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OIIMCAHHUE U30BPETEHHUSA
2420-565914EA/061
BUOMAPKEPHBI PEAKIIUN TPAHCIVIAHTAT ITPOTHUB XO35ANHA

IlepexpecTHas CChUIKA HA POACTBEHHBIE 3asIBKU

B nanHOl 3asBKe MCNpaIIMBAETCA MPUOPUTET MO MPEABAPUTEIbHON 3asBKE HA MATEHT
CIIA Ne 62/657193, nonannoii 13 anpens 2018 r. u npeasapurenbHol 3asBke Ha nareHT CIITA
Ne 62/773308, nomanuoit 30 Hos0pst 2018 r. Conep:kaHue NMpebIAYIINX 3aSBOK ITOJHOCTBHIO
BKJIFOUEHO B JJAHHBIN JTOKYMEHT IOCPEICTBOM CCBHLIKH.

OBJIACTb TEXHUKU

JlanHOe M300peTeHne B LEJIOM OTHOCHUTCS K OMOMapKepamM M PeakLUUH «TPAHCIUIAHTAT
IIPOTHUB XO3UHAY.

YPpOBEHb TEXHUKHU

Peakuust TpancruianTat npotus xo3siuHa (PTIIX) BO3HMKaeT, KOraa UMMYHOJOTHYECKH
KOMIIETEHTHbIE KJIETKH, IEpEHECEHHbIE B aJJIOTEHHBINH PELUIIUEHT, aTaKyIOT TKaHU PEeLIUIIUEHTA.
KoyxHble TKaHU, 3MHUTENNHA KUIIEYHUKA U MEYEHH YacTO SIBJISIIOTCS MULICHSIMH M MOTYT OBITh
paspymensl B xome PTIIX. JlaHHash peakiusi MpencTaBisieT COOOW OCOOEHHO Cepbe3HYIO
npoOseMy MpH TPAHCIUIAHTALIMM MUMMYHHOH TKaHH, HAIIPUMeEP, TPU TPAHCIUIAHTALMA KOCTHOTO
mosra. PTIIX sBnserca BTOpOM BeAylled MNPUYMHOW CMEPTH IIOCJIE TPAaHCIUIAHTALUU
AJUIOTEHHBIX T€MOIO3THYECKUX CTBOJIOBBIX KiIEeTOK. PTIIX Takike MOXKET BO3HHKHYTH IOCIE
APYTUX TPAHCIUIAHTALMH, TAKUX KAaK TPAHCIIJIAHTALIMS CEPAILia U TIEUEHH.

Wuruburops! sinyc-kuHasbl (JAK) Obutu pa3spaGoTaHbl B Ka4eCTBE CPENCTB IS JICUEHUS
PTIIX. Onnako, kak u Jr000€ TepaneBTUUecKoe cpeacTtBo, nHruouropsl JAK He MOryT ObITH
onnHaKoBO 3¢ dekTuBHbIME Y Bcex cyObekToB ¢ PTIIX. CymecTByer noTpeOHOCT B CpeACTBax
unentudukauuu tex cyopexktoB ¢ PTIIX, KoTOpbie MOTYT MONYYUTh HAUOONBLIVIO MOJIB3Y OT
nedenust naruouropom JAK, a Taxke B uneHTHUKAINN TeX CyObEKTOB, KOTOPbIE MPOSBISIOT
TepaneBTHYECKUH OTBET Ha JieueHue nuruonropom JAK.

KPATKOE OITMCAHUE CYITHOCTHU U3OBPETEHU A

JlaHHasi 3asBKa OCHOBAaHA, II0 MEHbIIEH Mepe YaCTUYHO, Ha WICHTH(PHUKALHUU
OrOMapKepOB, KOTOPBIE MO3BOJISIFOT MPOrHO3UPOBATh OTBETHYIO peakimo cyobekra ¢ PTIIX Ha
Tepamnuio, coaepkanyro nHruourop JAK un 6nomapkepsl, KOTOpble HACHTUPUIHPYIOT CYOBEKTA,
KOTOPBINA MOABEPTCsl TepaneBTHUecKoi peakiuu Ha wHrubOutop JAK. YpoBeHb omnpeneseHHbIX
OenkoB (Hampumep, OenkoB, mnpuBeneHHbIX B Tabmume 1 w Tabmuume 2) no sedeHwHs
UACHTUQUUUPYETCS KaK TIOJE3HBI MPOTHOCTHYECKUH (PAKTOp peakuuud Ha TEeparuio,
cogepxamyro uHruoutop JAK. Kpome TOro, msmeHeHue ypOBHSI OIpPEHENEHHBIX OENKOB
(marmpumep, OenkoB, MpUBeAEHHBIX B Tabnuie 13) Bo BpeMsi Kypca JieueHHs! HAeHTHQHIUPYeTCs
KaK IOJIE3HbIH MACHTU(HUKATOP PEaKlUy Ha Tepanuio, BKIroYaomyw uaruoutop JAK. Takum
o0pa3omMm, OromMapkepsl U KOMITO3UIIMH, ONMCAHHBIE B JAHHOM JOKYMEHTE, TIOJIe3HbI, HAIpUMep,
I UACHTU(PHUKAIMY, CTPaTUUKALUN W/ UM BHIOOpA MALMEHTA WM MOATPYIIIBI MALHEHTOB, Y
KOTOPBIX €CTb MOAO3PEHHE HAa Hanuuue winu puck passutust PTIIX, koTopble MOryT NMpUHECTH

MOJIb3Y WJIM TOJNYYWJIM TMOJdb3y, OT JjedeHuss unHrudburopom JAK. Kpome Toro, crmocoOsr,



ONUCAaHHBIE B JAHHOM AOKYMEHTE, IMOJIE3HbI, HapPUMeEp, MPU BHIOOPE MOIXOMSIINX CIOCOOO0B
nedeHus: (Hampumep, Tepanuu, copepxkameii naruoutop JAK) mns cyOwbekra, crpamaroinero,
MOA03PEBAEMOr0 B HAIMYUHU UM UMEKOLIEro puck passurust PTIIX.

B nanHOM wun300pereHun omucaH crocod JieueHus CyObeKTa-ueloBeKa, HMEIOIIETro,
NIOZI03PEBAEMOr0 B HATMUUHU WK UMerolero puck passurus PTIIX nocpencTBoM npuMeHeHUs B
OTHOLICHHH CyOBeKTa-uejoBeka Tepamnuu, copepxkamueii nuaruourop JAK, mpu stom cyOBekT-
YeJoBeK ObUI paHee OnpenesneH Kak UMeroni (1) HCXOMHY0 KOHIIEHTPALUIO [0 MeHbIIeH Mepe
onHoro Oejka (Harpumep, o MeHblen mepe 1,2, 3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15,16, 17,
18, 19 wnu 20 GenkoB), BeIOpaHHOTrO U3 rpymmsl, coctosimei u3 IL8, HAOX1, ENPP7, ACE2,
SULT2A1, MCP-3, CES1, MFGES8, PLXNBI, TNFRSF10A, CCL15, SEMA4C, PREB,
NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10, VAMPS5, ALDH3A1,
MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI1, IL-1ra, NECTIN2, PDCDI,
CD74, PD-L1, REG3A, CASA, N2DL-2, CDCP1, U-PAR, SIGLEC7, ANGPTL4, ALDHI1ALI,
SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2, CXADR, CTSL1, IFN-
ramma-R1, IL-18R1, KRT19, KYNU u TGM2 B OuonsorudeckoMm oOpasile, MOJy4eHHOM OT
CcyObeKTa-ueoBeKa, HIDKE, UeM B KOHTpose, W/wu (i1) MCXOaHast KOHLEHTPALHsI TI0 MEHbIIEH
Mepe ogHoro Oenka (Hampumep, o MeHbIneid mepe 1,2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19 nmm 20 OGenkoB), BbIOpaHHOrO M3 rpymnmbl, cocrosmeir u3 PON3, CNTNI,
IGFBP3, LEP, Notch 3, TN-R, HSDI11B1, FAMI9AS, NCAN, F11, GDF-8, CCL28,
GALNT10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-RAGE, TWEAK, CR2,
MFAPS, KIT, GH, PFKM, CDSN, CRH, GCP5, KLK6 u DRAXIN B 6uonorudeckom odpasle,
MOJIyY€HHOM OT CyOBbEKTa-4eJIOBEKa, BBIIIE, YeM B KOHTPOJIE.

B HeKkoTOpBIX BapuaHTax OCYLIECTBJIECHHsS paHee ObUIO ONpenesieHO, YTO CYOBeKT-
4eJoBeK MMeeT (1) NCXOMHYI0 KOHLEHTPALUIO 10 MeHbIIell Mepe ofHOoro Oenka (Hampumep, Mo
menbiieit mepe 1, 2, 3,4, 5,6, 7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20 Genxos),
BbIOpaHHOTO M3 rpymbl, coctosimed u3 MCP-3, HAOX1, CASA, CALCA, IL8, SULT2AI,
VAMPS5, SPINK1, ENPP7, ACE2, CTSLI1, PRSS2, CXCL10, MFGES, KRT19, ALDH1A1,
CES1, REG3A, KYNU, IL-4RA, CDCP1, MVK, FOSB, NFATC3, N2DL-2, DDAH1, IGFBP-
1, ALDH3A1, CXADR, PLXNBI1, CD74, ENTPD2, PREB, CCL19, HNMT, HTRA2, IL-1RT2
u IL-18R1 B Omonorndeckom oOpasue, MOJYYEHHOM OT CyOBEKTa-4elloBeKa, HUXKE, YeM B
KOHTpoJIe, i/ui (11) HCXOAHAs KOHLEHTPAIHs TI0 MEeHbIIeH Mepe OgHOro Oenka (HampuMmep, 1o
MeHbInen mepe 1, 2, 3, 4, 5, 6, 7 unu 8 6enkoB), BBIOPAaHHOTO U3 TPymIbl, cocTosimei u3s PON3,
LEP, MBL2, GH, GDF-8, EN- RAGE, CRISP2 u CR2 B OuonorndeckoMm oOpasiie, moJly4eHHOM
OT CyOBbEeKTa-ueIOBEeKa, BBIIIE, YEM B KOHTPOJIE.

B HeKOTOpBIX BapHaHTaxX OCYINECTBJICHUS paHee ObUIO OMNPEeAeNIeHO, YTO CYOBEKT-
4eJIoBeK nMeeT (1) UCXOIHYI0 KOHLEHTPALMIO MO MEeHbIIEeH Mepe ogHoro Oenka (Hampumep, 1o
MeHblnen mepe 1, 2, 3,4, 5,6, 7,8,9, 10, 11, 12, 13, 14, 15 wm 16 GenkoB), BEIOpAaHHOTO U3
rpynnbl, cocroswmen u3 MCP-3, HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS, SPINKI,
ENPP7, ACE2, CTSL1, PRSS2, CXCL10, MFGE8, KRT19 u ALDH1A1 B 6uonorudeckom

oOpaslie, MOJIyUeHHOM OT CyOBEeKTa-uejoBeKa, HIKe, 4eM B KOHTpoJie, w/wmn (11) UCXOmHas



KOHLIEHTpPALUs 110 MEHbILIeH Mepe ONHOro Oenka (Hampumep, Mo MeHbled mepe 1, 2 wm 3
OenkoB), BeIOpaHHOrO W3 rpynnbl, cocrosimei n3 PON3, LEP u MBL2 B Ouomorudeckom
oOpa3slie, MOJYYeHHOM OT CyOBEKTa-4eJI0BEKa, BhIIIE, YeM B KOHTPOJIE.

B HekoTOphIX BapwaHTaxX OCYIIECTBICHHUS paHee OBbLIO OMpPEeNeNieHO, YTO CYOBEeKT-
4esioBek uMeeT (1) UCXOMHYI0 KOHIEHTPALMIO N0 MEHbIIe Mepe ogHoro Oeska (Hampumep, mo
MmeHblIei mepe 1, 2, 3, 4, 5, 6, 7 unu 8 GenkoB), BHIOPAHHOTO U3 rpymIbl, cocrosimeii 3 MCP-3,
HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS u SPINK1 B OGuonorudeckom oOpasle,
MOJIYYEHHOM OT CyOBEKTa-4eJIOBEKa, HIDKE, YeM B KOHTpoe, 1/uiH (il) UCXOHAS KOHLIEHTPALIUs
IO MEHbLIEeH Mepe OJHOro Oenka (Hampumep, nmo MeHbined Mepe 1 wim 2 6eiKoB), BHIOPAHHOTO
u3 rpynimbl, coctosimeii u3 PON3 u LEP B Guonoruueckom obpasiie, MoJy4eHHOM OT CyObeKTa-
YeJIOBEKaA, BBIIIE, YeM B KOHTPOJIE.

B naHHOM H300peTeHuU TaKKe OMUCAH CIOCO0 JIeYeHHs CyObeKTa-4eI0BeKa, UMEIOIIETO,
MOAO3PEBAEMOr0 B HAIWM4MM WiIM uMewomero puck passutus PTIIX, mnocpencrsom:
MPeIOCTaBIIEHUS] OMOJIOrMYECKOro 00pasna, MoJyUYeHHOro OT CyObeKTa-4elloBeKa; U3MEPEHMs B
OuoyiornyeckoM oOpaslle MOHWKEHHOW KOHIIEHTPALMH, MO CPaBHEHHIO C KOHTPOJEM, IIO
MEHbIIIeH Mepe omHOro Oenka (Hampumep, o MeHbInel mepe 1, 2, 3,4, 5,6, 7,8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19 unu 20 6enkoB), BEIOpaHHOTO U3 rpymmbl, coctosimei u3 [L8, HAOXI,
ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGES, PLXNB1, TNFRSF10A, CCL15,
SEMA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10,
VAMPS, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI, IL-Ira,
NECTIN2, PDCD1, CD74, PD-L1, REG3A, CAS5A, N2DL-2, CDCP1, U-PAR, SIGLEC7,
ANGPTL4, ALDH1A1, SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2,
CXADR, CTSLI1, IFN-ramma-R1, IL-18R1, KRT19, KYNU u TGM2 u/unu mnoOBBbILIEHHON
KOHLIGHTPALIUH, TIO CPABHEHHIO C KOHTPOJIEM, MO MEHbIIeH Mepe, OMHOro Oenka (Hampumep, 1o
menbiieit mepe 1, 2, 3, 4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 umu 20 Genkos),
BbIOpaHHOTO W3 Tpymmbl, cocrosimeir u3 PON3, CNTNI1, IGFBP3, LEP, Notch 3, TN-R,
HSD11B1, FAM19AS5, NCAN, F11, GDF-8, CCL28, GALNT10, BCAN, TIMP4, CRISP2,
CD207, WNT9A, MBL2, EN-RAGE, TWEAK, CR2, MFAPS, KIT, GH, PFKM, CDSN, CRH,
GCP5, KLK6 u DRAXIN, u BBenenue tepamnuu, copepxamieii maruoutop JAK, cyOwekty-
YEJIOBEKY.

B HekoTOphIX BapuaHTax OCYIIECTBJIEHUS CIOCOO BKJIIOYAET: H3MEPEHUE B
OuoyiornyeckoM oOpaslle MOHWKEHHOW KOHIIEHTPALMK, MO CPaBHEHHIO C KOHTPOJEM, IIO
MeHbIIIeH Mepe omHoro Oenka (Hanmpumep, mo MeHbIned mepe 1,2, 3,4, 5, 6,7, 8,9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19 unu 20 GenkoB), BBIOPAaHHOrO M3 TPyMIbI, cocrosimeir uz MCP-3,
HAOXI1, CASA, CALCA, IL8, SULT2A1, VAMPS5, SPINK1, ENPP7, ACE2, CTSLI1, PRSS2,
CXCL10, MFGES8, KRT19, ALDH1A1, CES1, REG3A, KYNU, IL-4RA, CDCP1, MVK,
FOSB, NFATC3, N2DL-2, DDAHI, IGFBP-1, ALDH3Al, CXADR, PLXNBI, CD74,
ENTPD2, PREB, CCL19, HNMT, HTRA2, IL-1RT2 u IL-18R1 w/unau mOBBILIEHHOH
KOHIIEHTPALIUH, 110 CPABHEHUIO C KOHTPOJIEM, IO MEHbIIeH Mepe, OJHOro Oenka (Hampumep, o

meHbluei mepe 1, 2, 3, 4, 5, 6, 7 unu 8 OenkoB), BEIOpaHHOTO U3 rpymmsl, cocrosimeil u3 PON3,



LEP, MBL2, GH, GDF-8, EN- RAGE, CRISP2 u CR2 u BBeneHue Teparnuu, comepskaien
uHruourop JAK, cyObeKTy-uenoBeKy.

B HekoTOpRIX BapuaHTax OCYLIECTBJIICHUS CIIOCOO BKJIIOYAET. H3MEPEHHEe B
OmoyornueckoM oOpas3lle MOHMKEHHONW KOHLIEHTPALMH, IO CPaBHEHHIO C KOHTPOJEM, IIO
MeHblIIel Mepe ogHOoro Oenka (Hampumep, mo Menbuieit mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12,
13, 14, 15 nnu 16 GenkoB), BbIOpaHHOrO M3 rpymmsl, cocrosmeit n3 MCP-3, HAOX1, CASA,
CALCA, IL8, SULT2A1, VAMPS, SPINK1, ENPP7, ACE2, CTSL1, PRSS2, CXCL10,
MFGE8, KRT19 u ALDHIAl wwuiu mNOBBIUEHHOW KOHLIEHTPALWH, MO CPAaBHEHHIO C
KOHTPOJIEM, TIO MEHbLIeH Mepe, OMHOro Oenka (Hampumep, Mo MeHbineil mepe 1, 2 wmm 3
OenkoB), BeIOpaHHOTO U3 rpymibl, cocrosimei 3 PON3, LEP u MBL2 u BBeneHue Tepamnuw,
conepxauieit ”HruouTop JAK, cyOBeKTy-uenoBexy.

B  HekoTOphIX BapuaHTax OCYUIECTBJICHUS CIOCOO BKJIIOYAET: H3MEPEHHUE B
OuoyornyeckoM oOpaslle MOHWKEHHOW KOHIIEHTPALMK, IO CPaBHEHHIO C KOHTPOJEM, IO
MEHbIIIeH Mepe onHOro Oenka (Hampumep, o MeHbluer mepe 1, 2, 3, 4, 5, 6, 7 unu 8 OenkoB),
BbIOpaHHOTO M3 Tpymmbl, coctosimed u3 MCP-3, HAOX1, CASA, CALCA, IL8, SULT2AI,
VAMPS u SPINKI w/unu MOBBIIIEHHOW KOHLEHTPALWMH, MO CPABHEHHIO C KOHTPOJIEM, IO
MeHbLIEH Mepe, ogHoro Oenka (Hampumep, o MeHblIer Mepe 1 uiu 2 6enKkoB), BBIOPAHHOTO M3
rpynmsl, cocrosimmeid n3 PON3 u LEP u BBemenuwe Tepamum, comepskaineii uaruoutop JAK,
CYOBEKTY-4EJIOBEKY.

B naHHOM m300peTeHHMH TakXkKe OIMUCAH CIIOCOO MPOTHO3MPOBAHMS PEAKLMU UYeJIOBEKa,
HMMEIOLIEro, MOAO3PEBAEMOr0 B HAIMYMK WM uMeroero puck passutus PTIIX, Ha tepanuro,
comepkamyro uHrHoutop JAK, mocpencTBoM: mpenocTaBieHHs] OHOJOTHYECKOro oOpasia,
NOJIyYeHHOro OT cyObekTa mnepern Tepamueil, comepskamienn waruObutop JAK, u usmepenue
KOHLIEHTPALIUK MO0 MEHbLIeH Mepe OJHOro Oenka (Harmpumep, o MeHbiueii mepe 1, 2, 3, 4, 5, 6,
7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 umu 20 GenxoB), BLIOPAHHOTO W3 TPYIIIbI,
cocrosimet u3 PON3, CNTNI1, IGFBP3, LEP, Notch 3, TN-R, HSD11B1, FAM19AS5, NCAN,
F11, GDF-8, CCL28, GALNTI10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-
RAGE, TWEAK, CR2, MFAPS, KIT, GH, PFKM, CDSN, CRH, GCP5, KLK6, DRAXIN, ILS,
HAOX1, ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGES, PLXNB1, TNFRSF10A, CCL15,
SEMA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10,
VAMPS5, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI, IL-1ra,
NECTIN2, PDCDI1, CD74, PD-L1, REG3A, CASA, N2DL-2, CDCP1, U-PAR, SIGLEC7,
ANGPTL4, ALDH1A1, SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2,
CXADR, CTSLI1, IFN-ramma-R1, IL-18R1, KRT19, KYNU u TGM2 B OHOJIOrHYECKOM
oOpa3slie, MpuYeM MOHIKEHHAs] KOHLIEHTPALUs, IO CPABHEHHIO ¢ KOHTPOJIEM TIO MEHbBIIEH Mepe
onHOro (HampuMmep, Mo MeHblnei mepe 1, 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18,
19 wmm 20) w3 IL8, HAOXI1, ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGES, PLXNBI,
TNFRSF10A, CCL15, SEMA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2,
FOSB, CXCL10, VAMPS, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4,
DDAHI, IL-1ra, NECTIN2, PDCD1, CD74, PD-L1, REG3A, CAS5SA, N2DL-2, CDCP1, U-PAR,



SIGLEC7, ANGPTL4, ALDH1A1, SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT,
TRAIL-R2, CXADR, CTSLI1, IFN-ramma-R1, IL-18R1, KRT19, KYNU wumun TGM2, w/unu
MOBBIIICHHAs] KOHLIEHTpALUsl, MO CPaBHEHUID C KOHTPOJIEM, IO MEHBIIEH Mepe OAHOro
(mampumep, mo MeHbluen mepe, 1, 2,3, 4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unm
20) 3 PON3, CNTNI, IGFBP3, LEP, Notch 3, TN-R, HSD11B1, FAM19AS5, NCAN, F11,
GDF-8, CCL28, GALNT10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-RAGE,
TWEAK, CR2, MFAPS, KIT, GH, PFKM, CDSN, CRH, GCPS5, KLK6 wm DRAXIN
MO3BOJISIET TIPOTHO3UPOBATh, YTO CYOBEKT OTBETUT HA TEPAIHIO, comepskailyto unruourop JAK.

B HekOTOpBIX BapUaHTaX OCYIINECTBIEHHUS CIIOCOO BKJIKOYAET: U3MEPEHUE KOHIIEHTPAIUH
10 MeHbIIIel Mepe ogHoro Oenka (Hampumep, Mo Menbiueit mepe 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19 unu 20 GenkoB), BEIOPAaHHOTO M3 rpyImibl, cocrosimeid n3 PON3,
LEP, MBL2, GH, GDF-8, EN-RAGE, CRISP2, CR2, MCP-3, HAOX1, CASA, CALCA, ILS,
SULT2A1, VAMPS, SPINKI1, ENPP7, ACE2, CTSL1, PRSS2, CXCL10, MFGES, KRT19,
ALDHI1A1, CES1, REG3A, KYNU, IL-4RA, CDCP1, MVK, FOSB, NFATC3, N2DL-2,
DDAHI, IGFBP-1, ALDH3A1, CXADR, PLXNB1, CD74, ENTPD2, PREB, CCL19, HNMT,
HTRAZ2, IL-1RT2 u IL-18R1 B Ouonorudeckom oOpasiie, MpuieM NMOHMKEHHAsT KOHIEHTPALIHS,
10 CPABHEHHUIO C KOHTPOJIEM, TI0 MEHbIIEH Mepe OHOTro (HarpuMep, o MeHblIei mepe, 1, 2, 3,
4,5 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 umu 20) u3 MCP-3, HAOX1, CAS5A,
CALCA, IL8, SULT2A1, VAMPS, SPINKI1, ENPP7, ACE2, CTSL1, PRSS2, CXCL10,
MFGES, KRT19, ALDHI1A1l, CES1, REG3A, KYNU, IL-4RA, CDCPl, MVK, FOSB,
NFATC3, N2DL-2, DDAHI1, IGFBP-1, ALDH3A1, CXADR, PLXNBI1, CD74, ENTPD?2,
PREB, CCL19, HNMT, HTRA2, IL-1RT2 wnu IL-18R1, u/uau noBblieHHAs KOHIEHTPALHS, 110
CPaBHEHMIO C KOHTPOJIEM, IO MEHbIIEeH Mepe OfHOro (HarpumMep, Mo MeHblel mepe, 1, 2, 3, 4,
5, 6, 7 umn 8) uz PON3, LEP, MBL2, GH, GDF-8, EN-RAGE, CRISP2 unun CR2 no3sossier
MPOTHO3UPOBATH, UTO CYOBEKT OTBETUT Ha TEPAIHIO, coaep:xkalnyto nHruourop JAK.

B HekOTOpBIX BapuaHTaX OCYIINECTBIEHHUS CIIOCOO BKJIKOYAET: U3MEPEHHUE KOHIIEHTPAIUH
1o MeHbIIIelH Mepe ogHoro Oenka (Hampumep, o MeHbineid mepe 1, 2, 3, 4, 5,6, 7, 8,9, 10, 11,
12, 13, 14, 15, 16, 17, 18 unu 19 GenkoB), BbIOpaHHOTO U3 rpymmbl, cocrosimei u3 PON3, LEP,
MBL2, MCP-3, HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS, SPINK1, ENPP7, ACE2,
CTSLI1, PRSS2, CXCL10, MFGES8, KRT19 u ALDH1A1 B 6uonorudeckoMm odpasiie, mpudem
MOHWKEHHAs] KOHIEHTPALMs, IO CPAaBHEHHIO C KOHTPOJIEM, IO MEHbIIEH Mepe OIHOTO
(Hampumep, o MeHbIel mepe, 1,2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15 umu 16) uz MCP-3,
HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS, SPINK1, ENPP7, ACE2, CTSLI1, PRSS2,
CXCL10, MFGES8, KRT19 unu ALDH1A1, w/unu noBbIIeHHAs] KOHLIEHTPALIUS, 10 CPABHEHUIO
C KOHTPOJIEM, TIO MEHbIIEeH Mepe OTHOro (Hampumep, 1o MeHbliueil mepe, 1, 2 wm 3) uz PON3,
LEP nmn MBL2 no3BosisieT MpOrHO3UpOBaTh, YTO CYOBEKT OTBETUT HA TEPAIHIO, COAEPIKALIYIO
unruouTop JAK.

B HekoTOpBIX BapuaHTaxX OCYINECTBIEHHS CIIOCOO BKJIIOYAET: U3MEPEHUE KOHIICHTPAIUH
10 MEHbIIIeH Mepe ogHOro Oenka (Hampumep, o MeHbiuen mepe 1, 2, 3, 4,5, 6, 7, 8, 9 uim 10
OenkoB), BeIOpaHHOrO M3 Tpymmbl, cocrosimeit u3 PON3, LEP, MCP-3, HAOXI1, CAS5A,



CALCA, IL8, SULT2A1, VAMPS u SPINK1 B 6uoniorudeckom obpasiie, mpuiyeM MOHMKEHHAsT
KOHIIEHTpALMsl, TI0 CPaBHEHHIO C KOHTPOJIEM, IO MEHbIIEH Mepe ONHOro (Hampumep, o
MeHblnen mepe, 1, 2, 3,4, 5, 6, 7 wiu 8) uz MCP-3, HAOX1, CAS5SA, CALCA, ILS, SULT2AI,
VAMPS wnmu SPINKI1, w/unu noBbllIeHHAss KOHLIEHTPALMs, MO CPABHEHUIO C KOHTPOJIEM, IO
MeHbIlel Mepe onHoro (Hampumep, nmo Mesbweil mepe, 1, 2 wm 3) u3 PON3 wm LEP
MO3BOJISIET IPOTHO3MPOBATH, UTO CYOBEKT OTBETUT HA TEPAIHUIO, coaepkainyro nHruoutop JAK.

B HexoTOpbIX BapUaHTAaX OCYIIECTBJICHHUSI CIIOCOOOB, ONMMCAHHBIX B TAHHOM JTOKYMEHTE,
KOHTPOJIb TPENCTaBjsieT coOOH 3HA4YeHHWe IPEeIBAPUTENIbHO YCTAHOBJEHHOIO IOPOTrOBOTO
3HAYEHUSI.

B HeKOTOpBIX BapHaHTAX OCYINECTBJICHHS CIOCOOOB, PACKPBHITHIX B JTAHHOM JOKYMEHTE,
KOHTPOJIb MPENCTABIISIET COOOM KOHLIEHTpaIHio Oeika B 0Opasiie uiiu o0pasiax, Mmojy4eHHbIX OT
OIHOTO WK O0Jiee CyOBEKTOB, KOTOPBIE HE OTBETHIIN Ha JieueHne nHruoutopom JAK.

B naHHOM m300peTeHMM TakKe MPEACTABIIEH CIMOCOO M3MEpeHHs KojudecTBa Oelika B
oOpaslie MoCpenCTBOM: MPEAOCTaBICHHsT OHOJIOTHYEeCKOro o0pasia, MOJy4eHHOro OT CyObeKTa-
4eJI0BEeKa, UMELIEro, MOJ03pEeBaeMOro B HAJIU4YMU WIH uMmerowero puck passurus PTIIX, u
U3MepeHNe KOHLEHTPANU N0 MeHbIIeH Mepe ogHOro Oeska (HanpuMmep, o MeHbIIei mepe 1, 2,
3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 nnu 20 GenxoB), BHIOPAHHOTO W3 TPYIIIIHI,
cocrosiment u3 PON3, CNTNI1, IGFBP3, LEP, Notch 3, TN-R, HSD11B1, FAM19AS5, NCAN,
F11, GDF-8, CCL28, GALNT10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-
RAGE, TWEAK, CR2, MFAPS, KIT, GH, PFKM, CDSN, CRH, GCP5, KLK6, DRAXIN, ILS,
HAOXI1, ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGES, PLXNB1, TNFRSF10A, CCL15,
SEMA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10,
VAMPS, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI, IL-Ira,
NECTIN2, PDCD1, CD74, PD-L1, REG3A, CASA, N2DL-2, CDCP1, U-PAR, SIGLEC7,
ANGPTL4, ALDH1A1, SPINKI1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2,
CXADR, CTSLI1, IFN-ramMma-R1, IL-18R1, KRT19, KYNU u TGM2, B OHOJIOrHYE€CKOM
oOpasie.

B HekoTOpbIX BapuaHTaX OCYIIECTBJIEHHUSI CIOCOO BKJIFOYAET MU3MEPEHUE KOHIEHTPAILIUU
1o MeHbINeH Mepe ONHOro Oenka, (Hampumep, Mo MeHblei mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19 unu 20 GenkoB) BbIOPAaHHOTO M3 TPYIILI, cocTosimei u3 PON3,
LEP, MBL2, GH, GDF-8, EN-RAGE, CRISP2, CR2, MCP-3, HAOX1, CAS5A, CALCA, ILS,
SULT2A1, VAMPS, SPINKI1, ENPP7, ACE2, CTSL1, PRSS2, CXCL10, MFGES, KRT19,
ALDHI1A1, CES1, REG3A, KYNU, IL-4RA, CDCP1, MVK, FOSB, NFATC3, N2DL-2,
DDAHI1, IGFBP-1, ALDH3A1, CXADR, PLXNBI1, CD74, ENTPD2, PREB, CCL19, HNMT,
HTRAZ2, IL-1RT2 u IL-18R1 B Ouonoruueckom obpasiie.

B HeKkoTOpBIX BapuaHTaX OCYLIECTBJICHHUSI CIIOCOO BKIIFOYAET MU3MEPEHUE KOHIICHTPALMH
1o MeHbINel Mepe OnHoro Oenka, (Harmpumep, Mo MeHblei mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11,
12, 13, 14, 15, 16, 17, 18 wiu 19 GenkoB) BeIOpaHHOTO U3 rpymibl, cocrosimen n3 PON3, LEP,
MBL2, MCP-3, HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS, SPINK1, ENPP7, ACE2,
CTSL1, PRSS2, CXCL10, MFGES, KRT19 u ALDHIA1 B 6uonoruueckom oopasie.



