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HapyweHus, onocpenoBaHHble uHTepdepoHom | Tuna

HacTosiwiee wn3obpeTeHne OTHOCUTCS K WAEHTUMKAUMM U TNPUMEHEHWIO GUOMapKepoB AnS
BbISIBIIEHVSI W/MNW MOHUTOPUHra cybbekTa, cTpajatowero 3aborneBaHMEM WM HapyLUEHUEM,
OnocpeoBaHHbIMU MHTEPEPOHOM | TUNa, TakMMKU Kak ayTOMMMYHHble 3aboneBaHus (Hanpumep
CUCTEMHas KpacHas BonuyaHka). HacTosiwiee un3obpeTeHne [OMOSNHUTENBHO OTHOCUTCH K
COOTBETCTBYIOLMM crnocobGam rnedvyeHMs U K crnocobam  uAEHTUMKAUMM  KaHAWAATHbBIX

TEPaNEBTUYECKNX CPEACTB.

CurHanbHbIn NyTb UHTEpdepoHa | Tuna obycnoenueBaeT NaTonornilo Npu psae ayTOMMMYHHbIX
3a60neBaHU, B YaCTHOCTU MPU CUCTEMHOWN KpacHOW BonuvaHke (SLE), n ero MOXHoO OTCReXxuBaTb
NMOCPeACTBOM TPAHCKPMNTOB, MHAyuupyembix IFN | Tuna, npucyTcTBYIOWMX B LENBHOW KPOBU, —
yKasaHHble TpaHCKpunTbl obecneumBaloT npodune akcnpeccun reHoB IFN | Tuna. B kauvectse
npumepa, B Yao ef al. (Hum Genomics Proteomics 2009, pii: 374312) onnucaHa maeHTudUKaUns
npodhuns skcnpeccun 21 reHa IFNa/B v ero npumeHeHne B KadecTse Guomapkepa cBasaHHbIX C IFN |

Tvna 3aboneBaHni UNN HapyLUEHWA.

YKasaHHbIi MNOAXOA ANS ONpPeAeneHus npocunst 3KCMpeccunM TreHoB, OfHako, obnajaer
OrpaHNYEHHON MPVMEHUMOCTbIO BCMEACTBUE HEMOCTOSHHOW KOPPEnAuMn Mexay npodunsiMm

MHAYLMPOBAHHbIX TPAHCKPUNTOB 1 COOTBETCTBYHOLLUMU NMPOPUSMU UHAYLMPOBaHHbIX GENKOB.

CnepoBaTenbHO, CyLLEeCTBYET HEOOX0AMMOCTb B anbTEPHATMBHOM, AOMOMHSAIOLLEM UMK YNYyYLLEHHOM

crnocobe BbIABNEHUs n/unmn moHutopuHra aktueHoctu IFN | Tuna y cybbekra.

HacTosiwee nsobpeTteHne pellaeT o4HY UMM HECKOMbKO U3 BblleyKkasdaHHbIX Npobnem 1, Hanpumep,
obecneunmBaeT TOYHbIA W/WNW HaZEXHbIN Cnoco® BbiBNEHMs y cybbekTa 3aboneBaHust wnu

HapyLeHus, onocpeaoBaHHbix IFN 1 Tuna.

B nepeom acnekte HacTosiLee n30bpeTeHne npegycmaTpuBaeT cnocob naeHTnudmkaymm cyobekTa,
NOAXOAALLErO ANS NeYeHns 3aboneBaHna Unu HapyLIEHNS, ONOCPE0BaHHbIX MHTEPEPOHOM | TUNa,
C NOMOLLbIO TEPANEBTMYECKOTO CPEACTBA, KOTOPOE MOAYNMPYET (HanpruMep CBS3bIBAET) aKTUBHOCTb
uHTepdepoHa | Tna, BKNOYaKLWWI BbISBNEHME NOBLILLEHHOTO YPOBHSA nepsoro 6enka B obpasye oT
cyObeKTa 1 NOBLILLEHHOIO YPOBHSA BTOPOro 6enka B obpasue oT cybbekTa,

rae nepebin 6enok npeacraenseTt cobon EPHB2,

rae BTOpoW OenoK XapakTepuayeTcsi 3KCMPECCUMEN reHa, MHAYLMPYEMON MHTepdepoHoM | Tuna, u
LEMOHCTPUPYET KO3 PuUMeHT koppensauum MNMupcoHa, coctaensowmn 6onee 0,3, N0 CpaBHEHMIO C
npodunem sKkcnpeccumn reHoB, CBA3aHHbIM C UHTepdepoHoM | TMna, u

rAe MOBbILWEHHbIN YPOBEHb NEPBOro Gerka 1 NOBbILLEHHbBIA YPOBEHb BTOPOro 6enka cpaBHMBAIOT C:
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a) ypoBHeM nepBoro 6eska n ypoBHEM BTOPOro 6ernka COOTBETCTBEHHO B 06pasLe 13 TKaHu
unMm  OT uYenoBeka, He cTpajawowero 3aboneeBaHMeM UMM HapyLUEHUEM,
onocpeaoBaHHbIMU UHTEPdEPOHOM | TUNa, nnu

b) ypoBHEM OAHOrO MK HECKOMbKMX KOHTPOMbHBIX 6enkoB B 06pa3ue oT cybbekTa.

Bo BTOpOM acnekTe HacTosiLee n3obpeTeHne npeaycMmaTpmBaeT cnocob naeHTudmkaymm cyobekra,
NOAXOASLLErO ANS NeYeHus 3aboneBaHns UK HapyLLEHWS, ONOCPe0BaHHbIX MHTEPGEPOHOM | TUNa,
C NOMOLLbIO TEPANEBTMYECKOrO CPEACTBA, KOTOPOE MOAYNMPYET (HanpuMep CBS3bIBAET) akTUBHOCTb
nHTepdepoHa | Tvna, BKNOYAOLLNIA:
i) BbIsIBNEHNE NOBbLILEHHOrO YPOBHA nepeoro 6enka B obpasuye oT cybbekTa 1 NOBbILLEHHOIO
YPOBHS1 BTOporo 6enka B o6pasue o1 cybbekTa,
rae nepebin 6enok npeacraenseTt cobon EPHB2,
rae BTOpou GenoK XapakTepusyeTcsl SKCNpeccuen reHa, MHAYUMPYeMOn WHTepdepoHOM |
TMNa, N AEMOHCTPUPYET KoachbdurumeHT koppensauum NupcoHa, coctasnswowmin 6onee 0,3, no
CpaBHEHUIO C NPoUNeM 3KCNPECCUM reHoB, CBA3aHHbIM C MHTepdepoHoMm | Tnna, 1
r4€ TMOBLILWEHHBIA YPOBEHb NepBoro 6efka WM NOBLILWEHHbIA YPOBEHb BTOpPOro 6Genka
CpaBHUBAIOT C:
a) ypoBHeM nepBoro 6enka n ypoBHeM BTOpOro Genka COOTBETCTBEHHO B obpasue 13
TKAHW WM OT YEenoBeKa, He CcTpajaiwowero 3aboneBaHVeM WM HapylleHUEM,
onocpeaoBaHHbIMU MHTEPdEpPOHOM | TUNa, unu
b) ypoBHeM 04HOro MMM HECKOMNbKMX KOHTPOMbHbIX 6enkos B o6pasye oT cybbekTa; u

i) BBEAEHWE TepaneBTUYECKOro cpeacTea.

B TpeTbem acnekTte HacTosiLiee M306peTeHUe NpeayCMaTpUBaET aHTUTENO K MHTepdepoHy | Tuna

WNN aHTUTENO K peuenTopy nHTepdepoHa | Tuna, KOTopble MOAYNMPYIOT (HanpMMep CBA3bIBaIOT)

aKTMBHOCTb MHTepdepoHa | Tuna, ans NpUMeHeHMs B redeHun 3aboneBaHUs UNM HapylLeHwus,

onocpefoBaHHbIX WHTEpdepoHoMm | Tuna, y cybbekTa, roe cybbekT Obln MAEHTUPUUMPOBAH

NOCPELCTBOM BbISIBIEHWS MOBbLILEHHOrO YPOBHA nepBoro 6enka B obpasye oT cybbekta wu

MOBbILLEHHOIO YPOBHS BTOPOro 6enka B obpasue ot cybbekTa,

rae nepebin 6enok npeacraenseT cobon EPHB2,

rae BTOpPOM OenoK xapakTepusyeTcsi 3KCMPECCHMEN reHa, MHAYUMPYEMON MHTepdepoHoMm | Tuna, u

LEMOHCTPUpPYET KO3 puUMeHT koppenauum MNMupcoHa, coctaensowmn 6onee 0,3, N0 CpaBHEHMIO C

npodunem 3KCnpeccun reHoB, CBA3aHHbIM C MHTepdepoHoMm | TMna, u

rAe NoOBLILWEHHbIN YPOBEHb NEPBOro 6enka 1 NOBLILLEHHbLIA YPOBEHb BTOPOro 6enka CpaBHMBAOTCS C:

a) ypoBHeM nepBoro 6enka n ypoBHem BTOporo Genka COOTBETCTBEHHO B obpasue us

TKAHW WM OT YEnoBeKa, He CcTpajaowero 3aboneBaHVeM WM HapyLEeHUEM,
onocpeaoBaHHbIMU MHTEpdEepoHOM | TUna, unu

b) ypoBHEM OAHOrO MMM HECKOMBKNX KOHTPOSbHbIX 6enkoB B o6pasLe oT cybbekTa.
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B ueTBepTOM acnekTe HacTosilee n3obpeTeHne npeaycmaTpuBaeT cnocob neveHms 3abonesaHus

Uy HapyLLEeHWs, OnocpesoBaHHbIX MHTepdepoHom | Tuna, y cybvekTta, npm 3Tom cnocob BknovaeT

BBEAEHME aHTUTENa K MHTepdEePOHY | TMNa N aHTUTENa K peuentopy uHTepdepoHa | Tmna, kotTopble

MOAYIMPYIOT (HanpMMep CBSA3bIBAIOT) aKTUBHOCTb WHTepdepoHa | Tuna, rae cybbekt Obin

naeHTUULMPOBaH NOCPEACTBOM BbISBNEHUS NOBLILEHHOrO YPOBHA nepsoro 6enka B obpasue ot

cyGbeKTa 1 NOBbILLEHHOrO YPOBHS BTOporo 6enka B obpasue oT cybbekTa,

rae nepsbi 6enok npeacraenseT cobon EPHB2,

rae BTOpPOM Oenok xapakTepusyeTcsi 3KCMpeccuen reHa, MHAyUMpyemMon nHtepdepoHom | Tuna, u

LEMOHCTPUpPYET koadhduumeHT koppenayum MNMupcoHa, coctaensowmin 6onee 0,3, No cpaBHEHUIO C

npodunem 3KCnpeccun reHoB, CBA3aHHbIM C UHTepdepoHoMm | TMna, u

rAe MOBbILWEHHbIN YPOBEHb NEPBOro Gerka 1 NOBLILLEHHbIA YPOBEHb BTOPOro 6enka cpaBHMBAIOT C:

a) ypoBHeM nepBoro 6enka u ypoBHemM BTOporo 6enka COOTBETCTBEHHO B obpasue us

TKAHW WM OT YenoBeka, He cTpajaiowero 3aboneBaHWEM WNM HapyLUEHUEM,
onocpeaoBaHHbIMU MHTEPdEepOoHOM | Tuna, unu

b) ypoBHEM OAHOrO MMM HECKOMBKUX KOHTPOMBHbIX 6enkoB B o6pasLe oT cybbekTa.

HacToswee usobpeTeHne MOXET AOMOMHWUTENBbHO MNpPeAyCcMaTpuBaTb BbISBNEHUE MOBbILLEHHOTO
YPOBHSI NO MEHbLUEN Mepe 04HOro apyroro Genka B obpasue oT cyObekTa, rae no MeHbLUen Mepe
OAVH Apyron Genok xapakTepnsyeTcsi 3KCNpeccuen reHa, nHaAyympyemMmon nHtepdepoHom | tuna, u
AEMOHCTPUpPYET KO3 PuUMeHT koppenauyum MNMupcoHa, coctaensowmn 6onee 0,3, N0 CpaBHEHMIO C
npodrnem 3KCNpPeccun reHoB, CBA3aHHbIM C MHTEPdEPOHOM | TMNA; 1 rAe NOBbILLEHHbIA YPOBEHb MO
MEHbLUEN Mepe OAHOro Apyroro 6enka cpaBHMBaETCsA C
a) ypoBHeM MO MeHbllen Mepe ojHoro Apyroro Genka B obpasue U3 TkaHu wiu oT
Yyenoseka, He CTpajaloLwero 3aboneBaHMeM WUMU HapyLUEHWEM, ONOCPeAOBaHHbIMU
nHTepdepoHom | Tnna, unn

b) ypoBHEM OAHOrO MMM HECKOMBKUX KOHTPOIbHbIX 6enkoB B o6pasLe oT cybbekTa.

B nstom acnekte HacTosiuee usobpeTeHue npeaycMmaTpuBaeT Cnoco® MOHWUTOPMHra wUnu
NPOrHO3NPOBaHNS NPOrpeccupoBaHus y cybbekta 3aboneBaHns Unu HapyLeHWs, ONoCpes0BaHHbIX
NMHTEpPdEepPOHOM | TMNa, BKNIOYAIOLLMIAL
i)  unaeHTUdUKaLMIO YPOBHS 3KCnpeccun nepeoro 6enka B McxogHoMm obpasue oT cybbekta u
YPOBHSA 3KCMPECCHMM NO MEHbLUEN Mepe ojHoro apyroro 6enka B ucxogHom obpasue oT
cybbvekTa; n
i) wnaeHTMdMKAUMIO YPOBHSA 3Kcmpeccun nepsoro 6Oenka B AONONHUTENbHOM obpasue
(Hanpumep, B3ATOM NO34HEE NO BPEMEHM MO CPABHEHMIO C UCXOA4HbIM 06pa3yom) oT cybbekTa
N YPOBHSI 3KCNPECCHM NO MEHbLUEN MePe O4HOro Apyroro 6enka B 4ONONHUTENBHOM obpasue
OT CyObeKTa,
r4e NoBbILEHNE YPOBHSA 3KCMpeccumn nepsoro 6enka 1 noBbILLEHWE YPOBHSA 3KCNPECccUn no

MeHblUEN Mepe OAHOro Apyroro 6enka B AOMOMHUTENbHOM o6pasue No CpaBHEHUIO C
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ncxogHbIM 06pasyom oT cyGbekTa AaloT BO3MOXHOCTb MPOrHO3MPOBaTb NPOrpeccupoBaHne
3aboneBaHus; unu
r4e CHWXEHWE YPOBHHA 3KCTpeccun nepsBoro Genka u CHDKEHWE YPOBHS 3KCMpeccun no
MEHbLUE Mepe oaHoro apyroro 6enka B AJONOMHWUTENbHOM obpasye no CpaBHEHWIO C
ncxogHbiMm obpasyom ot cybbekta [aloT BO3MOXHOCTb MPOrHO3UPOBaTb PErpeccuio
3aboneBaHus;

rae nepsbin 6enok npeacraenseT cobon EPHB2; n

rae no MeHbLlen Mepe OAWH Apyron Genok xapakTepusyeTcsi SKCMPeCCUEN reHa, WMHAYLMPYEMOMN

nHTepdepoHom | Tuna, N AEMOHCTPUPYET ko3thdUUMEHT Koppenauun MnupcoHa, CocTaBnsoLMMA

6onee 0,3, N0 cpaBHEHMIO C NPOUMIEM SKCNPECCUM FTEHOB, CBA3AHHLIM C MHTEpdepoHoM | Tuna.

B wectom acnekte HacTosuwee u3obpeTeHne npegycmaTpvMBaeT cnocob  MOHWUTOPWHra
nporpeccupoBaHmsa 3aboneBaHns UNM HapyleHWs, ONOCpenoBaHHbIX WHTepdepoHoMm | Tuna, y
cyGbekTa, Nony4atoLero nevyeHne TepaneBTMYECKUM CPeACTBOM, KOTOPOEe MOAYNUPYEeT (Hanpumep
CBSI3bIBAET) aKTUBHOCTb MHTEPdEPOHA | TUNA, BKITIOYAIOLLWIA:

i)  unaeHTUdUKALMIO YPOBHS 3KCnpeccun nepeoro 6enka B McxogHoMm obpasue oT cybbekta u
YPOBHSA 3KCMPECCHMM NO MEHbLUEN Mmepe ogHoro apyroro 6enka B ucxogHom obpasue oT
cybbekTa;

i) wnaeHTMdUKaUMIO YPOBHA 3kcnpeccum nepBoro 6enka B AOMNOMHUTENBHOM obpasye
(Hanpumep, B3ATOM NO34HEE NO BPEMEHM MO CPABHEHMIO C UCXOAHbIM 06pa3uom) oT cybbekTa
N YPOBHS 3KCNPECCHM MO MEHbLUE Mepe O4HOro Apyroro 6enka B ONONHUTENbHOM 06pasue
OT CyObeKTa,;

iii) BBeAeHWe CyObeKTy TepaneBTMYECKOro CpeacTBa, KOTOPOE MOAYNMPYEeT akTUBHOCTb
nHTepdepoHa | Tvna, rae TepaneBTUHMECKOE CPEACTBO BBOAMTCA A0 CTaauuv i) UnNn Mexay
cTaagnsamm i) nii); n

iv) CpaBHEHMWE YPOBHEN 3KCMpeccun nepeoro 6enka 1 no MeHbLUEN MepPe O4HOro Apyroro 6enka
B UCXOAHOM obpasue oT CyObeKkTa C YPOBHSIMU 3KCNpPECcUM nNepBoro 6erka 1 no MeHbLUen
Mepe 04HOro Apyroro 6enka COOTBETCTBEHHO B AOMNOMHUTENBHOM 0BpasLe oT CyObekTa;
r4e U3MEHEHNe YPOBHEN 3KCMpeccun nepBoro Genka n No MeHbLUen Mepe OAHOrO Apyroro
6enka ykasblBaeT Ha YpoBeHb 3PEKTUBHOCTU TepaneBTUYECKOrO CPEeACcTBa, KOTOPOe
MOAYIUPYET aKTUBHOCTb MHTEpPdEepoHa | Tuna;

rae nepsbln 6enok npeacraensieT cobon EPHB2; n
rae no MeHbLlen Mepe OAWH Apyron Genok xapakTepusyeTcsi SKCMPeCCUEN reHa, MHAYLMPYEMOM
nHTepdepoHom | Trna, N LEMOHCTPUPYET KO3hPUUMEHT koppensaymn [MpCcoHa, COCTaBNSIOWMNA

Gonee 0,3, N0 CpaBHEHMIO C NPODUNEM IKCNPECCUMN FTEHOB, CBA3AHHbLIM C MHTEPEpPOHOM | Tna.

B ceabmom acnekte HacTosiwee wu3obpeTeHne npeaycmaTpuBaeT cnocob umaeHTUdUKayum
KaHAWAATHOTrO TepaneBTNYECKOr0 CpeacTBa AN nedeHust 3aboneBaHUs WM HapyLUEHUs,

0Mnocpe oBaHHbIX MHTEPdEPOHOM | TUNa, BKMIOYAIOLWNIA;
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i)  unaeHTUdUKaLMIO YPOBHS 3KCnpeccun nepeoro 6enka B McxogHoM obpasue oT cybbekta u
YPOBHS 3KCMpPEeCccuMM No MeHblUen mepe ogHoro apyroro 6enka B ucxogHom obpasue oT
cybbekTa;

i) BBeAEHWE KaHAWAATHOro TepaneBTUYECKOro cpeacTea CyObekTy;

iil) wnaeHTMUdUKaUMIO YPOBHA 3kcnpeccun nepsoro Oenka B A0ONONHUTENbHOM obpasue
(Hanpvmep, B3ATOM NO3AHEE MO BPEMEHW NO CPABHEHUIO C UCXOAHBIM 06pasLom) oT cybbekTa
N YPOBHS 3KCNPECCHM MO MEHbLUEN MEPEe 04HOro Apyroro 6enka B gononHutenbHoM obpasue
OT CyObeKTa; n

iv) CpaBHEHMWE YPOBHEN 3KCMpeccun nepeoro Genka 1 no MeHbLUEN MepPe O4HOro Apyroro 6enka
B UCXOAHOM obpasue oT cyObeKkTa C YPOBHSIMU 3KCNPECCMM NEPBOro 6enka U No MeHbLUER
Mepe 04HOro Apyroro 6enka COOTBETCTBEHHO B AONOMHUTENBHOM oBpasLe OT CyObeKTa;
rie U3MEHEHNe YPOBHEN 3KCMpeccun nepBoro 6enka n No MeHbLUen Mepe OAHOrO Apyroro
6enka BKMIOYAET CHUXKEHME NOMOXUTENBHON PErynsumMm YPOBHEN 3KCNpeccum nepeoro 6enka
N N0 MEHbLUEN Mepe OAHOro apyroro Genka COOTBETCTBEHHO, YTO YKa3biBAa€T Ha TO, YTO
CpenCTBO ABMNSETCH KAHANAATHBIM TEPANEBTUYECKUM CPEACTBOM;

rae nepsbin 6enok npeacraensieT cobon EPHB2; n
rae no MeHbLlen Mepe OAWH Apyron Genok xapakTepusyeTcsi SKCMPeCCUEN reHa, MHAYLMPYEMOM
nHTepdepoHom | Trna, N AEMOHCTPUPYET KO3hPUUMEHT koppensymn [MpcoHa, COCTaBMSIOWMNA

Gonee 0,3, N0 CpaBHEHMIO C NPODUNEM IKCNPECCUMN FTEHOB, CBA3AHHbLIM C MHTEPEpPOHOM | Tna.

B HacTosiwem n3obpeTeHnmn cCbinka Ha BTOpor 6enok uunm no MeHbLLEN Mepe OAMH Apyron 6enok
o3HauyaeT 6Oenok (Kaxablil), He3aBMCMMO BbiOpaHHbIM M3 rpynnbl, coctoswen u3 ALCAM;
aHrmonoatuHa-2 (ANG-2); AREG; C1q; peuentopHon TuposuHkmHasel AXL (AXL); dakTopa
aktTmBayun B-knetok (BAFF); B7-H1; 6eTa-2-mukpornobynmHa (B2M); sCD163; CLM6; BLC; CD5L;
ST4S6; SCGF-anbda; CO8A1; makpodaranbHoro konoHnectumynupytowero gakropa 1 (M-CSF); R
M-CSF; katencuna S; pactesopumoro CXCL16; DLL1; DERM; mMOHOLUUTaAPHOrO XEeMOTaKCU4ECKOro
6enka-4 (MCP-4); TIMD3; EMR2; monekynbl mexkneTouHon aaresum 1 (ICAM-1); Ra1l IL-13;
uHTepnemnkmHa-18 (IL-18); bFGF; IL-18 BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-4; Ra
IL-3; LAG-3; aHTaroHucta peuenTtopa uHtepnenkmHa-1 (IL-1Ra); JAG1; KYNU; makpodaranbHoro
BocnanuTeneHoro 6enka 3 6eta (MIP-3 6eta); LG3BP; ILT-4; MCP-3; dopaktankuHa/CX3CL-1; 6enka
10, nHayuyupyemoro mHtepdpepoHom ramma (IP-10); MAPK14; MOHOUMTAPHOIO XEeMOTaKCU4ECKOro
Genka-2 (MCP-2); xemoaTtTpakTaHTa anbca T-kneTok, uHayuyupyemoro uHtepdepoHom (ITAC);
MOHOKWHA, WHAYUUpYyeMoro uHtepdepoHom ramma (MIG); MMP-14; wmeTtannonpoTenHasbl-7
maTtpukca (MMP-7); NAGK; Notch-3; LDH-H 1; peuentopa rniokokoptukongos; PDGF-CC; PLPP;
okcuaopeayktasbl NADPH-P450; SAA; a1-aHtutpuncuHa; PARKY; cnanoaaresuHa; Siglec-7; SLAF7,;
octeonoHTuHa; PD-L2; BGH3; R Ill TGF-b; TNF-a; CD30; TeHacymHa; peLenTopa gakTopa Hekpo3a
onyxonun 2 (TNFR2); TS; n SCGF-6eT1a, nnn cogepallen mx.
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B oaHOM BapuaHTe OCyLLecTBNEHUS1 BTOPOW Genok u/unm no MeHbLen Mepe oauH apyron 6enok
obpasyeT YacTb 61ONOrMYECKOro CUrHanNbHOro NyTW, HE3aBUCMMOrO OT BGMOMOTMYECKOro CUrHANBbHOMO

nyTn nepsoro 6enka.

MpeanouTUTENbHO Kaxablin M3 BTOporo 6enka w/wnm no MeHblen mepe ogHoro apyroro 6enka

HesaBucumo BbibpaH us BLC, LAG-3 n IP-10.

Mpy M3MepeHNN OTHOCUTENbHbIX YPOBHEN SKCMPECCUN B OAHOM BapuaHTe OCYLLECTBMNEHNS YPOBEHb
Mo MeHbLUEN Mepe OAHOTO U3:

nepeoro 6enka n

BTOPOro 6enka nnm no MeHbLUE Mepe O4HOro Apyroro 6enka

MOBbILLEH HA NO MeHbLLen mepe 10%.

B kauecTBe anbTepHaTUBbI, NPU M3MEPEHUN OTHOCUTESbHbIX YPOBHEWN 3KCNPECCUM B OAHOM BapuaHTe
OCYLLECTBINEHNS CPEAHEE 3HAUYEHNE:

YPOBHs1 nepBoro 6enka un

YPOBHS1 BTOPOro 6enka u/unm ypoBHS N0 MeHbLUE Mepe O4HOro apyroro 6enka

MOBbILLEHO HA NO MeHbLen mepe 10%.

MpumeHsiemoe TepaneBTUYECKOE CPEACTBO MOXET NpeaCcTaBnAaTe COO0N aHTUTENO K MHTEPEPOHY |
TMNa Wnu aHTUTENO K peuenTopy uHTepdepoHa | Tvna. B ogHOM BapuaHTe OCYyLUECTBNEHUS
TepaneBTU4YECKOE CPEACTBO MpeAcTaBnseT cobon aHTMTENno K peuenTopy mMHTepdepoHa | Tuna.
MpeanouTUTENbHO aHTUTENO K peuenTopy nHTepdepoHa | Tuna npeacraenset cobon aHugpponymab.
B apyrom BapraHTe oCyLLEeCTBINEHNS TepaneBTUYecKoe CpeaCcTBO NpeAcTaBnsaeT cobon aHTUTENo K
nHTepdepoHy | Tuna. MNpeanouTUTENBHO aHTUTENO K UHTepdepoHy | Tuna npeacTaBnsieT cobom

cudanymmmas.

CybbeKT, Ha KOTOPOro HanpaBreHo HacTosee U3obpeTeHne, Kak NPaBMIIO, HYXAAETCA B NEYEHNUM
3aboneBaHnst NN HapyLIEHNUs, ONOCPESOBaHHbBIX MHTEPdEPOHOM | TMNA, BbIGPaHHbIX N3 CUCTEMHOM
KpacHOMW BOMYaHKM, AWUCKOWAHOW BOMYAHKW, BOMYAHOYHOrO HedpuTa, AEPMaTOMUO3UTA,
nonuMMMo3nTa, ncopuasa, SSc, BacKkynuTa, capkomaosa, cuHgpoma LllerpeHa m mnamonatmnyeckoro
BOCNANUTENbHOro MMo3nTa. MNpeanoYTUTENbHO CYGBEKT HYXAAETCA B NIEYEHUN CUCTEMHOW KPaCcHON

BONMYaHKN.

Takke NnpeaycMoTpeH cnocob 3anncu faHHbIX (Hanpumep pesynbTaToB), NOMyYEHHbBIX MOCPEACTBOM

crnocoBoB NO HACTosILLEMY N30BPETEHMIO, HA HOCMTENE AAHHbIX.

B faHHOM AOKYMEHTE NPUMEHSIOTCS crieaytowme abbpesmaTypsl:
DM = gepmaTomMmo3unT

HD = 350poBbI 4OHOP



IBM = MMO3WT C TenbLamMu BKIIOYEHNS

IFN = unTepdepoH

IFNGS = npodunb 3KCnpeccumn reHoB, CBA3aHHbIA C MHTEPHEPOHOM
IFNPS = npodunnb akcnpeccun 6enkoB, CBA3aHHbIA C MHTEPHEPOHOM
LLOQ = HWKHWI Npeaen KONMYeCTBEHHOro onpeaeneHuns

PM = nonumuosut

QC = KOHTpOMb KayecTBa

RBM = rules based medicine

RFU = oTHOCUTENbHBbIE €AMHULBI hriyopecLeHynn

SLE = cuctemHas kpacHas BOnYaHka

SLEDAI = rnofanbHbil HAEKC akTUBHOCTU 3abonesaHus SLE
SOMAmMer = MoANMULNPOBaHHbIE anTaMepbl C HU3KOW CKOPOCTbIO Anuccoumnanmm
SSc = CUCTEMHbIN CKMNepos

WBC = 6enas kpoBsiHasi KneTka

ABTOpPbI HaCTOALLErO M300PETEHUS MCMOMNb30BanNM U3MEPEHUE LUPKYNMpyoWwmx Genkos, KOTopble
CrnocoBHbl MHUNBTPUPOBATE KPOBOTOK (Hampumep, u3 nopaxeHHblx SLE TkaHen), B kauectse

WHCTPYMEHTA ANS BbIABNEHUS/MOHMUTOPUHra rnobanbHon aktusHocTu IFN | Tuna.

WMcTopudeckn Hanuume aytoanTuten k IHK B CbiIBOpOTKE KPOBKM naymneHTa Obino npensaTCTBUEM ANS
apdektTuBHoOro npumeHeHns SOMAMer ans OUeHKM YpOBHSA UMpkynupylowmx Genkos npu SLE.
OpHako aBTOpbl HAaCTOSLWEro U3obpeTeHns aganTMpoBany NPOTOKONbI ANA CHUXKEHWSA YPOBHSA 3TWX
ayToaHTMTEN 1 COOBLYMMM O BbICOKOW BOCMPOU3BOAUMOCTI U TOYHOCTM C YPOBHEM npoxoxaeHns QC,
coctagngawowum 100%, n ynydwmnm Koppensyqio C paHee MNOATBEPKAEHHbIMU pe3ynbTaTamu
aHanusa c npvMeHeHneMm nnatopmbl C MHOXeCTBOM aHanutoB. C npumeHeHnem SOMAmer
coBMecTHO ¢ npodunem akcnpeccun 21 reHa IFNa/f (IFNGS), naeHtncduumposanHbim Yao et al.
(2009), aBTOpPLI HacTOALLErO M30OPETEHNSA NONYYUNK NPodunb aKkcnpeccun 6enkos, cesdaHHbIN ¢ IFN
| TMNa, KOTOPbIN MOXET NpUbnkaTbes k nokasatento IFNGS. JaHHbIn npodunb akcnpeccun 6enkos,
cesizaHHbI ¢ IFN | Tuna, npeacraensieT co60M NOMHOCTBIO HOBLIA NOAXOA ANS OLEHKA aKTUBHOCTM

IFN | Tuna.

Takum obpasom, HacTosee n3obpeTeHne OTHOCKMTCA K cnocobam naeHTudMKaumMm, ANarHoCTUKN,
NeYEeHNs N MOHUTOPUHIA UM NPOTrHO3MPOBAHUS NPOrPeCcCUpoBaHns 3aboneBaHns Unu HapyLUEHUS y
cybbekToB. CyGbeKkThl BKNOUAIOT Moboe XUBOTHOE, cTpajawLlee 3aboneBaHNeM, HapyLLUEHNEM NN
cocTosiHneM, onocpeaoBaHHbiMu IFN | Tna. CyGbekTbl BKMOYAOT Nnioboe XXMBOTHOE, CTpajaloLlee
ayTOMMMYHHbIM 3aboneBaHueM, HapyweHuem wunu coctosHueMm. CyOGbekTbl BKMIOYAT Nioewn,
MbILLEN, KpbIC, noOwagen, CBUHEW, KOTOB, cobak u mnoboe XMBOTHOE, MNPUMEHSEMOe Ans

nccnenoBaHus.
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HacTtoswee n3obpeTeHne LONOMHUTENBHO OTHOCUTCA K crnocoGam maeHTUMKALUM KaHAMAATHBIX

TEpaneBTUYECKNX CPEACTB.

