM, [IpMMeHeHNEe NI-0501 npencrTapjigdeT cobon
VMHHOBAUMOHHEY ¥ 20OEeKTUBHHN TepaleBTUUECKUM MIOOXOO IJS KOHTPOJIA
BSTOTC TAXEJOTO, OIIacCHOTO OJS XU3HM OCJIOKHEHUS pPeBMaTUUYeCKUX
3aboJieBaHUM, IOTEeHIMAJILHO  TO3BOJIAKNMNUY  OTPaHUUMBATEH [IODOOUHHE
50PeKTEl OT IOOJIOCPOUHOTO JeUeHMd IUIOKOKOPTUKOMIAMM B  BBICOKUX
mosax.

dapMalleBTUUECKME KOMIIO3UILIUA

A"uTHTEJIa MJin pPacTBOPVMEIE XVIMEPHEIE ITOJIUIIEIITVIOEL I10
MBO@peTeHMD (TaxkXe Ha3BEBaeMHEe B HaCTOAMEM JOKYMeHTe <«KaKTMBHEIE
CO@HMHGHMH»), a TaxKxe 17929 IIPOM3BOOHEE, @paPMeHTH, aHaJIOT' n
I'OMOJIOTH, MOXHO BKRJIODYATH B @apMaueBqueCKme KOMIIO 31N,

ronxXondaunme noJsa BBeleHMA. TakKuMe KOMIIO3UIIMM, Kak IIpaBMJIO, cCcoIoepXxaT
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AHTUTEJIO WM PaCTBOPUMEM XMMEPHHM IOJUIIENTHI ¥ dapMalleBTUUeCKU
IpUeMIIEMBEI HOCHUTEJIL. JVICIOJIb3yeMbl B HaCTOofAmeM IOKYMeHTe TepMMH
«bapMalleBTUUECKM TpMeMJIeMHM HOCUTEJb» BKJUaeT JoOble M BCe
PacTBOPUTEIINM, IUCIEPCUMOHHHE Cpelb, I[IOKPHTUSA, aHTuOakTepuaJibHBEE U
IPOTUBOTPUOKOBEE CPEeOCTBa, M3I0TOHMUECKMEe U 3aMeljisgnmye adcopdimio
CcpencrTea, u TOoMy I1omoOHOe, COBMECTMMEIE C  OdapMalleBTUUeCKUM
BBeOdeHMeM. COOTBEeTCTBYIINME HOCUTEJIM OIMCAaHH B IIOoCJelHeM M3OaHUM
Remington’s Pharmaceutical Sciences, CTaHOAPTHOM CIIpaBOUYHOM
PYKOBOOCTBE B IaHHOM oO0JacTy, cCcoIepXaHMe KOTOPpOT'O BKJIOUEHO B
HAaCTOAIMM OOKYMEeHT TIIOCPEeOCTBOM CCHJKM. I[IpedlouTUTeJIbHEE IPUMEePE
TakMx HOCUTeJeM MM paszbaBuUTeJiey BKJOUART, HO He OI'PaHUYMBAaTCA
MMM, BOIY, COJIEBOM PpPacTBOP, PaCTBOPH PuHIepa, pacTBOpP MOEKCTPOS3EH
n 5% yeJIOBeUeCKUM CEHIBOPOTOUHEM aJIb Oy MMH . Taxkxe MOXHO
MCIIOJIL30BATh JIMIIOCOMEL M HEBOIHHE Cpenb, TaKue Kak HeJeTyuue
MacJja. JchnojJbr30BaHMe TaKMX Cpel UM CpPenOcTB IJ4 dapMalleBTUUECKU
AKTUBHEIX BeMeCcTB XOPOIIO M3BECTHO B OaHHOM oBylacTu. 3a
MCKJIOUEeHMEM TeX CJIydaeB, Kor'ga KakKue-JmnbOo OOMEeNpMHATHE CPene WIIN
cpeIncTBa HECOBMECTHUMME C aKTUMBHEM COeIOMHEeHMEM, MX MCIOJIbL30BaHMe B
KOMIIOBULIMAX TIoOpa’yMeBaeTCs. B KOMIO3MIMM Takke MOXHO BKJIOUATH
BCIIOMOTAaTeJIbHEEe aKTHMBHEE COeIMHEeHMd.

dapMalleBTHUUECKAad KOMIIO3ULMA 110 U300peTeHUnD CchopMyJIMpPOBaHa
Tak, UYTOOH OBTL COBMECTUMOM C IIpedHal3HAUeHHBIM »OJIS Hee IIyTeM
BBeOeHMd. [IpUMe P Iy THr BBeIOeHUS BKJIOUAIOT napeHTepalbHuM,
HaopuMep, BHYTPUBEHHLIM, BHY TPUKOXHLIM, IIOOKOXHEIM, epopallbHEM
(HanpuMep, MHTaJIg1IMo) , UpeCcKOXHBIM (To ecThb, TONIMYECKUN) ,
TPaHCMYKO3aJIbHEM UM  PeKTaJIbHEM I[OIYTVM BBeIeHUd. PacTBOPH MU
CYCIIeH3UM, MUCIOJbL3yeMHe IJA IIapeHTepalJlbHOTO, BHYTPUKOXHOTO WM
IIOOKOXHOTO  BReIeHUS, MOTYT cCcoIepXaTh CcJeOyolMe  KOMIOHEeHTH :
CTepUJILHHM paszbaBuTellb, TakKoM Kak BoIa OJS MHBEKLUUM, COJIeBOM
pacTBOp, XUPHBIE MacJia, IIOJIMS TUJIEHTJINKOJIN, TJIMLIEPUH,
IPONUIIEeHTJIMKOJIb NI opyrue CHUHTEeTUYeCKM e PACTBOPUTEIIN;
anTudakTepMralJibHEIE CPenOCcTBa, Takre Kak OeH3WJIOBHEM CIOUPT WK
MeTuanapa®eHs; aHTMOKCHMIAHTH, TaKKe Kak acKop®MHOBasg KUCIOTa WM
HaTpuUA OUCYIILQUT ; XeJlaTupynmye aTreHTH, Takue Kak

STUIJIEHIMAMMHTETPAYKCYCHAad  KUCJIOTa (SOTA) ; OybepH, Takue Kak
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alleTaTH, LIUTpaTH WIM ©GocdaTe, ¥ CpeOcCTBa IJI peTryJIMpOoBaHUM
TOHMUHOCTM, TakKMe KakK XJIOPpUI HaTpUd WIM »OeKCTpo3a. SBHaueHue pH
MOXHO PpeTyJMpPOBaThL C IIOMOMLI KMUCJIOT WM OCHOBaAHMM, TakKMX Kak
CcoJISHad KMUCJIOTa WM TUIPOKCUI HaTpuUd. llapeHTepaJbHEM Ipernapart
MOXHO 3akKJoyaThb B aMIIyJibl, MIIPUIE OOHOPAS0BOTO MCIOJL30BAHUA WJIIMU
MHOTOIO3O0BHE (JIAKOHE, BHIIOJIHEHHEHE M3 CTekJla MM ILJIacTuKa.
PapMalleBTHUUECKHUE KOMIIO 3ULIUHA, IOOXOOAmMe o1 BBeIeHUI
VHBeKLMeNn, BKJIOUAIT CTEePUJIbHHE  BOIHHE  PaCTBOPH (B cayuae
BOIOOPACTBOPUMEX COEOVMHEHMNM) WM OUCIEPCUM U CTepPUJILHEE IIOPOMKU
OJIS IIOJIYYEHUS CTEPUJIBHEX MWHBEKUIMOHHEX PAaCTBOPOB WJIM IUCIEPCUN
HelOoCPpeOCTBEHHO IIepell BBeIeHMeM. IlloIxomdmue IOJIS BHYTPUBEHHOTO
BBeIeHMSa HOCUTEJM BKJOUYAT QU3MOJOTMUECKHUIM COJIEBOM pPacTBOP,
faKTepuoCTaTUUEeCKyl Bomoy, kpemodop EL™ (BASF, Parsippany, N.J.)
i odocharHo-cosieBom Oydep (PBS). Bo Bcex ciaydasdax KOMIIO3ZUILUA
OOJIXHA OHThL CTEePUJIBHOM M IOOJIKHa OHTh XMOKOM B TaKOM CTeleHH,
yTOOH €& MOXHO OBJIO JIETKO BBOOMUTH mnpuileM. OHa IOJIKHA OHTh
CTabUJILHOM B YCJOBUAX IIPOM3BOIOCTBA M XPaHEHMS ¥ OOJIKHA OHTb
sammMIedHa oOT 3alPA3HeHMS MUKPOOpTaHM3MaMy, TakKMMM Kak OakTepum u
Tpube. HocuTeskb MOXeT MNpedcTaBJIATh COOOM  pacTBOPUTEJL  MJIMU
IUCIIEPCHUOHHYID Ccpeny, coIepXalylo, HalpuMep, BOIOY, STaHOJ, IIOJIMOJI
(Hamopumep, IUIMLEePUH, IPONMJIEHIJIMKOJIL, XUOKMM IIOJIUSTUIIEHTJIMKOJIL U
TOMY IOHOOHOE), a Takke MX COOTBeTCTByKIMe cMecKu. Hamjexalyio
TeKyUeCTh MOXHO MOOIOepXMBATL, HalpMMep, 3a CcueT MCIOJb30BaHUMd
TakKMx I[OKPHTUNM, Kak JeUMTUH, 3a CcueT IIoILIePXKaHUd HeoOXOoOMUMOTO
pasMepa UYacTul, B cJydae IUCIEPCUMM ¥ 3a CUeT MUCIOJbL30BaHUA
cypbakTaHTOB. IllpemoxXpaHeHMS OT »OeMCcTBMS MUKPOOPTAaHM3MOB MOXHO
DoOMBATLCA 3a CUeT MCHOJL30BaHMA Pas3JIMUHEX aHTUOaKTepraJlbHEIX U
IPOTUBOTPUOKOBEIX CPeICTB, HaIpuMmep, IOapa®eHoB, xJopdyTaHoja,
beHoOJIa, AaCKOPOMHOBOM KUCJOTH, THMepocajyla U TOMy IIOOOOHOTO. BO
MHOTHMX CJydYadx B KOMIO3MLMID OyIeT OIPeOlouTHUTeJILHO BKJIOUATH
U30TOHMUECKMEe CpeICTBa, HalpMMep, caxapa, IIOJUCIMPTH, TaKue Kak
MaHHUT, COpOMUT, ¥ XJIOpUI HaTpud. I[IPOJIOHTMPOBAHHONM abcopbumnn
VMHBEKLUMOHHEX KOMIIO3MINWI MOXHO HOOMBATLCA 3a CUeT BKJIIOUYEHMS B
KOMIIOSUIMID CPpemOcTBa, 3aMelJidimero abcopbluuo, HaIpuMep, aJloMUHUL

MOHOCTeapaTa M XeJlaTMHa.
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CTepMﬂbHHe VMHBEKIIVMOHHEE pPacTBOPE MOXHO I10JIy4aThb ITyTEeM
BRJIIOUEeHWM A AKTVMBHOTIT'O CoOoeIIVHeHM A B Heoéxonmmoe KOJIMYeCTBO
COOTBETCTRBRYKMETO PacTBOPUTEJIS c OIOHUM WIIN c coueTaHMeEM
VMHTPeIMeHTOB, I[IepedrMCIJIEHHEIX BHINE, I10 Mepe HeOGXOHMMOCTM, C
nocjenywome cTepulMzaluey OuUIILTpoBaHMeM. Kak OpaBUJIO, OUCIEPCUN
IIO0JIydanT ITyTEeM BRJIIOUEHWM A AKTVBHOTI'O COoeIIVMMHeHMA B CTEePMIIBEHYIO
cpeny, KoTopasd CcoOIepxuT 0as30Byl OUCIEPCUOHHYID Cpely U IpyTue
HeOGXOHMMHe VMHIT'PEeIMEHTEI s TeX, KOTOPEE IIepedmcCIJIEeHEL BHINIE . B
cilydae CTEepPMIIbHEIX IIOPOIKOB OJIdg IIPUMIT'OTOBJIEHNUA CTEePMIIBHEIX
VMHBEKIVMOHHEIX pacTeOpPOB criocobamm IIOJIYUeHNA ABJIAIOTCA BakKyyMHa#Ad
CYIIKa 17 Cy@ﬂMMaHMOHHaH Cylkra, C IIOoJIydeHeM IIOpPOIKa aKTVMBHOTI'O
VMHT'pelIMeHTa C JIIOOBIM OJOIIOJIHMTEJIBEHEIM HYXHBIM VMHI'DEIVMEeHTOM U3 17928
pacTeoOpa, OpelBapUTeJIbHO IPOCTEPUIIMB30BAHHOTO OMJIETPOBAHMEM.

[lepopalibHEE  KOMIIO3ULIUMK, Kak [OpaBWIIoO, comepXxaT MHEPTHHM
pazfaBuUTeN b MM CHeOOoOHBM HOCUTEJb. OHM MOTYT OBTH 3BakJIOUeHH B
XKeJIaTMHOBHE  KallCyJIH MM CIpeccoBaHE B TabjeTku. [JIsg 1LeJen
[IepopalIbHOTO TepalleBTUUECKOTI'O BBEeIOEeHMSA aKTMBHOE COeOMHEeHME MOXHO
00BeIVMHATE C DSKCLUUIMEeHTaMM M MCIOJbB30BaTh B QpopmMe TabJjeTokK,
Jieliellle K WJIM KallICYyJIl. Hepopaanme KOMITIOBUMIIVMM TaKXe MOXHO IIOJIy4YaThb
C VCIIOJIBE30BaHMeEM XMIKOI'O HOCUTEeJIA oJidg IIPVMMeHeHN A B KadecCTBe
KMNOKOCTHU IOJIA IIOJIOCKaHMA pTa, I1Ipn STOM coelMMHeHNMe B AKMOKOM
HOCHUTeJle IIPMMEHAIT IIepopallIbHO, IIoJIiomy T poT 1z CIIJIEBEIBAOT WJIN
IIPOIJIaTEIBAKT . B KOMIIOZMIIMID TaKXe MOXHO BKJIIUATH @apMaHeBTquCKM
IIpreMjIeMEIe CBA3BIBaIMe BellleCTBa M/MHM AOBIOBAaHTEHL. Ta@HeTKM,
OWJIOJIM, KarllcyJikl, JelellkM, M ToMy I[IomofHoe, MOTYT COIepXaThb JioObe
s cJleylunrMxX MVMHI'pelIVMeHTOB, Wi CoeIVMHeHMA aHaJIOTUUHOM IIPMPOOEL:
CBA3HBAKIEe BemMecTBO, TakKoe KakK MUKPOKpHCTaJJIMUecKas LeJlJojio3a,
TparakaHToOBaAd KaMellb WIM XeJlaTVMH,; SKCLIUMIIMEHT, TakoM Kakx KpaxXMalJl
WM JakTo3a, »Oe3MHTeIpupyolee BelecTBO, TakKoe KaK aJlbI'MHOBad
KHMcijioTa, IIpMMOI'€JIbBE WJIIN KyKypyBHHﬁ KpaxXMaJl; CMa3EeBanilee BelleCTEBO,
Takoe Kak cTeapaT MaTHMSA WMIM CTepoTec; BelleCTBO, CIOCOoOCTBYyIIEe
CKOJIBXeHIMK, TaKoe Kak KOHHOMHHHﬁ OVMOKCHIO KpeMHMA, IIo0OCJIacCTUTelJlb,
TakoM KaK caxaposa WIM caxapuH; WIM apoMaTHM3aTop, TaKoM Kak
IiepedHad MAaTa, MeTVJIiCcaJiumjiaT WJjin alieJILCVMHOBa4d BRYyCO—
apoMaTnuueckas mobaBKa.

HJId BBelIeHMI IIyTeM WHIaJIIlIMM COeIVMHEeHMA OOCTAaBJIAKT B @opMe
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anpo30Jigd, PAaCIEJISEMOTO M3 HaXOOAmMeIoCd IIoI IaBJIEHMEM KOHTelMHepa
VI OOBUPYIIMETO YCTPOMCTREE, comepXxamero COOTBETCTBYIIOMNUNA
NPOIeJIJIEHT, HalpuMep, I'a3, TakoM Kak »OMOKCHI yIJlepoma, WIM U3
HebyJalzepa.

CucrTeMHOEe BBeIeHMEe TakKXe MOXHO OCYIEeCTBJIATE UYepes CIMU3UCTYO
0BOJIOUKY WJIM UYepes KOXy. [JIS BBeOeHUS uUepe3s CJIAMBUCTYID OO0JIOUKY
WM UYepes3 KOXy B IIpelapaTe MCIOJbL3YIT IIeHEeTPAaHTH, IIO0IOXOOAmMe IJIs
Bapbepa, uUepe3 KOTOPHM OyIeT I[IPOUCXOIMUTHL IIPOHMKHOBeHMe. Takue
IIeHeTPaHTH, Kak IIPaBuUJIO, M3BECTHH B IaHHOM O00JIaCTM U BRJIOUALT,
HanpuMep, IJsS BBeOeHUS uUepes CAUBUCTYID O000JIOUKY, IOeTepI'eHTH,
COJIM XEJIUYHBEIX KMCJIOT U IIPOMU3BOIHEE OGYCUIOBOM KUCJOTH. BBemeHHUe
yepesz  CAMBUCTYID O00O0JIOUKY  MOXHO  BHIIOJHATL C  MCIIOJb30BaHMEM
HasBaJIbHHX CIPpeeB WM CYIIo3uTopuer. [JIS BBeleHUS uUepes KOXY
AKTUBHEIE COelIMHeHUS O(OopMyJIMPYIT B BuUIe Maz3el, 0Oajlb3aMOoOB, TIeJeln
WM KPeMOB, KaK XOPOIl0 M3BECTHO B IaHHOM ofJacTu.

CoeIMHEeHUS Takxe MOT'YT OBITE chbopMyJIMpPOBaHH B bopwme
CYIIIOBUTOPUER (HampuMep, C OOmenpPMH A TEHMA OCHOBaMM nJIs
CYIIIOBUTOPMER, TakMMM Kak MacJio Kakao U JIpyT'Me TUIMLEePUIOH) WK
HaxXOoIUTHCH B YIEPXMBaOIMX KJIM3MaxX OJIS PeKTaJIbHOM OOCTaBKU.

B OIIHOM BapraHTe OCyleCTBJIeHU S aKTHMBHEIE cCoeIMHEeHUd
O0BBeIMHAIT C HOCUTEJIAMM, KOTOpHe OYyIYyT 3alMIaTbh COeOVHEeHMEe OT
BEHICTPOTO BHBeOeHUS M3 OpTlaHM3Ma, HalpuMmep, O(OpMyJIMPYIT B BUIE

IIpeliapaTa C KOHTPOJIMPYEMBIM BEICBOOOXIOEHMEM, BKJIOUAS MMILJIAHTATH U

MUKPOMHKAIICYJIMPOBAaHHEE CUCTEeMbBl IOCTaBKU. MOXHO MCIIOJIL30BAaTh
Oropas3jiaraeMee, B0 COBMEC THIMEE TIOJIVMEPHL, Takme Kak
STUJIeHBMHMIIAlleTaT, MIOJIMAaHTUIPUIH, IIOJINTJINKOJIeBa 4 KMCJIOoTa,

KoJIJIaTreH, IIOJMOPTOSOUPE M IIOJMMOJIOUHAS KMCJIOTa. MeTOoIb IIOJYyYeHUS
TaKMx IpernapaToB M3BECTHH  CclelMajiMcTaM B  JaHHOM objacTH.
MaTepuralisl TaKxe MOTYT OHITH nIpuobpeTeHs VY KoMIlaHuy  Alza
Corporation m Nova Pharmaceuticals, Inc. JIMIIOCOMHEE CYCIeH3UU
(BrRJIIOUA S HalleJIeHHHE Ha MHOMLIMPOBAHHHE KJIETKU JIUIIO COMEL c
MOHOKJIOHAJILHEIMM ~ aHTUTeJIaMM IIPOTUB BUPYCHEIX aHTUTEHOB) TakKxe
MOXHO MCIIOJIL30BaTh B KauecTBe bapMalleBTHUUECKHU IpUeMIIeMBIX
HocHTeJleM. MX MOXHO IIoJIydaTh MeTOoIaMM, WM3BeCTHHMM ClelraljlMCcTaM B
DaHHOM oBJjlacTHu, HalIpuMep, KakK OoIMcaHO B HaTeHTe CIA W 4522811.

OcoBeHHO  MNPEedlNouTUTesSIbHO  QOpMYyJIMPOBATHL  IlepopalibHEE  WUJIU
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IapeHTepaJIbHEHE KOMIIOBMIMM B CTAHIAPTHOM JEeKapCTBEeHHOM (QopMe MIJIsd
JIETKOCTHM BBEIEHMS UM eanmHooOpas3Msa ITO3H. JVICIOJL3YyEeMEl B HAaCTOAIeM
OOKYMEHTE TepMMH «CTaHIapTHas JeKapCTBeHHasa oOoopMa» o3HauvaeT
dusMUeCcKM OUCKPETHHE eIMHMIE, CcoIOepXallMe CTaHIAPTHHEE TOBH IJIS
cy®pekTa, IIoJIydanmeIo JIeueHMe; IIPM STOM KaxXnoas eOMHUIIA COINEPXUT
3apaHee onpeneJIeHHOE KOJINUECTBO AKTUBHOTO coennHeHUs,
paccuMTaHHOe IJIS OKa3aHMsa XeJjlaeMOoT'o TepaleBTHuueckoro sodderTa,
BMeCTe C HeOOXOOMMBIM OGapMalleBTUUECKMM HocuUTeJieM. ClIeumMpmrKanums
OJIS CTAaHIAPTHHEX JEeKapCTBEHHHX QOpM II0 M300peTeHMI IUKTYeTCsS U
HaIp aMyIo 3aBUCKUT oT YHUKAJIb HEX XapaKTepucTUK AKTUBHOTO
coenMHeHMsS UM  KOHKPEeTHOTO  TepalleBTuueckoro 5sodbexra, KOTOPEIM
IJlaHupyeTcsa IOCTUUL, a Takke OT OI'PaHUMueHUM, XapaKTepHHX IJIA
oBJlacTM CO3OaHusa IIpelnapaToB, HaIpuMep, aKTHUBHOTO COeIMHeHUS, IJIg
JIeUeHUsa UHOVMBUIYYMOB.

dapMalleBTHUUECKUE KOMIIO 3ULIUN MOTYT BHITH 3aKJIOUEHE B
KOHTeMHep, YIIaKOBKY WIIn no3upyoiee YCTPOMCTRBO BMecCTe c
MHCTPYKUMAMY IO BBEIEeHMIO.

Iajiee mzobpeTenue OyIeT ONMCAHO C IIOMOIBI IIPUMMEPOB, KOTOPHE

He OTpPaHNYMBAIT obreM  M300peTeHUsd, U3JIOXEHHBIN B bopmyie
n300peTeHUA.
[IPVME PEI

OpuMep 1. YporHM CXCLY9 B kauecTBe OuoMapkepa NPOIYyLIMPOBAaHUS
IFNY mpu CHMHIOPOME aKTMBalLMM Makpodparor (CAM)

WccrnenopaHud, NOpelcTaBJIEHHEHEe B HAaCTO4dlleM OOKYMeHTe, OBJIM
paspaboTaHH [OJIS OLEHKM KOPpPeldalrM CHBOPOTOUHEIX YpPOBHeM IFNy wu
Tpex CBA3aHHHX C IFNY XeMOKMHOB Mexny cobol U C JadopaTOpHHEMU
IokKaszsaTeJyiAMM aKTMBHOCTM 3af0oJieBaHMA Y IIallMeHTOB C aKTUMBHEM CAM C
1IeJIblo TIOMCKa IIOTeHIMaJbHOTO OuoMapKepa IpolyuupoBanHmda IFNy 1in
vivo.

Inpkynupyomue ypoBHM IFNy, CXCL9, CXCL10, CXCL11l wu IL-6
WU3MEpPSAIM C MCIOJB30BaHMEeM MyJIbTUILJIEKCHOTO aHalM3a Luminex vy
nmauveHToOeR C CIMA (n=54), w3 korTopex 20 mMmesm CAM B MOMeHT chopa
oBpasuoB. BrJIa HOpoBelleHa OlleHKa CBA3U 2TUX LUVPKYJIVMPYOIMX YPOBHeN
C IokKaszaTeJdaMM aKTHUBHOCTM  3aboJjieBaHuA, a TakKXe KOppeJlAalum

ypoBHer IFNy ¢ ypoBHaAMM CXCL9, CXCL10 m CXCL11l.
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YpoeHM IFNy m 3 cBA3aHHEHX C IFNy xeMokmHOB (CXCL9, CXCL10O u
CXCL11l) ObuIM BHAUMTEJILHO IIOBHIIEHH IIpM akTuBHOM CAM B CpaBHeHUUN C

aKTUBHEM CIOMA ©e3 CAM B MOMeHT cbOopa o00pasluoB (BCe p-3HaueHUd

<0, 005). lpr  axkTMBHOM CAM J1aBopaTOoOpHEE IIoKa3aTeJM TAXKeCTH
3aboJyieBaHmnAa (YpOBHM beppuTHHE, HeVTpoduios, TPOMOOLMTOB,
ajlaHMHaMMHOTpaHCchepass M JakKTaTIeI'MOpoT'eHasH) B 3BHaAUUTeJILHOU

CTelleHM KOpPpeJMpoRalM C YpoBHAMM IFNy m CXCLY9, u B MeHbIEN
CTelleHn c YPOBHAMU CXCL10 " CXCL11; He OBIJIO ODHaApPYXeHO
KoppesydauumM C ypoBHAMM IL-6. YV HalUMeHTOB C aKTUMBHEM CIOMA ©es CAM
OTCYTCTBOBAJA CylleCTBEHHAad KOoppeaumnsa MeXIy JlabopaTOpPHEMY
noxkasaTesaM/ M YPOBHAMM LIMTOKMHOB, KakK BUIHO M3 TabjauUe 7, HUXe.
[Ipy axTuBHOM CAM ypoBHM IFNY B 3HAUMTEJILHOM CTeleHM KOPPpesIMpoBaJu
c ypoBHaMmM CXCL9 (r=0,69; r?=0,47; p=0,001), B MeHbImelM CTEINEHU C
ypoBHAMM CXCL10 (r=0,53; r?=0,28; p=0,015) M He KOPPEJMUPOBAJMU C
ypoBHaAMm CXCL11 (r=-0,04; p=0,886).

Tabmnua 7. Koppesasumusa Jab®opaTOpPHHEX I[oKaszaTellel aKTUMBHOCTHU
3aboJjieBaHua C ypobHaAMu IFNy, CXCL9, CXCL10, CXCL1l wu IL-6 vy

naumMeHTor ¢ CAM M y MHalUMeHTOB C aKTMBHBEM CHOMA.

CHHAPOM aKTMBALIMM IFNy CXCL9 CXCL10 CXCL11 IL-6
Maxpodaros r* P r* P r* P r* P r¥ P
SeppuTHH 8000 {3159-13174) 0,57 0,014 0,49 0,021 0,66 0,002 0,62 0,023 0,17 >0, 1
N 6,9 (3,4-13,9) -0,64 0,005 -0,61 0,010 -0,37 >0,1 -0,08 >0,1 0,09 >Q,1
PLT 198 (115-392) -0,53 6,017 -0,52 0,022 -0,58 0,008 -0,22 >0,1 -0,02 >0,1
ALT 46 (18-164) 0,49 G, 045 0,49 0,044 0,51 0,038 0,06 >0,1 -0,44 0,080
LDH 1152 (722-2135) 0,45 G, 0985 0,62 0,013 0,64 0,010 0,64 0,048 0,08 >0,1
CHMCTEMHEN 0B eHMIBHEG IFNy CXCL9 CXCL10 CXCL11 IL-6
MEVONATHHECKIA apTPUT * P r* P * P r* p r* p
deppuTHH 215 (38-1669) -0,27 >0,1 0,28 >0,1 0,27 >0,1 0,29 >0,1 -0,12 >0,1
N 8,4 (5,2-14,5) 0,30 >0,1 0,40 0,061 0,32 >0,1 0,40 0,067 0,28 >0,1
DLT 444 (353-544) 0,21 >0,1 -0,14 >0,1 -0,13 0,1 0,27 >0,1 0,25 0,064
ALT 16 (11-24) 0,29 >0,1 0,42 0,029 0,50 0,011 0,44 0,038 0,04 >0,1
LDH 506 {456-851) 0,07 >0, 1 0,49 >0,1 0 >0,1 0,26 >0,1 0 >0,1
N=KOJIMUECTBO HeVTpodUJIoB; PLT=KOJINUYECTBO TPOMOOLIUTOR ;

ALT=aJjlaHMHaMMHOTpaHcbepasa, '=MemmaHa (IQR); r*=r CHOMpMeHa
Bricoxkue ypoeHM IFNy u CXCL9, HabOmomaeMele Yy I[HalMeHTOB C
AKTUBHEIM CAM, B 3HAUUTEJILHOM CTEIIeHNU KOoppeiMpoBain C

JIafopaTopHEIMM IIoKasaTeJaAMU TaXKeCTH 3adojieBaHMA. Y I[DalMeHTOB C
akTuBHEM CAM yporHM IFNyYy m CXCL9 TeCHO KOppelMpyoT. IIOCKOJBKY

OBUIO I[OKaz3aHo, d4uro CXCLY wumHOyumMpyeTcs ToOJbkO IFNY M HMKaKUMU

IPYIVMMM MHTepbepoHaMM (CcMOTpM, HalpuMep, Groom J.R. and Luster
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A.D. Immunol Cell Biol 2011, Feb; 89(2): 207-15), 5TKM »OaHHHEe
DeMOHCTpupyT, urTo CXCLY9 gpiigeTcd OMOMapkKepoM NponyurpoBaHma IENYy
npu CAM.

OpuMep 2. Koppensums ypoBHeM CXCLY9 m IFNY y IIaLMEHTOB C
IIepPBUYHEM I'eMObparoumTapHeM JmuMbpormucruoumrosom (IVIT)

[lpuBeleHHEle B HACTOAIleM HOOKYMeHTe IaHHHE I[IOJIYyUYEeHEl B TeKylleM
IOIWJIOTHOM MCCJIeODOBaHMM ©Gas3s 2 C ydacTueM I[IalMeHTOB C IIePBUYUHEM
TJIT', xoTOopeM BBOOWJIM aHTUTeJi0O NI-0501, M OT IAauMeHTOB, KOTOPHM

anTuTeJo NI-0501 OrUIO HDpedocTaBJIEHO M3 COooOpaXeHUM I'yMaHHOCTH.

Kak mnokaszaHO Ha ¢urype 1, CHBOPOTOUHHEe ypoBHM CXCLY9 m IFNy
OBUIM M3BMEpeHE C MCIOJIE30BaHMeM TexHoJoruMu Luminex u Meso Scale
Discovery (MSD), COOTBETCTBEHHO, B ofOpa3llax, IIOJydeHHHX OT 6
IauyMeHTOB C IepBMUHBEM IJII' ¥ OT 3 [alMeHTOB, IIOJIydaBIMX IpelapaT
13 CcoofpaXeHuM TyMaHHOCTM. DBHJIM IPOBEIEHH KOppeJaluuM Mexny
koHUeHTpauuamu CXCL9 um ofmero IFNy. Brula npoBelleHa CTaTUCTHUUECKAadd
00paboTka HOaHHEIX M IIOJIyYeHB P-3HaUeHMA C MCIOJIbL30BaHUEM KPUTEPpUA
CrnupMeHa .

Kaxk mnokasaHO Ha ouIrype 2, CHBOPOTOUHHE ypoBHM CXCLY9 m IFNy
0O BBEeIEeHMS 03 UMBMepsaM C MCIOJbL30BaHMEM TexXHOJIOTHUM Luminex wu
MSD, COOTBETCTBEeHHO, B of0Opasllax, I[IOJIYUYeHHHX OT 6 I[IalMeHTOB C
nDepBuuHenM IJII' m  OT 3 [aluMeHTOB, IoJIydaBIIMX  HOpelapaT U3
coobpaxeHUn TYMaHHOCTH. Bruin nIpoBeleHH KOoppeJsdumn Mexny
KoHLeHTpauuaMm CXCL9 m ofBmero IFNy. Breula npobeleHa CTaTUCTUUeCKAad
0BpaboTKa IOaHHBIX M IIOJIYUeHH pP-3HaUeHMA C MCIOJIbL30BaHMEM KPUTEPUA
ClrpMeHa .

OpuMep 3. Koppensims ypoBHe CXCLY9 m IFNY y ©HDAalUMeHTOB C
BTOPUYHEIM I'eMOaroumMTapHEM JauMbpormucruoumrTosom (IVIT)

[lprBeneHHEIE B HacToAmeM  OOKYMEHTe OaHHBE [IOJIYYEHEL B
OBCepPBalLMOHHOM MCCJIEODOBaAHMM C Y4YacCTHUMEM [HallMeHTOB C BTOPUYHLM
IJIT', xoTopeM BBOOWMJIM aHTUTeso NI-0501, M OT OauMeHTOB, KOTOPHM
anTuTeJso NI-0501 Opulo ODpedocTaBJIeHO U3 CooOpakeHUM I'yMaHHOCTHU.

B YaCTHOCTH, B MCCJeloBaHnn y4acTBOBaJIN [NaluMeHTE C
CUCTEMHEM KBEHWJIBHEM WAOUOIIATUUYECKMM apTpuToM (clOVMA), Y KOTOPHX

PA3BUMJICS CMHIPOM aKTuMBaluuM Makpodparor (CAM, dopMa BTOPUUHOTO
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) . Y  5TUMX  IIalMeHTOB TakXxe OOHapyXeHa Koppejdumda Mexny

ypoBHAMM CXCLS wmam IFNyYy ¥ [nokasaTejsMM aKTUMBHOCTKM 3aboJieBaHUud,
TaKyMMM KakK YpOBeHb (OQeppUTMHa, KOJIUUeCTBO TPOMOOLUTOB (PLT),
KOJIMUYeCTBO HelTpodmyor (Neu) ¥ VYpPpoBeHbL aJlaHMHaMMHOTpaHchepasH
(ALT) .

Kak mnokazaHo Ha o¢urypax 3A u 3B, CHBOPOTOUHEEe YypoBHM CXCL9
n IFNy ObliM M3MepeHB B MyJIbTUIIJIEKCHOM aHajiM3e C MCIOJIb30BaHUEM
TexHOJIOTUMM Luminex B obpa3llax, I[IOJy4YeHHHX OoT 19 naumeHToBR c CAM,
BTOPUUHEIM I10 OTHOWEHMK K CHOVMA, m y 24 [aluMeHTOB C aKTUBHEM CIOVA
B MOMeHT cbOopa 00pa3LoB. Brulr HOpOBeOeHH KOPPeJAlrM  Mexny
koHLeHTpauuaMm CXCLS wm IFNy. Breyla IOpoBeleHa CTaTucTUUYecKad
o0paboTKa OaHHEIX U IIOJIYUEeHH pP-3HaUeHMA C MCIOJIL30BaHMEM KPpUTEepMUI
CrnmpMeHa .

Kaxk nokaszsaHO Ha o¢urypax 4A-1, 4A-2, 4B-1, 4B-2, 4C-1, 4C-2,
4D-1 m 4D-2, CHBOpPpOTOUHHe YypoBHM CXCL9 m IFNy ObUIM WU3MEePEeHH B
MYJIE TUIIJIEKCHOM aHaJlM3e C MCHOJIb30BaHMeM TexHOJIOTMM Luminex B
oBpasuax oOT HaluMeHTOB ¢ CAM, BTOPMUHEIM I[1I0 OTHOWeHMI Kk CIOMA, wu

IauMeHToOB C akKTMBHEM CIOMMA B MOMeHT cbHopa o0O0pas3lLoB. Bruin

IpOBeIeHE Koppelauuu Mexny ypoBHAMM IFNy wmimm CXCLY9 M ypPOBHEM
beppUTHUHA, KOJMUECTBOM TPOMOOLMUTOB, KOJUUESCTBOM HEWTPOOMIIOB WJIM
YPOBHEM ALT (aJaHMHaMMHOTpaHCchepasH) . Bruia IIpoBeneHa
cTaTUCTUUeCcKad obpaboTka OaHHEBIX u MIOJIYUEHEL pP-3HaueHU4d C
VCIIOJIE30BaHueM KpuTepud CIOWPMeHaA.

OpuMep 4. Koppensimus ypoBHenm CXCL9 m IFNy y mnaumMeHTa C
TSIXEJIEIM I'eMOGaroLMTapHEM JMuMbormcTmuormmTosom (IVIT)

[lpuBemeHHBEEe B  HaCTOLMleM HOOKYMeHTe  IOaHHBEE  IIOJIYUEHE OT
rnalumMeHTa, KOTOpOMY antuTeso NI-0501 OBLIO npenocTaBJIEHO nus
cooBpaxeHu ITYMaHHOCTM. Y DSTOTO HalMeHTa [IPOABJIAJIMUCH CHUMITOME
NLRC4-cBa3aHHOTO 3aboJiIeraHusa u TAXKEJIOTO reMo@arolmMTapHOTO
JuMpormucTmoumTosza (IJII') . HemaBHO coofOmaljioCk, UTO MyTallMM B T'eHe
NLRC4 BHBHEBALT PeUUIUBUPYKNUN CUHOPOM aKTHUBaAlLKM MakpodaToB U
yBeJIMUeHne OpOoOyLUMpPOBaHMA IL-18, KOTOPHIM, Kak M3BECTHO
MHOyLuupyeT IFNy.