B HEeKoTOpBIX BapuaHTaX OCYLIECTBJICHHUSI CIOCOO BKIIFOYAET MU3MEpPEHUE KOHIICHTPALNH
1o MeHbIIel Mepe ogHoro Oenka, (Hampumep, Mo MeHbIuel mepe 1, 2, 3,4, 5,6, 7, 8, 9 mmm 10
OenkoB) BeIOpanHOTO U3 rpymnmsl, cocrosiieii u3 PON3, LEP, MCP-3, HAOX1, CASA, CALCA,
IL8, SULT2A1, VAMPS u SPINK 1 B Ouonoruueckom obpasiie.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJECHUS OMUCAHHBIX B JAHHOM JOKYMEHTE CIIOCOOOB
U3MEPSIIOT KOHLIeHTpauu He Oonee yem 50, 40, 30, 20, 15, 10 unu 5 Genxos.

B nanHOM M300peTeHnH Takke OnucaH crnocod JedeHus: CyObeKkTa-4eI0BeKa, UMEIOIIEro,
MO03PEBAEMOr0 B HaNIWMYMM UM uMeromero puck passutus PTIIX, nmyrem: m3mepeHus B
TIEPBOM OHOJIOTHYECKOM 00pasiie, MOJYYeHHOM OT CyObeKTa-4yelioBeKa, 10 BBEIACHUs TepaIluu,
conepxauieit HHruOuTOp JAK, KOHIIEHTpaLnu 10 MeHbLIeH Mepe onHOro Oenka (Hampumep, 1o
menbieit mepe 1, 2, 3,4, 5,6, 7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20 Genkos),
BbIOpaHHOTO U3 rpymmbl, cocrosimei u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3,
BCR, CD5, DNAJBI1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-anbga,
CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACHI, MAX, NFKBIE, hOSCAR, LAT,
PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12,
CASP-3, CD27, MAP4K5, DAPP1, PRDXS5, TLT-2, PARK7, IL2-RA, FOXOI1, STI1Al,
GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STXS8, LYY, ZBTB16,
CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3,
SOST, DDX58, TNF-R2, TRAF2, SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6,
SKAP1, FCRLS5, CD177, KLRDI1, ERBB2IP, MILR1, MIF, SNAP23, NUBI1, TIGAR,
STAMPB, DSC2, LAIR1, FKBPIB, RASSF2, FATCI, CBL, ¢parmenra Fc peuenropa II-b
IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5,
MAP2K6, CRKL, CD38, CXCLS, PILRA, IRAK1, CA13, STX6, PRTN3, IL-5R-ansdpa, ESM-
1, EGLN1, CLEC1B, TYMP, SNAP29, cyosenunuisl A PDGF, TNFRSF11A, gal-8, GCNTI,
STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASES3,
PAR-1, CD69, SIGLEC1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID, RELT,
CLECS5A, APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK,
CPXMI1, ARSB, SLAMF1, PEBP1, STIP1, cy6senunuisi B PDGF, SCARF1, DEFA1, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXA11, ICAM1, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLEC1A, TNFRSF14, TACC3, MMP-1, NRP1, ZBTBI17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDCS5, TRANCE,
ARG1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRP1, LILRAS, CLEC10A,
NMNATTI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CD1C, DECR1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI1, FADD, FCRL1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COL4A1l,
CEACAMS, SEMA7A, NUDTS, FCRL6, PAPPA, FASLG, GRN, MATN3, TMPRSSI5,
CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2,
Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS,
CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-
1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1, DKKLI1, NEP,



CPA2, Ep-CAM, THBS2, GPNMB, ITGBS5, GT, APLP1, TACSTD2, NINJ1, REN, GCG,
SERPINA9, KAZALDI1, SERPINA12, PODXL, AMN, IGFIR, LTBP2, ANGPTL3, SCARAS,
B4GATI1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2, PRTG, NQO2, AMBP, ERBB2,
IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C, uPA, AGR2, METRNL, RTN4R,
IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR, PROC, FURIN, PIgR u SMOC2;
BBE/ICHNE NALMEHTy Tepanuu, copepxamieli mHruourop JAK, u u3MepeHHe BO BTOPOM
OuonornyeckoM oOpasie, TOJYYEeHHOM OT CyObeKTa-4ejoBeKa IIOCe BBEACHHUS TEparuu,
comepxauieii uHruOutop JAK, TNOHMKEHHOW KOHLIEHTpAIMM, IO CPAaBHEHHIO C TIEPBbIM
OuoyorndeckuM 00pasLoM, MO MEHbIIEeH Mepe OaHOro Oenka (HarmpuMep, Mo MeHbIel mepe 1,
2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19 umu 20 GenkoB), BHIOPAHHOIO U3
rpynmsl, cocrosimed w3 INPPL1, LAT2, CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5,
DNAJBI1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansha, CNTNAP2,
ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2,
SIRPB1, AXINI1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27,
MAP4KS, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93,
FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STX8, LY9, ZBTB16, CD200R1, TOP2B, THY 1,
PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2,
TRAF2, SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS5, CD177,
KLRDI1, ERBB2IP, MILRI1, MIF, SNAP23, NUB1, TIGAR, STAMPB, DSC2, LAIRI,
FKBP1B, RASSF2, FATCI, CBL, ¢parmenta Fc penenropa II-b IgG, GLOI1, PVALB,
SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL,
CD38, CXCL5, PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R-ansdpa, ESM-1, EGLNI,
CLECI1B, TYMP, SNAP29, cy6wsenunuisi A PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC,
THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1,
CD69, SIGLEC1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID, RELT, CLECS5A,
APEXI1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK, CPXM1,
ARSB, SLAMF1, PEBPI, STIP1, cyosemunuust B PDGF, SCARF1, DEFA1l, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXA11, ICAM1, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLEC1A, TNFRSF14, TACC3, MMP-1, NRP1, ZBTBI17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDCS5, TRANCE,
ARG1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRP1, LILRAS, CLEC10A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CD1C, DECR1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI1, FADD, FCRL1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COL4Al,
CEACAMS, SEMAT7A, NUDTS, FCRL6, PAPPA, FASLG, GRN, u MATN3, w/umm
MOBBIIIEHHONH KOHLIEHTPALIUM, IO CPAaBHEHHIO C TMEPBBIM OUOJIOTMYECKUM OOpasloM, II0
MEHBIIeH Mepe, oqHOoro Oenka (HampuMmep, Mo MeHbIueh mepe, 1,2, 3, 4,5, 6,7, 8,9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19 unu 20 6enkoB), BBIOpaHHOTO U3 rpyIibl, cocrosmeit n3 TMPRSS15,
CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2,
Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS,



CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-
1, NTRK3, CLULI1, CXCL16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1l, DKKLI, NEP,
CPA2, Ep-CAM, THBS2, GPNMB, ITGBS, GT, APLP1, TACSTD2, NINJ1, REN, GCG,
SERPINA9, KAZALDI1, SERPINA12, PODXL, AMN, IGF1R, LTBP2, ANGPTL3, SCARAS,
B4GATI1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2, PRTG, NQO2, AMBP, ERBB2,
IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C, uPA, AGR2, METRNL, RTN4R,
IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR, PROC, FURIN, PIgR u SMOC2.
B HeKoTOpBbIX BapHaHTaX OCYLIECTBJCHUS CIOCOO BKIFOYAET. HM3MEPEHHE B TEPBOM
OuojorudyeckoM o0pasile, TOJY4EHHOM OT CyObeKTa-4esioBeKa, 10 BBENEHUS Tepariuu,
conepxauieit nHruouTop JAK, KOHIIEHTpauu o MeHbInel Mepe OgHOro Oenka (Hampumep, 1o
MmeHbInei mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 umu 20 GenkoB),
BbIOpaHHOTrO U3 rpynmsl, cocrosmen us TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3,
CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM,
VWC2, PPY, PAM, PVR, SERPINAS, ST3GAL1, CST5, CES2, CNDP1, CX3CL1, HO-1,
PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCLI16,
SCF, TMPRSSS, REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM, THBS2, GPNMB,
INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CDS5, DNAJB1, CCL17, ITGB2,
BANKI1, TPSABI, YES1, LAMP3, GM-CSF-R-ansdpa, CNTNAP2, ZBTB16, CD163, TXLNA,
MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4Gl,
PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS,
TLT-2, PARK?7, IL2-RA, FOXOI1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9,
HAVCR2, CD84, STXS, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2,
CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2, SMADI,
LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS, CD177, KLRDI1, ERBB2IP,
MILR1, MIF, SNAP23, NUBI, TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI,
CBL, ¢parmenta Fc peuenropa II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-
R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13,
STX6, PRTN3, IL-5R-anbda, ESM-1, EGLN1, CLECIB, TYMP, SNAP29, cyObenunuipr A
PDGF, TNFRSFI11A, gal-8, GCNT1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASFI,
WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8,
AZUI1, AREG, SDC4, DCTN2, BID u RELT; BBeaeHue mnamueHTy Teparuu, COAEpKalleH
unruourop JAK; u usmepenre Bo BTOpoM OHOIOrHIeckoM o0pasiie, MoJyueHHOM OT CyOBbeKTa-
YeJoBeKa TIOCJe BBEACHUS Tepamuy, conepxkamei uHruomrop JAK, noHMmkeHHOH
KOHLIEHTPALIUH, [0 CPABHEHHUIO C TIEPBBIM OHOJIOrHYECKIM 00pa31ioM, IO MEHbIIEH Mepe OTHOTO
Oenka (Hanpumep, 1Mo MeHbInen mepe 1,2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19
wi 20 6enkoB), BeIOpaHHOTO U3 Tpymmbl, cocrosimei u3 INPPL1, LAT2, CLEC7A, PPP1R9B,
NEMO, SH2B3, BCR, CDS5, DNAJB1, CCL17, ITGB2, BANK1, TPSABI1, YES1, LAMP3,
GM-CSF-R-ansha, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE,
hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXINI1, EIF4Gl1, PTX3, TRIMS, IDUA, NCF2,
SELP, ARHGEFI12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA,
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FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STXS,
LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO,
SIT1, ICAM3, SOST, DDXS58, TNF-R2, TRAF2, SMADI, LAIR-2, PIK3AP1, VSIG4,
SIGLEC10, CD6, SKAP1, FCRLS5, CD177, KLRD1, ERBB2IP, MILR1, MIF, SNAP23, NUBI,
TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATC1, CBL, ¢parmenta Fc perenropa
II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1,
CCLS5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13, STX6, PRTN3, IL-5R-anbda,
ESM-1, EGLN1, CLECIB, TYMP, SNAP29, cyosenunnusl A PDGF, TNFRSF11A, gal-8,
GCNTI1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A,
RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID
u RELT, w/unu NOBBIIEHHOW KOHLIEHTPALUS, MO CPABHEHHUIO C TEPBbIM OHOJOTHMYECKHM
oOpasiom, 1Mo MeHbInel Mepe, ogHoro Oejka (Hampumep, Mo MeHbinel mepe, 1,2, 3, 4,5, 6,7, 8,
9,10, 11, 12,13, 14, 15, 16, 17, 18, 19 unu 20 GenkoB), BLIOPAHHOTO U3 TPYIIIBI, COCTOSIIECH U3
TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L,
PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS,
ST3GALI1, CST5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2,
CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS, REG4, hKl11,
SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM, THBS2 u GPNMB.

B HekoTOpBhIX BapHaHTaxX OCYLIECTBJIEHHUS CIIOCOO BKIFOYAET: HW3MEPEHHE B IIEPBOM
OnoyiorndeckoM o0pasie, TOJNY4eHHOM OT CyObeKTa-d4esioBeKa, IO BBENCHHUS Tepariuy,
conepxkattet nHruouTOp JAK, KOHIIEHTpaLnu 10 MeHblIeH Mepe ofHOro Oenka (Hampumep, 1o
MmeHbInei mepe 1, 2, 3,4, 5,6, 7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20 GenkoB),
BbIOpaHHOro U3 rpynnsl, cocrosumen u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3,
CCL25, THPO, hK14, KIM1, INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR,
CD5, DNAJBI1, CCL17, ITGB2, BANKI1, TPSAB1, YES1, LAMP3, GM-CSF-R-anboa,
CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT,
PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12,
CASP-3, CD27, MAP4KS5, DAPP1, PRDXS5, TLT-2, PARK7, IL2-RA, FOXOI1, STIAI,
GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9 u HAVCR2; BBenenune CcyOBeKTy-4elIOBEKY
Tepanuy, copepxkameid mHruoutop JAK; M m3MepeHune BO BTOpPOM OHONOrHYeCKOM 00Opasiie,
NOJIYYEHHOM OT CyOBEKTa-4eJIOBEeKa IOCNe BBEACHHs Tepanuu, comepxameit naruoutop JAK,
MOHMKEHHOHW KOHLIEHTPALIUH, TIO CPABHEHHIO C MEPBBIM OHOJIOTHUECKUM 00pa3LioM, O MEHbIIEH
Mepe ogHoro Oenka (Hampumep, mo MeHbIned mepe 1,2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15,
16, 17, 18, 19 wmmu 20 OenkoB), BeIOpaHHOTO W3 Tpymmbl, coctosimedi u3 INPPL1, LAT2,
CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CDS5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI, YES1, LAMP3, GM-CSF-R-ansda, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE,
BACHI1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3,
TRIMS, IDUA, NCE2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS, TLT-
2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI, IRF9 u

HAVCR2, w/unu NoOBBIIIEHHOM KOHLEHTPAIMM, MO CPAaBHEHMIO C MEPBbIM OHUOJIOTHYECKUM
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oOpasLom, 1o MeHbInel Mepe, oqHoro Oeska (Hampumep, Mo MeHbinel mepe, 1, 2,3, 4,5, 6,7, 8,
9 umu 10 Genkos), BeIOpanHOrO W3 rpymmbl, cocrosmeit 3 TMPRSS15, CCL11, FAM3B,
MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14 u KIM1.

B HekoTOphIX BapuaHTaxX OCYIIECTBJEHHsS CIIOCOO BKJIIOYAET: H3MEPEHHE B IEPBOM
OuonornyeckoM oOpasile, TMOJy4YeHHOM OT CyObeKTa-4ejoBeKa, 10 BBEACHUS Tepaluu,
comepxatieit nHruOuTOp JAK, KOHIIEHTpaLMU 1O MEeHbLIeH Mepe OnHOro Oenka (Hampumep, Mo
menblieit mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20 Genkos),
BbIOpaHHOTO M3 rpymmbl, cocrositei u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI, Gal-3,
CCL25, INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17,
ITGB2, BANKI1, TPSABI, YES1, LAMP3, GM-CSF-R-anspa u CNTNAP2; BBeneHue
CyOBEeKTYy-4eNioBeKy Tepamnuu, coaepskamei wuHruOutop JAK; u usMepeHne BO BTOPOM
OuoyiorndeckoM o0pasile, MOJYYeHHOM OT CyOBeKTa-uejoBeKa IIOCJe BBEISHHS Teparum,
conepxameii uHruOutop JAK, MOHMKEHHOW KOHLEHTpPALMH, 1O CPAaBHEHHIO C IEPBBIM
OuonorndecknM 00pasLoM, MO MEHbIIeH Mepe ogHOro Oenka (HampuMmep, Mo MeHbInel mepe 1,
2,3,4,5 6,7,8, 9,10, 11, 12, 13, 14, 15, 16 unu 17 GenxoB), BHIOPAHHOTO W3 TPYIIIHI,
cocrosimerr u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI,
CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansha u CNTNAP2, w/unu
MOBBIIIEHHONW KOHLIEHTPALIMM, IO CPAaBHEHHIO C TMEPBbIM OWOJIOTMYECKUM OOpasloM, IO
MEHbIIeH Mepe, ogHoro Oenka (Hampumep, Mo MeHbluer mepe, 1, 2, 3, 4, 5, 6 wiu 7 6enKkoB),
BbIOpaHHOTO U3 rpymmel, cocrosimeit u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3
u CCL25.

B HekoTOphIX BapuaHTaxX OCYIIECTBJEHHsS CIIOCOO BKJIIOYAET: H3MEPEHHE B IEPBOM
OuonornyeckoM oOpasile, TMOJyYeHHOM OT CyObeKTa-4ejoBeKa, 10 BBEACHUS TEparuu,
comepxauieit nHruouTop JAK, KOHLEHTpalMy MO MeHbIIeH Mepe OMHOro Oenka (Hampumep, 1o
menbiieit mepe 1, 2, 3,4, 5,6, 7,8,9, 10, 11, 12, 13, 14, 15 umm 16 GenkoB), BHIOPAHHOTO M3
rpynmbl, cocrosiieir u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, INPPL1, LAT2,
CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI1, CCL17 u ITGB2; BBenenue
CyOBEeKTYy-4eNIOBEeKy Tepamnuu, coaepskameid wuHruOutop JAK; U usMepeHue BO BTOPOM
OuoyiornyeckoM oO0pasile, MOJYYeHHOM OT CyOBbeKTa-uejoBeKa IIOCJe BBEINSHHS Teparuw,
comepxameii wHruOutop JAK, TNOHMKEHHOW KOHLEHTpPALMM, IO CPAaBHEHHIO C IEPBBIM
OuoyorndecknM 00pasLoM, MO MEHbIIEeH Mepe OgHOro Oenka (HampuMmep, Mo MeHbInel mMepe 1,
2,3,4,5,6,7,8,9, 10 wmu 11 6enkoB), BBIOpaHHOTO U3 rpymibl, cocrosimen u3 INPPL1, LAT2,
CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CDS5, DNAJB1, CCL17 u ITGB2, w/umm
MOBBIIIIEHHOH KOHLIEHTPALIMU, IO CPAaBHEHHIO C TMEPBbIM OWOJIOrMYECKUM OOpasloM, IO
MeHbIIe Mepe, omHoro Oenka (Hampumep, mo MeHbimed mepe, 1, 2, 3, 4 wmm 5 OenkoB),
BbIOpaHHOTO U3 rpymmsl, coctosimeii u3 TMPRSS15, CCL11, FAM3B, MMP7 u NCAMI.

B nanHOM u300peTeHHM TaKkke OMMCaH Crnocod HAEHTH(UKAIMU TepareBTHYECKOTO
oTBeTa CyObeKTa-4eJioBeKa, MMEIOLIEro, MOJ03PEeBAeMOr0 B HAJIWYUH WJIH HMEIOIIEro PHUCK
passutusi PTIIX, Ha Tepanuro, comepskamyro uHruourop JAK, mocpencTBoMm: mpeaocTaBiIeHHs

nepBoro OuoJIormueckoro odpasua, MOJYYeHHOTO OT CyOBeKTa-uejioBeKa Iepel BBEACHHEM



12

Tepanuy, conepkameii naruoutop JAK; n3MepeHus: KOHIEHTPaluy 10 MEHbLIEH Mepe OTHOTO
Oenka (Hampumep, 1o MeHbInen mepe 1, 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19
wi 20 6enkoB), BbIOpaHHOTrO U3 rpymmbl, cocrosime u3 INPPL1, LAT2, CLEC7A, PPPIR9B,
NEMO, SH2B3, BCR, CD5, DNAJBI1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3,
GM-CSF-R-ansdha, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE,
hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXINI1, EIF4G1, PTX3, TRIMS, IDUA, NCF2,
SELP, ARHGEF12, CASP-3, CD27, MAP4K5, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA,
FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STXS,
LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO,
SIT1, ICAM3, SOST, DDXS58, TNF-R2, TRAF2, SMADI, LAIR-2, PIK3AP1, VSIG4,
SIGLEC10, CD6, SKAP1, FCRLS5, CD177, KLRD1, ERBB2IP, MILR1, MIF, SNAP23, NUBI,
TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATC1, CBL, ¢parmenta Fc penenropa
II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS8, STX16, TNF-R1, DFFA, PPP1R2, ANG-1,
CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13, STX6, PRTN3, IL-5R-anbda,
ESM-1, EGLNI1, CLECIB, TYMP, SNAP29, cyosenununbt A PDGF, TNFRSF11A, gal-8,
GCNTI1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2DI1A,
RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID,
RELT, CLEC5A, APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2,
TANK, CPXMI1, ARSB, SLAMF1, PEBPI, STIP1, cy6wenuanust B PDGF, SCARF1, DEFAL,
EPHB4, ARHGAP1, CLM-1, DAB2, LYN, CASP-§, APBB1IP, ANXA11, ICAM1, PRKCQ,
VCAMI1, HDGF, CD2AP, TNFRSF6B, CLEC1A, TNFRSF14, TACC3, MMP-1, NRPI,
ZBTB17, NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDCS,
TRANCE, ARGI, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRPI1, LILRAS,
CLECI10A, NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CD1C, DECRI, DAGI,
IGFBP-2, RET, GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI, DPP7, TDRKH, Siglec-
9, CD40-L, VEGFC, LYVEI1, FADD, FCRL1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3,
COL4A1, CEACAMS, SEMA7A, NUDTS5, FCRL6, PAPPA, FASLG, GRN, MATN3,
TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L,
PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS,
ST3GAL1, CST5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2,
CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSS5, REG4, hKl11,
SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, ITGB5, GT, APLPI,
TACSTD2, NINJ1, REN, GCG, SERPINA9, KAZALDI1, SERPINA12, PODXL, AMN, IGFIR,
LTBP2, ANGPTL3, SCARAS, B4GATI1, ROBO2, PDGEC, CA12, DDC, EDIL3, XPNPEP2,
PRTG, NQO2, AMBP, ERBB2, IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C,
uPA, AGR2, METRNL, RTN4R, IGF2R, NTRK?2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR,
PROC, FURIN, PIgR u SMOC?2 B nepBoM OHOJIIOTHYECKOM 00pas3lie; MPeaoCTaBICHHE BTOPOTO
OunoJyiorndeckoro o0Opasia, MOJYYEHHOrO OT CYOBEKTa MOCe BBENEHUS TepaIuu, COIep Kalle
unrnoutop JAK; u m3mMepeHre KOHLIEHTPAIMK 110 MEHbIIEH Mepe OnHOro Oenka (Hampumep, o
MmeHbInen mepe 1, 2, 3,4, 5,6, 7,8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unmu 20 GenkoB),
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BbIOpaHHOTO U3 rpymbl, cocrosimen u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3,
BCR, CD5, DNAJBI1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-anbga,
CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT,
PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12,
CASP-3, CD27, MAP4KS5, DAPP1, PRDXS5, TLT-2, PARK7, IL2-RA, FOXO1, STI1Al,
GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STX8, LY9, ZBTB16,
CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3,
SOST, DDX58, TNF-R2, TRAF2, SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLECI10, CD6,
SKAP1, FCRLS5, CD177, KLRDI1, ERBB2IP, MILR1, MIF, SNAP23, NUBI, TIGAR,
STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI1, CBL, ¢parmenra Fc peuenropa II-b
IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCLS5,
MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13, STX6, PRTN3, IL-5R-ansdpa, ESM-
1, EGLNI1, CLECIB, TYMP, SNAP29, cyobenunuiei A PDGF, TNFRSF11A, gal-8, GCNT]I,
STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3,
PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID, RELT,
CLECSA, APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK,
CPXM1, ARSB, SLAMF1, PEBPI, STIP1, cyosenunuus B PDGF, SCARF1, DEFA1, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXA11, ICAMI1, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLEC1A, TNFRSF14, TACC3, MMP-1, NRP1, ZBTB17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDCS5, TRANCE,
ARGI1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRPI1, LILRAS, CLECI10A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CD1C, DECR1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI, FADD, FCRLI1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COL4Al,
CEACAMS, SEMA7A, NUDTS5, FCRL6, PAPPA, FASLG, GRN, MATN3, TMPRSSI15,
CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2,
Gal-4, FABP4, DNER, GAL, CPM, VW(C2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS5,
CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-
1, NTRK3, CLULI1, CXCL16, SCF, TMPRSS5, REG4, hK11, SCGB3A1l, DKKLI1, NEP,
CPA2, Ep-CAM, THBS2, GPNMB, ITGBS5, GT, APLP1, TACSTD2, NINJ1, REN, GCG,
SERPINAY9, KAZALDI1, SERPINA12, PODXL, AMN, IGFIR, LTBP2, ANGPTL3, SCARAS,
B4GAT1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2, PRTG, NQO2, AMBP, ERBB2,
IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C, uPA, AGR2, METRNL, RTN4R,
IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR, PROC, FURIN, PIgR u SMOC2
BO BTOPOM OuOJOTHYeCKOM oOpasiie, MpW 3TOM YMEHBIICHHAas KOHLIEHTPALHs BO BTOPOM
OuoJyiorndeckoM o0pasiie, Mo CPABHEHUIO C MEePBBIM OUOJIOrHYECKUM OOpa3lOM, MO MEHbIIEH
Mepe ogHoro (Hampumep, o MeHbIned mepe 1, 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19 wmm 20) w3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5,
DNAJBI1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansdpa, CNTNAP2,
ZBTBI16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2,
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SIRPB1, AXINI1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27,
MAP4KS, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93,
FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STX8, LYY, ZBTB16, CD200R1, TOP2B, THY 1,
PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2,
TRAF2, SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS, CD177,
KLRDI1, ERBB2IP, MILRI1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIRI,
FKBP1B, RASSF2, FATCI1, CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB,
SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL,
CD38, CXCL5, PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R-amsda, ESM-1, EGLNI,
CLECI1B, TYMP, SNAP29, cyosenunnubs A PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC,
THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1,
CD69, SIGLECI1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID, RELT, CLEC5A,
APEXI1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK, CPXM1,
ARSB, SLAMFI1, PEBPI, STIP1, cyosemuauust B PDGF, SCARF1, DEFAl, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXAI11, ICAM1, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLEC1A, TNFRSF14, TACC3, MMP-1, NRP1, ZBTBI17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDCS5, TRANCE,
ARG1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRP1, LILRAS, CLEC10A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CD1C, DECRI1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI, FADD, FCRLI1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COLA4AI,
CEACAMS, SEMA7A, NUDTS, FCRL6, PAPPA, FASLG, GRN, w/wim MATN3, w/umu
NOBBILICHHAss KOHLIEHTPALMU BO BTOPOM OHMONOrMUECKOM 0O0pasiie, MO CPaBHEHHIO C IMEPBBIM
OuonornyeckuM oOpasLoM, IO MEHbIIE Mepe OHOro (HarpuMep, o MeHblueil mepe 1, 2, 3, 4,
5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20) u3 TMPRSS15, CCL11, FAM3B,
MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, Fit3L, PLIN1, SPON2, Gal-4, FABP4,
DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CST5, CES2, CNDP1,
CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3,
CLUL1, CXCL16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM,
THBS2, GPNMB, ITGBS5, GT, APLP1, TACSTD2, NINJ1, REN, GCG, SERPINAOY,
KAZALDI1, SERPINA12, PODXL, AMN, IGFIR, LTBP2, ANGPTL3, SCARAS, B4GATI,
ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2, PRTG, NQO2, AMBP, ERBB2, IL6, MCP-
1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C, uPA, AGR2, METRNL, RTN4R, IGF2R,
NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR, PROC, FURIN, PIgR, w/um SMOC2
YKa3bIBa€T HA TO, YTO CyOBEKT-UEIOBEK IOIBEPICsl TEPANEeBTHYECKOMY OTBETY Ha TEPAIIHIO,
conepskamyto uarudburop JAK.

B HEeKoTOpBIX BapHaHTaxX OCYLIECTBIEHHs CIOCOO BKIIIOYAET: M3MEPEHHE KOHLIEHTPALH
1o MeHbIIel Mepe ogHoro Oenka (Hampumep, Mo Menbeit mepe 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19 unum 20 OenkoB), BbIOPAaHHOIO W3 TPYIIIbL, COCTOSINEH W3
TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L,



15

PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS,
ST3GAL1, CSTS5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2,
CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS, REG4, hKl11,
SCGB3A1, DKKL1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, INPPL1, LAT2, CLEC7A,
PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI, TPSABI, YESI,
LAMP3, GM-CSF-R-ansha, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACHI1, MAX,
NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3, TRIMS, IDUA,
NCE2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS, TLT-2, PARK?7, IL2-
RA, FOXOI1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STXS,
LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO,
SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2, SMADI, LAIR-2, PIK3AP1, VSIG4,
SIGLEC10, CD6, SKAP1, FCRLS, CD177, KLRD1, ERBB2IP, MILR1, MIF, SNAP23, NUB1,
TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATC1, CBL, ¢parmenta Fc penenropa
II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1,
CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13, STX6, PRTN3, IL-5R-anbda,
ESM-1, EGLNI1, CLECIB, TYMP, SNAP29, cyosenuaunbl A PDGF, TNFRSF11A, gal-8,
GCNTI1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2DI1A,
RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID
u RELT B mepBom Ouonormueckom obpasiie; U U3MepeHue KOHIEHTPALUU [0 MEHBIIeH Mepe
onHoro Oenka (Hampumep, o MeHbIuen mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19 umm 20 OGenkos), BbIOpaHHOrO U3 rpynmbl, cocrosimedt m3 TMPRSS15, CCLI11,
FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2, Gal-4,
FABP4, DNER, GAL, CPM, VWC(C2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS, CES2,
CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-1,
NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2,
Ep-CAM, THBS2, GPNMB, INPPL1, LAT2, CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5,
DNAJBI1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansha, CNTNAP2,
ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2,
SIRPB1, AXINI1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27,
MAP4KS5, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93,
FCGR2A, DCTNI1, IRF9, HAVCR?2, CD84, STX8, LYY, ZBTB16, CD200R1, TOP2B, THY 1,
PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2,
TRAF2, SMADI, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS, CD177,
KLRD1, ERBB2IP, MILR1, MIF, SNAP23, NUBI, TIGAR, STAMPB, DSC2, LAIRI,
FKBP1B, RASSF2, FATCI1, CBL, ¢parmenta Fc penenropa II-b IgG, GLOI1, PVALB,
SCAMP3, SLAMES, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCLS5, MAP2K6, CRKL,
CD38, CXCL5, PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R-ansdpa, ESM-1, EGLNI,
CLECIB, TYMP, SNAP29, cyowenunnisl A PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC,
THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1,
CD69, SIGLECI, FR-ramma, ADAM 8, AZUI1, AREG, SDC4, DCTN2, BID u RELT Bo
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BTOpOM OwuosiormueckoM oOpasle, TpH 5TOM YMEHbIIEHHAas KOHIICHTpAIMsi BO BTOPOM
OmoJyiorndaeckoM obOpasie Mo CPAaBHEHHUIO C MEPBBIM OHMOJIOTMYECKUM O0pas3sIoM IO MEHbIIEH
Mepe oxgHoro (Hampumep, o MeHbIueld mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19 umm 20) w3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CDS5,
DNAJBI1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSEF-R-ansda, CNTNAP2,
ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2,
SIRPB1, AXINI1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27,
MAP4KS, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93,
FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STX8, LYY, ZBTB16, CD200R1, TOP2B, THY 1,
PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2,
TRAF2, SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS5, CD177,
KLRDI1, ERBB2IP, MILRI1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIRI,
FKBP1B, RASSF2, FATCI1, CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB,
SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL,
CD38, CXCL5, PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R-ansdpa, ESM-1, EGLNI,
CLECIB, TYMP, SNAP29, cyosenunnist A PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC,
THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1,
CD69, SIGLECI1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID u RELT, w/unu
MOBBILIEHHAsT KOHIEHTPAIUsI BO BTOPOM OHMOJIOrHYeCKOM 00pasie MO CPaBHEHUIO C IEePBBIM
OnonornyeckuM oOpa3LoM IO MeHbINEeH Mepe OAHOTo (Hampumep, o MeHbluel mepe 1, 2, 3, 4,
5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 wmu 20) uz TMPRSS15, CCL11, FAM3B,
MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, Fit3L, PLIN1, SPON2, Gal-4, FABP4,
DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI, CSTS, CES2, CNDP1,
CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3,
CLULI, CXCLI16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM,
THBS2 u GPNMB yka3biBaeT Ha TO, YTO CYOBEKT-YEJIOBEK IMOABEPICS TePAreBTHUYECKOMY
OTBETYy Ha TEpaIuio, comepskamyro naruourop JAK.