NaeHTudukaums n nsmepeHune yposHen 6enkos, obpasyowmx IFNPS | Tuna

Mpodune skcnpeccumn G6enkos, cesasaHHbi ¢ IFN | Tuna (IFNPS) no Hactosiwemy mnsobpeTeHnmio,
BKIoYaeT 6enkn, XxapakTepusyoLmMecs SKCNpeccuen reHoB, MHAYLMpyemon nitepdepoHom | Tuna,
N AeMOHCTpupylowme koadbduuymeHT koppensumm [MupcoHa, coctasnswowmin 6Gonee 0,3, no
CpaBHEHUIO C Npodmnem 3KCMNpPeccun reHoB, CBA3aHHbIM C uHTepdepoHom | Tuna. IFNGS | Tuna
MOXET BKMtouaTb npodunb skcnpeccum 21 reHa IFNa/B (IFNGS), naeHTudunympoBaHHbii Yao et al.
(2009). Umnpkynupyowme 6enku, NpuUMeHsieMble Npy onpegeneHnn koppenauyuun MNupcoHa, moryT
ObITb MAEHTUPNLMPOBAHBI MOCPEACTBOM M3MEPEHMS C MOMOLLbIO Somalogic, kak onMcaHo B NpuMepe
1.

Kak npaBuno, koschdumumeHT Koppensymmn MNMupcoHa coctaenseT 6onee 0,1 unun 6onee 0,15. B ogHoOM
BapuaHTe OCYLUECTBMEHUS KOoahumumeHT koppensayun NupcoHa coctaenseT Gonee 0,2 unu Gonee
0,25. B 04HOM BapuaHTe OCYLLECTBNEHUS KO3achduymneHT koppensayun NnupcoHa coctaensieT 6onee
0,3 nnn Gonee 0,35. B gpyrom BapuaHTe OCyllecTBNeHUs KoadppuumeHT koppensaumm NupcoHa
coctaensieT Gonee 0,4 wnu Gonee 0,45. B apyrom BapuaHTe OCYLLECTBMEHUS KO3IPPULMEHT
koppensumn NupcoHa coctaenseTt 6onee 0,5 unu Gonee 0,6. B npegnoytutencHoMm BapuaHTe

oCyLLecTBNeHns KoapuumeHT koppenayum MNupcoHa coctasnseT 6onee 0,7.

CornacHo HacTosiwemy nsobpeteHuto IFNPS | Tuna, kak npasuno, coctomt ns EPHB2 n ogHoro mnu
Heckonbknx u3 ALCAM; aHrnonoatuHa-2 (ANG-2); AREG; C1q; peyenTopHoOi TMPO3UHKMHa3bl AXL
(AXL); daktopa aktmBauymm B-knetok (BAFF); B7-H1; 6eta-2-mukpornobynuHa (B2M); sCD163;
CLM®6; BLC; CD5L; ST4S6; SCGF-anbca; CO8A1; makpodharanbHOro KONOHMECTUMYIUPYIOLLETO
daktopa 1 (M-CSF); R M-CSF; katencuHa S; pactsopmmoro CXCL16; DLL1; DERM; moHOoUuUTapHOro
xemoTakcuyeckoro 6enka-4 (MCP-4); TIMD3; EMR2; monekynbl mexknetouHon agresmm 1 (ICAM-1);
Ra1 IL-13; wHTepnenkuHa-18 (IL-18); bFGF; IL-18 BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI;
IGFBP-4; Ra IL-3; LAG-3; aHTaroHucta peuentopa uHTepnenkuHa-1 (IL-1Ra); JAG1; KYNU;
makpodharanbHoro BocnanutenoHoro 6enka 3 6eta (MIP-3 6eta); LG3BP; ILT-4; MCP-3;
dhpakTankmHa/CX3CL-1; 6enka 10, uHayuupyemoro uHTepcepoHom ramma (IP-10); MAPK14;
MOHOLWUTaAPHOro xemoTakcuyeckoro ©Oenka-2 (MCP-2); xemoaTtTpaktaHTa anbga T-KNeTok,
nHayympyemoro nHtepdepoHom (ITAC); MOHOKMHA, nHAYUMpyemoro nHtepdgpepoHom ramma (MIG);
MMP-14; wmetannonpoteuHasbl-7 matpukca (MMP-7); NAGK; Notch-3; LDH-H 1; peuyentopa
rntokokopTukongos; PDGF-CC; PLPP; okcugopeayktasbl NADPH-P450; SAA; al-aHTUTpUNCUHA;
PARKY; cnanoaaresuna; Siglec-7; SLAF7; octeonoHTuHa; PD-L2; BGH3; R Ill TGF-b; TNF-a; CD30;

TeHacyumHa; peuenTtopa cdaktopa Hekposa onyxonu 2 (TNFR2); TS; n SCGF-6eTa, unu cogepxumT ux.
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B ogHom BapuaHTe ocywectenenusa IFNPS | Tuna, kak npasuno, coctout us EPHB2 n ogHoro unu
HECKOMNbKMX W3 XEMOKMHA, WHAYLMPYEMOro MWHTEpPEepoHOM, Mapkepa akTMBauyuu AEHAPUTHbIX
KNeTok/T-kneTok; unm mapkepa BbbkuBaHus/anddepeHymposkn B-kneTok, unm coaepxuTt mx. B
oaHOM BapuaHTe ocywecteneHns |IFNPS | Tuna, kak npasuno, coctout wu3 EPHB2 n

AONOJNIHNTENBbHOIO Mapkepa BOCI'IaJ'IeHI/IFI/I'IOBpe)K,D,eHVIFI N BOCCTaHOBIEHNA TKaHWU, NN COAEPXKUT UX.

B oaHom BapuaHTe ocywecteneHusa IFNPS | tuna, kak npasuno, coctout ns EPHB2 n mapkepa
BbbKMBaHUSA/anddepeHUMpoBkn B-kneTok, BbIOpaHHOrO K3 rpynnbl, COCTOAWEN M3 dakTopa

aktuBayum B-knetok (BAFF), BLC, DLL1 u SLAF7, nnun coaepxnT nx.

B ogHom BapuanTe ocywecteneHus IFNPS | tuna, kak npasuno, coctout ns EPHB2 n BLC unu

COLEPXKUT UX.

B ogHom BapuaHTe ocywecteneHma IFNPS | tuna, kak npasuno, coctout u3 EPHB2 n mapkepa
aKkTUBaLUUN AEHAPUTHbIX KNeTok/T-KneTok, BbIGpaHHOro M3 rpynnbl, COCTOSILLEN W3 PELENTOPHON
TUpo3nHkuHasbel AXL (AXL), B7-H1, Geta-2-mukpornobynuHa (B2M), SCGF-anbda, TIMDS3,
MoOneKynbl MexkneTtouHon agresmm 1 (ICAM-1), Ra1 IL-13, nHtepnenkmHa-18 (IL-18), IL-18 BPa,
TCCR, Ra IL-3, LAG-3, LDH-H 1, peyenTopa rnokokoptukongos, PARK7, PD-L2, R Ill TGF-b, TNF-
a, CD30 n SCGF-6eTa, unm CoaepXuT nXx.

B ogHom BapuaHTe ocywecteneHua IFNPS | Tuna, kak npasuno, coctout ns EPHB2 n LAG-3 nnun

COLEPXKNT UX.

B ogHom BapuaHTe ocywecteneHusa IFNPS | Tuna, kak npasuno, coctout n3 EPHB2 n xemokuHa,
WHAYLUMPYEMOIrO MHTEP(EPOHOM, BbIBPAHHOrO W3 TPyNMbl, COCTOSILEN W3 MOHOLMUTAPHOro
xemoTakcudeckoro 6enka 4 (MCP-4), MIP-3b, MCP-1, makpodaranbHoro socnanmrensHoro 6enka 3
6eta (MIP-3 Geta), MCP-3, dpakranknHa/CX3CL-1, 6enka 10, MHAYLMPYEMOrO MHTEPEEPOHOM
ramma (IP-10), moHoymTapHoro xemoTtakcudeckoro 6enka 2 (MCP-2), xemoaTtTpakTaHTa anbda T-
KneTtok, wuHayuympyemoro uHtepdepoHom (ITAC), M MOHOKMHA, WHAYUMPYEMOrO ramma-

uHTepdepoHom (MIG), unu copepxnT nx.

B ogHom BapumaHTe ocywectenenusa IFNPS | tuna, kak npasuno, coctout n3 EPHB2 n IP-10 nnn

COLEPXKUT UX.

B oaHom BapuaHTe ocywecteneHua IFNPS | Ttuna, kak npasuno, coctout u3 EPHB2 wu
AOMONMHUTENBHOrO MapKepa BOCNaneHus/NoBPeXAEHUss 1 BOCCTAHOBMNEHWS TkaHW, BbiBpaHHOro 13
rpynnel, coctosiwen ns ALCAM, aHrmonoatmHa-2 (ANG-2), AREG, C1q, sCD163, CLM6, CD5L,
ST4S6, CO8A1, makpodaranbHoro konoHuectumynupywowero dakropa 1 (M-CSF), R M-CSF,
katencuHa S, pactsopumoro CXCL16, DERM, EMR2, bFGF, VEGF sR3, PHI, IGFBP-4, antaroHucTa
peuentopa uHTepnenkuHa-1 (IL-1Ra), JAG1, KYNU, LG3BP, ILT-4, MAPK14, MMP-14,



10

meTannonpoTtenHasbl-/ maTtpukca (MMP-7), NAGK, Notch-3, PDGF-CC, PLPP, okcuaopeaykrasbl
NADPH-P450, SAA, a1-aHTutpuncuHa, cnanoaaresnHa, Siglec-7, octeonoHTMHa, BGH3, TeHacymHa,

peuentopa daktopa Hekposa onyxonn 2 (TNFR2) n TS, nnun coaepxuT mx.

B ogHom BapuaHTe ocywecteneHusa IFNPS | Tmna coctont ns EPHB2 1 ogHOro nnmn Heckosnbknx 13

BLC, LAG-3 u IP-10, nnn cogepxunt unx.

B ogHom BapuaHTe ocywectBneHus IFNPS | Tuna coctout ns EPHB2, BLC, LAG-3 u IP-10, nnn

COLEPXKUT UX.

Ccblinka B 4aHHOM onMcaHumn Ha 6enok (HanpumMep, NepBbIn 6enoK, BTOPON 6enoK U NO MEHbLUEN Mepe
OAVH Apyrov 6enok) oxBaTblBAeT CTPYKTYPHO FrOMOMOrMYHble Gernkn, Takue Kak BCTpeyalomecs B
npupoge n30OpMbl, UM PasHOBUAHOCTU, WNW annenbHble BapuaHTbl M PYHKLMOHArbHbIE

3KBMBANEHTDbI.

MNonoxuTenbHas unu oTpuUaTenbHasa perynauma npodung skcnpeccumn 6enkos, cea3adHoro ¢ IFN |

TMna

HacToswee nsobpeteHue npegycmaTpusaeT cnocobbl BbIABNEHUS UNU UAEHTUMKALMM aKTUBHOCTU
IFN | Tuna (Hanpumep ypoBHS 6enkoB). B gaHHbIX cnocobax CoOrnacHo HacTosiLeMy U306peTeHmio
MoOryT ucnonb3oBatbca SOMAmer (MoandUUMPOBAHHBIE anTaMepbl C HU3KOW CKOPOCTbIO
anccoymaunun) Ans M3MEPEeHUs YPOBHEW LMpKynupylowmx 6enkos, NpeicTaBnsAloWmnX UHTEPEC, B
obpasye (1. e. 6enkos, cogepxawmxcs B IFNPS | Tuna). SOMAmer npeacraensioT cobon KopoTkme
OJHOLIEeNOYEYHbIE [Ee30KCUONMUIOHYKNEOTUAbI, BbibpaHHble in vitro 13 6ubnuoTtek B CBS3N C WX
CNOCOBHOCTbIO CBSA3bIBATLCA c onpeAeneHHbIMM MONEKYNAPHbIMU MULLEHAMM,
MOANDULMPOBAHHBIMA  (DYHKLMOHAMBHLIMA  FPynNnamu, KOTOpble WUMWUTUPYIOT GOKOBble LEMu
aMUWHOKMCNOT. 3TN Mogudukaymm MoryT B3aumMmogencTBOBaTb CO MHOTUMW 3NUTONamMun u3 60mnbLiero
AnanasoHa MORNEKyn-MULIEHEN, B 3HAYMTENbHOW CTEMEHW BCMNEACTBME HOBbIX BTOPUMHBIX W
TPETUYHBIX CTPYKTYP, 06pasoBaHHbIX BHYTpK camoro peareHta SOMAmer. Kpome Toro, SOMAmer
XapaKTepun3yITCH HU3KOW CKOPOCTbIO Auccoumanum (HU3KOM CTEMNEHbBIO aMccoumanymmn) ¢ X MULLEHBIO.
SOMAmMer xapaktepusyloTcsi Gornee BbICOKOW adpMHHOCTBIO W CneunduyHOCTbi0 K Gonee

pasHoobpasHbiM 6enkam 1 MeHee NOABEPXKEHbI Aerpajaunm Hykneasamu.

CybbekT MoxeT xapaktepusoBaTtbcs npocdunem IFNPS | tuna. Mpodwune IFNPS | Tuna moxet
NnpeacTaBnsaTb coO00M CUMbHBIA NPOUIb, YMEPEHHbIN npodunb unn cnabein npoduns. Mpodunb
IFNPS | Tuna moxet 6bITb nerko 0603HaYeH Kak CUMbHbIA, YMEPEHHBIN U cnabblil NOCPeACTBOM
onpeAeneHns KpaTHOM CTENEHU aucperynayumn nHayynpyemoro npoduns IFNPS | Tuna y cyGbekTa
(Hanpymep KpaTHOro noBbiweHUs 3kcnpeccun IFNPS | Tuna, noaBeprHyTOM MNOMNOXUTENbHON

perynsiyum, y cybbekta) OTHOCUTENbHO KOHTpOmnbHOro obpasua(obpasyoB) UMM KOHTPOSBHOIO
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cyObekTa(CyObeKTOB) M CpPaBHEHMSI KPaTHOM CTEMeHW Aucperynauum y cybbekta ¢ Apyrmu

cybbekTamu, xapakrepusytowmmmcs npocunem IFNPS | Tuna.

MonoxuvTenbHas unu oTpulaTenbHas perynsayms (Hanpumep NoBbILLEHHbIA YPOBEHb) rpynnbl 6enkos,
BKMIOYEHHbIX B npocdunb IFNPS | Tvna, moxeT ObiTb OnpeaeneHa nocpeacTBOM Cnocob0oB, XOPOLLO
N3BECTHbIX 13 YPOBHS TEXHUKW. [lonoxutenbHas perynayusa nnu otpuuyartenbHas perynsayms IFNPS |
TMNa B Npodune skcnpeccun y cybbekta MoryT 6biTb NOOOIM CTENEHN NO CPABHEHWMIO C TAaKOBbIMM A NS
obpasuya n3 KOHTpons (KOTOpbiM MOXeT OblTb M3 obpasua, He SBMSIOLWErOCA MNOPaKEHHON
3aboneBaHMEM TKaHbO CyObekTa (Hanpumep Koxa cTpagatowero ncopnasom cydbekra 6e3 ouaros
nopakeHUs) NN YenoBeka, He cTpajatoero 3aboneBaHNemM UnNU HapyLLEHUEM, ONOCPELOBAHHBIMM
nHTepdepoHoM | TMna), unn Moryt OTHOCWUTbCA K 6Genkam cybbekTa, 3KCNPecCcusi KOTOPbIX He

n3MeHsieTCs npu 3aboneeaHnn (KOHTPOSbHbIE BENKNM).

CTeneHb MONOXUTENBHON PErynsyun Wnu OTPULATENbHOW PEerynsayuy MOXET COCTaBnATb Mo
MeHbLien mepe 10%, no meHben mepe 15%, no meHbLwen mepe 20%, NO MeHbLen mepe 25%, no
MeHbLen mepe 30%, no meHblen mepe 40%, Nno meHbwen mepe 50%, No meHbLen mepe 60%, no
MeHbLien mepe 70%, No MeHbLuen mepe 75%, no meHben mepe 80%, No meHbLien mepe 85%, no
meHbLen mepe 90%, no meHbLen mepe 95%, no meHbwen mepe 100%, no meHbwen mepe 125%,
no meHbwen mepe 150%, unu no meHowen mepe 200%, unm no meHbwen mepe 300%, unm no
meHbwen mepe 400%, nnm no meHbwen mepe 500% unu Gonblie TakoOBOW ANS KOHTPOMS WIK

KOHTpONnbHOro o6pasya.

Mpodnnb IFNPS | Tna moxeT 6bITb onpegeneH Kak CpeaHsIs CTENEHb KPaTHOrO NOBbILLEHUS YPOBHS
akcnpeccuun ans Habopa 6enkoBs, BKMIOYEHHOrO B Npodunb akcnpeccumn 6enkos. CpeaHAs CTeneHb
KpaTHOro NOBbILLEHMS YPOBHS 3KCnpeccun Habopa GenkoB MOXET COCTaBMNATbL OT MO MEHbLUEN Mepe
npubnusnMTenbHO 2 A0 MO MeHblen Mepe npubnuautensHo 15, OT N0 MeHbLIen Mepe
npubnMsMTenNbHO 2 40 MO MeHblwen mepe npubnusantensHo 10 N OT NO MEHbLIENW Mepe
NpUONM3MTENBHO 2 A0 MO MEHbLIEW Mepe npubnusntenoHo 5. CpeaHas CTeneHb KpaTHOro
MOBbILIEHNS YPOBHA 3KChpeccun Habopa TreHOB MOXET COCTaBMATb MO MEHbLIEN Mepe
NPUONN3MTENBHO 2, MO MEHbLUEN Mepe NPUBNN3NTENbHO 2,5, N0 MeHbLUEN Mepe NPUONM3NTENBHO 3,
Mo MeHbLUen mepe, NpUbnn3NTenbHO 3,5, N0 MeHbLUEN Mepe NPUBNIM3NTENBHO 4, NO MEHbLUEN Mepe
NpUONM3MTENBHO 4,5, NO MeHbLIEN Mepe NPMONM3NTENBHO 5, MO MEHbLUEN Mepe NPUBNN3NTENBHO
5,5, N0 MeHbLEeN Mepe NpUBNN3UTENBHO 6, NO MeHbLLENn Mepe NPUONU3NTENBHO 6,5, N0 MEHbLUEN
mMepe NpubnM3nTENBHO 7, MO MEHbLLEN Mepe NPUONU3MTENBHO 8, N0 MEHbLUEN Mepe NPUGNN3NTENBHO

9 unn no meHbLen mepe NpubnunsutenecHo 10.

CTeneHb MOBLILEHWS] YPOBHSA 3KCMPECCUM NO3BONSIET MAEHTUDULMPOBATL NPeenbHOE 3HaJYeHne
KPaTHOCTU U3MEHEHUS ANS NAEHTUDUKALUN CYGBEKTOB, MONOXMTENBHBIX MO NPOMUIIO SKCNPECCHM U
oTpUUaTENbHbIX MO NPOMUIO IKCNPECCUN, CTPAAAIOLLMX aYTOUMMYHHbIMU 3a6oneBaHusiMun. B ogHom

BapuaHTe OCYLLECTBMNEHMS NPeAenbHOe 3HAYEHNE COCTaBNSET NO MEHbLUEN Mepe NpUGNU3UTENbHO
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2. B ppyrom BapuaHTe OCYLIECTBMEHUS MpederbHOe 3Ha4YeHWe COCTaBMAEeT MO MEHbLUEN Mepe
npubnusntensHo 2,5. B gpyrom BapuaHTe OCyLECTBNEHUSA NpejernbHOe 3HauYeHue COCTaBMseT Mo
MeHbLLen mepe npubnusntenbHo 3. B Apyrom BapuaHTe OCYLLECTBNEHWSA NpPeenbHOe 3HayYeHune
COCTaBNSAE€T MO MeHblen mepe npubnmautencHo 3,5. B apyrom BapuaHTe OCYLUECTBEHUS
npeaenbHOe 3HayeHMe COCTaBNSAET NO MeHbllen mepe npmbnmautenbHo 4. B gpyrom BapuaHTe
OCYLLECTBINEHUSI NPeENbHOE 3HAYEHWE COCTAaBMAET MO MeHblen mepe npubnusutenoHo 4,5. B
APYrom BapuaHTe OCYLLECTBIEHWS NpeaenbHoe 3HavyeHne BbIOpaHo 13 no meHbwen mepe 3,5, 3,6,
3,7,3,8,39,40,4,1,42,4,3,4,4n4,5. B apyrom BaprmaHTe OCyLLECTBIEHNSA NPeLeNbHOE 3HAYEHME
COCTaBnsAeT OT NpubnuauTenbHo 2 o npubnusmtensHo 8. B oAHOM BapuaHTe OCYyLLEeCTBIEHUS
npeaenbHoe 3HauyeHne npeacTaBnseT cobon cpejHee 3Ha4YeHNe NOBbILEHHbBIX YPOBHEN 3KCNPeccum
EPHB2 1 no meHbLlen mepe ogHoro ns BLC, LAG-3 u IP-10. B gpyrom BapmaHTe OCyLLEeCTBNEHMUS
npeaenbHOe 3HadeHue npeacTaBnseT cobon MeguaHHOe 3HadeHUe MOBbILWEHHbIX YPOBHEN

skcnpeccun EPHB2 1 no meHbLien mepe ogHoro ns BLC, LAG-3 n IP-10.

Bonee Toro, cybbeKT MOXET CBEPX3KCNPECCUPOBATL UM UMETL TKaHb, KOTOPasi CBEpPX3KCNpeccupyeT
noatvn IFN | Tna Ha no meHbLwen mepe 10%, No meHblen Mmepe 15%, no meHben mepe 20%, no
MeHbLUen mepe 25%, no meHbluen mepe 30%, no meHbwen mepe 40%, no meHbLen mepe 50%, no
MeHbLien mepe 60%, no meHbluen mepe 70%, No MeHbLlen mepe 75%, No meHbLien mepe 80%, no
meHbLen mepe 90%), no meHblwen mepe 100%, No meHbLuen mepe 125%, no meHben mepe 150%,
Unun Ha no meHbLen mepe 200%, nnu Ha No meHbwen mepe 300%, unu Ha no meHbLuen mepe 400%,
unn Ha no meHbwen mepe 500% no cpaBHeHuto ¢ KoHTponem. [logtun IFN | Tuna moxert
npeactaenatb cobon nobon n3 IFNa1, IFNa2, IFNa4, IFNa5, IFNa6, IFNa7, IFNa8, IFNa10, IFNa14,
IFNal7, IFNa21, IFNB unu IFNw. Moagtunel IFN | Tvna moryT skriouatb Bce 13 IFNal, IFNa2, IFNa8 n
IFNal4.

B oaHOM BapuaHTe OCYyLUECTBNEHUS! YPOBEHb MO MeHbLUen Mmepe ogHoro 13 (i) nepsoro 6enka u (i)
BTOpOro G6enka unm no MeHbLUE Mepe OAHOro Apyroro Oerika xapakTepusyeTcsi Mnowagbio noa
kpmeon (AUC) npu SLE no cpaBHeHuo co 3gopoBbiM goHopom (HD), coctaBnsiowen 6onee 0,5,
OTHOCMUTENbHO:

a) YpOBHsI nepBoro 6enka unn ypoBHs BTOPOro 6enka unm no MeHbLUeln Mepe OA4HOro
apyroro 6enka COOTBETCTBEHHO B o0pasue W3 TKaHW MMM OT YernoBeKa, He
cTpagatouero 3abonesaHnemM Unm HapyLIeHNEM, ONOCPELOBaHHBbIMU MHTEPEPOHOM
| TNa, unn

b) ypoBHS1 O4HOIr0 UM HECKOMBbKMX KOHTPONbHBLIX 6enKOB B 00pasye oT cybbekTa.

B BapmaHTax ocywecteneHms AUC coctaenseT Gonee 0,6. B BapuaHTax ocywectrneHns AUC
coctasnset 6onee 0,7. B BapmnaHTax ocywecteneHns AUC coctaensiet 6onee 0,8. B BapuaHTax
ocywecteneHms AUC cocraensieT 6onee 0,9. B BapnaHTax ocywecteneHns AUC coctaensieT 6onee
0,95. B BapuaHTax ocyuwecteneHns AUC coctaensieT 6onee 0,975. B BapmaHTax oCyLleCTBNEHUS

AUC coctaensieT 6onee 0,99. B BapnaHTax ocywecteneHns AUC coctaensieT 1.
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B ogHOM BapuaHTe OCYLUECTBIEHNUS YPOBEHb MO MEHbLUEn Mepe oaHoro 13 (i) nepsoro 6enka u (i)
BTOPOro 6enka unmn no MeHbLUEN Mepe OAHOro Apyroro 6ernka HaxoAUTCH OTNUYAETCH HA BEMMYMHY
MO MEHbLUEN MEPE OAHOr0 CTaHAAPTHOrO OTKIOHEHWS OT CPeAHero 3Ha4eHns 4ns 340pOBOro JoHopa
OTHOCMTETbHO:

a) ypOBHsI nepBoro 6enka unu ypoBHs BTOPOro 6enka unm no MeHbLUen Mepe OLHOro
apyroro ©Oenka COOTBETCTBEHHO B oOpasye M3 TKaHW WM OT YENOBEKA, He
cTpagatoLyero sabonesaHnemM Unm HapyLeHneM, onocpesoBaHHbIMU MHTEPEPOHOM
| TNa, nnn

b) ypoBHS1 04HOr0 UM HECKOMbKMX KOHTPOMbHBLIX 6eNKOB B 00pasue oT cyObekTa.

B BapuaHTax OCYLLECTBMNEHMS YPOBEHb HaxXOAWUTCA B AManNa3oHE MO MEHbLUEA MEPE ABYX
CTaHAAPTHbIX OTKMOHEHUA OT CPEAHEro 3HayeHWs ANs 340pOBOro AoHopa. B BapuaHTax
OCYLLECTBIIEHVSI YPOBEHb HAXOAUTCS B AMAMNA30HE MO MEHbLUEN MEPE ABYX CTAHAAPTHBLIX OTKIOHEHWI

OT CPeAHEro 3HauYeHUsa 4ns 340POBOro 4OHOpPA.

B oaHOM BapuaHTe OCyLLECTBREHUS MOMOXWUTENbHAS UNW OTpuuaTenbHad perynauusa (Hanpvumep
MOBBILIEHHbIA YPOBEHb) PACCYMTBLIBAIOTCA Kak CpefHee 3HaueHWe KPaTHOro M3MEHEHUS YPOBHEN
3Kcnpeccumn B Npodune 3KCnpeccum rpynnbl U3 NO MeHbllen mepe AByx 6enkoB, rae nepsbln 6enok
npeactaenset cobon EPHB2, n rae BTopon 6enok XxapakTepusyeTcs SKCNpPecCUen reHa,
MHAYUMPYEMON MHTEpdEpoHOM | Tuna, 1 AeMOHCTpupyeT KoadpduymeHT koppensyum NnpcoHa,
coctagnawowmin 6onee 0,3, NO CpaBHEHMIO C MNPOUNEM 3SKCMPECCUM TFEHOB, CBSA3aHHbIM C
nHTepdepoHom | Tvna (cm., Hanpumep, npumep 5). MNonoxuTenbHaa UnNn oTpuyaTtesnbHasa perynayus
(Hanpvmep NOBbILLEHHbIA YPOBEHb) rpynrbl 6enKoB N3MepAITCA OTHOCUTENBHO:
a) ypOBHsi nepBoro 6enka n ypoBHs BToporo 6ernka COoTBETCTBEHHO B o6pasue u3 TkaHu
WnNM OT JenoBeka, He cTpajawowero 3aboneBaHMEM UMW  HapyLUEHMWEM,
onocpeaoBaHHbIMU MHTEPdEepOoHOM | Tuna, unu

b) ypoBHS1 04HOr0 UNKM HECKOMbKMX KOHTPONbHBLIX 6ENKOB B 00pasue oT cybbekTa.

B BapuaHTax ocyLlecTBneHns CpeaHee 3Ha4YeHne YpoBHSA nepBoro Genka n ypoBHS BToporo 6enka
W/nnn ypoBHS MO MEHbLUEW Mepe OAHOro Apyroro 6enka MOBbILEHO Ha MO MeHblen mepe Y%
OTHOCMUTENbHO:
a) CpeaHero ypoBHs NepBoro 6enka 1 ypoBHs BTOPOro 6enka cooTBETCTBEHHO B 06pasue
M3 TKAHW uUnM OT 4YenoBeKa, He cTpajaloLwero 3aboneBaHUEM UMM HapyLUEHUEM,
onocpeaoBaHHbIMU MHTEPdEpOoHOM | Tuna, unu

b) ypoBHSI O4HOIr0 UM HECKOMbKMX KOHTPONbHBLIX 6enKOB B 06pasye oT cybbekTa.

B BapunaHTax ocywecteneHuns Y coctasndet 10. B BapnaHTax ocywecrteneHns Y coctaesnset 15. B
BapmaHTax ocyuiectsrneHmsa Y cocraenseT 20. B BapuaHTax ocywecteneHns Y cocraenset 25. B

BapmaHTax ocyuiecteneHmsa Y cocraenseT 30. B sapuaHTax ocywecteneHua Y cocrtaenset 40. B
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BapmaHTax ocyuiecteneHms Y cocraesnseT 50. B sapuaHTax ocywecteneHns Y coctaenset 60. B
BapmaHTax ocyuiectsrneHms Y cocraenseT 70. B BapuaHTax ocywectenenns Y cocrtasnset 80. B
BapmaHTax ocywiecteneHus Y coctasndet 90. B BapmnaHTax ocyuwecteneHumsa Y coctasnset 100. B
BapmaHTax ocywectsneHmsa Y coctaensgeT 125. B BapmnaHTax ocywecteneHms Y coctaenseT 150. B
BapuaHTax ocywecteneHmsa Y coctaenseT 200. B BapmnaHTax ocywecteneHms Y coctasnset 300. B
BapuaHTax ocywecternenus Y coctasnseT 400. B sapnaHTax ocywectsnerHms Y cocrasnset 500.

MpeanoututenbHo Y coctaenset 10. bonee npegnoutuTensHo Y coctasnseT 50.

Cnocobbl BbISIBNEHUS YPOBHEN OEnKOB BKMIOYAOT WMMYHOMOMMYECKME aHanusbl, Takue Kak
TBEPAOMA3HbIE UMMYHOPEPMEHTHbIE aHanu3bl, BECTEPH-GNOTTMHI, GENKOBble MMUKPOYMMbI W

oKpalumBaHune cepebpom.

MONOXUTENbHYIO WM OTPULATENBHYIO PETYNAUMI0  YPOBHEW 6GEnkoB MOXHO OMpeAenuTb
NOCPEACTBOM BbISIBIIEHUS aKTUBHOCTM GENKOB, BKIoYas 63 orpaHUYeHst BbISIBIIIEMYIO aKTUBHOCTb

hochopuUnMpoBaHnNS, akTMBHOCTb A€ 0CHOPUNMPOBAHNA UM aKTUBHOCTb pacLLEnNEeHNs.

OGpasey mMoxeT ObITb NOMyYeH OT CyObekTa, OT NOCTaBLMKka 06pasyoB OT NALUWEHTOB UMN MOXET
npeacTaBnsaTb CobON KOHTPOMbHbIM ob6pasel, UCNONb3yeMbll AN KanmbpoBKM UMM B KayecTse
KoHTpons. Ecnm obpasey nonyyeH oT cybbekTa, OH MOXeT npeacTaBnsaATb cobon nobyio
B1ONOrMYECKYIO XMAKOCTb UMN TKaHb, TaKylo Kak LieflbHasi KpOBb, CbIBOPOTKA KPOBM, CIIOHA, MOua,
CUMHOBMArbHas XWAKOCTb, KOCTHbIA MO3I, CMMHHOMO3roBas XXWAKOCTb, HOCOBbIE CEKpPeTbl, MOKPOTA,
aMHMOTUYECKAs KUAKOCTb, XUAKOCTb GPOHX0arnbBEONAPHOro nNaBaxa, MOHOHYKNeapHble KNeTKu
nepndeprnyeckon KpoBu, CyMMapHble 6Genble KPOBAHbIE KMETKMW, KNeTKn numdaTnieckmx ysnos,
KNeTKN Cene3eHKn, KNeTkM MuHAanuH unu koxa. Obpasey moxeT ObiTb NOMy4YeH NocpescTBOM
no6oro cnocoba, N3BECTHOIO U3 YPOBHS TEXHMKN. [peanouTuTenpHo o6pasybl NpeacTaBnsalT cobon

LieNbHYI0 KPOBb UMK CbIBOPOTKY KPOBMW.

B ogHOM BapuaHTe OCyLECTBNEHUS ypoBeHb nepBoro 6enka v ypoBeHb BTOporo Genka unm no
MeHbLUEN Mepe oaHoro apyroro Genka B crnocobe no HactodAwemy M3obpeTeHuio MoryT ObiTb
BbISIBNTEHbI B OAHOM 1 TOM e 06pasue unu B pasHbix obpasyax. B ogHOM BapraHTe oCyLLeCTBNEHUS
ypoOBeHb nepBoro 6enka v ypoBeHb BTOPOro Genka Unm no MeHbLUeNn Mepe 04HOro apyroro Genka
BbISIBMSIOTCHA B O4HOM U TOM e obpasye. B gpyrom BapraHTe 0CyLLeCTBNEHNS BbISIBIEHHbIE YPOBEHb
nepeoro 6enka 1 ypoBeHb BTOPOro 6enka unm no MeHbLUen Mepe O4HOro Apyroro 6enka BbIsiBNSAOTCS

B pasHbix o6pasuax.