MauveHT B OaHHOM VUCCJIeOOBaHUn MMet cJenymomye

XapaKRTepPMCTUKNM : HadaJIO B BO3pacTe 20 HegnjeJb C IIPOABJIEHMAMIM B
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BUIOE JIMXopankKu, CHIIIN, BHPaXeHHOM rernaToCIJIeHOMe T aJluK,
NaHUUTOIEHUNY, TUIOOUOPUHOTEHEMUNM, TUMINEPTPUTJIMLIEPUIEMNM, 3aMeTHO
MOBHIIEHHEIX YPOBHEN beppuUTHUHA u sCD25. [Mocge PazBUTUL
IOJMOPTaHHOM  HeIOCTaTOUYHOCTM  IoTpeboBRallach ToCouUTanImM3aumsAa B
OTHeJIEHUM MHTEeHCHUBHOM Tepanuu. IuarHos3 IJII' OvbUI OCHOBaH Ha 6 u3 8
KpUTEepUens PYKOBOLCTBA TUIr-2004. PesynbTaTe  aHaJMUza T'eHOB,
BHI3HIBAMMX MHepBuuHHM IJII' (PRF1, UNC13D, STXBP2, STX11l, RAB27A,
XIAP), u OYHKLUMOHAJIBHEIX TeCTOB (prCHOpeccusda nepodopmHa,
OeTpaHyIaumusa u UMTOTOKCUUHOCTE ) OBLIN oTpULIaTEJIbLHEIMA . B/B
BBeIOeHHue TJIOKOKOPTUKOUIOB B BHICOKOM mo3e U B/B BBeIOeHue
LUMKJIOCIOPMHaA-—A C IPOTPEeCcCCHUPYRIMM YJiydlleHreM OOMero COCTOAHUA U
JJatopaTOpPHEIX moxkasaTeJen. PeakTHRaLuMd IJITY, MHUIMMWPOBaAHHA A
nHbexumammu (Candida albicans wn Klebsiella pneumoniae, CeICHuc),
OpICTPOE yXyOlleHMe OOWero COCTOAHMA UM IIOBTOPHOE IIOCTYIJIEHME B
oTHeJleHMEe MHTEHCUMBHOM Tepanuu. JledeHre sTonosmmoM u/wuiam ATG He
paccMaTpUBAaJIOCh M3-3a HaJMUMA AaKTUBHHX MHOeKUUM Yy CyOBeKTa, yxXe

MMeKmeIro MMMYyHHYI HEeODOCTaTOUHOCTE.
Brul 3apeIMCTPUPOBAHEL IOoONaKMMeCcHd WM3MepeHMI YpoBHM IFNy u

BHICOKME CHBOPOTOUHEE YPOBHM IFNY-MHOyLUMPYEMEIX XeMOKMHOB CXCLY9 wmu
CXCL10, a TakXe 3aMeTHO IIOBHIIEHHEE CHBOPOTOUHHE YypOBHM IL-18
(TaBymiia 8) .

Tabmuua 8. YpoBHM IFNy, cBszsaHHEX C IFNy xemoxkmHOB M I1IL-18 B

MOMEHT HauaJla JieueHusa NI-0501 m B mnpouecce JjiedeHmsa NI-0501

Io 1 MecsL 2 Mecsiia 3 Mecsiuma 4 Mecsia clOMA*
JIeYeHUST nociue nociue nocine nocine HeaKTUBHBIM
JIeYeHUST JIeYeHUST JIeYeHnsT JIeYeHUsT
CeoBonHuI 4,2
6,02 H/O H/O /o /o
IFNy (nr/mn) (3,2-9,3)
CXCL9 901
5670 495,16 207,4 207,4 207,4
(/) (466-1213)
CXCL10 235
4400 529,54 201,12 147,84 138
(/) (172-407)
CXCL1l1 111
188,68 H/O H/O /o H/O
(rnr/™ot) (63-187)
IL18
>300000 95000 34000 27000 32000 -
(i /mo)
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*MenvaHa (MeXKBaApPTUJBLHEM OMalasoH)

Jleuenre NI-0501 w3 coobpaxeHMM IT'YMaHHOCTM HauMHaJ M Ha (QoHe
BBeleHMA IOekcaMeTasoHa (13,6 Mr/mM?) u B/B BBEOEHUS LUKJIIOCIOPHHA-
A. NI-0501 BRomMIM KaxIwe 3 IOHS, a BIOCJIeICTBUM Kaxiele 7 IHeM B
COOTBETCTBUU C bapMakKOKVMHE TUKOM . Peaxkunu Ha VHQY 33U He
Hadmonalin. [IpenmapaT NIO501 xopomwo  IIepPeHOCUJICA. Kimunueckue
NIpM3HakuM M JadbopaToOpHEEe I[okazaTesgu IJII' ODPOrpeCCUBHO YIIYUAJIMCh.
AKTHBHBEIE TeKyllMe MHOeKUIMM OHCTPO MHcUesm. UYepes 5 MecHdleB
JIeueHm nauueHT ocTapalJicHd B OTJINYHOM COCTOSHUN . MaumueHT
OponooJrKal noJjyyaThb nepopaJljibHO LUMKJIOCIIOPUH-A (6 MT/KT) u
npemHusod (0,3 Mr/kr, skeuBajieHT 0,9 Mr/M? pmekcaMmeTasoHa). Bce
riokasaTeynyu, xXapakTepHbe 1nyd IJUII', BepHYJMCHE K HOPME.

Y  cyOmekTa BCe eme  Habmonoaluch HeOOBACHUMEE DIMUBOOEL
BOCIIaJIEHUA . AHajns NLRC4 roxKasas de novo  MUCCEeHC—MYTallMio
(T337N). BoIM OTMEUeHH IIOBHIIEHHEE CHBOPOTOUHHE ypOoBHM I1L-18, dUTO

INOOTBEPXIOAJIO BaXHyK pPOJIb MyTauuu NLRC4. BBHJIO OPOOEMOHCTPUPOBAHO
nponyumpopaHme IFNy Ha BECOKOM YPOBHE 3a CcueT HaJlMuMa BHCOKUX

KoHUeHTpauun IFNy B koMmilekce ¢ NI-0501. IFNy OBl IIOJIHOCTLIO

HeﬁTpaJ’IMBOBaH, O dYeM CBMOETeJIBCTBOBAJIO OTCYTCTBMe IIOOOallMXCHA

OBHapyXeHMIO YpoBHeM IFNY-MHOYLUMPYEMEX XEMOKMHOB (purypa 5 wu
Tabiauia 8) . lupkyaupyomre ypoBHM 1L—-18 OBUIM IIOCTOSHHO IIOBHIIEHH.
TakuM oOpaz30oM, Pe3yJbTaTH OaHHOTO MCCJelOBaHMA IIOKa3HBaKT,

yTOo Yy HallMeHTa ¢ TgXeJIBIM He IIogmawnmuMcd JedeHuio IJIT (BCJemcTBME

MyTalumumu  NLRC4) BiokuporaHne IFNy ¢ nomMomebio NI-0501 xopomo
[IEPEHOCUJIOCh, He BEHE3HEBAJIO OpodjieM ¢ 0e30laCHOCTLI, II03BOJIAJIO
KOHTPOJIMPOBATE BCe IIpu3Haku IJII', [IO3BOJIAJIO OBCTPO CHMXAThL IO3H
TJIOKOKOPTUKOUNOB n aCCoUMMPOBAaJIOCH C pas3pelleHreM TeKYyIINX
AKTUBHEIX MHOEKLUN .

OpumMep 5. HampaBJeHHHM HOOXON K JIEUEHMI0O I'eModarolpMTapHOI'O
mmmpormcTmoumrosa (INIT') ¢ mcnonksoBaHmeM NI-0501

[IpyBeneHHEIEe B  HaCTOAMEeM NOOKYMEeHTe  IaHHHe  I[IOJIyUeHH B
OWMJIOTHOM MCCJIeOoBaHMM Gas3w 2 ¢ ydacTUMeM »eTer, CTpalallnx
DepBUYHEM IJIT'. TlepBuuHeM IJIT' (OIVIT) ¢OpencTaBiasgeT coboM pellkoe
3abojieBaHMe  MMMYyHHOM  peTryJsaumu, KOTOpOe ABJIAETCH 3aBEeIOMO

CMEepPTeJIBEHEIM, eCJIN He IIPMMEHATE JIeUeHNe. OHO BO3HMKaeT B
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pe3yJbTaTe IIaTOJOTMUEeCKOM  MMMYHHOM  aKTUMBAallUM, IpuBOIAmEN K
Pa3BUTHUID JIMXOPAaIKM, CIJIEHOMeTaluM, LIUTOIEeHUM M KoaTlyJionaTuM, UTO
MOXeT BEIBEIBATH [IOJIMOPT'aHHYI HeOooCTaTOUYHOCTH u CMEpPTH . Ha
OCHOBAHMM JaHHEIX, IIOJIYUYEHHEX B MOIOEJIAX I[IePBUUHOTO ¥ BTOPUUYHOTO
TJIT' (BIVII') Ha MBIaX, [OJIyYaBIMX JiedeHUMe aHTU-I1FNy a”HTHUTeJIoM, a
Takxe PesyJLETaToB oBCcepBalMOHHEIX rccJenoBaHum C ydyacTueM
nauveHToB ¢ IUII', nponyuuporBaHMe IFNY Ha BECOKOM YPOBHE CUMTAaKT
KPUTUUECKUM barTOpPOM, CTUMYJIUPYIOMMM paszBUTHUE 3aboJIeBaHnAa.
MMy HO-XUMMOTepalnsa, TITJIaBHEM 00pas30M, pPeXuMH JIeUeHMI Ha OCHOBe
3TOIO3UIA B HacTodlee BpeMAa CUMTAalTCA €OVMHCTRBEeHHEIMHI
bapMakoJOTUUEeCKUMM HoOoxomaMu OJjg koHTpoJsd IJII' ¥ [OOOTOTOBKU
IauMeHTOB K MCLeJIdolel aJlJIOTeHHOW TPpaHCIJIaHTalUMM TeMOIIO3TUUEeCKUX
CTBOJIOBHX  KJIETOK (as1o-TI'CK) . HecmoTpsd Ha HeOaBHUE  IIONHTKU
najJbHelme MHTeHCUIUMKAUM PexMMOB JieueHUSI, CMePTHOCTL M YacToTa
OCJIOXHEHUM oCcTamwTCHd BLEICOKMMM, YaCTUUHO n3—-3a CBA3aHHOM C
JeKapCTBEHHEIMIM CPpenCcTBaMM TOKCUUYHOCTHU.

Kax onmucadHo Breme, NI-0501 m#OpezmcTaBjsgeT CcoOOM IIOJHOCTHIO
JeJioBeueckoe BHCOkoaddmHHOe aHTM-IFNY MAT, KOTOpOe CBA3HBaeT U

HeVTpalusyeT ueJoBedueckuyrr IFNy, OHO JIeXMT B OCHOBE HOBOTO "
HalpaBJIEHHOT'O I[oOxXoha K KOoHTpoJiw IJIT'.

Meronrr: OTKPHTOE KJIMHMUECKOE MCCJlefoBaHMe Qasb 2 OIPOBOOMIINM
B CIMIA m EBpome mjgsa olLleHKM Oes3omacHOCTM UM 30pexkTMBHOCTM NI-0501 y
meTel C IIOOTBEepPXIEeHHBIM WMJIM Homo3peBaeMbM NIJII'. NI-0501 BBOIMIIM B
HavaJlbHOM mJo3e 1 MID/KD Kaxkose 3 OHL, ¢ BOSMOXHEM YBeJIMUeHMEeM
OO3H B 3aBUCUMMOCTM oOT OK QJaHHHX W/MWIM KIUMHUUECKOTO OTBeTa Y
KaXxmoro rauveHTa, Ha doHe HauvaJIbHOM OO 3EL 5-10 MIT/ M2
IeKcaMeTas30Ha. JledeHMe OpoloJikalsilock oT 4 pmo 8 Henenb. OlLeHUBaJMU
BO3MOXHOCTE Ilepexona K aJuio-TI'CK, peJieBaHTHEE IlIoKaszaTeJIM TAXeCTU
TJIT' 1 nokaszsaTeJM 8-HedeJIbHOWM BLIXMBAEMOCTMH.

IonmyJisiiiusi, Bomlenmasi B HMCCJedoBaHMEe: B 00meM CJIOXHOCTHU, B
VMCCIIeIOBaHUM TIIPMHMMAaJIM YydacTue 13 [alMeHTOB: 8%/ 5M, cpenHum
Bozpact 1,0 7r1om (mmamasoH 2,5 wMecsuna - 13 JeT). JBeHaOllaTh
mauMeHTOR noJyuasn NI-0501 B KauecTBe TepaluM BTOPOM JIMHUM IIOCJHe
[MOJIYYEHU S OOMEenPUHATON Tepaly B ciaydyae  Jmbo pPeaKTUBaLUN

3aboJieraHuAd, OTCYTCTBMA YIOOBJIETBOPMTEJIEHOI'O OTBeTa Ha Tepalllo,
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JMBO HEMNEPEHOCHMMOCTM Tepalmu. OIVMH HOaluMeHT noJjydaj NI-0501 B
KauecTBe TepaluM 1-M JuHUK. JJeBATL [IallMeHTOB MMEeJIM WM3BECTHHM OJIA
IJII' TeHeTHMUecCKuM ngedpexT (3 FHL2, 2 FHL3, 2 GS-2, 1 XLP1l, 1
XLP2). BOJBMMHCTBO IIallMeHTOB wuMeJm IJII' B TaxeJion ¢opMe, IIJIOXOe
ofmee COCTOfAHME, CTpamalyM OT CUJIBHOM TOKCUUHOCTM, CBSA3aHHOM C
OpensloymMy MeTomamu JiedeHud I[JII'. YpoBeHb QeppUTHHA OBJI IIOBLIIEH
y 12/13 naumenToB ¥ sCD25 y 8, LUTOINEeHMM UMeJM MecTo Yy 10
nalumMeHTOB, CILJIEHOMEeT'aJIn A N 8, TUNIOPUOPUHOT EHEMU A u
TUnepTpuIiMlepueMua y 9. HapymeHne oyHKUMM IedueHr ¥ [HC wmmMmesn
MeCcTo y 7 M 3 IallMEHTOB, COOTBETCTBEHHO.

PesysnresTarei: B uejioMd, JeueHrMe C McHoJib30BaHMeM NI-0501
NPUBOOMJIO K BSHAUMTEJILHOMY VIIYUINIEeHMIO IIokasz3aTeJeM akTuBHocTu IJIT
(dur. 6), M y 9 m3 13 maumMeHTOB OBJI HOCTUIHYT YIOBJIETBOPUTEJILHLIN
orBeT. 4 mecTM IDAUMEHTOB CTaJl BO3MOXeH Iepexon k TI'CK. g
IOIBYX IIallMEeHTOB C XOpOoWIO KOHTpoJsiMpyeMsM IJII' OBJIO 3allJIaHUMPOBaHO
npoBepmeHre TI'CK 1ocjie HaxOXOeHMI COOTBEeTCTBYyKIMero OoHopa. g
OOHOTO TIalMeHTa (y KOTOopoTro OBJI OOCTUIHYT KOHTPOJE 3aboJieBaHUA
opu wucnojbzopaHuu NI-0501 B kKauecTBe Tepanum 1-1 JmHMM) TI'CK
[IoKa He IJIaHMPYeTCsS, YUMTHBAS OTCYTCTBMEe BHBHBakmel IJII' I'eHHOM
MyTauuu. OOMHHaOlaTb M3 13 [naumMeHTOB OBUIM XMBH 2B TedeHMe 8
HenmeJsb. I[IpU3HaAKM M CUMIITOMHE HapymeHMd (oyHKUMM [IHC OBUIM YCTpPaHEeHH
y 2 TomoJjexamux OlleHke IIalMeHTOB. bojiee uem 50% cCcokpalleHVe OOS3EH
IeKcaMeTas30Ha OBJIO BO3MOXHEM 1IJd 50% HallMeHTOBR B TeuUeHMe I[IePBHX
4 HepmeJib JledueHmsa NI-0501.

OueHka OMOMapkepoB, B uacTHocTH, CXCL9, xeMOKMHa, KOTOPHI,
KakK M3BECTHO, VHOYLUUPYETCH MCKJIOUUTEJIBHO IFNy, He TOJIBKO
IIO3BOJIMIIa TIPOINEMOHCTPMPOBATE IIOJIHYKD HeWTpaiauzauuio IFNy, HO u
BHICTYIIMJIa B KaudeCTBe HOBOTO IIOKa3aTeJld OJsa IOMarHocTupoBaHmsa IVITY,
KOoppeliMpyRlero C nponyumpoeaHuem IFNy (omr. 7A m 7B).

[lpennaparT NI-0501 xopomo TEPEeHOCUJICA M He OBJIO BHABJIEHO
npobjeM c¢c 0OesonacHoCThi. He coobmajock HM 00 OOHOM MHOeKUUM,
PAa3BUTHEK KOTOPHX, KakK M3BECTHO, CHOCODCTBYyeT HeUWTpanuszaumusa IFNy,
M Yy TIallMeHTOR, He TIIOJIyYaBIIMX PaHee XUMMMOTepalnnio, MWHOeKLIUU
OTCYTCTBOBaJIM. Y CeMM IalrMeHTOB OBJIO OTMEeUeHO II0 MeHbllel Mepe

onHo CHA (SAE) , BCce ObBUIM OlleHeHH He3aBUCUMOM KOMMCCHUEeM IIO
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MOHUTOPMHIY HaHHEX (DMC) Kak He CBA3aHHEE C BBeleHueM NI-0501.
He Habmonajloch KakmUx—Jmobo HEOXMIOaHHEIX ABJIEHUN, OOBACHAEMEIX
KHelleJIEBEIMI» sbbexTamMm NI-0501 (HanpuMep, MUEJIOTOKCUYHOCTE,
reMOIVMHaMUUeCckue 30QeKTH) .

BriBomri: HamnpabJjieHHasa HeWTpanus3auusa I1FNyY c mcHnojb30BaHveM NI-
0501 sgpJjgeTCd MHHOBALMOHHBIM ¥ IIOTEeHLMAJIbHO MeHee  TOKCHUUYHHEM
IIoOxX0onoOM K KOHTPOJIO TJIT, PesyJsibTaTH OaHHOTO MCCJIegOBaHU A
[IoKas3eBaKwT, yTo BBeIeHMe NI-0501 ABJIAETCHA He30IIaCHEM u
SQOEKTUBHEIM BapMaHTOM JiedeHMAa [OJIA [DauMeHTOB ¢ IDepBuuHeM IJIT,
KOTOPHE HEeYIOOBJIETBOPUTEJILHEM 00pa30oM OTBeUalnT Ha OOMelIpHMHATYI
TepalMn WM He CIOCOOHHE e€e IIepeHOCUTHL. Bojiee ToOro, Tepanmda C
MCIIOJIL 30BaHueM NI-0501 He cB4A3aHa c KaKoM-Jubo TUIMUIHOM
KPaTKOCPOUHOM WMJIM IOOJITOCPOUHOM TOKCHUUHOCTBIO, ACCOUMMPOBAHHOW C
pexuMamMm1  JIeUeHUA Ha OCHOBe BSTOIO3UIA . B  HacToAmee BpeMAa
IponoJpkaeTCs OlleHKa OpuMeHeHus NI-0501 B kauecTBe Tepanuu 1-u
JMHUY Y THaluueHTOoB C nIJII', oXumaeTcsd, UYTO MOTI'yT OBTbH OOCTUIHYTEH
AHAJIOTUUHEIE 3HaAUMTeJIbHEE KIMHUUeCKMEe YCIeXU.

OpuMep 6. IloBHIIEHHHE LIMPKYJIMPYIMEe YPOBHM MHTepbdepoHa-Y U
MHIOYLIMPYEMEX MHTepdepOHOM XEeMOKMHOB XapaKTEePHH MJIsI IIAlLIMeHTOB C
CHUHIOPOMOM aKTUBALIUU Makpodaros, SIBJISTIOIMCST OCJIOXHEHUEM
cucreMHoro OMA

NuTepbepoH-TaMMa (IFNy) ABJIAETCA  OCHOBHEIM MeIMaTOpOM B
MBIIMHEIX MOIOEJNIAX IIePBUUYHOTO I'eMOoOarolMTapHOTO JIMMOOTUCTUOLIUTO3A
(IJIT") . YuuTEHBasg CXOLOCTBO MeXIOy IepBUUHEM M BTOpMYHEM IJII' (BTOP-
IJIT) , BRJOUAS CHMHOPOM aKTuBauuu Makpodparor (CAM), aHaJIM3UPOBAJU
yporHM IFNYy ™M ero OMOJIOTMUECKYK aKTMBHOCTL Y I[ALUMEHTOB C
CUCTEMHEM IBEHWUJIBHEIM MIOMONATUUECKUM apTpuToM (clOMA) n CAM.

B MCCJIeOOBaHMAX, OTIMCaHHEBIX B HaCTOAleM OOKYMEHTE,
VCIIOJIE 30BaJIu MYJIbL TUILJIe K CHEI aHaJn3 Luminex oI OLIEeHKU
CHIBOPOTOUHHX YypoBHel IL-1f, IL-6, IFNy ¥ uHOIyLupyeMelx I1FN 1/uian
cBA3aHHHX C IFN xemoxmHOoB CXCL9, CXCL10 m CXCL1l y HnauMeHTOB C
prop-IJII' (n=11) m y naumeHTOB C CcClOMA (n=54), m3 kKoTOopHX 20 MMe M
CAM B MOMeHT cOopa 00pa3LoB. Jkcnpeccun  IFNYy-MHOYLMPYEMBIX
XeMOKMHOB (ypoBHM MPHK CXCL9 m CXCL10 B medeHM U cCeJIe3eHKe), a

TarkXe KoppeJldlMin UX ypOBHeﬁ C CHBOPOTOUYHEIMM YPOBHAMU (]_)eppI/ITI/IHa
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OLEeHMBaAJIM B MOOEJIM Ha TpPaHCIeHHHX [0 IL-6 wMemax, Yy KOTOPHX
npusHakyu CAM MHIOyUMPOBaJM CcTuMyJgsumer TLR4 ¢ nomomeio LPS.

Kaxk ©OymeT OoJjiee HDOOPOOHO IIOKA3aHO HUWXe, LUPKYJIUPYIIKE
ypopHU IFNy m IFN-MHOYUMPYEMEIX XEMOKMHOB OBJIM 3aMeTHO IIOBLIIEHE
npm CAM, TakXe Ha3HEBaeMOM B HaCTOAINEM IOOKYMeHTe aKTMBHEM CAM u
prop-IJII'. VYporHM IFNy m IFN-MHOYLUUPYEMEX XEMOKMHOB OBUIM =3aMeTHO
BHIle Yy IaumMeHToB ¢ CAM B CpaBHeHMM C IHallMeHTaMy, uMewnmumvm CcIOVA
Bez CAM. B »Tol mnocjenHey rpynne ypoBHM IFNy m IFN-MHOYUMPYEMEBIX
XEMOKMHOB OBJIM COIOCTAaBMMBEL C YPOBHAMM Y IallMEHTOB C KJIIMHUUECKU
HeaKTMBHEM CcIOMA. Ilpu CAM, aHoManuM JiabopaTOpHEIX IIoKaszaTellel,
XapakKTepHEe oJj4d JaHHOT'O CHMHIOPpOMa, BKJKNUYAA YPOBHU (QEeppUTHMHA U

aJjlaHMHTpPaHchepasu, a TakKXe KOJIMUECTBO HEMTPOPMIIOB UM TPOMOOLMTOR,

B 3HAUMUTEJILHOM CTelleHM KoppeJMpoBalM C ypoBHaAMM IFNy m CXCL9. B
MEIMMHOM Monesin CAM CHBOPOTOUHHE YPOBHU (QeppUTMHA B 3BHAUUTEJILHOM
CTelleHM  KOoppeJiMpoBaJin c ypoBHaAMM MPHK CXCL9 B [leYyeHn u
ceJle3eHKe.

Taxkum O@paBOM, pe3syJIETaTH MCCHGHOB&HMIZ[, IIpVMiBeIIeHHEIE HIMXe,

[IOKA3EBAKT, UTO BHCOKMe YpOoBHM IFNy M IFN-MHOYIMPYEMBEIX XEeMOKMWHOB,

a TakXxe MX KOppeJslusd, B YaCTHOCTM, B cjydae CXCL9, CcO CTeleHB

aHoMaJIMM Ja®opaTOpPHHX Ioka3aTejer CAM ykKa3HBalLT Ha TO, dYTO IFNy
UIpaeT KJIOUeBYK poJib B CAM. IJIOBHIIEHHEE LUPKYJIMPYIIME VYPOBHU
MHTepbepoHa-yY U UHTePOEepPOH-MHOYLUUPYEMEX XEeMOKMHOB XapaKTepHB IJI4
NaurMeHTOB c CHUHIPOMOM aKTUBAaLUU Makpoparos, ABJIAIMMUMC
OCJIOXHEeHreM cucTeMHOTO VA,

MaTepraJgiel u MeTONEL ! [NauMeHTH u oOpaslikl. Obpasuw
nepudepryueckor KpOoBU cobupaldM OT HalMeHTOB, cCTpalaklmux clOUA c
min ©Bez CAM, B 3 »OeIMaTPUUYECKMX PEBMaTOJIOTMUECKMX ILIeHTpax:
Ospedale Pediatrico Bambino Gesu B Pume, Istituto Giannina
Gaslini B T'enye u MeOMUMHCKOM LeHTpe OeTCKOM OOJIL HULIE
IMHIMHHATM . BBEUIM M3YUEeHH OATLOECAT UeTHpe DallMeHTa ¢ CHOMA
(BRo3pacT B HauaJle 3abojeBaHua 7,9 JeT, MeXKBAPTWUJLHHM OMara3oH
4,6-13,6 JgeT; 48% KEHCKOTO rnoJjia) , COOTBETCTBYIIIIME
KJIaCCUIMKAIIMOHHEM KpuTepuaMm ILAR 1Jd cucTeMHOTO apTpuTa (Petty,
R.E., et al., International League of Associations for

Rheumatology c¢lassification of Jjuvenile 1idiopathic arthritis:
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second revision, Edmonton, 2001. J Rheumatol, 2004. 31(2): p.
390-2). VYV 1»mBamuaTv ¥u3 IDauuMeHTOB C CHOMA obpas3us OpUIM CcOOpaHH BO
BpeMs DOM3000B aKTMBHOTO pPe3KO BHpaxeHHoOTO CAM, KOTOPHM OBUI
IMaTHOCTHPOBAH JledallMMM BpadaMyM B KaXIOM M3 Tpex ILeHTPOB.
ATIOCTEPMOPHEM aHajlM3 okaszaJj, d4YTto 17 mu3 sTtux 20 30M3000B (85%)
OTBedaJlM HOBHM [PeOJIOXKeHHEM KBaIUQMKALMOHHEIM KpuUTepusaMm CAM
(Minoia F, Davi S, Bovis F, et al. Development of new
classification <criteria for macrophage activation syndrome
complicating systemic Juvenile idiopathic arthritis. Pediatric
Rheumatology 2014, 12(Suppl 1):01.). BeulM ZOOCTYNHE OOpas3LEl OT
IOBaIllaTM BOCHMM I[IalMEHTOBR C aKTUBHEIM CHIOVMA ©6e3 nOpusHakoe CAM.
TpunoLuaTe OATE 00pas3LoB OBJIM OOCTYINIHH OT 35 maumMeHTOB C CHOMA (kak
MMEKINMX, TakK UM He uMeomux CAM B UMX KCTOpMM OOJIe3HM) B CTaguu
KJIIMHMYUECKM HeaKTHMBHOT'O 3aboJjleBaHMA, OIpPeleJIEHHOTO B COOTBEeTCTBUU
C KpuTepuaMmu YoJjaca (Wallace, C.A., et al., Preliminary
criteria for clinical remission for select categories of
juvenile idiopathic arthritis. J Rheumatol, 2004. 31(11): p.
2290-4) .

IIOCKOJIBKY OBLIIO rIokKkasaHo, uTo YPOBHU IFNy TIOBHIIEHE N
naumeHTor C BTOop-IJII' (peBMaTHMueckoe 3abojieBaHMe OBUIO MCKJIIOUYEHO) ,
obpasurl cobupanau Takxe oT 11 naumMeHTOBR  (BO3pacT B Haudalle
3abojieBaHmua 8,6 JeT, MeXKBaAPTWJILHHM Omanaszod 4,1-12,9 jer; 36%
XeHCKOTO TIoJjla) ¢ BTop-IVII', Habmomaemelx B Ospedale Pediatrico
Bambino Gesl, ¥ MCHOJB30BAHH B KaueCTBEe IMNOJIOXUTEJILHBIX KOHTPOJIEN.
Bce rnaumveHTH ¢ BTOp-IJUII' oOTBeUas M KPUTEPUIM OUATHOCTUUECKOTO
pykoBomcTBa IJII'-2004 (Henter, J.I., et al., HLH-2004: Diagnostic
and therapeutic guidelines for hemophagocytic
lymphohistiocytosis. Pediatr Blood Cancer, 2007. 48(2): p. 124-
31): 6 HauMeHTOB OTBedYaJiM 5 KpUTepMsaM M 5 [HaluMeHTOB OoTBeudayu 4
Kputepuam. CielyeT OTMETUTHL, UYTO YPOBHM SCD25, BHpaXeHHHE B
En/mi, He YyIOaJloCh ONPeOesJIMTh, IIOCKOJIbLKY IMIaHHBEM TecT OOHYHO He
IPOROOAT B MEeOMIMHCKOM YyUpeXIeHWM, TIe HabJoIaluChk 2TU HallMeHTH.
IrvarHo3 mnepBUUHOTO IJII' OBUI MCKIKUEeH Ha OCHOBaAHUM OTCYTCTBUSA
BoJilesHM B CeMeMHOM aHaMHe3e, OTCYTCTBMSA I[IaTOTEeHHHX MyTalui B

I'eHaX, KOTOPEE, KakK M3BeCTHO, BEH3EBAKOT IUIT', u Hammuumda HOPMaJIbEHEX
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Pe3yJbTaTOE (QYHKLUVMOHAJIEHEX  aHaJIu30B (BrJIOUAs aKTMBHOCTL NK-
KJIETOK, BKCIpeccuion Nepd@opuHa M perpanHydsuuo CD107). ¥V Bcex 11
nauMeHTor C BTOp-IJII' cobupalsm O OOHOMY oO0pas3ly, BCe U3 HUX OBUIU
[IOJIYYEeHE BO BpeMsa aKTHMBHOT'O 3ab0oJleBaHUAg.

Kimunueckmue u  J1abopaTOpHEE IIoKaszaTelJlM BCex IIalMeHTOB,
OTHOCAWIMECSH K I[IOCTaHOBKe IOMalHO3a U OIlpeleJiIeHHEe B MOMeHT chopa
oBpasuoE, OpuiM  coBpaHH B lLeHTpaJM30BaHHOM Beb-0ase  OaHHBIX
nuccJenoraTeNaMM  Kaxnoro UeHTpa. VM3 20 naumeHTtor ¢ CAM, OT
KOTOPEIX OBUIM IIOJIYYEHH OO0pas3lil BO BpeMA aKTMBHOI'O 3abojieBaHMA, 6
He I[OJIyYaJiM HMKaKOIT'O JIeUeHMsa B MOMeHT cbOopa o00pas3loB, B TO BpeMdA
Kak ocTajyibHEe 14 [DauMeHTOB YXe IoJiydYalJiM OOMH W3 BUIOOB Tepalluwu,
CrieUnduUIeCcKom 0JIA CAM, BKJIIOUA A nepuonnuueCcKuUm npueMm
TJIOKOKOPTUKOUIOOE, LMKJIOCIHOPMHa A, aHaKMHPH WM Lukjgodpochammma.
Mecte 3 11 nmaumeHTOBR C BTOp-IJII' B akTMBHOM Gaze 3abojieBaHMA He
IoJiydasi CHelMaJIbHOTO JIedeHMA B MOMeHT cbOopa o0pa3lok, B TO
BpeMsa KaK oOcCTajlbHHe b5 T[alMeHTOBR YyXe IoJiydaJiM IIO MeHBIIel Mepe
OOVH M3 YyKasaHHBX BHIIe TepalleBTUUECKUX IIpernapaToB. JVccilemoBaHMeE
Brio  omofpeHOo ITHUeckKoM kommccueyn Ospedale Pediatrico Bambino
GeslU. IIMcbMeHHOe coTJlacue OBJIO IIOJIYUYeHO MOJIS BCeX YUaCTHUKOB

MccJengoBaHMs .
KoJIMuecTBeHHOe OllpelejieHre LIUTOKMHOB. YpoBHM I1L-6, IL-1,
IFNy, CXCL9, CXCL10 m CXCLll aHalIM3MPORBRAaJM, WMCIOJBE3YySd TEeXHOJOIU

MyJIb TUILJIEKCHOT'O aHaJm3a c TpaHyJiaMi Luminex®. PeaTeHTH

npuobpeTanu Yy  koMmaHuy  Millipore, M BCe peareHTH OB

npemocTaBJIeHE C HaBopamu Milliplex® MAP. PeaPeHTH TIOTOBMJIM B
COOTBETCTBUU c IIPOTOKOJIOM  IPOU3BOOUTEJIA. ITo 25  MKJI/JIYHKY
CTaHIaApTOB, MOYyCTHX Opo® M NOpod OJsg OPOBEPKM KaudeCTBa BHOCUIIM B
OBOMHOM [IOBTOpPE B 9 6—-JIYHOUHHM IIJIaHIeT Milliplex MAP, c
riocJle oymoiyM nobaBJieHMEM 25 MEKJI Serum Matrix. 25 MEKJI
AHAJIUTUUECKOTO Oydepa mobarJdAdM B KaXOyon JYHKY oJsg obpasla, cC
nocyienyromuM nobapjieHrMeM 25 MK oOpasua. O0pas3ubs HOOABJAIN B
OBOVMHOM WJIM TPOMHOM IIOBTOPE, B 3aBUCKMMOCTM OT OOCTYIIHOTO oObeMa
obpasua. IlokasaHud C I[UIaHIleTa CHMMaJM Ha cucTeMe Luminex 200®
(Luminex Corp.). [lepBUUHEIE OaHHEE IIOJIyYaJiM C MCIOJIB30BaHMeM

nporpaMMel x  PONENT Bepcum 3.1 (Luminex Corp.), M  OaHHBE
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aHalIu3UpOBaJM C  MCIOJb30BaHMeM IHOpoTpaMMmel Milliplex Analyst
Bepcun 3.5.5.0 (Millipore). IlepBMUHEHE »OaHHBEE, IOJIYUYeHHHE C
IIOMOIIBLIO IpOTPaMMEL Milliplex Analyst, 3aTeM OOIIOJIHUTEJILHO
aHaIM3UPOBaJIM B CHelMallbHOM MaKpolpoTpaMMe OJIS aHajlus3a Luminex
(NI-Sc-ESM-MAC-012-v01l m Sc-ESM-MAC-013-vO01).

OKCIEPMMEHTE Ha XMBOTHHX. IloJlydeHMe U (GQeHOTUII TpaHCTeHHEX
infe) IL-6 MEIIEM, a TakKxe IpU3HaKU CAM-11omoBHOTO CHUHIPOMAE,
BEIBHBAEMOT'O BBeIeHMeM JmMIaHnoB TLR, omoucaHe paHee (Strippoli,
R., et al., Amplification of the response to Toll-like receptor
ligands by prolonged exposure to interleukin-6 in mice:
implication for the pathogenesis of macrophage activation
syndrome. Arthritis Rheum, 2012. 04 (5): p. 1680-8). Mromen
comepXalJl B YCJOBUAX, CBODOONHEIX OT CIelUMOUUeCKMX I[IaTOT'€HOB, U
ofpamajgucb C HMMM B COOTBETCTBMM C HallMOHAJILHOM MOJIMTUKOM B STOU
obynacTtu. IIPOTOKOJ MCCJenoBaHMs OBJI OOOOPEeH MeCTHOM KOMUCCHUEN IIO
STUKE. BCe 5BKCIEpPMMEeHTH BHIIOJHAJIM Ha Mblax B Bo3pacTe 10-14
HegeJjb. MbImaM BBOIOWJIM BHYTPUOPKIMHHO OIHY »0O3Y 5 MKI/I' MaccH
TeJla Jmnonojmcaxapuzma (LPS, E. coli ceporun 055:B5; Sigma-
Aldrich). Mwmen yMepmBJIsAaIM depes 30 YacoB. CyMmmapHyl  PHK
SKCTPArvMpOBalM M3 TKaHeM ceJlIe3eHKM U I[eUueHM C MCIOJb30BaHUeM
Trizol (Life technologies). kJHK 1oJydaJiM C MCIOJbE30BaHMeM
Habopa Superscript Vilo (Invitrogen). AdHaguss IIIP B peaJlbHOM
BpeMeHM BHIIOJIHAJM C MCIOJIBE30BaHMEM YHUBepcallbHOM cMecu TagMan

Universal PCR Master Mix (Applied Biosystems) ¢ HabGopaMu 1Js

aHaJM3a BDKCIOPeCcCUMM MBIMMHEIX TeHoB Cxcl9 wu CxcllO (Applied
Biosystems) . IHaHHEBIE 1o BKCIPpeCcCun T'eHOB HOPMUPOBAaJIU Ha
SKCIPECCHUI MBIMMHOTO TeHa Hprt (Applied Biosystems). JlaHHHE
BHPaXeHH B IPOM3BOJIbHEX eIMHUIIax (AU) , onpelelleHHHEX c

UCIOJIb30BaHMeM MeToma 2 4%, CHBOPOTOUHHE KOHLEHTpaluuu OGeppuTHrHAa
OIpelelsIaAM C MCIOJIB30BaHMEM KOMMEPUECKM IOCTYINHOTO Habopa OoJj4dg
ELISA (ALPCO Diagnostics) B COOTBETCTBUU C MHCTPYKUIUAMA
[IPOMBBOOUTETS .

CTaTUCTUUEeCKUM aHalu3. CTaTUCTUUECKUM aHalM3 BHIIOJHAIMU C
VCIIOJIL30BaHUEM IpOTPaMMEL GraphPad Prism 5. HemnpepuBHEIE

IIepeMeHHEEe (KOJIMUeCTBeHHHEe ﬂeMOI'pa(]_)MT:'[eCKI/Ie, KIIMHMYEeCRHME n
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JJabopaToOpHHE HOaHHHE) BHpaxXaJlM B BUIe MeIOMaH W MeXKBapTUIIbHBEX
OMarnasOHOB (IQR), M CpaBHMBaAJIM C MCIOJIb30BaHMeM U-KpuUTepud
MaHHa-YUTHM. 3HaAKOBHM PAHTOBHM KPUTEPUM YWUJIKOKCOHAa WMCIIOJIb30BaIN
oJisa CpaBHeHUd OBYX IIapPHEIX TPy, He npennojiarad, uTo
pachnpemelieHre Ppas3JMuMil »OO-IIOCJIe CJeOdyeT paclpelnejieHuio I'aycca.
KosdduliMeHT paHTOBOM kKoppedsauuu COMpMeHa MCIOJb30BaJIM OJIS OlLIeHKU
CBA3M C JlabopaToOpHHMM IIOKaszaTesaMu. P-3HaueHune <0,05 cumrTanm
IoxkasaTelIeM CTaTUCTUUYeCKOM 3HauMMOCTH.