B HekOTOpBIX BapuUaHTaX OCYIIECTBIEHHUS CIIOCOO BKJIFOYAET: U3MEPEHUE KOHIIEHTPAIUH
1o MeHbIIIel Mepe ogHoro Oenka (Hampumep, Mo Menbineit mepe 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19 unu 20 OenkoB), BLIOPAaHHOTO W3 TPYIIbI, COCTOSINEH W3
TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, INPPL1,
LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-ansa, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE,
BACHI1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXINI1, EIF4G1, PTX3,
TRIMS, IDUA, NCE2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS, TLT-
2, PARK7, IL2-RA, FOXOI1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI, IRF9 u
HAVCR2 B nepBom OuosornueckoM odpasiie;d u3MepeHrne KOHLEHTPALWU M0 MEHbIIeH Mepe
onHoro Oenka (Hampumep, o MeHbIuel mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19 umm 20 OGenkos), BbIOpaHHOrO U3 rpymnmbl, cocrosimeidt m3 TMPRSS15, CCLI11,
FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, INPPL1, LAT2, CLEC7A,
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PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI1, TPSABI, YESI,
LAMP3, GM-CSF-R-anspa, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACHI, MAX,
NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3, TRIMS, IDUA,
NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS, DAPPI1, PRDXS, TLT-2, PARK?7, IL2-
RA, FOXOI1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9 u HAVCR2 Bo BTOpOM
OuonornyeckomM oOpasiie, MpH 3TOM YMEHbIIEHHAs KOHLEHTPAIMs BO BTOPOM OHMOJIOTHYECKOM
o0paslie 1O CPaBHEHMIO C IEPBbIM OHOJOrMYeCKUM OOpasLoM IO MEHbIIEH Mepe OIHOTro
(Hampumep, o Menbineit mepe 1, 2,3, 4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu
20) uz INPPL1, LAT2, CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CDS5, DNAJBI1, CCL17,
ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansda, CNTNAP2, ZBTB16, CD163,
TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1,
EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS, DAPP1,
PRDXS, TLT-2, PARK?7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI,
IRF9 u HAVCR?2, w/unu noBbIeHHAas: KOHIIEHTPAIMsl BO BTOPOM OHOJIOTHYeCKOM oOpasiie Mo
CPAaBHEHHIO C TEPBBIM OMOJIOTHYECKUM O0pas3LOM MO MEHbLIEH Mepe OJHOro (Hampumep, Io
MmeHbIne mepe 1, 2, 3, 4, 5, 6, 7, 8, 9 uimn 10) w3 TMPRSS15, CCL11, FAM3B, MMP7,
NCAMI, Gal-3, CCL25, THPO, hK14 u KIMI1 yka3biBaeT Ha TO, 4YTO CYOBEKT-4EJIOBEK
MOJIBEPTCSI TEPAMEBTUYECKOMY OTBETY Ha TEPAITHIO, Coneprkainyto nHruourop JAK.

B HekoTOpBIX BapuaHTaX OCYIIECTBIICHHS CIIOCOO BKJIIOYAET: U3MEPEHUE KOHIICHTPAIUH
1o MeHbIIel Mepe ogHoro Oenka (Hampumep, o MeHbined mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19 unum 20 OenkoB), BBIOPAaHHOTO W3 TPYIIIbL, COCTOSINEH W3
TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, INPPL1, LAT2, CLEC7A,
PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI1, TPSABI1, YESI,
LAMP3, GM-CSF-R-anspa u CNTNAP2 B mepBoMm Ouonorudeckom oOpaslie;n HU3MepeHue
KOHLIGHTPALIUK [0 MEHbILIEeH Mepe OaHOro Oenka (Hampumep, nmo MeHbiueil mepe 1, 2, 3, 4, 5, 6,
7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 unu 20 OenkoB), BLIOPAHHOTO W3 TPYIIIbI,
cocrosimeit u13 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, INPPL1, LAT?2,
CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-ansha u CNTNAP2 B0 BTOpOM OGuosiorndeckom odpasiie,
MPHU 3TOM YMEHbIIEHHAs] KOHIIEHTPAIUsl BO BTOPOM OHMOJIOTHYECKOM oOpasiie Mo CPABHEHHUIO C
MePBBIM OMOJIOTHYECKUM 00Pa3IoM IO MEHbINeH Mepe OOHOro (HampuMep, o MeHbIei mepe 1,
2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16 unu 17) uz INPPL1, LAT2, CLEC7A, PPP1R9B,
NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3,
GM-CSF-R-anbpa u CNTNAP2, w/unu mNOBBIIIEHHas KOHLEHTPALMsi BO  BTOPOM
OuoJyiorndeckoM obOpasie Mo CPABHEHHUIO C TMEPBBIM OHMOJIOTMYECKUM OOpas3sIoM IO MEHBIIEH
Mepe omHoro (Hampumep, mo MeHbiueir mepe 1, 2, 3, 4, 5, 6 wiu 7) us TMPRSS15, CCL11,
FAM3B, MMP7, NCAMI1, Gal-3 u CCL25 yka3bIBaeT Ha TO, YTO CYOBEKT-UEJIOBEK MOABEPTCS
TepareBTHYECKOMY OTBETY Ha TEParHio, copepxamyr nHruourop JAK.

B HekoTOpBIX BapuaHTaxX OCYIIECTBJIEHHS CIIOCOO BKJIIOYAET: M3MEPEHUe KOHIICHTPAIUH

1o MeHbIIel Mepe ogHoro Oenka (Hampumep, Mo Menbineit mepe 1, 2, 3,4, 5,6, 7, 8,9, 10, 11,
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12, 13, 14, 15 unmu 16 GenkoB), BbeIOpaHHOTO M3 rpynmbl, cocrosimeit n3 TMPRSS15, CCL11,
FAM3B, MMP7, NCAM1, INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5,
DNAJB1, CCL17 u ITGB2 B nepBoM OnosiornueckoMm o0pasiie;n u3MepeHne KOHIIEHTPALUH T10
MeHbIIIel Mepe omnHoro Oenka (Hampumep, o Menbine mepe 1, 2, 3,4, 5,6, 7,8, 9, 10, 11, 12,
13, 14, 15 umu 16 Oenkos), BeiOpaHHOrO M3 rpymmbl, coctosimieir u3 TMPRSS15, CCL11,
FAM3B, MMP7, NCAM1, INPPL1, LAT2, CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5,
DNAJB1, CCL17 u ITGB2 Bo BTOpOM OHONOrHUeckoM obpasue, NMpH 3TOM YMEHbLICHHAs
KOHLIGHTPALUsI BO BTOPOM OHOJIOTHYECKOM 00pasiie Mo CPaBHEHUIO C MEPBbIM OHOJOTHYECKUM
00pa3LoM Mo MeHbIIeH Mepe oaHOro (Hampumep, Mo Menbineii mepe 1, 2, 3,4, 5,6, 7, 8,9, 10
wm 11) w3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI,
CCL17 u ITGB2, w/unu noBbIllIeHHAas] KOHIEHTPALMsSI BO BTOPOM OHOJIOTMYECKOM 00pasiie Mo
CPAaBHEHHIO C IEPBBIM OHMOJIOTMYECKUM OOpPa3lOM IO MEHbLIEH Mepe OAHOro (HampuMmep, IO
menbInei mepe 1, 2, 3, 4 unmu 5) us TMPRSS15, CCL11, FAM3B, MMP7 u NCAM1 yka3biBaer
Ha TO, YTO CYOBEKT-UEJIOBEK MOABEPICs TEPANEBTHUECKOMY OTBETY Ha TEPAIHIO, CONEPIKAILYIO
unruouTop JAK.

B nanHOM H300peTeHnH TaKkKe OMUCaH crocod JeYeHUs1 CyObeKTa-4eI0BEKa, UMEIOILETO,
NOZI03PEBAEMOr0 B HAIMYHMH MK UMeromero puck passutus PTIIX, nmyTem BBeneHus: CyObekTy -
4eJoBeKy Tepamuu, conepxameil mHruoutop JAK, mpm sTOM CyOBEKT-uenoBek ObUl paHee
OmnpeneNeH Kak MMEIMMH (1) MCXOAHYIO KOHLEHTPALMI0 MO MEHbLIeH Mepe OJHOTO Oernka,
BbIOpaHHOTO U3 rpymnmel, coctosmeit uzs MCP-3, CASA, IL8, CXCL10, IL6, CCL19, CTSLI1,
ACE2, ALDHI1A1, TNFRSF6B, KYNU, FOSB, ALDH3A1 u DDAHI, B Ouonorudeckom
oOpasue, MONYy4YEeHHOM OT CyOBeKTa-4ejoBeKa, KOTopas HWXKe KOHTPOJbHOH, w/mmu (i1)
UCXOJIHYI0 KOHIEHTPALMIO [0 MEHblIeH Mepe OXHOro Oenka, BBIOPAaHHOTO W3 TPYIIbL,
cocrosieit 13 PON3, SCF, GH, SRC u CR2, B OGuonoruyeckom oOpasiie, MOJy4eHHOM OT
cyOBeKTa-4eoBeKa, KOTopast BbILIE KOHTPOJIS.

B nanHOM M300peTeHnH TaKkke OnucaH crnocod JedeHus CyObeKkTa-4eI0BeKa, UMEIOILEro,
MOI03PEBAEMOr0 B HAIMYMM WK uMeromero puck passutus PTIIX, myrem: npenocraBieHus
Ouojyiorndeckoro odpasia, MoJy4eHHOrO OT CyObeKTa-4elloBeKa, M3MepeHre B OHOJIOTHYECKOM
o0pasie NOHMKEHHON KOHLIEHTPALMH, [0 CPABHEHUIO C KOHTPOJIEM, 10 MEHBIIEeH Mepe OJHOTO
Oenka, BeIOpaHHOrO M3 Tpymmbl, cocrosieii u3 MCP-3, CASA, 1L8, CXCL10, IL6, CCL19,
CTSL1, ACE2, ALDHI1AI1l, TNFRSF6B, KYNU, FOSB, ALDH3Al u DDAHI w/umm
MOBBIIIEHHON KOHLIEHTPALMH, 110 CPABHEHHIO C KOHTPOJIEM, IO MEHbIIEeH Mepe OIHOro Oelnka,
BbIOpanHOro u3 rpymmsel, cocrosmeit m3 PON3, SCF, GH, SRC u CR2; u BBeneHne mamueHTty
Tepanuy, coneprkameit naruoutop JAK.

B naHHOM M300peTeHMH Takke OIMUCAH CIOCOO MPOTHO3MPOBAHUS PEAKLH YEJIOBEKa,
HMMEIOLIEro, MOAO3PEBAEMOr0 B HAIMYMK WM uMmeroniero puck passutus PTIIX, Ha Tepanmro,
comepxamyro  uHruOuTop JAK, myrem: mpenmocrtaBieHust OmoJOrmuYeckoro  odpasua,
MOJIyYEHHOrO OT CyObekTa mepen Tepamuei, copepxamnedd waruoutop JAK; m usmepenwus
KOHIIEHTPALIUH TI0 MEHBIIeH Mepe OAHOro Oeka, BRIOPAaHHOTO U3 TpymIbl, cocTosmeit n3 PON3,
SCF, GH, SRC, CR2, MCP-3, CAS5A, IL8, CXCL10, IL6, CCL19, CTSL1, ACE2, ALDH1A1,
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TNFRSF6B, KYNU, FOSB, ALDH3A1 u DDAHI1 B Ouonorudeckom oOpasle, Nmpu 3TOM
yMEHbLIEHHas1 KOHIIEHTpaLusl, o cpaBHeHUIO ¢ KoHTposiem, MCP-3, CASA, IL8, CXCL10, IL6,
CCL19, CTSL1, ACE2, ALDH1A1, TNFRSF6B, KYNU, FOSB, ALDH3A1, w/unu DDAHI,
W/WJIM TIOBBILIEHHAsT KOHIIEHTpawsi, 1o cpaBHeHuio ¢ koHTposieMm, PON3, SCF, GH, SRC w/unm
CR2 no3BossieT mpOrHO3UpPOBATh, YTO CYOBEKT OTBETHT Ha TEPAITUIO, COAEPIKALIYI0 HHIHOUTOP
JAK.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS CIIOCOOOB, OMUCAHHBIX B TAHHOM JOKYMEHTE,
KOHTPOJIb TPEACTABISIET COOOW 3HAUEHHE MPEABAPUTENIbHO YCTAaHOBJIEHHOTO MOPOTOBOTO
3HAYEHHUSI.

B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHUSI CIIOCOOOB, PACKPBITBIX B JAHHOM JOKYMEHTE,
KOHTPOJIb MPENCTABIISIET COOOM KOHLIEHTpaluio Oeika B oOpasiie uiu o0pasnax, MoJy4eHHbIX OT
omHoro wiu Oosiee CyObEKTOB, KOTOPbIE HE OTBETHIIN Ha JiedeHne nHruoutopom JAK.

B naHHOM M300peTeHny TakKe OMHUCaH CIIOCO0 U3MepeHus: KojnuecTBa Oenka B odpasiie
MyTeM:. TMPENOCTaBIeHuss OHOJIOrHYeCKOro o0pasia, MONMyYeHHOTO OT CyObeKTa-ueioBeKa,
HMMEIOILEro, NOA03PEBAEMOro B Hanu4uu unu uMmeromero puck passutus PTIIX; u usmepenue
KOHIIEHTPAIIMH TI0 MEHBIIIeH Mepe OOHOro Oeka, BRIOPAHHOTO U3 TPyMIib, cocTosmeit n3 PON3,
SCF, GH, SRC, CR2, MCP-3, CA5A, IL8, CXCL10, IL6, CCL19, CTSL1, ACE2, ALDH1AL1,
TNFRSF6B, KYNU, FOSB, ALDH3A1 u DDAH1 B 6uosnorundeckoM oOpasiie.

B HekoTOpbIX BapuaHTax JOOOro U3 CHOCOOOB, OMHUCAHHBIX B JAHHOM JOKYMEHTE
U3MEPSIFOT KOHIEHTpaun He Oosee yem 20 OenkoB.

B HekoTOpbIx BapuaHTax JOOOro U3 CHOCOOOB, OMUCAHHBIX B IAHHOM JOKYMEHTE
U3MEPSIFOT KOHIeHTpaun He 6osee yem 10 Oenkos.

B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUs JIOOOrO M3 OMHMCAHHBIX B JAHHOM JOKYMEHTE
criocoboB Ouosornueckuii obpasen mpencrasisier coOol KpOBb, CHIBOPOTKY, IUIa3My, MO4Y,
CIIMTHHOMO3TOBYIO JKUJAKOCTh, CJIIOHY, CIE3HYI JKHIKOCTh MJIHM MOT. B HEKOTOpBIX BapHaHTaxX
OCYIIECTBIIEHHsI OMOJOrHYeCKii 0Opaser MpeacTaBisieT COO0H KPOBb, CHIBOPOTKY HJIH ILJIa3My.

B HEKOTOpPBIX BapHaHTaX OCYIIECTBJIEHUs JIOOOrO M3 OMHUCAHHBIX B JaHHOM JIOKYMEHTE
COCOOOB KOHLEHTPALHIO Oellka H3MEPSIFOT UMMYHOJIOTHYECKHM MeTO1oM. MIMMyHOJIOrnYecKuii
METOJ MOXKET IMPENCTaBIsAITh COOOM, Hampumep TBepaodasHblii UMMYyHO(DEPMEHTHBIN aHAIU3,
UMMyHO(DEPMEHTHBIN aHaN3, PaIUuOMMMYHOAHAJIN3, XEMHITFOMUHECIIEHTHBIN MMMYHOAHAJIH3,
3JIEKTPOXEMITFOMUHECLIEHTHBII HMMYHOQHAITH3, JIATEKCHBIN TYypOUTUMETPUYECKHIA
UMMyHOAHAITN3, JIATEKCHBIN (DOTOMETPUUECKHUI NMMYyHOAHAIH3, UMMYHO-XpoMaTorpapuuecKkuii
aHaJIN3 WJIK BECTEPH OJIOTTHHT.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUs JIOOOrO M3 OMHUCAHHBIX B JaHHOM JOKYMEHTE
CHOCO0OB KOHIIEHTPALUIO OeJIKa H3MEPSIFOT MaCC-CIIEKTPOMETPHUEH.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHs JIFOOOro M3 CocoOOB, OMUCAHHBIX B JAHHOM
nokymente, naruourop JAK npencrasiser coboit urauTuHUO.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUS JIIOOOr0 M3 CocOOOB, ONMUCAHHBIX B JAHHOM
nokymente, uHruoutop JAK mpencraisier coboit 4-[3-(umanomerun)-3-(3',5'- numerun -
1H,1'H-4,4'- Ounmpaszon-1-mi)a3zeTuauH -1-un]-2,5-nugrop-N-[(1S)-2,2,2-tpudrop-1-
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METHISTUI|OeH3aMu WK ero (apMaLeBTHIeCKH MpreMiieMyro coib, win ((2R,5S)-5-{2-[(1R)-
I-ruppokcuatun]-1H-  umupnaso[4,5-1] Tueno|3,2-0|nmupunun-1-wnjrerparuapo-2H-nupan-2-
WJT)aLETOHUTPIIT WK ero (papMaLleBTUYECKH PUEMIIEMYIO COJb.

B HeKkOTOpBIX BapmaHTax OCYLIECTBJIECHHUs JHOOOro M3 CHOCOOOB, OMMCAHHBIX B JAHHOM
IOKYMEHTEe, CyObEKTy-ueJOBeKy BBOAAT BTOPOW TEPANEeBTUYECKUIl areHT B KOMOMWHALMH C
unruouropom JAK. Bropoii TepameBTHMYECKMH ~areHT MOXET MPEACTaBISATb COOOH
KOPTUKOCTEpOH  (Hampumep,  METWINPEIHU30JOH WM  MPEJHU30H),  METOTpeKcar,
LUKJIOCTIOPUH, MHUKO(EHOIATMODETHI, TaKPOJIUMYC, CHUPOJIUMYC, 3BEPOJIUMYC,
AHTUTUMOLIMTAPHBIA [IOOYNWH, aneMTy3ymad, nukiodochamun, uOPyTHHUO, HMMATHHHO,
uHpIMKCUMa0, dTaHEpUENT, TOUWIN3yMad, ajemry3ymad, Oasuiaukcumad, makiIn3yma,
PUTYKCHMA0, NeHWIEHKHH TUPTUTOKC, MEHTOCTATHH, [IMKJIOCTIOPUH, TAJTUIOMH, Tajo(yTrHHOH,
THIPOKCUXJIOPOXUH MM ME3eHXUMalibHble CTBOJIOBble Kierku. Murundurop JAK wu BTOpOIii
TEPaNeBTHUECKUH areHT MOKHO BBOJIUTH OTHOBPEMEHHO HJIN TIOCIEAOBATENBHO.

B HeKkoTOpBIX BapHaHTaX OCYIIECTBICHUS JIIOOOrO U3 OMUCAHHBIX B JAHHOM JOKYMEHTE
cniocobos PTTIX mpencrasnsier codoii octpyro PTITX.

B HeKkoTOpbIX BapuaHTaX OCYIIECTBJICHHUS JIIOOOrO U3 OMUCAHHBIX B JAHHOM JOKYMEHTE
cniocobos PTTIX mpencrasnser codoii xporndeckyro PTITX.

TepmuH «HMCXOQHAst KOHLEHTpAaMs» Oelka OTHOCHTCA K KOHLEHTpauuu Oenka y
cyObekTa 10 Havana nedeHust naruouropom JAK.

TepMuH «HOHWKEHHAs KOHLEHTPALUS» O3HAYAeT KOHLIEHTPALMIO AaHAIH3UPYEMOTO
Oenka, KOTOpas HIKE, Ye€M KOHLEHTpauus 3TOro Oejka B KOHTPOJIE WM B IPeNbIIyLIeM
obpasue. Hanpumep, KOHIIEHTpaLysl aHATM3UPYEMOro Oeska MOKeT OBbITh IO MEHbILIEH Mepe B
1,5,2,3,4,5,6,7,8,9, 10, 20, 25, 50, 75 unu 100 pa3 Himke, no MeHbiuel mepe Ha 10%, 20%,
30%, 40%, 50%, 60%., 70%, 80%, 90%, 100%, 200%, 300%, 400%, 500%, 600%, 700%, 800%,
900%, 1000%, 1500%, 2000%, 2500%, 3000%, 3500%, 4000%, 4500% wumau 5000% HuKe, uem
KOHLIEHTPALHs 5TOro OeJika B KOHTPOJIE.

TepMHUH «NOBBILIEHHAS KOHIEHTPALUS) O3HAYAeT KOHIEHTPALMWIO aHAJIHU3UPYEMOTrO
Oenmka, KOTOpasi BbIIIE, YeM KOHLEHTpAaLMs STOro Oejlka B KOHTPOJE HJIM B TMPENbIIyLIeM
obpasue. Hanpumep, KOHIIEHTpaUusl aHATU3UPYEMOTo Oeka MOXKET ObIThb MO0 MEHbINEH Mepe B
1,5,2,3,4,5,6,7,8,9, 10, 20, 25, 50, 75 unu 100 pa3 Beiwe, no meHbieii mepe Ha 10%, 20%,
30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%, 200%, 300%, 400%, 500%, 600%, 700%, 800%,
900%, 1000%, 1500%, 2000%, 2500%, 3000%, 3500%, 4000%, 4500% wmmu 5S000% BeILIE, YeM
KOHLIEHTPALUsI 3TOro OeJika B KOHTPOJIE.

TepMHH «OTBET Ha TEpaNMIO» O3HAYAET, YTO CYOBEKT, KOTOPOMY BBOZST TEPAIIHIO,
MIOKa3bIBAET MOJIOKUTENBbHBIN OTBET HA MPEIOCTABICHHYIO Tepanuio naruonropom JAK.

Ecnu He ykazaHo mHOe, Bce ymoTpeOisieMble B JAHHOM JOKYMEHTE TEXHHYECKHE U
HAay4HblE€ TEPMHHBI HMEIOT TO K€ 3HAYEHHE, KOTOpPOe OOBIYHO MOIPa3yMEBAETCSl CPETHUM
CTHELIMAINCTOM B JAHHOM 00J1aCTH, K KOTOPOH OTHOCUTCS JaHHOE M300peTeHne. XOTs CrocoObl 1
MaTepHuajbl, AHAJOTHYHBIE WM SKBUBAJEHTHbIE TEM, KOTOpPbIE OIHCHIBAIOTCS B JaHHOM

AOKYMEHTE, MOT'YT MIPUMEHATHCA Ha IMPAKTHUKE WU IIPU HUCIIBITAHUHW HACTOALIECTO I/I306peTeHI/I$I,
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WIIFOCTPATUBHBIE CIIOCOOBI M MaTephasibl ONucaHbl Huke. Bce nyOnmkaumy, 3asBKH Ha
NATEeHThl, TMATEeHThl M JPYrHe CChUIKH, YIOMHUHA€Mble B JaHHOM JOKYMEHTE, BKIIFOYEHBI
MOCPEACTBOM CCBIJIKM BO BCEH CBOEW MOJIHOTE. B cilydae mpoTHBOpedMsi HACTOsILIasl 3asiBKa,
BKJIFOUAIOLIAsi ONpeAeseHrs], OyAeT UMeTh NPEeUMYILIECTBEHHYIO CUily. MaTtepuansl, crnocoObl U
IPUMEPBI SIBJISIOTCS UCKJFOUUTENBHO WJUIIOCTPATUBHBIMU U HE HUMEIT OrPaHUYUTENIbHOTIO
Xapakrepa.

Jlpyrue mpu3HaKM M NPEUMYLIeCTBA HACTOSINEro HM300peTeHHs OyAyT OuYeBHIHBI U3
CIIEYIOIIEro MOAPOOHOTO OMUCAHUS U U3 (POPMYITbl H300PETEHUS.

INOAPOBHOE OITMCAHUE CYIIIHOCTU U30BPETEHUA

B nanHOM M300peTeHNH MPeIoKEeHbI CIOCOObI U KOMIIO3HMLIUHU JIJIsl JIEYeHUs] CyOBeKTa,
HMMEIOILEro, MOAO3PEBAEMOr0 B HANMYUU UM uMeromero puck passutus PTIIX, ¢ momounbro
unruouropa JAK. B paHHOM u300peTeHUH MpPEIIOKEHbl MPOTHOCTHYECKHE OUOMapKephl
(HampuMep, YpPOBHMU SKCHpeccuu Oejka) sl HOeHTU(PUKALMKA CYOBEKTOB, WMEIOIUX,
MOAO3PEBAEMBIX B HAlW4YUMU WIM MNOABEp:KeHHBbIX pUCKY pasutus PTIIX, nns kotopsIx
BBEJICHUE Tepanuy, copepskameii marudutop JAK, BepositHo, Oyaer 3 pexkTHBHBIM.

Peakiiis TpaHCINIAHTAT IIPOTHB XO3sIMHA

PTIIX BoO3HHMKaeT, korma JOHOpCkUe T-KjIeTkH OTBEYarOT Ha T[EHETUYECKU
orpeneneHHble OenKu (BKJIIOYAsi, MOMHMO MPOYEro, JEWKOLUTAPHBIE aHTUT€HbI YEJIOBEKa) Ha
kietkax-xo3sieBax. Ocrpas PTIIX o6srano onpenensercst 1o 100 cyTok mocnie TpaHCIUIaHTALNH,
Toraa kak xponudeckasi PTIIX BO3HMKAET NOCHE 3TOr0 BPEMEHHU.

Kmuanueckue mnposiBnenust octpod PTIIX mnposBiasroTCss HA KOXe, KEJIyAOYHO-
KUIIEYHOM TpakTe U neudeHH. Koska sBisiercs Hambonee 4acTO MOPaKaeMbIM OpPraHOM IIPH
octpoit PTIIX wu, xak mpaBuio, NEPBbIM BOBJIEUEHHBIM OPraHOM, 4YacTO COBMNAJAKOLIUM C
IPWKUBJICHUEM JOHOPCKUX KJIETOK. XapakTepHas MaKyJIONaIlyJle3Hasl ChIllb BbI3BIBACT 3YA U
MOKET PacCHpOCTPAHATLCSA MO BCEMY Telly. B TsDKeNnbIX cilydasx Ha KOXKE€ MOTYT IOSBHUTHCS
Ny3bIpU U U3BSI3BICHHA. Jlpyrre MpU3HAKW BKIHOYAIOT JUCKEPATO3, SK30LUTO3 JHUM(OIUTOB,
CaTeJUTUTHbIE  JIUM(OLUTHI, TMPWIETAOMUE K  JUCKEPATOTUYECKHM  SIHIEPMAabHBIM
KEePATUHOLIUTAM, U MEPUBACKYJSIPHYIO JUMbonHuTapHyo HHpuIbTpamo B aepme. IlopakeHue
JKEJTyJOYHO-KUIIEYHOro Tpakta npu octpoit PTIIX oObMHO MpOsIBISiETCs qUapeei, HO MOMKET
TAKXKe BKJIIOYATh PBOTY, AaHOPEKCHIO W/Win OONb B JKMBOTE. | MCTOJOrMYECKHMMH MpPU3HAKAMHU
3a0oneBanust nedeHW, BbBBaHHOrO PTIIX, sBIsfOTCS  3HOOTEIMUT, JUMQOLHUTAPHAS
UHQUIBTPALHS TOPTAITBHBIX 30H, IEPUXOJAHTUT U Pa3pPYLICHHE JKETYHBIX TPOTOKOB.

Xponnueckast PTIIX siBisieTcst OCHOBHOW NMPUYMHON MO31HEH Oe3pelnanBHON CMepTH
NoCJ€ TPAHCIUIAHTALMM  TEeMOMO3THYECKHX  KJIeTOK. Ee mposiBieHuss MOryt  ObITh
nporpeccupyromumu  (Hanpumep, octpas PTIIX, mepexomsimas B Xxponmueckyro PTIIX),
Bsuotekymieir (octpass PTIIX, koropass MOJHOCTBEO MPOXOOUT, HO TIO3KE CMEHSETCs
xponnueckord PTIIX) wmmu moxer Bo3Hukark de novo. Iloxxwmmoil BO3pacT penunueHta u
Hayuue B anamHe3e octpor PTIIX seustroTcss HanbonbimuMu (pakTopaMu prCKa XPOHUYECKOM
PTIIX. Knunuueckue npusHaku xpoHuueckoi PTIIX wacTo cHavana nosiBIAIOTCS HA CIU3UCTOU

000JIOUKE LIEKH.
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CnocoObl IPOrHO3UPOBAHMUS PEAKLIMY Ha TEPAIINUIO, conepkalnyr uaruourop JAK

B npumepax OpuI0 HAESHTHQULIMPOBAHO HECKOJBKO OEJKOB, YPOBHH JKCIIPECCHH
KOTOPBIX TIOJIE3HBI Ui TMPOTHO3UPOBAHUS peakuuy (Hampumep, YJIYUILIeHHs IOKa3aresei
3a0oneBaHus W/uUIM paspewieHust 3a0oneBaHus) cyOwbekTa, nmeromero PTIIX, Ha Tepamnuto,
copepskamyro naruourop JAK. Otu Oenxu npuseneHs! B Tabnmunax 1 u 2.

Tabnuua 1: buoMapkepsl, JeMOHCTPUPYIOLIHME MOHMKEHHYIO SKCIIPECCHIO Y CYOBEKTOB C
PTIIX, koTopble OTBe4aroT Ha JieueHHe MHrubutopom JAK, mo cpaBHEHHIO ¢ KOHTPOJBbHBIMH

CY6"beKTaMI/I, KOTOPBIC HE OTBECYAIOT
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Benok

IL8

HAOX1

ENPP7

ACE2

SULT2A1

MCP-3

CES1

MFGES

PLXNBI1

TNFRSF10A

CCL15

TNFRSF10A

SEMAA4C

PREB

NFATC3

CCL19

DLL1

ENTPD2

IL-4RA

EPHA?2

FOSB

CXCL10

VAMPS

ALDH3A1

MVK

IL12RB1

CALCA

AHCY

PRSS2

LILRB4

DDAHI1

IL-1ra

NECTIN2

PDCD1

CDh74

PD-L1

REG3A

CASA

N2DL-2

CDCP1

U-PAR

SIGLEC7

ANGPTLA

ALDHI1A1

SPINK1
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Benok

HTRA2
PRDX6
IL-1RT2
IGFBP-1
HNMT
TRAIL-R2
CXADR
CTSL1
IFN-ramma-R 1
IL-18R1
KRT19
KYNU
TGM2

Tabnuna 2: buomapkepbl, TEMOHCTPUPYIOIIHE MOBBIIIEHHYIO SKCIIPECCHIO Y CYOBEKTOB C

PTIIX, xoTopble OTBe4aOT Ha JedeHne MHruoutopoM JAK, mo cpaBHEHHIO ¢ KOHTPOJIbHBIMH

CY6”beKTaMI/I, KOTOPBIC HE OTBEYANOT
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Benaok
PON3

CNTN1

IGFBP3

LEP

Notch 3

TN-R

HSD11B1
FAMI19A5
NCAN
F11
GDF-8
CCL28
GALNT10
BCAN
TIMP4
CRISP2
CD207
WNT9A
MBL2
EN-RAGE
TWEAK
CR2
MFAP5
KIT
GH
PFKM
CDSN
CRH
GCP5
KLK6
DRAXIN

CHmkeHHasl KOHLEHTpauusi Oellka MO0 CPaBHEHHIO C KOHTPOJEM OXHOro wim Oolee
(Hampumep, mo MeHbiner mepe 1, 2, 3, 4, 5, 6, 7, 8 9, 10, 11, 12, 13 wiu 14) Genxos,
NpPUBEACHHBIX B Tabmuie 1 sBIsSETCS MHAUKATOPOM/TPOTHOCTHYECKUM MPU3HAKOM TOTO, HYTO
CyOBEKT, KOTOPBI MMEET, MOJ03PEBAeTCs B HATMYUN MK UMeeT puck passutusi PTIIX, Oyner
OTBEYATh Ha Tepamnuio, copepskamyr uHruourop JAK. Hanpumep, HU3KHE KOHUEHTparwH (110
cpaBHeHHIO ¢ kKoHTpoJeM) Oenka CXCL10 B Gnonorndyeckom obpasiie, MONy4eHHOM OT CyOBeKTa
10 JIeYeHUs Tepanuel, copeprxammei tHruoutop JAK, nmo3BoJsIFOT MPOTrHO3UPOBATh, YTO CYOBEKT
OTBETHUT Ha TEPAINIO, copep:kamyro nHruonrop JAK.

IToBpIIeHHAasT KOHLEHTpaLusl Oejka MO CPaBHEHMIO C KOHTPOJEM OJHOro MM Oojee

(marmpumep, o MeHbluell mepe 1, 2, 3, 4 unu 5) OenKOB, NPUBENEHHBIX B TAOIHUIE 2 SBISETCS
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UHIUKATOPOM/TIDPOTHOCTUYECKMM ~ IPU3HAKOM  TOrO, 4YTO CyOBEKT, KOTOpBIH  HMeEeT,
NOZI03PEBAETCS B HAJIMYUU WM uMeeT puck passurus PTIIX, Oynmer oTBedarh Ha Tepamuio,
conepxauryro uHruomrop JAK. Hampumep, moBbIlIEHHbIE KOHLEHTpaLUU (IO CPABHEHUIO C
koHTposieM) Oenka PON3 B OuonormueckomM oOpasile, MOJTy4eHHOM OT CYyOBEKTa N0 JICYCHHS
Tepanuel, conepkareii THruouTop JAK, no3BosistOT NPOrHO3UPOBATH, YTO CYOBEKT OTBETHT Ha
Tepanuo, coxepkaunyro naruonrop JAK.