Cnocobbl aeHTUDUKALMN, ANATHOCTUKN U NTeYEHUs cyObekTa

HacTosiwee nsobpeTteHne npeaycmaTpuBaeT cnocob naeHTndmkaymm cybbekta, NoAxXoAsLLEro Ans
nevyeHnsi 3aboneBaHNUst UM HapPYLUEHUS, OMNOCPEAOBAHHbIX MHTEpPdEPOHOM | TMna, ¢ NMomoLyblo

TEpPaneBTUYECKOTO CPEACTBA, KOTOPOE MOAYNMPYeT (HanpuMmep CBA3bIBAET) aKTUBHOCTb
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nHTepdepoHa | Tvna, Npu 3TOM yKa3aHHbIA Cnocob BKMIOYAET BbIABNEHUE MOBLILLEHHOMO YPOBHA
nepeoro 6enka B obpasye OT cybObekTa M MOBLILEHHOrO YPOBHA BTOporo 6enka B obpasuye oT
cybbekTa,
rae nepsbin 6enok npeacraenseTt cobon EPHB2,
rae BTopon Genok xapakTepusyeTcsl 3KCNpeccrMen reHoB, MHAYLMPYEMOW MHTEpdEpPOHOM | Tuna, u
LEMOHCTPUpYET Ko purumneHT koppensaymmn MupcoHa, coctaensaowmin 6onee 0,3, N0 CPaBHEHMIO C
npocnnem 3KCNPeCcCHMn reHoB, CBSA3AaHHbIM C UHTEpPdEPOHOM | TUNa, 1 rae NOBbIWEHHbIA YPOBEHb
nepeoro 6enka n NoBbILLIEHHbIA YPOBEHb BTOPOro 6enka cpaBHMUBAIOT C:
a) ypoBHeM nepBoro 6enka u ypoBHeM BTOporo Genka COOTBETCTBEHHO B obpasue 13
TKAHW WM OT YEenoBeka, He CcTpajaiowero 3aboneBaHWEM WM HapyLUEHWUEM,
onocpeaoBaHHbIMU MHTEPdEpPOHOM | TUna, unu

b) ypoBHEM O4HOrO MMM HECKOMBKNX KOHTPOMbHbIX 6enkoB B 06pasLe oT cyObekTa.

HacToswee nsobpeteHne npegycmatpusaeTt cnocob naeHtudurkaumm cybbekTta, noAxoaaLWero Ans
neyeHns 3aboneBaHVs UMW HapyLUEHUsl, ONOCPEefOBaHHbIX UHTEpdEpPOHOM | Tuna, C NOMOLLbIO
TepaneBTUMECKOTO CPEeACTBa, KOTOPOE MOAynupyeT (Hanpumep CBS3bIBAE€T) aKTUBHOCTb
nHTepdepoHa | Tvna, nNpu 3TOM yKa3aHHbIA cnocob BKMIOYAET BbISBNEHME MOBLILEHHOMO YPOBHS
nepeoro 6enka B obpasye OT cyObekTa M MOBBLILWEHHOrO YpPOBHSA BTOporo 6enka B obpasue oT
cybbekTa,
rae nepsbin 6enok npeacraenseT cobon EPHB2,
rae BTopon 6enok BeibpaH M3 ALCAM; aHrmonostuHa-2 (ANG-2); AREG; C1q; peuenTopHOM
Tupo3nHkuHasbl AXL (AXL); dpakTopa aktmBayum B-knetok (BAFF); B7-H1; 6eTa-2-mukpornobynmHa
(B2M); sCD163; CLM6; BLC; CDS5L; ST4S6; SCGF-anbda; COB8A1; makpodaranbHOro
konoHuectumynupyiowero dakropa 1 (M-CSF); R M-CSF; katencmHa S; pactsopumoro CXCL16;
DLL1; DERM; EPHB2; moHoyuTapHoro xemoTtakcudeckoro Oenka 4 (MCP-4); TIMD3; EMR2;
Monekynbl mexknetouHon agresmm 1 (ICAM-1); Ra1 IL-13; uHtepnenkmnHa-18 (IL-18); bFGF; IL-18
BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-4; Ra IL-3; LAG-3; aHTaroHucTa peuentopa
nHTepnenknHa-1 (IL-1Ra); JAG1; KYNU; makpodaranbHoro socnanutenoHoro 6enka 3 6eta (MIP-3
6eta); LG3BP; ILT-4; MCP-3; dpaktanknHa/CX3CL-1; 6enka 10, nHAYLUMPYEMOro MHTEPEEPOHOM
ramma (IP-10); MAPK14; moHouuTapHoro xemoTtakcudeckoro G6enka-2 (MCP-2); xemoaTtTpakTaHTa
anbpa T-kneTok, wuHayumpyemoro uHtepcdepoHom (ITAC); MOHOKMHA, WHAYLMPYEMOrO
uHTepdepoHom ramma (MIG); MMP-14; metannonpoTtenHasbl-7 matpukca (MMP-7); NAGK; Notch-3;
LDH-H 1; peuentopa rntokokoptukonaos; PDGF-CC; PLPP; okcnaopeayktasbl NADPH-P450; SAA;
al-aHtutpuncuHa, PARKY; cuanoaaresnHa; Siglec-7; SLAF7; octeononTtuHa; PD-L2; BGH3; R IlI
TGF-b; TNF-a; CD30; TeHacyuHa; peyenTtopa daktopa Hekposa onyxonn 2 (TNFR2); TS; n SCGF-
6eTa, M rae NOBbIWEHHbIA YPOBEHb MepBoro 6efka W NOBBLIWEHHbIA YPOBEHb BTOpPOro 6Genka
CpaBHUBAIOT C:

a) ypoBHeM nepBoro 6enka n ypoBHem BTOporo 6enka COOTBETCTBEHHO B obpasue us

TKAHW WM OT YenoBeka, He CcTpajaiowero 3abonesBaHVeM WNM HapylleHWUEM,

onocpeaoBaHHbIMU MHTEPdEpPOoHOM | TUna, unu
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b) ypoBHEM O4HOIO MMM HECKOMBKUX KOHTPOSbHBIX 6enKkoB B o6pasLe oT cybbekTa.

Hactosiee wu3obpeTeHne Takke npegycmatpuBaeT cnocob wugeHtudukaymm cybbekTa,
NOAXOAALLErO AN NeYeHUs 3aboneBaHnsa Unu HapyLUEHWS, ONOCPeS0BaHHbIX MHTEPMEPOHOM | TUNa,
C NOMOLLbIO TEPANEBTMYECKOro CPEACTBA, KOTOPOE MOAYNMPYET (HanpumMep CBSA3bIBAET) aKTUBHOCTb
nHTEepdepoHa | TMna, BKIMOYAIOLLWA:

i) BbIsIBNIEHNE NOBbLILEHHOIO YPOBHSA nepeoro 6enka B o6pasue oT cybbekTa 1 NOBbLILLEHHOTO
ypoBHsi BTOporo 6enka B obpasue oT cybwekTa, rae nepsbiin 6enok npeacraenseT coboun
EPHB2, rpe BTOpon G6enok XapakTepusyeTCsl SKCMPEecCMen TreHOB, WHAYLUpYyeEMOoNn
uHTepdpepoHom | TUNa, © AEMOHCTpUpyeT KoadhdpuuueHT koppenayum [MnpcoHa,
coctaensiowmin 6onee 0,3, N0 CpaBHEHMIO C NPodUNeM 3KCMPECCUM FEHOB, CBSA3AHHBLIM C
nHTEpdEPOHOM | TMNA, U rAe NOBbILEHHbIM YPOBEHb NEPBOro 6enka 1 NOBbILEHHbIN YPOBEHD
BTOpPOro 6enka cpaBHUBAIOT C:

a) ypoBHeM nepBoro 6enka u ypoBHemM BTOporo Genka COOTBETCTBEHHO B obpasue us
TKAHW WM OT YEenoBeKa, He CcTpajaiouwero 3aboneBaHVEM WNM HapyLlEHWUEM,
onocpeaoBaHHbIMU MHTEPdEepOoHOM | TUna, unu

b) ypoBHEM OAHOro MMM HECKOMNBKMX KOHTPOMbHbIX 6enkoB B 06pasye oT cybbekTa; u

i) BBEAEHWE TepaneBTUYECKOro cpeacTea.

HacToswee nsobpeteHne npegycmartpusaeTt cnocob naeHtudmkaymmn cybbekra, noagxoasLero ang
neveHnss 3aboneBaHVs UMW HapyLUeHWUsl, ONOCPEefOBaHHbIX UHTEpdEepoHOM | Tuna, C NOMOLLbIO
TepaneBTUHMECKOrO CPEeACTBa, KOTOpoe MoaynupyeT (Hanpumep CBS3bIBA€T) aKTUBHOCTb
nHTepdepoHa | Tmna, BKNOYaOLWMNA:

i) BbISIBNEHNE MOBbLILEHHOrO YPOBHA nepsoro 6enka B obpasye oT cyGbekTa M NOBbILEHHOTO
ypoBHs1 BTOporo 6enka B obpasye oT cybbekTa, rae nepeblin 6enok npeacraBnseT cobon
EPHB2, roe BTopon 6enok BbibpaH ns ALCAM; aHrmonostnHa-2 (ANG-2); AREG; C1q;
peuenTopHon TUpo3nHkuHasbl AXL (AXL); daktopa aktmBauum B-knetok (BAFF); B7-H1;
6eTa-2-mukpornobynunHa (B2M); sCD163; CLM6; BLC; CD5L; ST4S6; SCGF-anbda; CO8A1;
MakpodparanbHoro konoxHmectumynupytowero dakropa 1 (M-CSF); R M-CSF; katencuHa S;
pacteopumoro CXCL16; DLL1; DERM; EPHB2; moHouuTapHOro xemoTtakcudeckoro 6enka 4
(MCP-4); TIMD3; EMR2; monekynbl mexknetodHon agresmm 1 (ICAM-1); Ral IL-13;
nHTepnenknHa-18 (IL-18); bFGF; IL-18 BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-
4; Ra IL-3; LAG-3; aHTaroHucta peuentopa wuHTepnenkuHa-1 (IL-1Ra); JAG1; KYNU;
makpodharanbHOro BocnanutenoHoro 6enka 3 6eta (MIP-3 6eta); LG3BP; ILT-4; MCP-3;
dpaktankmHa/CX3CL-1; 6enka 10, nHayympyemoro nitepcpepoHom ramma (IP-10); MAPK14;
MOHOLMTaPHOro xemoTakcuyeckoro 6enka-2 (MCP-2); xemoatTpakTaHTa anbda T-kneTok,
nHayympyemoro uHtepdepoHom (ITAC); MOHOKMHA, NHAYLMPYEMOTO NMHTEPEPOHOM ramma
(MIG); MMP-14; metannonpoTtenHasbl-7 maTtpukca (MMP-7); NAGK; Notch-3; LDH-H 1;
peuenTopa rrtokokopTukonaos; PDGF-CC; PLPP; okengopeaykTtasel NADPH-P450; SAA; a1-
aHTuTpuncuHa; PARKY; cnanoagresuHa; Siglec-7; SLAF7; octeonoHTuHa; PD-L2; BGH3; R Il
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TGF-b; TNF-a; CD30; TeHacyuHa; peyenTtopa dakropa Hekposa onyxonn 2 (TNFR2); TS; u
SCGF-6eTa, 1 rae NoBbILWEHHbIA YPOBEHb NepBOro 6enka 1 NoBbILLEHHbBIN YPOBEHb BTOPOIO
Genka CpaBHUBAIOT C:

a) ypoBHeM nepBoro 6enka u ypoBHem BTOporo Genka COOTBETCTBEHHO B obpasue us
TKAHW WM OT YenoBeka, He CcTpajawowero 3abonesaHVem WNM HapyLlleHWUEM,
onocpeaoBaHHbIMU NHTEPdEepoHOM | Tuna, unm

b) ypoBHEM OAHOIO MMM HECKOMBKMUX KOHTPONbHBIX BenkoB B 06pasLe oT cybbekTa;

i) BBEAEHME TEpANEBTUYECKOro CpeacTBa.

HacToswee n3obpeTeHne fONONHUTENBHO NpPesyCMaTPUBaET aHTUTENO K MHTepdepoHy | Tna unn
aHTUTENO K peuenTopy uHTepdepoHa | Tuna, KOTOpble MOAYNMPYIOT (HanpuMmep CBA3bIBAIOT)
aKTMBHOCTb MHTepdepoHa | Tuna, ANs NpUMeHeHMs B nedeHun 3aboneBaHUs UNM HapylleHWs,
onocpefoBaHHbIX WHTEpdepoHoMm | Tuna, y cybbekTa, rae cybvekt 6bin MAEHTUPUUMPOBAH
NMOCPEACTBOM BbISBMEHNS MOBLILEHHOrO YPOBHA nepBoro 6Genka B obpa3sye oT cybbekta u
MOBbILLEHHOIO YPOBHS BTOPOro 6ernka B obpasue o1 cybbekTa,
rae nepebin 6enok npeacraenseTt cobon EPHB2,
rae BTOpon Genok xapakTepusyeTcsl SKCNPECCUMEN TeHOB, MHAYUMPYEMOW MHTEPdEPOHOM | TUNa, 1
LEMOHCTPUPYET KO3 PuUMeHT koppenauum MNMupcoHa, coctaensowmn 6onee 0,3, N0 CpaBHEHMIO C
npodunem 3KCNpeccumn reHoB, CBA3aHHbIM C UHTEpdEpPOHOM | TMna, 1 rae NOBbILWEHHbIA YPOBEHb
nepeoro 6enka 1 NOBLILEHHbIN YPOBEHb BTOpOro 6enka cpaBHMBaOTCS C:
a) ypoBHeM nepBoro 6enka un ypoBHem BTOporo 6enka COOTBETCTBEHHO B obpasue u3
TKAHW WM OT 4JernoBeka, He cTpajalowero 3aboneBaHVeM WM HapyLlleHWUEM,
onocpeaoBaHHbIMU UHTEPdEPOHOM | TUNa, nnu

b) ypoBHEM O4HOr0 MMM HECKOMbKMX KOHTPOSbHbIX OenkoB B o6pasue oT cybbekTa.

HacTosiwee n3obpeTeHne npeaycMaTpuMBaeT aHTUTENO K UHTepdEepoHy | Tuna unu aHTUTEno K
peuentopy uHTepdepoHa | Tuna, KOTOpble MOAYNMPYIOT (Hanpumep CBA3bIBAKOT) aKTUBHOCTb
nHTepdepoHa | Tna, 4Ns NPUMEHeHUs B nedeHnn 3aboneBaHus unn HapyLeHns!, ONOCPeAOBaHHbIX
nHTepdepoHom | Tnna, y cybbekTa, rae cybbekT 6bin naeHTumympoBaH NoCpeaACcTBOM BbISBNEHUS
MOBbILLEHHOIO YPOBHS NepBoro 6enka B o6pasLe OT CybbekTa U NOBLILLEHHOrO YPOBHS BTOPOro 6enka
B o6pasue oT cyObekTa,

rae nepebin 6enok npeacraenseT cobon EPHB2,

rae BTopon 6enok BeiGpaH M3 ALCAM; aHrmonostuHa-2 (ANG-2); AREG; C1q; peuenTopHOM
TUpo3nHkuHasbl AXL (AXL); dpakTopa aktuBauumn B-knetok (BAFF); B7-H1; 6eTa-2-mukpornobynmHa
(B2M); sCD163; CLM6; BLC; CDS5L; ST4S6; SCGF-anbtga; COB8A1; makpocdaranbHoOro
konoHnectumynmpywouwero dakropa 1 (M-CSF); R M-CSF; katencuHa S; pactsopumoro CXCL16;
DLL1; DERM; EPHB2; moHouMTapHOro xemoTakcudyeckoro Genka 4 (MCP-4); TIMD3; EMR2;
Monekynbl mexknetouHon agresmm 1 (ICAM-1); Ra1 IL-13; uHtepnenkmHa-18 (IL-18); bFGF; IL-18
BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-4; Ra IL-3; LAG-3; aHTaroHucTa peuentopa

nHTepnenknHa-1 (IL-1Ra); JAG1; KYNU; makpodaranbHoro socnanutenbHoro 6enka 3 6eta (MIP-3
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Geta); LG3BP; ILT-4; MCP-3; dpaktanknHa/CX3CL-1; 6enka 10, nHAYLUMPYEMOro MHTEPEEPOHOM
ramma (IP-10); MAPK14; moHouuTapHoro xemoTtakcudeckoro 6enka-2 (MCP-2); xemoaTtTpakTaHTa
anba T-knetok, wuHAayympyemoro uHtepdepoHom (ITAC); MOHOKMHA, WHAYLMPYEMOrO
nHtepdepoHom ramma (MIG); MMP-14; meTtannonpoTteunHasbl-7 matpukca (MMP-7); NAGK; Notch-3;
LDH-H 1; peyenTopa rrokokopTukonaos; PDGF-CC; PLPP; okcnaopeayktasbl NADPH-P450; SAA;
al-antutpuncuHa; PARKY; cnanoaaresuHa; Siglec-7; SLAF7; octeonoHTtuHa; PD-L2; BGH3; R Il
TGF-b; TNF-a; CD30; TeHacyuHa; peuyenTtopa caktopa Hekposa onyxonu 2 (TNFR2); TS; n SCGF-
6eTa, M rae NOBLILWEHHbIA YPOBEHb MepBoro 6enka W NOBLILWEHHbIA YPOBEHb BTOporo 6Gernka
CpaBHMBAIOTCS C:
a) ypoBHeM nepsoro 6enka u ypoBHeM BTOporo 6enka COOTBETCTBEHHO B o6pasue 13
TKaHW WM OT YerioBeKka, He cTpajatrowero 3aboneBaHWEM WM HapyLUEHWEM,
onocpeaoBaHHbIMU MHTEPdEPOHOM | TUNA, nnu

b) ypoBHEM OAHOrO UMM HECKOMbKMX KOHTPOMNbHBLIX 6enkoB B 06pasye oT cybbekTa.

HacToswee nsobpeteHne Takke npeaycMaTprueaeT cnocob neveHms sabonesaHns Unu HapyLLeHus,

OMoCpefOBaHHbIX UHTEPdEPOHOM | Tuna, y cybwekta, npu 3TOM cnocob BKMOYaAET BBEAEHME

aHTUTENa K MHTEpdEepoHy | Tuna wunu aHTUTEna K peuentopy uHTepdepoHa | Tuna, koTopble

MOAYIMPYIOT (HanpMMep CBSA3bIBAIOT) aKTUBHOCTb WHTepdepoHa | Tuna, rae cybbekt Obin

naeHTUPULMPOBaH NOCPELCTBOM BbISBNEHUS MOBLILEHHOrO YPOBHA nepsoro 6enka B obpasue ot

cyObeKTa 1 NOBbILLEHHOrO YPOBHS BTOPOro 6enka B o6pasye ot cybbekTa,

rae nepsbin 6enok npeacraenseTt cobon EPHB2,

rae BTOpon 6enok xapakTepu3yeTCsi 3KCMPecCMen reHa, MHAYLMpyeMon nHTepdepoHom | Tmna, u

AEMOHCTPUpPYET KO3 PuUMeHT koppenayum MNMupcoHa, coctaensowmn 6onee 0,3, N0 CpaBHEHMIO C

npodunem 3KCNpPeccun reHoB, CBA3aHHbIM C UHTEpPdepoHOMm | Tnna, u

rf4e NOBbILEHHbIN YPOBEHb NEPBOro Herka 1 NoBbILEHHbBIN YPOBEHb BTOPOro 6enka CpaBHMBAIOT C:

a) ypoBHeM nepsoro 6enka u ypoBHeM BTOporo 6enka COOTBETCTBEHHO B obpasue n3

TKAHW WM OT 4erioBeka, He cTpajalowero 3aboneBaHWEM WM HapyLUEeHWUEM,
onocpeaoBaHHbIMU MHTEPdEPOHOM | TUNA, nnu

b) ypoBHEM OAHOrO UMM HECKOMbKMX KOHTPOMbHBLIX 6enkoB B 06pasuye oT cybbekTa.

Hactosiee un3obpeTeHne npeaycmatpuBaeT crnoco® nedveHuss 3aboneBaHusi MMM HapyLIeHus,
OnocpefoBaHHbIX UHTepdepoHoM | Tuna, y cybwbekta, npym 3ToM cnocob BKMIOYAET BBEAEHUE
aHTUTENa K MHTEpdEepoHy | Tuna wnu aHTUTEna K peuentopy WHTepdepoHa | Tuna, KoTOpble
MOAYIMPYIOT (HanpuMMep CBSA3bIBAIOT) aKTUBHOCTb WHTepdepoHa | Tuna, rae cybbekt Obin
naeHTUPULMPOBaH NOCPELCTBOM BbISSBNEHUSA MOBbLILLEHHOrO YPOBHA nepeoro 6enka B obpasye ot
cyObeKTa 1 NOBLILLEHHOrO YPOBHSA BTOPOro 6enka B obpasue oT cybbekTa,

rae nepsbin 6enok npeacraenseT cobon EPHB2,

rae BTopon 6enok BeiGpaH M3 ALCAM; aHrmonostuHa-2 (ANG-2); AREG; C1q; peuenTopHOM
TUpo3nHkuHasbl AXL (AXL); dpakTopa aktuBayun B-knetok (BAFF); B7-H1; 6eTa-2-mukpornobynmHa
(B2M); sCD163; CLM6; BLC; CDSL; ST4S6; SCGF-anbga; COB8A1; makpodaranbHOro
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konoHnectumynupywouwero dakropa 1 (M-CSF); R M-CSF; katencuHa S; pactsopumoro CXCL16;
DLL1; DERM; EPHB2; moHouuTapHOro xemotakcudyeckoro Gemnka 4 (MCP-4); TIMD3; EMR2;
Monekynbl mexknetouHon agresmn 1 (ICAM-1); Ra1 IL-13; uHtepnenkmHa-18 (IL-18); bFGF; IL-18
BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-4; Ra IL-3; LAG-3; aHTaroHucTa peuentopa
nHTepnenknHa-1 (IL-1Ra); JAG1; KYNU; makpodaranbHoro socnanutenbHoro 6enka 3 6eta (MIP-3
6eta); LG3BP; ILT-4; MCP-3; dpaktankuHa/CX3CL-1; 6enka 10, nHAYLMPYEMOrO MHTEPEPOHOM
ramma (IP-10); MAPK14; moHouuTapHoro xemoTakcmdeckoro 6enka-2 (MCP-2); xemoatTpakTaHTa
anbha T-knetok, wuHayumpyemoro uHtepdepoHom (ITAC); MOHOKMHA, WHAYLMPYEMOrO
nHTepdepoHom ramma (MIG); MMP-14; metannonpoTtenHasbl-7 matpukca (MMP-7); NAGK; Notch-3;
LDH-H 1; peyentopa rntokokopTukonaos; PDGF-CC; PLPP; okcnaopeayktasbl NADPH-P450; SAA;
al-aHtutpuncuHa, PARKY; cuanoagresmHa; Siglec-7; SLAF7; octeononTtuHa; PD-L2; BGH3; R IlI
TGF-b; TNF-a; CD30; TeHacyuHa; peyenTtopa daktopa Hekposa onyxonn 2 (TNFR2); TS; n SCGF-
GeTta; un
rAe MOBbILWEHHbIN YPOBEHb NEPBOro Gerka 1 NOBLILLEHHbBIA YPOBEHb BTOPOro 6enka cpaBHMBALOT C:
a) ypoBHeM nepBoro 6enka n ypoBHEM BTOPOro Genka COOTBETCTBEHHO B obpasue
M3 TKaHW UNn OT YenoBeka, He cTpajatowero 3aboneBaHMeM UM HapyLUEHUEM,
onocpeaoBaHHbIMU MHTEpdepoHoM | Tuna, unu

b) ypoBHEM OAHOrO UMW HECKOMbKMX KOHTPONbHBLIX 6enkoB B 06pasuye oT cybbekTa.

Cnocobbl MOHUTOPWHIA WX MPOrHO3UPOBAHWS NPOrPECCUPOBAHNS 3a60NEBAHMS UM HAPYLIEHUS

Mo>KHO OCyLLEeCTBMNSATb MOHUTOPMHT NPOrpeccupoBaHus y cybbekta 3aboneesaHus unu HapyLieHus,
onocpegoanHbix IFN | Tna, nocpeacTesom cnocoboB, OXBaTbIBAEMbIX HACTOSALWMM U306peTeHneM.
B uactHocTM, HacTosiwee wu3obpeTeHMe npeaycMaTpuBaeT Cnoco®  MOHUTOPWMHra  WUNnu
NPOrHO3NPOBaHNS NPOrPECCUPOBaHUS Yy cyObekTa 3aboneBaHns UNu HapyLUEHUsl, ONOCPeAOBaHHbIX
NMHTEepdepoHOM | TMNa, BKNIOYAOLLMIAL
i)  naeHTUdUKALMIO YPOBHSA 3KCNpeccumn nepeoro 6enka B UCXoAHOM obpasue oT cybbekTa u
YPOBHS 3KCNpEeccuM No MeHbLUEN Mepe ofgHoro gpyroro 6enka B McxoAHOM obpasue oT
cybwekTa; n
i) wnaeHTUdMUKaUMIO YPOBHS 3kKcrnpeccun nepsoro 6Oenka B AONONHUTENbHOM obpasue
(Hanpumep, B3ATOM NO34HEE NO BPEMEHM MO CPABHEHUIO C UCXOA4HbIM 06pa3yom) oT cybbekTa
N YPOBHSI 3KCNPECCHMMN MO MEHbLUE Mepe O4HOro Apyroro 6enka B 40NONHUTENBHOM 06pasue
OT CyObEKT?,;
r4e NoBbILEHWE YPOBHSA 3KCMpPeccun nepeoro Genka n noBbilLEHUE YPOBHSA 3KCNPECCUM Mno
MEHbLUE Mepe OAHoro apyroro 6enka B JONOMHWUTENbHOM o6pasye no CpaBHEHWIO C
ncxogHbIM 06pasyom oT cyGbekTa Aal0T BO3MOXHOCTb NMPOrHO3MPOBAaTL MPOrpeccMpoBaHme
3aboneBaHus; unu
r4e CHWXKEHUE YPOBHHA 3KCMpeccuu nepsBoro Genka u CHUXEHME YPOBHS 3KCMpeccun no

MeHblUEN Mepe OAHOro Apyroro 6enka B AOMOMHUTENbHOM o6pasue No CpaBHEHUIO C
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ncxogHbiMm obpasyom oT cybbekta JalT BO3MOXHOCTb MPOrHO3MPOBAaTb PErpeccuio
3aboneBaHus;
rae nepsbin 6enok npeacraenseT cobon EPHB2; n
rae no MeHbllen Mepe OoAWH Apyron Genok xapakTepusyeTcsi SKCMpPecCuen reHa, MHAYLMPYEMOM
nHTepdepoHom | Tuna, N LEMOHCTPUPYET KO3PPUUMEHT Koppensayumn npcoHa, CoCcTaBnsOLMMI

6onee 0,3, No cpaBHEHMIO C NPOodUNEM IKCNPECCUN FEHOB, CBSA3AHHbIM C MHTEpdepoHoM | Tuna.

HacTosiwee wnsobpeTeHne npegycmatpuBaeT crnocod MOHWUTOPWMHIA WM NPOrHO3MPOBAHMWS
nporpeccupoBaHmns y cybbekta 3aboneBaHus Unu HapyLeHUs, onocpeaoBaHHbIX UHTEPEPOHOM |
TvNa, BKIIOYAOLLNIAL
i)  nAEHTUDUKALMIO YPOBHS 3KCNpeccumn nepeoro 6enka B MCXOAHOM obpasue oT cybbekTa u
YPOBHSA 3KCNPECCHMM NO MEHbLUEN Mepe ojHoro apyroro 6enka B ucxogHom obpasue oT
cybbvekTa; n
i) wnaeHTMdMUKAUMIO YPOBHSA 3kcnpeccun nepeoro 6Oenka B AOMOSHUTENBHOM obpasue
(Hanpumep, B3ATOM NO34HEE NO BPEMEHM MO CPABHEHMIO C UCXOA4HbIM 06pa3yom) oT cybbekTa
N YPOBHSI 3KCNPECCHM NO MEHbLUEN Mepe O4HOro Apyroro 6enka B JONONHUTENBHOM 0bpasue
OT CYyObeEKT?,;
r4e NOBbILEHWE YPOBHSA 3KCMpPeccun nepeoro Genka v noBbIEHUE YPOBHSA 3KCMPEccun no
MEHbLUE Mepe oAHoro apyroro 6enka B AONOMHWUTENbHOM o6pasye no CpaBHEHWIO C
ncxogHbIM 06pasyom oT cyGbekTa AaloT BO3MOXHOCTb MPOrHO3MpPOBaTb NPOrpeccupoBaHne
3aboneBaHus; unn
rAe CHWXEHWE YPOBHHA 3KCTMpEeccun nepsBoro Genka u CHMXEHWE YPOBHS 3KCMPeccuu mno
MeHbLUE Mepe oaHoro apyroro 6enka B JONOMHWUTENbHOM obpasye no CpaBHEHWUIO C
NcxoAHbIM 06pasyom OT cybbekTa AalT BO3MOXHOCTb NPOrHO3MPOBAaTb PErpeccuio
3aboneBaHus;
rae nepsbin 6enok npegcraenseT cobon EPHB2; n
rae no MeHbLUen mepe oguH apyron 6enok BeibpaH ns ALCAM; aHrmonostnHa-2 (ANG-2); AREG;
C1q; peuenTtopHon TMpo3nHKkMHa3bl AXL (AXL); dakTopa aktuesayum B-knetok (BAFF); B7-H1; 6eTa-
2-mukpornobynuHa (B2M); sCD163; CLM6; BLC; CD5L; ST4S6; SCGF-anbda; COB8AT;
mMakpodparanbHoro konoHuectumynupytowero dakropa 1 (M-CSF); R M-CSF; karencuHa S;
pacteopumoro CXCL16; DLL1; DERM; EPHB2; moHoUMTapHOro xemoTakcudeckoro 6enka 4 (MCP-
4); TIMD3; EMR2; monekynbl MmexkneTouHon aaresmm 1 (ICAM-1); Ra1 IL-13; nHtepneinkuHa-18 (IL-
18); bFGF; IL-18 BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-4; Ra IL-3; LAG-3;
aHTaroHucTa peuentopa wuHTepnenkmHa-1  (IL-1Ra); JAG1; KYNU; wmakpodaraneHoro
BocnanuTeneHoro 6enka 3 6eta (MIP-3 6eta); LG3BP; ILT-4; MCP-3; cdopaktanknHa/CX3CL-1; 6enka
10, nHayuynpyemoro mHtepdepoHom ramma (IP-10); MAPK14; mMOHOUMTAPHOrO XeMOTaKCU4eCKOro
Genka-2 (MCP-2); xemoatTpakTaHTa anbca T-kneTok, uHayuyupyemoro uHtepgepoHom (ITAC);
MOHOKWHA, WHAyUupyemoro uHtepdepoHom ramma (MIG); MMP-14; wmetannonpoTtenHasbl-7
maTtpukca (MMP-7); NAGK; Notch-3; LDH-H 1; peuentopa rniokokoptukongos; PDGF-CC; PLPP;
okcupopeayktasbl NADPH-P450; SAA; a1-aHtutpuncuHa; PARKY; cnanoaaresuHa; Siglec-7; SLAF7,
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octeonoHTuHa; PD-L2; BGH3; R Ill TGF-b; TNF-a; CD30; TeHacyumHa; peLenTopa dakTopa Hekpo3a
onyxonun 2 (TNFR2); TS; n SCGF-6eTa.