PesyJjlbTaTH: [IOBEIIIEHHEIE YPOBHU IFNy wu IFNYy-MHOYLIMPYEMEIX
XEeMOKMHOB Yy HnaumeHTor ¢ CAM. Ilpy CpaBHeHMM [HALUMEHTOB C aKTUBHBEM
ClOMA ©Ces CAM B MOMeHT cbOopa o00pa3LoB C IHalMeHTaMr, Y KOTOPEIX
obpasusl cobupaniM BO BpeMd KIMHUUECKM HeaKTMBHOT'O 3abojieBaHUudg,
BRUIO YCTAHOBJIEHO, Kak M oxmupaJock (de Benedetti, F., et al.,
Correlation of serum interleukin-6 levels with joint involvement
and thrombocytosis in systemic Jjuvenile rheumatoid arthritis.
Arthritis Rheum, 1991. 34(9): p. 1158-63), uTo ypoBHM IL-6 OBUIM
3HAUMTEJIBHO BHIIE Yy IIalMeHTOB C aKTMBHBEM  CIOMA (p<0,01) B
CpaBHEHMM C YPOBHAMM YV IIallMEHTOB C KJIMHUUECKM HeaKTUBHBEM
3aboJieBaHMEM. Kak OBJIO YCTAHOBJIEHO B HECKOJBKUX IIPeObIyInx
UCCJIeNOBAHUSAX aKTUBHOTO CIOMA, CHBOPOTOUHEE YPOBHM IL-1B ObIM HMXE
openejia OOHapyXeHMA Yy OOJIBIMHCTEBA IIallMEHTOR, He3aBUCUMO OT
COCTOAHUA AKTUBHOCTH 3aboJiIeBaHuAd . CienyetT OTMETUTE, UTo
OTCYTCTBOBaJIM pasjMuvid B YPOBHAX IFNy u Tpex IFNY-MHIOYLUPYEMBIX
XEMOKMHOB Yy INallMeHTOB C KIMHUUECKM aKTUBHEM CIOVMA ¥ [DalMeHTOB C
KJIMHUUECKM HeaKTHBHEM 3aboJIeBaHMEM.

[ToM CpaBHEHMM IIallMeHTOB, uMenmx CAM B MOMeHT c6Oopa
oBpaslor, C HauMeHTaMM C aKTUBHEM CIOMA ©Ges CAM B MOMeHT cbopa
obpasuoB ypoBuM IL-1B m IL-6 OBJIM COINOCTaBMMEIMM, STO yKa3HBaJIO Ha
TO, UTO YPOBHM IOBYX IMUTOKMHOB, KOTOPHE, KaK M3BECTHO, MKIpawnT
KJIOUEBYI POJIb B akKTMBHOM CIOMA, He BO3pacTanT BO BpeMA PEe3KO
BHpaxeHHOTO CAM. ClelyeT OTMETHTL, UYTO LMPKyJMpyomye ypoBHM IL-1[3
OHJIM HMWXe Opelejla KOJIMUEeCTBEeHHOM OlleHKM (To ecTbh, 3,5 nr/mi) v
OOJNILIIMHCTEA [HalMeHTOBR ¢ CHOVMA [Opy Haluuuy WK oTCcyTCcTBUM CAM.
HampoTue, LIUpKyJUpyOIKe ypoBHM IFNy ObUIM S3SHAUUTEJILHO BHIIE VY

rnaumMeHTOB C akKkTueHEM CAM 110 CPaBHEeHNVK C IIalVvMeHTaMM C aKTVMBHEM
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ClOMA ©es CAM B MOMeHT cOopa o00pas3lobB. YPOBHU TpexX CBA3aHHEX C
IFNy xemMoxMHOB CXCL9, CXCL10 m CXCL11l Takxe OBUIM 3HAUUTEJILHO BHIIE
Yy MaluMeHTOB C aKTMBHEM CAM II0 CpaBHEeHMI C [alMeHTaMy C aKTUBHEM
ClOMA ©e3s CAM B MOMeHT cOopa o00pasloB. 3TO pasjuuMe OBJIO OCOOEHHO
OUEeBMIHEIM B ciyuae CXCL9, MeIMaHHEEe YPOBHM  KOTOPOTO OBLIIN
opuMepHo B 15 paszs BeHle y HauMeHToB ¢ CAM, uYeM Yy [HaUMEeHTOB C
akTuMBHEM CIOVA ©Oes CAM.

Y naumMeHTOB C BTop-IJVII' ypoBHM IFNy, a TakXe YPOBHM Tpex

CBA3aHHEX C IFNY XeMOKMHOB OBJIM 3aMeTHO IIOBBIIEHH. YPOBHM IFNYy u

CBA3aHHEX C IFNY XeMOKMHOB OBUIM B SBHAUUTEJILHOM CTEIEeHM HeOTJIMUMMEL
OT YPOBHEeM Yy HaumMeHTOBR Cc CAM, ¥ pa3JMuMsa He OBUIM CTaTUCTUUECKU
3HauMMeMM . KcTaTy, Yy HalUMeHTOB ¢ akKTuMBHEM CAM M y HALUUMEHTOB C
akTMBHEM BTOP-IJII' ypoBHM IFNy m Tpex IFNYy-MHOYUMPYEMBIX XEMOKMHOB
OBJIM  COIIOCTaBMMEL Y I[IallMeHTOB, He IIoJIydawommx JeueHue, nu y
NauMeHTOB, YyXe IIoJIydallxX JieueHNe.

YpoBHM IFNy, a Tawxkxe CXCL9, CXCL10 m CXCL1l1l, OvbUIM CBA3aHH C
HajmumeM CAM Yy OTHOEeJIBHEX IIalMeHTOoB. Ha o¢ourypax 8A-8D TIMokas3aHEH
yporHU IFNy, a Takxe CXCL9, CXCL10 m CXCLl1l, Vv OTHOeJIbHEX
NaluMeHTOB, OT KOTOPHX OBJIM IIOJIYUEHH I[IapHBle o0O0pas3liel BO BpeMd
akTMBHOTO CAM M BO BpeMad aKTUBHOTO CIMA ©6e3 CAM. B COOTBeTCTBUU

C pesyJiIrTaTaMM, IIOJIYUYEeHHEIMM B IIepeKpeCTHOM aHallm3e, YPOBHU IFN’Y n

Tpex IFNY-MHOYLUPY €MBIX XEMOKMVHOB OB 3HAUUTEJILHO BHINE B
oBpasuax, [IOJIYYEeHHEX BO  BpeMa  CAM, opy IIOIapHOM  aHajuse
obpasuor. Kpome TOTO, oBpaslE  OT HEKOTOPHX IMallMeHTOB  OBUIU
[IOJIYUEHH KaK OO, TakK U IocJe »nm30omoB CAM, m OBUJIO IIOKa3aHO, UTO
YpoBHM IFNy m IFNy-MHOYVLMPYEMEIX XEMOKMHOB BO3BpallaldTCcd K HOpMEe
IpM paspelleHUM KIMHUUECKUMX CHUMITOMOB CAM. HamnpmMmep, OIOMH IIallMEeHT
B IOaHHOM MCCJeIOBaHMM MCIHTaJ Tpu snomsona CAM, oT Hero OBHIM
[IOJIYYEeHEl 0O0pa3lLbl CHEBOPOTKM BO BpeMA 5STUX SIOM3000B, a TakKXe BO
BpeMsa  das 3aboJIeraHnAa ez CAM B MOMeHT cbBopa o00OpasloB.
HOTIOJIHU T &JIb HEIM CBUIOETEJILECTBOM B [IOJIL 3Y CBA3U IIOBBIIEHHOT'O
nponyumpoBaHma IFNy m Tpex IFNY-MHIYLIMPYEMEX XeMOKMHOB C aKTMBHEM

CAM 4BMJIOCE TO, UTO Yy 5STOTO IIallMeHTa IIOBHIIEHHEE YPOBHUM IFNy u

TpeX CBA3AHHEX C IFN’Y XEMOKVHOB OBLIM OGHapyX(eHBI TOJIEKO BO BpeMA
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smmzonoB CAM (ourype 9A-9B) .

YporHM IFNyY M CBA3aHHBIX ¢ IFNY XeMOKMHOB KOPpPeJUupynT C
AQHOMaJIBHEIMM JlaDopaTOpHEMM [IoKazaTejavm CAM. BronocjsiencTeum OwBUIA
n3y4dyeHa Koppendaumnsa YPOBHeN IFNy n Tpex IFNYy-MHOYLIVPYEeMEIX
XEMOKMHOB C JlabopaTopHeMM IIoKaszaTejavMy CAM B MOMeHT cOopa
oBpasuoB. Y IHalMEeHTOB C aKTuBHEM CIVMA ©Oes CAM ypoBHM IFNy m Tpex

IFNYy-MHOYLIUPYEMEX XeMOKMHOB He OBUIM CBA3aHE C Jab®opaTOpPHEMU
nokaszsarejsamu CAM 3a OIOHUM MCKJOUeHMeM: ypoeBHM CXCL9, CXCL10 wu

CXCL1l1l cJgabo KoppeJupoBalM ¢ YypoBHaMu ALT C BeJUMUMHOM r?

B
omamnasoHe or 0,17 pmo 0,25 (rabiamua 2). SBHAUMMOCTBL STOM CBS3U
oCTaeTcs HesSCHOM; OHAaKo cJjienyerT  OTMEeTUTH, yTo YypoBHM ALT
HaxoIMJIMCL B Ipelejlax »OIMala30Ha HOPMaJIbHEIX 3HAUEeHMM Yy Bcex
NaluMeHTOBR C akKTuBHBEM CIOMA 6e3 CAM. VY mnaumMeHToB ¢ CAM B MOMEHT
cbopa 0Bpas3LoB He OBLIIO OBHapyXeHO HUKaKOM CymeCTBEeHHOM

Koppendaunn JabopaTopHHEX Ioka3aTejelr CAM ¢ ypoBHaSMM IL-1 m IL-6.
Hanporms, y naumeHToB ¢ CAM B MOMeHT cOopa o0pa3LoB ypoBHM IFNy u

IFNYy-MHOYLUMPYEMBIX XEeMOKMHOB OBUIM CBA3aHH C YPOBHAMU QeppUTUHAE,
KOJIMUeCTBaMM HeMTPpodUJIOB M TPpOoMOOLMTOB, a Takxe C IIOBLINeHHBMM
ypoBHAMM LDH w ALT, BCe M3 KOTOPHX, Kak I[IpaBWUJIO, ABJISITCHA
aHOMaJIbHEMM Yy HauueHTOoB ¢ CAM (Tabmmuua 2). Koppejnsuum cC
AHOMAJILHEIMM  JIabopaTOpHEIMM IIoKa3aTeJIIMM OBUJIM OCODEHHO OUEeBUIIHH
niag IFNy m g CXCL9, 3a eIMHCTBEHHBIM MCKJIIOUYeHMeM Koppejdauum IENy
c LDH, koTopas He 0OpbJla CTATUCTHMUECKM 3HauuMMoM (Tabjauia 2 wu
OUTYPH 10A-10J) . OnaTb—-TakKu, KakK YIIOMSAHY TO BHIIE, IOaHHEE
KOppelniauur OTCYTCTBORAJNIM Yy MNAallMEHTOBR C aKTUMBHBM CIVA ©6e3 CAM B
MOMEHT cBbopa oOpa3loB. OouH TalMeHT B 2TOoM TpPyIlle MMell
CYeCTBEHHO I[IOBHIEHHHEe ypoBHM IFNy (336,2 nr/mu), CXCL9 (549400
nr/min) wm CXCL10 (35066 1nr/mia). 2ToT HalMEeHT MMeJl OCOOEeHHO
Taxesyio GopmMy CAM M OBJI TOCIOMTAJNIM3UPOBAH B OTHEJIeHUM MHTEHCUBHOM
TepaluM C TSOKeJBEMM HapylleHMAaMM  QYHKLUMM  LeHTPaJIbHOM HepBHOM

CHUCTEeME. OTO HabJoIeHMe OONOJIHUTEJIBHO CBUOETEJILCTBYEeT B IIOJIB3Y

TUIIOTE3E O TOM, UYTO CYMEeCTBYeT CWUJILHAS CBA3b MEeXIy ypoBHAMU IFNy

u CXCLYS um TaxecThl 3abojleBaHMA. B COBOKYIHOCTHM, BTHU pPe3YJbTaTH

IIOKa3HBalT, UYTO IIOBHIIEeHHOe NpoIylMpoBaHMe IFNY M CBA3aHHEX C IEFNy
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XEeMOKNMHOB HABJIA€TCA XadpPaKTEePHEM IIPM3HaAKOM aKTMBHOIO CAM, KOTOpBIﬁ

CUJILHO KOPpeJIupyeT C TEKeCTh aHoOMaJuM JiadbopaTOoOpHBIX moxkasaTeJen

CAM.

Tabmuua 2. CHBOPOTOUHEE ypoBHM IL-1f, IL-6, IFNy um Tpex

cea3aHHEIX C IFNy xeMokmHOB CXCL9, CXCL10 m CXCL1l y mnauMeHTOB C
AKTUBHEM BTOpMUHEM I[JII' ¢ akTuBHEM CAM B MOMeHT cbopa o0Opa3lLos, C
akTUBHEM CIOVMA ©e3z CAM B MOMeHT cOopa o00pasloB UM C KIMHUUECKU

HeaKTMBHEM CIOVA.

BTOP-TVIT CAM B AxTuBHHM | HeakTuBHEM | BTOP-TVIT CAM
MOMEHT clona clonAa IIPOTHUB IIPOTUB
cBopa 6es CAM CAM aKTUMBHOT'O
oBpaskuoB cloA
6es CAM
(n=11) (n=20) (n=28) (n=35) P- P-
3HauyeHMe 3HadeHMe
IL-1B <3,5 <3,5 <3,5 <3,5 0,69 0,86
(nT /Mo (<3,5- (<3,5- (<3,5- (<3,5-3,5)
) 10,7) 6,1) 3,8)
IL-6 11,4 22,9 20,3* 3,2 0,56 0,43
(no/wmu (3,2- (5,5- (5,9- (3,2-7,9)
) 49, 3) 45, 6) 54,9)
IFNy 34,7 15,4 4,9 4,2 0,12 0,03
(/M (23,9~ (5,1~ (3,2-8,6) (3,2-9,3)
) 170,1) 52,6)
CXCL9 33598 13392 837 901 0,23 0,005
(no/ M (3083~ (2163~ (471~ (466-1213)
) 127687) 35452) 2505)
CXCL10 4420 1612 307 235 0,19 0,0016
(no/mi (799- (425- (199-694) (172-407)
) 8226) 4309)
CXCL11 1327 565 122 111 0,30 0,003
(no/mi (189- (198- (62-197) (63-187)
) 2000) 1007)
SHaueHMUsd IIpenCcTaBJIEeHEI B BUIOE Me IOV aHEBL (Me)KKBapTMJ'H::HBHZ
oMarasoH)

*AKTUBHEM CIOMA OpPOTMB KIMHMUECKM HeaKTUBHOTO CIMA: p <0,01

Tabmmiza 3. Koppengaumsa Jab®opaTOpPHHEX IokasaTeJel aKTMBHOCTU

IFNy, CXCL9, CXCL10, CXCL1ll u IL-6 vy

3aboJieBaHMa C  YPOBHAMU

naumMeHToB ¢ CAM M y IDalUMEeHTOB C aKTMBHEM CIMA ©6e3 CAM B MOMEHT

cBopa oBpaslioB.
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CAM IFNy CXCL9 CXCL10 CXCL11 IL-6
r* P r* D r* P r* - P r* p
SepPUTHH 8000(3158-13174)! 0,57 0,014 0,49 0,041 0,66 0,002 0,62 0,023 0,17 >0,1
NEU 6,9(3,4-13,9)1 -0,64 0,005 -0,61 0,010 -0,37 >0,1 -0,08 >0,1 0,09 >0,1
PLT 197(114-392): -0,53 0,017 -0,52 0,022 -0,58 0,008 ~0,22 >0,1 =-0,02 >0,1
ALT " 46(18-164)1 0,49 0,045 0,49 0,044 0,51 ©,038 0,06 >0,1 -0,44 0,080
LDH 1152(722-2135)1 0,45 0,095 0,62 0,013 0,64 0,001 0,64 0,048 9,08 >0,1

AXTUBHEDI COUMA Besz CAM
r* P r* P r* P r* P r* P

®eppyTi 214(37-1669): ~ -0,27 >0,1 0,28 >0,1 0,27 »0,1 0,28 0,1 -0,12 50,1
N 8,4(5,2-14,5)t 0,30 >0,1 0,40 0,061 0,32 >0,1 0,40 0,067 0,28 >0,1
PLT 444 (353-544) 0,22 >»0,1 -0,14 0,1 =-0,13 0,1 0,27 »0,1 0,35 0,064
ALT 16(11-24)1 0,29 >0,1 0,42 0,049 0,50 0,011 0,44 0,039 0,04 >0,1
LDH 506(455~-851)! 0,07 >0,1 0,49 >0,1 0 >0,1 0,26 0,1 0 >0,1

NEU=koau4yecTRO HeluTpodbuiIoR; PILT=rkonmuuecTRO TPOMBOLUTORB;
AlT=anaHuHamuHoTpaHcdepasa; LDH=jakTarmermMagporeHasa;

1= Memmana (IQR);

r*= r CnupMeHa.

Koppenauma saGopaToOpHEX MNoKasaTelsell aKTHMBHOCTM 3abolleBaHus
C ypoBHaMmu IFNy, CXCL9, CXCL10, CXCL1ll u IL-6 y naumeHToR C CAM 1
Yy NauyeHTOB C aKTUBHEM CHHVA.

Koppensauusa VYDOBHEM IFNy c YPOBHAMU IFNYy-MHOYLUPY E€MBIX
XEMOKMHOB Yy naumeHToB ¢ CAM. Ins fgaJlbHeMIIeD'o BBESICHEHUS CBAS3U

Mexgy IFNy m Tpema IFNy-MHOIYUMPpYEeMEMM XEeMOKMHAMM VY MALUEHTOB C

CAM oueHMBamM koppenAuuo ypoBHel IFNy c ypoBHSMM  KaxXIoOTO
OTHOENILHOTO XEeMOKMUHAE . [IpuMeyaTesIbHO, UYTO, CYIOS NO BceMy, CXCL9 B
OCHOBHOM, U CHeUuduyueckM, HUHIYLUPYeTCH IFNy, B To BpeMs Kakx
CXCL10 m CXCL1ll Takxe MHOYLUUPYKOTCA MHTepbepoHammu I Tuma. C >TuUM
comjiacyercsa TOT dbakT, uTo v ITauMeHTOB c aKTUBHBEM CAM
LUPKYIMPpYOIMEe YPOBHU IFNY B 3HAUMTEJIBHOM CTENeHU KOPPeJMpOoBalu C
ypoBHsMu CXCLS (r=0,693; 1r?=0,48; p=0,001), omHako B MeHbmel
cTenenu KoppenupoBany ¢ ypomBHamu CXCL10 (r=0,535; r?=0,29;
p=0,015) (duryper 11A-11F). Koppensuus c ypoBHaMu CXCL11l wakxe
Beuta  crnabee M He [pOCTUTANa YPOBHA CTATUCTUUYECKON SHAUMMOCTH
(r=0,447; r?=0,20; p=0,08) (He nokaszaHo) .

YpoBHM IFNY-MHOYLUMPYEMEIX XEMOKUHOB KOPPEIMPYIOT C akTUBHOCTBI
safoneBanua B MeMIMHON Mopmesu CAM. [na manbHeMIero M3y4YeHUS CBASBU
IpoOoyuupoBaHusa IFNYy-MHIOYLINPYEMBIX xeMOKMHbB C CAM nsyvanm

OKCIPEeCCHUD 32TUX XeMOKMHOB B TKAHIX-MMUIIEHIX (meyeHu u cene3eHKe)
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B MBIIMHOV Mozesu CAM. B maHHOM MOIeJM KIMHMUYecKMe U JabopaTopHHE
npusHaky CAM MHOYUUMPYIT OYTEeM MMHUTAUMM OCTPOM MHOeKUuM C
VCIIOJIE30BaHMeM aroHucTa TLR4 Jmnoonojmcaxapuna (LPS) Ha ©QoHe
BHICOKMX YpPOBHeM IL-6 y TpaHCTeHHEX 0O I1L-6 wMeme¥ (Strippoli et
al., Arthritis Rheum 2012) . IDaHHBM MOOXOm [IO3BOJIAET
BOCIPOU3BOOUTE TO, UTO IIPOUCXOOUT Y HaumMeHTOB ¢ ClMA: wuHpeKUMI
MOXeT 3allyCcKaThb CAM/TVII' 1mp¥ HaJIUuMMU aKTHUBHOTO 3aboJIeBaHUA,
KOTOpoOe MOeMCTBUTEJILHO XapaKTepusyeTcsd BHCOKMMM YpPOBHAMM I1L-6.
[locsie wWHOYKUUM C HOoMombi LPS BeEHCOkMe ypoBHM MPHK misa CXCLY9 wu
CXCL10 Oruim OOHapyXeHE B IIeUeHM U CeJIe3eHKe TpaHCI'eHHHX 1o IL-6
MBIIEN . [MpumMeuaTeJILHO, UTO  CHBOPOTOUHEE YPOBHM  (QeppUTHHa B
3HAUMUTEJLHOM CTEIeHM KOoppeJMpoBaJM C YyPOBHAMM sKcIpeccum CXCL9 B
ceJle3eHKe U IHeudeHu, M CXCL10 B mHedeHM, »OEMOHCTPUPYSA CBA3L MeXIOy
CBA3aHHEIMM C IFNy HOpedmeCTBYRIMMM COOBITHMAMM B TKaHAX-MUIIEHAX (TO
ecTb HnponyuupoBaHmeM CXCL9 m CXCL10 B TIedyeHM U CeJIe3eHKe) U
TUIIMUHEIMU [IoCJie oYM aHoMaJiMaMM  J1abopaTOpPHEX nokaszarejei,
TaKMMM KaK BHCOKME YPOBHUM OGeppUTHMHa. B COBOKYIHOCTM, IOaHHHE,
IIOJIYUEeHHHEe VY IDalMeHToB ¢ CAM M B MbBIIMHOM MomesM CAM, VYKasHBalT
Ha UYeTKyl CBA3b YBeJMUeHMd IIponoylurpoBaHud IFNy ¢ [IOBBIIEHUEM
sKCcIopeccun CXCL9 u, B MEHBIIeM CTelleHU, CXCL10, a Takxe
aHOMaJIbLHEIMM JIa®OopaTOPHEIMM IIoKazaTejamu nopmu CAM.

HNccrenoBaHmsa, IIPOBOOMMEE KaK C TI[allMeHTaMM, TakK ¥ B MBIIMHBX
MOIOeJIaAxX n-IJiI, NPOIOEeMOHCTPMPOBAJIM  LIeHTPAaJIEHYID  POJIb IFNy B
rnaToreHese sabojieBaHMga. OmHako poJis IFNy Bo BTOpP-TJII', BRImouas CAM
B YCIJIOBUAX cloMA, ocTarBajiachb HesSCHOM. IDaHHOE nccJenoBaHme
yOeIuTeJIbHO IPOOEMOHCTPUPOBAJIO, UYTO BHCOKMe ypoBHM IFNy m IFNy-
VHIYLUPYEMBIX XEMOKVHOB VMeJIn MEeCTO N MaleHTOB C CAM,
BO3HUKaKmeM Ipu clOMA. Kpome Toro, ypoBHu IFNy, CXCL9 m CXCL1O
CUJILHO KOpperpoBaiM C JIaBopaTOpHEIMM [oKa3zaTejaMu TsaxecTu CAM. B
OaHHOM MCCJIeODOBaHUM OBJIO OOHAPYXEHO, UTO CHBOPOTOUHBEE YypoBHM IFNY
M TpexX CBA3aHHEX C IFNY XeMOKMHOB OBUIM COIOCTAaBUMBIMU Y IIALMEHTOB
C AKTUBHEM clOMA u IauMeHTOB c KJIMHUUECKUA HeaKTHUBHEM

saboJsieBauMeM. [aHHHM pPes3yJbTaT IPOTHMBOPEUMT MHEHMIO O I[IaTOT'eHHOM

poim IFNy B CHOMA ¥, »Oe¥CTBUTEJBLHO, COTJlacyeTcsad C LeJltkM PAOO0OM
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Ha@HDHeHMﬁ, CIOeJIaHHEX OJPpYyI'VMM aBTOpaMm. B TpeX MCCJIeOOBaHMAX

SKCIPeCCUn T'eHOB He yIoaJyloChb OBHaApPYyXUTH XapaKTepHEN IFNy-
VHOYLVPOBAHHEM  IPOOUIIL TeHHOM  DKCIpeccuM B  MOHOHYKJIEAapPHHIX
KJIeTKax IHepudpeprueckod KpoBu (MKIK) HauMeHTOB C aKTUMBHHEM CIOVA
ez CAM B MOMeHT cbopa obpazsuor (Fall, N., et al., Gene
expression profiling of peripheral blood from patients with
untreated new-onset systemic Jjuvenile idiopathic arthritis
reveals molecular heterogeneity that may predict macrophage
activation syndrome. Arthritis Rheum, 2007. 56(11): p. 3793-804;
Ogilvie, E.M., et al., Specific gene expression profiles in
systemic Jjuvenile idiopathic arthritis. Arthritis Rheum, 2007.
56(6): p. 1954-65; Pascual, V., et al., Role of interleukin-1
(IL-1) in the pathogenesis of systemic onset juvenile idiopathic
arthritis and clinical response to IL-1 blockade. J Exp Med,

2005, 201(9): p. 1479-86). Ilocye ex Vivo cTuMyaduny MKIK umcio

KJIETOK, Opomyuupywommx IFNy, Yy DauMeHTOB C aKTMBHEM CIOMA ObUIO
aHaJIOTMYHO TakKOBOMYy Y KoOHTpoJsie¥ (Lasiglie, D., et al., Role of
IL-1 beta in the development of human T(H)17 cells: lesson from
NLPR3 mutated patients. PLoS One, 2011. 6(5): p. e20014). V¥

[IallMeHTOB KaK C aKTMBHEM, TaK M C HeakKTUMBHBEM CIOMA, cTabuJIbHO HEe

BrIN OoBHapYXeHH  IIOBHIIEHHEE  YPOBHU IFNy B CHBOPOTKE  WJIM
CUHOBMAaJIbHOV XxuakocTu (de Jager, W., et al., Blood and synovial
fluid cytokine signatures in patients with Jjuvenile idiopathic

arthritis: a cross-sectional study. Ann Rheum Dis, 2007. 66(5):

p. 589-98). B mnommepxky OTCYTCTBMA ydacTusa IFNy B BocCHIaJleHUU
cycTaBoB Inpu CclMA cBUIeTeJIbCTBOBaJIO To, UuTo CXCLY9 m CXCL10 mnoutwm
He TOONaBallMCh M3MEepPEeHMI B CHMHOBMAJBHHIX TKaHAX HallMeHTOB C CHVA,
B TO BpeMsa KakK BEHCOKME YPOBHM BTUX XEMOKMHOB MOXHO OOHapyXUTH B
CUMHOBMAJIbHEIX TKaHAX NalueHTOR c ONIUTOAP TUKYJISAPHEM NI
IOJIMAPTUKYJIAPHEIM IOMA (Sikora, K.A., et al., The limited role of
interferon-gamma 1n systemic Jjuvenile idiopathic arthritis
cannot be explained by cellular hyporesponsiveness. Arthritis
Rheum, 2012. 64(11): p. 3799-808). HemaBHO IMOJy4eHHEE pPe3YJIbTAaTH

Ha MbIMaxX IIpOoIOeMOHCTpHpOoBaJil, 4dTOo VIMMYyHHaAd CTVMYJIALIMA MBIIEM C

HOKayTOM TI'eHa IFNY IIOJIHBEIM aIBROBaHTOM @peﬁHna BEIBEIBaeT pasBUTHUE



100

CUCTEMHOTI'O BOCIIAQJIMTEJIBEHOT'O CHHIOPOMa, KOTOpBIﬁ BRJIOUAEeT

XapaKRTepHEEe IIPM3HaKM clOVA, OTO TaKXe CBMIOeTeJIBECTBYyeT B IIOJB3Y

OoTpaHMYeHHOM posm IFNy mnpm CclOMA (Avau, A., et al., Systemic
Juvenile idiopathic arthritis-like syndrome in mice following
stimulation of the immune system with Freund's complete
adjuvant: regulation by interferon-gamma. Arthritis Rheumatol,
2014. 66(5): p. 1340-51).

B pes3kxoM TIPOTUBOpPEUYMM C BTHM, B ITaHHOM MCCJIelOoBaHUM OBJIU

IMIPOOEMOHCTPMPOBAHE 3aMeTHO IIOBHINEHHEE YPOBHU IFN’Y M CBA3SaAHHEX C

IFNy XeMOKMHOB Yy IallMeHTOB C aKTuMBHEM CAM B MOMeHT cOopa o0pasLobB
10 CpaBHEeHMI C YPOBHAMM Yy IIallMEHTOB, MMEKNMX aKTHUBHEM CIOVA 06e3
CAM B MOMeHT cO6opa o00pa3loB. OTO Takxe OBJIO I[IOOTBEPXIECHO B
cJlydae OTIHOEJIbHHX [HallMeHTOB, Yy KOTOPHX OBUIM CEepMMHO B3ATH OO0pa3LH
Kak BO BpeMa akKTuBHoro CAM, Tak M BO BpeMsa aKTUMBHOTO CIMA ©6es
CAM. KcTaTu, B HOaHHOM MCCJIEOOBaHMM Yy IallMeHTOBR, Y KOTOPHX OBUIK
cobpaHE oOpaslue BO BpeMsa CAM, He OBJIO OOHaApyXeHO 3BHAUUTEJILHOTO
yBelMuyeHus ypoBHelr IL-6 wuim IL-1f, a Takkxe KaKOM-JIMOO CBA3U C
JabopaTopHEIMM IokazaTejsavu CAM, TO YyKa3HBaJO Ha TO, UYTO 5BTHU
LUMTOKMHE, XOTS M CepPpbe3HO BOBJIEUEHH B IIATOTEeHHHM MexaHmu3Mm CcIOMA
(De Benedetti, F., et al., Randomized trial of tocilizumab in
systemic Jjuvenile idiopathic arthritis. N Engl J Med, 2012.
367(25): p. 2385-95; Ruperto, N., et al., Two randomized trials
of canakinumab in systemic juvenile idiopathic arthritis. N Engl
J Med, 2012. 367(25): p. 2396-406), MOTYT He WUIPaTh KJIKOUEBY

poJiE B nonnepxaHmu CAM. 3TKM OaHHBE O IIOBHIMEHHEX YPOBHAX IFNy u

CBA3aHHEX C IFNYy XeMOKMHOB COTIJIACYITCH C HEKOTOPHMM [I0JIyYUeHHBEMU
paHee pesyJbTaTaMu. Shimizu ¢ coaBTopaMu coolmajar, UYTO YPOBHU
HeollTepMuHa, KaTaboauTa TyvaHosuHTpudpochaTa, CUHTEeBUPYEeMOTO
UeJIOBEUECKMMM MakpodaramMm HOpu crTumysgdumm  IFNy, OBUIM  BHIIE Y
rnaumeHTos ¢ CAM BO BpeMd CIOMA, uyeM y [HauUMEeHTOB C aKTUMBHEM CIOVA
ez CAM (Shimizu, M., et al., Distinct cytokine profiles of
systemic-onset juvenile idiopathic arthritis-associated
macrophage activation syndrome with particular emphasis on the
role of interleukin-18 in 1its pathogenesis. Rheumatology

(Oxford), 2010. 49 (9) : P. 1645-53) . CoBceM HepmaBHO Put c¢
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coaBTOpaMM CcoOOmMJIM O IIOBHIIEHHHEX YypoBHAX IFNy m CXCL10 y 5
malMeHTOB kKak C TIePBUYHBEIM, TakK M C BTOPMUHBIM IJII', 3 M3 KOTOPHX
umMesm CAM B 1polecce clOMA (Put, K., et al., Cytokines in
systemic Jjuvenile idiopathic arthritis and haemophagocytic
lymphohistiocytosis: tipping the balance between interleukin-18
and interferon-gamma. Rheumatology (Oxford), 2015). CormacHo

STUM pes3yJibTaTaM, 5 I[IallMeEHTOB C aKTUBHBM CIOVMA 6G6ez CAM B MOMEHT

cbopa oO0Opa3LoB MMeJIM 3aMeTHO O0o0Jiee HU3KMe ypoBHUM IFNy m CXCL1O
(Put et al., Rheumatology 2015).

NuTepecHO, UTO B HaCTOAINleM MCCJIeOOBaHMM OBLIO O@HapymeHO,

Y4TO He TOJIEKO YpoBHM IFNy ™ CBA3aHHEX C IFNyY XeMOKMHOB OBJIM
3aMeTHO IIOBHIIEHH, HO TakKXe M TO, UYTO STM YPOBHM, B UYaCTHOCTH,
ypoBHM CXCL9, UeTKO KOPpPeIMpoBaM C JabopaTOpHHMM IIOKa3aTeJIaMA
CAM, UYTO YyKas3HBaJIO Ha CBA3b C TAXeCThbD 3abojieBaHMA. B KauecTsbe
OOINOJIHUTEJILHOTO OOKas3aTeJIbCTBa CBA3M C TAXKeCTh 3afoJjyleBaHUA B

OaHHOM MCCJIeOOBaHuUM OBUIU o61—1apy>1<e1—151 3aMeTHO IIOBEIIEHHEIE YPOBHU

IEFNy, a Takxe ypoBHM CXCL9 wm CXCL1O, Y ~OIOHOTO IalMueHTa,
CTpafaprmero TSKEJION bopmon 3ab0JieBaHUA c IOJIMOPTaHHOM
HeOgoCTaTOUHOCTLEI ¥ BOBJIEUEHMEM ILIeHTPaJIbHOM HepBHOM CUCTEMH, C
TeHepaJlM30BaHHEMM CyOopoTaMy, TpebyolMMM OJIUTEJIBHOTO IpeOBBaHMAa
B OTIEeJIeHMM MHTEHCUMBHOWM Tepalllu.

Y nauMeHToB ¢ CAM Opbuto OOHapyXeHO, UYTO M3 Tpex IFNy-
MHIYIUPY EeMEIX XEeMOKMHOB CXCL9S OeMOHCTPHUPOBAJ camMyio CUJIBHYIO
Koppendumnn ¢ ypoBHaAMm  IFNy. 270 HabjmomeHMe - coIJlacyeTrca C
YCTaHOBJIEHHEIM (QaKTOM, UYTO OpoayuupoBaHmue CXCL9, cymd IO BCeMy,
MHOyLMPpYeTCa ClHeludruUeCKM, ¥ MUCKIIIOUUTEeJIEHO, I1FNy B oTJiMuMe OT
nponyumpoBaHusa CXCL10 wm CXCL11, KOTOpEEe MOTYT MHIOYLUMPOBATHLCH
Takxe WHTepdepoHamm 1 Tuna (Groom, J.R. and A.D. Luster, CXCR3
ligands: redundant, collaborative and antagonistic functions.
Immunol Cell Biol, 2011. 89(2): p. 207-15). 32T0 CBUIETeJLCTBYET
o) TOM, yTo YPOBHU CXCL9 MOTYT CIIYXUTb UYBCTBUTEJIEHEIM U
ClieIM@UUeCKMM OMOMapKepoM akTumBHoOCTM  CAM. OeicTBUTENBHO, B
HacTodmeM MCCJIeIOBAHMM C MCIOJIL30BAHMEM MBIIMHOM Momejim CAM,
KOTOpad UMUTHUPYeT MHMUMMpoBaHMe CAM MHOEeKUMOHHBEIM CTUMYJIOM Ha

doHe BHICOKMX YypoOBHew IL-6 (Strippoli et al., Arthritis Rheum
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2012), Tarkxe OpUIO OOHaAPYXEHO, UYTO YPOBHM »s3Kcopeccum CXCLY9 B
IedyeHM ¥ CeJle3eHKe B 3BHAUUTEJIBHOWM CTeleHM KoppesupoBalM C
UVPKYJIVMPYROLVMY  YPOBHAMU deppUTHHa. g »skchopeccun CXCL10 »Ta
KoppeJsdluusa uMeJjla MeCcTO TOJIBKO JIS YPOBHEM B IIedeHM, HO He IJ4
YPOBHeN B CeJle3eHKe. B TI@OJb3y DBTOTO TaKXe CBUIETEJLCTBYIT
PesyJILTaTH, IIOJIYYeHHHE Yy HaumeHToB Cc CAM, y KOTOpPHX ypoBHM CXCL9
UeTKO KOPpeMrpoBaJiM CcO BceMM JabopaTOpHEMM IIoKasaTejavmu CAM. B
COBOKYIIHOCTHM, IDaHHHeE pes3yJIbTaTH, I[IOJIydeHHHe Yy JIOOEeM U MeIIeN,
OEMOHCTPUPYT, UYTO yYpoBHM CXCLY9 CUIIBHO KOPPeJUPpYRT C IIpM3HaKaMu

CAM um nponyumporaHmeM IFNy, OONOJIHMTEJIbBHO IIOOIepXMBasa IUIOTEsY,

uTO M3OHTOYHOe IMIponylupoBaHMe IFNyY wmuIpaeT OCHOBHYKD I[IaTOTEHHYIO
POJIb B CAM. Chyi HabJoneHmn TakKxe corJlacynrTcd C
VMMYHOTUCTOXMMUUECKUMM OaHHBEMM, IIOJIydeHHEIMM Put ¢ coaBToOpaMmu IIpU
UBYUEHUM CepUMMHBEX OMoncuy JmMbaTUUeCKMX VY3JIOB OT OOHOTO UM TOTO
Xe TIaumeHTa ¢ ClOMA, KOTOpHe OBUIM IIOJIydeHH BO BpeMs aKTUBHOTO
ClOMIA ©es CAM, a TakXe BO BpeMa CAM. 3OTM aBTOPH cCcooOBWamnT, UYUTO
CXCL10 m wmHpoJaMMH-2, 3—-IOMOKCHUIeHa3a, oba mOpencTaBJglRT coBom
nHoyuupyeMele IFNy Oejyku, ObUIM OOHapyXeHH Ha BHECOKUX YPOBHAX
MeTooaMM MMMYyHOTIMCTOXMMUM B TKaHM, cobpaHHOM BO BpeMmsa CAM, HO He
B TKaHM, coBpaHHOM BO BpeMsa aKTMBHOTO CIMA 6e3 CAM (Put et al.,
Rheumatology 2015).