IToHm>keHHAas1 KOHLEHTPALUS 110 CPABHEHUIO C KOHTPOJIEM OTHOTO Win OoJjiee (Hampumep,
no MeHbineit mepe 1, 2, 3, 4, 5,6, 7, 8,9, 10, 11, 12, 13 umu 14) OGenkoB, NPUBEICHHBIX B
tabnuie | B COYETaHNH C MOBBIMIEHHOW KOHIIEHTPALMEN 10 CPABHEHUIO ¢ KOHTPOJIEM U3 OIHOTO
wiu Oonee (HampuMmep, 1o MeHblIen Mepe 1, 2, 3, 4 win 5) O6enkoB, MPUBEAEHHBIX B TaOJIHUIE 2,
YKa3bIBACT/TIPOrHOCTUYECKH YKa3bIBAET HA TO, YTO y CYOBEKTa €CTh MOJO3PEHHE HA HAJIUYHE,
WIM OH Haxomurtcss B rpymme pucka passutus PTIIX, Oynmer pearmpoBaTh Ha Teparmio,
cogepxamyro uHrHOuTtop JAK. Hanpumep, Huskue KOHLEHTpauuud (IO CPABHEHUIO C
kouTposieMm) Oenka CXCL10 u mOBBIIEHHbIE KOHLEHTpaUuu (MO CPABHEHUIO C KOHTPOJIEM)
O6enmka PON3 B Ouonorndeckom oOpaslie, MOJIYYeHHOM OT CyObeKTa IO JICYEHHs Teparue,
coxepxatieit THruouTop JAK, mo3BOJSIFOT MPOTHO3UPOBATh, YTO CYOBEKT OTBETUT HA TEPAITHIO,
copepxamryro uaruoutrop JAK. B apyrom nmpumepe HH3KHME KOHLEHTpaUUH (TIO CPABHEHHUIO C
koHTposnem) GenkoB MCP-3, CASA, IL8, CXCL10, IL6, CCL19, CTSLI1, ACE2, ALDHIAI,
TNFRSF6B, KYNU, FOSB, ALDH3A1 u DDAHI u mnoBbllIeHHbIE KOHIEHTpaUUu (IO
cpaBHeHUIO ¢ a KOHTpoJb) OenkoB PON3, SCF, GH, SRC u CR2 B Guonoruueckom odpaslie,
NOJIy4eHHOM OT cyOBeKTa [0 JiedeHusl Tepanuei, comepxkameil naruoutop JAK, mossosmsroT
IPOTHO3UPOBATH, UTO CYOBEKT OTBETUT HA TEPAIUIO, coaep:kartnyto naruourop JAK.

B nexotopsix Bapuanrax ocyuiectsiaenus PTIIX npencrasisier coboii octpyro PTIIX. B
apyrux BapuanTax ocymectsieHust PTTIX npencrasisier coboii xponuueckyro PTITX.

Konrponu

Kak omucaHo BbIle, criocoObl MO JaHHOMY M300pPETEHUIO MOTYT BKJIOYATh H3MEPEHHE
KOHIIEHTPALIUU OJHOTO Wik OoJiee OeNKOB (HampuMep, OJHOTO Mk OoJiee OeIKOB, MPUBEIEHHBIX
B Tabyuue 1 w/wnu tabmuie 2) B OrojornueckoM odpasiie OT CyObeKkTa, MMEIOIIETrO MOI03PEHHE
Ha Hajguuue wiu nmuck passutus PTIIX, npuuemM KOHLEHTpausi OAHOTO Wik Ooyiee OENKOB Mo
CPAaBHEHHIO C KOHTPOJEM IIO3BOJISIET TPOTHO3UPOBATH OTBET CYOBEKTa Ha TEPAIHIo,
cogepxamyro wuHruoutop JAK. B ompeneneHHbIX BapHaHTax OCYIIECTBJICHHUS, KOIJa
KOHIeHTpanusi Oenka w3 Tabmuibl 1 B OuojormdeckoM obOpasie OT CyObeKTa, UMEHOLIEro,
MOAO3PEBAEMOr0 B HAIMYMM WJIH UMerolero puck passutrus PTIIX, Huxe, ueM B KOHTpOIe,
CyOBeKT HIEHTHQHUUUPYETCS KaK HMMEIOIIHMH BEPOATHBIM OTBET HAa TEPAIUI0, CONEPIKAILYIO
uaruourop JAK. B ppyrux BapmaHTax OCYIIECTBIIEHHs, KOTAa KOHLEHTpanus Oenka u3
Tabnuubl 2 B OuojornueckoM obpasie OT cyObeKTa, UMEIOIIero, Mmogo3peBaeMOro B HaJIMYUU
Wi uMeromnero puck passutusi PTIIX, Bbiie, ueM B KOHTpOJE, CYOBEKT HUIEHTHQHULUUpPYETCS
KaK HMEIOIIUH BEpPOSITHBIA OTBET Ha Tepamuio, conepskamyo uHruoutop JAK. B stom
KOHTEKCTE TEPMHH «KOHTPOJb» BKJIIOYAET oOpaszel (M3 TOro k€ THIA TKAHHU), MOJYYEHHbIH OT

cyObekTa, KOTOPbIH, Kak M3BECTHO, HE OTBEUaeT Ha Tepanuio, copepskamyro uHruourop JAK.
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TepMHH «KOHTPOJNB» TaK)ke BKIIOYAaeT oOpaszen (M3 TOro K€ TUMA TKAHHU), IMOJYYEHHBbIH B
IPOIIJIOM OT CyOBEeKTa, KOTOPBIH, KaK HM3BECTHO, HE OTBEUAET HAa TEPAIHIO, CONEPIKAIIYIO
uHruoburop JAK, u wucnonb3yemblii B KauecTBe OSTajoHa My OyAyIIUX CpaBHEHUH C
TECTHPYEMBIMU 00pa3liamMH, B3ATHIMU OT CYOBEKTOB Il KOTOPBIX CIIEAYET MPOTHO3UPOBATH
TEPANeBTHYECKYI0 YYBCTBUTENBHOCTb. «KOHTPOJBHBIIN» YypPOBEHb SKCIPECCUN/KOHLIEHTPALIUS
IJI KOHKPETHOTO Oesika B KOHKPETHOM THUIIE KJIETOK WJIM TKAHU MOXKET OBITh MPEABAPUTENIBHO
YCTAHOBJIEH MyTEM aHaJIu3a YKcnpeccuu Oeka y ogHoro wiu 6osee (Hanpumep, 2, 3, 4, 5, 6, 7,
8,9, 10, 15, 20, 25, 30, 35 unu 40 wiu 6ojee) cyObekTa TOTO K€ BUIA, KOTOPbIE HE OTBETUJIM HA
nedenue uHruoutopom JAK. D10 3apaHee yCTaHOBJIEHHOE STajJIOHHOE 3HaudeHHe (KOTOpoe
MOJKET OBbITb CPEHUM WJIM MEIHAHHBIM YPOBHEM 3KCIPECCHH/KOHLEHTPAIHEH, TOJYYeHHBIM OT
HECKOJIBKUX CyOBEKTOB, KOTOPbIE HE OTBETHJIM HAa TEPAIHIO) 3aT€M MOXKHO HCIIOJIb30BaTh IS
KOHTpPOJIbHOW» KOHIIEHTPALMK/YPOBHSI 3KCIpeccHu Oelka MpH CPABHEHHH C TECTOBBIM
oOpasumom. B TakoM CpaBHEHHWH TNIPEANONAraeTcsi, YTO CYOBEKT OTBETUT Ha TEPAIHIo,
comepxaunyro uHruOuTop JAK, ecnm ypoBeHb 3KCHPECCHHM aHAIM3HPYEeMOro Oeska HUXKe
(Tabmuua 1) nnm Beime (Tabauna 2), 4eM NpeaBapuTeIbHO YCTAHOBIIEHHBII STAJIOH.

«KoHTponbHas» KOHIEHTpALUs AJIs1 KOHKPETHOTrO OeJIka B KOHKPETHOM THIIE KJIETOK HITH
TKaHU MOXeET OBITh aJIbTEPHATUBHO IMPEIBAPUTENbHO YCTAHOBIIEHA MyTEM aHAJH3a SKCIPECCUU
Oenka y ogHOTrO Miu OoJiee CyOBEKTOB, KOTOPBIE OTBETWIIH Ha JiedeHne nHruoutopom JAK. 3to
3apaHee YCTaHOBJIEHHOE STAJIOHHOE 3HaUeHUe (KOTOPOE MOXKET OBITh CPEIHUM HIIM MEIUAHHBIM
YPOBHEM 3KCIIPECCHUH, TMOJYYEHHBIM OT HECKOJIbKHX CYOBEKTOB, KOTOpbIE HE OTBETHJIM Ha
TEPAInI0) 3aTeM MOXHO HCIIONb30BaTh KaK «KOHTPOJIbHBIN» YPOBEHb HKCIPECCHH Oenka mpu
CPaBHEHHMHU C TECTOBBIM 0Opa3LioM. B TakoMm cpaBHEHUH NMPOTHO3UPYETCs], YTO CYOBEKT OTBETUT
Ha Tepamuio, coaepkaryo nHruourop JAK, ecnu KOHLEHTpaLus aHaIM3upyeMoro Oerka Takas
K€ WJIM coroctaBuMa ¢ (Hampumep, mo MeHblued Mmepe 85%, HO wmenee, uem 100%),
NPeABAPUTENBHO YCTAHOBJIEHHOTO ATAJIOHHOTO 3HAUYEHUSI.

B  HeKOTOpbIX BapuUaHTAX OCYLIECTBIEHHS] «KOHTPOJIbY» MpPEACTaBIsieT  COOOH
NPEABAPUTENLHO YCTAHOBJICHHOE TIOPOrOBOE 3Ha4YeHHe. lIpeaBapuUTEeNbHO YCTAaHOBJICHHOE
NOPOrOBOE 3HA4YEeHHE OOBIMHO MPENCTaBisieT COOOW KOHLIEHTPALMIO OeNlka BbIIIE HMJIH HIDKE,
KOTOpasi CYNTAETCS MPOTHOCTUYECKON peakifei CyObeKTa Ha MHTEPECYIOLIYIO Tepanuio. Takum
00pa3oM, B COOTBETCTBHH CO CIIOCOOAMH M KOMITO3UIMSIMH, ONTMCAHHBIMH B TAHHOM JIOKYMEHTE,
STaJIOHHAs KOHIEeHTpaiusi Oenka (Hampumep, Oenka w3 Tabmupl | win  Tabmuubr  2)
OTpeNeNseTCs] KaK IMOPOTrOBO€ 3HAUEHHE, BBINIE WM HIDKE KOTOPOTO MOXKHO TIPEICKa3aThb
peaknuo Ha Tepanuro, conmepxkamyro uHruourop JAK. IToporoseie 3HaueHUs], OmNpeneneHHbIe
IUIE WCTIONIb30BAHMSI B OIMCAHHBIX B JAHHOM JOKYMEHTE Crocobax, MOMKHO CPaBHHTH,
Harpumep, C  onyONMKOBAaHHBIMU  JHANa30HAMU  KOHLEHTPALWH, HO  MOXXHO
WHIMBUAYAIN3UPOBATh B 3aBHCUMOCTH OT HCIOJb3YeMOW METONOJNOTUH M MOMYJISLUH
MaIMEHTOB.

B HekoTOpbIX BapuaHTaX OCYINECTBJICEHUS KOHLEHTpAalMs AaHAIM3HUPYyeMOoro Oenka
CHIDKEHA 110 CPaBHEHUIO C KOHIIEHTpauueii 3Toro Oenka B koHTposie. Hanpumep, KoHLeHTpams

aHaM3upyeMoro Oenka MoxeT ObITh 1O MeHbLIel mepe B 1,5, 2,3,4,5,6,7, 8,9, 10, 20, 25, 50,
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75 unu 100 pa3 Huke, o meHbleit mepe Ha 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%,
100%, 200%, 300%, 400%, 500%, 600%, 700%, 800%, 900%, 1000%, 1500%, 2000%, 2500%,
3000%, 3500%, 4000%, 4500% umau 5000% HIKe, UeM KOHLEHTPALUsS 3TOro Oejika B KOHTPOJIE.

B HekoTOpbIX BapuaHTax OCYIIECTBICHHS KOHLIEHTpALMs aHAJIH3UPyeMoro Oenka
MOBBIIIIEHA 10 CPaBHEHHIO C KOHIEHTpamueidl storo Oenka B koHTpose. Hampuwmep,
KOHLIGHTpALUsST aHAJIM3UPyeMOoro Oesika MOXkeT ObITh 1O MeHbLIel mepe B 1,5, 2, 3, 4, 5,6, 7, 8,
9, 10, 20, 25, 50, 75 unu 100 pa3 Beite, no Menbieii mepe Ha 10%, 20%, 30%, 40%, 50%, 60%,
70%, 80%, 90%, 100%, 200%, 300%, 400%, 500%, 600%, 700%, 800%, 900%, 1000%, 1500%,
2000%, 2500%, 3000%, 3500%, 4000%, 4500% wmnu 5S000% BbImIEe, YeM KOHLIEHTPALIUS 3TOTO
Oenika B KOHTpOJIE.

CrocoObl _ompeniesieHHsi TEPANEBTHUECKOrO0 OTBETA HA _ TEPAIMIO,  COMEPIKALIYIO

unrudurop JAK

B mnpumepax ObUIO HASHTHQULIMPOBAHO HECKOJBKO OENKOB, YPOBHH 3KCIPECCHU
KOTOPBIX y CYOBEKTOB, KOTOpPbIE OTBEYAKOT Ha JieueHue WHTHOUTOpoM JAK, M3MEHSIOTCS BO
BpeMs Kypca JISYeHUS U, CIEeOBATENbHO, MOJIE3HBI JISl ONPEAEIICHHUs] TEPAeBTUIECKOTO OTBETA
(HampuMmep, yIydIlIeHWs ToKa3aTeneld 3a0oNeBaHUsT W/WIM paspelieHuss 3a00ieBaHus) Y
cyobekta, umeromero PTIIX, Ha Tepanmro, comepxkamyro JAK. DTtu Oenku npuBeneHsl B
tabmune 13.

ITonmkeHHass KOHLEHTpanusi Oenka B OHojorudeckoMm oOpasie, MOJYYEHHOM OT
cyObekTa nocie nedeHust tHruouTopoM JAK, no cpaBHeHHO ¢ 0a30BBIM YPOBHEM 3KCIPECCHU B
OmoyorndeckoM o0pasile, MOJTYYeHHOM OT CyObekTa a0 JsiedeHus: mHruouropom JAK, omHoro
wim Oonee (HarmpuMep, o MeHbIned mepe, 1, 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19 umm 20) w3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI,
CCL17, ITGB2, BANK1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansda, CNTNAP2, ZBTBI16,
CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPBI,
AXINI1, EIF4G1, PTX3, TRIMS, IDUA, NCEF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5,
DAPP1, PRDXS5, TLT-2, PARK7, IL2-RA, FOXOI1, ST1A1, GRAP2, NBN, CD93, FCGR2A,
DCTNI1, IRF9, HAVCR2, CD84, STX8, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA,
ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2,
SMADI, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS5, CD177, KLRD1,
ERBB2IP, MILR1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIR1, FKBPI1B,
RASSF2, FATC1, CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3,
SLAMEFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCL5,
PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R-ansdpa, ESM-1, EGLN1, CLEC1B, TYMP,
SNAP29, cyowenunuist A PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC, THBS4,
CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69,
SIGLEC1, FR-ramma, ADAM 8, AZUI1, AREG, SDC4, DCTN2, BID, RELT, CLECS5A,
APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK, CPXM1,
ARSB, SLAMF1, PEBPI, STIP1, cyovemunuust B PDGF, SCARF1, DEFA1l, EPHBA4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXAI11, ICAMI1, PRKCQ, VCAMI,
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HDGF, CD2AP, TNFRSF6B, CLECIA, TNFRSF14, TACC3, MMP-1, NRP1, ZBTB17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDC5, TRANCE,
ARGI1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRP1, LILRAS, CLEC10A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CDIC, DECR1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI1, FADD, FCRLI1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COL4Al,
CEACAMS, SEMA7A, NUDTS, FCRL6, PAPPA, FASLG, GRN w/unu MATN3 yka3biBaeT Ha
TO, YTO CYOBEKT MOJBEPTCs TEPANIEBTUYECKOMY O0TBeTy Ha mHruoutop JAK.

IToBbllmeHHasT KOHIIEHTpalus Oenka B OHOJOTHYECKOM OOpaslle, IMOJYYeHHOM OT
cyOBekTa noce yiedeHus: ”HruouTopom JAK, 1o cpaBHEHUIO ¢ HCXOIHBIM YPOBHEM JKCIIPECCHH
B OuosorndeckoM odpasiie, MOJYyYEHHOM OT CyOBekTa A0 jedeHust naruouropom JAK, onHoro
win Oonee (HampumMep, o MeHbined mepe, 1, 2,3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19 umu 20) w3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO,
CCLI11, hK14, KIM1, FIt3L, PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY,
PAM, PVR, SERPINAS, ST3GALI1, CSTS5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM,
VSIG2, FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS,
REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, ITGBS5, GT,
APLP1, TACSTD2, NINJ1, REN, GCG, SERPINA9, KAZALDI1, SERPINA12, PODXL, AMN,
IGF1R, LTBP2, ANGPTL3, SCARAS, B4GAT1, ROBO2, PDGFC, CA12, DDC, EDIL3,
XPNPEP2, PRTG, NQO2, AMBP, ERBB2, IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10,
FAM3C, uPA, AGR2, METRNL, RTN4R, IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2,
RGMB, EZR, PROC, FURIN, PIgR w/umu SMOC2 yxka3biBaeT Ha TO, 4TO CyOBEKT MMOABEPICs
TepaneBTHYECKOMY OTBeTy Ha uHruourop JAK.

[ToHwxkeHHass KOHLEHTpalusi Oenka B OHONOTMYeCKOM oOpasle, MOJYyYeHHOM OT
cyObekTa nocie jedeHus: uHruoutropom JAK, o cpaBHEHUIO ¢ UICXOIHBIM YPOBHEM 3KCIPECCHU
B Ouosornueckom odpasiie, MOJYyYEeHHOM OT CyObekTa A0 yedeHus: naruouropom JAK, onHoro
wim Oonee (HampuMep, o MeHbinei mepe, 1, 2,3, 4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19 umu 20) u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI,
CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansha, CNTNAP2, ZBTBI16,
CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPBI,
AXINI1, EIF4G1, PTX3, TRIMS, IDUA, NCE2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5,
DAPP1, PRDXS5, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A,
DCTNI1, IRF9, HAVCR2, CD84, STX8, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA,
ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2,
SMADI1, LAIR-2, PIK3API1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS5, CD177, KLRDI,
ERBB2IP, MILR1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIR1, FKBPIB,
RASSF2, FATCI1, CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3,
SLAMEFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCL5,
PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R- ansdpa, ESM-1, EGLN1, CLEC1B, TYMP,
SNAP29, cybwemunuist A PDGF, TNFRSFI11A, gal-§, GCNT1, STK4, TNC, THBS4,
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CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69,
SIGLEC1, FR-ramma, ADAM 8, AZUIl, AREG, SDC4, DCTN2, BID, RELT, CLECS5A,
APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK, CPXMI,
ARSB, SLAMFI1, PEBPI, STIP1, cyowsenunuust B PDGF, SCARF1, DEFAIl, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXA1l, ICAM1, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLECIA, TNFRSF14, TACC3, MMP-1, NRP1, ZBTB17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDC5, TRANCE,
ARGI1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRPI1, LILRAS, CLECI0A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CDIC, DECR1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI, FADD, FCRL1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COL4Al,
CEACAMS, SEMAT7A, NUDTS, FCRL6, PAPPA, FASLG, GRN u/unu MATN3 B coueTaHuu ¢
NOBBIIIEHHON KOHLEHTpauued Oenka B OwmonornyeckoM obpasle, MOJYyYEeHHOM OT CyOBeKTa
nocie sedeHuss uHruoutopom JAK, Mo CpaBHEHUIO C HCXONHBIM YPOBHEM SKCIPECCHU B
OuoyorndeckoM o0pasile, MOJTyYeHHOM OT CyObekTa a0 jedeHus mHruouropom JAK, omHoro
win Oonee (Harpumep, 1Mo MeHbineit mepe 1, 2, 3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19 wmm 20) m3 TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3, CCL25, THPO,
hK14, KIM1, FIt3L, PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM,
PVR, SERPINAS, ST3GALI1, CSTS, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2,
FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4,
hK11, SCGB3Al, DKKLI1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, ITGBS, GT, APLPI,
TACSTD2, NINJ1, REN, GCG, SERPINAY, KAZALD1, SERPINA12, PODXL, AMN, IGFIR,
LTBP2, ANGPTL3, SCARAS, B4GATI1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2,
PRTG, NQO2, AMBP, ERBB2, IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C,
uPA, AGR2, METRNL, RTN4R, IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR,
PROC, FURIN, PIgR wwumu SMOC2 yka3piBaeT Ha TO, YTO CyOBEKT MOIBEPrcst
TepaneBTHYECKOMY OTBeTy Ha uHruourop JAK.

B nekoTopsix Bapuanrtax ocymectsienns PTIIX npencrasisier coboit octpyro PTIIX. B
apyrux Bapuantax ocymectsierus PTIIX npencrasnsier codoit xpornyeckyro PTITX.

Buonornueckue o0pasibl

[Mopxonsmue Ouonorndeckue oOpas3Lbl AJisi ONMUCAHHBIX B TAHHOM JOKYMEHTE CIOCOOOB
BKJTIOYAIOT JIOOYI0 OWOJIOTHYECKYIO SKUIKOCTh, KJIETKY, TKaHb WJIH WX (PaKIUIO, KOTOpas
CONIEP>KUT MPENCTaBJISIONINe HHTepec Oenku. buonornyeckuii odpasenr MoxeT ObITh, HATIPUMED,
o0pa3LoM, TOJYYeHHBIM OT YeJIOBeKAa, WJIM MOMKET OBbITh MOJIy4€H OT TaKOro CyOBEKTa.
Hanpuwmep, Ouonorunueckuii obpasern MOKET NMPeACTaBIsITh COOOH OMONOTHYECKYIO KHIKOCTb,
TaKyl0 KaK KPOBb, CBIBOPOTKA, IIa3Ma, MOYa, CITUHHOMO3IOBAas KUAKOCTb, CIIFOHA, CJIe3HAsI
JKUJKOCTh WJIM TIOT, WUIA Tako# oOpaser, adOcopOMpOBaHHBINA Ha MOIJIOXKKE (HAmpUMeEp, CTEKJIE,
noJIuMepe Uik Oymare).

buonorndecknii  oOpaseny MoKeT OBITb TOJy4eH OT CyObeKkTa, HWMEIOLIEro,

MOA03PEBAEMOr0 B HAJIMYUU WM NMOABEP:KeHHOro pucky passutuss PTIIX. B ompeneneHHbIX
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BAapUAHTAaX OCYINECTBIEHUs] CyObekr wumeer octpyio PTIIX. B HekoTopbIX BapuaHTax
OCYyIIECTBIIEHHS CYOBEeKT nMeeT Xxpornueckyro PTITX.

CriocoObl monyueHust WU XpaHeHUus: 00pas3LioB, KOTOPbIE COXPAHSIOT aKTUBHOCTb WU
L[EJIOCTHOCTh MOJIEKYyJl (Hampumep, OeiakoB) B oOpaslie, XOpPOIIO H3BECTHBI CIELHAIUCTaM B
naHHOW obOmactu TexHukH. Hanpumep, Ouonmormyeckuii oOpaser] MOXET IOMOJHHUTENIbHO
KOHTaKTHPOBAaTh C OAHUM MU OOJiee NOMONIHUTEIbHBIMU areHTaMH, TaKUMH Kak Oydeps! n/unum
MHTHOUTOPBI, BKJIIOYAsi OAMH WK Oosee MHrHOUTOPOB HykJeas, nmporteas u (ocdaras, koropbie
COXPAHSIIOT WM MUHUMH3UPYIOT U3MEHEHHs B MOJIEKYJIax B oOpasiie.

OnpeneneHne YpOBHEHN 3KCIPECCUN/KOHLIEHTPALUMU OMOMAPKEPOB

[TpucyTcTBUE WM YPOBEHb 3KCHPECCHH (KOJIMYECTBO) F€Ha MOXKHO OMpPEAENIUTh MyTeM
OOHapy KeHHs W/WJIH U3MEPEHUs YPOBHS SKCIIpeccuu OejKa reHa.

B onHOM BapmaHTe OCYIIECTBJICHHUSI SKCIPECCHs] T€HAa MOXKET OBITh ONpenesieHa MyTeM
OOHapy KeHHs W/WIIH U3MEPEHUs] SKCIPECCHH TN KOHLIEHTPALUH OeKa, KOIUPYEMOTO T'€HOM.
MeTtozs! onpeneneHnst SKCIPECCHN/KOHIEHTPALUHN Oellka XOPOLIO U3BECTHBI B JTAaHHOH 00JacTh
TexHUKH. OOBIMHO HMCTONB3YEMBIH METOA BKJIOUAET HCIIONb30BAHUE AHTUTEN, CHEenU(UIHBIX
IUIE MHTEpEeCyroLero uenesoro Oenka. Hampumep, MeTonsl ompeneneHus! 3KCIpecchu Oenka
BKJIFOYAIOT, TIOMHUMO TPOYETO, BECTEPH-OJOTTHHI WM AOT-OJIOT-aHAIN3, UMMYHOTHCTOXUMHIO
(marmpumep, KOJINYECTBEHHYIO UMMYHOTHCTOXUMHIO), UMMYHOLIUTOXHMHUIO,
ummyHopepmenTHbIH ananmu3 (MPA), nmmyrodpepmenTasiii aHanu3 msreH (ELISPOT; Coligan,
JE, et al, Eds. (1995) Current Protocols in Immunology. Wiley, New York),
PaIMONMMYHOAHAJIN3, XEMUIIOMUHECLIEHTHBIH HMMYHOAHAJIN3, 3JIEKTPOXEMUIIOMUHECIIEHTHBIN
UMMYyHOAQHAJIN3, JIATEKCHBIH TypOMIUMETPHUECKUIl MMMyHOAHANIN3, JIaTeKC-(HOTOMETPUUECKUI
MMMYyHOQHAIIN3, HUMMYyHOXpoMaTorpaduyeckuii aHajn3 M aHAJIN3 MaTpHULbl aHTUTEN (CM.,
Harpumep, nyonukanuu CIITA Ne 20030013208 u 2004171068, onucanust KaXXa0H U3 KOTOPBIX
BKJIIOUYEHBI B IAHHOE OIMCAHKE ITOCPECTBOM CCBUIKH B IIOJIHOM 00BEMe).

B onmHOM mpumepe MpHUCYTCTBUE WJIM KOJUYECTBO SKCIPECCHU Oesika reHa (Harmpumep,
reHa, npuBeAeHHOro B Taduie 1, Tabnuie 2 win Tabnuie 13) MOXKHO ONpPeneuTh ¢ TOMOIIBIO
Metona BecTepH-OnorTiHra. Hampumep, nu3aT MoKeT ObITh MPUTOTOBJIEH U3 OMOJIOTHYECKOTO
oOpasua, wiu cam Ouosornueckuil oOpaser; MoxeT ObITh NMpHBENEH B KOHTAKT ¢ Oydepom
JIobMMIM ¥ TIOABEPTHYT 3JeKTpodope3y B MOIHAKPHUIAMUAHOM Trelie C JOACLUICYJIbhaTom
Hatpusi (SDS-PAGE). benku ¢ SDS-PAGE-pasnesnennem, pasieieHHbIe MO pa3Mepy, 3aTeM
MOTYT OBbITh TepeHeCeHbl Ha (QUIBTPYIOIIYI MeMOpaHy (HAampuMmep, HHUTPOLEJUTIONIO3Y) U
MOJBEPTHYTHl METOJAM HMMYHOOJIOTTUHIA C HCIOJb30BAHHEM AETEKTUPYEMOIrO MEYEHHOTO
aHTHTENa, CIEeUU(UIHOTO K TpEeACTaBisomeMy HHTepec Oenky. Hamwume wnm konm4ecTBo
CBSI3aHHOT'O JIETEKTUPYEMOIr0 MEUEHHOT'O aHTHUTENA YKA3bIBAET HA MPHUCYTCTBUE HIIH KOJNYECTBO
Oenka B OMoJioruaeckoM odpasiie.

B npyrom npumepe MMMyHOaHaNIW3 MOXKHO HCIIOJIb30BaTh ISl OOHAPY)KEHUS W/MUIH
U3MepEeHUs HKCrpeccun Oenka reHa (HampuMep, reHa, NpUBEAeHHOro B Tadimue 1, Tabmune 2
wm tabmuue 13). Kak ykazano Bbime, aisi Lejieil OOHAapy)KeHHS HWMMYHOAHAJIU3 MOXKHO

NPOBOAWTh C AHTHUTEJIOM, KOTOpPOE HeceT JIeTeKTupyrouuil Qparment (Hampumep,
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bayopecueHTHbi areHT uian (epmeHT). benku u3z Ouosorndeckoro obpasma MOTryT OBITh
KOHBIOTHPOBAHbI HEMOCPEACTBEHHO C TBEPAO(a3HBIM MAaTPUKCOM (HAIIPUMEDP, MHOTOJIYHOYHBIM
AHATUTUYECKUM IUIAHLIETOM, HUTPOLEJUIFOJIO30H, arapo3oii, cedapos3oi, KOJUPYEMbIMU
YaCTUI[AMU MJIM MarHUTHBIMU I'PAHYJIaMU) WA MOTYT ObITh KOHBIOTMPOBAHBI C NEPBBIM YJIEHOM
cienn(pruIecKkoi CBs3bpIBaAIOIIEN Mapbl (HanmpuMmep, OMOTHHOM WM CTPENTABHIANHOM), KOTOpas
NPUKpEIUIseTcs K TBepaoda3sHOH MaTpHLe PH CBA3BIBAHIUH CO BTOPBIM WIEHOM CIIENNU(pUIECKON
CBSI3BIBAIOINEH Mapsl (HAampuMep, CTPENnTaBUIMHOM Win OnornHOM). Takoe mpukperuieHue K
TBepro(a3HOH MaTpHIIEe MO3BOJSET OUUINATh OCJIKU OT APYTHX MEINAIOIINUX HIIH HepPeJIeBAaHTHBIX
KOMITOHEHTOB OMOJIOTHYECKOro oOpasua A0 KOHTAKTa C NETEKTHPYIOLIMM aHTUTENIOM, a TaKXkKe
MO3BOJISIET MPOBOAMUTH MOCIEIYIOIYI0 TPOMBIBKY HECBSI3aHHOTO AHTHTENA. 3/eCh W Jajee,
HAJIMYME WM KOJUYECTBO CBS3aHHOTO JETEKTUPYEMOTO MEYEHHOTO aHTHTENa YKa3bIBaeT Ha
NPUCYTCTBHUE WIIH KOJIMYECTBO Oesika B OnosoruaeckoM odpasie.