HacTtoswee  wunsobpeTeHne  AOMNOMHUTENbHO  MpeAycMaTpvBaeT  cnoco®  MOHUTOpPUHra
nporpeccMpoBaHmsa 3abonesBaHns UNM HapyleHWs, OnoCpenoBaHHbIX WHTepdepoHoMm | Tuna, y
cybbekTa, nonyyarLlero neYyeHne TepaneBTMYECKMM CPpeACTBOM, KOTOPOE MOAYNMPYET (Hanpumep
CBSI3bIBAET) aKTMBHOCTb MHTEPdEpPOHa | TUNa, BKMNIOYAOLWNA:

i) wnaeHTMdUKaLMIO YPOBHS 3Kkcnpeccun nepeoro 6enka B mcxogHom obpasue oT cybbekTa u
YPOBHS 3KCNPEeccuM No MeHbLUEeNn Mepe ojHoro apyroro 6enka B uMcxogHom obpasue oT
cybbekTa;

i) wnaeHTMdMKaUMIO YPOBHSA 3kcnpeccum nepeoro 6Oenka B AONONMHUTENbHOM obpasue
(Hanpumep, B3ATOM NO34HEE NO BPEMEHM MO CPABHEHMIO C UCXOA4HBIM 06pa3Lom) oT cybbekTa
N YPOBHSI 3KCNPECCHM MO MEHbLUEN Mepe O4HOro Apyroro 6enka B JONONHUTENBHOM 06pasue
OT CyObEKT?,;

iii) BBEeAeHMe CyObEKTY TepaneBTMYECKOrO CPenCcTBa, KOTOPOE MOAYNUPYET aKTUBHOCTb
nHTepdepoHa | Tuna, rae TepaneBTUYECKOE CPEACTBO BBOAMTCA AO CTaAuM i) Unn mexay
cTaguamu i) nii); n

iv) CpaBHEHWE YPOBHEN 3KCMpeccun nepeoro 6enka 1 no MeHbLUEN MEPE OZHOTO Apyroro 6enka
B MUCXOA4HOM o6pasue oT cyGbekTa U YPOBHEN 3KCnpeccun nepeoro 6enka v no MeHbLUeN Mepe
O4HOro Apyroro 6enka COOTBETCTBEHHO B AONONHUTENBHOM 00pasue oT cyObekTa;

rae u3MeHeHue ypoBHEW 3KCrpeccun nepBoro 6enka u no MeHblen mepe ogHoro gpyroro 6enka
yKkasblBaeT Ha YpoBeHb 3PPEKTMBHOCTU TEepaneBTUUECKOro CPeAcTBa, KOTOpPOEe MoAynupyeT
aKTUBHOCTb UHTEPdepoHa | Tuna;

rae nepebln 6enok npeacrasnseT cobon EPHB2; n

rae no MeHblUen Mepe OAWH Apyron Oernok xapakTepu3yeTcsi SKCMpPeccuen reHa, MHAYLUpYeMon
nHTepdepoHom | Tuna, N AeMOHCTPUPYET kosdhdUUMEHT Koppenauumn MnupcoHa, CocTaBnsoLMMA

6onee 0,3, N0 cpaBHEHMIO C NPOMDUNIEM SKCNPECCUMN FEHOB, CBA3AHHbLIM C MHTEpPdepOoHOM | Tuna.

HacTosuwee n3obpeteHune npegycmaTpmBaeT cnocod MOHUTOPUHIA NPOrpeccupoBaHns 3abonesaHms
UNM HapyleHusi, onocpeoBaHHbIX UHTepdEpoHOM | Tuna, y cyGbekTa, Mony4yalowero neyeHve
TepaneBTUMECKM CPEACTBOM, KOTOPOE MOAYnuMpyeT (HanpuMep CBA3bIBAET) aKTUBHOCTb
nHTepdepoHa | Tvna, BKNOYaOLWMA:

i)  nAEHTUDUKALMIO YPOBHSA 3KCNpeccumn nepeoro 6enka B MCXOAHOM obpasue oT cybbekTa u
YPOBHSA 3KCMPECCHMM NO MeEHbLUEN mepe ogHoro gpyroro 6enka B ucxogHom obpasue oT
cybbekTa;

i) wnaeHTMdUKaUMIO YPOBHSA 3kcnpeccun nepsoro Oenka B AONONHUTENbHOM obpasue
(Hanpumep, B3ATOM NO34HEE NO BPEMEHM MO CPABHEHMIO C UCXOA4HbIM 06pa3yom) oT cybbekTa
N YPOBHS 3KCNPECCHMU MO MEHbLUE Mepe OA4HOro Apyroro 6enka B 40NoNHUTENbHOM o6pasue

OT CyObeKTa,;
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iii) BBeAeHWe CyObEKTY TepaneBTMYECKOrO CpPeacTBa, KOTOPOE MOAYNUPYET aKTMBHOCTb
nHTepdepoHa | Tuna, rae TepaneBTUYECKOE CPEACTBO BBOAMTCA AO CTaauM i) Unun mexay
cragnamu i) nii); n

iv) CpaBHEHMWe ypOBHeN 3Kcrnpeccumn nepeoro 6enka n no MeHbLUEN Mepe og4HOro apyroro 6enka
B MCX0AHOM o6pasue oT cybbekTa U YpOBHEN 3Kcnpeccun nepeoro 6erka 1 no MeHbLIEN mepe
OAHOro Apyroro 6enka COOTBETCTBEHHO B J0NOMHUTENBHOM 0Bpasue oT cybbekTa;

rae M3MeHeHWe ypoBHEMN SKCmpeccun nepBoro Genka u no MeHbLlel Mepe OAHOro Apyroro Genka
yKasbiBaeT Ha YypoBeHb 3(PPEeKTMBHOCTU TepaneBTUYECKOrO CPeACTBa, KOTOPOE MOAynupyeT
aKTUBHOCTb UHTEpPepoHa | Tuna;

rae nepebi 6enok npegcraensieT cobon EPHB2; n

rae no MeHblUen mepe oguH apyron 6enok BeiGpaH ns ALCAM; aHrmonostnHa-2 (ANG-2); AREG;
C1q; peuenTopHon TMpO3nHKMHa3bl AXL (AXL); dpakTopa aktusayum B-knetok (BAFF); B7-H1; 6eTa-
2-mukpornobynuHa (B2M); sCD163; CLM6; BLC; CD5L; ST4S6; SCGF-anbda; COB8AT;
mMakpodparanbHoro konoHuectumynupytowero dakropa 1 (M-CSF); R M-CSF; karencuHa S;
pacteopumoro CXCL16; DLL1; DERM; EPHB2; moHoUMTapHOro xemoTakcudeckoro 6enka 4 (MCP-
4); TIMD3; EMR2; monekynbl MmexkneTouHon aaresmm 1 (ICAM-1); Ra1 IL-13; nHtepneinkuHa-18 (IL-
18); bFGF; IL-18 BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-4; Ra IL-3; LAG-3;
aHTaroHucTa peuentopa wuHTepnemkmHa-1  (IL-1Ra); JAG1; KYNU; wmakpodaraneHoro
BocnanuTeneHoro 6enka 3 6eta (MIP-3 6eta); LG3BP; ILT-4; MCP-3; cdopaktanknHa/CX3CL-1; 6enka
10, nHayuynpyemoro mHtepdepoHom ramma (IP-10); MAPK14; mMOHOLMTapHOro XemMoTaKCU4eCKoro
Genka-2 (MCP-2); xemoatTpakTaHTa anbca T-kneTok, uHayuyupyemoro uHtepgepoHom (ITAC);
MOHOKWHA, WHAyuupyemoro uHtepdepoHom ramma (MIG); MMP-14; wmeTtannonpoTtenHasbl-7/
maTtpukca (MMP-7); NAGK; Notch-3; LDH-H 1; peuyenTopa rniokokoptukongos; PDGF-CC; PLPP;
okcugopeayktasol NADPH-P450; SAA; al-antutpuncuHa; PARKY; cnanoagresunna; Siglec-7; SLAF7;
octeonoHTuHa; PD-L2; BGH3; R Ill TGF-b; TNF-a; CD30; TeHacyuMHa; pelenTopa akTopa Hekposa
onyxonu 2 (TNFR2); TS; n SCGF-6eTa.

B cnocofax MOHUTOPMHIa Uy NPorHO3NPOBaHNSA NPOrpeccmMpoBaHms y cybbekta 3aboneBaHns unm
HapyLLeHWUs,, ONOCPEAOBaHHbIX MHTepdepoHoM | Tuna, obpasypbl oT cybbekTa MOryT 6biTb NOMyYeHbI
B pasHble MOMEHTbl BPEMEHW, HaMpMMep WCXOAHbIM obpasey W AOMONMHUTENbHbIN 0bpasel.
HeobssatenbHo o6pasybl OT cybGbekta MOryT ObiTb MOMy4Y4eHbl A0 W MOCNEe BBELEHMS
TepaneBTUMECKOro CpPeacTBa, Hanpumep cpeactea, koTopoe ceasbiBaeTca ¢ IFN | tuna w/unm
MOAYIMPYET €ro akTUBHOCTb, UNK CpeacTBa, koTopoe ceasbiBaeTca ¢ IFN | Tvna n He moaynumpyeT
€ro aKTMBHOCTb, UMM KOMBUHaLMKN CPEACTB, KOTOPAs MOXET BKMIOYATb UMW HE BKMIOYaTh CPEACTEO,
koTopoe ceasbiBaeTca ¢ IFN | Tna n mogynupyeT ero aktusHocTb. MNpodunm IFNPS | Tuna nonyyatot

B o6pasyax 4o n nocne BeeaeHus cpeactea. MNpocdunum IFNPS | Tna B o6pasuyax cpaBHMBAKOTCS.

CpaBHuBaTtb MOXHO psg G6enkoB IFNPS | tuna, npucytctBylowmux B o6pasyax, unm Konmyecteo

6enkos IFNPS | Tvna, npucytcteyioulee B o6pasyax, unm nobyio nx koménHayuio.
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M3meH4nBOCTb, KOTOpas SABMSETCH MoKa3aTenem nporpeccupoBaHusi 3abonesaHus, MoXeT ObiTb
yKkasaHa, €ecnu KOMM4YeCcTBO unu ypoBeHb (unu mwobas wnx KombuHayvs) NOABEPrHYTbIX
nonoxurtenoHon perynsauymm 6enkos IFNPS | Tvna noBbiwatoTcs B A40NONHUTENbHOM o6pasue no

CPaBHEHUIO C UCXOAHBIM 06pasLoMm.

M3meHunBOCTb, KOTOpas SIBNAETCA MnokasaTenem perpeccun 3aboneBaHus, MOXeT ObiTb ykasaHa,
€CNn KONMWYECTBO WK ypoBeHb (Mnn nobas mx KOMOMHaUMs) NOABEPTHYTbIX MOMOXUTENBHOM
perynsauyum 6enkos IFNPS | TMna cHmkatoTcs B 4,0NONHUTENIbHOM 06pasLie No CpaBHEHMIO C UCXO4HbIM

obpasLom.

M3meHUMBOCTb, KOTOpas ykasbiBaeT Ha 3¢pheKTUBHOCTb TepaneBTUYECKOrO CPEeACTBa, MOXET ObiTb
yKkasaHa, €CnuM KONMMYecTBO MNM ypoBeHb (Mnm nwobas ux KombuHauyusi) noABEPrHyTbIX
nonoxurtenoHon perynsumm Genkos IFNPS | Tuna cHwxkawTcs B obpasye, NONydeHHOM Mnocne
BBEAEHMS TepaneBTUYECKOro CPeACTBa, NO CpaBHEHUO C 06pasyoM, MOSyYEHHbIM AO BBEAEHUS

TepanesTUYECKOro cpeacrea.

KonuyecTBo NoaBeEPrHyTbIX NONOXMUTENBHON perynaynn 6enko IFNPS | Tvna moxeT noBbIWaThLCS
WINN CHXKATBbCS B MO MEHbLUEN Mepe 1, MO MEHbLUEN Mepe 2, MO MEHbLUEN Mepe 3, N0 MEeHbLUEN Mepe
4, N0 MeHbLLEN Mepe 5, NO MeHbLUeln Mepe 6, N0 MeHbLUEN Mepe 7, MO MEHbLUEN Mepe 8, N0 MEHbLUEN
mepe 9 unum no meHbLwen mepe 10 pas. YposeHb noboro gaHHoro 6enka IFNPS | Tna, nogBeprHyToro
MOMNOXWUTENbHON PErynsaunm, MOXeET CHUXKATbCA Ha No meHblier mepe 10%, no meHbLen mepe 20%,
no meHbLien mepe 25%, no meHben mepe 30%, No meHblien mepe 35%, no meHbLen mepe 40%,
no mexblen mepe 50%, no meHben mepe 60%, No meHbwen mepe 70%, no meHben mepe 80%,
no MeHbwen mepe 90% wnm no meHbwen mepe 95%. Konumuecteo 6Genkoe IFNPS | Tuna,
NOABEPIHYTbIX MONMOXMUTENbHON PErynAuuM, YPOBHU KOTOPbIX CHMXKAIOTCS, MOXET COCTaBMATb MO
MEHbLUEN Mepe 1, MO MeHbLUEN Mepe 2, NO MeHbLUEN Mepe 3 UM No MeHblen mepe 4. Jiobas
KOMOMHALUS CHWXXEHHOMO KONMUYECTBA U CHMXKEHHOrO YPOBHSA MNOABEPrHYTbIX MNONOXUTENBHON
perynauum 6enkos IFNPS | Tuna moxeT ykasbiBaTb Ha 3PEKTUBHOCTL. I3MeHUMBOCTb, KOTOpas
yKasblBaeT Ha 3pPEKTUBHOCTb TEpaNeBTUYECKOrO CPEACTBA, MOXKET BbIThb YKasdaHa, eCrnv KONMYECTBO
Unun ypoBeHb (unn nobas nx kKomGuHauns) NoABEPrHyToro otTpuyatensHon perynayum 6enka IFNPS
| Tuna cHwxatoTca B obpasuye, NOMydeHHOM MOCNe BBEAEHWUS TEepaneBTUYECKOro CPeacTea, Mo

CpaBHeHWO ¢ 06pasLom, NOMyYEHHBIM A0 BBEAEHUS TEPANEBTUYECKOTO CPEACTBA.

OGpasel, Nony4YeHHbIN OT CcyObekTa, MOXeT OblTb MONyJYeH A0 MEPBOro BBELEHMS CPEACTBa, T. €.
cyObekT paHee He noABeprancs BBEAEHWIO cpeacTtBa. B kauectBe anbTepHaTuBbl, o6pasel,
Mony4eHHbIN OT cybbekTa, MOXET OblTb B3ST NOCHE BBEAEHUS CPEACTBA B XOA€E NeveHus. Hanpumep,
cpeacTBO Morno ObiTb BBEAEHO A0 Hayana OCYLECTBNEHMS NPOTOKOna MOHuTopuHra. [locne
BBEAEHUS CpeAcTBa OT CyObekTa MOXeT ObiTb MOMy4YeH AOMNOMHUTENbHbIM obpasel, 1 npodunm
IFNPS | Tvna B o6pasuyax cpasHuBatoTcs. O6pasLbl MOryT 6biTb OAHOTO 1 TOTO XKE UK PasHbIX TUMOB,

Hanpumep Kaxkablin Nony4YeHHbl o6pasel, MOXeT npeacTaBnaTe cobon obpasel KPOBU, UK KaXabin
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nony4YyeHHbIn obpasel MOXeT npeacTaBnsATb cobon obpasel CbiBOPOTKM KpoBu. [podunm IFNPS |
TUNa, BbIIBMEHHbIE B KaXXA0M obpasue, MoryT ObiTb O4MHAKOBBIMW, MOTYT B 3HAYMTENbHON CTENEHU

NepeKpbIBATLCSA UMM MOTYT BbITb CXOAHBIMU.

O6pasupbl MoryT 6bITb NONy4YeHbl B Noboe BpeMs 40 1 NOCne BBEAEHWSA TepaneBTUYECKOro CPeACTBa.
Ob6pasel, NOny4YeHHbIN NOCNe BBEAEHNSA TEPaneBTUYECKOrO CPEACTBA, MOXET ObiTb NMONy4YeH yepes
Nno MeHbLUEN Mepe 2, N0 MeHbLUen mepe 3, MO MeHbLLen mepe 4, N0 MeHbLUEN Mepe 5, N0 MeHbLUEN
mepe 6, N0 MeHbLUEN Mepe 7, No MeHbLlen mepe 8, N0 MeHbLUen Mepe 9, no MeHbLuen mepe 10, no
MeHbLUEN Mepe 12 nnm no MeHbLlen Mepe 14 AHeN nNocrne BBEAEHUS TepaneBTUYECKOrO CPEACTBA.
O6pasel, NonyyYeHHbI NOCne BBEAEHUS TepaneBTUYECKOro CPeACTBA, MOXET ObiTb NOMy4YeH yepes
Mo MeHbLLEN Mepe 2, MO MEHbLUEN Mepe 3, N0 MeHbLUEN Mepe 4, N0 MEHbLUEN Mepe 5, MO MeHbLUEN
mMepe 6, N0 MeHbLUEN Mepe 7 UNK MO MeHbLUEN Mepe 8 Heaenb Nocne BBEAEHUS TEPANEBTUMECKOTO
cpeactea. Obpasel, MONyYeHHbI MOCNe BBEAEHMS TEpaneBTUYECKOro CpeacTBa, MoxeT ObiTb
Mofy4YeH Yyepes No MeHbLUEN Mepe 2, MO MeHbLLEN Mepe 3, MO MeHbLLEN Mepe 4, MO MEHbLUEN Mepe

5 unn no meHbLLEen mepe 6 MeCALEB NOCrne BBEAEHNS TEPANEBTUUYECKOTO CPEACTBA.

JononHuTenbHble 06pasybl MOryT BbiTb NOMyYeHbl OT CyGbekTa Nocne BBeAEHNS TEPaneBTUMECKOrO
cpeactia. o MeHbLLEN Mepe 2, NO MeHbLLEN Mepe 3, NO MeHbLLEN Mepe 4, NO MeHbLLEN Mepe 5, No
MEHbLUEN Mepe 6, N0 MEHbLUEN Mepe 7, MO MeHbLUEN Mepe 8, MO MeHbLUEN Mepe 9, MO MEHbLLEN Mepe
10, N0 mMeHbwen mepe 12, No mMeHblen mepe 15, no meHbwen mepe 20, NO MeHbLen mepe 25
o6pasLoB MOryT ObITb MOMy4YeHbl OT CyObekTa ANS MOHUTOPUHIA NPOrPeCcCCUPOBaHNS UM PErpeccum
3aboneBaHns WU HapylweHus C TeyeHuem BpemeHu. [lporpeccupoBaHve 3abonesBaHus wnu
HapyLUEHNs1 MOXET NOABEpPraTtbCA MOHUTOPUHIY B TEYEHME MEPMOSA BPEMEHMW, COCTaBMSAOWENO Mo
MeHbLUEeN Mepe 1 Hegento, MO MEHbLUEN Mepe 2 HeAENN, NO MeHbLUEN Mepe 3 Heenu, N0 MEHbLUEN
Mepe 4 Hejenn, NO MeHbLUEN Mepe 5 Heaenb, NO MeHbllen mepe 6 HeAenb, NO MEHbLUEN Mepe 7
HeZenb, N0 MEHbLUEN Mepe 2 Mecsila, No MeHbLUen Mepe 3 Mecsila, No MeHbLLEN Mepe 4 mecsaLa, no
MEHbLUEN Mepe 5 MecsaLEB, NO MEHbLUEN Mepe 6 MecsiLeB, NO MeHbLUe Mepe 1 rog, N0 MeHbLUER
mepe 2 roga, no MeHblien mepe 3 roga, no mMeHblen mepe 4 roga, Nno MeHbLUEN Mepe 5 neT, no
MeHbLern mepe 10 neT MnM B TEYEHUE XU3HM CyObekTa. [lononHutenbHble 06pasybl MOryT GbiTb
NonyyeHbl OT cyObekTa Yepes perynsipHble MHTEPBanbl BPEMEHW, Takne Kak OaMH pa3 B Mecsiy, ABa
pasa B Mecsiy, O4WH pa3s B KBapTan, 4Ba pasa B rog Unu ¢ MHTepBanammn BPeMeHU, COCTaBNSIOLWUMM
oavH roa. O6pasubl MoOryT ObiTb MOMyYeHbl OT cyObekTa nocrne BBEAEHWS CPeACTBa Yepes
perynsipHble MHTepBarnbl BpemeHn. Hanpumep, o6pasubl MOryT 6biTb NONMyYeHbl OT CyGbekTa Yepes
OAHY HeJeno Nocre Kaxaoro BBEAEHUSI CPEACTBA, UMK Yepes ABE HEAENM NOCNEe KaXA0ro BBEAEHUS
CPeAcCTBa, UNM Yepes TPU HeAEeNN NOCE KaXA0ro BBEAEHUSI CPEACTBA, UMK Yepes OAUH MecsL nocne
Ka)xaoro BBEAEHWS CPeACTBa, UMM 4Yepe3 ABa Mecsua MoCrne KaKAOro BBeAEeHUs cpeacTsa. B
KayecTBe anbTepHaTUBbl, HECKONbKO 06pa3yoB MOryT GbiTb MONy4YeHbl OT CybbeKkTa nocne Kaxaoro

BBEAEHMS CPeACTBa.
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MporpeccupoBaHne 3aboneBaHMs MMM HapyweHust y CcybbeKkTa MOXET CXOAHbIM 0o6pasom
noABepraTbCd MOHUTOPUHTY B OTCYTCTBUE BBeAeHUs cpeactsa. O6pasLbl MOXHO MNEpMoANYECKU
nonydatb OT cybbekTa, cTpajawoowero 3abonesaHuem wunu HapyweHuem. [lporpeccuposaHue
3aboneBaHUs NN HapyLLeHUss MOXeT OblTb naeHTupnympoBaHo, ecnu konmyectTso 6enkos IFNPS |
TWNa, NOABEPrHYTbIX MOMOXUTENbHOW Perynsuvu, noBbILLAETCA B NONy4YeHHOM no3gHee obpasue
(Hanpumep AonMONHUTENBHOM 06pasue) OTHOCUTENBHO MOSYYEHHOro paHee obpasya (Hanpumep
ncxogHoro obpasya). Konndectso noABeprHyTbIX nonoxutenoHon perynayum 6enkos IFNPS | Tuna
MOXET NOBLILLATLCS Ha NO MEHbLUEN Mepe 1, MO MeHbLLEN Mepe 2, NO MeHbLUEN Mepe 3, MO MEHbLLEN
mepe 4, No MeHbLLEn Mepe 5, N0 MeHbLUEN Mepe 6, N0 MEHbLUEN Mepe 7, MO MEHbLUEN Mepe 8, Nno
MeHbLUen mepe 9 unu no meHblwen mepe 10. MporpeccupoBaHne 3aboneBaHUs UMK HapyLUEHWS
MOXeT 6bITb MAEHTUDMLUPOBAHO, ECNN YPOBEHDb NMOBOro U3 AaHHbIX NOABEPTHYTbIX MNONOXUTENBHOM
perynsaumum 6enkos IFNPS | Tna nosbiwaeTcs Ha no meHben mepe 10%, no meHbLlen mepe 20%,
no mMeHbLuen mepe 25%, no meHbwen mepe 30%, No meHbLen mepe 35%, no MmeHbLen mepe 40%,
no meHbLen mepe 50%, no meHben mepe 60%, No meHbLen mepe 70%, No meHbLen mepe 80%,
no meHbwen mepe 90% wunm no MeHobwen mepe 95%. lMporpeccupoBaHne 3aboneBaHWst UK
HapyLeHUs MOXeT ObiTb MAEHTUDULNPOBAHO, €Cnn YPOBEHb MoBOro M3 AaHHbIX MOABEPrHYTbIX
oTpuuyaTtenbHon perynsayum 6enkos IFNPS | Tuna cHukaeTcs Ha no MeHben mepe 10%), No MeHbLUEN
mepe 20%, no meHbLien mepe 25%, No meHbluen mepe 30%, no MeHbLen mepe 35%, N0 MEHbLLEN
mepe 40%, no meHbwen mepe 50%, No meHbLen mepe 60%, no meHben mepe 70%, NO MEHbLLEN
mepe 80%, no meHbwen mepe 90% wmnm no meHbwen mepe 95%. KonumuecTBo MOABEPrHYTbIX
nonoxuTenbHon perynayum 6enkos IFNPS | Tna ¢ NoBbILWEHHBIMW YPOBHAMUW MOXET COCTaBNATb MO
MeHbLUEN Mepe 1, MO MEHbLUEN Mepe 2, N0 MeHbLLEN Mepe 3, N0 MeHbLUEN Mepe 4, MO MEHbLUEN Mepe
5, N0 MeHbLLEN Mepe 6, N0 MeHbLUEN Mepe 7, N0 MeHbLUe mepe 8, N0 MeHbLLen mepe 9, N0 MEHbLLEN
mepe 10, no MeHbLuen mepe 15, No MeHbLuen mepe 20, No MeHbLuen mepe 25, No meHbLuen mepe 30
nunn nNo MeHbluen mepe 35. KonnyecTBo NogBepryyThix oTpulatenoHon perynsgum 6enkos IFNPS |
THMNA CO CHUXEHHBIMUW YPOBHSAMU MOXET COCTaBMATb NO MEHbLUEN Mmepe 1, N0 MeHbLuen Mepe 2, No
MeHbLUEN Mepe 3, N0 MeHbLUEN Mepe 4, N0 MeHbLUEN Mepe 5, N0 MeHbLUen Mepe 6, N0 MeHbLLEN Mepe
7, No MeHbLen mepe 8, N0 MeHbllen mepe 9, No mMeHbwen mepe 10, N0 MeHbLen mepe 15, no
MeHbLuen mepe 20, No MeHbLLen Mepe 25, No meHbLlen mepe 30 unm no meHbLuen mepe 35. Jliobas
KOMOMHaUUS MOBBILLIEHHOTO KOMUYECTBA M MOBLILEHHOrO YPOBHSA MOABEPrHYTbIX MOMOXMUTENBHOM
perynsauymm 6enkoB IFNPS | Tuna mMoxeT ykasbiBaTb Ha MporpeccupoBaHne 3aboneBaHust Mnu
HapyweHus. B kauyecTBe anbTepHaTWBbl UnMu B KOMOMHauuu, nobas koMOuHaums CHUXEHHOro
KOMNMYECTBa M CHWKEHHOIO YPOBHS NOABEPrHYTBIX oTpulaTenpHon perynayumn 6enkos IFNPS | Tuna
MOXET yKasblBaTb Ha nporpeccupoBaHue sabonesaHusa nnv HapyweHus. Perpeccus 3abonesaHuns
UM HapyLLeHWA MOXET Takke 6biTb naeHTudmymnposaHa y cybbekta, ctpajaooulero sabonesaHmem
UNyM HapyweHneM, He MOABEPraBLUErOCs MNeYeHno CpeAcTBOM. B aTom cnyuyae perpeccusi MOXeT
ObiTb MaeHTUUUMpoBaHa, ecnn konmdectBo Henkoe IFNPS | Tuna cHwkaeTca B MOMyYEHHOM
nosgHee obpa3uye (Hanpumep JONOMHWTENbHOM 06pasye) OTHOCUTENbHO MOMYyYEHHOro paHee
obpasya (Hanpumep ucxogHoro obpasua). Konnuectso 6enkos IFNPS | Tuna MoxeT CHMXaTbCs Ha

Nno mMeHbLien mepe 1, MO MeHbLUEN Mepe 2, N0 MeHbLUEN Mepe 3, N0 MeHbLUEN Mepe 4, MO MEeHbLLEN
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Mepe 5, N0 MeHbLuen mepe 6, N0 MeHbLUEN Mepe 7, N0 MeHbLUEe Mepe 8, MO MeHbLUen Mepe 9 unm
no meHbwwen mepe 10. Perpeccus 3aboneBaHns UnNn HapyLweHUs MoxeT ObiTb MAEHTUDULMPOBAHA,
€Cnn ypoBeHb No6oro 13 gaHHbIX NOABEPrHYTbIX NonoxuTenobHon perynsauum 6enkos IFNPS | Tuna
CHKAETCH Ha No MeHbLuen mepe 10%, no meHbLen mepe 20%, No MeHbLien mepe 25%, N0 MEHbLLEN
mepe 30%, no meHbLen mepe 35%, no meHbluen mepe 40%, no meHbwen mepe 50%, N0 MeHbLLEN
mepe 60%, no MeHbwen mepe 70%, no meHblwen mepe 80%, no meHbwen mepe 90% wunm no
MeHbLuen mepe 95%. Perpeccusi 3aboneBaHns uUnn HapyLeHus MOXeT ObiTb naeHTUdULMpoBaHa,
€CNn ypoBeHb NMBOro M3 AaHHbIX NOABEPTrHYTLIX OTpulaTensHon perynauyumn 6enkos IFNPS | Tuna
MOBbLILLAETCA Ha MO MeHblen mepe 10%, no meHbwen mepe 20%, No mMeHblen mepe 25%, no
MeHbLien mepe 30%, No meHbluen mepe 35%), no meHblien mepe 40%, No meHbLien mepe 50%, no
MeHbLuen mepe 60%), no meHbLlen mepe 70%, no MeHbLen mepe 80%, No MeHbLen mepe 90% mnu
Nno MeHblien mepe 95%. KonmyecTBo noaBeprHyTbIX NonoxutenoHon perynsauymm 6enkos IFNPS |
TWMNa CO CHUXEHHBIMU YPOBHAMMU MOXET COCTaBMATb NO MEHbLUEN Mepe 1, MO MeHbLUen Mepe 2, no
MEHbLUEN Mepe 3, N0 MEHbLUEN Mepe 4, MO MeHbLUEN Mepe 5, N0 MeHbLUEN Mepe 6, MO MEHbLUEN Mepe
7, N0 MeHbLIeN Mepe 8, N0 MeHblen Mepe 9, No MeHbwen mepe 10, N0 MeHbLen mepe 15, no
MeHblwen mepe 20, No MeHbwen mepe 25, no meHbwen mepe 30 unu nNo MeHbwen mepe 35.
KonuuectBo noaBeprHyTbiXx OoTpuuatenbHon perynsuyum 6enkos IFNPS | Tuna ¢ nOBbILWEHHBIMM
YPOBHSAIMUN MOXET COCTaBMATE MO MEHbLUeN Mepe 1, N0 MeHbLUeENn Mepe 2, N0 MeHbLLen mepe 3, no
MeHbLUEN Mepe 4, N0 MEHbLUEN Mepe 5, N0 MeHbLLEN Mepe 6, N0 MeHbLUEN Mepe 7, MO MEHbLUEN Mepe
8, N0 meHbwen mepe 9, no MeHbwen mepe 10, No MeHbwen mepe 15, No meHbwen mepe 20, no
MeHblen mepe 25, no meHbwen mepe 30 mnm no meHbwen mepe 35. [NporpeccupoBaHue
3aboneBaHns UNN HapyleHns unn perpeccus 3abonesaHns UNM HapyLweHUs MOryT NOABEPraTbCs
MOHUTOPUHIY MOCPEeACTBOM MoflydyeHus obpasuoe 3a noborM nepuos BpemMeHn M C niobbim
MHTepBanom BpemeHu. [lporpeccupoBaHve 3aboneBaHUs WU  HapyLWeHWs Wnu  perpeccus
3aboneBaHnsi UNM HapyLeHus MOryT NoABepraTbCsl MOHUTOPUHIY MOCPEACTBOM MONyYEHUS
06pasLoB Ha NPOTSXKEHUM NO MEHbLUEN Mepe 1 Heaenu, N0 MeHbLUEN Mepe 2 Heaernb, N0 MEHbLLEN
mepe 3 Heaenb, NO MeHbLUEN Mepe 4 Heaenb, N0 MeHbLIEN Mepe 5 Hefenb, N0 MeHbLlen mepe 6
HeZenb, N0 MEHbLUEN Mepe 7 HeAerb, N0 MEHbLUEN Mepe 2 MeCSILEB, N0 MEHbLUEN Mepe 3 MecsiLEB,
Mo MeHbLUen Mepe 4 MecsiLeB, N0 MeHbLUEN Mepe 5 mecsaueB, MO MeHbLLENn Mepe 6 mMecsaueB, Mo
MeHbLUer Mepe 1 roga, no MeHbLUEN Mepe 2 NeT, N0 MeHbLLEN Mepe 3 NET, N0 MeHbLUEN Mepe 4 neT,
No MeHbwen mepe 5 neT, no MeHbwen Mepe 10 nNeT WM B TEYEHWE XU3HU CyObekTa.
MporpeccupoBaHne 3aboneBaHUs UM HapyLWEHUA UMK perpeccus 3aboneBaHns Mnu HapyLleHWs
MOTYT NOABEpPraTbCs MOHUTOPUHIY NOCPEACTBOM MONy4YeHUss 06pa3yoB No MeHbLUEN MEPE OAMH pa3
B MecslU, ABa pa3a B Mecsy, OAWH pa3 B KBapTan, ABa pasa B roj Wnu kaxabln rog. Het

HeobXxoaMMOoCTK nony4aTb 06pasubl YepPe3 TOUYHbIE UHTEPBATbI BPEMEHN.