DaHHBE Pe3yJIBETAaTH, IIOJIYUeHHHEe B cJydae CAM M B cJjydyae BTOpP-
TJIT", COBMECTHO C IOOCTYIIHEMMA B JuTepaType pesyabTaraMm Yy
nauveHTor ¢ O-IJII', [OOOODepXMBawT ITUIOTEe3y O TOM, UTO YBeJUUeHUre
ypoBHer IFNy M cCBA3aHHHX C I1FNYy XeMOKMHOB, B dYacTHocTH, CXCL9,
ABJIAETCSA XapaKTepHBEM IPpU3HaKOM Jr He3aBUCUMO oT
OCHOBOIIOJaATaKme IIPUUMHEL. B 5TOM OTHOMEHUM MHTEepPeCHO OTMEeTUTDL,
uTo BEICOKMUE YPOBHU CXCL9S OBLIIN ODOHapPyXeHEL W IIalumMeHTa C
peuunuempymmuM  CAM, MHOIYLUMPOBAHHEM MyTaluel C OpuodbpeTeHueM
byHKIMM B TeHe NLRC4 (Canna, S.W., et al., An activating NLRC4
inflammasome mutation causes autoinflammation with recurrent
macrophage activation syndrome. Nat Genet, 2014. 46(10): p.
1140-06), 3TO YKas3EBaJIo Ha TO, yTo maxe B ciyuyae IJIir,

VMHOYIMPOBaAaHHOTI'O TOJIBEKO HapylleHMMeM peIl'yJIALINMNM I/IH(]_)J'IB.BAMB.COM, MOXeT

VMEeTH MeCTO M3OBITOUHOE IIponyumupoBaHme IFNy.
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HaHHEe, IIOJIyUeHHEEe B XMBOTHEIX Monmejigax I[I-IJII' Ha MeIlax KakK C
HOKayTOM T'eHa TI[epdopmrHa, TakK M C HOkKayTOM TeHa Rab27a,
OIODHO3HAUHO OIEMOHCTPUPYIOT IIaTOT'€HHYID  POJIb IFNy. AHAJIOTMYHO,
HeIaBHO IOJIYUeHHEEe OaHHBEEe B MHOyUupyemon TLR9 momesm IVIT', MoIeJsu
IJIir, BTOPMUUHOTO inle} OTHOIIEHUIO K MHOEKLINN, TakKxe
IPOOEMOHCTPUPOBAJIM BaXHY POJIb [IOBHIIEHHOTO IponyLuMpoBaHMa IEFNYy
(Behrens, E.M., et al., Repeated TLRY9 stimulation results in
macrophage activation syndrome-like disease 1n mice. J Clin
Invest, 2011. 121(6): p. 2264-77 u (Bautois et al., TOTOBUTCHA K
nevyaTu) . HemaBHMe MCCJIeOOBaHMA C MCIOJIB30BaHMEM OIMCAHHOM BHIIE
MEIIMHOM Momesu CAM TI[okaszaljiM, 4YTo JedeHue aHTU-IFNy aHTUTeJIOM
IPUBOOUT K POCTY IoKasaTeJlel BHXMBAEMOCTM M BO3BpalleHUIO K HOPMe

aHOMaJIBHEIX KJIMHUMYECKUX U’ LHaGOpaTOpHHX noxa3aTeneﬁ, XapaKTepPHEX

nias CAM (Prencipe et al., TOTOBMTCHS K IIedaTM). B COBOKYIIHOCTH,
pesyJbLTaTH OaHHOT'O nccJjenoBaHmda u OaHHEBE, [IOJIYUYEHHEe Ha
XMBOTHEIX, ABJIAKTCA 0B0OCHOBaHMEM HeVTpaJanu3alunu IFNy Kak

TepalleBTUUeCKOI'O IIooxomoa B ciydae CAM.

NpuMep 7. OLleHKa BeB0IacHOCTH, IIePEeHOCUMOCTH ,

@apMaKOKMHeTMKM u SQQQKTMBHOCTM MHOT'OKPATHOI'O BHYTPUBEHHOTI'O

BBeOeHMS aHTUM-IFNY MOHOKJIOHAJIBHHX aHTUTEJI [IPOTUB UMHTepdepoHa-
raMMa nalnMeHTaM— e TsM c IIePBUYHEM reModaroLmMTapHEM
mmMMbormcTmoummrTosomMm (I'JIT)

WccrnenoBaHu4, OTIMCaHHHE B HaCTOAMeM OOKYMEHTE, OBLIIN
CIIJIAaHMPOBAHH oJjis omnpeleJleHUu S npoduis fe30MIacHOCTHU u
IIEPEeHOCUMOCTHM MHOTOKPATHOTO BHYTPMBEHHOTO (B/B) BBeIeHUS aHTU-
IFNy a"HTMTeJla, HasHBaeMOI'0 B HacTodAmeM »OokyMeHTe NI-0501; nis
onpemeyieHnda 20DeKTHMBHOCTM M COOTHOMEHUS IoJb3a/puck NI-0501 vy
naumeHToB c IJII'; 1OJd onIMCaHMA OQapMaKOKMHeTndeckoro (OK) mnpoowuis
NI-0501 y mnaumeHTor c IJII'; ©1Jjsa oHopenejieHUsa IIOOXONAMEeIO pPeXrMa
BBemeHusa pno3 NI-0501 mpm IJVII'; a TakXe »OJI9 OLIEHKM MMMYyHOT&€HHOCTMU
NI-0501.

JHoKJIMHHMYEeCKHue MCCJIEOBAHMUA: Mpenugymye MCCIIeIOBaHUA

nokaszsajm, d4to NI-0501 neMOHCTpUpPYyeT CXOIOHEE 3HadeHUsa adOUMHHOCTU

CBA3EBIBAHMA U GHOKMpOBaHMH aAKTVMBHOCTM IOJIA IFNY 3 BMIOOB IIPMMaTOB,

OTJIMUHEIX OT UY&JIOBEKa, BKJIOUaAd MaKaK—-pe3yCOB M ABaHCKUMX MakKakK, HO
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He IFNy cobak, KolekK, CBUHeMN, KPOJIMKOB, KPHC WM  MBIIEN.
VccienopaHMa TOKCHMYHOCTM U 0e30IacHOCTM Ha SBaHCKMX MaKaKax
rnoxasaJm OTCYTCTBUE TOKCUYHOCTH, CBA3aHHOM C HelleJIEBEIM
nevcTeMeM, IOpu BBeleHum NI-0501; exeHemeJbHOe BBemeHuMe NI-0501
b de)eloliile) [IEePeHOCUJIOCE ; He BO3HMKAJIO HeOoOXOOMMOCTHU B
NIpodMIIaKTUUECKOM IIpMeMe aHTUOMOTMKOB M He HaOIoIalloCk HUMKAKMX
AaHOMAaJILHHX TUCTONATOJIOTUMUECKUX WMJIM IIOBeIeHUeCKMX OCOOeHHOCTEeM BO
BpeMsa 2THUX NpelBapUTeNIbHBX MCCJIeIOBaHUM.

BciiencTrBMe crnocodbHocTm NI-0501 x CB43HBaAHMIO CRODOIOHOTO U

cepazaHHOTO ¢ IFNYR1 TIFNy, HODpOBOOWMIIM MCCJEeOOBaHMA IJIA WU3Yy4YeHUA
IoTeHUMaJlbHOM crnocoBbHocT NI-0501 K oHoOoCpeloBaHMI AaKTUBHOCTEMN
ADCC wm CDC B INPUCYTCTBMM  MMUIIEHU. Bruio  OpOIOeMOHCTPpUPOBaHO
OTCYTCTBME AKTUBHOCTU ADCC u He OBLIIO OTMEUEHO VMHIOY KLU
akTuBHOCTM CDC.

Knuumyeckoe wuccJenoBaHue @asrel I: PaHOIOMM3UPOBAHHOE NBOMHOE
cJjlernoe  Mane®o-KOHTPOJIMPYEMOe  MCcJemoBaHMe das3el 1 OelicTBuUA
OOHOKPATHEIX HapacTaomux 103 ¢ ydacTueM 20 3OOPOBHX B3POCJIBIX
OOOPOBOJILLIER 0JIs N3YUEHUS fes0IacHOCTH, [IEPEeHOCUMOCTHA u
bapMakKOKMHETHUUECKMX MNIPOodMIIel OIpM ONHOKPAaTHOM BHYTPMBEHHOM (B/B)
BBemeHuu NI-0501. Bo BpeMsa JaHHOTO MCCJIeloBaHMA 6 CyDOBEKTOB
noJjyuaym IJjauneto, m 3, 3, 4 m 4 cydbrexTa (B ofmeMm cJoxHoCcTM 14
Cy®BLeKTOR) nojgyuajm gpoz3er 0,01, 0,1, 1 mw 3 w™mr/xr NI-0501,
COOTBETCTEBEHHO.

OK aHamm3 NI-0501 OpoIeMOHCTPMPORBAJ OXMIAEMHM NOpoduibs IJdg

IgGl C OJUTEJIbHEM  BpPeMeHeM  IIOJIYXU3HU (mpumMmepHO 22 oH4g) ,

MeIJleHHOe BHBemeHue (<0,007 J/4) U HU3KKI oOBLeM pacapemnesieHus (<6
J B CpelHeM) .

Bcero 41 HexeJnaTeJlbHOe 4BJeHMe (HA) HabOmomalM I[I0CJe Hadala
VHQY3UM JIEKAPCTBEHHOTO cpelcTBa y 14 m3 20 cydbwexkTor (70%), o 10
M3 KOTOPHX coobmaln 4 cydbekTa, OoJdydaomure I[auebo. TpuauaThb
mecTs (87,8%) HA wuMenm cinabyion MHTEeHCHMBHOCTL U b (12,2%) wuMenu
YMEPEHHYI MHTEHCHMBHOCTE. He OBJIO OTMeUeHO HUMKAKMX TSKeJHX WMIN
OorlacHHX nJg xwu3HM HA. JIeanguate Tpu HA (56,1%) y 10 wm3 14
CyOBeKTOB, VICIIEITEIB a BIIMX HA, OBIIM TPV 3HAaHE CB A 3aHHEMMA c

JIeKapCTBEeHHEM CpeICcTBOM (1o MeHblIlel  Mepe c 0B0OCHOBAHHOM
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BEPOATHOCTEDR) . BoJlbmMHCTBO Hs OB OOHOKPAaTHEMM, u He
HabJiomaJIoCk CBA3M C yBeJInueHMeM nDo3el NI-0501. Bce wuHOy3MM NI-
0501 OBUIM HEOCJIOXHEHHEIMMU .

I[logpono4a UTOT BHIIEN3JIOXKEHHOMY , MHOY3USA NI-0501 XOPOoIo
nepeHoCcusach, " 20beKTH, HabJInmaeMbele B TeueHue 3 HeneJlb
MOHUTOPMHTA I[OCJe MHQY3MM JIEeKapCTBEHHOT'O CpPenNcTBa, He BHABUIU
HMKAKUX CEepbe3HBEX WM HEOXMIOAHHEX IIpobjleM ¢ 0e30IaCHOCThL,
BEI3BAHHHIX HelleJIEBHM IeVMCTBUEM WM MMMyHOT'€HHOCTBIO IIpelapaTa.

Knuanueckoe wuccjenoBanmue @¢asel 2/3. MaTepmajsl M MeTonel: B
OaHHOM  MCCJIeOOBaHUU y4acTByT nalyeHTH C [IEPBUYHEM TUIT.
VlccoenopaHue pas3mejyleHO Ha TpM  dYacTu: CKPUHMHT, JieueHre WU
nocyienypiee HabimoneHMe. OOmasg cxeMa IpMBeleHa Ha ¢ourype 12.

[loopxomamue  0Jid  TaHHOTO  MCCJEeOOBaHMA  [NAalMEHTHE  BKJIOUAKT
Iauy¥eHTORB, He IIOJIyYaBIMX paHee JledeHue oT IJII' (B HacTodAlleM
OOKYMeHTe  TakKXe Ha3HBaeMHX «IIalMeHTH IIepPBOY  JIMHUKY) , Jnoo
IalMeHTOB, KOTOPHEe paHee IOoJydaynu OOWMelpMHATYI Tepanuio niaa IJIT
(B HacTodAmeM IOOKYMEeHTe TakXe  Ha3HBAaeMEX  «IIalMeHTE  BTOPOM
JVHUM») , HO YIOBJETBOPUTEJILHHM OTBET Ha Tepanui OOCTUTHYT He
OB, HaIpMMep, COIJIaCHO MHEHMI JiedaleI'o Bpada, WIM HaJlulo OBUIN
OIpU3HaAKM HEIEepeHOCHUMOCTM Tepaluu. llaumMeHTH, [oJiydaemue NI-0501
rocJe HeyIOOBJIETBOPUTEJIbHEX pPe3yJIETATOBR VI HEIIepPeHOCUMOCTHA
oBmenpuHATOM Tepamuu IJII', OpeAOCTaBJAT CcoOOM KJIUEBYK TIPYIIY
MCCJedoBaHMA IOJA »OeMOHCTpaluu »ddekTrBHOCTM NI-0501 B KauvecTBe
TepalyM BTOPOM JMHMM IJS TIepBUUHOTO IJII'. He noJiydaBmMe paHee
JleueHMe IIallMeHTH BKJIOUEHE B MCCJeloBaHMe IJd cbopa IOaHHHX IO
bbekTUBHOCTM ¥ 0e30MNacHOCTM B YCJIOBUAX TepaluM IIePBOW JIMHUU.

V3 wmcciemoBaHMsA MCKIOUAT CJIeOyRIMUX [IalVMeHTOB: IIallMeHTOB,
KOTOPEM OBLIT IOoCTaBJIeH OVarHO3 BTOPUUHOT'O T BCJIEOCTBUE

IIOOTBEPXIOIECHHOI'O PEBMATUUECKOI'O WMJIM HeOIlJIaCTUYeCKOTI'O 3aboJIeBaHnAg;

IalMeHTOoR, paHee [IOJIy4daBIIMX JleueHHMe JIOOBIMI cpencTeBaMu,
UCcTomaKmyMy T-KJIeTKM (TakuMM Kak, HalopuMmep, TJIOOYyJIMH TIPOTUB
TMOLIIMTOR (ATG), aHTM-CDL2 TepalleBTHUUYECKME CpPenCcTBa), B TeUeHUe

IIpenmeCTBYRIMX 2 HeleJb IO CKPVMHMHT'a, JIMOO TOJYyUaBIIMX JIeUueHUe
JIFOOBIM TPy IT'VIM OMOJIOTUU e CKMM JIEKAPCTBEHHEIM CpeIICTBOM B IIpelejlaX 5-
KpaTHOTI'O OoIlpeneJIEHHOT'O IoJId HeTo Ireprnona TIIOJIY XM 3SHHU (Ba

VMCRJIIDUEHNEM pMTyKCMMaGa B dJIydae ,]IOKYMeHTI/IpOBaHHOIZ I/IH(]_)GKLU/H/I B-
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KJIETOK BUPYCOM EBV) ; IaluMeHTOB c aKTUBHBIMM MHQEeKLNMIMA
MUKOBaKTepuit, Histoplasma Capsulatum, Shigella, Salmonella,
Campylobacter u Leishmania; TallMeHTOB C MpM3HakKaMM [IepeHeCeHHOTO
TyOepKye3a W JIJaTeHTHOTO TyOepkyjesa; IallMeHTOB c
MIOJIOXUTEJILHEIMY  pPe3yJIbTaTaMM CepoJIOTMUeCcKOTO aHajlM3a Ha aHTuTeJa
Kk BHMY, aHTHUTeJla K IIOBEPXHOCTHOMYy aHTUIeHY BUpycCca TIelaTuTa B wuiu
rernaTuTa C; IalMeHTOB C HaJIMuueM 3JIOKaueCTBEeHHOTO
HOBOOOpPAa30BaHUA; IaluMeHTOoR, VIMEIMX opyroe CONIyTCTBYyKIIEE
3aboJleBaHMe MM BPOXIEHHEM IIOPOK C Cepbe3HHM BJIMAHMEM Ha QYyHKIMO
CepIeuyHO-COCYIOMCTOM CUCTEMEH, JIeTKMX, IIeUeHM WIM IIoUekK; IallMeHTOB
c nCcTOopMen TUIIEPUYBCTBUTEJBEHOCTU VI aJJIepTUn Ha Jodon
KOMIIOHEHT, MCIIOJbL3YEMEHM IIPKM NPOBEeIeHUM MCCIeIOBaHMg; I[alMeHTOB C
OTMETKOM O BaKIUMHALUUM XMBOM WMJIM OCJabJIeHHOM XMBOM (BkJmouas BCG)
BaAKIVHOM B TeueHMe IIpelleCTBYOMMX 12 HemeJlb OO CKPUHMHTA; W/WUIn
OepeMeHHHX MJIM KOPMANMX TIPyIObl NallMEHTOB XEHCKOTO IIoJia.

B mccinenmoBaHMM, OIMCAHHOM B HAaCTOAMEM IOKYMEHTE, MCIIOJbL3YIT
aHTUTEJIO NI-0501 [IPOTUB UHTepbepoHa-TaMMa, IIOJIHOCTHBIO
yeJIoOBeueCcKkoe MOHOKJIOHAaJIbHOe aHTuTeJo (MAT) IgGl, HaOpaBJIeHHOE
IPOTUB UeJIOBEeUeCKOTO IFNy. NI-0501 NpenoCcTaBJIAT B BUIE
CTepMJILHOTO KOHLEeHTpaTa OJg MHOY3MM (Ha MJI), Kak IIOoKasaHO HMXe B
Tabiauile 4.

Tabauua 4. IlpemnapaT NI-0501

NHTpemmeHT KomnuecTBO (Ha M)
NI-0501 5 Mo
L-rucTuomnH 1,55 mr

L-rucTuoMHa MOHOIMIOPOXJIOPUIL, MoHOTMOpaT | 3,14 Mr

Xynopun HaTtpusa (NaCl) 7,31 MT
[TonmmcopbaT 80 0,05 Mmr
PH 6,0 £ 0,2

B pmaxHxHoM uccijemoBaHum NI-0501 BBOODAT IOyTeM B/B MHOY3UM B
TeueHMe OOHOTO UYaca B HavaJbHOM mo3e 1 wMr/xr. JaHHasg [o3a
OPennoJIOKUTeIbHO OyIeT MHIMOMPOBATL B TeueHMe 3 OHEV I[I0 MeHbIlel
Mepe 99% osoderTra IFNYy y HDAUMEHTOB C MCXOOHEIMM KOHIUEHTpAalVIMNU
IFNY, KOTOpHE MeHblle, WM paBHE, 3400 nr/mi. VHOY3UM BHIIOJIHSOT

KaxOele 3 @OHA Do OHA 15 wmcciemoBaHmusa (SD15) (umHQy3msa N6), a 3aTeMm
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OBaXILl B Hemejo. Josy NI-0501 yBeguumMpBamnT JO 3 MI/KD, €CJu
BO3MOXHO, B COOTBETCTBMM C 3apaHee OlIpeleJIeHHEMM KPUTEPUAMUA,
PYKOBOIOCTBYACH KJIVMHUYUECKVMM U  JIabopaToOpHEMM  pes3yJibTaTaMu Yy
KaxOooTro IallMeHTa (KakK omoMcaHo B Tabjuie 5, HWxe), B JOOOM MOMEHT
Ha MOPOTAXEeHMM WMCCcJeloBaHMA. IlocJie MMHMMYM IOBYX MHOYy3UM B IHo3e 3
MT/KT, €eCJM IIOCJIe IIOBTOPHOM OLEeHKM YCTAaHOBJIEHO, UTO KJIMHMUECKHUE
1 JabopaTOopHEE KPUTEPUM, KBaAJIUOMUMPYyKIMEe IalMeHTa MOJS II0JIy4eHUS
mosel 3 Mr/xr NI-0501, ocraiorca B cuie, nosa NI-0501 moxeT OHTH
yBeJMueHa OO 6 MI/KD Ha I[Iepuold BIJIOTE IO YeTHpex MHOYy3uM, C
PETYJIAPHEM MOHMTOPMHIOM KJIMHUUECKMX M JaboOpaTOpPHHX [Ioka3aTeJlel
TUIT'. B 3aBUCHMMOCTM OT M3MEHEeHMA 3STUX IIapaMeTpob nosza NI-0501
MOXeT OhTh JMOO 1) YyMeHbIleHa BHOBL OO 3 MIV/KI wiaM ii) ocTaBjeHa
Ha YpPOBHe 6 MI'/KD [OJIS OONOJIHUTEJLHEX B/B MHOY3UM (MM OHTH
yBeJnueHa OO 3HaueHud, IIpeBpmmaomero 6 Mr/xr), ecau OK u OO

mokasaTeliM CBUIOETEeJIbCTBYIT 00 M30BTOUHO BHCOKOM IIpOoOoyLMpPpOBaHNM

IFNy wu, cJenoBaTeJIbHO, OHCTpo¥ samMuHaluy NI-0501. Ho3y MOXHO
YBeJIMUMBATL B JIIOOOM MOMEHT Ha MOPOTSXKEeHUM MCCJIeOoBaHMsAa, eCJu
IoKazaTeJIM COOTBETCTBYIT KIMHMUECKMM U JabopaTOpHHEM KPUTEepUsIM,
M3JIOXKEHHEIM B HaCTOAMEeM IOKyMeHTe.

Tabauua 5. KiouHMUeckre U Ja®opaTOpHHE KPUTEPUM IOJIS NPUHATHUSA

pemeHnAa 00 yBeJIMUEeHUM IOO3H

JeHb IOosa NI-0501
UCCIenoOBaHUSA

(SD)

B SDO HauamnbrHaga

mosa 1 MI/xT

B SD3 YBeJIMUueHMe HeobxonmuMele KpPUTEPUHA :

no 3 MT/KT - eCcJM JIMXopalka IPpOOOoJIKaeTCsa WMIIN
IIOBTOPHO BO3HUKaET (eciu uMeJa
MeCTO B Haudajle MCCIeNOBaHNA)

WU

— eCJIM 3HaAUUMTEJIbHO YyXyIOllaeTCHd

KIIMHMYEeCKOEe COCTOAHNMEe

C Sho u YBeJIMUueHMe HeobxonmuMele KPUTEPUHN :

najiee? no 3 Mr/xr® |- ecim oTCcyTCTBYeT
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YIOOBJIETBOPUTEJIEHOE YJIyUlleHNE
KJIMHUYECKOTO COCTOSHUSA

u

- MMeeT MeCcTO IIO MeHbler Mepe 1 u3
CJleOIyKRmeIro :

KosmuecTBo TpoMmboriuToB (x103/MKJI)
eCcJm

MCX. KOJIMUYecTBO <50 — HerT
yiydmeHmusa go >50

ncx. koguuecteo 50-100 —
yilyulmeHe MeHee 30%

ncx. kKoJmdecTBO >100 — Jmoboe
yMeHbIeHre 1o <100

AKH (KOJUUYeCTBO/MKJI)

eCcJm

ncx. kKoJmuecTBO <500 — HerT
yayumeHus go >500

ucx. koJguuecTtBo 500-1000 — Jsmoboe
yMeHbIleHre no <500

Ucx. kKoJuuecTBO >1000 — Jmwobdoe
yMeHbmeHre po <1000

PeppuTHH (HT'/MKJI)

eCcJm

ncx. ypoBHM >3000 — HeT yJyudlleHUA
(yMeHbIleHMe <20%)

MCcx. ypoBHM <3000 — jmwboe
n3MeHeHre no >3000
CriieHOMEeraJsinsgd — yXyOmeHre (IIpu
KJIMHUYECKOM OCMOTpe WiIu ¥Y3U)
Koarysonarmusa (cilenyeT YYUTHBATH WU
D-mumMep, U QUOPUHOTEeH)

D-numep

ecJIM aHoOMaJlMM B Haudaljle

MccJenoBaHMa — HeT YIIYUlleHUd
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OMOPUHOT EH

ecJmn
ncx. ypoBHM <100 — HeT YJYyUlIEeHUS

nCcx. ypoBHM 2100 — jmoboe

yMeHblleHne nmo <100

C SDS wmm YBeJIMUYeHMe HeobxommuMele KpPUTEPUHN :
SD12 u no 3 mr/xrd | - B ciydae, ecJM IIOCJIe MUHMMYM
najieec IBYX MHOY3UNM B Jo3e 3 MI/KT

IIpoBelleHa IIOBTOPHAA OLEHKa U
YCTAaHOBJIEHO, WTO COOTBeTCTBUE
BHIIEIIPVMIBEOECHHEIM KPUTEPMAM I1IO0—

IIpeXxXHeMy K’MeeT MeCTO

a Josa NI-0501 poirxkHa OHITHL yBeJMUeHa ¢ 1 0O 3 MI/KID, eciu
COOTBETCTBME KPUTEPUAM MMeeT MeCTo Iocje SD6.

b Fecom pmosa NI-0501 yxke ObUla yBeJMdeHa B OeHb SD3, HOJDKHEL
OLITH BHIIOJIHEHH II0 MeHbIlel Mepe OBe MUHOY3MM B Imo3e 3 MI/KID IIepen
IIOBTOPHOM OILIEHKOM COOTBETCTBUSA KPUTEPUAIM.

¢ B 2aBMCHMMOCTM OT TOTO, IMIPOM3OIJIO JM YyBeJMUYeHNe IOO3H IO 3
Mr/xr B SD3 wmym SD6.

d TJI8 MaKCHMMyM UYeTEpeX MHQY3MUM.

CokpallleHUA & VCX .=MCXOIOHOe (He) ; AKH=abcoJioTHOE KOJIMYUECTBO
HelTpoduJIioB; Y3M=yJbTpa3BYKOBOEe MCCJIeIOBaHMeE.

B 21X uccaenoraHmMax NI-0501 BBoOAT B TeueHMe 8 HeOeJlb, U
nepuon JedeHuUsa OyIOeT pa3OdesjIeH Ha 2 OTIeJIbHHX IIepuona: I[IepPMOOH
JeueHus 1 M 2, KaK IIOKa3aHO Ha o(urype 12.

I[locsie Toro, kak NI-0501 BROmAT B TeueHMe 8 HeIeJlb, MOXeT
OBITEL HauvaT KOHOMUMOHMPYIMMM IpolLlecC IMIOOTOTOBKM K TpPaHCILJIaHTalUMU
TeMOTIIOBTUUECKUX CTBOJIOBEIX KJIETOK (TI'CK) . Oxmnmaemas
IPOOOJIXKUTEJBEHOCTE JIEUEHMSA MOXeT OHTH yMeHblIleHa, XOTd OO CpoKa He
MeHee 4 HenmeJb, ecJIM COCTOAHMEe TIallMeHTa W HaJlu4due OoHopa
IIO3BOJIAT IIPOBOIOMTL TpaHCIJIaHTaluuon. B ciydae, eciIM ODOOXOOAMUN
IOOHOP He HalIgeH K HeleJje 8, WIM B CcJydae HeOoOXOOMMOCTU OTCPOUKU
TPpaHCIJIaHTaluuM I10 [OIpMYMHAaM, He CBSA3aHHEM C BBeleHuem NI-0501,
JeueHre NI-0501 MoxeT OHTH IIPOOOJIXKEHO B KOHTEKCTe IOJINOCPOUHOTO

Inocjienyrnmero nccJjiegoBaHMA, I1pn YCIJIOBUMMA YCTaHOBJIEHNUA
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BJIaTONPUATHOTO COOTHOMEHMS IIOJIb3a/pPHUCK IOJI4 HallMeHTa.

B IOAaHHEIX MCCIIeODOBaHUAX NI-0501 BBOOAT Ha doHe
IeKCcaMeTas30Ha, J03a KOTOpOT'O MOXeT OBTh YyMEHBIIEHAa B 3aBUCHMMOCTHU
OT COCTOSHMA INallMeHTa. IlallMeHTaM, paHee He I[IOJIyYaBIIMM JIeUeHUe,
NI-0501 OBymyT BBOOUTL Ha (QOHe IeKcaMeTasoHa B pnose 10 wmr/m2.
lMaumeHTy, OoJydawmeMy NI-0501 B xadecTBe TepaluM BTOPOM JIMHUU
njasa IVII', I»IekcaMeTa30H cCcJeayeT BBOOMTL B IO3e II0 MeHblel Mepe 5
MI'/M?, MM B O0O3€, KOTOPYK BBOOWIM OO CKPMHMHIA, eCJIM OHa BHIIC.
[TalMeHTH IOOJDKHHL I[I0JIyYaThk IeKcaMeTas3OH, HaumHasg ¢ SD-1.

IOosel OekcaMeTa30Ha MOT'YT OBTBH YMeHBIIEHH B 3aBUCHMMOCTU OT
COCTOSHMA IalMeHTOB II0 pPelleHu Jiedallel'o Bpada. CxeMa COKpalleHuS
Oo3 MOXeT OHTH BHOpaHa JedallMM BpauduoM IIpU YCJIOBMM, UTO HOO3Y
OIeKcaMeTa30Ha Ha KaXIOM 5STalle YMeHbIlalT He 0o0Jiee UeM HaIllOJIOBUHY,
M YacToTa M3MeHeHUS He IIpeBhHllaeT OOHOTO pasza B HeleJlo.

B ciayuae ycyryOJjeHmsa 3abojieBaHMA I[IOCJie YMEHBIIEHUS  TOS3H
oeKcaMeTa30Ha oosy oIeKcaMeTas0Ha MOXHO YBeJINUUBATH u
IIOOOEePXUBATH oo Tex nop, noka He OyneT OOCTUTHYT
YIOBJIETBOPUTEJILHEIN OTBEeT II10 MHEHMIO JieualeIro Bpaua.

Kak pexkoMeHODOBAHO B PYKOBOIOCTBe IO JedeHwuwo IJII', [HaUuMeHTH

IoJIyyanT IIpoduilakTUUeCcKoe JIeueHMe IIPOTHMB Pneumocystis jiroveci,

TPUBOKOBOM MHeKLIMN u Herpes zoster, HauMHa4g co IOHSd,
NpenmecTBRYKRIETO HayvaJly JIeueHnsa NI-0501, 0o OKOHUAaHUA
McciegoBaHMA. [TalMeHTH noJydvamnT nIpodriIaKTUUECKOE JleueHue,

HauMHasg CO @OHA, OpedmecTByKmMeIo HadaJly JiedeHmsa NI-0501 (To ecTh,
SD-1), OO OKOHUAHMA MCCJeOoBaHMsa. Hanopumep, IJId OIpelOoTBPAalleHMS
MHQeKIIMM Pneumocystis jiroveci nauMeHTH MOTYT IoJIyuaTh,
HampuMmep, 750 wMr/m?/cyTkM  cyJsbdaMeTokcasoja ¢ 150 wMr/m?/cyTru
TPUME TOIIPMMA, IIPUMHMMAEMEE IIepOpPaJ]IbHO B PABHO pPasIeJIeHHHX »T03ax
IBa pas3a B CYTKM B TeueHMe 3 IIOCJIeOOBATEJILHEX OHEeM B HemeJmo. s
NpeIoTBpalleHrss TI'PHUOKOBOM MHOEKUMM  HaLUMeHTH MOI'YyT IIOJIy4YaTh,
HamopuMmep, 12 MID/XD QJIyKOHas30Jla B CYTKM C MaKCUMAJILHOM CYTOUHOM
nozsom 400 Mr. g OpeloTBpameHMs MHOekUun Herpes zoster HaluMeHTH
MOTYT IIOJIYyYaThk, HamopuMmep, 200 MI' alUMKJIIOBMpPAa UYeTHpPEe pa3a B CYTKU
I0JIg IOeTey cCcTaple OBYX JeT, IJ4 »OeTel Milanme »OByx JeT - 100 wMrp
YeTHpe paz3a B CYTKM. OTKM TepaleBTHUUECKMEe CpeIncTBa OyOyT BBeIeHEH

IIepopalslibHO, KOI'oHa S5TO BO3SMOXHO, B OCTAJIBHEX CJIydaAX BHYTPHMBEHHO.
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[TaumMeHTH TaKxXe MOTYT IoJIydyaThb Jmboe n3 MHOXECTBa
COMIYyTCTBYKIIMX TepalleBTUUYECKMX CPeICTB, Takoe Kak, HaIlpuMep,
LMKJIOCIIOPUH A, BBOIVIMEIE VHTPaTeKaJlbHO MeTOTPEeKCAaT u
TJIDKOKOPTUKOCTEPOUIH, a TaKxXe »OpyI're. BpelleHMe LIMKJIOCIOpPMHa A
(CsA) MOXHO TIIpOHNOJDKATHL B CJiydae eI'o BBeleHMSd I[IaluMeHTy IO
OpoLuenyps CKpMHMHIa. BBemeHme CsA  MOXHO IIpeKpamaTs B Jodoe
BpeMA. BBeneHme CsA He CJelyeT HauMHaATB de novo Ha OPOTIKeHUU
MccJegoBaHMA IIOCJIe TOI'O, KakK HauaTo BBemeHme NI-0501.

Ecimu nauueHT nojiyyaeT VHTPpaTeKaJIbHO MeTOTpPEeKCaT u
TJIDKOKOPTUMKOMIOEL B MOMEHT Hauajla JedeHud NI-0501, 270 JleueHuUe
OynerT IIPOIOJIKEHO 1o Mepe HeOoOXOOUMMOCTHA . Ecim [IpOABJIEHMKE
CUMIITOMOB HapymeHMsa OoyHKUMM [IHC wuMMeeT MeCcTO OO Hadaja JedeHUd
NI-0501, Tepalllio BBO OVMEIMU VHTpaTeKaJlbHO MeTOTPEeKCaTOM u
TJIOKOKOPTUKOMIOAMM CJIeIyeT HauMHATh OO INepBOT0 BBemeHmsa NI-0501.

B/B BBeIeHUEe UMMYyHOIJIOOYJIMHOB (B/B IG) paspemeHO TOJbBKO B
KauecTBe 3aMeCcTUTeJILHOM Tepalln B ciydae IOATBEPXIESHHOM
VIMMYHOTJIOOYJIMHOBOM HeOooCTaTOUYHOCTH. Hanpuwmep, B cJgydae
IIOATBEPXIESHHOY MMMYHOTJIOOYJIMHOBOM HEeIOCTAaTOUHOCTHM, OIpaBILBakmeNn
3aMeCTUTeJILHYID Tepaluio, B/B I1G MOXHO BBOOUTL B mose 0,5 1T/KD
Kaxnoele 4 HegjmeJu, wiIu 00Jiee UYacCTO, IJA T[IOOIepXaHMsSa aleKBaTHHX
ypoBHer IgG. Jobas uHOY3US B TeueHre 4 HeleJlb, IIPeImecCTBYMMUX
CKPUHMHTY, a Takxe Jwobasg wMHOY3MAS BO BpeMsa JeueHusa NI-0501
ABRJISETCA IpUeMJIeMOM.

JleueHue aHaJIbTeTUYECKVMA npenapaTaMu, nepejmuBaHue
npernapaToB KpOBU, VHQY 31K 2JIEKTPOJIMTOBR u TJIIOKO3HI, npueMm
AHTUOMOTHUKOB, IIPOTUBOTPUOKOBHX U TIIPOTHMBOBMPYCHHX IIpernapaToB, a
TaKxe oBmeyKp el Smnux npernapaToB, IOOIIY CTVMH . [TpMeHeHN e
OOIOJIHUTEJIBLHEX IIpernapaToB HOpoTuB I[JII' MoxeT OHTB pPa3pPelleHO B
cllydyae HeCTaOWMJIBHOTO WM OT'paHMUeHHOTO ociuabieHus IJII' mocie
OOCTVXXEeHUSI MaKCHMMaJIbHOTO YPOBHS HO3E NI-0501. MNMcHOOJb3YeMbl B
HaCcToOAleM OOKYMEHTe TepMUH «HecTabuIbHoOe ocJiabjieHue TJIT™»
OTHOCMTCSH K IalMeHTaM, Y KOTOPEX He COXpaHgeTCcd YyJydlleHue II0
MeHbel Mepe Ha 50% oT MCXOOHOTO YPOBHA 3 IokasaTejewn IJIT
(cmoTpM Tabjuily 6, HMWke). Ilo MeHbBIeM Mepe OBa II0CJedoBaTeJIbHHX
U3MepeHnsd IOOJIKHEL IIOOTBEPIUTE OTCYTCTBUE ocyabjeHmnd TJIT".

VicrioJib SVGBABHZ B HacCcToAleM ITJOKYMeHTe TEePMIMH LKOT'PaHMUYEeHHOE
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ocnabJjienue TIJII'» o3HauvaeT MeHee uyeM 50% M3MeHeHME OT MCXOIHOTO
COCTOSHMSA MUHMMYM 3 KJIMHMUECKMX U JaDOpaTOpPHHX IIokazaTejen IJIT.
3Tono3uUn CJIelyeT BBOIMTBE B KadeCTBEe IOIOJHUTEJIEHOTO IIperapaTa
npotur IJII', ecnaM TOJBKO M3 aHaMHe3a He M3BeCTHO 00 OTCYTCTBUU
OTBEeTa Ha IperapaT WIM O HEeIIepPeHOCHMMOCTM JIEKAapCTBEHHOTO CpPeICcTBa
nalnureHTOM.

Ciemyromye TepaleBTUUECKMe IIpelapaTH HeJb3d MCIOJb30BaTh
OOHOBpPEeMeHHO C BBemeHueM NI-0501: sTomosmun, CpenacTeBa, HMCTollawlMe
T-KJIETKM, WU JIOOBEEe »OpyIve OMOJIOTMUECKME JIEKAapCTBEHHHE CPeInCcTBa,
Kak I[IpaBMUJIO, He IOOIYyCTHMMEl, 3a MCKJIoUeHMeM cJenymoumx: G-CSE B
ciyJyae IIPOOOJIXUTEeJILHOM HeMTPOIIeHUN ; pUuTykKCcuMaba B ciyuyae
OOKYMEHTUPOBAHHOM MHOeKLMM B-KJIeTOK BMPyCcOM EBV M OONOJHMTEJIEHHX
TepalleBTUUYECKUX IIpelapaToB HOpoTub IJII' B ciiydae HeCTabOMIIBHOTO WJIIM
OT'PaHNUEeHHOTO ocrabjieHnAa TJir (kak  omnpeneJieHO B HacTodleM
OOKYMEHTEe) IIPM MCIOJb30BaHMM MaKCUMaJIbHOTO YPOBHS mHO3H NI-0501.

STONOBUL CJledyeT BBOIUTL, €CJM TOJIBKO M3 aHaMHe3a He U3BeCTHO 00

OTCYTCTBUNU OTBETAa Ha opemnapartT WJIN o) HeIIepeHOCUMOCTHU
JIeKapCTBEHHOTO cpencrrea [malMeHTOM. BakumHaumum XIBOM WJIN
ocJafJIeHHOM (BrJIIIOUA S BCG) BaKLMHOM cJyenyeT nuzberaTsb Ha
IPOTAXEHUN BCeTo nccJjiegoBaHMUA, BKJIIOUA 4 4 Henemn rnepmuona

nmocjenymomero HabJmomeHusa. B ciaydae, eciaM KoOHUeHTpauum NI-0501
ocTamnTCcsa Ha TepalleBTUUEeCKUX YPOBHAX rocJie 3aBEpPIEHN A
MCCJenoBaHusa, IIepMol BpeMeHu 0e3 BakKUMHaLMM CJedyeT OPpOOJIeBaTh
oo Tex nop, IIoKa He IepecTaHeT rnonnaeaTbCsA M3MEePEeHUIO
KOHUeHTpauusa NI-0501.