HeTr KOHKpETHBIX OrpaHUYEHUH B OTHOLIEHHH (POPMBI AHTHUTENA, M JAHHOE OINHCAHHE
BKJIFOYAET TOJHMKJIOHAJIBHBIE aHTUTENA, & TAKXKE€ MOHOKJIOHAJIbHbIC aHTHTENA. AHTHCHIBOPOTKA,
NOJIy4YEeHHAas! TP UMMYHHU3ALMH KUBOTHBIX, TAKUX KaK KPOJMKH, OEIKOM WIH ero (pparMeHTOM
(T.e. 6ETKOM WJIH €0 UMMYHOJIOTHYECKUM (PparMeHToM U3 Tabiuiel 1, Tabmuibl 2 Wi TabrIb]
13), a Take MOJNMKJIOHAJIbHBIE M MOHOKJIOHAJIbHBIE AHTUTENIA BCEX KJIACCOB, YEJIOBEUECKHUE
aHTHTENA, ¥ TYMAaHU3HUPOBAHHBIE AHTHUTENA, TIOJyUYeHHbIE IyTeM €HETUYECKON PEeKOMOMHALINY,
TaKXKe BKJIIOUEHBbl. AHTHUTENA WK (PParMeHThbl aHTUTEN, Cielu(pUIHbIe 111 Oellka, KOAUPYEMOTo
OHUM UM OoJiee OMOMapKepaMH, TAKKe MOTYT ObITh IMOJIyYeHbl METOIAMH in Vitro, TAKUMH Kak
darosenii gucruieii. bomee Toro, aHTuTeno Moxer ObITh (PPArMEHTOM AaHTUTENA WIIH
MOIU(PHUIMPOBAHHBIM AHTUTEJIOM IIPHU YCIOBHUH, YTO OHO CBSI3bIBAETCSI C OEJIKOM, KOJUPYEMBIM
ouomapkepom 1o uzobperenuto. Hanpumep, Fab, F (ab’) 2, Fv unu onqnouenoueunsiii Fv (scFv)
B kotopom Fv H-enu u Fv L-uenu noaxopsium obpa3om cBsizanbl guHkepoM (Huston et al.,
Proc. Natl. Acad. Sci. USA, 85:5879-5883, (1988)) moryT ObITb NpenCTaBIE€HbI B BHIE
(parMeHTOB aHTHUTEI.

AHTHTENa MOTYT OBITh KOHBIOTHPOBAHBI C PA3JIMYHBIMU MOJIEKYJIAMH, TAKUMH Kak
(byopecLeHTHbIE BEINECTBAa, PAJAUOAKTHBHBIE BEIECTBA M JIIOMUHECIIEHTHBIE BEIIECTBA.
CriocoObl MPUCOEAMHEHUS TaKUX (PPAarMEHTOB K aHTHTENY YyiKe pa3paboTaHbl M OOIIETPHUHSITHI B
naHHOH obnactu TexHukH (cMm., Harpumep, US 5057313 u 5156840).

[TprMeps! METOZOB, KOTOPBIE ONMPENEISIFOT AHTUTEHCBS3bIBAIOIIYI0 aKTUBHOCTD aHTHUTE,
BKJIFOYAIOT, HANpUMEP, HM3MEPEHHE ONTHUYECKOH IUIOTHOCTH, HMMMYHO(EPMEHTHBIH aHaJIn3
(UDPA), wnvmmynodpepmenTHoiii aHamu3z (EIA), pamuoummynoanamn3 (PUA)  w/mmm
umMMmyHodayopecueHuo. Hampumep, npu wucnonb3oBanun HDPA 0Oellok, KOIUPYEMBIi
OromapkepoM 1o n300peTeHuro0, J0OABNIAETCS B TUIAHIIET, TOKPBITBIA aHTUTENIAMH TI0 TAaHHOMY
n300peTeHNo, a 3aTeM N00aBISIFOTCA OOpasel] aHTHTeNa, HalmpuMep, CYNEPHATAHTHI KYJIbTYD
KJIETOK, MMPOAYLIUPYIOIINX aHTUTENA, WIIM OYUINEHHbIE aHTUTeNa. 3aTeM 100aBIseTCs BTOPHUHOE
AHTUTEJNIO, PACIO3HAOLIEe MEPBUYHOE AHTUTENO, KOTOPOE MEYEHO INeJovHoi ¢ocdarazoil u
no00HBIMU (PePMEHTaMH, TUIAHIIET HHKYOUPYETCs M MPOMBIBAETCS, U U3MEPSETCs] ONTUYECKas

IJIOTHOCTh JId OLECHKHU aHTI/IFeHCBﬂSBIBaI-OH_Ieﬁ AKTHBHOCTHU IIOCJIC I[O6aBJ'IeHI/IH (l)epMeHTHOFO
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cyOctpara, Takoro kak p-aHutpodenmipocdar. B kadecTBe Oeska MOMXKET HCIOIB30BATHCS
¢parmeHT Oenka, Hampumep, (pparmeHT, copepxamuii C-koHer, win (parMeHT, COAepsKaIIHi
N-xonen. [l OLleHKU aKTUBHOCTH AHTHTENA MO JAHHOMY M300PETEeHHMI0 MOXKHO HCIOJIb30BaTh
BIAcore (GE Healthcare).

IIpy HCHOJB30BAaHMM JTHX METOJOB IPOUCXOAUT KOHTAKT aHTHTeNa W oOpasua,
IPEATONOKUTENIBHO COAEPIKAIIEro MPEACTaBISIIOMNN HHTEepec OenoK, u OesoK, KOIUpPyeMbIid
OuomMapkepoM MO H300pPETEHHIO, BBIBJISETCS WM AHAIU3UPYETCS] MyTeM OOHAPYKEHUs WIIN
aHaJM3a MMMYHHOTO KOMIUIEKCa, OOpa3OBAaHHOIO MEKAY BBIMIEYIIOMSHYTBHIM aHTUTEJIOM U
OenKom.

MeToapl KOJIMYECTBEHHOTO aHAJIN3a Ha OCHOBE MAacCC-CIIEKTPOMETPHUH, Hampumep, Oe3
OTpaHUYEHUs, MOOXOAbl HAa OCHOBE MOHHMTOPHMHIAa MHOXKECTBEHHbIX peakuuii (MRM) B
COYETAaHUH C BHYTPEHHMMH CTaHIAPTAMH, MEUEHHBIMH CTAaOWIBHBIMH H30TOMAMH, SIBIISTFOTCS
AJIbTEPHATHBOH MMMYHOQHAJIM3aM JIJIsl KOJJMYECTBEHHOTO U3MEPEHHUsT OENKOB. DTH MOAXOAbI He
TpeOyroT ucronp3oBaHus anturen (cM., Hanpumep, Addona et al., Nat. Biotechnol., 27:633-641,
2009; Kuzyk et al., Mol. Cell Proteomics, 8:1860-1877, 2009; Paulovich et al., Proteomics Clin.
Appl., 2:1386-1402, 2008). Kpome Ttoro, MRM mpemyiaraer mnpeBOCXOAHBIE BO3MOXKHOCTH
MYJIBTUIIEKCUPOBAHUS, TIO3BOJISII OJHOBPEMEHHO KOJMYECTBEHHO OINPENeNsiTb MHOMXECTBO
OenxoB. OCHOBHAas TEOPHsI 3TUX METOJOB XOPOLIO W3BECTHA M LIMPOKO HCHOJB3YETCS IS
aHanmm3a MeTaboyn3Ma JIEKAPCTBEHHBIX CPENCTB U (PapMAKOKMHETHKH MAJIbIX MOJIEKYL.

B HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUS MOXKET OBITh OLEHEHAa W/WIM H3MepeHa
KOHLIEHTPALUs ABYX O€JKOB, TpeX OENKOB, UeThIpeX OEJKOB, MATH OENKOB, MEeCTH OeNKOB, CEMU
OenkoB, BocbMH OenkoB, AeBsatu OenkoB, 10 Oenkos, 11 Genkos, 12 6enkos, 13 GenkoB umm 14
OeKOB, WM MO MeHbLIeH Mepe aBa Oeyka, O MeHbLIeH Mepe TpH Oenka, Mo MEeHbLIeH Mepe
yeTbIpe Oelka, Mo MEeHbLIEeH Mepe MsATh OEeKOB, O MEHbIIeH Mepe IeCTh OeTKOB, O MEHbIIEH
Mepe ceMb ONKOB, IO MEHbLIEH Mepe BOCEMb OENIKOB, IO MEeHbILIeH Mepe AeBATh OeJKOB, IO
menblIeit Mepe 10 GenkoB, mo MeHbineil Mepe 11 GenkoB, Mo MeHbinel mMepe 12 GenkoB, Mo
MeHbLIei Mepe 13 OenkoB wim no MeHbweil mepe 14 6enkoB u3 Tadauubl 1.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS MOXKET OBITh OLEHEHAa W/WIM H3MepeHa
KOHIIEHTpAIUsI ABYX OENIKOB, TpeX OENKOB, YeThIpex OEKOB MU MSATH OEJIKOB, UJIH O MEHBIIEH
Mepe ABYX OEJIKOB, IO MEHbIIEH Mepe Tpex OEJIKOB, TI0 MEHbIIEH Mepe YeThIpex OeNIKOB WIIH T10
MEHBLIEH Mepe TSITH OETKOB 13 TaOJIUIbI 2.

B HEKOTOpBIX BapHaHTax OCYLIECTBICHUS MOXKET OBITh OLCHEHAa W/WIM H3MepeHa
KOHLIEHTPALUS ABYX OEJKOB, TpeX OEJKOB, YeThIpeX OEJKOB, MATH OENKOB, IECTH OeNKOB, CEMU
OenkoB, BoCbMU OefikoB, neBsaTH OenkoB, 10 Oenkos, 11 Oenko, 12 Oenkos, 13 Oenkos, 14
OenkoB, 15 Oenkos, 16 Genkos, 17 Oenkos, 18 Oenkos, 19 GenkoB mian 20 OEIKOB, WIH IO
MeHbLIeH Mepe 1Ba Oenka, Mo MeHbLIeH Mepe Tpu Oenka, o MeHbIIell Mepe ueThipe Oenka, 1o
MEHBLIEH Mepe MATh OETIKOB, 110 MEHbIIEeH Mepe MeCTh OENKOB, 0 MEHbINIEH Mepe CeMb OEITKOB,
[0 MEHbLIEH Mepe BOCeMb OE€JKOB, IO MEHbIIEH Mepe AeBATh OeNKOB, Mo MeHbIueil mepe 10
OenkoB, mo MmeHblIed Mepe 11 OenkoB, mo MeHbled mepe 12 OenkoB, mo MeHblIeidl Mepe 13

OenkoB, Mo MeHblIeH Mepe 14 OenkoB, mo MeHbLIeH Mepe 15 OenkoB, Mo MeHblIeill Mepe 16
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OenkoB, Mo MeHblIeH Mepe 17 OenkoB, mo MeHblue Mepe 18 OenkoB, mo MeHbined mepe 19
OenkoB uu 1o MeHbIneil mepe 20 6enxo nu3 Tadbmauiml 13.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJIICHUs CIIOCOOOB, OMHCAHHBIX B JAHHOM JOKYMEHTE,
cnocob BkIrOUaeT usMmepeHue kouneHrpanuu MCP-3, koropas Hike 15 nr/mu, Hioke 10 mr/mo,
Hke 9 nir/mun, Hke 8 mr/mut, Huke 7 Tir/mut, Huoke 6 Ir/mut, Huoke S nr/mut, Huoke 4 mr/Min uin
HIDKE 3 T/ ML

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS CIIOCOOOB, OMUCAHHBIX B TAHHOM JOKYMEHTE,
cnoco0 BKIIKOYaeT u3Mepenne KoHueHtpaunu Reg3 A, koropast Huwke 45000 nir/mi, Hioke 40000
nr/mi, Hoke 35000 nr/mi, Hoke 30000 nr/ma, Hmwke 25000 mr/mu, Hioke 20000 mr/min, HEXKe
15000 rir/mi wnu Hroke 10000 rr/mr.

B HEKOTOpBIX BapUaHTAX OCYIIECTBJIEHHs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
cniocod BkrO4aeT usMmepenue kounenrpauu TNFRSFOB, kotopas Huke 400 nr/min, Huke 350
rr/mi, Hroke 300 rr/mun, Huoke 250 mr/mut uan Hioke 200 mr/mit.

B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
cniocob BrIrouaet usmepernne korueHTpaunu SCF, koropas Beime 350 nir/mu, Bbime 400 mr/m,
Bbitie 450 rr/mn, Beime S00 mr/mi, Bbite 600 mr/mMi1 UM Boime 650 mr/mit.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
crocod BrmrouaeT m3Mepenne kouneHtrpanuu CXCL10, xortopas mmwke 900 nr/mu, Hike 800
nr/mi, Hroke 700 nir/mon, Huske 600 rr/mun, Huske SO0 rr/mut unu Huske 400 mr/mit.

B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHHUs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
cnocod BKIFOUaeT u3MepeHue koHueHtpaunu IL-8, koropas mike 40 nr/mun, Huwke 35 nr/mi,
Hoke 30 nir/mun, Huke 25 nir/mon, Hrske 20 nr/mn, Hioke 15 nr/mi uma Hoke 10 mr/mot.

B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS CIIOCOOOB, ONMUCAHHBIX B JAHHOM JOKYMEHTE,
criocod BKIOYaeT u3MepeHue koHuentpauun ST2, koropas Hmwke 140000 nr/mu, Hike 130000
rr/mi, Hroke 120000 rr/m, Hike 110000 rnr/mi, Husxe 100000 mr/mu, Hioke 90000 rir/mi, HIbKe
80000 mir/mu mnu Huke 70000 1mr/mt.

B HEKOTOpBIX BapHaHTAaX OCYIIECTBJIEHHs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
cnocob BrirouaeT usmepenue konuentpaunn CALCA, koropas Huske 3000 nr/mn, Hroke 2900
nr/mi, Hoke 2800 mr/mut, Hioke 2700 mr/mi, Huoke 2600 mr/mut, Hiwke 2500 mr/mu, Humke 2400
rr/mi, Hroke 2300 nr/mu, Huske 2200 nr/mor, ke 2100 nr/mit uinn Hiske 2000 mr/mot.

B HEKOTOpBIX BapuaHTAX OCYIIECTBJIEHHs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
crnioco0 Biirouaet nusmepenne konueHrpanuu TNF-R1, koropas amwke 12000 nir/mi, Hmke 11500
nr/mi, Hroke 11000 nr/ma, Hwske 10500 nr/mn, Hiske 10000 nr/mi wiu Hiske 9500 mr/mut.

B HEKOTOpBIX BapHaHTAaX OCYIIECTBJICHHs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
crocod BKIIIOYAET M3MepeHue KoHueHTpauuu IL-6, koropas Huxke 3,5 mr/mui, HIDKe 3 mr/mi,
HIDKe 2,5 Tr/mit, HusKe 2 Tr/Mi Wik Hioke 1,5 mr/mo.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHUs CIIOCOOOB, OMUCAHHBIX B JAHHOM JOKYMEHTE,
cnocod BiirouaerT msmepenue koHuentparuu CCL19, kortopas mmke 1000 nr/mn, Hmke 900
nr/mi, Hroke 800 nir/mut, Huske 700 nr/mu, Huke 600 rr/mit uimn Hioke S00 mr/mot.

B HEKOTOPBIX BapHUaHTaX OCYLICCTBJICHUA CHOCO6OB, ONMMCAHHBIX B TAHHOM HNOKYMCHTC,
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croco0 BKIIFOYaeT u3MepeHue KoHueHtpauuu PON3, koropas Beime 150000 mr/mi, Bbie
200000 nr/mn, Beime 250000 mr/ma, Bbime 300000 mr/mi, Beime 350000 mr/mMia Wid BbILIE
400000 mir/m.

Huruduropsl JAK

B HekoTOpbIx BapuaHTax ocymectiaenus wunrunourop JAK mnpexncraBmsier coboii

coenunenue, koropoe unrudupyer JAK1, JAK2, JAK3 w/unun TYK2. B HekoTOpbIX BapuaHTax
ocymectBienuss uHruourop JAK sBisiercst cenextuBHbIM B oTHomeHnn JAK1 u JAK2 mo
cpaBHeHnto ¢ JAK3 u TYK2. B HekoTOphIX BapuaHTax ocCyliecTBieHuss uHruoutop JAK
siBJIsieTcs cenekTuBHBIM B oTHOIIeHNH JAK 1 o cpasaenuto ¢ JAK2, JAK3 u TYK?2. Hanpuwmep,
HEKOTOpbIe W3 ONHCAHHBIX B JAHHOM JOKYMEHTE COCIWHEHMH WM HX (papMaleBTUYECKH
NpUEeMJIEMbIE COJIH MPENNOoYTHTENbHO HHrHOUpYIOT JAK 1 o cpaBHeHHIO ¢ OMHUM WK OoJiee U3
JAK2, JAK3 u TYK2. B HexkoTOpbIX BapHaHTax OCYILECTBIEHHUs COEAUHEHMs] WU COJH
uHrnoupyrot JAK1 mpeanoururensHo mo cpaBaeHuio ¢ JAK2 (manpumep, nmerotr JAK2/JAK1
ICso coorHomenue >1). B HEKOTOpBIX BapuUaHTaX OCYIIECTBIIEHUS COCOUHEHHS WU COJIH
npumepHo B 10 pa3 Oonee cenexktuBHbl B oTHOomeHun JAK1 mo cpaBrenuio ¢ JAK2. B
HEKOTOPBIX BapUAaHTaX OCYLIECTBJIEHUS COEIMHEHUs WJIH COJNM NMPUMEPHO B 3, MPUMEPHO B 5,
npumepHo B 10, mpumepHo B 15 mn npumepHo B 20 pas Oonee cenekTruBHBI B oTHOmeHNH JAK 1
no cpaBHeHHto ¢ JAK?2, uro paccunutano nyrem usmepenus ICso npu 1 MM ATO.

B HekoTopeix BapuaHTax ocymectsieHus uHruoutop JAK mnpencraemsier coboit 3-
tukoneHTw-3-[4-(7H-nupon| 2,3-d] nupumunun-4-un)- 1 H-nupason- 1-ui|nponaHHATPUIL.

B HekoTopeix BapuanTax ocymectsiaenust nuaruoutop JAK npencrasnsier codoit (3R)-3-
tuknoneHTwn-3-[4-(7H-nuppono[2,3-d] nupumunus-4-un)- 1H-nupazon-1-un] nponaHHUTPHI
(pyxconutunuO; Takke u3BecTHbIil kak INCB018424).

3-uuknonentun-3-[4-(7H- nupposio[2,3-d] nupuMmuguH-4-mn)- 1H-nupazon-1-
WI|TIPONAHHUTPUI M PYKCOJIMTUHHO MOTYT OBITH IIOJY4€HBl C IIOMOINBIO MPOLEAYPHI,
onucanHoit B US 7598257 (npumep 67), nogannoit 12 nexadbpsi 2006 r., KOTOpasi MOJHOCTHIO
BKJIFOUEHA B TAHHBIM JOKYMEHT MOCPEICTBOM CChUIKH.

B HekoTOphIX BapuaHTax ocymecTBieHus nHruoutop JAK mpencrasnser coboii conb
dochoproit  kucaorel  (3R)-3-umknonentun-3-[4-(7H-mupon[2,3-d] mmpumunue-4-nn)-1H-
nupaso- 1-wi|nponaHHUTpUIIA.

B HekoTophIx BapmaHTax ocymectsieHus uHruourop JAK mpencraBnsier coOoi
OapuuuTuHUO, TOoGauUTHHUO, OKIAUUTHHUO, QUITOTUHUO, TaHOOTUHUO, JEeCTyPTUHUO,
momenotuauO, Oakputunud, PF-04965842, ymamauutuan®, mneuutuHud, denparunHuod,
kykypoutaums I, ATI-501 (Aclaris), ATI-502 (Aclaris), JTE052 (Leo Pharma u Japan Tobacco)
nnn CHZ868.

B HekoTopeIx BapmaHTax ocyuiectsieHust HHrHOuTop JAK Mosker mpencrasisite coboit
COEAMHEHHE, MEUYEHHOE U30TOMaMH, HIH ero (apMaleBTHYECKH TPUEMIIEMYIO COJIb.
«H30TONMHO» MIIH «PAAMOAKTUBHO MEYEHHOE» COEANMHEHUE TIPEACTABISIET COOOH COETUHEHHE T10
n300peTEeHNI0, B KOTOPOM OIMH WM Oojiee aTOMOB 3aMEHEHbl HIIM 3aMEIIEHbl aTOMOM,

UMCHOIIUM aTOMHYIO MAacCCy UJIU MaCCOBOEC YHCJIO, OTJIMYHOEC OT aTOMHOM MacChl MJIM MacCOBOI'O
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qrcia, OOBIYHO BCTpEUArOIIerocsi B mpupoae (T.e., npupoanoro). [oxaxonsimue paguoHyKINUIbL,
KOTOpble MOTYT OBITh BKIJIFOYEHbI B COEJUHEHMS IO JAHHOMY H300pETEeHHMIO BKIOYANOT, 0e3
orpannuenns, “H (taxxke o6o3HaueHHsI kak D st peiirepus), *H (Taxoke 0603HaueHHbIH Kak T
s Tputuyma), 'C, 13C, MC, BN, BN, 150, V0, 80, '®F, s, *Cl, Br, ™Br, "Br, ""Br, ‘2,
S W I Ry Hanpumep, onuH uimu Oojiee aTOMOB BOAOPOAA B COEAMHEHHH MO JAaHHOMY
n300peTEeHHIO MOTYT OBITh 3aMEHEHbI aTOMaMU JeiTepusi (Hampumep, OAuH Ui Oojee aTOMOB
Bogopona B CiankuibHol rpymme ¢opmynsl (I) mMoxer ObITh HEOOS3aTENBHO 3aMelleH
aromamu nenrepus, Tak -CDs, 3ameraer -CH3).

Onun wumm Ooyee COCTaBJSIIOIIMX AaTOMOB COENMHEHHH, OMNHCAHHBIX B JaHHOM
JOKYMEHTE, MOTYT OBbITb 3aMEHEHbl WM 3aMELIeHbl MPHPOJHBIMH WJIH HENPHUPOIHBIMU
U30TOMAMHU aTOMOB. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS COCOUHEHHE COIEPXKHT II0
MEHBIIEH Mepe OAWH aToM JeiTepus. B HEKOTOPBIX BapuUaHTaxX OCYLIECTBJICHUS COCIMHEHUE
comepkuT 1Ba WM Oosee aroma nelirepus. B HEKOTOpBIX BapHaHTaxX OCYLIECTBIICHHS
coenuHenne comepxur 1-2, 1-3, 1-4, 1-5 unn 1-6 atomoB aeiitepusi. B HeKOTOpBIX BapuaHTax
peanm3aliu BCE aTOMbI BOIOPOZNA B COEIMHEHHMH MOTYT OBITh 3aMEHEHBI WM 3aMelleHbI
aTOMaMu AeUTepusl.

CuHTEeTHYEeCKHE METO/BI BKIIFOUEHUS] U30TOIOB B OPraHNYECKHUE COSAMHEHNS] U3BECTHBI B
nanHoi obnactu Texauku (Deuterium Labeling in Organic Chemistry by Alan F. Thomas (New
York, N.Y., Appleton-Century-Crofts, 1971; The Renaissance of H/D Exchange by Jens Atzrodt,
Volker Derdau, Thorsten Fey and Jochen Zimmermann, Angew. Chem. Int. Ed. 2007, 7744-
7765; The Organic Chemistry of Isotopic Labelling by James R. Hanson, Royal Society of
Chemistry, 2011). Medenble M30TONMaMH COEAMHEHUS MOTYT HCIOJB30BAaTbCS B PA3JIMUHBIX
UCCIIENIOBAaHMAX, Takux Kak SMP-CnekTpocKomusi, SKCHEPUMEHTH 10 MeTa0OIM3My W/MJH
aHAJIN3BI.

3amena Ha OoJiee TsDKeble M30TOIBI, TAKUE KaK ACHTepHi, MOXKET IaTh ONpeneseHHbIe
TepaneBTHYECKUE MPEUMYLIEeCTBa, OOYCIOBIEHHbIE OOJbINEH META0OOINYECKOI CTaOUIbHOCTBIO,
HANpUMep, YBEJIUMYCHHbIM BPEMEHEM IOJY’KU3HU in VIVO WM CHIKEHHBIMH TPEOOBAaHUSIMH K
JO3UPOBKE, U, CJIEAOBATEILHO, MOXKET OBbITh MPEANOYTUTEIbHOW B HEKOTOPBIX OOCTOSTENbCTBAX .
(Cm., nanpumep, A. Kerekes et. al. J. Med. Chem. 2011, 54, 201-210; R. Xu et. al. J. Label
Compd. Radiopharm. 2015, 58, 308-312). B wacTHOCTH, 3aMeHa B OHOM WJIH 0OJiee y4acTKax
MeTadOoJII3Ma MOKET JaTh OTHO W 0oJiee TepaneBTHYECKUX MPEUMYIIECTB.

CoOTBETCTBEHHO, B HEKOTOPBIX BapUaHTaxX ocymecTeieHus wuHruoutop JAK
NpeACTaBisieT COOOH coeMHEHNEe, B KOTOPOM OAMH HJIH O0Jiee aTOMOB BOJAOPOAA B COCAMHEHUH
3aMEHEHBl aTOMaMU JACHTEPHs], UIIH ero (papMaLleBTUYECKH TPUEMIIEMOH COJIBIO.

B Hekorophx BapmaHTax ocymectsieHust uHruourop JAK mpencraBnsier coOoi
PYKCOMUTHHUO WM ero (apMaleBTHUECKH MPUEMIIEMYIO COJb, B KOTOPBIX OAWH WM OoJjee
aTOMOB BOJOPOZa 3aMEHEHBbl aToMaMH Jeirepus. B HEKOTOpBIX BapHMaHTaX OCYIIECTBBICHHUS
unruoutop JAK mnpencrasisier codoit modoe n3 coequHennii, ykazaHHbix B [latente CIIIA No
9249149 (KOTOpPBIN MOJHOCTHIO BKIIKOYEH B JIAHHBINA JTOKYMEHT IOCPEICTBOM CCBIJIKH), HJIU €T0

(bapMaleBTHUECKH NPUEMIIEMYIO COJIb. B HEKOTOpBIX BapHMaHTaX OCYLIECTBJIEHUS MHIHOUTOD
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JAK mpencrasisier cobori CTP-543 wmm ero (apmaneBTHUECKH TPUEMIIEMYI COJb. B
HEKOTOPBIX BapHUaHTax OCYINECTBJICHUS COEJUHEHUE TMpEACTaBisieT COoOOH coeanHeHue

Dopmysl I

WK ero (PapMaLeBTUUECKU IPUEMIIEMYIO COJIb, IPHYUEM:

R' Boibpan u3 H 1 D;

KaXIbIT R® HE3aBHCHMO BoiOpaH m3 H m D, mpu ycinoBuu, 9TO KaKAbIHA R*>
NPUCOEIMHEHHBIN K O0INEMY YIJIEpOAY, SIBISIETCS] OMHAKOBBIM,;

KaXIbii R’ He3aBHCHMO BoiOpaH m3 H wu D, npu ycinoBuu, 9TO KaKABIHA R*
NPUCOEIMHEHHBIN K O0INEMY YTJIepOaYy, SIBJISETCS] OAMHAKOBBIM,

R” Bpi6pan u3 H u D;

KaxIbIi R SIBIISIETCS OIMHAKOBBIM 1 BeIOpan u3 Hu D; n

R®, R” u R¥axnpiii HesaBucuMO BoiOpaH w3 H u D; npu ycnoBuu, 4to Koraa R'
npexacrasisier codboit H, kaxabii R* u xaxsiii R? NPEACTaBISIIOT coboit H, R* NIPEACTAaBIIAET
coboit H, u kaxnapiii u3 R6, R’ u R® npencrasisier cobort H, Torma kaskabiii R’ MPECTABIISIET
coboii D.

B HekoTopbIx BapuaHTax ocymectsieHuss uHruourop JAK mpencraBnsier coGoi
coenuHeHue Gpopmyisl I, BeiOpanHoe u3 coenuHenuii 100-130 B Tabnuie Hike (Tae R%, R’ uR®
KKABIN nipencTasisieT codoit H), i ero papmaneBTHYeCKu MpUEMIIEMYIO COJIb. B HEKOTOPBIX
BapuaHTax ocymectsieHus uHruourop JAK mnpexncraenser coboit coenwHenune (opmybl 1,
BhIOpaHHOe M3 coenuuennii 200-231 B Tabmune Hixe (rme R®, R7 u R® kaxpii nmpencrasmser

coboii D), wnu ero gapmaneBTHYECKU PUEMIIEMYEO COJTb.

Coenunenue R! Kaxnpii R? Kaxxnabiii R? R* Kaxxnpii R’
100 H H H D H
101 H H H H D
102 H H H D D
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103

104

105

106

107

108

109

110

111

112

113

114

115

116

117

118

119

120

121

122

123

124

125

126

127

128

129

130

200
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201

202

203

204

205

206

207

208

209

210

211

212

213

214

215

216

217

218

219

220

221

222

223

224

225

226

227

228

229
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230

231

H H

H H

OapuuuTUHHO WM ero (papMaLEeBTHYECKU NPHEMJIEMYIO COJb, B KOTOPBIX OOUH WM Oonee
aTOMOB BOJIOPOZIa 3aMEHEHbl aToMaMM Jeirepus. B HEKOTOpBIX BapuaHTaxX OCYIIECTBBIECHUS
unruourop JAK npexncrasnsier coboit moboe n3 coenuHenuii, ykazanHbix B [latente CIIIA Ne

9540367 (KOTOPBIN MOJHOCTBIO BKIIFOYEH B JAHHBIA JTOKYMEHT MOCPEICTBOM CCBUIKH), HJIH €r0

B Hekoropbix BapumaHTax ocymectsieHust uHruourop JAK mnpencraBnsier coOoi

(dapmaLeBTHIECKH TIPUEMIIEMYIO COJb.

coennHeHUe M3 TabmuIpBl 3 Wi ero (apmaueBTH4YeCKU NpuemsieMyro coib. COeqMHEHUus B

tabmune 3 SBISIOTCS celeKTHBHBIME MHruomropamu JAK1 (CenekTUBHBIMU 1O CPaBHEHHIO C

B HekoTophIx BapuaHTax ocymectieHuss uHruourop JAK mpencraBnsier coOoi

JAK2, JAK3 u TYK2).
Tabmuua 3: Ilpumepsr uarnouropos JAK

coex.
N TMper. HazBaHnue Crtpykrypa
= N
{1-{1-[3-¢rop-2- o. Ju |
CF
(TprTOPMETHIT)U3OHUKOTHHOMIT | N F ?
nunepuauH-4-un }-3-[4-(7H-
US 2011/ 2.3-d] .
nuppodo[2,3-d]nupumunns-4-
1 0224190 PP P
wi)- |H-mupason-1-wnlaseruaun- =M
(ITpumep 1) NN
3-un}aneroHuTpua (UTauuTuHUO; | ¢ .
TaK>K€ U3BECTHBIN KaK
[, I
INCB039110) LAy
N H
F
Fa
4-{3-(umanomermn)-3-[4-(7TH- D'\\I/HH
nupposio[ 2,3-d | mupumunuH-4- N
US 2011/ PP P
un)- 1H-nupazon-1-unlazernans-
2 0224190 et} -N-[4-Grrop-2 N
-un}-N-[4-dpTop-2-
(ITpumep 154) P
(TpudTopmeTn)beHn | munepun =M
H-N
uH- 1-kapOokcaMug ! P
L M i
L
I
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[3-[4-(7TH-nuppono[2,3-
d]mupumuann-4-un)-1H-

US 2011/

0224190 nupazon-1-wil-1-(1-{[2-

(TTpuniep 85) (TpudTopMeTIIT ) TUPUMHUTUH-4 -
1 |JKapOOHMI } TUnepuIuH-4-
WJT1)a3eTUIUH-3- 11 |alle TOHUTPUIT
4-[3-(umanomerun)-3-(3',5'-

US mumetwt-1H,1'H-4,4'-

2014/0343030 | Obunupazon-1-wmn)aszeTuans- 1-

(ITpumep 7) un|-2,5-nudrop-N-[(1S5)-2,2,2- ;
TpudTop- 1 -MeTrmaTUI |OeH3aMuA HN-N
((2R,5S)-5-{2-[(1R)-1- —s

US rugpoxkcuaTui]- 1H-umunas[4,5- __{? C@ |

2014/0121198 | d]ruen[3,2-b nupuaun-1-w} =N

(ITpumep 20) | rerparunpo-2H-nmpan-2- 7 ‘
WIT)alleTOHUTPUI
3-[1-(6-xmopnupuguH-2- N Sy

US 2010/ wi)nupponuans-3-mi|-3-[4-(7H- N N}\T:;N -4 p

0298334 nuppono[2,3-d jnupumununa-4- L " Cl

(ITpumep 2) un)-1H-nupazon-1- A
I/m]nponaﬂimpym - N J:;}—i
3-(1-[1,3]okcazomno[ 5,4~ n—ﬁ?’