3aboneBaHve, HAPYLLUEHWE UMW COCTOSIHUS, ONOCPeAoBaHHble MHTepdepoHom | Tuna

3aboneBaHune, HapyLLEHWNE UM COCTOSIHUE, ONOCPEAOBaHHbIE MHTEPEPOHOM | TUNa, NpeaCcTaBnNsloT

cobon noboe coctosiHne, koTopoe aemoHcTpupyeT IFNPS | Tuna. Takne 3aboneBaHus, HapyLLeHUs



27

UMM COCTOSIHWSA BKIIOYAIOT TAKOBbIE C ayTOMMMYHHbBIM KOMMOHEHTOM, TaK/Me Kak CUCTEMHAs KpacHas
Bo/MaHka (SLE), auckomngHas BonvaHka, UHCYNMH-3aBUCKMMbIN caxapHblin auabeT, BocnanutenbHoe
3aboneBaHue KuweuvHuka (Bkrovas 6onesHb KpoHa, S93BEHHbLIN KONMUT M LENnakuio), paccesHHbIN
CKnepos, ncopuas, ayTOMMMYHHbIA TUPEOUAUT, CKNEPOAEPMUIO, PEBMATOMAHBIN  apTPWUT,
rmoMepynoHedpuT, UAMONATUYECKAN BOCMANUTENbHbIA MWO3WUT, cuHApom LlerpeHa, BackynwT,
MUo3nT ¢ Tenbuyamu BknoveHusa (IBM), aepmatomwmosut (DM), nonumwuosmt (PM), capkonpos,
CKNepoaeEPMUI0 N BONMYAHOYHbLIA HedpuT. Odpyrne 3aboneBaHusl, pacCTPOMCTBA WM COCTOSIHUS

BKMoYaloT 3aboneBaHne "TpaHCNNaHTaT NPOTMB X03sIMHA" 1 OTTOPXKEHWE TPaHCNNaHTaTa.

B cnoco6ax no HacTosiLeMy N306peTeHNIO CyOBLEKT MOXET HYXAATbCs B NeyeHnn 3abonesanHms unm
HapyLUEeHUs, ONOCPeAOBaHHbIX MHTEPMEPOHOM | TUNa, BbIGPaHHbBIX 13 CUCTEMHOM KPACHON BOMYaHKM,
AVNCKOMZAHOW BOMYaHKKN, BONMYaAHOYHOro HedpuTa, AepMaTommosuTa, nonMmMmmosnTa, ncopuasa, SSc,
BacKynuTa, capkomzgosa, cuHapoma LlerpeHa u mamonaTtv4eckoro BOCMANUTENbHOrO MUO3MTA.

MpeanouYTUTENBHO CYDOBEKT HYXKAAETCA B NEYEHUN CUCTEMHOMN KPACHOW BOMYAHKW.

CybbekT MOXET Takke AEMOHCTPUPOBATb Niobble M3 pgja CUMMATOMOB, OMWCaHHbIX, HAaNpUMep, B
mexayHapogHon nybnmkagumn Ne WO 2008/070135, unu MOXET XapakTepru3oBaTbCHA KMMHUYECKUM
nokasatenem SLEDAI unu nokasatenem BILAG, onncaHHbIMW B TOM e AOKYMEHTE. OTU CUMMATOMbI
MOTYT BKMIOYaTb YCTANoOCTb, NOBPEXAEHNE OPraHOB, CKYMNOBYIO Cbinb 1 anoneyno. Cybbekta MOXHO
OLEeHMBaTb C MPMMEHEHNEM N3BECTHOM KMMHUYECKOWN CUCTEMbI BannbHON oueHKK, Hanpumep SLEDAI,
KOTOpas ABMAETCA Noka3aTenem akTMBHOCTU 3abonesaHust SLE npu namepeHun n oueHke B Te4EHNe
nocnegHnx 10 gHen (Bombardier C, Gladman D D, Urowitz M B, Caron D, Chang C H and the
Committee on Prognosis Studies in SLE: Derivation of the SLEDAI for Lupus Patients. Arthritis Rheum
35:630-640, 1992.). AkTuBHOCTb 3aboneBaHusi nNo cucteme OGannbHon oueHkn SLEDAI moxeT
HaxoauTbca B guanasoHe ot 0 go 105. bbinv onpeaeneHbl cneaylowme KaTeropum akTUBHOCTU
SLEDAI: otcytctBme aktmeHocTu (SLEDAI paeHsieTca 0); cnabas aktueHocTb (SLEDAI paBHsieTes 1-
5); ymepeHHasa aktuBHoCTb (SLEDAI pasHsieTcs 6-10), Bbicokas akTmBHOCTb (SLEDAI paBHsieTcs 11-
19); odeHb Bbicokasa akTuBHOCTb (SLEDAI paBHseTca 20 unu Bbiwe). (Griffiths ef al., Assessment of
Patients with Systemic Lupus Erythematosus and the use of Lupus Disease Activity Indices). Jpyrum
nHAekcom 6annbHOM oueHkn 3aboneBaHus senseTcs nHaeke BILAG, koTopbin npeacTaBnsieT cobon
WHA,EKC aKTMBHOCTM SLE, KOTOPbIN OCHOBaH Ha cneynrnyecknx KNMHUYECKNX NPOSIBNEHNSIX B BOCbMMU
CUCTEMAaX OpraHoB: 00Len, KOXKHO-CIU3NCTON, HEBPONOrMYECKON, CKEMNETHO-MbILLEYHOW, CePAEYHO-
COCYAMCTOW, AbIXaTENbHOW, MOYEYHOW W remaTonormdeckux pesynbtatax. bannbHas oueHka
OCHOBaHa Ha OYKBEHHOW CUCTEME, HO TakKke Kakaon OykBe MOryT NPUCBaMBaTbCS B3BELLEHHbIE
YMCIOBbIE OLEHKN, YTO AeraeT BO3MOXHbIM pacyeT nokasatensa BILAG B gnanasoHe 0-72. (Griffiths
et al., Assessment of Patients with Systemic Lupus Erythematosus and the use of Lupus Disease
Activity Indices). lpyrne nHaekcol 6annbHON OLEHKN BKNIOYAKOT nokasaTtene PGA, COCTaBHOWN MHAEKC

pecnoHgeHToB (CRI) u tect ANAM4™,
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Cnocobbl, OnMCaHHble B AaHHOM AOKYMEHTE, Hanpumep cnocob uaeHTudukaumm cybbekra,
NoAXOASLLEro ANSA neyeHWs 3aboneBaHWs UNU HapyweHus, onocpegoBaHHbix IFN | Tuna, moryT
NPUMEHATbCA ANS uaeHTUprKauum ypoBHA akTUBHOCTU 3aboneBaHns y cybbekTa, M3MeEpPEHHOro
nocpeacTeom 6o MeTogonornm knaccudpumkaymm, M3BeCTHOM U3 YPOBHS TEXHUKW, Hanpumep,

NEerkoro, ymepeHHoro, BbICOKOro nnn o4eHb BbICOKOrO.

TepaneBTUYECKNE CPEACTBA

TepaneBTMYECKOE CPEACTBO MOXET BBOAUTbLCA CyObekTy Wnn CyObekT MoxeT ObiTb
naeHTMdULUMpoBaH B KayecTBe KaHAuAaTa AnNA BBEAEHUS CPeAcTBa WM TepaneBTUYECKOro
cpeacTtea. TepaneBTUMECKOE CPEACTBO CNOCOBHO MOAYNMPOBaTb aKTUBHOCTb MHTEpdepoHa | Tuna.
Moaxoaswme TepaneBTUHECKME CPEACTBA BKIIOYAIOT MOMEKYIbI, KOTOpble cBa3biBatoTcA ¢ IFN | Tuna
N MOAYNMPYIOT €ro akTMBHOCTb. [ogxoasuwne TepaneBTUYECKUE CPEeACTBA BKMIOYAOT MOMEKynbl,
KOTOpble CBSA3bIBAIOTCA C peuenTopamu UHTEPEEPOHOB | TMMa U MOAYNUPYIOT UX aKTUBHOCTD.
TepaneBTMYECKOE CPEACTBO MOXET NPeACTaBnATe COOOW Manyi MOMekyny unu Guonornyeckoe
cpeacTBO. B BapuaHTax OCyLleCTBNEHUSA TepaneBTUYecKoe CPpeAcTBO NpeacTaBnseT cobon manyio
monekyny. Manas monekyna moxeT 6blTb CUHTE3UPOBAHA NN MAEHTUPULMPOBAHA U BbigENEHA U3
NMPUPOAHOrO MWCTOYHWMKA. B ApyrMx BapuaHTax OCyLUECTBNEHWS TepaneBTUYEeCKoe CpeacTBo
npeacraenset cobom Ouonornyeckoe cpeactBo. [peanouTuUTesnlbHO OGUMONOrMYEecKoe CPeLCTBO
npeactaBnseT cobon aHTUTENO. AHTUTENO MOXET NPEACTaBNATb COO0M aHTUTENO K MHTEPGEPOHY |

TUNa UM aHTUTENO K peuenTopy nHTepdepoHa | Tnna.

AHTUTENO MOXET npeacTaBnAaTe cobon aHTMTENoO, chneynududeckoe B OTHOLWEHMM noboro
noatuna(nogtunoe) IFN | Tuna. Hanpumep, aHTuTeno moxeT ObiTb cneynduyeckum B OTHOLLEHMWN
no6oro us IFNal, IFNa2, IFNa4, IFNa5, IFNa6, IFNa7, IFNa8, IFNa10, IFNal4, IFNa17, IFNa21, IFNB
unu IFNw. B kauecTBe anbTepHaTUBLI, aHTUTENO MOXET BbITb cneLynpUYECKMM B OTHOLLIEHUN MNOObIX
ABYX, NMOBbIX Tpex, Nobbix YeTblpex, Nobbix NATH, NoObIX WecTn, Nobbix cemu, NOOLIX BOCbMU,
nobbix aesaTn, Nobbix gecatn, nobbix oguHHaaUaT, nobbix aABeHaguatu noatunos IFN | Tuna.
Ecnu aHTUTENO SiIBNsSieTCcA cneymudunyecknm B OTHoLEHUN 6onee yem ogHoro nogtuna IFN | Tuna, 1o
aHTUTENO MOXeET ObiTb cneyndudeckum B oTHoweHun IFNal, IFNa2, IFNa4, IFNa5, IFNa6, IFNa7,
IFNa8, IFNa10 n IFNa21; unn moxeT 6bitb cneumdunyeckum B oTHoweHmn IFNal, IFNa2, IFNa4,
IFNa5, IFNa8 n IFNa10; unn moxeT ObiTe cneyndndeckum B oTHoweHun IFNal, IFNa2, IFNa4, IFNa5,
IFNa8 n IFNa21; nnm moxeT ObiTe cneyudpuyeckum B oTHoweHun IFNal, IFNa2, IFNa4, IFNa5,
IFNa10 u IFNa21. AHTutena, cneyudundeckme B oTHoweHun IFN | Tuna, BknovaroT cudpanymuman,
nmoGon BuonorndyeckMin npenapat WNM aHTUTENO, OTNUYHOE OT cudanymmmaba, aHTuTena,
onncaHHble B 3asiBke Ha nateHT CLUA 11/009410, noganHon 10 pgekabps 2004 roga, u 11/157494,
nogaxHon 20 mnoHsa 2005 roga, 9F3 u apyrue aHtTuTena, onucaHHole B nateHTe CLUA Ne 7087726
(npumep 1 1 npumep 2, aHTUTENA, packpbiTbie B Tabnuye 3 n Tabnuue 4, /nnn aHtuTena, packpbiTble
B Tabnuye nog HaseaHveMm "[lenoHupoBaHne martepuana” B cTpokax 25-54, ctonbue 56), NK-2 u
YOKS5/19 (WO 84/03105), LO-22 (nateHT CLUA 4902618), 144 BS (natenT CLUA 4885166) n EBI-1,
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EBI-2 n EBI-3 (EP 119476). TepaneBTn4yeckoe CpeaCcTBO, KOTOpOE MoaynmpyeT akTmBHocTb IFNa,
MOXET HenTpanusoBaTb akTMBHOCTb |IFNa. Cneumanncty B paHHOM 06nacTyM TEXHMKW XOPOLLO

M3BECTHbI NONTy4EeHNE N COCTaB TaKMNX B6ronormyecknx cpeacTte m cnocobbl X BBEAEHMS.

AHTUTENO MOXET NpPeACcTaBnATb COOON aHTMTENO K peuenTopy uMHTepdepoHa | Tuna, Bknovas
aHTUTEnNa, packpbiTble B naTeHTax CLLUA NeNe 7619070 1 7662381 1 mexxayHapogHon ny6nmkayum Ne
WO 2009/100309.

AHTUTENO MOXET NPeACTaBNSATb COGOM CUHTETMYECKOE aHTUTENO, MOHOKIOHANbHOE aHTUTENO,
NONMKNOHanbHble aHTuUTENA, pekomMOMHAHTHO nony4yeHHoe aHTUTENO, WHTpaTeno,
nonucneymdunyeckoe aHTUTENO (BKNoYasi bucneundundeckme aHTUTENa), YENOBEYECKOE AaHTUTENO,
YMaHU3NPOBAHHOE aHTUTENO, XMMEPHOE aHTUTENO, oAHouenodveuHbln Fv (scFv) (Bkniouvas
6ucneyuncundecknn scFv), monekyny BiTE, oaHouenoueyHoe aHTuUTENo, Fab-cdparmeHnTbl, F(ab')-
dhparMeHT, cwnTbin AncynbduaHbIMK ceassamu Fv (sdFv) mnn anuToncessbiBalOWMA dparmeHT
nmoGoro K3 BblleyKasaHHbIX. AHTUTENO MOXET npeacTaBnaTe cobon nobylo  Monekyny
UMMyHornobynuHa nnvM MMMYHOMOTMYECKM aKTUBHYIO 4acTb MONEKymnbl MMMyHornobynuHa. Kpome
TOro, aHTUTENO MOXeT ObITb N60ro nsoTuna. Hanpmumep, oHo moxeT 6bITb NO6LIM 13 M3oTMnoB IgGl,
1gG2, 1gG3 wunu 1gG4. AHTUTENO MOXET NPEACTaBNSATb COBOM MNOMHOPA3MEPHOE aHTUTENO,
coaepxallee sapuabenbHble Y KOHCTaHTHbIE YY4aCTKW, UMK €ro aHTUreHCBSA3bIBAOWMA PParMeHT,
TaKoW Kak ogHoLenoYeyHoe aHTmuTeno unu Fab- nnu Fab'2-cparmeHT. AHTUTENO Takke MOXET ObITb
KOHBIOTMPOBAHHbLIM UM CBA3AHHLIM C TepaneBTUYECKUM CPeACTBOM, TaKUM Kak LMTOTOKCUH MMu

paanoaKkTUBHbLIA N30TOM.

B cnoco6ax nevyeHusi ¢ NOMOLLBIO TepaneBTUYECKOro CpeacTBa (Hanpumep aHTuTena kK MHTepepoHy
| TMna wnn aHTUTena K peuenTopy WHTepdepoHa | Tuna, KOTOpble MOAYNUPYIOT aKkTUBHOCTb
nHTepdepoHa | Tmna) unm cnocobax, BKNOYaOLWNX BBEAEHNE TEPANEBTUYECKOTO CPEACTBA, BTOPOE
CpPeACTBO, OTNMYHOE OT CpeacTBa, koTopoe cesa3biBaeTcsa ¢ IFN | Tvna ans mogynsymm ero
aKTMBHOCTW, U CPELCTBO, KOTOPOE CBA3bIBAETCH C PELIENTOPOM UHTEpdepoHa | Tuna n moaynupyet
€ro aKTUBHOCTb, MOXeT ObiTb BBeAEHO cybbekTy. BTopble cpeacTBa BkmiovaloT 6e3 orpaHuveHus
HecTepOMAHblE MPOTMBOBOCMANUTENbHbIE FEKAPCTBEHHbIE CPEeACTBA, TakMe kKak ubynpodeH,
HanpoKCeH, CynuHAakK, AMKnogeHak, NMpoKkcukam, ketonpodeH, andnyHm3an, HabymeToH, 3Togonak
N OKCanpo3WH, WHAOMETauuH, NPOTMBOMANSAPWMWHbIE TEKAPCTBEHHbIE CPEACTBA, Takue Kak
TMAPOKCUXIOPOXMH; KOPTUKOCTEPOUAHbIE TOPMOHbI, TakKWe Kak MPEeAHW30H, TMAPOKOPTU3OH,
METUNNPEAHN3ONOH U AEKCAaMETa30H; METOTPEKCaT; UMMYHOCYNPECCUBHbIE CPEACTBA, Takue Kak
asaTuonpuH u yuknodocdamug; n buonorndeckne CpeacTsa, KOTOpbIE, HaNpMMep, HaLenMBaloTCs
Ha T-kneTku, Takue kak anedauent n acdanusymab, unu HauyenusatoTca Ha TNFa, Takme kak aHb6pen,

peMUKaA 1 Xymupa.

JleyeHne c NomMoOLLbIO TEPANEBTUYECKOTO CPEACTBA MOXET MPUBECTU K HeUTpanusayumn npoduns

IFNPS | Tuna. JleyeHne c nOMOLLbIO TEpaneBTUYECKOro CPEACTBA MOXET MPUBECTM K CHUDKEHWUIO
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OAHOTO UMM HECKONMbKMX CUMMNTOMOB 3a00neBaHUsa UNU HapyLueHns, onocpeaoBaHHblx IFN | Tuna.
JleueHre ¢ NOMOLLbIO TEPANEBTUYECKOTO CPEACTBA MOXET NPUBECTU K CHYDKEHMIO Yncna obocTpeHun,
CBSI3aHHbIX C 3aboneBaHnem Unm HapyLweHnem, onocpegoearHbimu IFN | Tna. JledyeHne ¢ nomoLpto
CpeACTBa MOXET NPUBECTM K YNyULLUEHWNIO NPOrHo3a Ans cybbekTta, cTpajatowlero 3abonesaHnem nnm
HapyweHnem, onocpegoBaHHbiMu IFN | Tuna. JleyeHne ¢ nomoLblo cpeacTBa MOXET NPUBECTU K
fonee BbICOKOMY KauyeCTBY XM3HM cybbekTa. JledyeHne C NOMOLLBIO TepaneBTUYECKOro CpeacTsa
MOXET CHU3UTb HEOBXOAMMOCTb COBMECTHOIO BBEAEHUSI BTOPbLIX CPEACTB UMM MOXET YMEHbLUNTb
[03y BBEJEHMSA BTOPOro CpeAcTBa CyObekTy. JleueHne ¢ NOMOLLbIO TepaneBTMYECKOro CpencTea
MOXET CHU3UTb KONMUYECTBO rocnutanu3ayuin cybbekta, KOTOpble CBA3aHbl C 3aboneBaHuem unm

HapyLweHnem, onocpegosaHHbiMu IFN | Trna.

TepaneBTnyecKkoe CpeacTBO, KOTOpoe cBAsbiBaeTca ¢ IFN | Tvna u moaynupyeT ero akTMBHOCTb,
MOXeT HenTpanuaoBaTb npocdune IFNPS | Tuna. Hentpanusayma npocdpuns IFNPS | Tuna moxet
NpeacTaBnsaATb COO0M CHUXEHWE YPOBHS MO MEHbLUEW MEpPe OAHOro, N0 MeHbLUEN Mepe ABYX, MO
MEHbLUEN Mepe TpeX, MO MeHbLUen Mepe YeTbipex 6enkos. Hentpanusayus npocdpuns IFNPS | Tuna
npeactaBnseT cobom CHUKEHNE HA NO MeHbLLEN Mepe 2%, NO MeHbLUen mepe 3%, N0 MEHbLUEN Mepe
4%, No MeHbLen mepe 5%, No MeHbluen Mepe 7%, No MeHbluen mepe 8%, No meHbLen mepe 10%,
no meHbluen mepe 15%, no meHbLen mepe 25%, No meHbwen mepe 30%, no meHbLen mepe 35%,
no meHbLen mepe 40%, no meHben mepe 45%, No meHblien mepe 50%, no MmeHbLen mepe 60%,
no meHowen mepe 70%, No MeHbwen mepe 75%, no meHbwen mepe 80% unn nNo MeHbLLUEN Mepe
90% ypoBHS nto6GOro 13 No MeHbLLEN Mepe O4HOr0, N0 MEHbLLEN Mepe ABYX, MO MEHbLUEN Mepe TPEX,
Mo MeHbLLEN Mepe ABYX NOABEPrHYTbIX NOMNOXUTENbHOMW perynsayumn 6enkos B npodune IFNPS | Tuna.
B kauectBe anbTepHaTuBbl, HeuTpanusauyusa npocduna IFNPS | Tuna oTHocuTCS K CHWXEHWMIO
SKCMpeccumn NoABEPrHYThIX NONoXuUTenbHon perynsaummn 6enkos IFNPS | Tuna, koTopoe HaxoguTcs B
npeaenax He 6onee yem 50%, He Gonee Yem 45%, He Gonee Yem 40%, He Bonee uem 35%, He Gonee
yem 30%, He Gonee yem 25%, He Bonee Yem 20%, He Bonee Yem 15%, He Bonee yem 10%, He Oonee
yem 5%, He Gonee yem 4%, He 6onee yem 3%, He Gonee Yyem 2% unu He Gonee Yyem 1% OT YPOBHEN
skcnpeccumn G6enkoB IFNPS | Tuna B KOHTponbHoM obpasuye. Ecnu TepaneBTUYECKOe CPEACTBO,
KoTopoe cBsisbiBaeTcs ¢ IFN | Tuna u moaynupyeT ero akTMBHOCTb, NPEACTaBnsieT Cobon
fuonormyeckoe CpeacTBO, TakOe Kak aHTWTENO, TO CPEACTBO MOXET HeWTpanM3oBaTb Npodunb
skcnpeccumn 6enko., cBasaHHbIA ¢ IFN | Tuna, npu gosax, cocrtaensowmx ot 0,3 o 30 mr/kr, ot 0,3
A0 10 mr/kr, ot 0,3 go 3 mr/kr, ot 0,3 go 1 mr/kr, ot 1 A0 30 mr/kr, ot 3 go 30 mr/kr, ot 5 ao 30 mr/kr,

oT 10 go 30 mr/kr, ot 1 o 10 mr/kr, o1 3 a0 10 mr/kr unu ot 1 A0 5 Mr/kr.

TepaneBTnyecKkoe CpefcTBO, KOTOpoe cBAsbiBaeTcd ¢ IFN | TMna n moaynupyeT ero akTMBHOCTD,
MOXET AOMONHWUTENBHO MMM B KAYeCTBE anbTEPHATMBbI HEWTPANU3OBaTb 3KCMPECCUIO OLHOIO MK
Heckonbkmx noagtunos IFN | Tuna. MoaTtunel IFN | Tna moryT BknoyaTe niobble Gonee yem oauH,
Gonee yem gBa, 6onee yem Tpu, Gonee yem veTbipe, 6onee yem nATb, Honee yem WecTb, Gonee yem
cemb, bonee yem Bocemb, Honee yem AeBATb UnNn Gonee vyem aecatb noaTunoB IFN | Tuna. 3tu
noatunbl moryT Bkmtouatb IFNal, IFNa2, IFNa4, IFNa5, IFNa6, IFNa7, IFNa8, IFNa10, IFNal4, IFNal7,



31

IFNa21, IFNB wnm IFNw. 3tn nogtunbl moryT Bkntowath Bce u3 IFNal, IFNa2, IFNa8 n IFNal4. B
KayecTBe anbTepHaTuMBbl, 3T nogTunbl MoryT BkrtodaTb IFNal, IFNa2, IFNa4, IFNa5, IFNa8, IFNa10
IFNa21. Hentpanmsauyms noatunoB IFN | Tuna moxeT npeactaBnaTb COBOM CHMXEHME HA nO
MeHbLien mepe 2%, no meHben mepe 3%, No meHbwen mepe 4%, No meHbwen mepe 5%, no
MeHbLuen mepe 7%, no meHbwen mepe 8%, no meHbwen mepe 10%, no meHbwen mepe 15%, no
MeHbLuen mepe 25%, no meHbLuen mepe 30%, No MeHblen mepe 35%, No meHbLuen mepe 40%, no
MeHbLuen mepe 45%, no meHbLuen mepe 50%, No MeHbLlen mepe 60%, No meHbLuen mepe 70%, no
MeHbLuen mepe 75%, no meHblwen mepe 80% unu no meHben mepe 90% ypoBHs noboro us no
MEHbLUEN Mepe OA4HOro, N0 MEHbLUEN Mepe ABYX, MO MEHbLUEN MEpPE TPeX, N0 MEHbLUEN Mepe MNATH,
Mo MEHbLUEN Mepe CeMu, MO MEHbLUEN Mepe BOCbMWU MMM MO MEHbLUEN Mepe AeCSATU MOATUMOB.
Hentpanusayus nogtunoe IFN | Tuna moxeT npeacTaBnsTb cobo CHMXKEHME 3Kcnpeccum Genkos
nogtvna IFN | Tuna, koTopoe Haxogutcs B npeaenax He 6onee yem 50%, He Gonee yem 45%, He
6onee yem 40%, He Gonee yem 35%, He Bonee yem 30%, He Bornee Yyem 25%, He Bonee Yem 20%,
He 6onee yem 15%, He Gonee Yem 10%, He Gonee Yyem 5%, He Bonee yem 4%, He Gonee 4yem 3%, He
Gonee yem 2% wunu He Gonee Yem 1% OT ypoBHen 3kcnpeccumn Genkos noaTunoe IFN | Tuna B
KOHTpOnbHOM o6pasue. Ecnu cpeacteo, kotopoe cessbiBaetcs ¢ IFN | Tuna n mogynupyet ero
aKTMBHOCTb, NpeacTaBnsieT cobonm Guonormyeckoe CpeacTBO, TaKOe Kak aHTUTENo, TO CPeAcCTBO
MOXeT HenTpanusoaTb noaTunbl IFN | TMna npu gosax, cocransawowmx ot 0,3 o 30 mr/kr, o1 0,3 A0
10 mr/kr, o1 0,3 go 3 mr/kr, o1 0,3 o 1 mr/kr, ot 1 ao 30 mr/kr, ot 3 g0 30 mr/kr, ot 5 ao 30 mr/kr, oT

10 ao 30 mr/kr, ot 1 4o 10 mr/kr, o1 3 a0 10 mr/kr nunn ot 1 A0 5 mr/kr.

TepaneBTuyeckoe cpefcTBO, KoTOpoe ceasbiBaeTca ¢ IFN | TMna n moaynupyeT ero akTMBHOCTb,
MOXET AOMOSNIHWUTENbHO UMW B Ka4eCTBE anbTepPHATUBbI HEWTPANM30BaTb 3KCNPECCUID PELIENnTOPOB
IFNa, nu6o IFNARI nnu IFNAR2, unu o6ounx, unu TNFa, namn IFNy, nnn peyentopos IFNy (nn6o
IFNGRI, IFNGR2, nu6o o6oux IFNGRI n IFNGR2). Hentpanusauus akcnpeccun peyentopos IFNa,
mmbo IFNARI nnn IFNAR2, unn o6ounx, unn TNFa, nnu IFNy, nnm peuentopos IFNy (nn6o IFNGRI,
IFNGR2, nn6o oboux IFNGRI n IFNGR2) moxeT npeactaBnsatTb co60N CHUXKEHME HA MO MEHbLUEN
mepe 2%, No MeHbLuen mepe 3%, No MeHbLel mepe 4%, N0 MeHbLUEN Mepe 5%, N0 MEHbLUEN Mepe
7%, no meHbLwen mepe 8%, no meHblwen mepe 10%, no MeHbwen mepe 15%, NO MeEHbLUEN Mepe
25%, no meHbLuen mepe 30%, No meHbLlen mepe 35%, No meHblen Mmepe 40%, N0 MeHbLUENn Mepe
45%, no meHbLen mepe 50%, no meHbLweln mepe 60%, No meHben mepe 70%, NO MEHbLUEN Mepe
75%, No meHben mepe 80% unun no meHbLen mepe 90% skcnpeccum noboro 13 No MeHbLUEN Mepe
OZAHOTO, NO MEHbLLEN MEPE ABYX, MO MEHbLUEN MEpe TPEX, NO MEHbLUEN MEPE NSATU UM NO MEHbLLEN
Mepe LWeCcTM U3 3TUX reHoB. Hentpanusauymsa skcnpeccum peuentopoB IFNa, nnbo IFNARI mnm
IFNAR2, unn TNFa, unm IFNy, nnu peyentopos IFNy (nnbo IFNGRI, IFNGR2, nnu o6onx IFNGRI 1
IFNGR2) npeacraBnsieT cobon CHXKEHME 3KCnpeccn Ha He Gonee yem 50%, He Gonee yem 45%, He
6onee uem 40%, He Gonee yem 35%, He Bonee yem 30%, He Bonee Yyem 25%, He Bonee Yem 20%,
He 6onee yem 15%, He Gonee yem 10%, He Gonee yem 5%, He Bonee yem 4%, He Gonee yem 3%, He

Gonee yem 2% nnn He Gonee yem 1% OT YPOBHEN 3KCMPECCHM STUX FTEHOB B KOHTPONbHOM obpasue.
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Ecnun TepanesTuyeckoe cpeacTBo, koTopoe ceasbiBaeTcd ¢ IFN | Tuna n moaynupyeT ero akTMBHOCTD,
npeacraenset cobon 6Guonorndeckoe CpeacTBO, TaKOe Kak aHTUTEeNO, TO CPeACTBO MOXET
Heutpanu3osaTb 3kcnpeccuto peuentopos IFNa IFNARI unm IFNAR2, nnn TNFa, wnn IFNy, nnm
peuentopos IFNy IFNGRI nnn IFNGR2 npu agosax, coctasnsowmx ot 0,3 go 30 mr/kr, ot 0,3 go 10
mr/kr, oT 0,3 ao 3 mr/kr, ot 0,3 ao 1 mr/kr, ot 1 40 30 mr/kr, o1 3 Ao 30 mr/kr, ot 5 go 30 mr/kr, oT 10

Ao 30 mr/kr, ot 1 ao 10 mr/kr, ot 3 Ao 10 mr/kr unun ot 1 A0 5 mr/kr.

NaeHTndunkaumsa kKaHaAMAATHbIX TEpANEBTUYECKMX CPEeACTB

KaHanaaTHoe TepaneBTUYMECKOE CPEeACTBO Afs  fedvyeHus 3aboneBaHWs Wnu  HapylueHus,
onocpegoBarHHbix IFN | Tuna, moxeT ObiTb WAEHTUDULUMPOBAHO MNOCPEACTBOM CnocoboB,
OXBaTbIBAEMbIX  HacTtoAwmMm  u3obpeTeHneM. B yacTHocTu, HacToswee wu3obpeTeHne
npeaycmaTtprveaeT cnocob wugeHTUdUKAUUM KaHAMAATHOMO TepaneBTUYMECKOro CpeacTea  Ans
neyeHuns 3aboneBaHnsa UNM HapyLUEHUS, ONOCPE0BaHHbIX MHTEPdEPOHOM | TUNa, BKMIOYaOLLMIAL
i) NAEHTUDUKAUMIO YPOBHS 3KCMpeccun nepBoro 6enka B UCXOAHOM ofpasue oT
cyObeKTa 1 YPOBHS SKCMPECCUM NO MEHBbLLEN Mepe 04HOTO Apyroro 6enka B UICXOLHOM
obpasue oT cyObekTa;
i) BBEAEHNE KAHAMAATHOIO TEPANEBTUYECKOrO CPEACTBA CyOLEKTY;
iii) NaEHTUUKALUMIO YPOBHS 3KCnpeccumn nepsoro 6enka B AONONHUTENbHOM obpasue
(Hanpumep, B3ATOM NO3JHEE MO BPEMEHWN MO CPABHEHMIO C UCXO4HBIM 06pasLom) oT
cyObeKkTa M YpPOBHSI 3KCMpeccuM MO MeHbLUen Mmepe OAHOro apyroro 6enka B
AOMONHUTENbHOM 06pasue oT cybbekTa; u
iv) CpaBHEHUe YPOBHEN 3KCnpeccumn nepsoro 6enka n no MeHbLUeN Mepe OA4HOro APYroro
Genka B ncxogHom obpasye oT cybbekta C ypoBHAMKU 3Kcrnpeccum nepeoro 6enka u no
MeHbLUE Mepe OAHOro apyroro 6enka COOTBETCTBEHHO B AOMOMHUTENbHOM obpasue oT
cybbekTa;
rae U3MeEHeHMe YPOBHEW 3KCrpeccun nepBoro 6erka M no MeHbLlen mepe oaHoro gpyroro 6enka
BKMIOYAET CHIDKEHWNE NOMOXUTENbHON PEryNALMM YPOBHEN SKCNPeCcCcU Nnepeoro 6enka 1 no MeHbLUen
Mepe ofHoro gpyroro 6ernka COOTBETCTBEHHO, YTO YKasblBAae€T Ha TO, YTO CPEACTBO SBMSETCH
KaHAWAATHBIM TEPaneBTUYECKM CPEACTBOM;
rae nepsbl 6enok npegcraensieT cobon EPHB2; n
rae no MeHbLlen Mepe OAWH Apyron Genok xapakTepusyeTcsi SKCMPeCCUEN reHa, MHAYLMPYEMOM
nHTepdepoHom | Tuna, N LEMOHCTPUPYET ko3dhdUUMEHT Koppensauun MNnpcoHa, CoCTaBnsOLWMNA

Gonee 0,3, N0 CpaBHEHMIO C NPODUNIEM SKCNPECCUMN FTEHOB, CBA3AHHbLIM C MHTEPEpPOHOM | TUna.