V3sMeHeHMe KIMHUUYECKMX I[IPM3HAKOB (JMXopalKa, CIUJIeHoOMeTaJud,
IHC CUMIITOMEL) u J1aBopaTOPHEX nokaszarTeJyen (YPOBHM CBC,
onbpnHOT eHa, beppuUTHHAE, sCD25), XapakKTepusyonmmx 3abojieBaHue,
MCIIOJIBE3YIT IJIsI OLEeHKM OOCTMXEHMS OTBeTa U BpeMeHM OO OTBeTa.
OCHOBHOU KpuUTepui 5OOeKTMBHOCTM BKJKUaeT OOMyl CTeleHb OTBETa,
TO eCTb, IOOCTHMXeHUe JMOO IIOJIHOT'O, JMOO UYaCTUUHOI'O, OTBeTa WK
ocJiabjienusa IJII' B koOHLe IHepuona JedeHud (EoT), dYTO oOlIpelelJIeHO B
Tabauie 6, HWXe. BTOpPMUHEE KPUTepPUM DOOEeKTMBHOCTM BKJIOUAT BpeMs
OO OTBeTa B JoOOM MOMEHT BpPEeMeHM Ha IOIPOTSXeHUM MCCJIeNOBaHUA;
YCTOMUMBOCTE OTBETa, TO eCTh, COXpaHeHMe IOCTUTHYTOTO OTRBEeTa B

JoBoy MOMEeHT BpeMeHNM Ha IIPOTAXeHNMM MCCJIeOOBaHMA IO WM TIIOCJIe EoT
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(BKRJIIOUAs OaHHEE, IIOJIYY4eHHEe B JOOM IJIOJITOCPOYHOM IIOCJEenyKlleM
MCCJIeNOBaHUM) ; KOJUUYECTBO [AalUMeHTOB, IJIS KOTOPEX CTaJlo BO3MOXHO
CHMXEHMEe HOO3H INIOKOKOPTUKOMIOB Ha 50% wmim Oojlee OT IOO3H B Hauvale
MCCJIeOORaHUA; KOJMUECTBO [IallMEHTOBR, KOTOPHE CMOIJIM IepeuTu K
TI'CK, eciu MM 5TO OBUIO IIpellMCaHO; BEXMBAEeMOCTHL K Heneje 8 (uiwm
EoT) " K MOMEHTY OKOHUAaHNA VCCJIeDOBaHUA ; CEIBOPOTOUYHAA
KoHUeHTpauusa NI-0501 mmsa omopelelieHMA OQapMaKOkMHeTHMdeckoro (0K)
npodmisiga NI-0501; omnpeneseHre odapMakomuMHaMmueckux (OI0) »ddbekTOB,
BKJIOUAA YPOBHM LUPKYJIMPpyKIEero  oflero IFNy u MapKepoB ero
HeuTpalu3auuu, a uWMeHHO, CXCLY9 m CXCL10; u onpenejieHMe IPYIUX
fuoMapKepoBs, HalpuMmep, sCD25, IL-10.

Tabmuila 6. OnpelesieHMe OTBETA

OBmas cTeleHb OTBeTa

[losHen1 oTBeT | OTBET CUMTAT IIOJIHEM, €CJIM:

- OTCYyTCTBYyeT JMXopaIOKa=TeMIepaTypa TeJia
<37, 5°C

- CceJle3eHKa MMeeT HOPMaJIbHHM  pasMep, uTo
onpemeyginT MeTonoM 3D Y3UM OpomHOM IIOJIOCTH

- OTCYTCTBYET LUMTONEeHMSA=abCoJIOTHOE KOJIMUeCTBO
HelTpodmiioB =1, 0x10°/J1 U KOJIMUECTBO TPOMOOLMTOB

>100x10°/1 [oTcyTcTBUe G-CSF U mNoOmepXuBaplelo
[epeyMBaHmia KPOBM OOJDKHO OBTH JOKYMEHTUPOBAHO
1o MeHbIeM Mepe 3a 4 1OHA 10O pemeHusa 00
OTCYTCTBUM LUTOIIEHUHN ]

- OTCYTCTRBUE TUNnepPPepPPUTUHEMUV=CEHBOPO TOUHEIM
ypoBeHL <2000 MKI/JI

- OTCYTCTBME I[IPM3HAKOB KoaryJjionatmm, TO eCThb,
HOPpMaJIbHEHE YPOBHM D-OuMepa U/UJIM HOPMAJILHEE
ypoBHK (>150 Mr/mi) oubpuHOTeHa

- OTCYTCTBMe HeBpoJioTMUeckux u CMX axHoMmauu,
CBA3aHHEX C IJVIT

- OTCYTCTBME YCTOMUMBOTO YXYIMEeHMS IIoka3zaTeJen
sCD25 (o0 ueM CBMIETeJLCTBYIT II0 MeHblIlel Mepe
OBa [OCJIeOOBATEJIBHEIX WM3MEepeHMs, C [IoKa3aTeJiaMy,

>2—KpaTHO IIpeBHIIAMVIMIM MCXOIOHEE rnokaszsaTesn)
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YaCcTUMYHEI OTBeT CUMTAKRT UYAaCTUUHEM, eCJIN:

oTBEeT - IO MeHbIleM Mepe 3 M3 aHOMAaJIbHHEX, XapaKTepHBX
0asa IJIT KIMHUMUYEeCKMX U JIabopaTOopHHX IIoKasaTeJen
(BrJIIOUA I aHoMaJium IIHC) COOTBETCTBYIT
BHIIEyKA3aHHEM KPUTEPUAM OJId «IIOJIHOTO OTBeTa». B
cJiydae «peakKTUBUMPOBAHHEIX IIallMEHTOB», KOTOpPHE
OBJIM BKJIOUEHH B MCCJeOOBaHMEe C 3 aHOMaJlbHEIMMU,
XapakTepHeMM 1Jia I[JII' mokasaTedaMu, I[I0 MeHblen
Mepe 2 roxasaresda IOJIKHEL YIOOBJIETBOPATE

YKAa3SaHHEM KPpUTEPpMAM

- OTCYTCTBYyeT IIpoTrpecCHUpOBaHMe OPYTUX
IaToJIOTMYeCKMX IIPM3HaKOB I (Takmx Kak,
HalpuMmep, XKeJTYIIHOCTE, pas3Mep IIedueHMr, OTeK,

KJIMHMUEeCKMe u3MeHeHMa B IJHC)

Ocnabynenne -  yMeHbIIeHHue (>50% wm3MeHeHMe OT MCXOIOHOTIO

ar 3HaYeHU) 1o MeHbIIEN Mepe 3 aHOMAaJIbLHHX,
XapakTepHEX g I[JII' KIMHUUYeCKUX U J1abopaTOoOpHEX
IokaszaTejylell (BrJoOUasg aHoMaJmm I1HC). B ciydae
«KPpeaKTUBUPOBAHHBIX IalueHTOBR», KOTOPHE OBLIIN
BKJIIOUEHE B uccJyienoBaHue c 2 aHOMaJIb HEMM ,
xXapakTepHeMy ojiga IJII' roka3zaTesidMy, W3MeHeHMe OT
VCXOOHOTO 3HaueHMsH, IOpeBumakmee 50%, naa oboux
moxkasaTeJiey II03BOJISeT KOHCTATUMPOBATHL ocjadjieHue

TUIT".

OrpaHmMueHHoe ocinabliienme/OTcyTcTBMe ociabienHusi/OTCyTCTBEUES

oTBeTa

- MeHee ueM 50% mM3MeHeHMe OT MCXOIOHOTO 3HaueHMsa 3 uIM 0OoJiee
M3 BHIIeYKAa3aHHHX aHOMAaJILHEIX, XapPaKTepHHX IJsa IJII' KIMHUUYECKUX
u  JabopaTOpPHEX moxkasaTeJien [B cJyuyae «KpPeaKTUBUPOBAHHHX
IaluMeHTOB», KOTOpPHEe OBUIM BKJIOUEHH B  MCCJIeOoBaHuMe C 2
aHOMAJILHEIMM, XapaKTepHemMr s [JII' moka3aTessMy, WM3MeHeHMe OT
MCXOOHOTO 2BHaueHMa MeHee, ueM Ha 50%, mig oboux IHokaszaTeJieM
fymeT IOOCTaTOUHHEM IJIS KOHCTaATaluM OTPaHMUEeHHOTO ocJablieHusa
3aboJjileRaHMAg ]

u
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- OTCYTCTBME SABHOTO OCIablieHUA OIPYITHUX IIaTOJIOTUMUECKHNX acCIlleKTOB

3aboJyiIeBaHMUA

PeaxkxTHuBals

- yXyOleHUMe IOByX WM 0oJiee KIMHUUYECKMX U JIabopaTOpPHEX
noxkasaTeJey IJII' co clenyiRIUMM CHeUMOUKALMIMA :

1. KOJIMUECTBEHHEE JlabopaToOpHHE IOoKas3aTeJU*  HOOJDKHEL CTaThb
aHoOMaJILHEIMM WM yXyIOmaTbcsa ©oJjiee, dYeM Ha 30%, OTHOCUTEJILHO
OpenHOylero M3MepeHud IIpM OBYX I[IOCJIelOBaTeJIbHBEIX OLleHKax,
BHIIIOJIHAEMEIX C MHTEPBaJIOM MUHMMyM 1 OeHb M MaKCUMyM 1 HeIeJlo
2. yXyHOIeHMVe KJIMHUUECKUX IoKaszaTeJleVl HOOJIKHO OBTb IOOTBEPXIEHO
COOTBETCTBRYKIVMYM  HaOJOOEHVAMY  YXYIOUIEHVA B TeUueHNe Tpex
IIOCJIENOBATEJILHEIX OHEMU

- pas3BMTHME HOBEX, WIM IIOBTOPHOEe BO3BpameHue, [IHC CHUMITOMOB
CUMTAalnT MOHOKPUTEPHUEM IJIA peaKTUMBallUU.

*  Cuepyrame JiabopaTOpHEIE IIokKazaTeJld oCcobo  YUMTEBAKT IIPU
onpeneJyieHu peakKTHUBAILIUMI:

- TPOMOOLUTEI

- HEeUTpoQuIE

- QubpHHOTEeH

- QeppuTHH

- pacTBopmuMEINI CD25 (sCD25; TO ecTh, pacTBOPUMEBI pelrentop IL-

2).

OIIeHKY QYVHKIIMU NK, VPDOBHEN PSPUTPOILIUMTOB,/TeMOIJIOOHHA u
TOUTJIUIIEPUIOB HeJIE3SA paccMaTpuBaTh pu onpeneJyieHUU
peaxTuBalliNn.

[lokaszaTenn fez0macHOCTH, KOTOPHEE cJIenyer cobupaTh u
OLIEHMBATEL, BKJOUAKT UYacCTOTY BO3HUKHOBEHMS, TIKECTb, IIPUUYMHHYIO
00YCJIOBJIEHHOCTEL M MCXOI HexeJaTeJIbHHX gBJieHuM (Hf) (cepbe3HHX U
HECEPBE3HEX), C OCOOBM BHMMAaHMEM, YIOeJIeMbBM MHQEeKLIMAM; W3MeHeHN e

JabopaToOpPHEIX IoKaszaTeJlel, TaKMx KaK IIOJJHOe KOJIMUeCTBO KJIeTOK
kpoBU (CBC), 0CODEHHO KpPacCHHX KJeTOK (TeMOTJIODMH), HeWTpodWJIOB U
TPOMOOLUTOB, aHaJIN3H neyeHu, aHaJIM3H byHKUMM IoUeK u
CBEpPTHRBAEMOCTD KPOBU; KOJIMUECTBO  IallMeHTOB, BHIBEIEHHHX U3
MCCJIeHOBaHUA IO CcoofOpaXeHMsAM 0Oe30IacHOCTM; a Takxe IOpyIue

noxkasaTesu, Takme KakK YVPOBEHbB (B caydae "X HaJIM4MsI)
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UMPKYJIUPYOIMUX QHTUTEJI IPOTUB NI-0501 o4 oIpeneJyieHn d
MMMyHOT eHHOCTH (ADA) .

OCHOBHOM KpuUTepuit sdbdekTMBHOCTM  (0O0myl CTeleHbL OTBeTa)
OLEHUBAKT C MCIOJBE30BaHMEM TOUHOI'O OIHOCTOPOHHEI'O OUMHOMMAJIBHOITO
KpUTepmAa C YPOBHEM 3HaAUMMOCTHU 0,025. Bpewmsa oo oTBETA,
YCTOMUMEBOCTE OTBeTa ¥ BpeMsa BEXXMBAHMA OLEHMBAKT Ha OCHOBaHUU
KpuBExX KamjaHa-MelMepa C pacCCUMTaHHBMM MeOMaHaMM, I[I0 BO3MOXHOCTH.
95% moBepUTeJIbHEHE MHTepBaJlbl PaCCUMTHBAKT OJIA MeOMaHB OJIS KaXOoIT'o
N3 DTUX KpuUTepueB. [ONOJHUTEJIbHEE KPUTEPUHN, OCHOBAHHEIE Ha
OMHaAPHEIX MCXOOax, BKJOUAA KOJUUECTBO I[IalMeHTOB, IJA KOTOPHX HO3a
TJIDKOKOPTUKOMOOB OBJIa CHWXeHa Ha 50% wiam ©Oojiee, U KOJIUUECTEBO
IalUyeHTORB, KOTOPHEe CMOIJIM IepenTu k TI'CK, OymnyT OpeobOpas3OBaHH B
Ooponopunu M OyOyT pacCuMTaHE COOTBEeTCTBylmMe 95% DoOBepUTeJIbHEE
MHTepBaJitl. CTaTUCTHUUeCKas 3BHaAUMMOCTL B TepMMHaX p-3HaueHuM OymeT
omnpenejyieHa TOJBKO IJIA OCHOBHOI'O KpuUTepua 300eKTMBHOCTM. Bce
opyrue KpUTEepUr  pacCMaTpUBaKT Kak I[IOoLOOepXuBamlue OCHOBHOM
KpUTepun 30PeKTUBHOCTHU u, BCJIEOCTBUE 3TOTO, He 3a4aBJIeHa
bopMasibHad MepapxXud KpUTepHUeB.

Beemenre NI-0501 maumeHTaM IIPUBOAMUT K OHCTPOM HOpMaJIM3alluu
JVXOPamouyHOTO COCTOSHMSA B TeUeHMe HeCKOJBbKMX YaCoB IIOCJe IIepBOM
nHpysumu NI-0501. Ha o¢urypax 13A m 13B nokaszaH 20pekT MHOY3UM NI-

0501 Ha TeMIepaTypy TeJa Yy IOBYX I[HallMEHTOB, MMEKIMX TeMIepaTypy

Tejla >37,5°C B MOMeHT Hauajla JeueHud NI-0501. Ha odurype 14
OpuBeleHE Ccepusa TI'padukoB U Tabjaula, IOeMOHCTpupylmye 30bekT
BBeleHusa NI-0501 Ha KOJIMUECTBO HeUTpOOMIJIOB Yy IIallMeHToB. Ha
durype 15 NpuBeOeHH cepusa I'padukor M Tabiula, IeMOHCTPUPYKRINE
>0bexkT BBeneHmsa NI-0501 Ha KOJIMUECTBO TPOMOOIMTOB Y IMallMeHTOB.
Ha o¢urype 16 npuBelleHHl Ccepusd I'padUKOB M TabiMnla, IeMOHCTpUpYyRIMe
>0bexkT BBemeHusa NI-0501 Ha CHBOPOTOUHHE VYPOBHM OQeppUTHMHa Y
nauveHToB. Ha ourype 17 npuBeleHH cepus I'padukos u  Tabjaula,
OEeMOHCTpUpPYRIIe sdbexrT BBenmeHus NI-0501 Ha CHUXEeHUE OO3H
TJIOKOKOPTUKOUIOE Y IaluuMeHTOB. Ha ourype 18 npuBelleH I'padux,
IoKasbBalmMli, UYTO BBeleHMe NI-0510 nommepxmuBaeT HeWTpaJlM3alluio
IFNy 1no BpeMeHM IpoBeneHusa TI'CK. UsMmMeHeHMe nokasz3aTejeu IJVII' B

oTBeT Ha BBemeHme NI-0501 Takxe coxXpaHgeTCHd IO TPAaHCIJIaHTAalWM.
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[TauMeHTH Takxe OBUJIM OIIEHEHHE Ha JIOHE IPpM3HaAKM BOBJIeueHHOCTHU I[IHC
ocJe BBeIeHUS NI-0501. CBOIOHEHE MCXOOHHE rokaszarTejii
BOBJIeueHHOCTM IIHC M CoOCTOSHMEe Ha MOMEeHT OKOHYUaHMSA MCCJIeOOoBaHMA

(EOT) npuBemeHs HWXe B Tabiuie 11.

Tabmauiza 11. OTBeT Ha BBeIeHMe NI-0501 - BoOBJIeUeHHOCTHL IJHC
Hauamno ucciaemgoBaHust (SDO) EOT
HaumeHT HpMTynneHme UYBCTBUTEJIBHOCTV; TI'eMNUIIapes YCTpaHeHO
w6 [IOJIHOCTHIO
HapymeHme TEMIIOB pPas3sBUTUA BOCCTAHOBJIEHO

[ToBHIEHHOE comepXxaHue Genka u HeOoIllTeprHa B

YcTpaHeHo
CMX; IlmeoumTos
AHoMmaJibHad akTuBaumsa Ha MPT CKOPPEeKTUPOBaAHO
MaumeHT | [loBEHmIEHHOE conepxXaHmMe Oeska B CMXK;
YcTpaHeHo
e 3 [IneounuTos
Naument | lloTepsa cnocoBHOCTM K XoIObbe BoccTaHOBJIEHO
W 15 [loBHIIEHHOE COIepXaHMe Besika M HeolTepMuHa B
YcTpaHeHoO
CMX; IlnmeoumTos
Naument | [IneoumTos; IlloBHIIEHHOE coIepXaHMe OeJjka B
CKOPPEeKTUPOBAaHO
e 18% CMX
AKcHuaJibHas TMIOTOHMSA CKOPPEeKTHUPOBAaHO

laumeHT | [loBHIIEHHOE coIepXaHue OGejika M HeoNTepMHa B
HayasbHas KOPPEeKLUMSA
e 209 CMX; ImeoumTos

Hapes 6-T0 HepRa; KJIOHYC T'OJIEHOCTOIla HauasibHaga KOppeKLUnAa

MaumeHT | [IoBEHIIEHHOE conepXaHue OGeska B CMX;
He nopnmaeTcda oleHKe
N 4~ [ImeoumnTos

AHoMaJlbHEIe MHOMIBbTpaTH oOpu MPT He nommaeTcd olleHKe

[IpuMeyaHre: DALUMeHTH oJiyualdr M/T Tepaluio, 3a MCKIoUeHUeM
naumeHTa N 4, B clydyae KOTOPOTO PeTryJSapHYID MeaukaMeHTO3HYI JIII He
NIPOBOOUIIN

*JleueHre NOPOOOJIKAETCHA

*JledeHMe HadaToO MHOCJe 2 HemeJb

» KoHTpoJsic B MOMeHT EOT He OpoBOIMIIU

N3 oecaTu IauMeHTOB, epeHeCcnx TPAaHCIJIaHTallnio
TeMOIIOBTUUYECKMX CTBOJIOBEHX KJeTok (TI'CK), y Bcex TpaHCIUJIaHTaluusa
npouia YCIIENHO ; 1 DalumveHTy noTpedboBaliach OOTIOJIHUTEeJIbHAa g
nepecanka CD34 CTBOJIOBHX KJIETOK BCJIEICTBME CMEINAHHOTO XMMepM3Ma
B D+145 nocyie TI'CK. BTOpMUHOE OTTOPXeHMe TpPaHCIJIaHTaTa IIPOM3O0LIIO
y 1 naumeHTa, C IDocjelyomel peakTuBauuen IJII'. STOT HaLUMeHT yMep

B D+68 rocse TI'CK BCJIEOCTBUE oCcTpoM pecnmMpaTopHOM
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HeJOCTaTOUHOCTM U OaKTepralbHHX MWHOeKIuM. Ipyro¥M IaluMeHT YMep B
D+47 nmnocyge TI'CK (ceONTHUeCKMM MmOK B KOHTEKCTe TaSKeJoM (QOpME
GvHD) . YMepeHHada peakiuda GvHD mmesla MecTo y IPYI'MX 3 TIallMEHTOBR WU
OmJla yCTpaHeHa/ycTpaHgeTCcd.

HenTpanusywmye CHBOPOTOUHHE KOHIeHTpauuu NI-0501 BO BpeMsa
TI'CK OBLIIN ODOHapPyXEeHEL N 8 nus3 10 rnaumMeHTOoB, TIOJIYyYaklMx
TPaHCIJIaHTATE, O UYeM CBUIeTeJIbCTBOBaJM YypoBHUM CXCLY (XeMOKMHaE,
MHIYUUPYEMOTO MCKIIIOUMTeNbHO IFENY) Hmke Opellejla  KOJUUECTBEHHOM
OLIeHKU . TakuMm oBOpasoM, 3TV IOaHHBHEe IIOKa3HBawT, yro NI-0501
nosBoJgeT uzberaTb KPATKOCPOUHOM MM OOJITOCPOYHOM TOKCHMYUHOCTH,
HaOJogaeMoOy IIPM MCIOJIBE30BaHUM CXeM JeueHMsS Ha OCHOBe STOolIo3uiaa.
39TO oO3HauaeT yMeHbIeHMe PMCKa OCJOXHEeHWUM, CBSA3aHHEX C aJuio-TI'CK.

OaxHEE pPesyJbTaTE  OeMOHCTPUPYIT, UTo JleueHme NI-0501
NPUBOOMT K  ocjabjieHuo U/WIM  MOXeT IPUBOIUTE K  YCTPaHEeHMIO
COOTBETCTBYIMUX KJIMHUUECKUX U JIa®OpaTOPHHX aHOMaJMM, XapaKTepHEBX
niasa IJII', BKJIOYas TI[IPU3HAKM U CHUMITOME HapymeHusa oyHkumun IHC.
OreeT Ha NI-0501 He 3BaBUCHUT OT HaJMuMsa ¥ BUIOa BH3HBAKIUX
saboJieBaHMe MyTaluui M/MiIM  OT HaJduuMsg U BUIa MHOEKLMOHHOTO
Tpurrepa. llpenapaT NI-0501 xopomo nepeHoCcuJiICA. Hukakmux HOpobieM C
0e30IIaCHOCTB He BOBHMKIIO OO HaCTOAle'O0 BpPEeMeHU (HanpuMep,
HMKAKOM MMeJIOTOKCUMUHOCTM, HUMKaKoM ofmeld wuMMyHOCyIIpeccuu) . He

OrIo OOHaApPYXKEeHO HMKAaKMX BHBHBAEMHX IIaTOoTeHaMM MHOeKLMrM, KOTOpPHE,
KaK M3BECTHO, CTUMYJUPYIOTCS IOpM HeUTpaluzauuu I1FNy. HelTpaauszauusa

IFNy ¢ nomombi NI-0501 MOXeT ABUTHCSH MHHOBALMOHHEIM M HallpaBJIEHHEM
[oOxXonoM K KoOHTpoJio ITJIT.

OpuMep 8. DBeBONacHOCTL, [IePeHOCUMMOCTEL, O(apMakOKMHETUKa U
sbbexTMBHOCTE KpPaTKOCPOUYHEIX BHY TPUBEHHEIX BBeIeHUN NI-0501,
MOHOKJIOHQJIBHOI'O aHTHUTEJIa HOPpOoTuB HuHTepbepoHa-ramMa (aHTH-IFNY), v
NallMeHTOB C CUCTEMHHM IOBEHMJIBHEM MIOUOIATUYECKMM apTpuToM (clOMA) ,
CONPOBOXOAIMMCSI CHMHOPOMOM aKTMBALMM MakpobaroB/BTopmuHsM L[JIT
(CaM/B-TJIT")

VccrenoraHue, OINMCAHHOE B HACTOMAIleM INOKYMeHTe, pas3paboTaHOo
oJIga OeMOHCTpaluuu 30deKTMBHOCTM UM OeszomacHocTu NI-0501 oJjig
JeueHrs CAM/B-IVI' vy naluMeHTOB C CIOMA ¥ pasgejleHO Ha OBe YacTH

(1) NIMJIOTHOE MCCJeIoBaHMe nJa oleHkrn OK npodomas NI-0501 wm
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CTpaTeIl'ri1 JO3SMPOBaAHNMA, a TakKXxe IJIA HpeHBapMTeﬂbHOﬁ OLLeHKM

COOTHOIIEHU A IoJib3a/prcK oJisa NI-0501 B OaHHOM’ NOIYJIALUN
[IalVeHTOB n (ii) OCHOBHOe  MCCJlemoBaHMe  IJIA  OeMOHCTpaluwu
20PeKTUBHOCTHA u fe30IacHOCTH NI-0501 (MccJyemgoBaHMe bymeT

IIPOOOJIKEHO IIOCJIe YTBEpXIeHUSI peXrMa LO3UPOBaHMA UM IIOOTBEPXICHNA
MIOJIOXVTEJLHOTO COOTHOMEeHVA TIoJb3a/puck mug NI-0501). Ha odurype
19 cxemMaTuUUeCKHu NOpelCTaBJIEH OM3alH ITaHHOTO MCCJIeOOBaHUA.

TyraBHEIMU LeJIaMn INJIOTHOTO MCCJenoBaHmuda ABJIAITCA: (1)
onpenejyieHMe COOTBETCTBYKIETO TepaleBTUUeCKOI'0 pexuma no3 NI-0501
njidg nauMeHToR, CTpalalomnx clOMIA ¢ CAM/B-TUIT'; (11) OlLleHKa

COOTHOWMEHUA TIIoJb3a/pPUck mjiad npuMmMeHeHusa NI-0501 vy [nauMeHTOB,

CTpanaKlnx CIOVA C CAM/B-TVUIT"; " (1i1) onpenejieHue
bapMaKOKMHETUUECKOTO (®K) npodnisa NI-0501 N IalueHTORB,
cCTpamanlmx clOVA C CAM/B-TVUIT". I'nmaBHEIMMI neJjaMm OCHOBHOTO
uccyenoBaHua ABJARTCA: (1) onpenejenue sbodexkTrBHOCTM NI-0501 vy
naurMeHToB, CcTpalalmux CclOMA ¢ CAM/B-IVIT; (ii) oueHka npoduius

6e30MacHOCTM U IIePEeHOCHMOCTY KpPaTKOCPOUHHBIX BHYTPMBEHHEX (B/B)
BBemeHuir NI-0501 y maumMeHTOB, cTpamalmmx clOVMA ¢ CAM/B-IVII'; (iii)
IIOOTBEPXIeHUE [IOJIOXUTEJIEHOTO COOTHOIIeHU I IoJIb3a/pPUCK OJId
npuMeHeHus NI-0501 y mHnaumMeHTOB, CTpamalmux clOMA ¢ CAM/B-IVII;
(iv) IpoBeleHMe IIPOOHOM OLEeHKM XeMOkMHOB CXCL9 u CXCL10 B
KauecTBe IMATHOCTUUECKUX OuoMapkepoB CAM/B-IVII' ¥ B KauecTBe
IpPeIUKTOPOB oTBETA Ha JleueHue NI-0501; u (v) OLleHKA
UMMyHOTeHHoCTM NI-0501 y maluMeHTOB, cTpamabomux cOMA ¢ CAM/B-IVIT.
lMonynauuda, Bollemmas B 2 MCCJeOoBaHMe, BRJKUYAET [IalMEeHTOE,
CTpamalmx ClOVA C CAM/B-TVIT, KOTOPEE IIPOOEMOHCTPUPOBAJIN
HealeKBATHHM OTBEeT Ha JieUeHMe TJIOKOKOPTUKOMIAMM B BHCOKUX HOO3ax.
KpuTepunr BKIKOUEHMS B MCCJIelOBaHMe HABJALTCA cCJelylomuMu: (1) IIOJ:
MYXUMHEL M XeHmMHE; (ii1) BospacT: <16 JeT Ha MOMEHT IIOCTAHOBKWU
nvarHosa clOMA; (iii) mmardos axkTuBHOTO CAM/B-IVII' MOOOTBEPXIEH
JedamyM BpadoOM-PeBMaTOJIOTOM, C HaJMuMeM II0 MeHbIle Mepe 2 U3
clenyrommx JiabOopaTOpHEX U KIMHUUECKUX KpUTepueb: (a) JabopaTopHee
KPUTEPMM: KOJUUECTBO TPOMOOLUUTOB <262x10°/J, KOJMUECTBO OeJIHX

KJIeTOK KpoBu (WBC) <4,0x10°/5, ypoBHM AST >59 En/s u/uav YPOBHU

bmbpuuorena <2,5 rv/x; (b) KIMHMUECKME KPUTEepUMU: TeraToMeTalnsd,
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IpU3HAKKM KPOBOTEUeHMIM U/MiaM IUchOyHKumg  LHC; (iv) malumMeHT,
OEeMOHCTPUPYOIMIM HeaOeKBATHEM OTBEeT Ha JiedeHMe BHCOKMMM B/B
oo3aMr TJIOKOKOPTUKOMIOB B TeueHMe I[I0 MeHblleM Mepe 3 IOHeHu
(BrJIOUAd, HO 0e3 OTpaHMUEeHMS, MMIYJILCHOe BBeleHuMe 30 Mr/xr mPDN
B TeueHMe 3 TIOCJIeOOBATEJILHEIX OHEM), B COOTBETCTBUM C MECTHHM
CTaHIapTOM MeOUIIMHCKOM [IOMOIIX ; (v) BEICOKASA B/B nosa
TJIDKOKOPTUKOUIOB He OOJDKHA OHITH HWXE yem 2 MT/KT/CYTKU
sKBMBaJIeHTa mPDN B 2 pa3OeJIbHEX CYTOUHEX HO3ax, BIJIOTH mHo 60
MT/CYyTKM. B ciyuae OLHCTPOTO YXYIOIEHMS COCTOSHUSA 3IOPOBLA W/UIMU
JaBopaTopHEX IIoKasaTeJey MaluuMeHTa OH MOXeT OHTb BKJIOUEH B
MCCJIeIOBaHMe B TeueHMe MeHee 3 QOHeM OT Hadajla BBeIOeHMS BHCOKOU
B/B OO3H IUVIOKOKOPTUKOMIOB; (Vi) corjlacMe mnauueHTa (MM CcoTJlacue
ero 3aKOHHOTO opencraBuUTesid (en) ) ; n (vii) IpUHATHE Mep
KOHTpAalenuu, ecJM HalMeHT OOCTUI IIOJIOBOM 3peJIoCTH.

Kpurepumn VCKJIIOUEeHN A ABJIATCSA CJIe OYIOVIMUA (1) OMaTHO?3
[Ionos3peBaeMoro MWJIM I[IOOTBEepXIeHHOTOo  IHepBuuHoro  IVII' wmam  IUIT
BCJIEOCTBHUE HeOoIlJIaCTUUeCKOT'O 3ab0JIeBaHUAg; (i) NaluueHTH,
IoJIyyaBlle JIeUueHUe: aHaKVHPOM, TOUMIIN3yMadoM, KaHaKMHyMaboM,
MHTUOMTOpaMmu TNF, pPUTYKCUMaOOM WM JIOOBEM »OPpYITUM OMOJIOTUUYECKUM
JIeKapCTBEeHHEM CPEeIOCTBOM B IpenejlaxXx b5-KpaTHOT'O OIpeneJJeHHOTO IJIg
HeTro TIepuola IOJYXM3HU; (iidi) aKTMBHEIE MHQEeKLIUN, BEI3BaHHHE
MUKOOAKTEPHSMM (TUIIMUHEIE UM HeTUIMUHBEe), Histoplasma capsulatum,
Shigella, Salmonella, Campylobacter m Leishmania; (iv) Ipu3HakKu
JATeHTHOTO TyDepkyJesa; (v) IIOJIOXM T eJIbHEEe pPesyJIbTaTH
CepoOJIOTUUECKOTO aHaJv3a Ha aHTuTeJa kK BUY; (vi) HaJnuue
3JIOKaUYeCTBEHHHX HOBoOOpas3oBaHMM,; (vii) HauMeHTH, HUMellMe IpyTroe
conmyTCcTByKIee 3abojieBaHME WM  TIOPOK, Cepbe3HO BJMAKIME Ha
OYHKUMM CepledHO-COCYIOMCTOM CUCTeMbl, JeTkux, L[HC, [eueHU WK
[IOUEK, KOTOPHE I[I0 MHEHMI MCCIeloBaTeJId MOTYT Cepbe3HO I[IOBJIUATH
Ha BepPOATHOCTL OTBeTa Ha JieueHMe U/MIM OlleHKy ©OesomacHocTu NI-
0501; (viii) wmcTOpMA THUNEPUYBCTBUTEJIBHOCTU MM aJIJIEpTUM Ha Jooon
KOMIIOHEHT, VICIIOJIb 3Y €MEI npu IPpOBEeIeHM  MCCJelOBaHUM; (ix)
OTMeTKa o BakuMHaluu BCG BakKIMHOM B TeueHMe IIpedmecTBymMx 12
HeneJylb OO CKPMHMHTa; (X) OTMeTKa O BakKUMHALMM IPYTUMU XUBBIMU WIIU
ocyabJIeHHEMM XWMBHMM BaKIMHaAMM B TeUeHMe I[IPeINeCTBYKRIMX 6 Helelb

OO CKPUMHNMHI'a, I/I/I/IJ'H/I (Xl) GepeMeHHHe VJIMM KopMAlye TI'PYIOBI ITalMeHTE
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XKEHCKOT'O IIoJia.

PexyuM HOBMpPOBAHMA, dYacToTa BBeOEHMA UM IIPOAOJIXUTEJIEHOCTE
JleueHns: B pmaHHHX ucciaenoBaHmax NI-0501 wmcnoas3yoT B IIpenapare,
ONMCaHHOM B IpuMepe 7. B uwactu 1 wmccinenoeaHusa NI-0501 BBomaAT B
HavaJIbHOM mo3e 6 MI'/KTD uHOY3Mer B TeueHMe OIOHOTO UYaca B IeHb
SDO. BBemenme NI-0501 mnpomoirkailoT B Ho3e 3 MI'/KD Kaxawe 3 IHS B
TeueHre 4 HeneJsib (TO ecThb, OO nHa SD27). Cpoxum BBeleHusa NI-0501
MOTYT OHTBH COKpalleHH IIOCJIe LOOCTVXKEHMA IIOJIHOTO  KJIIMHUUECKOTIO
oTBeTa (TO ecTb, pemuccuu CAM) . Ilocjse 4 Henesis BBeleHre NI-0501
MOXeT OBTE IIPONOJIKEHO B TeueHMe OONOJIHUTEJIBHOTO CpoKa BIJIOTH IO
4 Hepmenbr (To ecThb, OO0 @»OHA SD56) B KauecTBe MNOAOIEpPXMBAalIMeEN
Tepaluu, IO Mepe HeOOXOOMMOCTM, OO OOCTWXeHUA pemmccum CAM, cC
BOBMOXHOCTBIO CHWXEHMS MHO3H OO 1 MID/KD U YBeJMUEHUS MHTepBaja
MexIny MHQY3MAMM 0O eXeHeOeJIbHOTO BBemeHudA. Ecam OK npoduib

IIOKa3eBaeT HellpeIBUIeHHOE TMDD (uTo aBJIgeTcd CUIT'HaJIOM

YpesBHUAMHO CMJBLHOTO IpoIyuuporaHusa IFNy), mosy NI-0501 MOXHO
yBeIuurBaTh o 10 MI'/KID', PYKOBOICTBYSCH MHEHMEM Jledyamero Bpauva U
OK rnokaszaTesiAMM. ITO YBeJMUEeHMe OO3H MOXeT OHBTL O0m0oOpeHO TOJBKO
Iocjie THmaTeJILHOM  OLleHKM COOTHOINeHMd IIoJib3a/pucK OJS SBTOTO
KOHKPEeTHOTO MNallMeHTa.

B wacTu 2, T1[ocje IOOTBEPXISHMSI, UTO I[IPEeNJIOKEHHHN pPexXmuM
OO3UPOBAHMSA ABJAETCH IMNOOXOOANMM, WM OEMOHCTPAUMM IIOJIOXUTEJIEHOTO
COOTHOMEeHUS MoJb3a/pucK g OpuMeHeHrs NI-0501 wmcciemoBaHMe
OymeT OpomnoJikeHO. MoryT OBTBE MCIOJIE30BaHE HeOOoJblMe MOOUMOUKALIUN
pexuMma OO3UPOBAHMUSA, B ciaydae HeoBXOoOMMOCTH, VMCXOOHa n3
pPesvyJILTaTOB, IOJIYyYeHHEX B YacTu 1.

doHOBAA Tepalmud K CcolyTcTByrime HnpernapaTel: NI-0501 BpOmAT
Ha (oHe MeTMINpenHM30JIoHa (mPDN) Mo MeHBIIEeM Mepe B Ho3e 2 MI'/KT,
SKBUBAJIEHTHOM mos3e nmo 60 Mr/cyTku (y DaLUMeHTOB C Maccou Teja 30
KT uam ©oJjiee), KoOToOpas MOXeT OHTBb IIOCTEIEHHO CHWXEHa B IIpOIllecce
JIeUueHUsS B 3aBUCHMMOCTM OT COCTOSHMA IMallMeHTa. I[lallMeHTH II0JIy4aklT
nIpodMiIakKTUUECKOEe JIeUeHMe OT MHpekUum Herpes zoster, HauMHaA
NIpenlouTUTeJIbHO 3a MHOeHbp p»no (m B JoboM CcJydae, IO HadaJa)
BBemenusa NI-0501 m mo Tex Imop, I[OKa B CHBOPOTKe OOJbIle He OyOeT

OBHapyXeH NI-0501. BrenmeHue LIMKJIOCIIOPUHA A (CsA) MOXHO



122

OpONOJIXaTh, €eCJIM OHO HauaTo IIO0 MeHbIleM Mepe 3a 3 IOHAS OO HauaJla
BBeIeHUsAd NI-0501. HonyckaeTcd KOPPEKTUPOBKA mosul CsA g
nonmepXaHu s TepalleBTUYECKMX YPOBHEN. BeeneHue CsA MOXHO
npekpamaTs B Jwoboe BpeMsa B TIIPOILECCe MCCIEeNOBaHMA IO pPeleHUD
uccienopaTelssa. BeemeHue CsA HeJlb3s8 HauMHaATBL de novo IIOCJe HaudaJla
BBeIeHUsA NI-0501. Eciu HaumMeHT rnojiyyaer MHTpaTeKaJbHO
MeTOTpeKcaT U INIOKOKOPTUKOMIOE B MOMEHT Hauajla BBeleHmsa NI-0501,
DTO JIEUEHME MOXHO IIPOIOOJIKaTh II0 Mepe HeOoOXOOMMOCTM. BaKUMHaLUMU
XMBOV MJIM ocJadJieHHOM (BrJouadgd BCG) BakKIMHOM cllenyeT u3deraTb B
TeueHMe BCeTO MUCCJIemoBaHUA M, B JIOOOM Cllydyae, OO TeXxX IIop, IIoKa B
CEHIBOPOTKE DoJbIiIe He oyoetT ODHapyXeH NI-0501. JleueHme
aHaJlbTeTUUYECKMMM  IIpellapaTaMy, repejiMBaHue  IIpelapaToB KpPOBU,
MHOY 31K BIIEKTPOJIUTOB u TJIIOKO3HL, npueMm AHTUOMOTUKOB,
IPOTUBOTPUOKOBEIX u IIPOTUBOBUPY CHEIX npernapaTos, a TaKxe
OBlleYKPEeIlJIAKIINX IIpelapaToB, OOIIYyCTMME.