US 2010/ b mupunuH-2-uamupponuanH-3-

0298334 un)-3-[4-(7TH-mupporo[2,3-

(ITpumep 13c¢)

d]mupumuans-4-mn)-1H-

MUpas3oi-1-mi|mponaHHUTPUI
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4-[(4-{3-umnano-2-[4-(7TH-

nupposio| 2,3-d | nupumunuH-4-

US 2011/
un)-1H-nupason-1-
8 0059951
WUT|TIPOTINJI § TUTIepa3uH- 1 -
(ITpumep 12)
wn)kapOoHu|-3-
bropbeH3oHuTpIIT
4-[(4-{3-umnano-2-[3-(7H-
upposo| 2,3-d Jnupumunun-4-
US 2011/ ppore] rmp
win)- 1H-iuppon-1-
9 0059951
WUT|TIPOTIHJT } TUTIePa3UH- 1 -
(ITpumep 13)
wi)kapoonu]-3-
¢dTopOeH30HUTPHIT
NN
y
[mpanc-1-[4-(TH-mappono[2,3- | g W
d]oupumuann-4-un)-1H- ]
US 2012/ mwp ) (\
nupazon-1-mil-3-(4-{[2- N
10 0149681(ITpu =
(TpudTOpMeETII)MTUPUMHUINH-4-
mep 7b) =N
11 |JkapOOHMI } TunepasuH-1- NN e
WJT)LIUKJIO0Y THJT|aLle TOHU TP T N
M
[
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11

UsS 2012/
0149681
(ITpumep 157)

{mpanc-3-(4-{[4-[(3-
THIIPOKCHA3ETHINH- | -UT)MeTHI |-
6-(TpuTOpMETII ) TUPUINH-2-
YUT|OKCH } InepuuH- 1 -m)-1-[4-
(7TH-mmuppono[2,3-dnupumunus-
4-un)-1H-nmpazon-1-

W |[UMKJTOOY THUT } ALIE TOHU TP T

8&0 £

-

12

UsS 2012/
0149681
(ITpumep 161)

{mpanc-3-(4-{[4-{[(2S)-2-
(TMUAPOKCHMETHIT ) TUPPOJTUAH- 1 -
Wit |MeTh §-6-
(TpudTOpMETHI)IUPUANH-2-
WJT|OKCH } IUTIepUANH- 1 -11)- 1-[4-
(7TH-tuppomno|2,3-d Jnupumuaun-
4-nm)-1H-mpazon-1-

W |LMKJTO0Y THJT } AlIe TOHUTPHIT

13

UsS 2012/
0149681
(ITpumep 162)

{mpanc-3-(4-{[4-{[(2R)-2-
(TMAPOKCHMETHIT ) TUPPOTUANH- 1 -
Wit |MeTH }-6-
(TpudTOpMETHI)TUPUANH-2-
WJT|OKCH } TUTIepUNH- 1 -11)- 1-[4-
(7H-tmppomno|2,3-d jnupumugun-
4-nn)-1H-mmpazon-1-

W |UMKITOOY THUT } ALIE TOHU TP T
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4-(4-(3-

[(aumeTnnamuHO )MeTHII|-5-

N
” (1)1154;2;2/ ¢Topdenokcu j munepuanH-1- O/(,.n
(Mpuntep 20) un)-3-[4-(7TH-nuppo:no[2,3- 'S =
d]mupumuans-4-nm)- 1H- "
nupaszon-1-mn |0y TaHHUTP I
5-{3-(unanomermn)-3-[4-(7H-
US 2013/ nuppodo[2,3-d|nupumunns-4-
15 0018034 wi)- |H-mupason-1-unjazeruaun-
(ITpumep 18) | 1-un}-N-nzonponrimupasuH-2-
kapOOKcaMuT
4-{3-(umanomermn)-3-[4-(7H-
US 2013/ nuppodo|2,3-d|mupumunns-4-
16 0018034 wn)- 1H-nupazon-1-unlazernann-
(ITpumep 28) | 1-un}-2,5-mudprop-N-[(15)-2,2,2-
TpudTop- 1-MeTrmaTUI |OeH3aMuA
5-{3-(unanomermn)-3-[4-(1H-
US 2013/ nuppodo[2,3- b nupunus-4-numn)- \{
17 0018034 1H-niupazon-1-unjazeruaun-1-
(ITpumep 34) | un}-N-uzonponuimnupasus-2-
KapOokcaMuz
{1-(yuc-4-{[6-(2-rugpOKCUITHII)-
US 2013/ 2-(TpupTOPMETIIT ) TUPUMHUTUH-4- N0
8 0045963 WJI|OKCH } IUKJIOTeKCHII )-3-[4-
(Tpuniep 45) (7H-ttuppoino| 2,3-d Jnupumuaun-
4-nn)-1H-mmpazon-1-
WJI|a3eTUIH-3- 11 } AlleTOHUTP T
(1-(guc-4-{[4-
[(>TunamuHO)MeTHI|-6- "
US 2013/ (TpudTOPMETHIT ) TUPUIUH-2- % o
19 0045963 WIT|OKCH } IMKJIOTEKCH )-3-[4- P FeF
(ITpumep 65) | (7TH-muppono[2,3-d|mupumunus- li:ﬂ

4-nn)-1H-mmpazon-1-

WJI|a3eTUaNH-3-11 } alleTOHU TP
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20

US 2013/
0045963
(ITpumep 69)

{1-(yuc-4-{[4-(1--runppokcu-1-
METHIIDTHI)-6-
(TpudTOpMeETHI)IMPUANH-2-
WJI|OKCH } IUKJIOTeKCH )-3-[4-
(7TH-nuppomno|2,3-d Jnupumugun-
4-nn)-1H-nupason-1-

WJI|a3eTUaH-3- 11 } AlleTOHUTPIIT

21

US 2013/
0045963
(ITpumep 95)

{1-(yuc-4-{[4-{[(BR)-3-
TUIPOKCUITUPPOIUINH- 1 -

Wi |MeTH }-6-
(TpudTOpMETHI)IHPUANH-2-
WJI|OKCH } IUKJIOTeKCHI )-3-[4-
(7TH-tmppoino|2,3-d Jnupumugun-
4-nn)-1H-mmpazon-1-

WJI|a3eTUaUH-3- 11 } AlIeTOHUTP T

22

US 2013/
0045963
(ITpumep 95)

(1-Gyuec-4-{[4-{[3S)3-
TUJPOKCUIUPPOIUINH-1-

Wit |meTu §-6-
(TpudTOpMeETHI)IMPUANH-2-
WJI|OKCH § IUKJIOTeKCHIT )-3-[4-
(7H-mmupposno[2,3-dnupumuanH-
4-nn)-1H-nupason-1-

WJI|a3eTUaNH-3- 11 } AlIeTOHUTP T

23

UsS 2014/
0005166
(ITpumep 1)

{mpanc-3-(4-{[4-({[(18)-2-
THIPOKCHU- 1-

METHJITUJI|aMUHO } METHIT )-6-
(TpudTOpMETHI)IUPUANH-2-
WIT|OKCH } TUTIepUNH- 1 -11)- 1-[4-
(7H-tmppomno|2,3-d jnupumugun-
4-nn)-1H-tmmpazon-1-

W |UMKITOOY THUT } ALIE TOHU TP T
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{mpanc-3-(4-{[4-({[(2R)-2-

TUIPOKCUTIPOTINJI |AMUHO § METHIT)

US 2014/ -6-(TpudropMeTHIT) IUPUANH-2-
24 0005166 WI1|OKCH } muniepuanH- 1 -un)-1-[4-
(ITpumep 14) | (7TH-muppono[2,3-d|nupumuius-
4-nn)-1H-mmpazon-1-
W |[UMKJTOOY THUT } ALIETOHUTP T
Ty
H
on
NH
{mpanc-3-(4-{[4-({[(25)-2- >
TUIPOKCUITPOITHII|aMHUHO § METHIT) - HH F
US 2014/ -6-(TpudTOpMETII ) TUPUIUH-2- ° F
25 0005166 WJI|OKCH  uriepuauH- 1 -um)-1-[4- Q
(ITpumep 15) | (7TH-nmuppono[2,3-d]nupumunus- J /P
4-un)-1H-nupazon-1- NN i
W1 |LIMKJTOOY THJT } AIIe TOHUTPHIT -
T
H
HO
{mpanc-3-(4-{[4-(2- 4 WOF
TUIPOKCUITUI)-6- o °N F F
US 2014/ (TpudTOpMETHI)IUPUANH-2- <\\)
26 0005166 WJT|OKCH } IUTIepUNH- 1 -11)- 1-[4- N
(ITpumep 20) | (7TH-nmuppono[2,3-d|mupumunus- s ”f"
4-un)-1H-nupason-1- NN
W |UUKITOOY THUT } ALIE TOHU TP T i
>
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B nekotopsix BapmanTax ocymectsieHus: nHruoutop JAK npencrasnser coboit {1-{1-
[3-¢prop-2-(Tpudropmernn)n3oHUKOTHHOW [munepunus-4-un } -3[4-(7TH-muppoino|[ 2,3-
d]mupumunun-4-mn)-1H-nupason-1-mnlazeTunus-3-1i  alie TOHUTPUIT WU ero
bapmMareBTUIECKH IPUEMIIEMYIO COJIb.

B HekoTOpbIx BapuaHTax ocymectBienus wunrnourop JAK mpeacraBmsier coboi
aZiUnuHaT { 1-{ 1-[3-PTop-2-(TpudTOpMETUIT)N3OHUKOTUHOW | TunepuanH-4-ui } -3[4-(7H-
nuppoio[2,3-d|nupumunus-4-un)- 1 H-nupason- 1 -un]azeTruauH-3-ui falie TOHU Tpria

Cunte3s u mnpenapar {1-{1-[3-¢rop-2-(TpudTOpMETII)H30HUKOTHHOMI |TUTIEPUANH-4-

un }-3[4-(7TH-muppono| 2,3 -d | mupumunun-4-un)- 1 H-niupazon- 1 -uijasernaun-3-
WJI} aLIETOHUTPUIJIA U €r0 COJb AJAMIUHOBOH KHCJIOTHI MOXKHO HAWTH, HAIPUMEp, B MATEHTHOM
nyosmkauun US Ne 2011/0224190, nogannoii 9 mapta 2011 r., marenTHoN myOnukamuu US Ne
2013/0060026, nonanuoit 6 centsiopst 2012 r., u narentHoi myOnukamuu US Ne 2014/0256941,
noxanHou 5 mapta 2014 r., KOTOpast BKJIIOUYEHA B JAHHBIM JOKYMEHT MOCPEACTBOM CCBUIKH BO
BCEU CBOEH MOJIHOTE.

B HekoTtopeix BapmaHTax peanusanun uHruourop JAK mnpencrasnser coboi 4-[3-
(umanometmn)-3-(3",5"-gumernn-1H, 1'H-4 4'-6unupason-1-wn)azeruaus- 1-un]-2,5-nudrop-N-
[(1S)-2,2,2-Tpudrop-1-meruns T |0eH3aMu Win ero papMaleBTUISCKH MPUEMIIEMYIO COJIb.

B mekotopsx BapmanTax peaymmzauuu uHruobutop JAK npencrasnsier coboit pocdar 4-
[3-(unanomerun)-3-(3",5"-numerun-1H,1'H-4,4'-0unupazon- 1 -win)azerunun- 1-mi|-2,5- mudrop-
N-[(1S)-2,2,2-Tpudrop- 1-MeTmm T |6eH3aMu .

Cuntes u mpemapar 4-[3-(unanomerun)-3-(3',5"-numernn-1H,1'H-4,4'-6unupazomn-1-
wn)azeruaus-1-unl-2,5-qudrop-N-[(15)-2,2,2-tpudTop-1-MeTmmsTin|OeH3aMuy U €ro  Coiib
dochopHOH KHUCIOTBI MOXHO HaWTH, Hampumep, B mareHTHOM mnyOmukaumu US Ne US
2014/0343030, mopanHoii 16 mast 2014 r., KOTOpasi BKJIFOUEHA B TAHHBINA JOKYMEHT MOCPEACTBOM
CCBUIKH BO BCEH CBOEH MOJHOTE.

B HekoTopbIx BapuaHTax ocymectBieHus unHruoutop JAK mnpencraBnser coboit
((2R,5S)-5-{2-[(1R)-1-runpoxcustui]-1 H-umunaso[4,5-dJrueno[ 3,2-b nupunun- 1-

Wi jreTparuapo-2H-nupan-2-uin)aneToHUTPUI WK ero papManeBTUIeCKH MPUEMIIEMYIO COJTb.

B HekorophIx BapuaHTax ocymectsieHuss uHruoutop JAK mnpencrasnsier coboit
((2R,5S)-5-{2-[(1R)-1-runpokcuatui]-1 H-umunazo[ 4,5-dJrueno[ 3,2-b nupunun- 1-

Wi jrerparuapo-2H-nupan-2-uin)aneToHuTpuiia MOHOTHIPAT.

Cunres ((2R,55)-5-{2-[(1R)-1-runpokcustui]- 1 H-umunazo[4,5-dtueno[ 3,2-b]
nupuanH-1-mi} terparunpo-2H-nupan-2-nin)aueToHUTPIIT U XapaKTePUCTHKA UX Oe3BOAHON U
MOHOTHIpaTHOH (hopm omucanbl B mareHTHOH mybmukanuu US Ne 2014/0121198, nonannoii 31
okTs10pst 2013 . m marenTHOH nyOnukaruu US Ne 2015/0344497, nonanHoit 29 anpens 2015 .,
KOTOpasi BKJIFOUEHA B TAaHHBIN JOKYMEHT MTOCPEICTBOM CCBUIKH BO BCEH CBOEH MOJHOTE.

B HekoTOphIX BapHaHTaxX OCYLIECTBICHHWS COEAMHEHUS TaOaumbl 3  MOJMyYaroT
CUHTETHYECKUMHU METOJAMH, ONHUCAHHbIMH B mareHTHo myOmmkamuu US Ne 2011/0224190,
nonanHoit 9 mapta 2011 r., marentHoit nmyOmukanuu US Ne 2014/0343030, monanHoit 16 mas

2014 r., marentHoi nyOmukauuu US Ne 2014/0121198, nomanno#t 31 oxtsiops 2013 r.,
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nateHTHol nyOmmkammu US Ne 2010/0298334, nomamnoit 21 mast 2010 r., maTteHTHOM
nyomukaruun US Ne 2011/0059951, nomannoit 31 asrycra 2010 r., matenTHOH nyOnukauuu US
Ne 2012/0149681, nogannoii 18 Hos0pst 2011 r., matentHoi nmyOmukauuu US Ne 2012/0149682,
nogaHHoil 18 nHosiOpst 2011 r., marenTHoN myOnukaunun US 2013/0018034, nogana 19 urons
2012 r., marentHod nyOmukauun US Ne 2013/0045963, momannoii 17 aBrycra 2012 r, u
nareHTHON nmyOnukammu US Ne 2014/0005166, noganHo# 17 mast 2013 r., KoTOpast BKJIIOYEHA B
JAHHBIN JOKYMEHT NNOCPEACTBOM CCBUIKH BO BCEH CBOEH MOJHOTE.

B HekoTOpbIx BapuaHTax ocyuectBieHust uHruonTop JAK BbiOpaH U3 COeAMHEHUN WK
ux (hapMaleBTHUECKH NPUEMJIEMbIX COJIeH, yKa3aHHbIX B mareHTHOW mnyOmukamuum US Ne
2011/0224190, nomannori 9 mapra 2011 r., marentHoit nmyOmukaumu US Ne 2014/0343030,
nofanuoi 16 mast 2014 r., marenrnoit nyomukauun US Ne 2014/0121198, nogannoii 31 oktsOpst
2013 r., marentHoi mybmukauuu US Ne 2010/0298334, nogannoii 21 mas 2010 r., mareHTHOM
nyomukaruun US Ne 2011/0059951, nonmanno#t 31 asrycra 2010 r., marenTHOH myOnukammnu US
Ne 2012/0149681, nomannoii 18 HosiOpst 2011 r., marenTHoM nmyOimkauuu US Ne 2012/0149682,
noganuoil 18 nosiOpst 2011 r., marenTHOH myOmukamun US 2013/0018034, nmomana 19 urons
2012 r., marentHoi myOmmkarmu US Ne 2013/0045963, momannoii 17 aBrycra 2012 r., u
nateHTHOl mybnmukanuu US Ne 2014/0005166, nogannoii 17 mast 2013 1., KOTOpast BKIIFOUEHA B
JAHHBIN TOKYMEHT OCPEICTBOM CCBUIKH BO BCEH CBOEH MOJIHOTE.

CnocoObl jeueHus

CriocoObl, packpeITble B JaHHOM JTOKYMEHTE, MO3BOJISIOT OLEHUTh, AEHCTBUTEIBHO JIN
CyOBeKT, HMEIOINUH, MOAO3pEBAEMbIM B HAJIWYUU WM HUMerommi puck passurus PTIIX,
BEPOSATHO, OTBETUT (HAmpUMep, BEPOSTHO, OyieT uMeTh OoJbllee yiydileHHe B 3a00JeBaHUH,
YTO TOATBEPKIAETCS CHIDKEHHEM TsDKECTH 3a00JIeBaHUs W/WIM peMuccueil/paspelieHrneM
3aboneBaHust) Ha Tepamuio, conepxkamyro uHruOurop JAK. CyOwexkTy, y KOTOpOro ecrtb
NOAO3PEHUE B HANWYMU Wi puck pa3utus PTIIX, KoTOpBIH, BEPOSTHO, OTBETUT HA MHTHOUTOP
JAK, moxer ObiTh BBefieH naruoutop JAK (Hanpumep, utauutnaut). U HaoGopoT, cyObekTy, y
KOTOPOIr0 €CThb MOAO3peHHe B Hanuuuu unu puck paszputuss PTIIX, kotopelii ¢ MeHblien
BEPOSITHOCTBIO Oyner oTBedaTh Ha uHruOuTOp JAK (Hampumep, uTauuTUHHO), MOXET OBITh
Ha3HAa4Y€Ha JOMNOJHUTENIbHAS Tepanus, noaxoasawmas aus gedenus PTITX.

CriocoObl 1O JaHHOMY HM300pPETEHUIO0 TaKKe TIO3BOJSIIOT PA3neNuTh CYOBEKTOB, Y
KOTOPBIX €CTh MOJO3pEHHe B Hamuuuu i puck passutusi PTIIX, Ha rpynmel CyOBEKTOB,
KOTOpbIe ¢ OOJBIIEH BEPOSTHOCTBIO MOJTyHaT MOJIb3Y, U IPYIIbI CYOBEKTOB, KOTOPBIE C MEHBIIEH
BEPOSTHOCTBIO TOJIydaT MOJIb3Y OT Tepamuu, coxep:xkamed maruoutop JAK. Bo3MokHOCTB
BbIOOpa Takux CyObekTOB M3 myjia cyobekroB ¢ PTIIX, paccmaTpuBaeMbIX st JICUEHUS
unruoutopom JAK, monesna st nposeneHus 3pQexTHBHOTO JiedeHUst CyOBeKTYy.

B omHOM BapmaHTe OCYIIECTBIIEHHs CYOBEKT, KOTOporo sedar unHruoumropom JAK
(HarpuMep, UTALUUTHHHOOM), MMEET, MOJO3PEBAETCS B HAIWYMHM WM HUMEET PHCK Pa3BUTHS
PTIIX. B ompeneneHHbIX BapUaHTaX OCYIIECTBJICHUS Yy CyOBEKTa, KOTOPOTO JIeHaT Teparue,
comepskameit uarudburop JAK (Hanpumep, uranuTUHUO), €CTh MONO3PEHHE B HATUYUH WU

BeposiTHOCTh paszButusi octpoit PTIIX. B ppyrux BapmaHTax OCYLIECTBIEHHsS Yy CYyOBEKTa,
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KOTOpOro JiedaT Tepamuel, comepkameii uaruoutop JAK (Hampumep, uTauuTuHHO), €CTh
MONO3PEHNUE B HATMYUU WM BEPOSITHOCTD pa3BuTHs XpoHu4deckoin PTIIX.

Ecmu cyowexr, nmerommii PTIIX, ¢ Oosbiuell BEPOSTHOCTBIO OTBETHT HA TEPAIHIO,
conepskamyro uHruoutop JAK (Ha OCHOBE KOHLIEHTpauui OFHOrO WUjH Oojiee OHOMapKepoB,
ONMUCaHHBIX BbIE (CM. Tabmumpsl 1 u 2)), CyObEKTYy MOXHO 3areM BBeCTH 3(dekTuBHOe
konmmuectBo uHruoutopa JAK (manmpumep, wuramurtunuba). OdPekTHBHOE KOIHMYECTBO
unruouropa JAK moxer ObITh ONpeneseHo MpakTUKYIOIINUM BPauoM, IPUHUMAsl BO BHHMAHHE,
HampuMep, XapaKTePUCTUKU MalUeHTa (BO3PACT, MOJI, MACCy, PACOBYIO MPUHAIJIEIKHOCTD H T.1.),
nporpeccupoBaHue 3a00JIeBaHUs U MPEAIIECTBYIOLIee Bo3AelicTBUE npenapara. Eciu cyOBexT ¢
MEHbLIEH BEPOSITHOCTBIO OTBETUT Ha Tepammuio, copepkamyro uaruoutop JAK, Torna cyonsekry
Heo0s13aTeNIbHO MOXKeET ObITh HA3HAYEHA TepaIusi, KoTopasi He cofepkut nHruourop JAK.

3TH cnocoObl TaKKe MOTYT MPUMEHSThCS K MHANBHAAM ¢ puckom pazsurus PTIIX. K

TaKUM WHAWBHJIAM OTHOCATCS Te, KTOo (1) TmMepeHec TPaHCIUIAHTALUIO (HApuMep,

>
TPAHCIUTAHTALMIO T€MOMO3THYECKUX CTBOJIOBBIX KJIETOK), HO y Hero He pasBmiack PTIIX, wmu
(i1) rOTOBSTCA K TOJYYEHHIO TpAHCIUIAHTaTa (HAMpHUMEp, TPAHCIUIAHTATa TeMOIO3THUYECKHX
CTBOJIOBBIX KJIETOK).

ITocne crparudukanuu win BbiOOpa cyObeKTa Ha OCHOBE TOro, Oymer Jiu CyOBeKT C
Oonpleil WM MeHbIIEH BEPOSTHOCTBIO pearupoBaTh Ha MHruomrop JAK, mpakTHKyOLIHii
MEIUILUHCKUHA COTPYIHUK (HampuMep, Bpad) MOXKET HA3HAUYUTh CYOBEKTY COOTBETCTBYIOLIEE
TepaneBTHueckoe BozaericTBue. CrmocoOwl BBeneHus mHruomropa JAK Xopomo H3BECTHBI B
TaHHOH 00J1aCTH TEXHUKH.

B cnyuasix, korga cyowsexty ¢ PTIIX u nporHosupyemoii peakuueit Ha uaruoutop JAK
paHee BBOAWJIM ONHY Win Ooyiee Tepamuii, He CBsA3aHHbIX ¢ uHruoOutopom JAK, Ttepamms,
copepskamasi uHruoutop JAK, MOKeT 3aMEHHUTbh WM YCHJIMTH TEPAIUIO, MPOBOANMYIO paHee
WM B HacTosimee Bpemsi. Hanpumep, mocine nedenus tepanueii, copepskameit naruourop JAK,
BBEJIEHHE OIHOI0O WK 0OOJiee BUIOB TEpaIluU, He CBsI3aHHBIX ¢ MHruOuTOopoM JAK, MoskeT ObITh
NPEeKpaIeHO MM YMEHBIIEHO, HalpuMep, BBOOUTHCS Ha OoJiee HU3KUX YPOBHSIX. BBeneHue
NpeAbIAYINeH Teparmuy MOKHO MPOJOJIKATh, TIOKA BBOIST TEPAIHIO, COAEPIKALIYI) MHTHOUTOP
JAK. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS MPEAbIYINAs TEPANUsi MOXKET MONIEPKIUBATHCS
IO TeX TOp, MOKa YpOBEeHb Tepamuu, coxepskamed mHruoutop JAK, He nmoCTHrHEeT ypoBHS,
IOCTaTOYHOTO AJisl O0eCTIeYeHns TeparneBTudeckoro 3ddexra.

CyOpekTa, kortoporo Jsedar wuHruouropom JAK (Hanpumep, HWTaUUTHHHOOM) B
COOTBETCTBHUH CO CIIOCOOAMH, OMMCAHHBIMU B JAHHOM JIOKYMEHTE, MOJKHO JIEUUTh B COUETAHUH C
OHOW wiu Ooyee JONMOJHUTEIBHBIMH KOMIO3HLIUSMH, KOTOpbIE 3(peKTHBHBI sl JeueHus
PTIIX. IIpumepsl KOMIO3UIMHA, KOTOPblE MOKHO HCIIOJNBb30BaTh B TAKOM KOMOMHHPOBAHHOM
JICYSHNH, BKIJIOYAIOT KOPTHKOCTEPOHIbI (HANpUMeEp, METIIINMPEIHU30JIOH WM TPEIHU30H),
METOTPEKCAT, LUKIOCHOPUH, MUKOPEHOIATMO(ETHI, TAKPOJIMMYC, CHPOJHUMYC, 3BEPOIUMYC,
AHTUTUMOLIMTAPHBIA TIOOYNWH, aneMTy3ymad, nukiodochamun, uOpyTHHHO, HMMATHHHO,
uHpMKCcUMad, JTaHEpLEenT, TOUWIN3yMal, ajemry3ymad, Oasunmukcumad, nakin3ymad,

pI/ITYKCI/IMa6, ﬂeHHHeﬁKHH )II/I(I)TI/ITOKC, NEHTOCTAaTHUH, HUKJIOCIIOPUH, TAJIUAOMUL, l"aJ'lO(byl"I/IHOH,
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FI/II[pOKCI/IXJ'IOpOXI/IH U ME3CHXUMAJIBHBIC CTBOJIOBBIC KJICTKH.

Jlanee npencTaBiIeHbl IPUMEPhI OCYIIECTBJICHUS] HA TIPAKTHUKE HACTOSIIETO H300PETCHHSI.
Onn HEKOUM 00pa30M He JAOJDKHBI PACCMATPUBATHCS KaK OrPAaHMYUBAIOIINE 00BEM HACTOSIIETO
n300peTeHusl.

INPUMEPBI

Ilpume 1. HWnentudukaims OeIKOB npdepeHINAIBEHO _ SKCIIPECCUPYEMBIX

MAIMEHTOB C OCTPON peakIMer TPAHCILIAHTAT IPOTHUB XO35MHA, KOTOPbIE TTOJHOCTHI) OTBEYAIT

HA JICUCHUE UTALIUTUHUOOM

OO6pa3up! miasMel ObuM COOpaHBl Y MHAMBHAYYMOB, Y4aCTBOBABIIUX B HCCJIEIOBAHUU
UTALUTHHHOA B KOMOWHALMM C KOPTUKOCTEPOMJAMH JUIsI JICUEHHs OCTPOHM peakuuei
TpaHcrutanTat npotus xo3siuHa (PTIIX). Bece cyObekThl mepeHecan NmepBy TPAHCIUIAHTALIUEO
AIJIOTEHHBIX T'€MOMO3TUYECKHX CTBOJIOBBIX KJETOK OT JIFOOOrOo JOHOPCKOTO HMCTOYHHUKA
(CONOCTaBIIEHHOTO  HEPOACTBEHHOI'O JIOHOpPA, POAHOrO Oparta, TalUIOWAEHTHYHOIO) C
UCTIONIB30BAHUEM KOCTHOTO MO3Ta, CTBOJIOBBIX KIIETOK mepudepryeckod KpPOBH  HIIH
NYMOBUHHOW KPOBU JUII T€MATOJIOTUYECKUX 3JI0KAYECTBEHHBIX HOBOOOpazoBaHUH. CyObeKThI
UMeNU KIMHW4YeCku mnopo3penue Ha octpyro IITX crenenun IIB-IVD, Bo3Hukiyro mnocie
TPAHCIUTAHTAIIMM AJUIOTEHHBIX TeMOMO3THYECKUX CTBOJIOBBIX KIIETOK. Bce cyObexThl mamm
coryacue Ha cOop KpOBH.

ITocne cOopa oOpasmpl IIa3Mbl  TNOABEPraiuCh  IIUPOKOMY  MIPOTEOMHOMY
PO UIMPOBAHUIO C UCTIOJIB30BAHUEM OLINKTM, YTO MO3BOJIsIET aHAM3UpoBaTh™> 1000 GenkoB.
OO0pasipl ObUIM pa3zeNeHbl HA CIEAYIOIIHUE TPYIbl HA OCHOBAHUHM KJIMHUYECKOTO OTBETA Ha
neuenne uranuruauooM (INCB039110). B wactHOCTH, 00pasLbl ObUIH KJIACCH(PULMPOBAHBI Kak
«cyObekTel ¢ monHbIM oTBeTOM» (I10), «CyOBEKThI ¢ 4aCTHMYHBIM/CMELIAHHBIM KJIMHUYECKHM
OTBETOM» WJIM «mporpeccupyromiee 3adoneBanue/cmeptb» (I13/cMepTh) Ha OCHOBAHMU HX
TEPaNeBTUYECKOIO OTBETA HA 28 CyTKU JICYEHHUS].