HacToswee wun3obpeTteHue Takke npegycmaTpusaeT cnocob waeHTUdMKaUMM KaHAWAATHOTO
TepaneBTUMECKOTO CpPEeACcTBa ANA nedyeHus 3aboneBaHuMs WM HapyLleHUsl, OMOCPEeOBaHHbIX
NHTEPdEPOHOM | TMMA, BKNIOYAIOLLMNAL
i) naeHTUPUKaLUNIO yPOBHA 3SKCrpeccun nepsoro Genka B mcxogHom obpasuye oOT
cyObeKkTa M ypOBHS 3KCMpPecCcun MO MEHbLUe Mepe OAHOro Apyroro 6enka B MCXOLHOM

obpasLe oT cybbekTa;
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i) BBEAEHNE KAHAMAATHOIO TEPANEBTUYECKOrO CPEeACTBA CyObEKTY;
iii) naeHTUUKaLUNIO YPOBHS 3Kcnpeccumn nepsoro 6enka B AONONHMTENbHOM obpasue
(Hanpumep, B3ATOM NO34HEE NO BPEMEHM MO CPABHEHUIO C UCXOAHBbIM 06pasLiom) OT
cybbekTa M YpPOBHSI 3KCMpeccuM MO MeHbllen mepe oAHoro apyroro 6enka B
AONonHUTENbHOM o6pasue oT cybbekTa; u
iv) CpaBHEHMWE YPOBHEN 3KCNPECcCUmn NepBoro 6enka 1 no MeHbLUEN MEPE O4HOTO APYroro
6enka B ncxoaHom obpasue oT cybbekTa C YPOBHAMU SKCMpeccumn nepeoro 6enka u
MO MEHbLUEN Mepe OJHOro Apyroro Genka COOTBETCTBEHHO B AOMOMHUTENbHOM
obpasLe oT cyObekTa;
rae U3MeEHeHMEe YPOBHEN 3KCrpeccun nepBoro 6enka v no MeHbLen Mepe OAHOro Apyroro 6enka
BKMIOYAET CHIDKEHWNE NOMNOXUTENBHOW PETYNALMM YPOBHEN SKCNPECCU NepBoro 6enka 1 no MeHbLUen
Mepe ofHoro gpyroro 6erka COOTBETCTBEHHO, YTO YKasblBAa€T Ha TO, YTO CPEACTBO SABMSAETCH
KaHAWAATHbIM TEPaNeBTUYECKUM CPELCTBOM;
rae nepsbln 6enok npeacraensieT cobo EPHB2; n
rae no MeHbluen mepe oauH apyron 6enok BeiGpaH ns ALCAM; aHrmonostnHa-2 (ANG-2); AREG;
C1q; peuenTtopHon TMpO3nHKMHa3bl AXL (AXL); dpakTopa aktneayum B-knetok (BAFF); B7-H1; 6eTa-
2-mukpornobynuHa (B2M); sCD163; CLM6; BLC; CD5L; ST4S6; SCGF-anbda; COB8AT;
mMakpodparanbHoro konoHuectumynupytowero dakropa 1 (M-CSF); R M-CSF; karencuHa S;
pacteopumoro CXCL16; DLL1; DERM; EPHB2; moHounTapHOro xemoTakcudeckoro 6enka 4 (MCP-
4); TIMD3; EMR2; monekynbl mexkneTouHon agresumm 1 (ICAM-1); Ra1 IL-13; nitepnenkuHa-18 (IL-
18); bFGF; IL-18 BPa; MIP-3b; MCP-1; VEGF sR3; TCCR; PHI; IGFBP-4; Ra IL-3; LAG-3;
aHTaroHucta peuyentopa wuHTepnemkmHa-1  (IL-1Ra); JAG1; KYNU; wmakpodaranbHoro
BocnanuTeneHoro 6enka 3 6eta (MIP-3 6eta); LG3BP; ILT-4; MCP-3; dopaktanknHa/CX3CL-1; 6enka
10, nHayynpyemoro mHtepgepoHom ramma (IP-10); MAPK14; mMOHOLMTapHOIrO XEMOTaKCU4€eCKOro
6enka-2 (MCP-2); xemoatTpaktaHTa anbda T-kneTok, uHayuyupyemoro uxHtepdepoHom (ITAC);
MOHOKWHA, WHAYUMpyemoro uHtepdepoHom ramma (MIG); MMP-14; wmeTtannonpoTenHasbl-7
maTtpukca (MMP-7); NAGK; Notch-3; LDH-H 1; peuentopa rniokokoptukongos; PDGF-CC; PLPP;
okcuaopeayktasbl NADPH-P450; SAA; al-aHtutpuncuHa; PARKY; cnanoaaresuna; Siglec-7; SLAF7;
octeonoHTuHa; PD-L2; BGH3; R Ill TGF-b; TNF-a; CD30; TeHacymHa; peyenTopa ¢akTopa Hekpo3a
onyxonun 2 (TNFR2); TS; n SCGF-6eTa.

KaHgngatHble TepaneBTUMYECKME CpPeacTBa MOIYT MpeAcTaBnsaATb cobon nobor Tun MONeKynbl,
BKIIOYAs Manyl Monekyny wnu Ouonorudeckoe cpeacTtBo. KanaupaTHoe TepaneBTUMecKoe
CPEeACTBO, WAEHTUMUMPOBAHHOE  MOCPEACTBOM  CNOCOGOB, OXBAaTbIBAEMbIX  HACTOSLLUM
N306peETEHNEM, MOXET HEMNOCPeACTBEHHO ObiTb MAEHTUMULMPOBAHO Kak MPUrogHOE B KayecTBe
TepaneBTMMECKOrO CcpeacTBa npu 3aborneBaHWM, HapyweHun WnuM cocTtosHuW. B kadecTse
anbTepHaTVBbl, KaHAWAATHOE TepaneBTUYECKOE CPEeACTBO, WAEHTU(ULMPOBAHHOE MNOCPEACTBOM
cnocoboB, OXBaTbIBaeMblX HACTOAWMM M30OpEeTeHNeM, MOXET HyXAaTbCA B AanbHenwem
TECTMPOBaHUM n/unun moaudukauymm 4o otbopa ana neveHns cybbekToB. B kauecTBe anbTepHaTUBSI,

KaHAMAATHOE TepaneBTUMECKOE CPEACTBO, WAEHTU(MUUMPOBAHHOE MNOCPEACTBOM Crnoco6os,
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OoXBaTbiBaeMbIX HaCTOALLNM |/|306peTeH|/|eM,nocne JanbHenwero TECTUPOBAHUA MOXET ObITb

3abpakoBaHo B Ka4YeCTBE MOMNEKYNbI ANS NIeYeHnsi Cy6beKTOB.

B cnocobax, nocpeAcTBOM KOTOPbIX MAEHTUPULNPYIOTCA KaHAUAATHbIE TEpaneBTUYECKME CPEeaCcTBa,
obpasubl (HanpumMep KneTkn), xapaktepuayowmecs npocdunem IFNPS | Tna, npuBoaAT B KOHTaKT CO
cpeacTBOM. KneTkM MOryT npeacTaBnsiTb co6oM NoGON TWN KMETOK, Hanpumep KOMMEPYECKM
LOCTYMHbIE MMMOPTann30BaHHbIE FIMHUU KNETOK, KOTopble Xapaktepusytotca npodunem IFNPS |
TWMNA, KOMMEPYECKN AOCTYMHbIE MMMOPTAaNM30BaHHbIE NMHUM KNETOK, KOTopble Obinn o6paboTaHbl €
nomowpto IFN | Tna gns nHgykumm npocdouns IFNPS | Tvna, kKneTku, BblgeneHHble OT CyObekTa,
xapakTtepuaytowerocs npocdunem IFNPS | Tuna, nnm kneTkun, BblAENEHHBLIE OT 340POBOr0 CyObeKTa U

obpaboTaHHble ¢ nomowbto IFN | TMna ans nHaykuum npocdunsa IFNPS | Tuna.

Hannune vnu otcytctBne nsmeHeHus B npodune IFNPS | tuna B obpasue BbiBNAOTCA nocne
KOHTakTa obpasuya Cco CpeACTBOM. Hanuume u3MeHeHust MOXeT npencTtaensTe cobon noboe
nsmeHeHune B npochune IFNPS | Tuna, Bknovas no meHben mepe 10% CHIKEHNE B NOABEPrHYTOM
NOMNOXWUTENbBHON PEryNAUMN YPOBHE 3KCMPECCUM No MeHbLen mepe 2 6enkos npoduns IFNPS | Tuna,
no meHbLuen mepe 20% CHWKEHME SKCNPECCUM NO MEHbLUEN MepPe 2 NOABEPTrHYTLIX NMOMOXUTENbHON
perynaymm ©GenkoB, Mo MeHbwen mepe 30% CHMXKEHWE IKCNPECCMM MO MEHbLUEW Mepe 2
MOABEPrHYTbIX NOMNOXWUTENbHOM perynaumn 6enkos, no meHbwen mepe 40% CHUXEHME 3Kcnpeccuu
Mo MeHbLUEN Mepe 2 MOABEPrHYTbIX MONMOXUTENBHOW perynsauun 6enkoB, Nno MeHbwwen mepe 50%
CHWKEHNE 3KCMPECcCun No MeHbLUEN Mepe 2 NogBEeprHyTbiX NOMNOXUTENbHON perynayun 6enkos, no
MeHbLuen mepe 60% CHKEHME 3KCMPEccHMM MO MeHblUen Mepe 2 NOABEPrHYTbIX MOMOXUTENbHON
perynaynm ©GenkoB, No MeHbwen mepe 70% CHWXKEHME ISKCNpPeccMM no MeHbLen mepe 2
NOABEPrHYTbIX MOMOXMTENbHOW perynayum 6enkos, N0 MeHbLlen Mepe 75% CHUXKeHne akcnpeccum
Mo MeHbLUen Mepe 2 NOABEPrHYTbIX MONOXUTENbHON perynauyun 6enkoB, No meHbwen mepe 80%
CHWXKEHNe 3KCMPECCUMn No MeHbLLEN Mepe 2 NOABEPrHYTbIX NOMOXUTENBHOW perynayumn 6enkos, no
MeHbLuen mepe 85% CHIMKEHME 3KCMNPECCUMM MO MEHbLUEN Mepe 2 NOoABEPrHyTbIX MNOMOXUTENbHON
perynaynm ©6enkoB, No MeHbwen mepe 90% CHMXKEHME 3SKCMNPECCMM MO MEHbLUen Mepe 2
NOABEPrHYTbIX NONOXWUTENbHON perynaumn 6enkos, No MeHblwen Mmepe 95% CHUXEHME 3Kcnpeccum
Mo MeHbLUEN Mepe 2 NOABEPrHYTBIX MOMOXUTENBHON perynsiyum GenkoB, N0 MeHbLuen mepe 96%
CHWXKEHNE 3KCMPEeCCun No MeHbLLEN Mepe 2 NOABEPrHyTbIX NOMNOXKUTENBHON perynayun 6enkos, no
MeHbLUEN Mepe 97% CHIMKEHME 3KCMPECCMM MO MeHbLUeN Mepe 2 NOABEPrHYTBIX MOMOXUTENBHON
perynsaymm ©OenkoB, NO MeHblwen mMepe 98% CHMKEHME 3SKCMPECCMM NO MEHbLUEN Mepe 2
MOABEPrHYTbIX NOMNOXWUTENbHOM perynaumn 6enkos, no meHblwen Mmepe 99% CHUXEHME 3KCnpeccuu
MO MeHbLleN Mepe 2 NOABEPTrHYTbIX MONOXUTESNbHOW perynsauun 6enkos unn 100% CcHuxeHne

SKCNPECCUN NO MEHbLUEN Mepe 2 NOABEPTHYTBIX NONOXUTENBHOW perynsynmn 6enkos.

HacTtosiwee n3obpeteHne Tenepb OyaeT onucaHo Gonee noagpobHO CO CCbINKOM Ha creaylowue

durypsbil.
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Mpumepbl
Mpumep 1. NamepeHuns ¢ nomoubo Somalogic ¢ npMMeHeHUEeM COKpalLeHHOro NPoToKona

MynbTunnekcHbin aHanns SOMAscan BkniovyaeT 1,3 TbicsuM OTAENbHbIX aMUHHBIX MOMEKyn,
HasbiBaeMblx peareHTamn SOMAmMer® (MoAUMUUMPOBAHHbIA anTamep C HU3KOM CKOPOCTbIO
Aanccoumagumm), Kaxaas us KOTopbix ob6najaet oveHb BbICOKON adPUHHOCTBIO K CBOMM Genkam-
muweHsam (Rohloff JC ef al., Nucleic Acid Ligands With Protein-like Side Chains: Modified Aptamers
and Their Use as Diagnositc and Therapeutic Agents. Mol Ther Nucleic Acids 2014;3:e201; Gold L et
al., Aptamer-based multiplexed proteomic technology for biomarker discovery. PLoS One.
2010;5:e15004). MNepep aHanusom SOMAscan Guonornyeckue obpasubl pa3baBnsanm ¢ NOMOLLbIO
pasbaeutens ans obpasuyos, coaepxaiwlero Oydepbl, CONWU, LETEPreHTbl U  KOHKypupyoLime
cpeactea. B cnyuyae obpasyoe SLE KOHKypupylowme cpeacTBa npeacrtaensnm cobom cmech
NMOMMaHNOHHBIX KOHKYpUpYlOLWMX cpeacts Somalogic n oaHo- u gsyxuenodedyHon OHK cnepmbl
cenban. PasbaeneHHble Buonornyeckne o6pasuybl MHKYGuUpoeanu B TedeHne 30 MyH 4o fo6aBneHus
B KaXA Yo NnyHKy 96-nyHOYHOrO nnaHweTa, cogepxaiero cmecb u3 1,3 Toicaum peareHtoB SOMAmer.
Mocne pobaBneHus cmecb obpasya u peareHToB SOMAmMer mHKybuposanu ¢ oBGpasoBaHueEM

adhPUHHBIX KOMMIEKCOB.

B xoae aByx nocnepoBaTenbHbIX CTaguA UMMOBMNU3aLUKM Ha LWaprKax M NPOMbIBAHMSA YA ansanu
HecBsi3aHHble WUNM Hecneyndunyeckn cessaHHble Oenku W HecBa3aHHble peareHTel SOMAmer,
OCTaBNss TONMbKO CBsA3aHHble C Oenkamu-muweHsmun peareHtel SOMAmer. 3T ocTaBLuMecs
peareHTbl SOMAMer BbIAENANN N KaXabld peareHT 04HOBPEMEHHO NOABEPrany KOnm4eCTBEHHOMY
OMnpeAerneHnio Ha crneynanuanpoBaHHoM uune ans rmbpuamsauum Agilent. Konnuectso kaxgoro
namepeHHoro SOMAmMer O6biN0 KONMMECTBEHHO NPOMOPUUOHANbHbIM KOHLUeHTpayum OGenka B
ncxogHom obpasue. [aHHble U3MeEpPEHUA ¢ NnomMoLblo Somalogic, cobpaHHble ¢ NMOMOLLbIO AaHHOro
COKpaLLleHHoro npoTokona, npownu QC 1 6onblle He NoBblWanucb ¢ npeobnagaHMem aHTUTen K

asyxuenoyveyron OHK (durypa 1).

MNoaroToBka AaHHbIX.

PaspabaTbiBanu npoueaypbl CTaHAapTU3aUMM aHHbIX ANS o6ecnevyeHnsi CornacoBaHHOCTU AaHHbIX.
B HauBonee npocton dopme npoueaypbl HOpManu3aumu KOHTPONMPOBAaNM B OTHOLUEHUM y4yeTa
BapuayMnm Mexay uYvnamm u nposoaunu B ABe craguu. [lepeas, ¢ npumeHeHuem Habopa
nocneAoBaTenbHOCTEN ANA KOHTpons rmbpuausayun, BBEAEHHbIX B aHanmU3Mpyembin 3noaTt Ao
rmbépuansayum M M3MEPEHHbIX HE3aBUCUMO JAMA Kaxgoro Mukpoduna ¢ obpasuyamu, KoTopas
koppekTmpyeT mobble cucteMHble 3dekTbl ANS JaHHbBIX, MOMYYEHHbIX B X0Ae pa3 CUUTbIBAHUSA
pes3ynbTaToB aHanusa. Bo BTOpoW cxeme HOpManu3auum Ucnonb3osanuy Bce curHansl SOMAmer Ha
JaHHOM MuKpouunne, 4yTobbl o6ecneunTb cpaBHeHNe 06pa3LUoB B NMAHLWETE UM B CXOA4HbIX rpynnax.
3TO KOpPEKTUpOBano Bapuayuio, kotopas morna ObiTe BBegeHa B xoae aHanmsa SOMAscan, u
€CTECTBEHHYIO Bapuauuio B KOHLUEHTpaumm ncxogHoro obpasuya, kotopad morna mmetb mecto. C

NPYMEHEHNEM CnocobOoB HopManu3aumMn paccuyuTbiBany KoddduumMeHTbl MacluTabupoBaHus Ans
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kaxgoro obpasuya, KOTopble B AanbHENWEM MPUMEHSNU K CUrHanmy B OTHOLUEHUW MOAXOASALLMX
npusHakoB B npeaenax mukpouuna. MNpu yctaHoBneHWM macwraba nnaHweTa v OCyLeCTBNEHNUM
KannbpoBKN MCNONb30Bany 3HAOIEHHbIA CUrHaM OT MOBTOPOB KOHTPOMbHbIX 06pa3sLoB, NONMYyYEHHbIN
OT Ka)K4oro nnaHweTa, W WUCNonb3oBanu Ans pacyeTa koadduumeHToB MacTabupoBaHus ANs
KaXaoro nnaHweTa v ANS KaXAOW NOCneAoBaTenbHOCTW B MMaHLWeTe ANs KOHTPONs Bapuauuu B

nnaHweTe, KoTopaa Mmorna uMmeTb Mecto B Xo4e npoeeaeHNA HECKONbKMX aHann3os.

Mpumep 2. NamepeHnsa ¢ nomowbio Somalogic koppenupoBanu ¢ U3MepPeHUAMU € NOMOLLbLIO

Rules Based Medicine

Onsa naeHTudmkaymm KoppensaToB ¢ akTMBHOCTLIO Oenka IFN | Tuna ns kposu naeHTuduymposanu
COBOKYNHOCTb u3MepeHun ypoBHen Genkoe oT Rules Based Medicine (RBM) n nnatdopm
SOMAscan, kotopble koppenuposanu ¢ Guonornen IFN | Tuna B mukpouunax ansi o6pasuos,
MOMyYeHHbIX W3 KPOBWU, W UIMEpPeHMsMU YypoBHerd OenkoB. [Ona wmaeHTudmkaymm Genkos,
KOPPENUPYIOLLMX C SKCNpeccuen reHos, 3asucumon ot IFN | Tuna, naeHtndougmnposanu 103 6enka,
KoTopble KkoppenupoBanu ¢ npodpunem akcnpeccun 21 reHa IFN | tuna ¢ koadpdumymeHTom
koppensumm  CnupmeHa, coctasnsiowmm Gonee 0,3. [Ona  wnaeHtTudpmkaymm  6enkos,
accoyunpoBaHHbIX ¢ npeobnagaHuem 6enkos, 3asucumbix oT IFN, ncnonbsosanu anropMtm Cnenoro
pasaeneHus BXOAHbIX CUrHAMNoOB, aHanm3 rmaBHbIX KOMAOHEHTOB C MOCMEAYIOWMM BpaLleHeM Tuna
Promax ans naeHtudumkaymum nokasartens, CUNbHO Koppenupytowero ¢ npodunem akcnpeccum 21
reHa IFN | Tuna n HeCKONbKMMU n3mepeHnsiMKn ypoBHen IFN-nHAyLmMpyeMbix 6€nKOB-XeMOKUHOB. 155
GenkoB KoppenupoBanu cO 3HauyeHueM KoadpduymeHta paHroBom koppensuyum Cnupmena,
coctasnaowmum Gonble 0,3. MNMpu ncenegoBaHumn ob6beanHEHNA 4BYX NepeYHen oBHapyXunum, 4To B

obwen cnoxHoctn 170 namepeHni yposHen 6enkos 6binm accoynmnposatbl ¢ 6uonormen IFN | Tuna.

Tabnuuya 2. benku, Ans KOTOPbIX M3BECTHO HaNU4YMe UHAYLMPYEMbIX UHTEPDEPOHOM TPAHCKPUNTOB

cornacHo nyénukaymsim B 6ase gaHHbix Interferome

O60o3HaueHne
HasBaHue aHanuta Mnatcdopma reHa Bruonornyecknin curHanbeHbIi NyTb
BocnaneHune/nospexaeHne 7]
SOMA - ALCAM SOMA ALCAM BOCCTAHOBMEHNE TKAHU
MoepexaeHne
RBM - aHrmonostuH-2 cocyaoB/BocnaneHne/BOCCTaHOBNEHNE
(ANG-2) RBM ANGPT2 TKaHK
MoepexaeHne
cocyaoB/BocnaneHne/BOCCTaHOBNEHNE
SOMA - aHMMoONo3TUH-2 SOMA ANGPT2 TKaHU
MoepexaeHne
cocyaos/BocnaneHne/BoCCTaHOBNEHNE
SOMA - AREG SOMA AREG TKaHK
RBM - peuenTtopHas
TUPO3NHKMHA3A AXL AKkTMBauMa  AEHAPUTHbIX  KNeTok/T-
(AXL) RBM AXL KNeToK
SOMA - b2-

MUKPOrnobynmH SOMA B2M OcHogHble koppenaTtbl ¢ IFN21GS



RBM - BeTa-2-
MukpornobynuH (B2M)

SOMA - C1q

RBM - moOHOYUTapHbIN
XemMoTakcuyeckun Oenok-
4 (MCP-4)

SOMA - MIP-3b

SOMA - MCP-1

RBM - MOHOUWUTapHBbIN
XemoTakcuyeckuin 6enok 1
(MCP-1)

RBM - makpodaranbHbii
BOCranuTenbHbIN 6enok 3
6eta (MIP-3 GeTa)

SOMA - MCP-3

RBM - MOHOUWUTapPHbIN
XeMoTaKcu4yeckuin 6enok 2
(MCP-2)

SOMA - sCD163
SOMA - B7-H1

SOMA - CLM6

SOMA - CD5L

RBM - aHTUreH-nog00HbIN
CD5 (CD5L)

SOMA - ST4S6

SOMA - SCGF-anba
SOMA - SCGF-6eTa
SOMA - CO8A1

RBM - makpodaranbHbii
KOMNOHMECTUMYIMPYIOLLNIA
daktop 1 (M-CSF)
SOMA - CSF-1

SOMA -R M-CSF

SOMA - kaTencuH S

SOMA -
dpakTankmH/CX3CL-1

RBM - ©Genok 10,
NHAYUUPYEMBbIIA
NHTEPdEPOHOM ramma
(IP-10)

SOMA - IP-10
SOMA - I-TAC

RBM - wmHAyuMpyembin
WHTEPdEPOHOM

RBM

SOMA

RBM

SOMA

SOMA

RBM

RBM

SOMA

RBM

SOMA
SOMA

SOMA

SOMA

RBM

SOMA

SOMA

SOMA

SOMA

RBM

SOMA

SOMA

SOMA

SOMA

RBM

SOMA

SOMA

RBM
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B2M

C1QA

CCL13
CCL19

CCL2

CCL2

CCL23

CCL7

CCL8

CD163
CD274

CD300C
CD5L
CD5L
CHST15
CLEC11A
CLEC11A

COL8A1

CSF1
CSF1
CSF1R
CTSS

CX3CL1

CXCL10
CXCL10
CXCL11

CXCL11

AKkTMBauMa  AEHAPUTHbIX  KNeTok/T-
KNeToK

Bocnanenune/nospexaeHne "
BOCCTaHOBMNEHMWE TKaHU
WHayunpyembin NHTEPEPOHOM
XEMOKUH

MHayuupyembiin NHTEPEPOHOM
XEMOKWUH

MHayuupyembiin NHTEPdEpPOHOM
XEMOKWUH

WHayumnpyembliii NHTEPCEPOHOM
XEMOKUH

WHayunpyembiii NHTEPEPOHOM
XEMOKUH

WHayunpyembiin NHTEPKEPOHOM
XEMOKUH

OcHogHble koppenaTtbl ¢ IFN21GS
Bocnanenune/nospexaeHne "
BOCCTaHOBINEHMWE TKaHW

OcHogHble koppenaTtbl ¢ IFN21GS

Bocnanenune/nospexaeHne "
BOCCTaHOBIEHUE TKaHU
BocnaneHune/nospexaeHne "
BOCCTaHOBJIEHUE TKaHU
BocnaneHune/nospexgeHne "
BOCCTaHOBJIEHUNE TKaHU
Bocnanenune/nospexaeHne 7]
BOCCTaHOBIEHMNE TKaHU

AKTMBaUMa  AEHAPUTHbIX  KNeTok/T-
KNeToK

AKTMBaUmMs  AEHAPUTHbIX  KNeTok/T-
KNeToK

Bocnanenmne/nospexaeHne 7]

BOCCTaHOBNEHMe TKaHu

BocnaneHune/nospexaeHne 7]
BOCCTaHOBINEHMWE TKaHW
BocnaneHmne/nospexaeHne 7]
BOCCTaHOBINEHMWE TKaHW
BocnaneHune/nospexaeHne 7]
BOCCTaHOBINEHMWE TKaHU
Bocnanenune/nospexaeHne "
BOCCTaHOBINEHMWE TKaHU
WHayunpyembii NHTEPEPOHOM
XEMOKUH

WHayunpyembii NHTEPEPOHOM
XEMOKUH

WHayunpyembini NHTEPEPOHOM
XEMOKUH

WHayunpyembini NHTEPEPOHOM
XEMOKUH

WHayumnpyembini NHTEPEPOHOM
XEMOKUH



XEMOaTTPaKTaHT
T-knetok (ITAC)

anbda

SOMA - BLC

RBM - xemoaTTpakTaHT B-
Jinmdpoyutos (BLC)
SOMA - pacTtBOpUMbIf
CXCL16

RBM -
NHAYLUMPYEMBbIIA
NHTEP(EPOHOM
(MIG)

MOHOKWH,

ramma

SOMA - DLLA1
SOMA - DERM

SOMA - EMR2
SOMA - EPHB2

SOMA - bFGF

SOMA - VEGF sR3
SOMA - PHI

SOMA - TIMD3

RBM - Monekyna
MEXKNeToYHon agre3mn 1
(ICAM-1)

SOMA - IGFBP-4

SOMA - Ra1 IL-13

RBM - wuHTepnemnkmH-18
(IL-18)

SOMA - IL-18 BPa

RBM - aHTaroHnUCT
peuenTopa
nHTepnenknHa-1 (IL-1ra)
SOMA - TCCR

SOMA - Ra IL-3

SOMA - JAG1

SOMA - KYNU

SOMA - LAG-3

SOMA - LDH-H 1

SOMA - LG3BP

SOMA - ILT-4

SOMA - MAPK14

SOMA

RBM

SOMA

RBM

SOMA

SOMA

SOMA
SOMA

SOMA

SOMA

SOMA

SOMA

RBM

SOMA

SOMA

RBM

SOMA

RBM

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA
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CXCL13

CXCL13

CXCL16

CXCL9

DLLA1

DPT

EMR2
EPHB2

FGF2

FLT4

GPI

HAVCR2

ICAMA1

IGFBP4

IL13RA1

IL18

IL18BP

IL1RN

IL27RA

IL3RA

JAG1

KYNU

LAG3

LDHB

LGALS3BP

LILRB2

MAPK14

BbikusaHune/andpdepeHymposka B-

KNeToK

BbirkusaHune/andpdepeHymposka B-

KNeToK
Bocnanenune/nospexaeHne
BOCCTaHOBIEHUNE TKaHU

WHayunpyembliii
XEMOKUH

n

NHTEPCEPOHOM

BbikuBaHune/pnddepeHymposka B-

KNeToK
Bocnanenme/nospexaeHne
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne
BOCCTaHOBIEHUE TKaHU

n

OcHoBHom koppensaT ¢ IFN21GS

Bocnanenune/nospexaeHne
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne
BOCCTaHOBIEHUE TKaHU

AKTMBaUUA  AEHAPUTHbIX
KNeToK
AKTMBaUua  LEHAPUTHbIX
KNeToK

Bocnanenune/nospexaeHune
BOCCTaHOBIEHUNE TKaHU

AKTMBaUUA  LEHAPUTHbIX
KNeToK
AKTMBaUUA  AEHAPUTHbIX
KNeToK
AKTMBaUUA  AEHAPUTHbIX
KNeToK

Bocnanenmne/nospexaeHne
BOCCTaHOBIEHUE TKaHU

AKTMBaUUA  LEHAPUTHbIX
KNeToK
AKTMBaUUA  AEHAPUTHBIX
KNeToK

Bocnanenune/nospexaeHne
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne
BOCCTaHOBIEHUE TKaHU

AKTMBaUUA  AEHAPUTHbIX
KNeToK
AKTMBaUUA  AEHAPUTHbIX
KNeTok

Bocnanenune/nospexaeHne
BOCCTaHOBIIEHUE TKaHU
BocnaneHune/nospexaeHne
BOCCTaHOBJIEHUNE TKaHU
Bocnanenune/nospexaeHne
BOCCTaHOBIIEHUNE TKaHU

n

n

KNeTok/T-

KneTok/T-

n

KneTok/T-

KkneTok/T-

KneTok/T-

n

KneTok/T-

KneTok/T-

n

n

KNeTok/T-

KNeTok/T-

n

n



SOMA - MMP-14

SOMA - MMP-7

RBM -
MeTannonpoTenHasa-7
matpukca (MMP-7)
SOMA - NAGK

SOMA - Notch-3

SOMA - peuenTop
IMIOKOKOPTMKOMA OB
SOMA - PARK7

SOMA - PD-L2

SOMA - PDGF-CC
SOMA - PLPP

SOMA - okcmaopeaykTasa
NADPH-P450

SOMA - SAA

SOMA - at1-aHTUTpUNCYH
SOMA - cnanoaaresviH
SOMA - Siglec-7

SOMA - SLAF7

RBM - ocTeonoHTuH
SOMA - BGH3

SOMA - R Il TGF-b
SOMA - TeHacuuH

SOMA - TNF-a

RBM - peuenTtop dakTtopa
Hekposa onyxonnm 2
(TNFR2)

SOMA - sR-Il TNF

SOMA - CD30

RBM - chakTop akTuBayum
B-kneTtok (BAFF)

SOMA - BAFF

SOMA -TS

SOMA

SOMA

RBM

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

SOMA

RBM

SOMA

SOMA

SOMA

SOMA

RBM

SOMA

SOMA

RBM

SOMA

SOMA
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MMP14

MMP7

MMP7

NAGK

NOTCH3

NR3C1

PARKY7

PDCD1LG2

PDGFC

PDXP

POR

SAA1

SERPINA1

SIGLEC1

SIGLECY

SLAMF7

SPP1

TGFBI

TGFBR3

TNC

TNF

TNFRSF1B

TNFRSF1B

TNFRSF38

TNFSF13B

TNFSF13B

TYMS

BocnaneHune/nospexaeHne "
BOCCTaHOBIEHUNE TKaHU
Bocnanenune/nospexaeHne "

BOCCTaHOBNEHNE TKaHU

Bocnanenune/nospexageHne 7]
BOCCTaHOBIEHWNE TKaHU
BocnaneHune/nospexaeHne 7]
BOCCTaHOBIEHNE TKaHU
Bocnanenmne/nospexaeHne 7]
BOCCTaHOBIEHUE TKaHU

AKTMBaUMA  AEHAPUTHbIX  KNeTok/T-
KNeToK

AKTMBaUMA  AEHAPUTHbIX  KNeTok/T-
KNeToK

AKTMBaUMA  AEHAPUTHbIX  KNeTok/T-
KNeToK

BocnaneHune/nospexaeHne 7]
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne "
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne 7]
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne 7]
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne "
BOCCTaHOBIEHUE TKaHU
BocnaneHune/nospexaeHne "
BOCCTaHOBJIEHUE TKaHU
BocnaneHune/nospexgeHne "

BOCCTaHOBMNEHMWE TKaHU
BbirkusaHune/andpdepeHymposka B-
KNeTokK

Bocnanenune/nospexageHne "
BOCCTaHOBIEHNE TKaHU
BocnaneHune/nospexaeHne 7]
BOCCTAHOBMNEHWE TKaHU

AKTMBaUMa  AEHAPUTHbIX  KNeTok/T-
KNeToK

Bocnanenmne/nospexaeHne 7]
BOCCTaHOBIEHWE TKaHU

AKTMBaUMa  AEHAPUTHbIX  KNeTok/T-
KNeToK

BocnaneHune/nospexaeHne 7]
BOCCTaHOBIEHUE TKaHU
Bocnanenune/nospexaeHne "
BOCCTaHOBIEHUE TKaHU

AKTMBauMa  AEHAPUTHbIX  KNeTok/T-
KNeToK

BbikusaHune/andpdepeHymposka B-
KNeToK
BbirkusaHune/anddepeHympoBka B-
KNeToK

Bocnanenune/nospexaeHne "
BOCCTaHOBMNEHMWE TKaHU



40

Mpumep 4. HesaBucumoe noarsepxaeHne komnoHeHToB IFNPS ¢ npyumeHeHMeM MUKpOUMNOB
1 Rules Based Medicine (RBM)

B kauectBe npumepa npUMEHMMOCTM AaHHbIX 170 GenkoB aBTOPbl HacToAWEro usobpeTeHus
otbupann Ana wuwaeHTUudUkauum Hebonbliylo BbIGOPKY, KOTOPYHD MOXHO WCMONb3oBaTh AnNS
reHepayun obuwero nokasatens aktmpHocTu IFN | Tuna B kpoBu. CHavana aBTOpbl HACTOSLIErO
n3obpeteHns oTdunbTpoBbiBanu 170 6enkoB B nepedeHb 87 uamepeHuin ypoBHen GenkoB m3 75
yHuKanbHbix 6enkoB, 20 u3 koTopbix noctynunm oT Rules based Medicine n 67 u3 nnardopm
SOMAscan, ansi KOTOPbIX W3BECTHO HanuumMe WHAYUUPYEMbIX WHTEP(EPOHOM TPAHCKPUNTOB
cornacHo nybnukauusm B 6ase gaHHbix Interferome. 3atem aBTOpblI HacToswero m3obpeTeHus
ncnone3osanu perpeccuio LASSO ans ot6opa Hebonblwoin BbiGOpku nsmepeHnn SOMAscan gns
NpPYMeHeHNs B kayecTBe obLero nokasatens. MsmepeHus yposHel 6enkoB, nonyyeHHole B 2013 u
2014 rr. u3 koropTtol NIH-SLE, npumeHsnn B kauyectBe Habopa JAaHHbIX Ans obOydyeHus ans
YCTaHOBIEHUSI NMHENHOW Moaenun. MiamepeHus ypoBHein 6enkoB, nonydeHHble B 2015 r., npyMeHsnn
Ansa sanuaaymn mogenu. lNMapameTp cokpalleHus, A, 1 KONMYeCTBO OCHOBHbIX KoppensaTos ¢ IFN21GS
no Mupcony, k, ana BknoyeHus B mogenb LASSO Bbibupann Ha OCHOBE 3HAYEHWU, KOTOpbIe
MUHUMN3NPOBANN CpeaHekBagpaTndHyto owmnbky (MSE) ¢ npodmnem akcnpeccum 21 reHa IFN | Tuna
nocne 10 wntepauuni 5-kpaTHOM Kpocc-Banupaumun. JInHenHass kKOMOUHaUMS OCHOBHBIX 4 OenKoB,
koppenupytowmx ¢ IFN21GS, nossonunna ontumaneHo npeackasatb IFN21GS B Habope gaHHbIX 4ns
o0b6yuyeHus. ABTOPbI HACTOSALLErO M30OPETEHUS 3aHOBO YCTAHOBUIMN MOJ EMb, COCTOSALLYIO U3 4 6enkos,
C NPYMEHEHneM perpeccun no obblMHOMY MeToAy HaumeHblinx kBagpaTtoB (OLS) ¢ nonyyeHnem
KOHEYHbIX OLEHOK KoacbdpuumeHToB. Bce unamepeHuns ypoBHen 6GenkoB TpaHcopmmpoBanm C
nomoubio logz, 3atem macwTabupoBanu K cCpefHeMy 3Ha4YeHWIO W CTaHAAPTHOMY OTKIOHEHUIO
cooTBeTCTBYIOLWEro pacnpegenenns y HD B HaBopax gaHHbIX Ans 06y4eHUs U TECTUPOBAHUSA NEPEA

YCTaHOBKOW JIMHENHbIX MOAENEN.