Pasmep BrIGOpKM: B dYacTtu 1 wmccjaemoBaHMa OyOoyT I[IPMHMMATE
ydacTue IO MeHblel Mepe 5 nomjexamyx OlleHKe IMallMeHTOB. B uacTu 2
IPOIOJIKAKMETOCS MCCIeOoBaHusa OyIyT OIPpMHMMATE ydacTue II10 MeHbIeu
Mepe 10 nomjexammMx OlLeHKe IallMeHTOB OJISd IJOCTWXeHus ofmero
KoJIMYecTBa 15 mnomjexammMx OlLlIeHKe IalMeHTOB. PasMep BHOOpkM 15
nmaluMeHTOR  QopMaJIbHO He YTBEpXIeH, YUMTHBAS pPeldKkuM XxXapakTep
3aboJjieBaHMUA u OTCYTCTBUE Kakoro-Jmbo YTBEPXIEHHOTO MeToIoa
JeueHrs. TeM He MeHee, MUCXOOS U3 IIPEeNlNOJIOKeHMSI, UTO IO MeHbIen
Mepe 50% MauMeHTOBR HeadeKBaTHO OTBeUYalT Ha CUCTEMHOE BBeIeHUue
OOHMX  TOJIBKO TJIDKOKOPTUKOUIOB, TO ecTh y 50% 1@maumMeHTOR,
IoJIydvarmmMx TJIOKOKOPTUMKOUOE, HacTylaeT pemMuccusas CAM K Heneje 8
jocJle HauvaJa JedeHusd, IODaHHOe McCccJlemoBaHMe OyneT MMeThb 70%
MOIHOCTEL HOJIA OOHapyXeHUd YyJyudlleHMsa cocTodHusa oT 50% mo 77% cC
VICIIOJIE30BaHMEM OIOHOCTOPOHHETO YPOBHS 3HAUMMOCTM 5%.

IIponoJxuTesIbHOCTE MCCJIENOBAHUSA M OIpelejylIeHue OKOHYAaHMUA
uccjgenoBaHusa: IIpoOOOJDKMTEJIBHOCTE MCCJenoBaHuMsa OyIOeT COoCTaBJIATh 8
HeneJib IJId KaXIoT'o IalMeHTa (IJIC IIepuoll CKPMHMHI'a CPpOKOM IO 1
HeneJun) . OKOHUYaHMEM VCCJeIOBaHNAa CUMTAaRT IEeHb MIOCJIEOHETO
[IOCENEHNS TIOCJeIHeTo IallMeHTa. BceM allMeHTaM, I[IOJYUMBIIMM IIO
MeHbIlel Mepe OoOoHY no3y NI-0501, ©OymeT OpeljioXeHO YyduacTue B

nccigenoepadum NI-0501-05 Ha HOPOTSXeHUM HOOJITOCPOYHOI'O IIlepuola
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[IOCJIeOyRIEeTO HaOJOIEHNA .

Kpurepun »QPexKTHMBHOCTHM B MHCcJaemoBaHmu: B uvactu 1 (IMJIOTHOM)
VCCIIeIOBaHUA IIPOBOOMUTCSA OlLleHKa CJIe OYIMNX mokasaTeJen nJis
IIOOTBEPXIEHUS pexXuMa IO3UPOBaHMA B IOaHHOW MONYJAUMM [HalMeHTOB:
(i) cooTHoOmeHMa TnoJb3a/puck njag NI-0501; (ii) OK mnpoduns NI-
0501; (iid) YPOBHEN XEeMOKVHOB, KOTOPEHEE, Kak M3BECTHO,
VHIOIYLUUPYIOTCA IFNy (HanpuMep, CXCL9, CXCL10, CXCL11); (iv)
VM3MeHeHUsa  XapaKTepHHX I[Ipu3HakoB  CAM: LUUTOIIeHUN, OVCOYHKUUN
[IeUeH M KoaTlyJolaTum uepes 2, 4, 6 m 8 HeneJb IIOCJe Hauvaja
BBeleHua NI-0501 m (v) HDO3 M HNPOHNOJIXKUTEJILHOCTU BBenmeHmsa NI-0501.
B uyactm 2 (oCcHOBHOM) uccyjenopaHud  KpuTepur — 50OeKTUBHOCTHU
operapaTa B MCCJIeOOBaHMM  ABJIAITCA CJEeOYIVMIA : (a): OCHOBHOM
KpuTepuit 20QPeKTUBHOCTHM: KOJMUECTBO IIalMEHTOB, OOCTUTIMUX PEeMUCCUU
CAM x HeneJie 8 IocJe Hadajla BBeneHusa NI-0501; u (b) BTOpHMUHEE
KpuTepun  250OeKTUBHOCTU : BpeMdA OO pemmccum  CAM; BpeMsad IO
[lepBOHAYAJILHOTO OTBeTa I[IO OlleHKe MUCcJenoBaTesid; KOJIMYEeCTBO
NauMeHTORB, IJIS KOTOPHX B JI0OOW MOMEHT Ha MIPOTSXKEeHUM MCCIIeOoBaHUA
no3a IJIOKOKOPTUKOMIOB MOTJla OHTL IIOCTEIeHHO CHMWXeHa IO TOM Xe
(MJIM MeHblIeM) IO3H, KOTOPYI UM BBOOMIM IO BO3HMKHOBeHUsS CAM;
BpeMsa oo BO3MOXHOCTHU CHWXEHU S IOO3E TJIOKOKOPTUKOUIOB ;
BEIKMBAEMOCTL B  KOHIle MCCJIeIOBaHMA ¥  KOJMUECTBO IallMeHTOB,
BHIBEIIEHHEIX M3 MCCJEeOOBaHMA BCJEOCTBME OTCYTCTBUA 20PeKTMBHOCTHU.
B uvacTtu 2 (OCHOBHOM) MCCJIeOOBaHUS KPUTepuMr O0e30IMaCHOCTHU SBJISITCSH
CJIeIYIOMVMUA : (a) JacToTa BO3HUKHOBEHNS, TIXECTh, IPUUYMHHA I
0BYCJIOBJIEHHOCTE M Mcxon HA (cepbe3HBEIX UM HeCepbe3HHX), C OCODOHM
BHMMaHMEM, yIeJlsseMbM VHQEKIIMAM ; M3MeHeHMe JJaBopaTOPHEX
moxkasaTeJel, B uyacTHocTH, CBC (B IepByl ouepelb TIeMOIJIOOUHA,
HeMTPpOOUIJIOB U TPOMOOIMTORB), Pe3VJLTAaTOB TeCTOB Ha QYHKUMID IeUueHU’
(LFT) ¥ TnokKa3aTeJle CBEepPTHBAEeMOCTM KPOBU; KOJMUECTBO IIallMeHTOB,
BHIBEIIEHHEIX M3 MCCJIEOOBaHUA IO coobpaxeHMAM Oe30MIaCHOCTM; a TakKxe
YPOBHM (B cCJydae WUX HaJIUuusdg) LIUPKYJIVMPYRIUX aHTUTEeJ OpoTuB NI-
0501 s onpeneJileHMs MMMyHOT'eHHoOCTu (ADA) .

dapMaKOKMHETUKY UM QapMaKOoOMHaMMKy OLIeHMBAKT Ha OCHOBaHumM OK
npoduna NI-0501; vypoBHeM UIMPKyJIMpylmero cBobomHoTo IFNy mo

BBelleHUs IIpeliapaTa, a Takxe ofbmero IFNy (cBoOOOHOTO M CBA3aHHOIO
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c NI-0501 IFNy) mocJye Hauajla BBeleHus NI-0501; ypoBHelM XeMOKMHORE,
KOTOpPHE, Kaxk M3BEeCTHO, MHOIYIUPYITCA IFNy (HanpuMep, CXCL9,
CXCL10, CXCL11); koppeJdauuy MexIy YPOBHAMM XeMOkMHOB (CXCL9,
CXCL10) M ypoBHAMM cBoOomHoTo NI-0501, cBobomuoro  IFNy (mo
BBeIeHUA MpellapaTa) U obmero IFNYy; KoppeJldaluM YPOBHEeM XeMOKMHORBR U

obmero IFNy, a Taxkxe JaOOpaTOpHHEX [oKaszaTejiew TaxecTu CAM,
HanpuMep, YPOBHeM OQeppUTHHa, KOJMUUeCTBa TPOMOOLUTOB, Pe3yJbETaTOB
LFT (IIOMICKOBEIM aHaJmus) ; n YPOBHEN OPYTUX IO TEeHUMAJIbHEIX
troMapkepor 3abojieBaHmMsa (Hamnpmumep, sCD25, I1L-10, 1IL-6, 1IL-18,
TNFa, HeonTepuHa) .

Jpyrme BapMaHTH OCYIUECTBIISHUS

XOoTa B HaCTOAIleM HOOKYMeHTe IIPMBEOEeHO [IOOPpOOHOe OoIMcaHue
n300peTeHNnd, BHIIEYKAa3aHHOE onMcaHue npenHasHa4YeHO 0JI4
WLIIOCTPaluM, HO He IJiS OoT'paHudeHua obObeMa Mu300peTeHMd, KOTOPHM
onpenendeTcsa o0beMoOM IIpujlaTaeMo¥ GopMyJiel u300peTeHUsa. Hpyrue
ACIIeKTH, IpeMuMylleCTBa ¥ MOIMOMKALMM BXOILAT B OO0BEeM IpujlalaeMoM

bopMyJIEL M300pEeTEHN L.
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accatctcca

cgggaggaga

agcgacatcg

ccteceegtge

agcaggtggc

cactacacgc

ggctggagtg

tgaagggccg

acagcctgag

ggtacgtacc

cctccaccaa

gcacagcggc

ggaactcagg

gactctactc

acatctgcaa

aatcttgtga

cgtcagtcectt

aggtcacatg

acgtggacgg

gcacgtaccg

agtacaagtg

aagccaaagg

tgaccaagaa

ccgtggagtyg

tggactccga

agcaggggaa

agaagagcct

ggtctcagct

gttcaccatc

agccgaggac

acactggttc

gggcccatceg

cctgggcetgce

cgccctgacc

cctcagcagc

cogtgaatcac

caaaactcac

cctettececcc

cgtggtggtg

cgtggaggtyg

togtggtcagc

caaggtctcc

gcagccccga

ccaggtcagc

ggagagcaat

cggctcececttce

cgtcttctca

ctcecectgtcet

attagtggta

tccagagaca

acggccgtat

gacccctggg

gtcttcccececce

ctggtcaagg

agcggcgtgce

gtggtgaccg

aagcccagca

acatgcccac

CCaaaaccca

gacgtgagcc

cataatgcca

gtcctcaccg

aacCaaagccc

gaaccacagg

ctgacctgcc

gggcagccgg

ttcctctata

tgctccgtga

ccgggtaaat

gtggtggtag

attccaagaa

attactgtgc

gccagggaac

tggcaccctc

actacttccc

acaccttccc

tgcccectccag

acaccaaggt

cgtgcccage

aggacaccct

acgaagaccc

agacaaagcc

tcctgcacca

tccecagececcc

tgtacaccct

tggtcaaagg

agaacaacta

gcaagctcac

tgcatgaggc

ag

cacatactac

cacgctgtat

gaaagatggt

cctggtcacc

ctccaagagc

cgaaccggtg

ggctgtccta

cagcttgggc

ggacaagaga

acctgaactc

catgatctcc

tgaggtcaag

gcgggaggag

ggactggctg

catcgagaaa

gcccccecatcece

cttctatccc

caagaccacg

cgtggacaag

tctgcacaac



<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu

1

Ser

Ala

Ser

Lys

65

Leu

Ala

Trp

Pro

Thr

145

Thr

Pro

Thr

Asn

Val

Leu

Met

Ala

50

Gly

Gln

Lys

Gly

Ser

130

Ala

Val

Ala

Val

His
210

44
453

BEJIOK
VIcCKkyCCTBEHHAasa IOCJIeNOBATEJIbHOCTD

XVIMMYECKNM CHMHTE3UMPOBAHO

44

Gln

Arg

Ser

35

Ile

Arg

Met

Asp

Gln

115

vVal

Ala

ser

Val

Pro

195

Lys

Leu

Leu

20

Trp

Ser

Phe

Asn

Gly

100

Gly

Phe

Leu

Trp

Leu

180

Ser

Pro

Leu

Ser

vVal

Gly

Thr

ser

85

Ser

Thr

Pro

Gly

Asn

165

Gln

Ser

Ser

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Leu

Leu

Cys

150

ser

Ser

Ser

Asn

sSer

Ala

Gln

Gly

55

Ser

Arg

Gly

val

Ala

135

Leu

Gly

Ser

Leu

Thr
215

Gly

Ala

Ala

40

Gly

Arg

Ala

Trp

Thr

120

Pro

Val

Ala

Gly

Gly

200

Lys

Gly

Ser

25

Pro

Ser

Asp

Glu

Tyr

105

val

Ser

Lys

Leu

Leu

185

Thr

val

Gly

10

Gly

Gly

Thr

Asn

Asp

90

Val

Ser

Ser

Asp

Thr

170

Tyr

Gln

Asp

Leu

Phe

Lys

Tyr

Ser

75

Thr

Pro

Ser

Lys

Tyr

155

ser

Ser

Thr

Lys

Val

Thr

Gly

Tyr

60

Lys

Ala

His

Ala

Ser

140

Phe

Gly

Leu

Tyr

Arg
220

Gln

Phe

Leu

45

Ala

Asn

Val

Trp

Ser

125

Thr

Pro

Val

Ser

Ile

205

val

Pro

Ser

30

Glu

Asp

Thr

Tyr

Phe

110

Thr

Ser

Glu

His

Ser

190

Cys

Glu

Gly

15

Ser

Trp

Ser

Leu

Tyr

95

Asp

Lys

Gly

Pro

Thr

175

Val

Asn

Pro

Gly

Tyr

Val

Val

Tyr

80

Cys

Pro

Gly

Gly

Val

160

Phe

vVal

Val

Lys



Ser

225

Leu

Leu

Ser

Glu

Thr

305

Asn

Pro

Gln

Val

vVal

385

Pro

Thr

Val

Leu

Cys

Gly

Met

His

vVal

290

Tyr

Gly

Ile

Val

Ser

370

Glu

Pro

Val

Met

Ser
450

<210>
<211>

Asp

Gly

Ile

Glu

275

His

Arg

Lys

Glu

Tyr

355

Leu

Trp

val

Asp

His

435

Pro

45
654

Lys

Pro

ser

260

Asp

Asn

vVal

Glu

Lys

340

Thr

Thr

Glu

Leu

Lys

420

Glu

Gly

Thr

Ser

245

Arg

Pro

Ala

Val

Tyr

325

Thr

Leu

Cys

Ser

Asp

405

ser

Ala

Lys

His

230

Val

Thr

Glu

Lys

Ser

310

Lys

Ile

Pro

Leu

Asn

390

Ser

Arg

Leu

Thr

Phe

Pro

Val

Thr

295

vVal

Cys

ser

Pro

Val

375

Gly

Asp

Trp

His

Cys

Leu

Glu

Lys

280

Lys

Leu

Lys

Lys

Ser

360

Lys

Gln

Gly

Gln

Asn
440

Pro

Phe

Val

265

Phe

Pro

Thr

Val

Ala

345

Arg

Gly

Pro

Ser

Gln

425

His

Pro

Pro

250

Thr

Asn

Arg

vVal

Ser

330

Lys

Glu

Phe

Glu

Phe

410

Gly

Tyr

Cys

235

Pro

Cys

Trp

Glu

Leu

315

Asn

Gly

Glu

Tyr

Asn

395

Phe

Asn

Thr

Pro

Lys

Val

Tyr

Glu

300

His

Lys

Gln

Met

Pro

380

Asn

Leu

Val

Gln

Ala

Pro

Val

Val

285

Gln

Gln

Ala

Pro

Thr

365

Ser

Tyr

Tyr

Phe

Lys
445

Pro

Lys

Val

270

Asp

Tyr

Asp

Leu

Arg

350

Lys

Asp

Lys

Ser

Ser

430

Ser

Glu

Asp

255

Asp

Gly

Asn

Trp

Pro

335

Glu

Asn

Ile

Thr

Lys

415

Cys

Leu

Leu

240

Thr

val

vVal

Ser

Leu

320

Ala

Pro

Gln

Ala

Thr

400

Leu

Ser

Ser



60

120

180

240

300

360

420

480

540

600

654

<212>
<213>

TIHK

<220>

<223>

<400> 45

aattttatgc

tcctgcactce

ccgggcagtt

gatcggttct

ctgaagactg

atgttcggcg

actctgttcc

ataagtgact

aaggcgggag

agctacctga

acgcatgaag

<210>
<211>
<212>
<213>

46
217
BEJIO

<220>
<223>
<400> 46

Asn Phe Met
1

Thr Val Thr

Tyr Val Gln
35

Ile Tyr Glu

tgactcagcc

gcagcagtgg

cccceccaccac

ctggctccat

aggacgaggc

gagggaccaa

cgccctectce

tctacccggg

tggagaccac

gcctgacgcec

ggagcaccgt

K

Leu Thr
5

Ile Ser
20

Trp Tyr

Asp Asn

Gln Pro

Cys Thr

Gln Gln

Gln Arg

XVIMMNYECKNM CHUMHTE3SUMPOBAHO

ccactctgtg

cagcattgcc

tgtcatctat

cgacagctcc

tgactactac

gctgaccgtce

tgaggagctt

agccgtgaca

cacaccctcc

tgagcagtgg

ggagaagaca

XVIMMYECKNM CUMHTE3UMPOBAHO

His

Arg

Arg

40

Pro

JIckyCcCTBEHHAA [IOCJeOoBaTEJIbHOCTD

tcggagtctc

agcaactatg

gaggataacc

tccaattctg

tgtcagtctt

ctaggtcagc

caagccaaca

gtggcctgga

aaaCaaagca

aagtcccaca

gtggccccta

JlckycCTBEHHAaA I[NOCJIENOBATEJIBHOCTD

vVal Ser
10

Ser

sSer
25

Ser Gly
Pro

Gly Ser

Ser Gly Val

cggggaagac

tgcagtggta

agagaccctc

cctcecetcecac

atgatggcag

ccaaggctgce

aggccacact

aggcagatag

acaacaagta

gaagctacag

cagaatgttc

Glu Ser Pro

Ile Ala

30

sSer

Pro Thr

45

Ser

Pro Asp Arg

ggtaaccatc

ccaacagcgc

tggggtccct

catctctggg

caatcgttgg

ccccteggte

ggtgtgtctc

cagcccegte

cgcggccagce

ctgccaggtc

atag

Gly Lys

15

Ser Asn

Thr Val

Phe Ser



Gly

65

Leu

Ser

Gln

Glu

Tyr

145

Lys

Tyr

His

Lys

50

Ser

Lys

Asn

Pro

Leu

130

Pro

Ala

Ala

Arg

Thr
210

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Ile

Thr

Arg

Lys

115

Gln

Gly

Gly

Ala

ser

195

Val

47
123

Asp

Glu

Trp

100

Ala

Ala

Ala

vVal

Ser

180

Tyr

Ala

BEJIOK
VIckyCCTBEHHAad IOCJIeNOBATEJIbHOCTD

Ser

Asp

85

Met

Ala

Asn

vVal

Glu

165

Ser

ser

Pro

Ser

70

Glu

Phe

Pro

Lys

Thr

150

Thr

Tyr

Cys

Thr

55

Ser

Ala

Gly

ser

Ala

135

vVal

Thr

Leu

Gln

Glu
215

Asn

Asp

Gly

Val

120

Thr

Ala

Thr

Ser

Val

200

Cys

XVIMMYECKNM CUMHTE3UMPOBAHO

47

Ser

Tyr

Gly

105

Thr

Leu

Trp

Pro

Leu

185

Thr

Ser

Ala

Tyr

90

Thr

Leu

Val

Lys

Ser

170

Thr

His

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly

1

5

10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly

20

25

Ala Met Ser Trp Val Arg Gln Ala Pro Gly

35

40

60

Ser Leu
75

Cys Gln

Lys Leu

Phe Pro

Cys Leu

140

Ala Asp

155

Lys Gln

Pro Glu

Glu Gly

Thr

Ser

Thr

Pro

125

Ile

Ser

Ser

Gln

ser
205

Ile

Tyr

Val

110

Ser

Ser

Ser

Asn

Trp

190

Thr

Ser

Asp

95

Leu

Ser

Asp

Pro

Asn

175

Lys

Val

Gly

80

Gly

Gly

Glu

Phe

vVal

160

Lys

Ser

Glu

Leu Val Gln Pro Gly Gly

15

Phe Thr Phe Ser Ser Tyr

30

Lys Gly Leu Glu Trp Val

45



Ser

Lys

65

Leu

Ala

Trp

Ala

50

Gly

Gln

Lys

Gly

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Asn

1

Thr

Tyr

Ile

Gly

65

Leu

ser

Phe

Val

Val

Tyr

50

Ser

Lys

Asn

<210>
<211>
<212>
<213>

Ile

Arg

Met

Asp

Gln

115

48
111

Ser

Phe

Asn

Gly

100

Gly

BEJIOK
llckyccTBeHHAsa MOCJIeNOBaTEJIbHOCTDb

Gly

Thr

Ser

85

Ser

Thr

Ser

Ile

70

Leu

Ser

Leu

Gly

55

ser

Arg

Gly

Val

Gly

Arg

Ala

Trp

Thr
120

XVIMMYECKNM CUMHTE3UMPOBAHO

48

Met

Thr

Gln

35

Glu

Ile

Thr

Arg

49
369
TIHK

Leu

Ile

20

Trp

Asp

Asp

Glu

Trp
100

Thr

ser

Tyr

Asn

Ser

Asp

85

Met

Gln

Cys

Gln

Gln

Ser

70

Glu

Phe

Pro

Thr

Gln

Arg

55

Ser

Ala

Gly

His

Arg

Arg

40

Pro

Asn

Asp

Gly

Ser

Asp

Glu

Tyr

105

vVal

Ser

ser

25

Pro

Ser

Ser

Tyr

Gly
105

Thr

Asn

Asp

90

vVal

Ser

Val

10

sSer

Gly

Gly

Ala

Tyr

90

Thr

VIckyCcCTBEHHAA I[IOCJIeOBaTEJIbHOCTD

Tyr

ser

75

Thr

Pro

Ser

Ser

Gly

Ser

vVal

Ser

75

Cys

Lys

Tyr Ala Asp

60

Lys

Asn

Thr

Ala Val Tyr

His

Glu

sSer

Ser

Pro

60

Leu

Gln

Leu

Trp

Ser

Ile

Pro

45

Asp

Thr

Ser

Thr

Phe
110

Pro

Ala

30

Thr

Arg

Ile

Tyr

Val
110

Ser

Leu

Tyr

95

Asp

Gly

15

Ser

Thr

Phe

Ser

Asp

95

Leu

Val

Tyr

80

Cys

Pro

Lys

Asn

vVal

Ser

Gly

80

Gly



60

120

180

240

300

360

369

<220>

<223>
<400> 49
gaggtgcagc
tcctgtgcag
ccagggaagg
gcagactccg
ctgcaaatga
agcagtggct
gtctcgagt
<210> 50
<211> 123
<212> BEJO
<213>
<220>
<223>
<400> 50

Glu Val Gln
1

Ser Leu Arg

Ala Met Ser

35

Ala
50

Ser Ile

Lys
65

Gly Arg

Leu Gln Met

Ala Lys Asp

tgttggagtc

cctctggatt

ggctggagtg

tgaagggccg

acagcctgag

ggtacgtacc

K

Leu Leu G1

Leu Ser

20

Trp Val

Ser

Gly

Il
70

Phe Thr

Ser
85

Asn

Gly
100

ser

Cys

Arg

Ser

Leu

ser

XVIMMYECKNM CHMHTE3UMPOBAHO

tgggggaggc

cacctttagc

ggtctcagct

gttcaccatc

agccgaggac

acactggttc

XVIMMYECKNM CHUMHTE3UMPOBAHO

u Ser Gly

Ala Ala

Gln Ala

40

Gly
55

Gly
e Ser Arg
Ala

Arg

Gly Trp

ttggtacagc

agctatgcca

attagtggta

tccagagaca

acggccgtat

gacccctggg

JIckyCcCTBEHHAA [NOCJENOBaATEJIBHOCTD

Gly Gly Leu

10

Ser Phe

25

Gly

Pro Gly Lys

Ser Thr Tyr

Ser
75

Asp Asn

Glu Asp Thr

90

Tyr Val Pro

105

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

gccggggeac

Val Gln Pro

Thr Phe Ser

30

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Phe
110

His Trp

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatggt

cctggtcacc

Gly
15

Gly

Ser Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Asp Pro



60

120

180

240

300

336

Trp Gly Arg Gly Thr Leu Val Thr Val Ser Ser

115

<210>
<211>
<212>
<213>

51
336
TIHK

<220>

<223>

<400> 51

aattttatgc

tcctgcactce

ccgggeagtyg

gatcggttct

ctggaggctg

atgttcggcg

<210>
<211>
<212>
<213>

52
112
BEJIO

<220>
<223>

<400> 52

Asn Phe Met

1

Thr Val Thr

Val Gln

35

Tyr

Ile Tyr Glu

50

Gly Ile

65

Ser

Leu Glu Ala

tgactcagcc

gcagcagtgg

cccceccaccac

ctggctccat

aggacgaggc

gagggaccaa

K

Leu Thr G1

Ile
20

Ser

Trp Tyr Gl

Asp Asn

Asp Ser

70

Glu Asp G1

85

Cys

Arg

Ser

120

XVIMMYECKNM CHUMHTE3VMPOBAHO

ccactctgtg

cagcattgtc

tgtcatctat

cgacagctcc

tgactactac

gctgaccgtc

XVIMMYECKNM CHUMHTE3UMPOBAHO

n Pro His

Thr Arg

n Gln Arg

40

Arg Pro

55

Ser Asn

u Ala Asp

JIckyCCTBEHHAA I[IOCJIeOoBaATEJIbHOCTD

tcggagtctc

agcaactatg

gaggataacc

tccaatactg

tgtcagtctt

ctaggt

JIckyCcCTBEHHAA [IOCJIEeNOBaATEJIBHOCTD

vVal
10

Ser Ser

Ser Ser

25

Gly

Pro Gly Ser

Ser Gly Val

Thr Ala Ser

75

Tyr Tyr

90

Cys

cggggaagac

tgcagtggta

ggagaccctc

cctcceccteac

atgatggcag

Glu Ser Pro

Ile val

30

Ser

Ala Pro Thr

45

Pro
60

Asp Arg

Leu Thr Ile

Gln Ser Tyr

ggtaaccatc

ccaacagcgc

tggggtccct

catctctggg

caatcgttgg

Gly
15

Lys

Ser Asn

Thr Val

Phe Ser

Ser Gly

80

Asp
95

Gly



60

120

180

240

300

360

369

Ser Asn Arg Trp Met Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

<210> 53
<211> 369
<212> JIHK
<213>
<220>
<223>
<400> 53
gaggtgcagc
tcctgtgcag
ccagggaagyg
gcagactccg
ctgcaaatga
agcagtggct
gtctcgagt
<210> 54
<211> 123
<212> BEJO
<213>
<220>
<223>
<400> 54

Glu vVal Gln
1

Ser Leu Arg

Ala Met Ser

35

Ala
50

Ser Ile

Lys Gly Arg

100

tgttggagtc

cctctggatt

ggctggagtyg

tgaagggccg

acagcctgag

ggtacgtaat

K

Leu
5

Leu

20

Trp

Ser

Phe

Leu Glu

Ser Cys

Val Arg

Gly Ser

Thr Ile

XVIMMYECKNM CHUMHTE3MPOBAHO

tgggggaggc

cacctttagc

ggtctcagcet

gttcaccatc

agccgaggac

ctccggtatg

XVIMMYECKNM CUMHTE3SUMPOBAHO

Ser Gly

Ala Ala

Gln Ala

40

Gly
55

Ser Arg

105

VlckycCTBEHHAA [NOCJEeNOBaATEJIBHOCTD

ttggtacagc

agctatgcca

attagtggta

tccagagaca

acggccgtat

gacgtctggg

JVIckyCcCTBEHHAA [IOCJEeNOBaATEJIBHOCTD

Gly Gly Leu

10

Ser Phe

25

Gly

Pro Gly Lys

Ser Thr Tyr

Asp Asn Ser

110

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

gccgagggac

Val Gln Pro

Thr Phe Ser

30

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatcat

aatggtcacc

Gly Gly

15

Ser Tyr

Trp Val

Ser Val

Leu Tyr



60

120

180

240

300

333

65

70

75

80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

Ala Lys Asp His Ser Ser Gly Trp Tyr Val

85

90

95

Ile Ser Gly Met Asp Val

100 105 110

Trp Gly Arg Gly Thr Met Val Thr Val Ser Ser

115 120
<210> 55
<211> 333
<212> JIHK
<213> JckyCCTBeHHas I10CJIENOBATEJILHOCTD
<220>
<223> XUMMUECKU CHUHTE3UPOBAHO
<400> 55
aattttatgc tgactcagcc ccactctgtg tcggagtctc cggggaagac ggtaaccatc
tcctgcacce gcagcagtgg cagcattgcc agcaactatg tgcagtggta ccagcagcgc
ccgggcagtt cccccaccac tgtgatctct gaggataacc aaagaccctcec tggggtccct
gatcggttct ctggctccgt cgacagctcc tccaactctg cctceccecctcac catttctgga
ctgaggactg aggacgaggc tgactattac tgtcagtcta atgattccga caatgtggtt
ttcggcggag ggaccaagct gaccgtccta ggt
<210> 56
<211> 111
<212> BEJIOK
<213> JIckyCCTBEHHas IOCJeIOBaTEeJIbHOCTD
<220>
<223> XVUMMUECKU CUHTE3UPOBAHO
<400> 56

Asn Phe Met Leu Thr Gln Pro His Ser Val Ser Glu Ser Pro Gly Lys
1 5 10 15

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly Ser Ile Ala Ser Asn
20 25 30

Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser Ser Pro Thr Thr Val
35 40 45



60

120

180

240

300

360

366

Pro
60

Leu

Gln

Asp

Thr

Ser

Arg Phe Ser

Ile Ser Gly
80

Asn Asp Ser

Ile Ser Glu Asp Asn Gln Arg Pro Ser Gly Val
50 55

Gly Ser Val Asp Ser Ser Ser Asn Ser Ala Ser

65 70 75

Leu Arg Thr Glu Asp Glu Ala Asp Tyr Tyr Cys
85 90

Asp Asn Val Val Phe Gly Gly Gly Thr Lys Leu

100 105

<210> 57

<211> 366

<212> JHK

<213> JckycCTBEeHHAs IIOCJIeOOBaATEJIbHOCTD

<220>

<223> XVMMMUECKU CUHTE3UPOBAHO

<400> 57

gaggtgcagc tgttggagtc tgggggaggc ttggtacagce

tcctgtgcag cctctggatt cacctttagce agctatgcca

ccagggaagg ggctggagtg ggtctcagct attagtggta

gcagactccg tgaagggccg gttcaccatc tccagagaca

ctgcaaatga acagcctgag agccgaggac acggccgtgt

acagtgggtg gtccctggta ctactttgac tactggggcc

tcgagt

<210> 58

<211> 122

<212> BEJOK

<213> JckyCCTBEHHas IOCJeIOBaTEeJIbHOCTD

<220>

<223> XUMMUECKU CUHTE3UPOBAHO

<400> 58

Thr Val

ctggggggtc

tgagctgggt

gtggtggtag

atcccaagaa

attactgtgc

aaggaaccct

95

Leu Gly
110

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaggaccta

ggtcaccgtc

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

20

25

30
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Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ser Ala TIle Ser Gly Ser Gly Gly Ser Thr Tyr
50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Pro
65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Ala Lys Asp Leu Thr Val Gly Gly Pro Trp Tyr
100 105
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 59
<211> 333
<212> JHK
<213> JHckKyCCTBEHHAasa INOCJeIOBaATEJIbHOCTD
<220>
<223> XVUMMUECKU CUHTE3UPOBAHO
<400> 59
aattttatgc tgactcagcc ccactctgtg tcggagtctce
tcctgcacce gcagcagtgg cagcattgtc agcaactatg
ccgggcagtg cccccaccac tgtgatcttt gacgatgacc
ggtcggttct ctggctccct cgacagctcc tccaactctg
ctgcagactg aggacgaggc tgactactac tgtcagtctt
ttcggcgggg ggaccaaggt caccgtccta ggt
<210> 60
<211> 111
<212> BEJIOK
<213> JckyCCTBEHHas IOCJeIOBaATEeJIbHOCTD
<220>
<223> XMMMYECKM CHHTE3MPOBaHO

<400> 60

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Tyr Phe Asp

110

cggggaagac

tgcagtggta

aaagaccctc

cctcceccecteac

atgatagcag

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Tyr Trp

ggtaaccatc

ccagcagcgc

tggggtccct

catctctggg

caatgtggta
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Asn Phe Met Leu Thr Gln Pro His Ser Val Ser

1 5 10

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly

20 25

Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser
35 40

Ile Phe Asp Asp Asp Gln Arg Pro Ser Gly Val

50 55

Gly Ser Leu Asp Ser Ser Ser Asn Ser Ala Ser

65 70 75

Leu Gln Thr Glu Asp Glu Ala Asp Tyr Tyr Cys

85 90
Ser Asn Val Val Phe Gly Gly Gly Thr Lys Val
100 105

<210> 61

<211> 360

<212> [JHK

<213> JckyCCTBEHHas IOCJeIOBaTEeJIbHOCTD

<220>

<223> XUMMUECKU CUHTE3UPOBAHO

<400> 61

gaggtgcagc tgttggagtc tgggggaggc ttggtacagc

tcctgtgcag cctctggatt cacctttagce agctatgcca

ccagggaagg ggctggagtg ggtctcagct attagtggta

gcagactccg tgaagggccg gttcaccatc tccagagaca

ctgcaaatga acagcctgag agccgaggac acggccgtgt

tggaacgcgc tgggatggct tgaatcctgg ggccggggca

<210> 62

<211> 120

<212> BEJIOK

<213> JckyCCTBEeHHas I[IOCJENOBATEJILHOCTD

<220>

<223> XVMMMUECKU CUHTE3UPOBAHO

Glu Ser Pro

Ile val

30

Ser

Ala Pro Thr

45

Pro
60

Gly Arg

Leu Thr Ile

Gln Ser Tyr

Thr Val Leu

110

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

ccctggtcecac

Gly Lys
15

Ser Asn

Thr Val

Phe Ser

Ser Gly
80

Asp Ser
95

Gly

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatgga

cgtctcgagt



60

120

180

240

300

336

<400> 62
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys

35 40
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr

50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser
65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Ala Lys Asp Gly Trp Asn Ala Leu Gly Trp Leu
100 105

Gly Thr Leu Val Thr Val Ser Ser

115 120
<210> 63
<211> 336
<212> IIHK
<213> JckyCCTBEHHasa INOCJeIOBaTEJIbHOCTD
<220>
<223> XMMMYECKM CHHTE3MPOBaHO
<400> 63
aattttatgc tgactcagcc ccactctgtg tcggagtctce
tcctgcacce gcagtggtgg cagcattggce agctactatg
ccgggcactg cccccaccac tgtgatctat gacgataaaa
gatcggttct ctggctccat cgacagctcc tccaactctg
ctgaagactg aggacgaggc tgactactat tgtcagtctt
gttttcggcg gagggaccaa ggtcaccgtc ctaggt
<210> 64
<211> 112

Val Gln Pro

Thr Phe Ser

30

Gly Leu Glu

45

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Glu Ser Trp

110

cggggaggac

tgcagtggta

aaagaccctc

cctcceccteac

atgatagcaa

Gly
15

Gly

Ser Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Gly Arg

gataaccatc

ccagcagcgc

tggggtccct

catctctgga

caatcttgtg
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<212> BEJIO

K

<213> JckyCCTBEHHas MNOCJeIOBaATEJIbHOCTD

<220>

<223> XVUMMUECKU CUHTE3UPOBAHO

<400> 64

Asn Phe Met Leu Thr Gln Pro His Ser Val Ser

1 5 10

Thr Ile Thr Ile Ser Cys Thr Arg Ser Gly Gly

20 25

Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Thr
35 40

Ile Tyr Asp Asp Lys Lys Arg Pro Ser Gly Val

50 55

Gly Ser Ile Asp Ser Ser Ser Asn Ser Ala Ser

65 70 75

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys

85 90
Asn Asn Leu Val Val Phe Gly Gly Gly Thr Lys
100 105

<210> 65

<211> 369

<212> [JHK

<213> JckKyCCTBEHHAasa INOCJeIOBaATEJIbHOCTD

<220>

<223> XVMMMUECKU CUHTE3UPOBAHO

<400> 65

gaggtgcagc tgttggagtc tgggggaggc ttggtacagc

tcctgtgcag cctctggatt cacctttagce agctatgcca

ccagggaagg ggctggagtg ggtctcagct attagtggta

gcagactccg tgaagggccg gttcaccatc tccagagaca

ctgcaaatga acagcctgag agccgaggac acggccgtat

agcagtggct ggtacgtacc acactggttc gacccctggg

Glu Ser Pro

Ser Ile Gly

30

Ala Pro Thr

45

Pro
60

Asp Arg

Leu Thr Ile

Gln Ser Tyr

Val Thr Val

110

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

gcagggggac

Gly
15

Arg

Ser Tyr

Thr Val

Phe Ser

Ser Gly

80

Asp Ser

95

Leu Gly

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatggt

aatggtcacc



gtctcgagt

369

<210> 66

<211> 123

<212> BEJOK

<213> JckyCCTBeHHas I[I0CJIENOBATEJILHOCTD

<220>

<223> XUMMUECKM CHHTE3MPOBaHO

<400> 66

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

20 25 30
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85 90 95
Ala Lys Asp Gly Ser Ser Gly Trp Tyr Val Pro His Trp Phe Asp Pro
100 105 110
Trp Gly Arg Gly Thr Met Val Thr Val Ser Ser
115 120