OOwupHBIA MPOTEOMHBINA aHAMM3 IJ1a3Mbl BBIIBMJI B 0Omed cioxkHocT 118
nuddepeHINaTBHO JKCIPEcCHpyeMbIX OekoB B rpymmax cyobekroB ¢ 10 u I13/cmepthio.
HuddepeHunanbHO SKCIpeccupyeMble OeIKU - 3TO Te OeJIKH, KOTOpPbIe MOKA3aJId CTATHCTUYECKU
3HauumMoe pazuuue (p <0,05) u mo meHbInel Mepe 1,2-KpaTHOE U3MEHEHUE MEXKY UCXOTHBIMU
YPOBHSMH JIUL[ C TIOJHBIM OTBETOM M KOTOPTaMH JIMI C MPOTPECCUPYIOIUM
3aboneBaHreM/cMepThi0. KpaTHOE M3MEHEHHe B 3TOM NMPUMEpe MPENCTaBiIsIeT COOOH N3MEHEeHNE
HCXOJIHOTO YPOBHS 3KCIpecCHU Oefka MEXAy JHI CaMH C TIOJHBIM OTBETOM M TPYIIaMU
CYOBEKTOB C MPOrPeCCUPYIOIUM 3a00JIeBaHUEM/CMEPThIO. YPOBHU MSITUAECSITH TPeX OENKOB
OBUTH MOBBIIEHBI , a 65 OenkoB noHwkeH npu [10 o cpaBuenuto ¢ [13/cmepThio (Tabnuua 4).
benky ¢ MOHMKEHHON peryisiuueii - 3To OeNKH, SIKCIPECCHsi KOTOPBIX CO BPEMEHEM CHIDKAETCH,
a OemkyM ¢ TOBBIIIEHHOH peryjsinued - 3TO OenkH, 3KCIpPEcCHss KOTOPbIX CO BpPEMEHEM
yBenuuuBaercs. [l kaxpgoro Oenka IMOKa3aHO KPAaTHOE W3MEHEHHE SKCIPECCHH, KOTOpOe
NpeACTaBisieT COOOH OTHOLIEHWE YPOBHS 3KCIpPecCHMH Oellka IOoCie JIEYeHHUs K YPOBHIO
SKCIIPECCUH 0 JieueHHs! (MCXOAHBIN YPOBEHb). 3HaueHus OoJbine 1 yKa3bpIBalOT HA YBEIUYEHUE

o CpaBHCHHUIO C UCXOAHBIM YPOBHEM, TOI'ld KaK 3HAYCHUA MCHbBIIC 1 YKa3bIBarOT HAa CHUXKCHUEC
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Tabnuna 4. {ud depeHnuanbHo SKcpeccupyeMbie OeTKU Ha ICXOAHOM YPOBHE B ITIa3Me

JIML{ C MOJIHBIM OTBETOM IO CPABHEHUIO C IPYMIAaMU IIPOTrPECCHPYIOIIEro 3a00J1eBaHs/CMEPTH

cpasHenuo ¢ I13/cmepThio

Iosbimennas peryasiuus npu 110 no

Ionuxennas peryasiuus npu I1O no

cpaBHenuio ¢ I13/cmepThio

Eeox Kpatnocts | McxonHoe Berox KpaTtHocTtb Hcxonnoe
U3MEHEeHUsl | 3HaueHue P U3MEHEHUS 3Ha4yeHue P
PON3 3,9728 0,0005 MCP-3 -6,0399 0,0004
GCG 3,481 0,0022 CASA -4,5712 0,0085
SCF 3,0746 0,003 CALCA -4,4035 0,0349
cyOremuRIIA 3,0721 0,0188 HAOX1 -4,3448 0,0251
B PDGF
LEP 3,0194 0,0441 IL8 -4,0642 0,0216
FKBP1B 2,9644 0,0357 IL6 -3,8938 0,0207
MBL2 2,9639 0,0094 SPINK1 -3,8821 0,012
SCF 2,9526 0,0026 CXCL10 -3,8124 0,0065
GAL 2,936 0,0119 SULT2A1 -3,5143 0,0149
SCF 29112 0,003 IL6 -3,4705 0,0258
ITGB1BP2 2,7985 0,0306 ENPP7 -3,3791 0,0388
PVALB 2,6979 0,0084 PLXNB1 -2,99 0,0105
THPO 2,6532 0,0056 VAMPS -2,9842 0,0315
CD40-L 2,645 0,041 CCL19 -2,9578 0,0041
ANG-1 2,6308 0,0116 CTSL1 -2,9056 0,0018
SCGB3A1 2,5332 0,0093 ACE2 -2,8742 0,0054
CD69 2,4963 0,0119 IL6 -2,8377 0,0121
FAM3B 2,481 0,0235 CRTAM -2,6741 0,0312
GH 2,4121 0,0155 ALDHIA1 -2,6667 0,0141
CCLS5 2,3402 0,0064 SIGLEC10 -2,5993 0,0148
MANF 2,3026 0,0174 KRT19 -2,5964 0,0312
SRC 2,1146 0,036 SLAMF8 -2,5417 0,0189
CRISP2 2,0487 0,0148 IL6 -2,5189 0,0141
SAA4 2,0164 0,0348 CDCP1 -2,4173 0,0113
CR2 2,0089 0,0197 N2DL-2 -2,3079 0,0075
SERPINAS 2,0067 0,0044 GZMB -2,307 0,0289
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PFKM 1,9756 8.93E-05 TNFRSF6B | -2,3053 0,0037
APOM 1,9231 0,0255 KYNU -2,2368 0,0217
DCTN2 1,8684 0,0304 FOSB -2,2367 0,0169
HSD11B1 1,8131 0,0173 ALDH3A1 -2,1808 0,0104
CyObenununa
A PDGE 1,7697 0,0424 IGFBP-1 -2,1383 0,0472
IGFBP3 1,7304 0,0287 CLM-1 -2,1323 0,012
HS3ST3B1 1,7175 0,0355 NFATC3 -2,0978 0,0189
CDSN 1,7055 0,0227 HAVCR2 -2,0933 0,0196
APP 1,7003 0,0484 TNF-R2 -2,0374 0,0091
TWEAK 1,6972 0,0338 DDAHI1 -2,036 0,0289
TN-R 1,653 0,0321 CD74 -1,9824 0,0051
AMBP 1,6302 0,0127 CKAP4 -1,9573 0,0069
CNTNI1 1,5831 0,0275 NINJ1 -1,9125 0,0043
GCP5 1,5583 0,0383 ENTPD2 -1,8643 0,0227
CNDP1 1,555 0,0034 TNFRSF9 -1,8239 0,0276
NCAM1 1,5413 0,0011 SIGLEC1 -1,8208 0,0229
PROC 1,514 0,0289 PREB -1,8178 0,0327
F11 1,489 0,008 AHCY -1,7883 0,043
NCAN 1,4147 0,0259 IL12RB1 -1,7236 0,0186
NTRK3 1,3885 0,0255 TNFRSF10A | -1,7188 0,0133
TIMP4 1,3827 0,044 SIRPB1 -1,7175 0,0467
VEGFD 1,3649 0,0365 DSC2 -1,6964 0,0261
HSP 27 1,3522 0,0446 U-PAR -1,687 0,0422
GALNTI10 1,3452 0,0207 TNFRSF4 -1,677 0,0423
CCLI11 1,3225 0,0111 TNFRSF10A | -1,6687 0,0145
LY75 1,2722 0,0376 IL-18R1 -1,668 0,0121
DKKLI 1,2291 0,0499 IL-1ra -1,6559 0,0334
CLEC7A -1,6558 0,0316
SIGLEC7 -1,5857 0,0148
COL4A1 -1,5794 0,0156
TLR3 -1,5753 0,0412
PD-L1 -1,5245 0,0139
IL-18BP -1,4932 0,0342
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PILRA -1,4815 0,0341
CCL15 -1,4614 0,0279
uPA -1,4223 0,0314
DLL1 -1,2888 0,0194
THBS2 -1,2178 0,004

SPON2 -1,1748 0,0105

ITpumep 2: XapakTepUCTUKA HKCIIPECCUU OEJIKa BO BPEMS KYPCA JICUESHUS

OOpasupl mra3Mel coOMpanu y JOAel, BKIIOUEHHBIX B KIMHUYECKOE HCCIEeAOBaHHE
npumepa 1, B Hayane u Ha 28 cyTku. B Tabnmue 5 npuBeneHbl ONKH, KOTOpPbIE CYLIECTBEHHO
MOJYJHPOBAIMCH MOCPEICTBOM JIEYEHUS] OT HCXONHOro YpoBHs 1o 28 cyrok. B Tabmume 6
NpUBEACHbI O€JNKH, KOTOphle CTAaOMIBHO 3KCIPECCHPOBAIHMCh HA MPOTSIKEHHH BCETO
UCCJIEZIOBAHNS MU CYLIECTBEHHO HE MOJYJUPOBAJIUCh MOCPEACTBOM JIEUEHHs OT HMCXOIHOTO
YPOBHs 10 28 CYTOK.

B Tabnuue 5 ykazanbl O€JKH, KOTOPbIE H3MEHUJINCH Y JIUL C TTOJIHBIM OTBETOM B MEPUOT
¢ 1 cyrok (ucxomsblii ypoBeHb) no 28 cytok. KpaTtHoe u3sMeHeHHe B 3TOM IpHUMeEpe
npencrasisier co0oil M3MeHeHne YpoBHs Oenka Mexnay 1-mu cyTkamu (MCXOOHBIH YPOBEHb) U
28-mu cytkamu. IlapHblli t-KpUTepuil HCMONB30BANCS [UIsl CPaBHEHHs OTHOCUTENBHOIO
U3MEHEeHHUs] MeXy YpoBHeM Oenka mexny 1 u 28 cyrkamu. B tabnune 5 ykazanel OnomMapkepsl
TEPaneBTUYECKOrO OTBETA.

Tabmuua 5. benky, 3HAYUTENBHO MOIYJUPOBAHHBIE Y JIMII C MOJHBIM OTBETOM MEXIY

UCXOJIHbIM YPOBHEM U 28 CyTKaMu
IloBbimeHHasi IKCNIpeccHs OT HCXOAHOT O

ITonm:keHHan IKCIpeccusi 0T HCXOAHOI0

YPOBH# 10 28 CyTOK YPOBHs 10 28 cyTOK

Kparnocts | McxonHoe Kpartnocts Hcxonnoe
benok benok
U3MEHEHUs1 | 3HaueHue P U3MEHEHHUS 3HayeHue P
cyObenMHULIA
GCG 2,3961 0,0168 -2,7388 0,001
B PDGF
GAL 2,0603 0,0052 FKBPI1B -2,5654 0,0036
THPO 1,8262 0,0094 ITGB1BP2 -2,1159 0,0047
FAM3B 1,7937 0,0011 CD69 -2,1102 0,0016
CNDP1 1,5692 0,0134 ANG-1 -2,0923 0,0062
CCL11 1,401 0,0013 PVALB -2,0632 0,0145
SERPINAS 1,3313 0,0089 CD40-L -1,9741 0,0256
DKKL1 1,2705 0,0014 CCL5 -1,9502 0,0065
NCAM1 1,2481 0,0284 HS3ST3B1 -1,9303 0,0193
SPON2 1,1003 0,0106 MBL2 -1,9284 0,0215




THBS2 1,0834 0,0051 CLEC7A -1,8985 0,0006
GCG 2,3961 0,0168 APP -1,8356 0,0053
GAL 2,0603 0,0052 CyOemmmma -1,7507 0,0068
A PDGF
THPO 1,8262 0,0094 DCTN2 -1,6367 0,0274
FAM3B 1,7937 0,0011 SLAMEFS§ -1,5899 0,0244
CNDP1 1,5692 0,0134 VAMPS -1,5851 0,0053
CCL11 1,401 0,0013 SIGLEC10 -1,4859 0,0226
SERPINAS 1,3313 0,0089 CLM-1 -1,4729 0,0319
DKKL1 1,2705 0,0014 DSC2 -1,4423 0,0017
NCAMI1 1,2481 0,0284 HAVCR2 -1,3876 0,0126
SPON2 1,1003 0,0106 SIRPB1 -1,3861 0,0072
THBS2 1,0834 0,0051 COL4A1 -1,3412 0,0369
PILRA -1,2552 0,0282
LY75 -1,2217 0,024

B tabnune 6 ykasaHbl O€JKH, KOTOPbIE HE MOAYJIUPOBAINCH Y JIMI C MOJHBIM OTBETOM
MeXIy UCXONHBIM ypoBHeM (1-e cyTkn) u 28 cytkamu. Takum obpa3om, 5Tu Oesku 0003HAUEHBI
Kak 0a30Bble MPOrHOCTHYECKHE OOMapKEPHI.

Tabnuna 6. benku, cTabUIBHO SKCIPECCUPYIOIINECS Y JIUI C TIOJHBIM OTBETOM B TIEPUOL

¢ 1 mo 28 cytku

YpoBeHb (6eJIKOB MOBBIIAJICS, HO YpoBeHb 6e1KOB CHHIKAJICS, HO
HE3HAYHUTEJbHO HE3HAYHUTEJIbHO
Eetox Kpatnocrs | Hcxoanoe Eetox Kpatnocrs | Hcxoanoe
u3MeHeHHs1 | 3HayeHue P u3MeHeHHus1 | 3HauyeHue P
IL6 1,7545 0,1382 MANF -1,6753 0,0584
HAOX1 1,7169 0,0995 SRC -1,6394 0,0535
IGFBP-1 1,6812 0,1999 TWEAK -1,4741 0,1325
IL6 1,6701 0,1579 CR2 -1,4025 0,0966
IL6 1,5995 0,1953 SIGLEC1 -1,3628 0,0991
ENPP7 1,5432 0,1385 TNF-R2 -1,3591 0,0931
IL6 1,5407 0,2577 TNFRSF6B | -1,3442 0,1025
SCF 1,5147 0,0799 AHCY -1,3275 0,0854
SCGB3A1 1,5084 0,0863 CRTAM -1,3192 0,3574
SCF 1,4346 0,0961 CKAP4 -1,2761 0,1239
SCF 1,3988 0,1184 CASA -1,267 0,3739
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YpoBeHb 0e/IKOB MOBLILIAJICS, HO

YpoBeHb 6e1KOB CHUIKAJICS, HO

HE3HAYHTEJIbHO HE3HAYHTEIbHO
Eestox KpatHocts | HcxoaHoe Eestox Kpatnocte | Hcxoanoe

H3MeHeHus1 | 3Ha4YeHue P H3MeHeHus1 | 3Ha4yeHue P
PON3 1,3708 0,0631 CALCA -1,2236 0,6545
MCP-3 1,3171 0,2406 IL-1ra -1,2159 0,3242
IL8 1,286 0,2913 TNFRSF9 -1,2128 0,2866
NINJ1 1,239 0,0994 DDAH1 -1,1849 0,2464
NTRK3 1,2351 0,0846 HSP 27 -1,1778 0,1094
CNTNI1 1,2158 0,1831 SAA4 -1,1593 0,5157
ACE2 1,2118 0,4374 PFKM -1,1575 0,2464
IGFBP3 1,1814 0,3669 TIMP4 -1,1371 0,2962
GH 1,1727 0,676 LEP -1,1316 0,6995
CCL15 1,1726 0,2308 IL-18BP -1,1268 0,5792
SULT2A1 1,169 0,6268 CDSN -1,1137 0,2888
uPA 1,1545 0,1665 PD-L1 -1,0969 0,4905
FOSB 1,1542 0,1953 IL-18R1 -1,0806 0,2996
PLXNB1 1,1495 0,1726 N2DL-2 -1,0683 0,695
PREB 1,1356 0,1311 CCL19 -1,061 0,8598
CXCL10 1,133 0,805 ALDH3A1 -1,0553 0,5588
PROC 1,1313 0,4097 U-PAR -1,054 0,6793
TNFRSF4 1,1251 0,4331 SPINK1 -1,038 0,8215
KYNU 1,1183 0,5652 ZNFRSFlO -1,0214 0,7961
AMBP 1,1176 0,3079 CTSL1 -1,0209 0,9115
VEGFD 1,1116 0,1912 F11 -1,0199 0,8362
DLL1 1,1055 0,2106 SIGLEC7 -1,015 0,9064
NCAN 1,0964 0,0631 KRT19 -1,0136 0,9496
TN-R 1,0934 0,5608 IL12RB1 -1,0129 0,9484
GALNTI10 | 1,064 0,5285 CRISP2 -1,0113 0,8654
NFATC3 1,0637 0,7243 ZNFRSFlO -1,0093 0,9187
CDCP1 1,0579 0,7832 ALDHIA1 -1,0018 0,9927
HSD11B1 1,0468 0,7981
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YpoBeHb (6eJ1K0OB NOBLILIAJCS, HO YpoBeHb 6e1KOB CHUKAJICS, HO

HE3HAYHUTEJbHO HEe3HAYHUTEJIbHO

Eestox KpatHocts | HcxoaHoe Eestox Kpatnocte | Hcxoanoe
H3MeHeHus1 | 3Ha4YeHue P H3MeHeHus1 | 3Ha4yeHue P

APOM 1,0434 0,8235

ENTPD2 1,0429 0,3761

TLR3 1,035 0,5615

GCP5 1,0249 0,7675

GZMB 1,0134 0,9703

CDh74 1,0118 0.8996

Ipumep 3: Uneatudukanus OeJKOB, KOTOPbIC KOPPEJUDPVIOT WKW HE KOPPEJIUPYIOT C
REG3a, TNFR1 u ST2

bruto I/II_[CHTI/I(I)I/ILII/IpOBaHO HECKOJIBKO MEAUATOPOB BOCHAJICHUSA, KOTOPBIC CBA3aHbI C

NOBBIIEHHBIM pUCKOM ocTpoit PTIIX y cyOBEeKTOB, MOJy4aBIIMX CTEPOHIBI, KOTOPHIM OblLia
IIpOBEJieHa TPAHCIUIAHTALUSl TEMOIO3TUYECKUX CTBOJIOBBIX KJIETOK. OJTH  MEAMAaTOpPbI
Bocnasienus BmodaroT REG3a, TNFR1 u ST2 (Hartwell et al., “An early-biomarker algorithm
predicts lethal graft-versus-host disease and survival, JCI Insight, 2(3):e89798). Ucnonp3ys
00pasipl T1a3Mbl OT CyOBEKTOB, BKJIIOUEHHBIX B KIIMHUYECKOE UCCIe0BaHNE ITpuMepa 1, Oenku
OLleHUBaNX Ha npeaMmeT ux koppessinuu ¢ ypoBHsiMu REG3a, TNFRI u ST2 Ha uncxonHom
ypoBHe. Koppensuus OTHOCUTCS K MOTEHIHMAIbHBIM OMOMapKepaM, NMOKa3bIBAIOIINM H3MEHEHNE
wu pacnpenenenue, nogoonoe REG3a, TNFR1 u ST2. B tabnuue 7 yka3aHnbl OekH, KOTOpPbIE
noctosepHo (p <0,1) koppenupyrot ¢ REG3a, TNFR1 u ST2 Ha ucxogHom yposHe. B Tabnune 8
yKa3aHbl Oenku, kotopsle qoctoBepHO (p >0,1) He xoppenupyror ¢ REG3a, TNFR1 u ST2 Ha
UCXOIHOM YPOBHE.

Tabnuua 7. benku, koTopble B 3HaUUTENbHOU crenenn koppenupyrot ¢ REG3a, TNFRI1
u ST2

beakn, koropnie beaku, koropbie
KOppeJHPYIOT ¢ Beaku, koTopbie KOppeJHpYIOT ¢
REG3A koppeanpyoT ¢ TNFR1 ST2
Koppensuu |3Hauenn Koppensiiu|3nauenus Koppensiu |3Hauenn
benox  |[a aP benok |[a P benox s aP
CDh74 0,9158| 0,0002 EAM?) 0,7439| 00,0136 HAOX1 0,7127( 0,0207
CALCA 0,8675| 0,0011|TIMP4 0,7076]  0,0221|VAMPS 0,5498| 0,0996
N2DL-2 0,8435| 0,0022|AMBP 0,6938| 0,0261|TLR3 -0,7273| 0,0171
SPINK1 0,8116| 0,0044|GCG 0,6566| 0,0392|HS3ST3 -0,6144| 0,0588
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B1
CKAP4 0,7651) 0,0099MANF 0,621 0,0553]NCAM1 -0,6032| 0,0648
NFATC3 0,7568| 0,0113 :AMP 0,6094| 0,0614 ?CGB3A -0,5909) 0,072
SLAMF8 0,7158] 0,0199|LEP 0,5986| 0,0675
DSC2 0,7037) 0,0231 IIGFBP- 0,5712]  0,0846
PLXNB1 0,701] 0,0239|F11 0,5683|  0,0865
VEGFD 0,6982| 0,0247|PD-L1 0,5512]  0,0987
HAVCR2 0,6898| 0,0273|ENPP7 -0,5962|  0,0689
KRT19 0,6864| 0,0284
PILRA 0,6774| 0,0314
IL-18BP 0,659 0,0382
TNF-R2 0,6456| 0,0438
CDCP1 0,6439| 0,0445
U-PAR 0,6349| 0,0486
CLEC7A 0,6315| 0,0502
CCL15 0,6276| 0,0521
IL-1ra 0,6237) 0,054
SAA4 0,607 0,0627
IL-18R1 0,6039 0,0645
TNFRSF
0 0,5953| 0,0694
CLM-1 0,5886| 0,0734
ITGB1B
- 0,5683| 0,0865
APOM 0,5667| 0,0876
IL12RB1 0,5528| 0.,0975
CRISP2 -0,6654| 0,0357

Tabmuua 8. Benku, xoTOphle B 3HAUMUTENBHOH cTemeHun He koppenupyroT ¢ REG3aq,

TNFR1 u ST2

beakun, koTopbie He

koppeaupyioT ¢ REG3A

benakn, koTopbie He

koppeaupyrot ¢ TNFR1

benakn, koTopbie He

koppeaupyiot ¢ ST2
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Koppens [3nauen Koppeasin 3nauenn Koppeasin |3nauenn
benox us usa P beqaoxk |us aP Bbenok usi aP
CDSN 0,5421 0,1055 |SCF 0,5327) 0,1129|SRC 0,5154| 0,1273
SIRPB1 |0,5295 0,1155 |SCF 0,5302| 0,1149|FOSB 0,4886| 0,1519

SULT2A
TNFRSF4 |0,5048 0,1368 [CCL15 0,5161f 0,1267 . 0,4758| 0,1645
CCL5 0,5026 0,1387 |DCTN2 0,5131] 0,1293|[KYNU 0,4712| 0,1692
SIGLEC1 SIGLEC1
0 0,5024 0,1389 |DDAHI1 05114 0,1309 0 0,4656| 0,1751
SIGLEC7 [0,4969 0,144 |DLL1 0,5068| 0,1349|CTSL1 0,4628| 0,1781
MANF  |0,4955 0,1453 |SIRPB1 0,5053| 0,1363|CASA 0,4588| 0,1823
COL4A
SIGLEC1 [0,4867 0,1537 . 0,5019] 0,1393|COL4A1 0,4535 0,188
APP 0,4833 0,1571 |SRC 0,4937 0,147|MANF 0,4374| 0,2062
TNFRS
CTSL1 0,4797 0,1606 - 0,4851| 0,1553MCP-3 0,4227] 0,2236
Cybpenun
ALDH3
una A 0,4733 0,1671 Al 0,4831| 0,1572|FAM3B 0,4091| 0,2405
PDGF
SULT2
IGFBP-1 |0,4368 0,2069 Al 0,4796 0,1607|GCG 0,4017( 10,2499
SERPIN
SPON2  |0,4365 0,2072 As 0,4683| 0,1723|CCL15 0,3789| 0,2802
CLEC7
SRC 0,4349 0,209 A 0,4674| 0,1731|DDAH1 0,3768| 0,2832
GCP5 0,4261 0,2196 |TNE-R2 04671 0,1734|AHCY 0,3758| 0,2845
CRTAM [0,42 0,2269 |[CNTNI1 0,4106| 0,2386(PD-L1 0,3545| 0,3149
FKBP1
TLR3 0,4143 0,2339 B 0,404 0,247|SPON2 0,3342| 00,3452
PD-L1 0,4068 0,2434 |CLM-1 0,39 0,2652|KRT19 0,3166| 0,3727
SIGLE
MCP-3 |04 0,252 o1 0,3765| 0,2835|CRTAM 0,3123| 0,3797
ALDHIA
CXCLI10 |0,3944 0,2594 |SCF 0,3748| 0,2858 0,3079| 0.,3868

1
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beakun, koTopbie He benakn, koTopbie He benakn, koTopbie He
koppeaupyoT ¢ REG3A koppeanpyiot ¢ TNFR1 KoppeaupymoT ¢ ST2
Koppeans [3nauen Koppeasin (3nauenn Koppeasin|3nauenn
benaox uus usi P benok (us aP beaox ust s P
ITGB1BP
IL8 0,3778 0,2818 |[MBL2 0,3728| 0,2887 ) 0,2858| 0,4233
GALNT
CNTN1 0,3588 0,3086 0 0,3583| 0,3093|NFATC3 0,2854| 0,4242
CcyOBeIuH
TNFRS
uia B 0,3581 0,3096 Fo 0,351 0,3201|IL6 0,2821f 0,4298
PDGF
ALDH3A
FKBP1B [0,3529 0,3172 [PILRA 0,3496 0,322 . 0,2716{ 0,4477
CD69 0,3487 0,3235 [CD40-L 0,3423| 0,3329|ACE2 0,2692 0,452
IL-
ENPP7 10,3255 0,3587 0,3311f 0,3501|IL8 0,2651| 0,4591
18BP
LY75 0,3251 0,3594 |GCP5 0,3298 0,352|IL6 0,2604( 0.,4675
uPA 0,3224 0,3636 [CD69 0,3237| 0,3616|DCTN2 0,2494( 0,4871
DCTN2 |0,3165 0,373 |[U-PAR 0,3234 0,362|SPINK1 0,2493| 0,4872
TWEA
VAMPS 10,3128 0,3788 K 0,3205| 0,3666(IL6 0,2411| 0,5022
ANG-1 10,308 0,3866 |DSC2 0,3192| 0,3687|CD69 0,2244 0,533
HSDI11
CD40-L |0,3077 0,3871 - 0,3159 0,374|VEGFD 0,2227| 0,5363
TIMP4 0,302 0,3964 [HSP 27 0,2988| 0,4018|PLXNB1 0,222| 0,5377
CASA 0,2969 0,4049 [NTRK3 0,2821| 0,4297|SIRPB1 0,2111} 0,5582
TNFRSF6 ITGB1
0,2891 0,4179 0,2648| 0,4597MBL2 0,2088| 10,5627
B BP2
GCG 0,2604 0.4675 |[CASA 0,2477|  0,4901|TIMP4 0,2085| 0,5633
DDAHI1 [0,2571 0,4733 [SPINK1 0,2403( 0,5037|IL6 0,2063( 0,5675
KYNU  ]0,2506 0,485 [FOSB 0,2371|  0,5096|SIGLEC7 0,2015( 0,5767
IL12RB
GH 0,2433 0,4982 . 0,22 0,5414|TNF-R2 0,1932( 0,5928
IL6 0,2424 0.4998 [LY75 0,1997| 0,5802|FKBP1B 0,1822| 10,6143
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beakun, koTopbie He

benakn, koTopbie He

benakn, koTopbie He

koppeaupyoT ¢ REG3A koppeanpyiot ¢ TNFR1 KoppeaupymoT ¢ ST2
Koppeans [3nauen Koppeasin (3nauenn Koppeasin|3nauenn
benox s usa P beqoxk |us aP beaox ust s P
MBL2 0,2384 0,5071 |CCL19 0,195 0,5893|CNDP1 0,1782| 0,6223
TNFRSF1 ENTPD
0,2273 0,5277 0,1913| 0,5964|GAL 0,1763| 0,6262
0A 2
ACE2 0,222 0,5377 |APOM 0,1908| 0,5975|DLL1 0,1665| 0,6458
IL6 0,2185 0,5442 |SPON2 0,1893| 0,6004|DSC2 0,1661| 0,6464
TNFRSF1
0A 0,2081 0,564 |CKAP4 0,1813| 0,6162(SIGLEC1 0,1642| 0,6503
IGFBP3 |0,2074 0,5653 |CCLS5 0,1799 0,619|CLEC7A 0,161 0,6568
IL6 0,1987 0,5821 [PROC 0,1767| 0,6254|HAVCR2 0,1598| 0,6592
HSP 27 |0,191 0,5972 |CTSLI1 0,1592| 0,6604|U-PAR 0,1579| 0,6632
ALDH3A HAVC
. 0,1869 0,6052 Ro 0,1576] 0,6636|CALCA 0,1474| 0,6844
CNDP1  |0,1755 0,6276 |GAL 0,1471| 0,6851|CRISP2 0,1461| 0,6872
IL6 0,1694 0,64 PON3 0,1353| 0,7094|PILRA 0,1439( 0,6916
TNFRS
GZMB 0,1604 0,658 0,1328| 0,7146|PROC 0,1351f 0,7098
F10A
SCGB3A1(0,1596 0,6597 |CDSN |0,1261 0,7286 |NCAN 0,1245| 0,7318
CyObenu
TNFRS
CCL19 |0,1423 0,6949 F6B 0,125 0,7308 |Huma A 0,124{ 0,7328
PDGF
ALDHIA TNFRS
0,1224 0,7363 0,1009 0,7815 |IL-1ra 0,1166| 0,7483
1 F10A
FOSB 0,1068 0,769  |CRISP2 |0,0895 0,8057 |LEP 0,1156| 0,7504
HAOX1 |0,0985 0,7865 [KYNU [0,0889 0,8071 |GCP5 0,095 0,794
cyopenu
AHCY 0,0951 0,7938 |[auua B (0,084 0,8176 |SLAMEFS 0,0876/ 0,8099
PDGF
NTRK3 |0,0842 0,8171 |ANG-1 |0,079 0,8284 |CD74 0,0855| 0,8142
CRTA
FAM3B |0,0842 0,8172 M 0,0665 0,8552 |ENPP7 0,0743| 0,8384
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beakun, koTopbie He

benakn, koTopbie He

benakn, koTopbie He

koppeaupyoT ¢ REG3A koppeanpyiot ¢ TNFR1 KoppeaupymoT ¢ ST2
Koppeans [3nauen Koppeasin (3nauenn Koppeasin|3nauenn
benox s usa P beqoxk |us aP beaox ust s P
COL4A1 |0,0703 0,8469 |[MCP-3 |0,0537 0,8828 |IGFBP-1 0,0727( 0,8419
THPO 0,0603 0,8685 |THBS2 |0,0536 0,8831 |CD40-L 0,0692| 0,8494
SIGLE TNFRSF1
PROC 0,0564 0,877 0,0485 0,8942 0,0606[ 0,8679
c7 0A
NCAM1 10,0319 0,9304 |CR2 0,0378 0,9175 |F11 0,0544| 0,8813
NCAN 0,0227 0,9504 |SAA4 10,0183 0,96 uPA 0,0506{ 0,8896
GALNT1
PON3 0,0187 0,9591 |[PREB |0 1 0 0,0387| 09154
DLL1 0,0146 0,9681 [NINJ1 |0 1 THBS2 0,0387( 0,9155
NINJ1 0 1 THPO |-0,0005 0,9989 |CDCP1 0,0266| 0,9418
cyObpenuH
PLXNB
PREB 0 1 . -0,0028 0,9938 |uua B 0,0201 0,956
PDGF
NFATC
SULT2A1 |-0,0321  [0,9298 ; -0,0033 0,9928 |SCF 0,004| 09913
Cybmwen
UHHUIA
TN-R -0,0585  [0.8724 A -0,01 0,9781 |NTRK3 0,0026| 0,9942
PDGF
AMBP -0,0823  |0,8211 |N2DL-2(-0,0164  |0,9641 |SCF 0,0018[ 10,9961
GALNT10{-0,0831 |0,8194 |[HAOX1|-0,0276  |0,9396 |CCLS5 0,0015( 10,9968
TWEAK |-0,1065 [0,7697 |GZMB |-0,0298 0,9349 |PREB 0 1
DKKL1 |-0,1125 |0,7569 [uPA -0,03 0,9343 |ININJ1 0 1
SLAMF TNFRSF1
PVALB |-0,118 0,7454 g -0,0371 0,919 0A -0,0047)  0,9896
PFKM -0,1796  [0,6196 |CDCPI [-0,0431 0,9058 |TNFRSF9 -0,0047)  0,9896
HSD11B1 |-0,1829 [0,6131 |PVALB |-0,0674 |0,8533 |CLM-1 -0,0066| 0,9855
CXCL1
ENTPD2 |-0,1832 [0,6124 0 -0,0675 0,853 CDSN -0,0137 0,97
HS3ST3B |-0,2478  |0,49 SIGLE |-0,1138 0,7543 |IL-18BP -0,0184 00,9598
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beakun, koTopbie He

benakn, koTopbie He

benakn, koTopbie He

koppeaupyoT ¢ REG3A koppeanpyiot ¢ TNFR1 KoppeaupymoT ¢ ST2
Koppeans [3nauen Koppeasin (3nauenn Koppeasin|3nauenn

benaox uus usi P benok (us aP begok us aP

1 C10

F11 -0,249 04879 |IL-1ra |-0,1167 |0,7481 |CCL19 -0,0194| 0,9576

CR2 -0,2631  |0,4626 |IGFBP3(-0,1316  [0,7171 |N2DL-2 -0,0203| 0,9556

GAL -0,2958  |0,4067 |CCL11 |-0,1433  |0,6928 |TNFRSF4| -0,0231| 0,9495

SCF -0,3195  ]0,3681 |[CALCA|-0,1562  |0,6666 |SCF -0,0345| 0,9246

SCF -0,3198 10,3677 |[NCAN |-0,1632  |0,6523 |HSD11B1 -0,0653| 0,8578

jERPINA -0,3358  |0,3427 [TN-R |-0,1766  |0,6254 |APOM -0,0674| 0.8532

SCF -0,3513  |0,3196 [PFKM |-0,1914  |0,5963 |CCL11 -0,0699| 0.8479

THBS2 |-0,3725 |0,2892 |DKKLI1 |-0,2137  |0,5532 |GZMB -0,0739| 0.8393

LEP -0,3739 10,2872 |CD74 |-0,2144  |0,5519 |CKAP4 -0,0951| 0,7938
ALDH1

CCL11  |-0,4076 |0,2423 Al -0,2245 10,5329 |AMBP -0,122| 0,7371
Z(leB3 -0,2297 10,5233 |THPO -0,1323| 0,7156
II\ICAM -0,2349 10,5135 |LY75 -0,1404| 0,6989
IL6 -0,249 0,4878 |IL-18R1 -0,1526{ 0,6738
CNDP1 |-0,2571 0,4734 |ENTPD2 -0,1561| 0,6667
IL6 -0,2641 0,4609 |ANG-1 -0,1586( 10,6618
IL6 -0,2755 (0,441 APP -0,1633| 0,6521
KRT19 |-0,278 0,4368 |IL12RB1 -0,1745|  0,6296
ACE2 |-0,2926 |0,4119 |[SAA4 -0,1783| 0,6221

SERPINA
IL-18R1[-0,3026  |0,3954 s -0,1971| 0.5852
APP -0,3215 0,365 HSP 27 -0,2018| 0.,5762
TLR3 |-0,3408  |0,3352 |TN-R -0,204( 0,5719
AHCY |[-0,353 0,317 |PFKM -0,2317| 0,5196
TNFRSF6

IL6 -0,3819 10,2762 B -0,2566( 00,4742
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beakun, koTopbie He benakn, koTopbie He benakn, koTopbie He
koppeaupyoT ¢ REG3A koppeanpyiot ¢ TNFR1 KoppeaupymoT ¢ ST2
Koppeans [3nauen Koppeasin (3nauenn Koppeasin|3nauenn
benox s usa P beqoxk |us aP beaox ust s P
VEGEFD |-0,4069 0,2432 |PON3 -0,2767| 0,4389
IL8 -0,4509 0,1909 |IGFBP3 -0,2965 0,4054
E?3ST3 -0,4519 0,1898 |PVALB -0,306[ 0,3899
GH -0,5459 0,1026 |DKKL1 -0,3744|  0,2865
CNTNI1 -0,3974|  0,2555
CXCL10 -0,4139| 0,2344
GH -0,4141] 0,2342
TWEAK -0,471f 0,1695
CR2 -0,5445| 0,1036
IMpumep 4: Bribop OenkoB, CHOCOOHBIX  MPOTHO3MPOBATH  MOJOKUTENBHBIN

TepanesTuueckuii oreer ¢ uaurubuposanuem JAK mpu PTITX

JlaHHbIE U3 TPEBIAYIIUX TNPUMEPOB HACHTU(PUIMPOBAIN HECKOIBKO OENKOB Ha

HUCXOOAHOM YPOBHE, KOTOPBIC IMPEACKA3BIBAIOT MMOJIOKUTEJIbHBIN TepaHeBTI/ILIeCKI/Iﬁ OTBCT, O UEM

cBuzeTenbcTByeT knaccudpukanmusa kak I10 Ha 28 cyTtku. beuto obHapyxeHo, 4rto Oenkw,

npuBeneHHble B Tabnume 9 (HO He orpaHmunBasch uMu). (1) Mo-pa3HOMY SKCIPECCHPYIOTCS

mesxny rpynnamu stedenust [10 u I13/cmepts; (2) cTaOMIbHBI OT HCXOJHOTO YPOBHS 10 28 CYTOK;
u (3) ne xoppenupytot ¢ REG3a, TNFR1 u ST2.