Mpumep 5. IFNPS koppenupyeT ¢ rmob6anbHON akTUBHOCTLIO 3a6oneBaHus SLE (SLEDAI)

HOuarpammbl paccesiHus, aemoHcTpupytowme koppensaumio mexay IFNGS n SLEDAI, a takke 4
6enkamu npocduns akcnpeccun IFN | Tuna n SLEDAI naymeHToB ¢ SLE, npeactaeneHsl Ha durype 6.
AUC ansa IFNGS n IFNPS ncnonb3oBanu gns pasaeneHmsa nayneHtos ¢ SLE Ha ncnbiTbiBalowmx u
HE WCMbITbIBAOWMX KOHKpeTHble cumnTtoMbl SLE (durypa 6 B). [dmarpammbl paccesdHus,
AeMOHCTpupyowme 3asucumoctb mexay IFNGS n 4 6enkamn npoduns skcnpeccum IFN | Tuna y

nauMeHToB ¢ SLE, He cTpagaloLwmx 1 cTpaganowmx numdoneHnen, npeacraenexsl Ha durype 6C.

Mpumep 6. IFNPS koppenupyet co SLEDAI y nauneHTtoB ¢ SLE, kak cTpapgarowmx, Tak U He

cTpapamowmnx numdoneHmen

Koppensuyun mexay IFNGS, SLEDAI n 4 6enkamn npocunsa skcnpeccum IFN | Tuna n SLEDAI y

nauMeHToB ¢ SLE, He cTpajalowmx v CTpajalowmx NUMEONeHNen, nofyyanu Kak nokasaHo Ha
durype 6C.
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Becb cratuctuueckmin aHanus nposogunu B R 3.1.1. lNMonapHble KOppensuum paccuyutbiBann ¢
NMPUMEHEHNEM HenapameTpuyeckon koppenduuu CnvpmeHa, ecrnim He ykasaHo uHoe. [lonapHbie
CpaBHEHMS paccyMTbiBanu C NPUMEHEHUEM HenapameTpudeckoro metoga U-kputepus ManHa-

YutHun. [ng yctaHosneHns mogenu LASSO npumensanu nakeT R gimnet.

B 3akntoueHue, B koropte 13 82 nayueHToB ¢ SLE 1 48 340p0oBbIX J0HOPOB 6bino 06HapyXeHO, YTO
npodunb akcnpeccun 6enkos Obin BbiLE NO CPABHEHUIO CO 340POBbIMY AOHOPaMM AN 60MbLUMHCTBA
TecTupyembix nayneHToB ¢ BbICOkMM IFNGS (49/55, 89%) a Takxe B cnydae nogrpynnbl TECTUPYEMbIX
naumeHToB ¢ Hu3kum IFNGS (7/27, 26%) (churypa 5). MNMpodune akcnpeccun 6enkos Koppenuposan ¢
rno6anbHoON akTUBHOCTLIO 3aboneBaHus (MeaunaHHbIn nokasaTtens SLEDAI coctaBnsn 4 Ha KOropTy)
Kak y nauueHToB, CTpajalowmx niMmgoneHnen, Tak n y nayMeHToB, He cTpajatowmx numdoneHnen
(dburypa 6). Takke Habnoganu 3Ha4yMMble accouMauun C BOBMEYEHUEM KOXMW, HU3KAM YPOBHEM
6enkoB KoMNreMeHTa, aytoaHtTutenamm Kk JHK 1 tpombountoneHmen. Takum o6pasom, COrmnacHo
pesynbTatamM, MONYYEHHbIM aBTOpPaMW HAacTOosLWero usobpeTeHus, 3MepeHus ypoBHen 6enkos,
MOMyYeHHbIX U3 KPOBW, MOTFYT AOMOMHSATb BanuAuPOBaHHble MNPoduUnM SKCMPECCUMU FeHOB Ans

MOHUTOpUHra aktusHocTu IFN | Tuna.

Mpumep 7. IFNPS o6ecneunBaer wuaeHTU(PUKALUMIO HOBOW NOArpynnbl MALUEHTOB C

npusHakamu aktuBHocTu IFN | Tuna

Y naymeHToB ¢ SLE IFNGS gemoHcTpupyeT bumMoaanbHoe pacnpeseneHme u MOXeT CNONb30BaTbCA
ANS pasjeneHns nayMeHToB Ha ABE MOArpynnbl: xapakrepuaytowmecs Bbicokum IFNGS (BbiCOKui
IFNGS) n xapaktepusylowmecs HU3Kumm ypoBHaMK (HU3kmn IFNGS). CpaBHuBanu npeobnagaHue
IFNPS y HD ¢ nayuneHtamun ¢ SLE, xapaktepusyowmummca kak BbiICokum IFNGS, Tak n Huskum IFNGS.
Bbino obHapyxeHo, yto IFNPS 6bin cunbHo noebiweH y Bcex naumeHToB ¢ SLE. M3 nayueHToB ¢ SLE
68% pemoHcTpupoBanu IFNPS, coctasnsiowmin 6onee 2 ctaHAapTHbIX OTKIOHEHWUA OT CPEAHEro
3HauyeHus y HD (AUC pasHsieTcsa 0,93, p meHbLue 0,001). IFNPS Takke 6bin B 3HaUNTENbHOW CTENEHN
noeblweH y nayneHToB ¢ SLE ¢ Huskum IFNGS (AUC pasHsieTcsa 0,86, p meHbwe 0,001), n 6bina
naeHTnduymnposaHa nogrpynna 26% nauyueHtos ¢ SLE ¢ Hu3kmum IFNGS, koTopast cxogHbIM 06pasom
aemoHctpupoBana IFNPS, cocrasnsiowmin Gonee 2 CTaHAAPTHbIX OTKIOHEHWA OT CPeAHEero
3HaveHns y HD (¢purypa 3). CneposatenbHo, IFNPS moxHO mcnonb3oBate Ans naeHTudmkaymm
YHUKaNbHON MOArPynnbl NAUWEHTOB C MOTEHUMANbHO BbICOKOW akTMBHOCTBIO IFN | TMna u Husknmm

ypoBHaAMU [FN-nHAYyLUMpPYEMBIX FEHOB B KPOBM.

Mpumep 8. IFNPS un IFNGS koppenupyloT ¢ rnobanbHOM akTUBHOCTLIO 3a6oneBaHus npu SLE

Accoumnaunio mexay IFNPS n cymmapHO/ akTMBHOCTbIO 3aboneBaHust B Habope AaHHbIX Ans
obydeHns xapakTepru3oBanu ¢ Lenblo onpeaennTb, koppenupyeT nn IFNPS ¢ obwen akTMBHOCTbIO
3aboneBaHus. PaccumTbiBanu koadpduymeHT koppensumm CrnmpmeHa ans IFNPS un IFNGS c
MHOEKCOM akTuBHoCTU 3aboneBaHms SLE (SLEDAI), ocywecTBnsnM OUEHKY aKTMBHOCTM
3aboneBaHus SLE B Heckonbkux cuctemax opraHoB. bbino oGHapyxeHo, uto IFNPS pasgensn

koacppuymeHT koppensymm Cnupmena, coctasnsowmn 0,45 (p meHbwe 0,001), co SLEDAI, B TO
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BpeMs kak IFNGS gemoHcTpupoBan kosdhdpuumeHT koppensayum Cnupmena, coctasnsowmin 0,19 (p
pasHsieTcs 0,029), co SLEDAI, uto ceugetenbcTeyeT o Tom, 4To IFNPS MoxeT cnyxntb B KadyecTse

npurogHoro 6uomapkepa obero sabonesanms npu SLE (dur. 6A).

Mayuyanu npeobnagaHue IFNPS n IFNGS y naymeHTOB, NOMOXUTESbHbIX U OTpUUaTENbHbIX B
OoTHoLIeHMn Kaxkaoro komnoHeHTa SLEDAI. Kak IFNGS, Tak n IFNPS 6binu B 3HaunTENbHOM CTEMEHU
NOBbILIEHbI Y NALNEHTOB, Y KOTOPbIX NPUCYTCTBOBAMNM Cbinb, HU3KNIA YPOBEHb GEMKOB KOMMNNEMEHTA 1
ayToaHTuTena k asyxuenodedyHon OHK. IFNPS Takxe Obin B 3HaUUTENbHOW CTEMEHW MOBLILEH Y
nauyneHtoe ¢ SLE, crtpagawowmx TpombouutoneHnen, n IFNGS aemMOHCTpUpoBam CXOAHYIO
TeHgeHumo. IFNPS Takke 4eMOHCTpMpOBan YACMOBOE NoBbieHNE y naymeHToB ¢ SLE, ctpagatowmx
nevikoneHuen (cpur. 6B). IFNPS B 3HaunTenbHOM cTeneHmn koppenmpyeT co SLEDAI kak y nayneHToB
¢ SLE, cTtpagamowmx nenkoneHnen, Tak U y naunmeHtoB ¢ SLE, He cTpagawowmx nenkoneHnen (p
meHbwe 0,05), 4yTo npepocTaBnAeT AOMOMHUTENbHOE JAOKa3aTenbCTBO TOrO, YTO npodunb
3KCMpeccumn oTpaxkaeT OMOnorvio TKaHW, KOTOpas SABMAETCH HEYYBCTBMTEMbHOM K W3MEHEHUAM

coctasa kposu (urypa 6¢).

[ns onpeaeneHns TOro, BO3MOXHO N BOCMPOWU3BEAEHWE pPe3ynbTaTOB B HE3aBUCUMOW KOrOpTe
MayueHTOB CO CTEMEHbIO TAXECTU 3a60MNeBaHUs 0T YMEPEHHOW A0 TSHKENOW, OLE€HMBANM accoymaymio
mexay IFNPS u coctaBHbiM nokasatenem SLEDAI kak y nayneHToB, cTpaganowmx numdoneHnen,
TaKk U y NaynMeHToB, He cTpagarowmx numdoneHunen, B koropte MUSE. B gaHHon koropTte () Gbina
obHapyxeHa 3HaumTenbHasa accouyunauus mexgy IFNPS 1 runokomnnemeHTeMmnen, noBbILLEHHbBIM
YPOBHEM aHTUTEN K AByXLenoyeuHon OHK n nenkoneHunen. Y AByx nayneHToB ¢ TpomboynutToneHmnen
IFNPS aemMoHcTpurpoBan NONOXUTENBHYIO KOPPENALMIO C MHAEKCOM PacrnpOCTPaHEHHOCTU U CTEMNEHN
TSHKECTU KOXHOM KpacHoum BonyaHku (CLASI) (koadpduumeHT koppensymm CnmpmeHa pasHseTcd 0,21,
p meHbwe 0,001), yTo SABRSIETCA anbTePHATUBHBIM CNOCOOOM M3MEPEHUSI aKTUBHOCTM KOXHOIO

3aboneBaHusi, YTO NoATBEPXKAAET accoymauymio mexay IFNPS n nopaxeHmem koxwu npu SLE.

Takum obpasom, IFNPS oTpaxkaeT BocnaneHmne B HECKONbKUX CUCTEMaX OpPraHoB y naymneHTos ¢ SLE,

yto genaet IFNPS npurogHeiMm 6uomMapke pom CyMmMapHO akTUBHOCTM 3aboneBaHus.

Mpumep 9. IFNPS accouunpoBaH ¢ curHanbHbIM nyTem IFN | Tuna

IFN | Tuna v Il Tvna vrpailoT pasnuyHbie Pofn B YCUNEHUM UMMYHHOrO OTBETA, HO UHAYLMPYIOT MO
GonbLUen YacTu NepeKpbIBAOLLNECS TPAHCKPUMNLUMOHHBIE M3MEHEHUS B KneTkax. bonee Toro, IFN I
TMNa HenocpeAcTBeHHO MHAyuupytoTes IFN | Tuna. B cuny STuUx npuumH oBHapyXeHue pasnuyui
mexagy oboMMM TunamuM OTBETOB B XOA4E MOHUTOpUHra 3aboneBaHus y 4YernoBeka SBRseTCs
3aTpyaHuTEnbHbIM. YTOObI MOATBEPAUTb, YUTO WAEHTUUUMPOBAHHLIA aBTOPaAMWU HACTOSALLETO
n3obpeteHns IFNPS otpaxaeT Guonoruio, accoummpoBaHHyio ¢ IFN | Tuna, Ho He ¢ IFN Il Tuna,
nsmepsanu koppensumio mexay IFNPS un TpaHCKpunuuein HeCKONMbKMX KOMMOHEHTOB npodunen
akcnpeccumn nHayuupyembix IFN-y reHos, IRF1, CXCL9, n SLAMF8,39,41, n Taknm o6pasom 6bino
obHapyxeHo oTcyTcTBUE Koppenayun mexay IFNPS 1 atumn reHamn B o6pasuax ot nayneHTos nmbo

¢ SLE, nm6o ¢ mmnosntom. Hanpotume, IFNPS koppenupoBan co BCEMMW YETbIPbMSA KOMMOHEHTaMU
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npocdunsa akcrnpeccun reHos, mHayumpyembix IFN | Tuna, IFI44L, IFI127, RSAD2 w IFl44, uto

npogemoHcTpuposano, 4to IFNPS HenocpegcteeHHO nHayuupyetes IFN | Tuna, Ho He IFN Il Tuna.

YTo0bl AONONHNUTENBHO OUeHUTb, sBnsieTca nu IFNPS cneyudmdeckn nuagyumpyembeim IFN | Tuna,
aBTOpPbI HacTosAWwero nsobpeteHnsa uccnegosanu, nogeepraetcs nu IFNPS cynpeccum nocpeactsom
HenTpanusaymmn IFNAR, peuenTopa, HeobxoaMmMoro ans ocywlectsneHus nepegadm curdana IFN |
Tvna. lMposogunu monuTopuHr IFNPS y naymeHTtoB ¢ SLE A0 M nocne neveHus ¢ nOMOLLbio
aHudponymaba, MOHOKNOHANbLHOrO aHTuTena, kotopoe Henutpanusyet IFNAR. AsTopamu
HacTosiLero n3o6peteHus 6b1no 0bHapyxeHo, uTo IFNPS 3HaumTeneHo cHkancs B gHu 169 n 365
no cpaBHeHuio ¢ aHem 1 (p meHbwe 0,001) B rpynne, noaBepraBLUENCS NeYeHnto ¢ nomoLybio 300 mr
aHudponymaba. Hanpotue, IFNPS He 4eMOHCTpUpoBarn 3Ha4YnUTENbHbIX U3MEHEHUIN MO CPABHEHUIO C
NCXOAHbIM YPOBHEM B rpynne nnauebo (p meHbwe 0,05; cdourypa 7a). MiameHeHns B IFNPS ¢ gHa 1 4o
aHen 169 n 365 Takke ObinNM 3HAYMTENBHBLIMU NPU CPAaBHEHUW MEXAY FPynnown, nojBeprasBLuencs
neyeHunto ¢ nomowpto 300 mr aHndpponymabda, u rpynnoi nnauebo (cdburypa 7b). CneposaTenkbHo,
nocne Hemtpanmsaymm IFNAR ¢ nomowpto aHudponymaba IFNPS 6bin cneyndudecku

CYNpPecCcupoBaH, YTo AeMOHCTpUpYeT, UTo IFNPS oTpaxaeT 6uonoruio, nHayyupyemyio IFN | Tvna.

durypa 1. Unpkynupytowme G6enku obecneunsaloT NOMydeHne AaHHbIX, B 3HAYUTENbHOW CTENEHM
OTMNNYHBbIX OT AaHHbIX, OGHAPYXEHHbIX MPU ONPEAENEeHUM 3KCNPECCUN TEHOB B LENbHOW KPOBM.
Mpadhukm NNOTHOCTU pacnpegeneHus koppenaymn CnupmeHa o0beAUHEHHbIX n3MepeHnn RBM u
HGU133 Plus 2.0 B 50 o6pasuyax ot HD 1 143 o6pasyax oT nayneHToB ¢ SLE. AHanus, orpaHUYeHHbIN
aHanutamn ot RBM, rae 75% wusmepeHni Obinu Bbiwe LLOQ B KOHKpeTHOW rpynne o6pasuyos.
[aHHble n3mepeHun ¢ nomowbio Somalogic, cobpaHHble C MOMOLLbIO HOBOIO COKPaLlEeHHOro
npotokona, npoxoasaT QC n 6onbLue He NoBbIWATCA € NpeobnajaHnemM aHTUTEN K ABYXLIENOYEeYHON
OHK. KopobGuaTtble gmarpammbl, AeMOHCTpupylowmne rrnobanbHoe pacnpejeneHne CurHanos
nsMepeHun ypoBHen 1129 6GenkoB, NOMydeHHble C NPUMEHEHMEM CTaHAAPTHOrO NPOTOKOMA
Somalogic (A) u cokpateHHoro npoTtokona(B) ¢ o6pasuamm CbiIBOPOTKA KPOBW, BblaeneHHbIMU 13 143
ob6pasLoB, nonyyYyeHHblx oT nauyweHtoB ¢ SLE, n 50 obpasyos ot HD. MuHMManbHOe 3HaJeHwue,
3Ha4YeHne NepBOro KBAPTUMS, MEANAHHOE 3HAYEHNEe, 3HaYeHNe TPETbEero KBapTunsa 1 MakCUManbHOe
3HauyeHue B RFU Ha o6pasel ykasaHbl Ha kaxxgon kopobuaTton anarpamme. NpeobnagaHue aHTUTEN
K asyxuenoyeyHon OHK ans kaxgoro obpasuya nokasaHo Ha guarpammax seneHoim usetom. C.
Creyunduyeckre B OTHOLWEHUN o6pasya meanaHHble hakTopbl MaclTabupoBaHns, NPUMEHSEMbIE
ANS HOpManusayum no MeauaHe nnaHweToB ¢ obpasyamu, Nony4yeHHbIMU OT nayneHToB ¢ SLE, n
obpasuamu ot HD. O6pasuybl ¢ haktopom macwtabnpoeaHus 06pasyos, cocTaBnsowmm meHee 0.4,
03HavalLWMM, YTO MeanaHHoe 3HadveHne B RFU B 2,5 pa3 6onblie meanaHHoro sHaveHmsi B RFU ans

nnaHweTa, He NPOoLUNIA KOHTPOIb KavecTBa.

CoKpalLLeHHbI NPOTOKOS Yy4LlaeT KOPPensauuio ¢ nsmepeHusamm ¢ nomowbio Rules Based Medicine.
Mpahukn NAOTHOCTU pacnpeneneHus, AeMOHCTpupylowme Koppensuuio CnvpmeHa npu obwmx
nsmepeHusix ¢ nomowpto RBM 1 Somalogic B 50 obpasyax ot HD, obpasyax ¢ aHTUTEnamum K

asyxuenoveuyHon [HK, oTpuuyatenbHbix B OTHOweHum SLE, mn obpasyax ¢ aHTutenamm K
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asyxuenoveyHon OHK, nOMnoXWTENbHbIX B OTHOWEHUM SLE, nonyyeHHble C MpUMEHEHMEM Kak
CTaHAAPTHOrO, TaK U COKPALLEHHOro MPOTOKONOB. Tonbko aHanuTbl oT RBM, rae 75% wnsmepeHui

6biny Bbiwe LLOQ B KOHKpeTHOM rpynne o6pa3yos, NCNonNb3oBanm Ans KOPPEensaynMoHHOro aHanusa.

BonbWMHCTBO aHanMTOB LEMOHCTPUPYIOT BbICOKYIO BOCMpPOM3BOAMMOCTb. A. Bocnpom3soaumocTtb
3HayeHmn B RFU 06pasLoB, aHanusnpyemblx B O4HOM M TOM XXe MnaHLWeTe B O4MH U TOT Xe AeHb (A)
N B pasHbIX NnaHweTax B pasHble gHU (B) no cokpaweHHomy npoTokony. KopobuaTble guarpaMmmbl
AemMoHCTpupytoT 10-1 1 90- NPOLEHTUNK, MHTE PKBAPTUNNBHbINA pasmMax U MeanaHHoe pacnpeseneHue
CV B 3KcnepumeHTax C Tpemsi nostopamun ¢ obpasuamu oT HD, obpasyamm c¢ aHTUTENaMu K
asyxuenouveyHon OHK, oTpuuyatenbHbiMM B OTHOweHuMM SLE, u obpasyamm C aHTUTENaAMM K

asyxuenoveyron OHK, nonoxuTenbHbiMK B OTHOWEHUN SLE.

durypa 2. iaeHTudmkayms npoduns skcnpeccumn 6enkos, CBA3aHHOro ¢ MHTepdepoHom (IFNPS). A.
Onarpamma BeHHa, aemoHcTpupylowas oTbop nM3mepeHWid ypoBHA GEnKoB, MCNOMb3yeMblX ANSA
otbopa npusHakos npu perpeccun LASSO. MamepeHus ypoBHs 34 6enkoB ¢ noMoLplo Somalogic
LEMOHCTPUPOBanu ko3 puUMeHT Koppensauun NupcoHa, coctaesnsowmi 6onbwe 0,3 No cpaBHEHUIO
¢ IFNGS, u, Kak n3BecTtHO 13 3KCNEPMMEHTOB Ha YenoBekKe in Vitro nnn in vivo, xapakTepn3oBanucb
aKcnpeccuen reHos, unayuyupyemon IFN | Tuna. B. CpegHee 3HaueHne kosdhpurumeHTa Koppensumm
MupcoHa nokasatenen 6enkos IFN | Tna, cnporHosmpoBaHHoe nocne 10 utepauynin 5-KpaTHOM Kpocc-
Banuaauymm ¢ IFNGS ¢ n3ameHeHMeM konuyecTBa MNPU3HAKOB, BBEAEHHbIX B MOAEMb perpeccuu
LASSO. OntumanbHoe 3HauyeHue A Takke Bbibupanu nocpenctsom 10 ntepaumim 5-kpaTtHoM Kpocc-
Banuaauum. Bbibop npusHakoB Obin orpaHudeH Genkamum C NONOXWUTENbHBIMW HE3aBUCUMbIMM
accoymaymsamm ¢ IFNGS. Benkn macwrabuposanu 4o cpegHero 3HavyeHus gna HD n ctaHgapTHOro
OTKIOHEHNss A0 ycTtaHoBneHus mogenn perpeccun LASSO. C. KoadduuymeHTbl perpeccun 4
npocunen akcnpeccum 6enKoB, 3aHOBO YCTaHOBMNEHHbIE ANs npoduns akcnpeccun 21 reHa IFNa/B ¢
obbl4HOM perpeccuert No MeToAy HaumeHbwux kBaapatoB. D. [uarpamma paccevBaHus,
LEMOHCTpUpYoLLas cooTBeTcTBme mexay 4 6enkamu npocdunsa akcnpeccum IFN | Tuna n IFNGS.

3HaueHune R, paccuntaHHoe ¢ npuMeHeHnem koadpdurymeHTa koppensayum MNupcoHa.

Hesasucumoe nogteepxaeHne komnoHeHToB IFNPS ¢ nomowbto mukpoumna n Rules Based Medicine
(RBM). Banugaums KOMNOHEHTOB U3MEpPEHMn C nomolbio Somalogic ypoBHs 4 6enkoB npocuns
akcnpeccumn IFN | Tuna ¢ npumeHeHMem HedaBMCMMbIX nnaTdopm. [ns Kaxaoro KOMMOHEHTa
npodnnsa akcnpeccnn ykasaHbl NoNapHble koppenauun CnnpmeHa mexay U3mMepeHUsiMu ¢ MOMOLLBIO
Somalogic n nsmepeHusiMn ypoBHs1 6enkoB ¢ nomowbio RBM mnn nonapHble KOppensunm mexay
3KCMPECCMEN FeHOB, USMEPEHHOW C MOMOLLbIO MMKpOYMNoB. Bece koppensaynm 6binm 3HaYUTENbHBIMM
(p meHbwe 0,001), 3a MCKMIOYEHMEM KOPPENAUUM MEXAY W3MepeHusimn ypoBHen Genka BLC c¢
nomoLubto Somalogic 1 nsmepeHmnsmin akcnpeccun reHa BLC, npoBeeHHbIMM C MOMOLLbIO MUKpOYMna
HGU133 Plus 2.0.

durypa 3. IFNPS, nOBbIWEHHbIA MO CPaBHEHWUIO CO 340POBbLIMW AOHOPaMWU Ans GONbLUMHCTBA
TecTupyembix nayneHToB ¢ BbICOKMM IFNGS (89%), a Takke Ans noArpynnbl TECTUPYEMbIX NALUEHTOB

¢ Huskum IFNGS (26%). A 'pacdmkn nNOTHOCTK pacnpeaeneHns, AeMOHCTpupytowme npeobnagaHme
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npocdhunsa akcnpeccun 21 reHa IFNa/f B obpasyax ot nayweHtoB ¢ SLE n ot HD. B. Mpodunb
akcnpeccum 4 6enkos IFN | Tuna y HD v nayuneHToB ¢ SLE. C. NpeobnagaHne npodunsa akcnpeccum
reHoB IFNa/B y HD v nauymenToB ¢ SLE ¢ HU3Kkum 1 BbicokuM npeobnagaHnem npouns akcnpeccun
reHoB IFNa/B. D. MNpeobnagaHue npodhuns akcnpeccum 6enkos, ceazaHHoro ¢ IFN | Tuna, y HD u
naymeHToB ¢ SLE ¢ HU3kMm 1 BbICOKMM npeobnagaHnem npopuns 3KCnpeccMmn reHoB, CBA3aHHOIo C
IFNa/B. CraTtuctuueckne cpaBHeHust B Kakaow rpynne nayuweHtoB ¢ SLE u HD ykasbiBanu
nocpeacTBom nnowaan nog kpueon (AUC) 1 p-3HadeHUs, NonydeHHoro ¢ npumeHeHnem U-kputepus

MaHHa-YutHu.

durypa 6. IFNPS «koppenupyeT ¢ rnoGanbHon akTuBHocTbio 3aboneeanmss SLE (SLEDAI).
HOuarpammbl paccesHus, gemoHcTpupylowme koppenayuio mexay IFNGS n SLEDAI (A), a Takke 4
6enkamu npoduns skcnpeccun IFN | Tuna n SLEDAI y naumenToB ¢ SLE. B. AUC ansi IFNGS u IFNPS
ncnonb3oBanu Ans pasaeneHns nayueHToB ¢ SLE Ha uvcnbITbiBaOWMX M HE MCMbITbIBAKOLLMX
KOHKpeTHble cumnToMbl SLE. [Moporoeasi BenmuMHa npu nenkoneHuM coctaeBnsieT meHee 3000
WBC/mkn. P-3HauyeHuns ykasaHbl ¢ npumeHeHnem U-kputepua MaHHa-YutHu (*** p meHnbwe 0,001, **

p meHbwe 0,01, * p meHbLue 0,05, p meHbLue 0,10).

durypa 6. npogomkeHue: IFNPS koppenupyet co SLEDAI y nayneHToB ¢ SLE, kak cTpagatowmx, Tak
N He cTpajgamowmx numdoneHen. C. dnarpamma paccesiHusl, 4eMOHCTPUPYOLWAs 3aBUCUMOCTb
mexay IFNGS u 4 6enkamu npoduns skcnpeccun IFN | Tuna y nayneHToB ¢ SLE, He cTpagatowmx un
B. ctpagaowmx numconeHren. MNMoporoeas BenuunMHa npu nerkoneHnn coctaensiet meHee 1000
numcoymToB/mkn. Kpusasi perpeccun gns oboux npocumen 3KCnpeccun, YCTaHOBIEHHas C
npumeHeHnemM obbIYHOWN perpeccun No MeToAy HanMeHbLINX kBaapaTos. KoaddurumeHT koppenaymum

N p-3HaYeHne onpeaensny ¢ npuMmeHeHnem koaddpuymnerTta koppenaymum CnmpmeHa.



10.

11.

DOPMYJA NSOBPETEHUA

Cnoco6 neuyeHusa 3abonesaHusi, onocpegosarHHoro IFN | Tuna, y cybbekTa, BKMOYaoLWMMI
BBeAeHNe CcyObekTy TepaneBTudeckn adpdekTMBHOro konmyectsa aHtutena k IFNAR, rae
nayuweHTa WAEHTUPUUMPYIOT KaK  XapaKTepusylolerocs MOBbIWEHHbIM  npodunem
skcnpeccun  6enkoB, CBsi3aHHbIM ¢ MHTepdepoHom (IFNPS), xapakTepusyrommcs
noebleHHoM 3kcnpeccuen 6enkoe EPHB2, BLC, LAG-3 n IP-10 B CbIBOPOTKE KPOBW MO

CPaBHEHUIO C CyOBLEKTOM, He CTpagatowmm 3abonesaHmnem, onocpegoearHbim IFN | Tuna.

Cnoco6 no n.1, rae antuteno Kk IFNAR npegcrtaensier cobon aHucponymab un ero

¢pYHKLMOHANbHOE NPOU3BOAHOE.