<210> 67

<211> 336

<212> IHK

<213> JckyCCTBEeHHas I[OCJENOBATEJIEHOCTD

<220>

<223> XUMMUECKU CUHTE3UPOBAHO

<400> 67

aattttatgc tgactcagcc ccactctgtg tcggagtctc cggggaagac ggtaaccatc
60

tcctgcacce gcagcagtgg caccattgcce agcaactatg tgcagtggta ccagcagcgc
120

ccgggcagtt cccccaccac tgtgatctat gaggataacc aaagaccctce tggggtccct
180



240

300

336

60

120

gatcggttct ctggctccat cgacagctcc tccaactctg cctceccctcac catctctgga

ctgaagactg aggacgaggc tgactactac tgtcagtctt atgataacag caatcattgg

gtgttcggcg gagggaccaa ggtcaccgtce ctaggt

<210> 68

<211> 112

<212> BEJIOK

<213> JckyCCTBeHHas II0CJIENOBATEJILHOCTD

<220>
<223> XUMMUECKU CHUHTE3VPOBaAHO

<400> 68
Asn Phe Met Leu Thr Gln Pro His Ser Val Ser Glu Ser Pro Gly Lys

1 5 10 15

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly Thr Ile Ala Ser Asn
20 25 30

Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser Ser Pro Thr Thr val
35 40 45

Ile Tyr Glu Asp Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60

Gly Ser Ile Asp Ser Ser Ser Asn Ser Ala Ser Leu Thr Ile Ser Gly
65 70 75 80

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Asp Asn
85 90 95

Ser Asn His Trp Val Phe Gly Gly Gly Thr Lys Val Thr Val Leu Gly
100 105 110

<210> 69
<211> 360
<212> IHK

<213> JckyCCTBEHHas IOCJIeIOoBaTEeJIbHOCTD

<220>
<223> XUMMUECKU CUHTE3UPOBAHO

<400> 69
gaggtgcagc tgttggagtc tgggggaggc ttggtacagc caggggggtc cctgaaactc

tcctgtgcag cctctggatt cacctttage agcaatgcca tgagttgggt ccgccaggcect



180

240

300

360

ccagggaagg ggctggagtg ggtctcaact

gcagactccg tggagggccg gttcagcatc

ctgcaaatga acagcctgag agccgaggac

gaactcgtgg gaggaggact tgacaactgg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu

1

Ser

Ala

ser

Glu

65

Leu

Ala

Gly

Val

Leu

Met

Thr

50

Gly

Gln

Lys

Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

70
120

BEJIOK
VIcKkyCCTBEHHAad IIOCJIENOBATEJIbHOCTD

XVIMMYECKNM CHMHTE3SUMPOBAHO

70

Gln

Lys

Ser

35

Leu

Arg

Met

Gly

Leu

115

71
339
TIHK

Leu

Leu

20

Trp

Thr

Phe

Asn

Thr

100

Val

Leu

Ser

Val

Gly

Ser

Ser

85

Glu

Thr

Glu

Cys

Arg

ser

Ile

70

Leu

Leu

val

Ser

Ala

Gln

Gly

55

Ser

Arg

val

Ser

Gly

Ala

Ala

40

Gly

Arg

Ala

Gly

Ser
120

cttactggta

tccagagaca

acggccgtat

ggccaaggca

Gly Gly Leu

10

Ser Phe

25

Gly

Pro Gly Lys

Thr Ala Tyr

Ser
75

Asp Asn

Glu Asp Thr

90

Gly
105

Gly Leu

JIckycCTBEeHHasa I[NOCJIeNOBaATEJIbHOCTE

XVIMMYECKM CHMHTE3UMPOBaHO

71

gtggtggtac

attccaagaa

attactgtgc

ccctggtcecac

Val Gln Pro

Thr Phe Ser

30

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Asp Asn Trp

110

cgcatactac

cacactgtat

gaagggcacg

cgtctcgagt

Gly
15

Gly

Ser Asn

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Gly Gln
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aattttatgc

tcctgcaccg

ccgggcagtg

gatcggttct

ctgcagcctg

gtggtattcg

<210>
<211>
<212>
<213>

72
113
BEJIO

<220>
<223>

<400> 72

Asn Phe Met

1

Thr Val Thr

vVal Gln

35

Tyr

His Glu

50

Ile

Gly Ile

65

ser

Leu Gln Pro

Asp Asn His

Gly

<210>
<211>
<212>

73
360
IOHK

tgactcagcc

gcagcggagyg

cccecceccacecac

ctggctccat

aggacgaggc

gcggagggac

K

Thr

Leu

Ile
20

Ser

Trp Tyr

Asp Asn

Asp Gly

70

Glu Asp

85

His Val

100

Gln

Cys

Gln

Gln

ser

Glu

vVal

ccactctctg

cagcattgcc

tgtgatccat

cgacggctcc

tgattactac

caagctgacc

XVIMMYECKNM CUMHTE3VMPOBAHO

Pro His

Thr Gly

Gln Arg

40

Arg Pro

55

Ser Asn

Ala

Asp

Phe Gly

tcggagtctc

accaactatg

gaggataacc

tccaactctg

tgtcagtctt

gtcctaggt

VIckyCCTBEHHAA I[IOCJeOBaTEJIbHOCTD

Leu Ser

10

Ser

Ser
25

Gly Gly

Pro Gly Ser

Ser Gly Val

Ala Ser

75

ser

Tyr Tyr

90

Cys

Gly Thr

105

Gly

cggggaagac

tgcagtggta

aaagaccctc

cctccecctceac

atgatagtga

Glu Ser Pro

Ile Ala

30

Ser

Ala Pro Thr

45

Pro
60

Asp Arg

Leu Thr Ile

Gln Ser Tyr

Thr
110

Lys Leu

ggtgacgatc

tcagcagcgc

tggggtccct

catctctgga

caatcatcat

Gly
15

Lys

Thr Asn

Thr Val

Phe Ser

Ser Gly

80

Asp Ser

95

Val Leu
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<213>

<220>
<223>

<400> 73
gaggtgcagc

tcctgtgcag

cCcagggaagg

gcagactccg

ctgcaaatga

tggaacgcgc

<210>
<211>
<212>
<213>

74
120
BEJIO

<220>
<223>
<400> 74

Glu
1

Val Gln

Ser Leu Arg

Ala Met Ser

35

Ala
50

Ser Ile

Lys
65

Gly Arg

Leu Gln Met

Ala Lys Asp

Gly Thr Met

tgttggagtc

cctectggatt

ggctggagtg

tgaagggccg

acagcctgag

tgggatggct

K

Leu Leu Gl

Leu Ser

20

Trp Val Ar

Ser Gly

Thr Il

70

Phe

Asn Ser

85

Gly As

100

Trp

Val Thr

Cys

Ser

Leu

Val

XVIMMYECKNM CHUMHTE3UMPOBAHO

tgggggaggc

cacctttagc

ggtctcagct

gttcaccatc

agccgaggac

tgaatcctgg

XVIMMYECKNM CHMHTE3UMPOBaAHO

u Ser Gly

Ala

Ala

Ala
40

g Gln

Gly Gly

55

e Ser Arg

Arg Ala
Leu

n Ala

Ser Ser

JIckyCCTBEHHAA [IOCJeNOBaTEJIbHOCTD

ttggtacagc

agctatgcca

attagtggta

tccagagaca

acggccgtgt

ggcaagggga

VIckyCcCTBEHHAada [IOCJIeOoBaTEJIbHOCTD

Gly Gly Leu

10

Ser Phe

25

Gly

Pro Gly Lys

Ser Thr Tyr

Ser
75

Asp Asn

Glu Asp Thr

90

Gly Leu

105

Trp

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

caatggtcac

Val Gln Pro

Thr Phe Ser

30

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Glu Ser Trp

110

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatgga

cgtctcgagt

Gly
15

Gly

Ser Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Gly Lys
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115

<210>
<211>
<212>
<213>

75
339
TIHK

<220>

<223>

<400> 75

aattttatgc

tcctgcaccgag

ccgggcagtg

gatcggttct

ctgaagactg

gtggtattcg

<210>
<211>
<212>
<213>

76
113
BEJIO

<220>
<223>

<400> 76

Asn Phe Met
1

Thr Val Thr

Val Gln

35

Tyr

Ile Tyr Glu

50

Gly Ser Ile

65

Leu Lys Thr

tgactcagcc

gcagcagtgg

cccecceccaccac

ctggctccat

aggacgaggc

gcggagggac

K

Leu Thr

Ile
20

ser

Trp Tyr

Asp Asn

Asp Ser

70

Glu Asp

85

Gln

Cys

Gln

Gln

Ser

Glu

120

XVIMMNYECKNM CHMHTE3SUMPOBAHO

ccactctgtg

cagcattgcc

tgtgatctat

cgacagctcc

tgactactac

caagctgacc

XVIMMYECKNM CHUMHTE3UMPOBAHO

Pro His

Thr Gly

Gln Arg

40

Arg Pro

55

Ser Asn

Ala Asp

JVIckyCcCTBEHHAaA [IOCJIeOBaTEJIbHOCTD

tcggagtctc

agcaactatg

gaggataacc

tccaactctg

tgtcagtctt

gtcctaggt

JlckycCTBEHHAA [IOCJIENOBaATEJIBHOCTD

Val
10

Ser Ser

Ser Ser

25

Gly

Pro Gly Ser

Ser Gly Val

Ala Ser

75

Ser

Tyr Tyr

90

Cys

cggggaagac

tgcagtggta

aaagaccctc

cctcecetecac

atgatagcag

Glu Ser Pro

Ile Ala

30

sSer

Ala Pro Thr

45

Pro
60

Asp Arg

Leu Thr Ile

Gln Ser Tyr

ggtaaccatc

ccagcagcgce

tggggtccct

catctctgga

caatcaagag

Gly
15

Lys

Ser Asn

Thr Val

Phe Ser

Ser Gly

80

Asp Ser

95
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369

Ser Asn Gln Glu Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

Gly

<210> 77

<211> 369

<212> IIHK

<213>

<220>

<223>

<400> 77

gaggtgcagc

tcctgtgcag

ccagggaagyg

gcagactccg

ctgcaaatga

agcagtggct

gtctcgagt

<210> 78

<211> 123

<212> BEJO

<213>

<220>

<223>

<400> 78

Glu Vval Gln

1

Ser Leu Arg

Ala Met Ser
35

Ser Ala Ile

50

100

tgttggagtc

cctctggatt

ggctggagtg

tgaagggccg

acagcctgag

ggtacgtacc

K

Leu
5

Leu
20

Trp

Ser

Leu Glu Ser

Ser Cys Ala

Val Arg Gln

Gly Ser Gly

XVIMMYECKNM CUMHTE3VMPOBAHO

tgggggaggc

cacctttagc

ggtctcagct

gttcaccatc

agccgaggac

acactggttc

XVIMMYECKM CHMHTE3UMPOBaHO

Gly

Ala

Ala
40

Gly
55

105

JIckyCcCTBEHHAA I[IOCJIeOBaATEJIbHOCTD

ttggtacagc

agctatgcca

attagtggta

tccagagaca

acggccgtat

gacccctggg

JIckyCCTBEHHAad I[IOCJIeOBaTEJIbHOCTD

Gly Gly Leu

10

Ser Phe

25

Gly

Pro Gly Lys

Ser Thr Tyr

110

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

gccagggaac

Val Gln Pro

Thr Phe Ser

30

Gly Leu Glu

45

Tyr Ala
60

Asp

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatggt

cctggtcacc

Gly Gly

15

Ser Tyr

Trp Val

Ser Val
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Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Asp Gly Ser Ser Gly Trp Tyr Val Pro His Trp Phe Asp Pro
100 105 110
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 79
<211> 336
<212> IIHK
<213> JckyCCTBEHHas IOCJeIOBaTEeJIbHOCTD
<220>
<223> XVUMMUECKU CUHTE3UPOBAHO
<400> 79
aattttatgc tgactcagcc ccactctgtg tcggagtctc cggggaagac ggttaccatc
tcctgcacce gcagcagtgg cagcattgtc agcaactatg tacagtggta ccagcagcgc
ccgggcagtt cccccaccac tgtgatctat gaggataacc aaagaccctc tggggtccct
gatcggttct ctggctccat cgacagctcc tccaactctg cctceccctcac catctctgga
ctgaagactg aggacgaggc tgactactac tgtcagtctt atgatagcaa caatttttgg
gtgttcggcg gagggaccaa gctgaccgtc ctaggt
<210> 80
<211> 112
<212> BEJOK
<213> JCckyCCTBEeHHas I[IOCJENOBATEJILHOCTD
<220>
<223> XVMMMUECKU CUHTE3UPOBAHO
<400> 80

Asn Phe Met Leu Thr Gln Pro His Ser Val Ser Glu Ser Pro Gly Lys

1

5

10

15

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly Ser Ile Val Ser Asn

20

25

30
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180

240
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Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser
35 40

Ile Tyr Glu Asp Asn Gln Arg Pro Ser Gly Val

50 55

Gly Ser Ile Asp Ser Ser Ser Asn Ser Ala Ser

65 70 75

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys

85 90
Asn Asn Phe Trp Val Phe Gly Gly Gly Thr Lys
100 105

<210> 81

<211> 360

<212> JHK

<213> JckyCCTBEHHasa INOCJeIOBaTEJIbHOCTD

<220>

<223> XUMMUECKU CUHTE3MUPOBAHO

<400> 81

gaggtgcagc tgttggagtc tgggggaggc ttggtacagc

tcctgtgcag cctctggatt cacctttagce agctatgcca

ccagggaagg ggctggagtg ggtctcagct attagtggta

gcagactccg tgaagggccg gttcaccatc tccagagaca

ctgcaaatga acagcctgag agccgaggac acggccgtgt

tttgatagtg gtgggtcctt tgagtactgg ggccagggga

<210> 82

<211> 120

<212> BEJIOK

<213> JckyCCTBEHHas IOCJeIOBaTEeJIbHOCTD

<220>

<223> XUMMUECKU CUHTE3UPOBAHO

<400> 82

Pro Thr

45

ser

Pro
60

Asp Arg

Leu Thr Ile

Gln Ser Tyr

Thr Val

110

Leu

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgt

caatggtcac

Thr Val

Phe Ser

Ser Gly

80

Asp Ser

95

Leu Gly

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaaaggtcc

cgtctcgagt

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

20

25

30
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Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys

35 40
Ser Ala TIle Ser Gly Ser Gly Gly Ser Thr Tyr

50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser
65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Val Lys Arg Ser Phe Asp Ser Gly Gly Ser Phe
100 105

Gly Thr Met Val Thr Val Ser Ser

115 120
<210> 83
<211> 336
<212> JHK
<213> JHckKyCCTBEHHAasa INOCJeIOBaATEJIbHOCTD
<220>
<223> XVUMMUECKU CUHTE3UPOBAHO
<400> 83
aattttatgc tgactcagcc ccactctgtg tcggagtctce
tcctgcacce gcagcagtgg ctacattgcc agctcecctatg
ccgggcagtt cccccaccac tgtaatcttt gaggatgacc
gatcggttct ctggctccat cgacggctcc tccaactctg
ctgaggactg aggacgaggc tgactactac tgtcagtctt
gtgttcggcg gagggaccaa gctgaccgtc ctaggt
<210> 84
<211> 112
<212> BEJIOK
<213> JckyCCTBEHHas IOCJeIOBaATEeJIbHOCTD
<220>
<223> XMMMYECKM CHHTE3MPOBaHO

<400> 84

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Glu Tyr Trp

110

cggggaagac

tgcagtggta

ggagaccctc

cctcceccecteac

atgatgacac

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Gly Gln

ggtcaccatc

ccagcagcgc

tggggtccct

catctctgga

cactccctgg
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Asn Phe Met Leu Thr Gln Pro His Ser Val Ser

1 5 10

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly

20 25

Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser
35 40

Ile Phe Glu Asp Asp Arg Arg Pro Ser Gly Val

50 55

Gly Ser Ile Asp Gly Ser Ser Asn Ser Ala Ser

65 70 75

Leu Arg Thr Glu Asp Glu Ala Asp Tyr Tyr Cys

85 90
Thr Thr Pro Trp Val Phe Gly Gly Gly Thr Lys
100 105

<210> 85

<211> 360

<212> [JHK

<213> JckyCCTBEHHas IOCJeIOBaTEeJIbHOCTD

<220>

<223> XUMMUECKU CUHTE3UPOBAHO

<400> 85

gaggtgcagc tgttggagtc tgggggaggc ttggtacagc

tcctgtgcag cctctggatt cacctttagce agctatgcca

ccagggaagg ggctggagtg ggtctcagct attagtggta

gcagactccg tgaagggccg gttcaccatc tccagagaca

ctgcaaatga acagcctgag agccgaggac acggccgtgt

agctggtacc tggaagattt tgatatctgg ggccggggga

<210> 86

<211> 120

<212> BEJIOK

<213> JckyCCTBEeHHas I[IOCJENOBATEJILHOCTD

<220>

<223> XVMMMUECKU CUHTE3UPOBAHO

Glu Ser Pro

Ile Ala

30

Tyr

Pro Thr

45

Ser

Pro
60

Asp Arg

Leu Thr Ile

Gln Ser Tyr

Thr Val

110

Leu

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

caatggtcac

Gly
15

Lys

Ser Ser

Thr Val

Phe Ser

Ser Gly

80

Asp
95

Asp

Leu Gly

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gagagtcggc

cgtctcgagt
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<400> 86
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu
1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys

35 40
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr

50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser
65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Ala Arg Val Gly Ser Trp Tyr Leu Glu Asp Phe
100 105

Gly Thr Met Val Thr Val Ser Ser

115 120
<210> 87
<211> 342
<212> IIHK
<213> JckyCCTBEHHasa INOCJeIOBaTEJIbHOCTD
<220>
<223> XMMMYECKM CHHTE3MPOBaHO
<400> 87
aattttatgc tgactcagcc ccactctgtg tcggagtctce
tcctgcacce gcagcagtgg cagcattgcc agcaactatg
ccgggcagtt cacccaccac tgtgatctat gaggataacc
gctcggttct ctggctccat cgacagctcc tccaactctg
ctggagactg acgacgaggc tgactactac tgtcagtctt
ggtgtggtat tcggcggagg gaccaagctg accgtcctag
<210> 88
<211> 114

Val Gln Pro

Thr Phe Ser

30

Gly Leu Glu

45

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Asp Ile Trp

110

cggggaagac

ttcactggta

gaagaccctc

cctcceccteac

ctgataccac

gt

Gly
15

Gly

Ser Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Gly Arg

ggttaccatc

tcagcagcgce

tggggtccct

catctctgga

ctatcatgga
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300

<212> BEJIO

K

<213> JckyCCTBEHHas MNOCJeIOBaATEJIbHOCTD

<220>

<223> XVUMMUECKU CUHTE3UPOBAHO

<400> 88

Asn Phe Met Leu Thr Gln Pro His Ser Val Ser

1 5 10

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly

20 25

Tyr Val His Trp Tyr Gln Gln Arg Pro Gly Ser
35 40

Ile Tyr Glu Asp Asn Arg Arg Pro Ser Gly Val

50 55

Gly Ser Ile Asp Ser Ser Ser Asn Ser Ala Ser

65 70 75

Leu Glu Thr Asp Asp Glu Ala Asp Tyr Tyr Cys

85 90
Thr Tyr His Gly Gly Val Val Phe Gly Gly Gly
100 105

Leu Gly

<210> 89

<211> 366

<212> JHK

<213> JckyCCTBEHHasa INOCJeIOBaTEJIbHOCTD

<220>

<223> XUMMUECKUM CHUHTE3MPOBaAHO

<400> 89

gaggtgcagc tgttggagtc tgggggaggc ttggtacagc

tcctgtgcag cctctggatt cacctttagce agctatgcca

ccagggaagg ggctggagtg ggtctcagct attagtggta

gcagactccg tgaagggccg gttcaccatc tccagagaca

ctgcaaatga acagcctgag agccgaggac acggccgtgt

Glu Ser Pro

Ile Ala

30

Ser

Pro Thr

45

Ser

Pro Ala

60

Arg

Leu Thr Ile

Gln Ser Ser

Thr Leu

110

Lys

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgce

Gly
15

Lys

Ser Asn

Thr Val

Phe Ser

Ser Gly

80

Asp Thr

95

Thr Val

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaaggcggt



aactacggtg attacttcga ctactttgac tactggggca gagggacaat ggtcaccgtc

360
tcgagt
366
<210> 90
<211> 122
<212> BEJOK
<213> JHckyCcCTBEeHHAas IIOCJIeOIOBATEJIbHOCTD
<220>
<223> XVMMMUECKU CUHTE3UPOBAHO
<400> 90
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Gly Gly Asn Tyr Gly Asp Tyr Phe Asp Tyr Phe Asp Tyr Trp
100 105 110
Gly Arg Gly Thr Met Val Thr Val Ser Ser
115 120
<210> 91
<211> 321
<212> JOHK
<213> JckyCCTBEHHas INOCJeIOBaATEeJIbHOCTD
<220>
<223> XMMMYECKM CHHTE3MPOBaHO
<400> 91
aattttatgc tgactcagcc ccactctgtg tcggagtctc cggggaagac ggtaaccatc
60

tcctgcacce gcagcagtgg cagcattgcec agcaattatg tgcagtggta ccagcagcgce
120



180

240

300

321

60

ccgggcagtg cccccaccat tgtgatctat gaagataacc aaagaccctc tggggtccct

catcggttct ctggctccat cgacagctcce tccaactctg cctccctcac catctcectgga

ctgaagactg aggacgaggc tgactactac tgtcagtctt atgaggggtt cggcggaggg

accaagctga ccgtcctagg t

<210> 92

<211> 107

<212> BEJIOK

<213> JckyCCTBEHHas IOCJeIOBaTEeJIbHOCTD

<220>
<223> XVUMMUECKU CUHTE3UPOBAHO

<400> 92
Asn Phe Met Leu Thr Gln Pro His Ser Val Ser Glu Ser Pro Gly Lys

1 5 10 15

Thr Val Thr Ile Ser Cys Thr Arg Ser Ser Gly Ser Ile Ala Ser Asn
20 25 30

Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser Ala Pro Thr Ile Val
35 40 45

Ile Tyr Glu Asp Asn Gln Arg Pro Ser Gly Val Pro His Arg Phe Ser
50 55 60

Gly Ser Ile Asp Ser Ser Ser Asn Ser Ala Ser Leu Thr Ile Ser Gly
65 70 75 80

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Glu Gly
85 90 95

Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly
100 105

<210> 93
<211> 360
<212> JHK

<213> JckyCCTBEHHas I[OCJENOBATEJILHOCTD

<220>
<223> XVMMMUECKU CUHTE3UPOBAHO

<400> 93
gaggtgcagc tgttggagtc tgggggaggc ttggtacagc ctggggggtc cctgagactc
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180

240
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tcctgtgcag
ccagggaagyg
gcagactccg
ctgcaaatga
tggaacgcgc
<210> 94
<211> 120
<212> BEJO
<213>
<220>
<223>
<400> 94

Glu Val Gln
1

Ser Leu Arg

Ala Met Ser

35

Ala
50

Ser Ile

Lys
65

Gly Arg

Leu Gln Met

Ala Lys Asp

Gly Thr Met

115

<210>
<211>
<212>
<213>

95
333
JHK

<220>

cctctggatt

ggctggagtg

tgaagggccg

acagcctgag

tgggatggct

K

Leu Leu G1

Leu Ser

20

Trp Val

Ser

Gly

Il
70

Phe Thr

Ser
85

Asn

Gly As

100

Trp

Val Thr

Cys

Arg

Ser

Leu

vVal

cacctttagc

ggtctcagct

gttcactatc

agccgaggac

tgaatcctgg

XVIMMYECKNM CHMHTE3SMPOBAHO

u Ser Gly

Ala Ala

Gln Ala

40

Gly
55

Gly
e Ser Arg
Arg Ala
n Ala

Leu

Ser
120

Ser

agctatgcca

attagtggta

tccagagaca

acggccgtgt

ggccagggga

JlckycCTBEHHAA [NOCJIEeNOBaATEJIBHOCTD

Gly Gly Leu

10

Ser Phe

25

Gly

Pro Gly Lys

Ser Thr Tyr

Ser
75

Asp Asn

Glu Asp Thr

90

Gly Leu

105

Trp

JIckyCcCTBEHHAA [IOCJeOoBaTEeJIbHOCTD

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

caatggtcac

Val Gln Pro

Thr Phe Ser

30

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Glu Ser Trp

110

ccgccaggcet

cacatactac

cacgctgtat

gaaagatgga

cgtctcgagt

Gly
15

Gly

Ser Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Gly Gln
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<223>

<400> 95
aattttatgc
tcctgcaccgag
ccggacagtg
actcggctcect
ttgaggactg
ttcggcggag
<210> 96
<211> 111
<212> BEJO
<213>
<220>
<223>
<400> 96

Asn Phe Met
1

Thr Val Thr

Val Gln

35

Tyr

Ile Phe

50

Glu

Gly Ile

65

Ser

Leu Arg Thr

Asn Arg Val

<210>
<211>
<212>
<213>

97
360
TIHK

tgactcagcc

gcagaaatgg

cccceccecaccect

caggctccat

aggacgaggc

ggaccaaggt

K

Leu Thr

Ile
20

Ser

Trp Tyr

Asp Thr

Asp Thr

70

Glu Asp

85

Leu Phe

100

Gln

Cys

Gln

Gln

Ser

Glu

Gly

XVIMMYECKNM CUMHTE3VMPOBAHO

ccacgctgtg

caacattgcc

tataatcttt

cgacacctcc

tgattactac

caccgtccta

XVIMMYECKNM CHUMHTE3SUMPOBAHO

Pro His

Thr Gly

Gln Arg

40

Arg Pro

55

Ser Asn

Ala

Asp

Gly Gly

tcggagtctc

agcaactatg

gaagataccc

tccaattctg

tgtcaatctt

ggt

JIcKkyCCTBEHHAA [IOCJIeNOBaATEJIbLHOCTD

Ala Val

10

Ser

Arg Asn

25

Gly

Pro Asp Ser

Ser Gly Val

Ala Ser

75

Ser

Tyr Tyr

90

Cys

Thr
105

Lys Val

VIckyCCTBEHHAA [NOCJIeOBATEJIBHOCTD

cggggaagac

tgcagtggta

aaagaccctc

cctcccteat

ctgattccaa

Glu Ser Pro

Ile Ala

30

Asn

Ala Pro Thr

45

Pro Thr

60

Arg

Leu Ile Ile

Gln Ser Ser

Thr Val Leu

110

ggtgaccatt

ccagcagcgc

tggggtccct

catctcttca

cagggtgctg

Gly
15

Lys

Asn

Ser

Ile

Leu

Ser

Leu

Ser
80

Ser

Asp Ser

95

Gly
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<220>

<223>
<400> 97
gaggtgcagc
tcctgtgcag
ccagggaagyg
gcagactccg
ctgcaaatga
tgggttatta
<210> 98
<211> 120
<212> BEJIO
<213>
<220>
<223>
<400> 098

Glu Vval Gln
1

Ser Leu Arg

Ala Met Ser

35

Ala
50

Ser Ile

Lys Gly

65

Arg

Leu Gln Met

Ala Lys Asp

Thr
115

Gly Thr

tgttggagtc

cctctggatt

ggctggagtyg

tgaagggccg

acagcctgag

cgagtgggaa

K

Leu Leu Gl

Leu Ser

20

Trp Val

Ser Gly

Phe Thr Il

70

Ser
85

Asn

Phe
100

Trp

vVal Thr

Cys

Arg

Ser

Leu

vVal

val

XVIMMYECKNM CHUMHTE3MPOBAHO

tgggggaggc

cacctttagc

ggtctcagcet

gttcaccatc

agccgaggac

tgactactgg

XVIMNMYECKNM CHUMHTE3VMPOBAHO

u Ser Gly

Ala Ala

Gln Ala

40

Gly
55

Gly
e Ser Arg
Arg Ala
Thr

Ile

Ser
120

Ser

ttggtacagc

agctatgcca

attagtggta

tccagagaca

acggccgtgt

gggcggggga

JIckyCcCTBEHHAA I[IOCJIeOoBaTEJIbHOCTD

Gly Gly Leu

10

Ser Phe

25

Gly

Pro Gly Lys

Ser Thr Tyr

sSer
75

Asp Asn

Glu Asp Thr

90

Ser Asn

105

Gly

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

ccacggtcac

Val Gln Pro

Thr Phe Ser

30

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala Val Tyr

Asp Tyr Trp

110

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatttt

cgtctcgagt

Gly Gly

15

Ser Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys

Gly Arg
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<210>
<211>
<212>
<213>

99
336
JHK

<220>

<223>

<400> 99

aattttatgc

tcctgcaccce

ccgggcagtt

gatcggtttt

ctgaagactg

gtgttcggceg

<210>
<211>
<212>
<213>

100
112
BEJIO

<220>
<223>

<400> 100

Asn Phe Met
1

Thr Val Thr

vVal Gln

35

Tyr

Ile Phe

50

Glu

Gly Ile

65

Ser

Leu Lys Thr

tgactcagcc

gcagcagtgg

cccecceccaccac

ctggctccat

aggacgaggc

gagggaccaa

K

Leu Thr Gl

Ile
20

Ser

Trp Tyr G1

Asp Asn

Asp Thr

70

Glu Asp G1

85

Cys

Arg

Ser

XVIMMYECKNM CUMHTE3SUMPOBAHO

ccactctgtg

cagcattgct

tgtgatcttt

cgacacctcc

tgactactac

gctgaccgtce

XVIMMYECKM CHMHTE3UMPOBAHO

n Pro His

Thr Arg

n Gln Arg

40

Arg Pro

55

Ser Asn

u Ala Asp

JIckyCcCTBEHHAA [IOCJEeNOBaTEJIbHOCTD

tcggagtctc

agcaattatg

gaagataacc

tccaactctg

tgtcagtctt

ctaggt

JIckyCCTBEHHAd I[IOCJIeOoBaTEJIbHOCTD

Val
10

ser Ser

Ser Ser

25

Gly

Pro Gly Ser

Ser Gly Vval

Ala Ser

75

Ser

Tyr Tyr

90

Cys

cggggaagac

tgcagtggta

gaagaccctc

cctceccectceac

ttgatagcac

Glu Ser Pro

Ile Ala

30

Ser

Pro Thr

45

Ser

Pro
60

Asp Arg

Leu Thr Ile

Gln Ser Phe

ggtgaccatc

ccagcagcgce

tggggtccct

catctctgga

caatcttgtg

Gly Lys
15

Ser Asn

Thr Val

Phe Ser

Ser Gly

80

Asp Ser
95
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Thr Asn Leu Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

<210>
<211>
<212>
<213>

101
360
TIHK

<220>

<223>

<400> 101
gaggtgcagc

tcctgtgcag

ccagggaagyg

gcagactccg

ctgcaaatga

tggaacgcgc

<210>
<211>
<212>
<213>

102
120
BEJIO

<220>
<223>
<400> 102

Glu
1

vVal Gln

Ser Leu Arg

Ala Met Ser

35

Ala
50

Ser Ile

Lys Gly Arg

65

Leu Gln Met

100

tgttggagtc

cctctggatt

ggctggagtg

tgaagggccg

acagcctgag

tgggatggct

K

Leu Leu Gl

Leu Ser

20

Trp Val

Ser

Gly

Il
70

Phe Thr

Ser
85

Asn

Cys

Arg

Ser

Leu

XVIMMYECKNM CHUMHTE3VMPOBAHO

tgggggaggc

cacctttagc

ggtctcagct

gttcaccatc

agccgaggac

tgaatcctgg

XVIMMYECKNM CHUMHTE3UMPOBAHO

u Ser Gly

Ala

Ala

Ala
40

Gln

Gly Gly

55

e Ser Arg

Arg Ala

105

JIckyCCTBEHHAA I[IOCJIeOoBaATEJIbHOCTD

ttggtacagc

agctatgcca

attagtggta

tccagagaca

acggccgtgt

gggaagggga

JIckyCcCTBEHHAA [IOCJIEeNOBaATEJIBHOCTD

Gly Gly

10

Leu

Ser Phe

25

Gly

Pro Gly Lys

Ser Thr Tyr

Ser
75

Asp Asn

Glu Asp Thr

90

110

ctggggggtc

tgagctgggt

gtggtggtag

attccaagaa

attactgtgc

ccacggtcac

Val Gln Pro

Thr Phe Ser

30

Leu Glu

45

Gly

Tyr Ala

60

Asp

Lys Asn Thr

Ala vVal Tyr

cctgagactc

ccgccaggcet

cacatactac

cacgctgtat

gaaagatgga

cgtctcgagt

Gly
15

Gly

Ser Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr
95

Cys
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Ala Lys Asp Gly Trp Asn Ala Leu Gly Trp Leu Glu Ser Trp Gly Lys

100 105 110

Gly Thr Thr vVal Thr Val Ser Ser
115 120

<210> 103
<211> 336
<212> JIHK
<213> JckyCCTBeHHas II0CJIENOBATEJILHOCTD
<220>
<223> XUMMUECKU CHUHTE3VPOBaAHO
<400> 103
aattttatgc tgactcagcc ccactctgtg tcggagtctc cggggaagac
tcctgcgeccg gcagcagtgg cagcattgcce agcaactatg tgcagtggta
ccgggcagtg cccccaccgce tgtgatctat gaggataacc aaagaccctce
gatcgattct ctggctccat cgacagctcc tccaactctg cctceccecctcac
ctgaagactg aggacgaggc tgactactac tgtcaatctt actcttacaa
gtgttcggcg gagggaccaa ggtcaccgtc ctaggt
<210> 104
<211> 112
<212> BEJIOK
<213> JckyCCTBEHHas IOCJeIOBaTEJIbHOCTD
<220>
<223> XVUMMUECKU CUHTE3UPOBAHO
<400> 104
Asn Phe Met Leu Thr Gln Pro His Ser Val Ser Glu Ser Pro
1 5 10
Thr Val Thr Ile Ser Cys Ala Gly Ser Ser Gly Ser Ile Ala

20 25 30
Tyr Val Gln Trp Tyr Gln Gln Arg Pro Gly Ser Ala Pro Thr

35 40 45
Ile Tyr Glu Asp Asn Gln Arg Pro Ser Gly Val Pro Asp Arg
50 55 60

ggtaaccatc

ccagcagcgc

tggggtccct

catctctgga

caatcaggtc

Gly Lys

15

Ser Asn

Ala Val

Phe Ser



Gly Ser Ile Asp Ser Ser Ser Asn Ser Ala Ser Leu Thr Ile Ser Gly
65 70 75 80

Leu Lys Thr Glu Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Tyr Ser Tyr
85 90 95

Asn Asn Gln Val Val Phe Gly Gly Gly Thr Lys Val Thr Val Leu Gly
100 105 110

<210> 105

<211> 13

<212> BEJOK

<213> JHckyCcCTBEeHHAas I[IOCJIemIOBaATEeJIbHOCTD

<220>
<223> XVUMMUECKU CUHTE3UPOBAHO

<400> 105

Thr Arg Ser Ser Gly Tyr Ile Ala Ser Ser Tyr Val Gln
1 5 10
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$OPMYJIA MBOEPETEHNA

1. Cnioco® JieueHMd TeMOQarlOUUTAPHOTO JMMQOoTUCTMOLUMTO3a (IJVII)
y cCcy0meKTa, KOTOPHM HyXIaeTCs B 5STOM, BKJIOUAKINMM BBeIeHUE
TepaleBTUUECKU 5bbeKTUBHOTO KOJIMUEeCTBa aHTUTEeJNa, NI ero
AHTUTEHCBSA3HBaAKMETO (QparMeHTa, KOTOpOe CRA3HBaAeT MHTepbepoH-—
ramMMa (IFNy) M COOEpXUT ONpelellIAnIyl KOMILIJIEMEeHTapHOCTE ofJjlacTh 1
BapuabesIbHOM obJjlacTu T XKeJION Lnenm (VH CDR1), COoIepxXallyo
AMMHOKMCJIOTHYIO [IoCcJIefoBaTeJIbHOCTD SYAMS (SEQ 1D NO: 1),
OIpelelIdnlyld KOMIIJIEMEHTapHOCTEL ofJlacTe 2 BapuabelbHOM oO6JacTu
T AXKeJION Lerm (VH CDR2), comepxXxamymo AMMHOKMCJIOTHYIO
[IOCJIeIOBATEJIbHOCTE ATSGSGGSTYYADSVKG (SEQ ID NO: 2); u
ONpeneldlllyld KOMILJIEMeHTapHOCTL ofJjJacTh 3 BapuabeJibHOM 00JacTu
TIXKEJION enm (VH CDR3), comepxalyno AMMHOKMCJIO THYIO
[I0CJIenOBaTEJIEHOCTE DGSSGWYVPHWEDP (SEQ ID NO: 3); oOIpeleAanllylo
KOMILJIEMEHTAPHOCTEL oBJacTk 1 BapuabeJbHOM obJjlacTu Jerkow unemnu (VL
CDR1), comepxamymo AMMHOKMCJIOTHYIO [IOCJIENOBATEJIBHOCTD
TRSSGSIASNYVQ (SEQ ID NO: 4); oIpeleSyIAnlyld KOMILJIEMEHTapHOCTE
obJjlacTh 2 BapuabesibHOM objlacTu JilerkoM uenu (VL CDR2), comepxalylo
AMMHOKMCJIOTHYIO IIocJiedoBaTeJibHOCTE EDNQRPS (SEQ ID NO: 5); wu
omnpemediyl KOMILJIEMEHTapHOCTHL ofJjacTek 3 Bapuab®eldbHOM o06JacTu
JeTKoM Lnenm (VL CDR3), comepxanym AMMHOKMCJIO THYIO
nmocJemoBaTeJIbHOCTE QSYDGSNRWM (SEQ ID NO: 6).

2. Cnoco6 mno m. 1, TIe AaHTUTEJO COIOEPXUT aMMHOKUCJIIOTHYIO
[IOCJIENOBATEJIEHOCTD BaprabelIbHOM obJyacTu T SKeJION nenu,
COOTBETCTBYIYID aMMHOKMCIJIOTHOM IIocJeloBaTeJibHocTM SEQ ID NO: 47,
Y aMMHOKMCIIOTHYI IIOCJIIeOOBaTeJIbHOCTE BapuabdeslbHOM o006JacTU JIeTKOM
LIel, COOTBETCTBYHIYID aMMHOKMCJIOTHOM IIocjlemoBaTeJibHOCTM SEQ ID
NO: 48.

3. Cnocot6 mo n. 1, IIme aHTUTEJIO COOPMYJIMPOBAHO B BUIOe
CTEPUJILHOTO KOHIUEHTPMPOBAHHOTO MpelapaTa IOJIS MHOY3UH.

4. Cnocof6 mno mn. 3, TI'Ie IpenapaT COOEpPXUT 5 MI' aHTUTeJa,
1,55 w™mMr L-rucTMIOMHA, 3,14 wmMr L-TMCTHMOMHa MOHOTHMIPOXJIOPUIA,
MOHOIMIpaTa, /7,31 Mr xjopupa HaTpusa (NaCl) m 0,05 M nojgmucopbara
80, mpm 3TOoM 3HaueHme pH cocrTamBjggeT oT 5,8 mo 6,2.

5. Crnioco6 no n. 4, npu »ToM 3HaueHre pH cocTarjgdgeT 6,0.
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6. Crnoco® mno m. 1, T'Ie aHTUTEJO BBOIOAT CyOBEeKTY, KOTOPHMN
HyXJaeTcgd B DTOM, IOyTeM B/B MHOY3UM B TeueHMe OIOHOTO uYaca B
HavaJIbHOM mo3e 1 MI/KT.

7. Cnoco6 1o mn. 6, T'IOe aHTUTeJIO BBOOAT CYOBEeKTY, KOTOPHM
HYyXIaeTcsa B STOM, IIyTeM IO MeHbIlel Mepe OIOHOM OOIMOJIHUTEJILHOM B/B
MHOY3MM TIOCJie IIepBOoHAUYaJIbHOM B/B MHOY3MM B TeueHMe OOHOTO uUaca B
HavaJIbHOM mo3e 1 MI/KT.

8. Cnoco6 mo m. 7, THOe IO MeHbIel Mepe OIHY IOIIOJIHUTEJILHYIO
B/B MHOY3UIO BHIIOJHAOT B IO3e, KOTOpasd BHIIe, UeM HauvajlbHagd mosza 1
MI/KIT.

9. Crioco® 1o 1I. o, Toe I@Oo3a IO MeHblleM Mepe OIOHOM
OOMNOJIHUTEJILHOM B/B MHOY3MM cocTaBjgeT 3 MI'/KT.

10. Crnoco6 no m. 6 wmiIuM 0. 9, THe II0 MeHbIeM Mepe OIHY
OOMOJIHUTEJIbHYI0 B/B MHOY3UIO BHIIOJHSOT I10 MeHBIIe Mepe uepes Tpu
IHS TOCJIe MepPBOHAUAJbHOM B/B MHQY3UU.

11. Crioco® 1o Il. 10, roe I10 MeHbIIeMn Mepe OIOHY
IOMOJIHUTEJIbHYI0 B/B MHOY3MIO BHIIOJHIOT B MOMEHT BpPEMeHM, BHOPaHHHIM
u3 TPYIIOBE, COCTOSmeM M3 MOMEHTa BpeMeHM uepes 3 IOHS TIIocje
IepBOHauaJbHOM B/B MHOY3MM, Uepe3 6 [OHel I[ocje IIepBoHadallbHOM’
B/B MHOQY3UM, Uepes 9 1@OHelM Iocje IIepBoHauvaJlbHOM B/B UMHOY3UHU,
yepes 12 OHeM IIocJe epBOHauaJlbHOM MHOy3uUM M depes 15 mHeM noce
IepBOHAUAJILHOY MHOY3UU.

12. Crioco® 1o II. 10, rge 110 MeHLIIen Mepe OIoHY
OOIOJIHUTEJIEHYI0 B/B VMHOY3MIO  BHIIOJIHAT  Uepes 3 OHS rmocJjie
IepBOHaAuUaJbHOM B/B MHOY3MM, Uepe3 6 OHel I[ocje IIepBoHadallbHOM’
B/B MHQY3UM, UYepes 9 I@OHeM Iocje IIepBOoHauvaJlbHOM B/B UHOY3UHU,
yepes 12 OHeM I[IocCJie NepBOHauaJIbHOM MHOy3uUM M depes3s 15 mHeM noce
IepBOHAYAJNILHOY MHOY3UU.

13. Cmooco6 mno 1m. 6, I'Ie aHTUTeJIO BBOOAT CyOBEeKTY, KOTOPHM
HyXOaeTcd B 3TOM, nyTeMm 1o MeHbIen Mepe onoHOM cepun
OOMIOJIHUTEJIEHEIX B/B MHOY3MIM I[Iocje IIepBOHauvaJlbHOM B/B MHOY3SUU B
TeueHMe OOHOTO UYaca B HayvaJlbHOM pJos3e 1 MI/KT, IOpM 5STOM Cepud
OOMIOJIHUTEJILHEIX B/B MHQY3MM BKJIOUAeT IO MeHBIeM Mepe OOHY CepMo
B/B MHOY3MIM OBa pa3a B HeleJo.

14. Cnoco6 mo m. 13, TOme IO MeHbIIEM Mepe OIHY Cepuio B/B

UMHOY3MM IBa pasa B HeleJll0 BHIIOJHSIT B Jos3e, O0oJjiee BHCOKOM, ueM
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HavaJlbHad mo3a 1 MI/xT.

15. Cnoco6 mo m. 13, Tme IO MeHbIIEM Mepe OIHY Cepuio B/B
MHOY3MM IOBa pasa B HemeJlio BHIIOJHIOT B Ho3e 3 MI/KT.

16. Cnoco6 mo mn. 13 wmimm n. 15, ©TOe o MeHbIeM Mepe OIOHY
OOMNOJIHUTEJIBEHYID B/B MHOYS3MIO BHIIOJHSOT I[IO0 MeHBIIEM Mepe uepes Tpu
HeleJiM IocJe IIepBOoHavaJIbHOM B/B MHOY3UM.

17. Crioco® 1o II. lo, roe 10 MeHBIIEeM Mepe OIoHY
OOMIOJIHUTEJIBEHYID B/B MHOY3MIO BHIIOJHSOT B MOMEHT BpPeMeHM, BHOpaHHLI
M3 TPYINIH, COCTOANEM M3 MOMEHTa BpeMeHM uYepe3 3 HeleJu Iocje
IepBOHAYAJBLHOM B/B MHOY3MUM, UYepe3 4 HeIeJ M IIOCJe IIepBOoHaAYaJIbHOM
B/B wuHOY3UM, Uepe3 5 HemeJib IocCJe IepBOHAUAJILHOM B/B MWHOY3UHU,
yepesz 6 HeOeJb IIOCJe IepBOoHAYaJIbHOM MHOY3UM, uUepe3 7 Hele b
rmocJje nepBOHAYAJILHOM MHOY 31K u yepes 8 HeIeJlb rmocJe
nepBOHAYAJLHOY MHQY3UU.

18. Crioco® 110 Il. le6, roe I10 MeHbIIeMn Mepe oOIOHY
IOMOJIHUTEJbHYI0 B/B  MHOY3MIO BHIIOJHAOT UYepes 3 HeOeJu Iocje
IepBOHAYAJLHOM B/B MHOY3UM, uYepes 4 HemeJM II0ocCJe IepBOHAUaJILHOM
B/B uHOYy3MM, uUepes3s 5 HeImesb I[OCJe IIepBOHauvaJIbHOW B/B UHOY3UH,
yepe3 6 HeIeJlb IIocJie IIepBOHAUYAJIbLHOM MHOYy3UM, uUepe3 7 HenmeJb
rmocJjie nepBOHAaUAJILHOM VHOY 3UM u yepes 38 HeIeJlb rmocJie
IepBOHAYUAJILHOM MHOY3UU.

19. Cmooco6 mno 1m. 6, I'Ie aHTUTEeJIO BBOOAT CyOBEeKTY, KOTOPHM
HyXIaeTcd B STOM, IIyTeM IO MeHbIlel Mepe IBYX IOMIOJIHUTEJILHHX B/B
MHOY3MM IIocJle HIepBOoHauaJIbHOM B/B MHOY3UM.

20. Cnoco6 mno n. 19, IIe o MeHbIleM Mepe IOBe OOINOJIHUTEJILHHE
B/B MH)Y3UM BHIIOJIHSIOT B HOo3e, O0O0Jlee BHCOKOM, uYeM HauvajlbHad Io3a
1 MTO/KID.

21. Cmoco6 mo m. 20, TI'ODe HepBYD IONOJHUTEJLHYID B/B MHOYSMO
Y BTOPYI IOOMNOJHUTEJBHYI0 B/B MHQYS3MIO BHIIOJHIOT B OOHOM U TOM Xe
nose.

22. Cnoco® mo mn. 20 wmam 21, T'IOe HepBYyoD HOOMNOJHUTEJILHYID B/B
MHOY3MIO ¥ BTOPYH IOMNOJHUTEJBHYI B/B MHOYSMIO BHIIOJHIOT B OIHOM U
TOM Xe @1O3e, KOoTopasd BHIIe, UeM HauvaJlbHad IJo3a.

23. Cnoco®6 mo n. 22, T'Ie IO MeHbBIIeM Mepe OIHY M3 IepBOU U
BTOPOM HOMIOJHUTEJILHEX B/B MHOY3MIM BHIOJHIOT B HOo3e 3 MI/KT.

24. Cnoco6 mo n. 19 wmimm n. 23, TOe NepBYKR OOMNOJHUTEJBHY
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B/B MHQY3MIO BHIIOJHALT IIO0 MeEeHbIlell Mepe uepes TpM OHS IOCJe
IepBOHAUYAJBLHOM B/B MHOY3UM.

25. Cmnoco6 mo m. 24, TOe HNepBYD IONOJHUTEJLHYID B/B MHOYSMO
BHIIIOJIHAKT B MOMEHT BPEMEeHM, BHOPAaHHEM M3 TPYIIH, COCTOAmEN U3
MOMeHTa BpeMeHM uepe3 3 [OHA I[IOoCJe IIepBOoHAUaJIbHOM B/B MHOY3UHU,
yepes 6 QOHEM I[ocJie IepBOoHAuaJIbHOM B/B MHOY3UM, uUepe3 9 mOHeH
rmocje IepBOHaUaJbLHOM B/B MHOY3UM, yepes 12 oHen rmocJie
IepBOHaAUvaJlbHOM MHOY3MM U dYepe3 15 [OHeM 1[ocjie IIepBOHAauaJIbHOMU
VHQY3UN .

26. Crnoco6 mo m. 24, TOe MHNepBYD IONOJHUTEJLHYID B/B MHOY3MIO
BHIIOJIHAIT UYepes 3 OHS [IOCJe [IepBOoHAUaJIbHOM B/B MHOY3MM, uUepes 6
OHell TIIocJle IIepBOHauvaJIbHOW B/B UHOY3UM, UYepes 9 IOHeM IOCJe
IepBOHAYAJLHOM B/B MHOY3UM, UYepes 12 @OHeW Mocje IepBOoHaUaJILHOM
uHdY2UK U uyepesz 15 OHeM Mocje IepBOHAUaJIbHOM MHQY3UU.

27. Cnoco®6 mo mn. 24, THe BTOPYHD OOIOJHUTEJILHYID B/B UHOY3MIO
BHIIOJIHAIT B MOMEHT BpPEeMeHM, BHOpPaHHHM M3 TPYIIL, COCTOAMmMEeN U3
MOMEHTAa BpPEeMeHU uepes 3 HeIeJ IocJe IepBOoHauvaJIbHOW B/B MHOY3UHU,
yepes 4 HemeJu IIOCJe IepBOoHAauaJIbHOM B/B uHOY3MM, Uepes 5 Hemesb
rnocJjie nepBOHAUAJILHOM B/B HOY3UM, yepes o HeIeJlb rmocJie
IepBOHavaJIbHOM MHOY3UM, Uepe3 7 HeOeJbk IIOCJe IepBoHauvaJIbHOM
VMHOY3UM U Uepes 8 HemeJib IIoCJie IIepBOoHAUaJIbHOM MHOY3UN.

28. Cmnoco® mo m. 24, T'Ie BTOPYKD IOIOJHUTEJLHYID B/B MHOYS3MIO
BHIIOJIHAIT uYepes 3 HemOeJM I[Iocje IIepBoHauvallbHOM B/B MHOY3IUM, Uepes
4 HemeJiM IOCJIe IIepBOHauvaJIbHOM B/B MHOY3MUM, Uepes 5 HeIeJb IIOCJe
IepBOHaAuUaJbHOM B/B MHOY3MM, Uepe3 6 HedeJlb IIocje IIepBoHadallbHOM’
MHOY3UM, UYepes 7 HemeJib II0CJe IIepBoHavaJlbHOW MHOY3UM U uUepe3 8
HeIeJlb IIOocJe IepBOHAUYAJLHOM MHQY3UM.

29. Cmnoco® mo m. 24, T'Oe HepBYD IONOJHUTEJLHYID B/B MHOYSMO
BHIIIOJIHAIT Yepes 3 OHS IIOocJe IepBOoHauaJlbHOM B/B MHOY3UM, Uepes 6
OHelM IIocJle IIepBoHauvaJlbHOM B/B UHOY3MM, UYepes 9 IOHeM IOoCJe
IepBOHAUaJbHOM B/B MHOY3MM, Uepe3 12 QOHel IIocje IIepBoHadaJlbHOM
MHOY3UM UM uUepe3s 15 1OHeM I[ocje IIepBoHauvaJlbHOM MHQY3UM, ¥ BTOPVO
OOMIOJIHUTEJIBEHYID B/B  MHOY3MIO BHIOOJHSOT Yepes 3 HeIeJIM IOCJe
IepBOHAUaJbHOM B/B MHOY3MM, Uepe3 4 HeIeJ M IIOoCJe IIepBoHaYaJIbHOM
B/B WHOY3UM, Uepe3 5 Hemesib IOCJe IepBoHAuUaJIbHOM B/B MWHOY3UHU,

yepes 6 HeIeJb IIOCJe I[IepBOHAYAJBHOW MUHOY3MM, uYepes 7 HeleJb
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rmocje IepBOHAaUaJbLHOM VHOY 3UM u yepes 3 HeIeJlb rmocJe
IepBOHAYAJNILHOM MHOY3UN.

30. Cmoco® mo mn. 20, TI'oe HepBYHO IONOJHUTEJLHYI B/B MHOYSMIO
Y BTOPYID IOOMNOJIHUTEJILHYKD B/B MHOY3MO BHIIOJHAOT B Pa3HHX HO3ax.

31. Cmoco® mo mn. 30, I'me HepBYHO IOMNOJHUTEJBHYI B/B MHOYSMO
Y BTOPYH IOONOJHUTEJLHYID B/B MHOY3MIO BHIIOJHIOT B PasHHEX »HO3ax,
IpM 2TOM KaxXOad IOos3a ABJIgeTcsa 0oJiee BEHCOKOM, uUeM HauajlbHasg Oo3a.

32. Cmoco®6 mo n. 30, TI'me HepBYyHO IOMNOJHUTEJLHYI B/B MHOYSMO
BHIIOJIHAIT B Ho3e 3 MI'/KT.

33. Cmoco®6 mo n. 30, Tme BTOPYHR IOMIOJHUTEJLHYI B/B MHOY3MIO
BHIIOJIHAIT B Ho3e 6 MI'/KT.

34. Cmnoco6 mo n. 30, Tme HepByHO IOMNOJHUTEJBHYI B/B MHOY3MIO
BHIIOJIHAIT B HO3e 3 MI'/KI' U BTOPY IOOINOJHUTEJILHYID B/B MHQY3MO
BLIIOJIHAIT B HO3e 6 MI'/KID.

35. Cnoco6 no n. 30 wmimm n. 34, THOe TMepBYHD IOINOJHUTEJLHYIO
B/B MHOY3MIO BHIIOJHAKLT 10 MeHbIIeM Mepe uYepes TpU OHS IIOCJe
epBOHAYAJLHOM B/B MHOY3UN.

36. Cmooco® mo 1. 35, Ime HepByHD OOMNOJHUTEJLHYI B/B MHOYSMDO
BHIIIOJIHAIT B MOMEHT BPEMeHM, BHOPAaHHEM M3 TPYIIOE, COCTOoAmeNr U3
MOMEHTa BpeMeHM uepe3 3 [OHA I[IocJe IIepBOHauvaJIbHOM B/B MHOY3UHU,
Yepes 6 QOHel I[ocJle IDepBoHauvaJlbHOM B/B MHOY3UM, uUepes3 9 mOHen
rmocJjie nepBOHAaUAJLHOM B/B HOY3UM, yepes 12 oHewM rmocJie
IepBOHaUvaJlbHOM MHOY3MM U uUepe3 15 [OHel 1Iocjle IIepBOHAauaJIbHOM
VHQY3UM .

37. Cmoco® mo mn. 35, I'me HepBYyH IONOJHUTEJLHYID B/B MHOYSMO
BHIIOJIHAIT Yepes 3 OHS [OocJe IepBoHauaJlbHOM B/B MHOY3MUM, uUepes 6
OHell I1ocJie IIepBoHauvaJlbHOM B/B UHOY3MM, uYepes 9 IOHeM IOCJe
IepBOHaAuUaJbHOM B/B MHOY3MM, Uepes 12 QOHel IIocje IIepBoHadaJlbHOM
MHOY3UM UM uepe3s 15 mHeM Nocje IIepBOoHAUAJLHOM MHQY3UM.

38. Cmoco®6 mo mn. 35, I'me BTOPYH IOMNOJHUTEJLHYID B/B MHOYSMO
BHIIIOJIHAKRT B MOMEHT BPEMeHM, BHOPaHHEM M3 TPYIIH, COCTOAmEeN U3
MOMeHTa BpPeMeHM uUepes 3 HeOdeJM I[IocJe IIepBoHauvaJlbHOM B/B MHOY3UHU,
yepes 4 HeIeJMu I[OCJe IepBoHauvallbHOM B/B UHOY3UM, Uepes L Hemesb
rmocje IepBOHAaUaJbLHOM B/B nHOY3UM, yepes 0 HeIeJlb mocJje
IepBOHaYaJIbHOM MHOQY3UM, UYepe3 / HeOeJb IIOCJe IIepBOoHauvaJIbHOM

MHOY3UM U Yepe3 8 HemeJlb II0CJIe IIePBOHAUAJIBHOM MHOY3UN.
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39. Cmoco®6 mo mn. 35, I'me BTOPYH IOMNOJHUTEJLHYI B/B MHOYSMO
BHIIOJIHAIT uYepes 3 HeOeJM I[IOoCJe IIepBOoHauvallbHOM B/B MHOY3UM, Uepes
4 HemeJM IOCJIe IIepPBOHauvaJIbHOM B/B MHOY3MUM, UYepes 5 HeIeJb IIOCJe
IepBOHAUaJbLHOM B/B MHOY3MM, Uepe3 6 HeIeJlb IIocje IIepBoHaYaJIbHOM
VHOY3UM, UYepes 7 HemeJb IIOCJe IIepBoHavaJlbHOM MHOY3MM U uUepe3 8
HeIeJlb TocJie MepBOoHAYaJIbHOM MHQY3UM.

40. Cmoco® mo mn. 35, TI'me HepBYyHO IOMNOJHUTEJBHYI B/B MHOYSMIO
BHIIOJIHAIT UYepes 3 OHS [OCJe IepBOoHAuaJIbHOM B/B MHOY3MUM, uUepes 6
OHell IIocJle IIepBoHauvaJIbHOM B/B UHOY3MUM, UYepes 9 IOHeM IOCJe
IepBOHAYAJLHOM B/B MHOY3MM, uUepe3 12 QOHeNM I[ocje IIepBoHadaJbHOM
VHOY3UMM ¥ depe3 15 OHeM [ocie IIepBOHAauvaJIbHOM MHQY3UM, U BTOPY
OOMOJIHUTEJIEHYI B/B  MHOY3MIO BHIIOJHAOT uYepes 3  HeIeJdu IIOCJe
IepBOHAYAJLHOM B/B MHOY3UM, UYepes 4 HemeJu I[I0ocCjle IepBOHaUaJIbLHOM
B/B uHOYy3MM, uUepes 5 HeIesb I[OCJe IepBOoHauvaJIbHOW B/B UHOY3UH,
yepesz 6 HedeJik IIOCJe IepBOHaAYaJIbHOM MHOY3UM, uUepe3 7 HeleJb
rmocJe nepBOHAYAJILHOM MHOY 31K u yepes 38 HeIeJlb rmocJe
nepBOHAYAJLHOM MHOY3UM.

41. Cmnoco6 mno n. 30, rme HepBad IOONOJHUTEJbHad B/B UMHOYy3MUA
BKJIOUaeT I[IO0 MeHbIel Mepe IIepBY cepuion B/B MHOY3SMUM OBa pasa B
HemeJllo, ¥ BTOpad IOOIOJHMTeJLHad B/B MHOY3UL BKIOUAET I[I0 MeHblen
Mepe BTOPYI cepuion B/B MHOY3SUM IBa pasa B HeIello.

42. Crnoco® mo mn. 41, Toe HOepByoD cepuio B/B MHOY3UNM IBa pasa
B HemeJlio M BTOPYK cepuio B/B MHOY3MUNM IBa pasa B HeOeJlio BHIIOJIHIOT
B OO3e, DoJiee BLHICOKOM, UeM HauaJlbHagd mosa 1 MI/KI.

43. Cnoco® mo mn. 42, TIOe OepByLD cepuio B/B MHOY3UNM IBa pasa
B HeIeJ0 BHIIOJIHSIT B Jo3e 3 MI/KD, U BTOPYID Cepuon B/B MHOY3UNI
IBa pasa B HeIeJ0 BHIOJHALT B JO3e 6 MI'/KI.

44, Crnioco®6 no n. 41 wim 43, DOoe NepByR CepUK IOOIIOJHUTEJEHBIX
B/B MHQY3MM BHIIOJHALT IIO MeEeHbIlell Mepe uepes TpU OHS IIOCJe
IepBOHAUYaJbHOM B/B MHOY3UM.

45. Cnoco6 mo m. 44, TIOe TepBylD Cepuio OOINOJHUTEJLHHEX B/B
VMHOY3UM  BHIIOJHSAIT B MOMEHT BpPEeMeHU, BHOPAHHEM U3  TPYIIIH,
cocToAmey mu3 MOMEeHTa BpeMeHM dYepe3 3 OHA II0CJe IIepBoHaYaJIbHOM
B/B MHQY3MM, UYepes 6 I[OHeM Iocje IIepBoHauvaJlbHOM B/B UMHOY3UHU,
yepes 9 @OHeM I[ocje IIepBoHauvaJlbHOM B/B MHOY3UM, Uepes 12 @OHeH

nocjye nepBOHAaUaJbLHOM VHQY 31U u yepes 15 oHen nocjye
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IepBOHAYAJNILHOM MHOY3UU.

46. Crnoco6 mo m. 44, TIOe TepBylD Cepuio OOIOJHUTEJLHEX B/B
MHOY3MM BHIIOJIHAT Uepes 3 IHA IIocje IepBoHauYaJlbHOM B/B MHOY3MUH,
Yyepes 6 QOHEM I[ocJle IepBOoHauaJIbHOM B/B MHOY3UM, uUepe3 9 OHeN
rmocje IepBOHaUaJbLHOM B/B MHOY3UM, yepes 12 oHewn rmocJe
IepBOHaAUvalbHOM MHOY3MM U UYepe3 15 [OHelM 1ocjie IIepBOHAauaJIbHOMU
VHQY3UN .

47. Cnoco® mo 1. 44, TOe BTOPYKLD Cepul OOINOJHUTEJILHEX B/B
VMHOY3MV  BHIIOJHAKT B MOMEHT BpPEeMeHH, BHOPAHHEM M3  TPYIIIH,
COCTOAMEN M3 MOMEHTa BpPeMeHM uepe3 3 HeOeJM IIoCJie IIepBOoHadaJIbHOM
B/B wuHOY3UM, Uepe3 4 HemeJM IOCJe IepBOoHAUAJILHOM B/B MWHOY3UHU,
yepes 5 HenmeJsib Mocjie IepBOHAUYAaJLHOM B/B MHOY3UM, Uepe3 6 Hemesb
nocJe IepBOHAYAJILHOM MHOY3UM, yepes 7 HeIeJb nocJe
IepBOHAYaJLHOM MHOY3UM U UYepe3 8 HemeJb IIOCJe IIepBoHauvaJbLHOM
VHOQY3UN .

48. Cnoco® mno n. 44, rTOe BTOPYK CEPUI0 MHOINOJHUTEJIBHEX B/B
MHOY3UM  BHIIOJHSIOT UYepes 3 HeIOeJM I[ocJie IIepBoHAUaJIbHOM B/B
UHOY3MM, uYepes 4 HemesM IIocJe IepBoHauvallbHOM B/B MHOY3MUM, Uepes
5 HepmeJsib IoOcCJIe IIepBOoHauvaJIbHOM B/B MHOY3MUM, Uepes 6 HeImeJlb II0CJe
IepBOHavaJIbHOM MHOY3UM, Uepe3 7 HeOeJbk IIOCJe IepBoHauvaJIbHOM
VMHOY3UM U Uepes 8 HemeJib IIoCJie IIepBOoHAUaJIbHOM MHOY3UN.

49. Cnoco6 mo mn. 44, TIOe TepBylD Cepuio OOINOJHUTEJILHHEX B/B
MHOY3MIM BHIIOJIHAT uUepes 3 IHA IIocje IepBoHauvallbHOM B/B MHOY3UH,
Yyepes 6 QOHeM I[ocJle IIepBoHauvaJlbHOM B/B MHOY3UM, uUepes3 9 mOHen
rmocjie nepBOHAaUAJILHOM B/B nHOY3UM, yepes 12 oHewn mocJie
IepBOHaUvaJlbHOM MHOY3MM UM UYepe3 15 @OHelM 1[Iocjle IIepBOHAauaJIbHOM
UHOY3MM, ¥ BTOPYD CEPpMI HOOMNOJIHUTEJILHHX B/B MHOY3SUNM BHIIOJHIIOT
yepes 3 HeeJM I[OCJe IepBoHauvallbHOM B/B UHOY3UM, Uepes 4 HeOdesu
Iocjie  IepBoHauvaJIbHOM B/B  MHOY3UH, yepes 5 Hemesb nocJe
IepBOHAUaJbHOM B/B MHOY3MM, Uepe3 6 HeIeJlb IIocje IIepBoHadaJlbHOM
MHOY3UM, UYepes 7 HeOeJib IIOCJe IepBoHadvaJlbHOM MHOY3UM U uUepe3 8
HeIeJlb IocJe IepBOoHAUYaJIbHOWM MHQY3UM.

50. Cnoco6 no n. 1, rme cy®bekKTy B KauecTBe QOHOBOM TepalllM
BBOOMJIM OeKcaMeTas30H.

51. Cnoco6 mno n. 50, 1mme cyOBeKT paHee He IOJIydalJl JeueHue

or IJII', u IIpM STOM I»OeKRCaMeTasOH BBOIOAT B IOO3e IIO MeHbIIeMn Mepe 10
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M1/ M? .

52. Crnoco® mno n. 50, Tme cy®mexkT IoJIydaeT aHTUTeJIO B
KauecTBe TepalMy BTOpPOW JuMHMM Opu IJII', ¥ IekcaMeTa30H BBOIAT B
Iose [0 MeHbIel Mmepe 5 Mr/m?.

53. Cnoco®6 mno mn. 1, »OOHNOJHUTEJILHO BKJIOUAKIMY BBeIeHME IIO
MeHbIleM Mepe BTOPOTO CpelcTBa CyOBLekKTy.

54. Cnoco6 mno n. 53, T'le BTOpoe CpPedCTBO NpelcTaBJgeT cobon
TepaleBTUUECKOEe CPeICTBO, IIPOTMBOBOCHAJIMUTEJIBHOE CPeICTBO W/UINU
VMMYyHOCYIIPECCUBHOE CPelCTBO.

55. Crioco6 ocygabjsieHusa cuMIToOMa 3aboJjieBaHusd, BKJIIOU A0
orpelejieHre ypobHA CXCL9, OTHEJILHO WMJIM B COUETaHMM C OIOHMM WIIU
BoJiee IpyIruMu OMOMapkepaMy, B OMOJOTMUeCKOM oOpa3lie OT CyDBekKTa,
CpaBHeHUue M3MEPEHHOTO YPOBHSA CXCL9 C KOHTPOJILHEIM  YPOBHEM
SKCIPEeCcCUur U, eCIM WU3IMepeHHHM YPOBeHb ABJISETCsS IIOBHIIEHHBM,
BBeleHMe aHTU-UHTepbepoH-TamMa (IFNy) aHTaroHucTa B KOJIUYECTBE,
OOCTAaTOUHOM IJIS OCJabJIeHMsa CcHuMIITOMa 3abojieBaHMA y CcyOBeKTa.

56. Cnioco® mo n. 55, rme onuH uau 0OoJlee IOpyIUxX OMOMapKepoOB
BHIOMpAIT M3 TPYINH, COCTOAmeY KW3 ypoBHeM ofbmero IFNy, CXCL1O0,
CXCL11l, a TakXxe MX COUeTaHWuM.

57. Cmoco® mo n. 55, rme OGuojormueckmum obpas3ell NpencTaBiigeT
coBoM KPOBL MJIM IIOJIYUEeH U3 KPOBU.

58. Cmoco® mo n. 55, rme OuojormMueckmum obpas3ell NpencTaBJgeT
coBo¥ CHBOPOTKY .

59. Cnoco6 mo n. 55, rme a"HTM-IFNY aHTarOHUCT IIpenCTaBJIsgeT

coBort aHTM-IFNy aHTUTeJ O WJIM eT0 UMMYHOJIOTMYECKM  aKTHBHBIM

bparMeHT.
0. Crnoco® 1o 1. 59, roe aHTM-IFNy aHTUTeJIo, njinm ero
MMMYHOJIOTUUE CKU aKTMBHBI bparmMeHT, COOEPXUT OIIpeneJI gy

KOMILJIEMEHTAPHOCTE 0O0JacTe 1 BapuabeJIbHOM 0O0JJacTM TSXKeJIOM Lelu
(VH CDR1), comepXallyl® aMMHOKMCJIOTHYK IIOCJIemOBaTeJIbHOCTE SYAMS
(SEQ ID NO: 1); ONIpelelIanmyl  KOMILJIEMEHTAPHOCTE obJacThb 2
BapuabesIbHOM obJjlacTH T XeJION Lenmn (VH CDR2), cCoIepxXalyo
AMMHOKMCJIOTHYIO IIocJiemfoBaTeJIbHOCTL AISGSGGSTYYADSVKG (SEQ ID NO:
2); ONpenelgillyld  KOMILJIEMEeHTapHOCTE ofyacTb 3 BapuabeJIbHOM

oBJlacTM  TSKeJIOM  lLelu (VH CDR3), comepXxamyrn  aMMHOKMUCJIOTHYI
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[IOoCJIeIOBaTeJIbHOCTE DGSSGWYVPHWEDP (SEQ ID NO: 3); onpemelIdomyn
KOMILJIEMEHTapHOCTEL o6JacTb 1 BapuabedbHOM oOJjJacTu JerkoM uenm (VL
CDR1), ComepXamy aMVHOKMCJIO THYIO [IOCJIEIOBATEJIBHOCTE
TRSSGSIASNYVQ (SEQ ID NO: 4); olpeleliA0lyld KOMILJIEMEHTAPHOCTD
obJacThb 2 BapuabeslbHOM obJjacTu T XKEJION Ienm (VL CDR2),
comepxalyl aMMHOKMCJIOTHYK IIOCJemoBaTeJIbHOCTE EDNQRPS (SEQ ID NO:
5); ® omnpemelsomyl KOMIJIEMEHTAPHOCTL objlacTe 3 BapuabeJbHOM
obJjacTu TSXKeJION — Lelu (VL CDR3), comepXalyrn  aMMHOKMCIIOTHYIO
nocJjiegoraTeJIbHOCTE QSYDGSNRWM (SEQ ID NO: 6).

ol. Crmoco®6 1o 1. 59, roe aHTU-IFNYy aHTuUTeso, njinm ero
VIMMYHOJIOTUYUECKHA aKTUBHEM bparmMmeHT, COOEPXUT AMVHOKMCJIOTHYIO
IIOCJIeOBAaTEJILHOCTE BapuabeJibHOM ofjacTy TaxeJor uLenu SEQ ID NO:
47 ¥  aMMHOKMCJIOTHYI IIOCJIeIOBaTeJIbHOCTL BapuabeJibHOM  ofJjacTu
Jerkoy uenu SEQ ID NO: 48.

2. Crnoco® 1o 1. 59, roe aHTM-IFNy a”HTHUTeJyiO, WIM eTI'o
VMMYHOJIOTUYECKHM AKTUBHEIM bparmMmeHT, COOEPXUT AMVHOKMCJIOTHYIO
IocJyleIoBaATEJILHOCTL TaxeJon Henu SEQ ID NO: 44 M aMMHOKMCJIOTHYIO
IocJleIoBaATEJILHOCTL JieTkoy Lenu SEQ ID NO: 46.

63. Cronoco® 1mo 1. 55, rme cy®wmekKT 4ABJISeTCS UeJIOBEeKOM.

64. Crooco® no n. 55, rme 3abojieBaHMe IIpPenOcTaBJsgeT cCcobou
ayTOMMMYyHHOEe WMJIM BOCIaJIMTeJIbHOoe 3aboJieBaHMe.

65. Croco® no n. 55, rme 3abojleBaHMe IIPeOCTaBJIsgSeT Ccobou
IIePBUYHHEY MM BTOPUUHHM TeMO®aroUMTapHBEM JUMOOTUCTUOLMNTO3 (IVIT) .

66. Crocod no n. 55, rme 3abojleBaHMe IIPenOCTaBJsgeT cCcobou
CUHIPOM aKTHMBalUuM Makpodparoe (CAM) .

67. Cronoco® mo m. 55, rme 3abojieBaHMe IIpencTaBijgeT cobdon CAM
B KOHTEKCTe CUCTEMHOTO OBEHMJILHOTO  MIMOIATUUECKOTO  apTpuTa
(cloMA) .

68. IlpemapaT, COIepXaluu:

(a) TepaleBTUUEeCKU s0deKTUBHOE KOJIMYECTRBO BHIOEJIEHHOT O
aHnTuTesa, nIm ero AHTUTEeHCBA3HBAKMET O bparMeHTa, KOTOopoe
CBA3EBaeT MHTepbepoH-TramMMa (IFNy) ;

(b) L-rMcTHMIMH;

(c¢) L-TuCTHMIMHA MOHOTUIOPOXJIOPUI, MOHOTUIPAT;

(d) xJjopun HaTpma (NaCl);
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(e) nommcopbBaT 80;

IpM 3TOM 3HaueHuMe pPH mnpenapara cocrTaBjageT oT 5,8 mo 6,2.

69. IlpenapaT 0o . 68, I'Ile BHOEJEHHOE AaHTUTEJIO CONEPXUT
OIpelelIdlyly KOMIIJIEMEHTApHOCTE of0JjacTe 1 BapuabelbHOM o06JacTu
T AXKEeJION Lerm (VH CDR1), comepxXxamymn AMMHOKMCJIO THYIO
[IOCJIEIOBATEJIBHOCTE SYAMS (SEQ ID NO: 1) OTIP e eI ANy
KOMILJIEMEHTAPHOCTL 006JacTe 2 Bapuab®ellbHOM 0OJaCTM TAXEJIOW Lelu
(VH CDR2), comepXxamymn AMVMHOKUCJIOTHYIO [IOCJIEOOBATEJIBHOCTE
ATISGSGGSTYYADSVKG (SEQ ID NO: 2); u OIIP e eI Ay
KOMILJIEMEHTAPHOCTL 006JacTe 3 BapuabellbHOM 0OOJaCTM TAXEJION Lelu
(VH CDR3), comepxamymn AMVMHOKHUCJIOTHYIO [IOCJIEOOBATEJIBHOCTE
DGSSGWYVPHWEFDP (SEQ ID NO: 3); olOpemejdolyld KOMILJIEMeHTapHOCThb
obynacTte 1 papuabesibHOM oBJjacTu Jerkou Lemnu (VL CDR1), coIepxamyio
AMMHOKMCJIOTHYIO IIOoCJlemoBaTeJIbHOCTE TRSSGSIASNYVQ (SEQ ID NO: 4);
ONpeneldlllyld KOMILJIEMEeHTAapHOCTL of0JlacTh 2 BapuabeJbHOM 00JacTu
JeTKOoM Lenm (VL CDR2), comepxalyo AMMHOKMCJIO THYIO
[IoCJIeIOBaTEeJILHOCTE  EDNQRPS (SEQ ID NO: 5); wu oIpemejdarmyn
KOMILJIEMEHTAPHOCTEL o60JjlacTs 3 BapuabeJibHOM 00JlacTM JIeTKOM Lenu 3
(VL CDR3), comepxamymn AMVHOKMCJIO THYIO [I0CJIegOoBaTEJIbLHOCTE
QSYDGSNRWM (SEQ ID NO: 6).

70. IlpenapaT 1o . 68, I’Oe aHTUTEJO CONEPXUT aMMHOKMUCJIIOTHYIO
[IOCJIENOBATEJIEHOCTD BaprabebHOM obJjacTu T sSKeJION uenu,
COOTBETCTBYHIYID aMMHOKMCJIJIOTHOM IIocJeloBaTeJibHocTM SEQ ID NO: 47,
¥ aMMHOKMCJIIOTHYI IIOCJIeHOBaTeJIbHOCTE BapuadeslbHOM o006JacTU JIeTKOM
LIel, COOTBETCTBYHIYID aMMHOKMCJIOTHOM IIocjlenoBaTeJibHOCTM SEQ ID
NO: 48.

71. IlpenapaT o n. 68, comepxamuit 5 Mr aHTtureysa, 1,55 Mr L-
rMcTuaonHEa, 3,14 Mr L-THCTHMOMHa MOHOIMIPOXJIOpMIa, MOHOIMIpaTa,
7,31 M xJjopuna HaTpusa (NaCl) mu 0,05 M nosmcopbara.

72. IlpenapaT no mn. 68 wmm n. 71, 3HadeHrMe pH KOTOpPOTO
cocTaBJyaeT 6, 0.

73. IlpemapaT 1o II. 68, TOpeIcTaBJgomui co®o¥ CTepWJIbHHMA
KOHLEHTPUPOBAHHEM NIpeHapaT OJsa UMHOYy3UM.

I[Io DOBepeHHOCTH
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