Cnoco6 no n. 2, sknovatowmi eeegeHne 300 mr aHudponymata, rae Heobsi3aTenbHO cnocob

BKIIOYaET BHYTpUBEHHOe BBeAeHne 300 mr aHucbponymaba oaunH pas B 4 Heaenu.
Cnoco6 no nobomy 13 npeablayLLmMX NYHKTOB, rae neyeHne nogaenset IFNPS.

Cnoco6 no nobomy 13 npeabiayLmx NyHKTOB, rae sabonesaHmne, onocpegosaHHoe IFN | Tuna,

npeacrtaenset cobon SLE.

Cnoco6 no n. 5, rae neyeHne npmnBOAUT K yNyYyllEeHNIO B OTHOLWEHUN NHAEKCA aKTUBHOCTU

3abonesaHusa SLE (SLEDAI) y cy6bekTa.

Cnoco6 no n. 5 nnu n. 6, rae neyeHne NPUBOAUT K YNYULLEHUIO B OTHOLLUEHWUW MOKa3aTens
aKTMBHOCTW, NpeAcTaBnsiiowero cobo MHAEKC PacnpoCTPaHEHHOCTU W CTEMEHW TSKECTU

KoxkHOW KpacHon BondaHku (CLASI), y cyGbekTa.

Cnoco6 no nwo6omy u3 nn. 1-4, roe 3abonesaHue, onocpeaoBaHHoe IFN, npeacrtaensieT

coOo MUO3UT.

Cnoco6 no nio6omMy M3 nNpeabiaynx MNyHKTOB, rae cybbekta WMAEHTUPUUUPYIOT Kak He
XapaKTepusyIoLLErocss noBbIWEHHbIM npodunem 3kcnpeccun IFNGS no cpaBHeHuio ¢

cy6beKkToM, He cTpagaowum 3abonesannem, onocpeaosanHbiM IFN aToro Tuna.

Cnoco6 no no6omy 13 NpeablAYLLMX MYHKTOB, F4€ NEYEHNE CHUXKAET NOBbILIEHHbIN NPOdUb

akcnpeccum IFNPS.

dapmayeBTMYECKAA  KOMMO3UUMA  ANS  NPUMEHeHus B nedeHuu  3aboneBaHus,
OnocpenoBaHHOro UHTepdepoHoM | Tuna, y cybbekTa, rae papmaueBTUYECKast KOMNO3NMLMS
COAEPXUT TepaneBTUYECKN 3dhdhekTuBHOE KommuecTBO aHTuTena K IFNAR, 1 raoe cybbekT
NAEHTUDULNPYETCH KaK XapakTepU3yOLLMNCS NOBbILEHHbBIM npodunem akcnpeccum 6enkos,
cBsisaHHbIM ¢ IFN, xapaktepusylowmmcs noeblweHHon akcnpeccuen 6enkos EPHB2, BLC,
LAG-3 n IP-10.
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dapmaueBTmyeckas komnosuuyma ana npumeHeHns no n. 10, rae aHtuteno k IFNAR

npeacraenseT cobon aHngpponymas.

dapmayeBTmyeckas KoMno3vyuMa Ans npuMmeHeHnMa no n. 11, rae dapmayesTuyeckas

komno3uyms cogepxut 300 mr aHndponymaba.

dapmayeBTUYecKast KOMNO3ULUUA AN NPUMeEHEHUs no n. 13, rae npYMeHeHWe BKIOYaET

BeeaeHne 300 mr aHndponymada oauH pas B YeTbIpe HEAENN.

dapmaueBTyeCKas KOMNo3nuna ana npuMmeHeHmsa no nn. 10-13, rae neveHme nogasnseT
IFNPS.

Cnoco6 no nwbomy u3 nn. 10-14, rae 3aboneBaHue, onocpeaoBaHHoe IFN | Tuna,

npeacraensiet cobon SLE.

dapmaueBTUYECKas KOMMO3NMUMS ANS MPUMEHEHUA no n. 15, rae neyeHMe NPUBOAWT K

YINYULLEHNIO B OTHOLLIEHMM MHAEKCA aKTUBHOCTY 3aboneBaHms SLE (SLEDAI) y cy6bekTa.

dapmaueBTnyHeCKas KOMMNO3NUNS ANA NPMMEHEHMA no n. 16 unu n. 17, rae nevyeHne npuBoANT
K YNyYlEeHNI0 B OTHOLUEHUWM NOKasaTens akTMBHOCTW, MpeacTaBnsowero cobon MHAEKC

pacnpoCTPaHEHHOCTU N CTENEHN TSKECTUN KOXHOW KpacHon BondaHkn (CLASI), y cybGbekTa.

dapmaueBTnyeckas komnosuuus Ans  npuMeHeHns no n. 10, rae 3abonesaHue,

onocpegosaHHoe IFN, npeactaenseT co6on MMO3NT.

dapmaueBTYECKas KOMMNO3MUUSA ANs nNpumeHeHus no nwobomy m3 nn. 10-19, rae cyGbekT
NAEHTUDULMPYETCA KaK HE XapaKTepU3YIOLUACA MOBbIWEHHbIM MpoduneM 3KCnpeccum
IFNGS no cpaBHeHUIo ¢ CyGBHEKTOM, HE CTpajarowmm 3abonesaHnemM, onocpesoBaHHbiM IFN

3TOro Tuna.

Cnocob in vitro BbIIBNEHWS1 MOBbILWEHHONW akTMBHOCTM IFN B 0o6pasue, BblAENEHHOM OT
cybbekTa, npu 3ToM crnocob in vitro BKMNOYAET KONMMYECTBEHHOE OMNPELENEHME 3KCNPECCUN
6enkos EPHB2, BLC, LAG-3 n IP-10 B o6pasLe 1 cpaBHeHWe akcnpeccun 6enkos B o6pasue

¢ akcnpeccuen 6enkos EPHB2, BLC, LAG-3 n IP-10 B 06pasue oT 340p0oBOro JOHOpa.

Cnoco6 wugeHTUdMKaUMmM cybbekTa, MNOAXOAALErO AN JledeHns 3aboneBaHus wnu
HapyLleHUsi, OMNOCPeAOBaHHbIX MHTEPdEPOHOM | TMma, ¢ NOMOLbIO TepaneBTUYMECKOro
CpeacTBa, KOTOPOE MOAYNMPYET akTUBHOCTb WHTepdpepoHa | Tuna, MpM 3TOM yKas3aHHbIN
cnocob BKMIOYAET BbISIBNEHME NOBLILLEHHOMO YPOBHS nepeoro 6enka B obpasue oT cybbekTa

1 NOBbLILLEHHOTO YPOBHS BTOpPOro 6enka B o6pasue oT cybbekTa,

rae nepebin 6enok npeacraenseTt cobon EPHB2,
rae  BTOpol Genok  xapakTepusyeTCcsl  9KCMpecCuen reHa, UHAYLMPYEMOM

uHTepdpepoHom | Tuna, W AeMOHCTpUpYeT KoadduumeHT Koppensuymn [upcona,



3

coctasnswowmin 6onee 0,3, N0 CpaBHEHUIO C NPOUIEM 3KCNPECCMN FEHOB, CBSA3AHHLIM C
nHTepdepoHom | Tvna, u
r4e NOBbILWEHHbIA YPOBEHb NepBoro 6enka 1 NOBbILLEHHbBIA YPOBEHb BTOPOro 6enka
CpaBHMBAIOT C:
a) ypoBHeM nepBoro 6enka n ypoBHeM BTOporo 6enka cooTBETCTBEHHO B obpasLe
13 TKaHW Unn OT YenoBeka, He cTpajatowero 3abonesaHMeM UNM HapyLUEHUEM,
onocpeaoBaHHbIMN MHTEPdEpoHOM | Tuna, unu

b) ypoBHEM OAHOrO UNKU HECKOMbKMX KOHTPOMNbHbLIX 6enkoB B o6pasue oT cybbekTa.

23. Cnoco® wuaeHTUdUKALMM CcyObekTa, NOAXOASLEro Ans nedeHus 3aboneeaHus wunu
HapyLeHNsi, OMOCPeAOBaHHbIX WHTEPEPOHOM | TUnNa, C MOMOLLbIO TepaneBTUYECKOrO
CpencTBa, KOTOPOE MOAYNNPYET aKTUBHOCTb MHTEPMepoHa | Tuna, BKRoYatoLWuiA:

i) BbISIBMEHME MOBbLILEHHONO YpPOBHA nepeoro Gernka B obpasue oT cyObekta u
MOBbILLEHHOIO YPOBHS BTOPOro 6enka B obpasue ot cybbekTa,

rae nepebii 6enok npegcraenseT cobon EPHB2,

rae BTOpoW GenoK XapakTepusyeTCcs S3KCMpeccuerh reHa, MHAYLMPYEMOMN
nHtepcepoHom | TMnNa, n AeMOHCTpUpyeT koadbduymMeHT koppenauyumn [upcoHa,
coctasnswowuin 6onee 0,3, N0 cpaBHEHMIO C npocuneM 3SKCNPECCMU TEHOB,
CBSA3aHHbIM C UHTepdepoHoM | TMNna, u
r4e NOBbILWEHHbIA YPOBEHb NepBoro 6erka 1 NOBbILEHHbBIA YPOBEHb BTOPOro Gerka
CpaBHMBAIOT C:

a) yposHem nepsoro 6enka M ypoBHeM BTOporo Genka COOTBETCTBEHHO B
obpa3Le u3 TKaHW UnK OT YeroBeka, He CTpajatowero 3abonesaHvem unu
HapyLeHnem, onocpeaoBaHHbIMU NHTEPdepoHoM | Tuna, nnu

b) ypoBHEM OAHOrO WNM HECKOMbKMX KOHTPOMbHbIX GenkoB B o6pasue OT
cybbekTa; n

il) BBEAEHNE TEPANEBTUYECKOrO CPeaCTBA.

24. AHTUTENO K MHTepdepory | TMna nnn aHTUTENO K peuenTopy nHTepdepoHa | Tuna, KoTopble
MOAYNUPYIOT aKTUBHOCTb MHTEpdpepoHa | Tuna, AN NPpUMEHeHUs B nedeHun saboneeaHus
UNN HapyLieHUsi, ONOCPeAOBaHHbIX UHTepdepoHom | Tuna, y cybbekTa, rae cybbekT Obin
naeHTUPULMPOBAH MOCPEACTBOM BbISBMEHNS MOBLILIEHHOrO YpPOBHA nepBoro 6Genka B
obpasLe oT cyGbekTa 1 NOBbILLEHHOrO YPOBHSA BTOpOro 6enka B o6pasue oT cyObekTa,
rae nepebin 6enok npeacraenseTt cobon EPHB2,
rae BTOpon GenoK XxapakTepusyeTCsl 3KCMPeCcCUen reHa, MHAYUMPYEMON WHTepdEPOHOM |
TMNa, N AEMOHCTPUPYET KoachbdurumeHT koppensauum NupcoHa, coctasnsowmin 6onee 0,3, no
CpaBHEHWIO C NPOUNEM 3KCNPECCUM rEHOB, CBA3aHHbIM C MHTepdepoHoMm | Tnna, n
r4€ TMOBLILWEHHBIA YPOBEHb nNepBoro 6enka M NOBLIWEHHbIA YPOBEHb BTOpPOro 6Genka

CpaBHMBAKOTCA C:
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a) ypoBHeM nepBoro 6enka u ypoBHeMm BTOporo 6ernka CoOTBETCTBEHHO B obpasue n3
TKAHW MMM OT 4JeroBeka, He cTpajalowero 3aboneBaHWeM WM HapyLlleHWUEM,
onocpeaoBaHHbIMU UHTEPdEPOHOM | TUNa, nnu

b) ypoBHEM OAHOrO UMW HECKOMbKMX KOHTPONbHbIX 6enkoB B 06pasue oT cybbekTa.

Cnoco6 neveHusi 3a60neBaHUst N HapyLLEHKs1, ONOCPeA0BaHHbIX MHTepdepoHom | Tuna, y
cybbekTa, npu 3TOM Cnoco® BKMOYaeT BBEAEHME aHTWTena K uHTepdepoHy | Tuna unu
aHTMTENa K peuenTopy WHTepdepoHa | Tuna, KOTOpble MOAYNUPYIOT aKTUBHOCTb
nHTepdepoHa | Tuna, rae cybbekT Obln MAEHTUDULUPOBAH MOCPEACTBOM BbISIBNEHMWS
MOBbLILLEHHOTO YPOBHSA nepeoro Genka B obpasue OT cyObekTa M MOBLILLEHHOrO YPOBHS
BTOpOro 6enka B o6pasLe oT CyObekTa,
rae nepebin 6enok npeacraenseTt cobon EPHB2,
rae BTOpol OenoK XxapakTepusyeTcsi  9KCMpecCuerh reHa, MHAYLMPYEeMOM
uHTepdpepoHom | Tuna, u AeMOHCTpUpYeT KoadduumeHT Koppensuymm [upcona,
coctasnswowmin 6onee 0,3, N0 CpaBHEHUIO C NPOUIEM SKCNPECCMU FEHOB, CBSAI3aHHLIM C
nHTepdepoHom | Tvna, u
r4e MOBLILWEHHBIA YPOBEHb NepBoro 6enka M NOBLIWEHHLIA YPOBEHb BTOporo 6erka
CpaBHUBAIOT C:
a) ypoBHeM nepsoro 6enka n ypoBHeMm BTOpoOro 6enka COOTBETCTBEHHO B obpasue n3
TKAHW MMM OT 4YernoBeKka, He cTpajalowero 3aboneBaHWeM WNWM HapylieHWUEM,
onocpeaoBaHHbIMU UHTEPdEPOHOM | TUNa, nnu

b) ypoBHEM OAHOr0 UNM HECKOMbKMX KOHTPONbHbIX 6enkoB B 06pasue oT cybbekTa.

Cnoco6 no nwbomy 13 nn. 22-23 mnm nN. 25 unm aHTUTENno Ans NPUMEHeHus no n. 3,
AOMONMHUTENBHO BKMIOYAIOLLME BbISIBIEHWE NOBbLILIEHHOrO YPOBHSA MO MEHbLLEN MEepPe OLHOTO
apyroro 6enka B o6pasue OT cyObekTa, rae no MeHbLIeld Mepe OAauWH apyron 6enok
XapakTepu3yeTcss  3KCNpeccuen reHa, WHAyUMpyemon uHTepdepoHoM |  Tuna, wu
LEMOHCTpUpYeT KoacdbduumeHT koppensyum [MupcoHa, cocTaenswowmin Gonee 0,3, no
CPaBHEHMIO C nNpodunemM 3KCNPeccun reHoB, CBA3aHHbIM C MHTepdepoHoM | Tuna; u rae

MOBbILLEHHbIN YPOBEHb MO MEHbLLEN MEPE 04HOIO APYroro 6enka CpaBHUBAIOT C

a) YpOBHEM MO MeHbLUENn Mepe oaHOro apyroro 6enka B obpasue 13 TKaHW uUnm oT
YenoBseka, He  cTpajatowero  3aboneBaHveM WM HapyLleHUueM,

onocpeaoBaHHbIMU MHTEPdEpoHOM | Tuna, unu
b) ypOBHEM OAHOr0 UMM HECKOMbKMX KOHTPOMbHBLIX 6enkoB B 06pasue oT cybbekTa.

Cnoco6 MOHUTOPMHra UNM NPOrHO3MPOBAHMS MPOrPECCMPOoBaHnNS y cybbekTa 3aboneBaHus

UM HapyLUEHWs, ONOCPeA0BaHHbIX UHTEPdEPOHOM | TMNa, BKMIOYAOLWMIA:

i) MaeHTUdMKaUMIO ypoBHSA 3Kcnpeccun nepeoro Genka B MCXOAHOM obpasue oT
cyObeKkTa 1 ypOBHS 3KCMpPecCcun MO MEHbLUe Mepe OAHOro Apyroro 6enka B MCXOLHOM

obpasue oT cybbekTa; n
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i) nAEHTNUKALMIO YPOBHS 3KCNpeccn nepeoro 6enka B 40NONHUTENBHOM obpasue
OoT cybbekTa W YPOBHA 3KCMPEccUM nO MEeHbllen Mepe oOAHoro Aapyroro 6enka B
AOMONHUTENbHOM 0bpasue oT cybbekTa;
rae MoBbILLEHME YPOBHA 3KCMpeccumn nepsoro 6enka n nosbilEHNE YPOBHS
3KCMpPeccnm No MeHbLUEN Mepe OAHOro gpyroro 6enka B A40nonHUTENbHOM obpasue
MO CPaBHEHMIO C MUCXOAHbIM 06pasyom OT cybGbekta JalT BO3MOXHOCTb
NPOrHO3MpoBaTh NporpeccupoBaHne 3aboneBaHns; Unm
r4e CHWKEHWEe YPOBHSI 3KCMpeccun nepBoro Oenka M CHWXKEHWE YPOBHS
3KCMPEeCCHM MO MEHbLUEN Mepe OAHOro apyroro 6enka B A0NONHUTENbHOM o6pasue
MO CPaBHEHUIO C UCXOAHbIM oOpasyom oOT cybbekTa JaloT BO3MOXHOCTb
NPOrHo3npoBaTh perpeccuto 3abonesaHus;
rae nepebi 6enok npeacraenset cobon EPHB2; n
rA€ MO MEHbLUEN MEPE OAWH Apyron Genok xapakTepusyeTcs 3KCMPecCuen reHa,
MHAYUMPYEMOWN WHTEpdEPOHOM | Tuna, M AEMOHCTPUPYET KO3SMMUUMEHT KOppensumm
MupcoHa, coctaBnswwmin Gonee 0,3, N0 CpaBHEHMIO C NPOUNEM IKCMPECCUUN TEHOB,

CBSA3aHHbIM C UHTEpdepoHoM | TMna.

28. Cnoco® MOHUTOPKMHra NporpeccupoBaHns 3aboneBaHns UM HapyLeHWsl, ONOCPELOBaHHbIX
nHTepdepoHoMm | Tuna, y cybbekta, nonydaroLlero nedeHme TepaneBTUHECKM CPEACTBOM,
KOTOpOE MOAYNMPYET aKTUBHOCTb UHTEPdEPOHa | TMNa, BKMNIOYaOLWNIA:

i) nAEHTNUKALMIO YPOBHS 3KCcnpeccun nepeoro 6enka B nCxogHom obpasue oT cybbekTa u
YPOBHS 3KCMPECCUN MO MEHbLUEN Mepe OAHOro apyroro 6enka B mcxogHom obpasue oT
cybbekTa;
i) naeHTUMKaLMIO YPOBHSI 3KCrpeccun nepBoro Genka B AONONHUTENbHOM obpasue oT
cybbekTa 1 ypOBHS 3KCMPECCUM NO MEHbLLEN Mepe O4HOro Apyroro 6enka B 4ONONMHUTENBHOM
obpasLe oT CyObekTa;
iii) BBEAEHME CYOBLEKTY TepaneBTMYECKOro CpPeAcTBa, KOTOPOE MOAYNUPYET aKTUBHOCTb
uHTepdepoHa | Tuna, rae TepaneBTUYECKOE CPeACTBO BBOAMTCA A0 CTaauu i) Unum mexay
cTagusamn i) nii); n
iv) CpaBHEHME YPOBHEN 3KCMpeccun Nepeoro 6enka m no MeHbLUen Mepe OLHOro APYroro
6enka B McxogHoM obpasue OT cybbeKkTa C YPOBHSAMU 3KCrpeccun nepeoro 6enka u no
MEHbLUEN Mepe OAHOro apyroro Gernka COOTBETCTBEHHO B AOMNONMHWUTENbHOM obpasue oT
cybbekTa;
r4e M3MEHEHME YPOBHEWN 3KCNpeccumn nepBoro 6enka M No MeHbLUEN MEPe OAHOro
apyroro 6enka ykasbiBaeT Ha ypoBeHb 3D PEKTUBHOCTUN TEPANEBTUYECKOrO CPEACTBA,
KOTOpOE MOAYNMPYET aKTUBHOCTb MHTepdepoHa | Tuna;
rae nepsbin 6enok npeacraenseT cobo EPHB2; n
rAe no MeHbLUen Mepe OAWH ApYyron Genok XxapakTepusyeTcsi 3KCNpeccuen rewa,

MHAYUMpyemon uHTepdepoHom | Tuna, M AEeMOHCTPUpYET KO3SMIUUMEHT Koppensymm



29.

30.

6

MupcoHa, coctaBnswowmin Gonee 0,3, N0 CpaBHEHUIO C NPOMUIEM IKCMPECCUN TEHOB,

CBSA3aHHbIM C UHTepdepoHoM | Tna.

Cnoco6 wnaeHTMdUMKALUMM KaHAWAATHOrO TEepaneBTUMECKOro CpeacTBa AnNA  NeyYeHus
3aboneBaHns UNM HapyLleHWs, ONoCPeAOBaHHbIX MHTEPdEPOHOM | TUNa, BKMIOYAIOLLMWNA:

i) naeHTUdUKaLMIO YPOBHS 3Kcnpeccun nepeoro 6enka B UCxoAHOM obpasue oT
cyGbeKkTa M YPOBHSI 3KCNpPeccunM MO MEHbLUEW Mepe OLHOro Apyroro Gernka B WCXO4HOM
obpasLe oT CyObeKTa;

i) BBEAEHMNE KAHANAATHOIO TepaneBTUMECKOrO CpeacTBa CYyObEKTY;

i) naeHTNUKaLMIO YPOBHS 3KCpeccun nepeoro 6enka B LONONHUTENBHOM obpasLe
OoT cybbekTa W YpPOBHS 3KCNpeccuM nO MEHbLUEen Mepe OoAHOro apyroro 6enka B
LOMONHUTENBHOM 06pasue OT cybbekTa; u

iv) CpaBHEHME YPOBHEWN 3KCMpeccun nepeoro Genka 1 No MeHbLUen Mepe OAHOro
apyroro 6enka B UCxogHOM obpasue OT cybbeKkTa C YpOBHSMM 3KCNpeccun nepeoro 6enka un
MO MEHbLUEN Mepe OAHOro Apyroro 6enka COOTBETCTBEHHO B AOMONHUTENBHOM 06pasue oT
cybbekTa;

r4e M3MEHEHME YPOBHEWN 3KCNpeccumn nepBoro 6enka v No MeHbLUEN MEPE OAHOro

Apyroro 6enka BKMIOYAET CHMKEHNE NOMNOXUTENBHON PErynsLMN YPOBHEN SKCNPECCUN

nepeoro 6enka v No MeHbLUEN Mepe OAHOro Apyroro 6enka COOTBETCTBEHHO, YTO

yKasblBaeT Ha TO, 4YTO CPEACTBO SABMSETCH KaHAWAATHBIM TepaneBTUHECKUM

CpenCTBOM;
rae nepsbin 6enok npeacraenseT cobon EPHB2; n
r4ae Mo MeHblen Mepe OAWH ApYyron OGenok xapakTepusyeTcsi 3KCnpeccuen rewa,
WHAYUMPYEMON WHTEPMEPOHOM | TMNa, U AEMOHCTPUPYET KO3MPUUMEHT Koppensymmn
MupcoHa, coctaensiowuii 6onee 0,3, N0 CpaBHEHUIO C NPOUNIEM SKCMPECCUU TEHOB,

CBSA3aHHbIM C UHTepdepoHom | Tvna.

Cnoco6 no no6omy 13 nn. 22, 23 unu nn. 25-29 nnn aHTUTENO AN NPUMEHEHMUS Mo N. 3 uUnn
n.5, roe Kaxablni U3 BTOPOro Genka W/unM nNo MeHbLUEn Mepe OAHOro apyroro 6enka
HesaBucumo BbiGpaH n3 ALCAM, aHrnonoatuHa-2, AREG, peLenTtopHO TUPO3NHKMHA3bl AXL
(AXL); b2-mukpornobynuHa, 6eta-2-mukpornobynmHa (B2M), C1g, MOHOUMUTaAPHOro
XemoTakcudeckoro Genka-4 (MCP-4), MIP-3b, MCP-1, MCP-3, moHoUMTapHOrO
xemoTakcumyeckoro 6enka-2 (MCP-2), sCD163, B7-H1, CLM6, CD5L, ST4S6, SCGF-anbda,
SCGF-6eta, CO8A1, CSF-1, R M-CSF, katencuHa S, dpakrankuHa/CX3CL-1, IP-10, I-TAC,
BLC, pactsopumoro CXCL16, mMOHOKMHa, uHAyuMpyemoro ramma-mHtepdgepoHom (MIG),
DLL1, DERM, EMR2, EPHB2, bFGF, VEGF sR3, PHI, TIMD3, moneKkynbl MeXKNeTOYHON
aaresnun 1 (ICAM-1), IGFBP-4, Ra1 IL-13, nuHtepnenkmHa-18 (IL-18), IL-18 BPa, aHTaroHucTa
peuenTtopa uHTepnenkuHa-1 (IL-1ra), TCCR, Ra IL-3, JAG1, KYNU, LAG-3, LDH-H 1, LG3BP,
ILT-4, MAPK14, MMP-14, MMP-7, NAGK, Notch-3, peuentopa rntokokopTtukonaos, PARK?,
PD-L2, PDGF-CC, PLPP, okcugopeayktasbl NADPH-P450, SAA, al-aHTuUTpuncuHa,
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cnanoagresuHa, Siglec-7, SLAF7, octeonoHTnHa, BGH3, R Il TGF-b, TeHacymHa, TNF-a, sR-
I TNF, CD30, BAFF n TS.

Cnoco6 no n. 30 unu aHTuTeno ansa npumeHeHus no n. 30, rae ypoBeHb MO MEHbLUEN Mepe
oaHoro un3 (i) nepeoro 6enka u (i) BToporo 6enka nunn N0 MeHbLler Mepe OAHOro APYroro
6enka xapakTepusytoT nnowagabto nog kpusoi (AUC) npu SLE no cpaBHEHUIO CO 340pOBbIM
aoHopom (HD), coctaBnsitowen 6onee 0,5, OTHOCUTENBHO:

a. ypoBHs nepeoro 6ernka Unu ypoBHS BTOPOro 6ernka unu no MeHbLUen Mepe OLHOro
Apyroro 6enka COOTBETCTBEHHO B o6pasue M3 TKaHW unM OT 4YenoBeka, He
cTpaaatowiero 3abonesaHMeM MU HAPYLLEHWMEM, ONOCPEAOBAHHBIMU UHTEP(EPOHOM

| TNa, unun
b. YpOBHSI 04HOIO NN HECKOMBKNX KOHTPOMBHbLIX 6enkoB B o6pasLe oT cyObekTa.

Cnoco6 no no6omy 13 nn. 22, 23 unur nn. 25-31 Unu aHTUTENO ANS NPUMEHEHNS No Nobomy
13 n. 24, n. 26 unm nn. 30-31, roe ypoBeHb N0 MeHbLUEN Mepe oaHOro 13 (i) nepeoro Genka u
(i) BTOpOro 6enka nnM NO MeHbLUENn Mepe O4HOro Apyroro 6enka oTnMyaeTcs Ha BENUUYUHY
MO MEHbLUEN MEpPE OAHOIO CTAHAAPTHOIO OTKINOHEHWS OT CPEAHEro 3Ha4YeHUs ANS 340pOBOro
JOHOpa OTHOCUTENBHO:

a. ypoOBHs1 nepBoro 6ernka unu ypoBHS BTOPOro 6erka unu no MeHbLIE Mepe OLHOro
apyroro 6enka cooTBeTCTBEHHO B obpasue M3 TKaHW WnM OT 4YeroBeka, He
cTpajatoulero 3abonesaHneM Unm HapyLEHNEM, ONOCPEAOBaHHBbIMU UHTEP(EPOHOM
| TMNa, unn

b. ypOBHSI 04HOIO NN HECKOMNBbKUX KOHTPONbHbIX 6enkoe B o6pasye oT cybbekTa.

Cnoco6 no no6omy ns nn. 30-32 Mnu aHTUTENO ANS NPUMEHeHust no nobomy us nn. 30-32,
rae Kaxkablil 3 BTOporo 6erka u/unu no MeHbLUen Mepe 04HOro aApyroro 6enka He3aBMCUMO
BblGpaH 13 BLC, LAG-3 n IP-10.

Cnoco6 no no6omy 13 nn. 22, 23 unun nn. 25-33 N1 aHTUTENOo ANS NPUMEHEHUS no nobomy
n3 n. 24, n. 26 unu nn. 30-33, rae BTOopon 6enoKk U/MnM No MeHbLUEN MepPe OAMH Apyron 6enok
obpasyloT yactb GMOMNOrMYECKOro CUrHanbHOro MyTW, HE3aBUCUMOrO OT OMONOrMYecKoro

CUrHanbHOro NyTu Nepeoro 6enka.

Cnoco6 no no6omy 13 nn. 22, 23, nn. 25-28 unu nn. 30-34 unn aHTUTENO ANSA NPUMEHEHUS
no nbomy 13 n. 24, n. 26 unu nn. 30-34, rae ypoBeHb NO MEHbLUEN MEPE OLHOMO U3:
nepeoro 6enka n
BTOPOro 6enka nnm no MeHbLen Mepe 04HOro apyroro 6enka

MOBbILLEH HA NO MeHbLuen mepe 10%.

Cnoco6 no nob6omy n3 nn. 22, 23, nn. 25-28 unu nn. 30-34 unn aHTUTENO ANSA NPUMEHEHUS

no nobomy 13 n. 24, n. 26 unu nn. 30-34, rae cpegHee 3HadeHne
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YPOBHS nepBoro 6enka u
YPOBHSI BTOPOro 6enka u/unm ypoBHS No MeHbLUe Mepe O4HOro apyroro 6enka

MOBbILLEHO HA N0 MeHbLlen mepe 10%.

Cnoco6 no nobomy m3 nn. 22, 23, 25 vnu nn. 28-36, rae TepaneBTUYECKOE CPEACTBO
npeacTaBnsieT cobol aHTUTENO K MHTEPdEPOHy | Tuna wnn aHTUTENO K peuenTopy

nHTepdepoHa | Tuna.

Cnoco6 no n. 37, roe aHTUTENO K peuenTtopy MHTepdepoHa | Tuna npeacraBnseT cobon

aHudponymab.

Cnoco6 no n. 37 unun aHTUTENo AN NPUMEHeHMs no nobdomy 13 nn. 24-5 nnn nn. 9-15, roe

aHTUTENO K MHTepdepoHy | Tuna npeacrtaenseT cobon cucpanymmmab.

Cnoco6 no no6omy 13 nn. 22, 23 unur nn. 25-39 unu aHTUTENOo ANS NPUMEHEHNS No nobomy
n3 n. 24, n. 26, nn. 30-37 unu n. 39, roe cybbeKT HyXLaeTcs B NeYyeHUn 3aboneBaHust unm
HapyLUEHNs, ONOCPEOBaHHBIX MHTEPDEPOHOM | TN, BbIGPAHHBIX U3 CUCTEMHON KPACHOM
BONYaHKMW, AUCKOMAHONW BOMYaHKWN, BONMYAHOYHOIo HedppuTa, AEPMATOMMUO3UTA, NONMMMO3NTA,
ncopuasa, SSc, BackynuTta, capkouaosa, cuHapoma LlerpeHa u wmgnonaTU4eckoro

BoCcnannTenbHOro MMo3nTa.

Cnoco6 no n. 40 unu aHTUTENo ANs NpuMeHeHns no n. 40, rae CyObekT HYXX4aeTCs B NEeYEeHUn

CUCTEMHOWN KPaCHOWN BOJTYaHKW.

Cnoco6 3anncuK gaHHbIX, NONTyYeHHbIX NOCPEACTBOM cnocoboB no nn. 22, 23 unu nn. 25-41,

Ha HOCUTENE AaHHbIX.

Cnoco6 neyeHns 3aboneBaHusi, onocpegoanHoro IFN | Tuna, y naymeHTa, BKMOYaOLWMA

oTOOp NayuneHTa, NeyYeHre nayneHTa.
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a # HD(n=48) B SLE (n=82)
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> AUC = 0,89, p < 0,001
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Kneroussiif COCTAB CPeay MALHEHTOB!

durypa Sa,
MTPOJAOIKEHHE

(SD ot cpeanero suavenus HD) =

L % Tim-3+ (ot CD8 T-kaetok)
% PD-1+Tim-3+ (ot Tem CD8 T-knetox)
% Ki-67+ (o1 NK-k1eToK)

% PD-1+1L-7Ra- (ot Tem CD4 T-kneTok)
. % Treg (ot CD4 T-knerok)

% IL-TRa+ (ot Tcm CD4 T-knerox)

% npe-sw mem (ot CD19 B-xknerox)

. Sysmex - # muvporuros (na M1 WB)

Sysmex - # 303uH0(HIOB (Ha MK WB)
. Sysmex - # WBC (Ha Mxt WB)
. Sysmex - # 6azounos (Ha M1 WB)
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Koaddumuent Koapument
KOppesiun KOppe Iy
a Cnupmena = 0,19 Cmupmena = 0,45
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ITamuenTst ¢ SLE, He cTpagaromue
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Crupmena = (0,60
n=23, p=0,003
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