Tabnuua 9. benku, KOTOpbIe MO-Pa3HOMY SKCHPECCUPYIOTCS MEKIY TPYIMIAMH JICUESHUs

ITO u II3/cmepTh, CTaOMIBHBI OT MCXOMHOTO YPOBHS M A0 28 CYTOK U HE KOPPENUPYIOT C

REG3a, TNFR1 u ST2

YpoBeHb 0e/1k0B, NOBbIIEHHBIH MPH
Yposennb 0ekoB, noHuxKkeHHbIi npu 110

Io

Kparnoctes | Hcxoanoe Kpatnocts | UcxoaHoe
besok begok

H3MeHeHHus1 | 3HaueHue P H3MEHEeHH S 3HaveHue P
PON3 3,9728 0,0005 MCP-3 -6,0399 0,0004
SCF 3,0746 0,003 CAS5A -4,5712 0,0085
SCF 2,9526 0,0026 IL8 -4,0642 0,0216
SCF 29112 0,003 CXCL10 -3,8124 0,0065
GH 24121 0,0155 SULT2A1 -3,5143 0,0149
SRC 2,1146 0,036 IL6 -3,4705 0,0258
CR2 2,0089 0,0197 CCL19 -2,9578 0,0041
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YpoBeHb (eJIK0OB, MOBbINIEHHBIH MPH
o YposeHns 0eiikoB, noHwkeHHbIH npu 11O
Eestox Kparnocte | Hcxoanoe Eeitox Kpatnocte | HcxogHoe
H3MeHeHHs1 | 3HaueHue P U3MeHeHus1 | 3HayeHue P
PFKM 1,9756 8,93E-05 CTSL1 -2,9056 0,0018
HSD11B1 | 1,8131 0,0173 ACE2 -2,8742 0,0054
IGFBP3 1,7304 0,0287 IL6 -2,8377 0,0121
CDSN 1,7055 0,0227 CRTAM -2,6741 0,0312
TWEAK 1,6972 0,0338 ALDHI1A1 -2,6667 0,0141
TN-R 1,653 0,0321 IL6 -2,5189 0,0141
CNTNI1 1,5831 0,0275 GZMB -2,307 0,0289
GCP5 1,5583 0,0383 TNFRSF6B -2,3053 0,0037
PROC 1,514 0,0289 KYNU -2,2368 0,0217
NCAN 1,4147 0,0259 FOSB -2,2367 0,0169
NTRK3 1,3885 0,0255 ALDH3A1 -2,1808 0,0104
HSP 27 1,3522 0,0446 DDAH1 -2,036 0,0289
GALNTI10 | 1,3452 0,0207 NINJ1 -1,9125 0,0043
ENTPD2 -1,8643 0,0227
SIGLEC1 -1,8208 0,0229
PREB -1,8178 0,0327
AHCY -1,7883 0,043
TNFRSFI10A | -1,7188 0,0133
TNFRSF4 -1,677 0,0423
SIGLEC7 -1,5857 0,0148
uPA -1,4223 0,0314
DLL1 -1,2888 0,0194
Ucnone3yst Oonmee crporoe 3HadeHue 2 (abCONIOTHOE YHCNO), KOJUYECTBO

MPOTHO3UPYIOLINX OEIKOB OBLIO IOTOJIHUTENBHO YMEHbIIEeHO (Tadnuua 10).

Tabmuua 10. BeiOpanuble Oenkw,

CHOCOOHBIE TPOTHO3MPOBATH  MOJOKUTEIbHBINA

TepaneBTHUecKuii oTBeT Ha nHrnonposanne JAK npu PTIIX

beaox Kpatnocts usmenenus Ilo nporus Hcxonnoe
I13/cmepTh 3Ha4eHue P
PON3 3,9728 0,0005
SCF 3,0746 0,003




65

beaox Kpatnocts usmenenus Ilo nporus Hcxonnoe
3/cmepTh 3HaueHue P
SCF 2,9526 0,0026
SCF 2,9112 0,003
GH 2,4121 0,0155
SRC 2,1146 0,036
CR2 2,0089 0,0197
MCP-3 -6,0399 0,0004
CASA -4,5712 0,0085
IL8 -4,0642 0,0216
CXCL10 -3.8124 0,0065
IL6 -3.4705 0,0258
CCL19 -2,9578 0,0041
CTSL1 -2,9056 0,0018
ACE2 -2,8742 0,0054
IL6 -2,8377 0,0121
ALDHIA1 -2,6667 0,0141
IL6 -2,5189 0,0141
TNFRSF6B -2,3053 0,0037
KYNU -2,2368 0,0217
FOSB -2,2367 0,0169
ALDH3A1 -2,1808 0,0104
DDAH1 -2,036 0,0289

IIpumep 5: MHnentuduxanuss OenkoB, auddepeHIHAILHO  DKCIPECCUPYEMBIX Y

IMAIIMEHTOB C OCTPOM PeakIMer TPAHCIIAHTAT MPOTUB XO35IMHA, KOTOPHIE ITOJHOCTHI) OTBEYAIOT

Ha JICYCHUE UTALIUTUHUOOM

KombuHnarust uranutuHnbOa ¢ KOPTHKOCTEPOUIAMH OLICHHUBAJIACH B MCCIIEOBAHUU (a3bl
1 mapamnenpHOH KOropThl M yJydlImia OOIIMIA OTBET Kak y NAEHTOB, HE IOJyYaBIINUX
crepouzbl, Tak M y mnanueHToB ¢ pedpakrepHoit PTIIX. OOmumpHBII NMPOTEOMHBIH aHAIH3
BBISIBIJI TIPEAUKTHUBHBIC, TIPOTHOCTUYECKHE M (PapMakOAMHAMUYECKHe OMOMapKepbl OTBETa Ha
KOMOWHHUPOBAHHOE JICUEHHE.

B ximHuYeckoe wWCmbITaHHE OBUTM  BKJIFOUEHBI JECATh CYOBEKTOB, paHee He
NPUHUMABIIUX CTEPOHIIbI, U BOCEMHAALATh CYOBEKTOB, PE3UCTEHTHBIX K cTepounam, ¢ PTIIX.
OO6pa3sip! I1a3Mbl coOupany y Bcex 28 cyOBeKTOB 10 JiedeHUs (CKPUHUHI/UCXOIHBINA YPOBEHB) U
Ha 28 cyTku mocyie JiedeHus. Bce CyOBeKThl Najii MUCbMEHHOE COTrjlache N0 BKJIIOUEHHUsS B

uccienosanue u cobopa odpasuos. Ha ocHoBanuu xpurepues orsera LleHTpa MeXIyHapOIHBIX
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UCCNIeIOBaHUN KpOBH M TpaHcmuiantata koctHoro mosra (CIBMTR) Ha 28 cyTkm cyOBeKThI
ObUIM pa3neneHbl Ha CYOBEKTOB C KJIMHUYECKUM OTBETOM U CyOBEKTOB 0€3 KIMHHYECKOTO
orBera. CyOBEKTHl C KIMHMYECKHMM OTBETOM BKIIKOYAIN CYOBEKTOB C IMOJHBIM KIMHUYECKUM
orseroM (I10; n=10), cyOBEKTOB C OUEHBb XOPOLINUM YaCTHYHBIM KIMHU4YeCKUM oTBeTOM (OXYO;
n=1) u cyOwvekToB ¢ wyacTuuHbIM kKiuHHYeckuM otBeToM (HO; n=8). CyOwextsl 0e3
KJIMHUYECKOTO OTBETA BKJIFOYAJIM CMELIAHHBIX CYOBEKTOB C KIMHUYECKHUM OTBETOM (N=2) u
CyOBEKTOB ¢ mporpeccupyroinm 3adosnesannem/cmeptoio (I13/cmepts; n=7).

CyObexThl monyyanu KopTukocTepounsl B komOuHarmu ¢ 200 mr (N=14) wnmu 300 mr
(N=14) urauutunuba oxus pa3 B cyTku (QD). KnmuHu4eckuit OTBET CYyLIECTBEHHO HE OTIIMYAJICS
MEXKAYy JBYMsl NO3aMHM WTALUTHHUOA, TakuM o0Opa3oM, JdaHHble H3 O0eHuX KOropT ObLIH
o0bpenuHeHbl. 3-3a OrpaHUYeHHOTO pa3Mepa BBIOOPKH MALMEHThI, HE MPUHUMABIINE CTEPOU/IbI
(N=10) u namumeHTsl, HeBOCHpUUMUHUBBIE K crepounam (N=18), Obutn OOBEIMHEHBI IS
nanbHelmero aHanmusa. [IpoBomwnu oOmupHBIE TpoTeoMHbIN aHanmus3 Oonee 1000 OGenkos
OLINK Proteomics (YoreprayH, Maccadycerc) C HCIOJIb30BAHHEM METOAA PaCIIUPEHHUS
OMu30CcTH, Kak OIMUCAaHO Npou3BoxuTeNeM. JlaHHBIE TPEACTABIEHbI KaK HOPMAJIH30BaHHAS
skcnpeccust Oenka (NPX) B mkane log2. Crartuctudeckuwe pa3iuuvs ObLUTH OLIEHEHBI C
UCTIONIb30BAHUEM HEMApPHBIX M TAapHBIX t-KPUTEPHEB, OAHOCTOPOHHETO KOBAPHAIIMOHHOTO
aHaimza (ANOVA) u koppessinuu [Tupcona. 3raunmocTs npunuckiBaiach, korga P <0,05.

benku Obutn uneHTHQUUMPOBAHBI HA OCHOBE 3HAYUTENBHBIX PAJIUYHA  MEXKIY
KOroptaMu CyOBEKTOB C TIOJNHBIM OTBETOM U CyOBEKTOB C  IPOrPECCHPYIOLINM
3a00JIeBaHIEM/CMEPThE0 HA HCXOJHOM YPOBHE, KOTOpbIE NOCTHIJIM TO MeHblIel mepe 1,2-
KpaTHOro pasnuuust Mexnay koropramu. Cm. Tabmmmy 11. ITockonbky HEKOTOpbIE MALMEHTHI
ObutM TepekIacCUpUUUpPOBaHbI HAa OCHOBAaHMM HX oOTBera Ha 28-¢ cyrku, Tabmmma 11
HpencTaBisieT OOHOBJIEHHBI CIHCOK OENKOB, NEPBOHAYAJbHO IIOKA3aHHBIH B mpumepe 1,
Tabnune 4.

BeisiBuiu B oOweit cioxuoctn 146 nuddepenHumnanbHo dKCmpeccupyeMbix OEKOB B
rpynmnax cyowrekToB ¢ [10 u I13/cMepThio. YpOBHM MSATUAECATH CeMH O€JIKOB ObLITH MOBBIIIEHBI |
a 89 6enkoB nonHmkeH npu I10 no cpasuenuto ¢ [13/cmepTrro. Cm. Tabmumy 11.

Tabmuna 11. JuddepeHnuanbHo dKCcnpeccUpyeMble O€IKH Ha HCXOAHOM YPOBHE B

Mmjga3Me JIML C T[OJHBIM OTBETOM [0 CPAaBHEHHIO C TPYNIaMyd MPOTPECCUPYIOIIETO

3a0oneBaHms/ CMEPTH

IMosbimennas peryasinus npu 110 no Honuxennasn peryasinust npu I1O no
cpasHeHuo ¢ [13/cmepThio cpaBHeHu1o ¢ I13/cmepThio

Kparnocts | Mcxonnoe Kparnocts Hcxonnoe
benox benoxk

U3MeHeHusl | 3HadeHue P U3MEHEHUsT 3Ha4yeHue P
CCL17 6,4545 0,0014 MCP-3 -7,865 0,00001294

1

PON3 4,8594 0,0005 HAOX1 -7,846 0,0027
LEP 4,402 0,0191 CAS5A -7,4693 0,001
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IMoBbimennas peryasiuus npu 110 no

cpasHeHnuo ¢ [13/cmepThi0

Honuxennasn peryasinust npu I1O no

cpaBHeHu1o ¢ I13/cmepThio

GCG 3,904 0,0031 CALCA -5,4107 0,0339
MBL2 3,7419 0,0014 IL8 -5,0031 0,0006
SCF 3,5978 0,0006 AREG -4,8443 0,0377
SCF 3,5041 0,0008 SULT2A1 -4,7009 0,0062
SCF 3,2594 0,0024 VAMPS -4,3186 0.0064
SCGB3A1 3,1352 0,0051 SPINK1 -4,2632 0.0171
GAL 3,0034 0,0179 SIGLEC10 | -3,8434 0.0002
FAM3B 2,8141 0,0165 ENPP7 -3.804 0,032

THPO 2,7391 0,007 ACE2 -3,7433 0,0021
GH 2,6866 0,0085 CTSL1 -3,7378 0,0004
PVALB 2,6266 0,0194 PRSS2 -3,6787 0,0454
ANG-1 2,3398 0,0462 CXCL10 -3,5343 0,0192
GDF-8 2,2804 0,0377 NEP -3,4607 0,033

EN-RAGE 2,2642 0,0432 MFGES -3,4384 0,014

CRISP2 2,2475 0,0149 KRT19 -3,2722 0,0153
CR2 2,1595 0,0321 SLAMF8 -3,2642 0,0053
CCL5 2,1066 0,0342 CRTAM -3,2086 0,0232
SERPINAS 2,0891 0,0079 IL6 -3,1755 0,0065
IGFBP3 1,9044 0,0219 ALDH1Al -3,168 0,0096
PFKM 1,8788 0,0007 CES1 -2,9707 0.,0286
TN-R 1,8732 0,0227 REG3A -2,9432 0,0499
KLK6 1,8647 0,0002 KYNU -2,9203 0,0061
AMBP 1,8381 0,003 IL-4RA -2,8507 0,0018
SCGB3A2 1,8338 0,029 CDCP1 -2,792 0.,0097
TWEAK 1,.8183 0,0426 IL6 -2,781 0,0086
FAM19A5 1,813 0,0186 IL6 -2,7351 0,0088
CNTNI1 1,791 0,0131 MVK -2,6813 0,0346
VWC2 1,7842 0,0316 FOSB -2,6284 0,0075
CD207 1,7751 0,0153 NFATC3 -2,5865 0,0042
HSD11B1 1,7507 0,0446 N2DL-2 -2,5399 0,0032
KIT 1,7369 0,0439 IL6 -2,5099 0,0151
Notch 3 1,7306 0,0281 DDAH1 -2,5062 0,0089
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IMoBbimennas peryasiuus npu 110 no Honuxennasn peryasinust npu I1O no
cpaBHeHumo ¢ I13/cmepThio cpaBHeHuio ¢ [13/cmepThio
GCP5 1,7126 0,0062 IGFBP-1 -2,4965 0,0315
BCAN 1,6911 0,0092 ALDH3A1 -2,477 0,003
CDSN 1,6718 0,0496 CXADR -2,4672 0,0111
hK14 1,6607 0,0429 HAVCR2 -2,4468 0.,0022
DRAXIN 1,6547 0,0226 CKAP4 -2,3793 0,0008
NCAM1 1,6306 0,0012 PLXNB1 -2,3572 0,0015
F11 1,5723 0,0109 NINJ1 -2,3018 0,0004
CNDP1 1,5685 0,0117 TNFRSF6B | -2,24 0,0093
TIMP4 1,5269 0,0151 CLM-1 -2,2069 0,0188
NCAN 1,5261 0,0216 CD74 -2,2017 0,0012
WNT9A 1,5125 0,0206 ENTPD2 -2,1935 0,0084
MFAPS 1,4911 0,0342 PREB -2,1563 0,0115
CCL28 1,4765 0,0365 CCL19 -2,1313 0,0252
GALNT10 1,4483 0,0079 SIGLEC1 -2,0772 0,0067
VEGFD 1,4176 0,0439 Gal-4 -2,0631 0,0322
DNER 1,4054 0,0481 HNMT -2,0614 0,0081
CRH 1,4003 0,0285 HTRA2 -2,0308 0,002
CCL11 1,3644 0,0126 VSIG4 -2,0226 0,0258
PAM 1,3347 0,0078 IL-1RT2 -2,0162 0,013
LY75 1,3276 0,0287 TNE-R2 -2,0135 0,0104
CCL11 1,3163 0,0439 IL-18R1 -2,0003 0,0005
KLK10 1,2844 0,0448 SIRPB1 -1,9684 0,02
TNFRSF10 | -1,9427 0,0055
A
AHCY -1,8767 0,038
DSC2 -1,8695 0,0132
IL12RB1 -1,8353 0,0184
TNFRSF10 | -1,8332 0,0075
A
LILRB4 -1,832 0,0435
TRAIL-R2 -1,8307 0,0191
EPHA2 -1,7981 0,0105
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IMoBbimennas peryasiuus npu 110 no Honuxennasn peryasinust npu I1O no
cpasHeHnuo ¢ [13/cmepThi0 cpaBHeHu1o ¢ I13/cmepThio

U-PAR -1,7842 0,0224
LAIR1 -1,7352 0.0179
SEMA4C -1,7209 0,0178
CLEC7A -1,7189 0,0411
ANGPTLA4 -1,7097 0.,0494
RTN4R -1,6966 0,0441
CD163 -1,6749 0,013
VCAMI1 -1,6662 0.0161
COL4A1 -1,663 0.0168
PDCD1 -1,6537 0,0108
IFN-ramma- | -1,6515 0,0152
R1

IL-1ra -1,6115 0,021
CCL15 -1,6016 0.0159
TGM2 -1,5838 0,0286
DAG1 -1,58 0,0345
NECTIN2 -1,5594 0,049
PILRA -1,5248 0,0281
PD-L1 -1,5023 0,0147
SIGLEC7 -1,4749 0.0364
PRDX6 -1,4644 0,0461
DLL1 -1,4438 0,0003
EDIL3 -1,2737 0.,0246
THBS2 -1,2257 0.0104
SPON2 -1,212 0,0024

B ofmmeit cnoxHOocTH ObLTO MAeHTH(ULIMPOBaHO 89 GenkoB u3 Tabmuiel 11, KOTOpBIE HE
MOJIYJHMPOBAIHN Y CYOBEKTOB C TOJHBIM KJIMHUYECKMM OTBETOM MEXKIY HCXOIHBIM YPOBHEM
(cytku 1) u cytkn28. Tabnuua 12 npencrasnser 0OHOBICHHBIN CITUCOK OENTKOB, MEPBOHAYALHO
NOKa3aHHbIA B mpumepe 2, Tabmune 6. It Oenkn 0003HAYeHbI Kak 0a30BbI€ MPOTHOCTHYECKHE
Oromapkepsbl.

Tabmuua 12. Benku w3 Tabmuubl 11, kKoTOpBle CTAOWMIBHO SKCIPECCUPOBAIUCH Y

CyOBEKTOB C MOJHBIM KJIMHUYECKUM OTBETOM B nepuoa ¢ 1 mo 28 cytku
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IMoBbimennas peryasiuus npu 110 no

cpasHeHnuo ¢ [13/cmepThi0

Ionuxennas peryasiuus npu 110 no

cpaBHeHu1o ¢ I13/cmepThio

Hcxonnoe Hcxonnoe

Kpamnocty 3HayeHue P Kparmocrs 3HAYEHHE

MU3MEHEHUs WU3MEHEHUs
benox (€1 nporus (C1 benox (€1 nporns P (C1

C28) MIPOTUB C28) IPOTUB

C28) C28)
PON3 1,3014 0,0529 IL8 1,6324 0,0814
CNTNI1 1,1978 0,0872 HAOX1 1,5747 0,09
IGFBP3 1,1493 0,1918 ENPP7 1,4178 0,1392
LEP 1,133 0,5306 ACE2 1,301 0,072
Notch 3 1,1259 0,1626 SULT2A1 1,2251 0,42
TN-R 1,1234 0,2461 MCP-3 1,1945 0,3631
HSD11B1 1,1146 0,3215 CES1 1,1821 0,2881
FAMI19AS5 1,0841 0,4593 MFGES 1,1591 0,3239
NCAN 1,0838 0,1333 PLXNB1 1,1347 0,069
F11 1,0834 0,2439 TNFRSF10 | 1,1052 0,2863
A
GDF-8 1,0733 0,6406 CCL15 1,1003 0,3286
CCL28 1,0625 0,2987 TNFRSF10 | 1,0972 0,2337
A

GALNTI10 1,0608 0,3706 SEMA4C 1,079 0,4031
BCAN 1,0439 0,6251 PREB 1,0663 0,2
TIMP4 1,0265 0,8344 NFATC3 1,0623 0,7203
CRISP2 1,0244 0,7055 CCL19 1,0575 0,9296
CD207 1,0177 0,9042 DLL1 1,0479 0,5388
WNT9A 1,0058 0,9334 ENTPD2 1,0197 0,7027
MBL2 -1,439 0,0693 IL-4RA 1,0166 0,8889
EN-RAGE -1,3322 0,1832 EPHA?2 1,0139 0,8348
TWEAK -1,2551 0,1314 FOSB 1,0051 0,9581
CR2 -1,1488 0,312 CXCL10 -1,6949 0,2429
MFAP5 -1,1215 0,1239 VAMPS -1,3344 0,0888
KIT -1,0943 0,3754 ALDH3A1 -1,292 0,1504
GH -1,0614 0,7936 MVK -1,2699 0,0932




IMoBbimennas peryasiuus npu 110 no

cpasHeHnuo ¢ [13/cmepThi0

Ionuxennas peryasiuus npu 110 no

cpaBHeHu1o ¢ I13/cmepThio

PFKM -1,052 0,5545 IL12RB1 -1,2335 0,1735
CDSN -1,05 0,6182 CALCA -1,2293 0,4153
CRH -1,0445 0,6559 AHCY -1,1994 0,1462
GCP5 -1,0404 0,6364 PRSS2 -1,1946 0,2577
KLK6 -1,0386 0,6672 LILRB4 -1,1845 0,114
DRAXIN -1,0356 0,6586 DDAH1 -1,1714 0,1479
IL-1ra -1,1696 0,2023
NECTIN2 -1,1579 0,1167
PDCD1 -1,1485 0,0783
CD74 -1,1483 0,1266
PD-L1 -1,1361 0,181
REG3A -1,1314 0,1677
CASA -1,1295 0,5551
N2DL-2 -1,1284 0,2413
CDCP1 -1,1249 0,5025
U-PAR -1,0962 0,2869
SIGLEC7 -1,0923 0,3111
ANGPTLA -1,088 0,618
ALDHIA1 -1,0791 0,6027
SPINK1 -1,0709 0,7767
HTRA2 -1,0707 0.4567
PRDX6 -1,061 0.5849
IL-1RT2 -1,0504 0,6889
IGFBP-1 -1,0455 0.8818
HNMT -1,0338 0,5282
TRAIL-R2 -1,0337 0,6738
CXADR -1,0305 0,484
CTSL1 -1,0288 0,8442
IFN-ramma- | -1,0268 0,6494
R1
IL-18R1 -1,0192 0,5615
KRT19 -1,0142 0.9196
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IMoBbimennas peryasiuus npu 110 no Ionuxennas peryasiuus npu 110 no

cpasHeHnuo ¢ [13/cmepThi0 cpaBHeHu1o ¢ I13/cmepThio
KYNU -1,0138

TGM2 -1,0122

0,9268
0,9074

ITpumep 6: XapakTepUCTUKA DKCIIPECCUN OEIKa BO BpeMs Kypca JIEeUEeHUsI

ITpononpHble pasnuuusi B OKCHIpeccUr OelKa aHAJIU3UPOBAIM, OLEHHBAas OOpasLbl
IUIa3Mbl OT UCXOIHOTO YPOBHS/CKPUHHMHIA U Ha 28 cyTku. bpuim uaeHTU(UIUPOBAaHbI OENKH,
KOTOpbIE 3HAYUTEIHHO MOAYJIUPOBAIHCH JICYCHHEM MEKAY CKPUHUHTOM/HCXOIHBIM YPOBHEM U
28-MH CyTKaMHu y CyOBEKTOB ¢ KIIMHHYECKUM OTBETOM, BKtouasi mauueHToB ¢ [10, OXYO u UO
(N=19). Bcero 6buto uaentuduimpoaHo 353 Oenka, koTopble mokasaHbl B Tabmume 13. U3
storo crucka 105 OenkoB ObUIM 3HAYMUTEIBHO MOBBIIIEHBL, a 248 OeNkoB ObLIM 3HAYUTEIHHO
CHIDKEHBI MEXKY HCXOOHBIM ypoBHeM H 28 cyTkamu. Crimcok OenkoB B Tabmmme 13 BKIrOUaeT
Oenky, BKIIOYEHHBIE B TpUMep 2, TaONHLy S5, U BKIOYAET O€NKH, MOLYJIUPYEMbIe JCUCHHEM Y
nanueHToB ¢ [10, OXYO u YO. B Tabnune 13 ykazanbl OMoMapKkepbl TEParieBTHYECKOrO OTBETA.

Tabmuua 13. benku, 3HAUUMO MOAYJIHUPOBaHHbBIE Y JIUL ¢ KiuHHUecKuM oteToM (110,

OXYJI, YHO; n=19) Mexay HCXOIHBIM YPOBHEM H 28 CyTKaMu

IloBbimeHHasi 3kcnpeccust OT HCXOAHOTO IMonuskeHHasi 3kcnpeccus 0T HCXOAHOT0
YPOBHs 10 28 cyTOK YPOBHA 10 28 cyTOK
Benox Kparnocts | HMcxonnoe Benox Kparnoctb Hcxonnoe
U3MEHEeHus1 | 3HadeHue P U3MEHEHUs 3Ha4yeHue P
-1,7131 8,25E + -
TMPRSS15 3,0633 7,04E -07 INPPL1 06
CCL11 1,3146 4,74E -06 LAT2 -1,7755 1,01E -05
FAM3B 1,7951 1,23E -05 CLEC7A -1,8103 1,39E -05
MMP7 1,3986 2,15E -05 PPP1R9B -1,6445 2,13E-05
NCAM1 1,3216 9,44E -05 NEMO -1,7984 2,56E -05
Gal-3 1,3504 0,0001 SH2B3 -1,7273 3,46E -05
CCL25 2,106 0,0001 BCR -1,8219 5.51E -05
THPO 1,867 0,0002 CD5 -1,9942 6.02E -05
CCL11 1,2818 0,0003 DNAJB1 -1,7332 8,26E -05
hK14 1,5574 0,0004 CCL17 -3,059 8.32E -05
KIM1 1,7741 0,0004 ITGB2 -1,6877 8,97E -05
Fl1t3L 2,3423 0,0004 BANK1 -2,0084 0,0001
PLIN1 2,4338 0,0005 TPSAB1 -1,9835 0,0001
SPON2 1,095 0,0006 YESI1 -1,9824 0,0001
Gal-4 1,4274 0,0006 LAMP3 -1,7705 0,0001
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IloBbImeHHAST IKCIpPECCHusa 0T HCXOAHOI'O

YPOBHs1 10 28 cyTOK

Ilonm:keHHan IKCIpeCcCHuss 0T HCXOAHOI'0

YPOBHA 10 28 cyTOK

GM-CSF-R-
FABP4 1,6926 0,0006 aneda -1,4489 0,0001
DNER 1,2957 0,0007 CNTNAP2 -1,3091 0,0001
GAL 1,6888 0,0008 ZBTB16 -1,9166 0,0002
KIM1 1,757 0,0009 CD163 -1,7206 0.0002
CPM 1,1479 0,0011 TXLNA -1,5277 0.0002
VWC2 1,3331 0,0011 MEPE -1,4941 0.0002
PPY 1,9703 0,0012 BACHI1 -1,4794 0.0002
PAM 1,1653 0,0014 MAX -1,449 0.0002
PVR 1,1964 0,0015 NFKBIE -1,2885 0,0002
SERPINAS 1,2683 0,0015 hOSCAR -1,2603 0,0002
ST3GAL1 1,3415 0,0016 LAT -2,049 0.,0003
CSTS 1,3521 0,002 PTPRIJ -1,7421 0,0003
CES2 1,4212 0,0022 SIRT2 -1,6014 0,0003
CNDP1 1,3856 0,0024 SIRPB1 -1,3991 0,0003
CX3CL1 1,5454 0,0024 AXIN1 -1,8046 0,0004
HO-1 1,3293 0,0028 EIF4Gl1 -1,5969 0,0004
PRELP 1,1833 0,0029 PTX3 -1,5567 0,0004
ADM 1,2035 0,003 TRIMS -1,4743 0,0004
VSIG2 1,2163 0,0031 IDUA -1,3887 0,0004
FABP2 3,5893 0,0031 NCF2 -2,4951 0,0005
CEACAMS 1,6422 0,0039 SELP -1,9244 0,0005
SLITRK2 1,2986 0,004 ARHGEF12 | -1,8347 0,0005
MCP-1 1,6302 0,0044 CASP-3 -1,787 0,0005
NTRK3 1,2526 0,0045 CD27 -1,6873 0,0005
CLUL1 1,3108 0,0046 MAP4KS -1,658 0.,0005
CXCL16 1,2028 0,0053 DAPP1 -1,3805 0.0005
SCF 1.4714 0,0056 PRDXS5 -2,0131 0.0006
TMPRSS5 1,3307 0,0057 TLT-2 -1,8372 0.,0006
REG4 2,1118 0,0059 PARK7 -1,4104 0,0006
hK11 1,2975 0,0061 IL2-RA -2,2452 0,0007
SCF 1,3943 0,0061 FOXOl1 -1,3557 0,0007
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IloBbImeHHAST IKCIpPECCHusa 0T HCXOAHOI'O

YPOBHs1 10 28 cyTOK

Ilonm:keHHan IKCIpeCcCHuss 0T HCXOAHOI'0

YPOBHA 10 28 cyTOK

SCGB3A1 1,5691 0,0061 ST1A1 -1,9523 0,0008
DKKL1 1,1495 0,0071 GRAP2 -1,6468 0,0008
NEP 1,8376 0,0077 NBN -1,5879 0,0008
CPA2 1,7185 0,0088 CD93 -1,3029 0,0008
Ep-CAM 1,403 0,0089 FCGR2A -1,5278 0,0009
THBS2 1,0963 0,0091 DCTNI1 -1,4726 0,0009
GPNMB 1,2117 0,0092 IRF9 -1,4384 0,0009
ITGBS 1,229 0,0104 HAVCR2 -1,312 0.0009
GT 1,.8699 0,0104 CDg4 -1,7208 0,001

APLP1 1,4933 0,0117 STX8 -1,4796 0,001

TACSTD2 1,1931 0,0119 LY9 -1,4447 0,001

NINJ1 1,2723 0,012 ZBTB16 -1,9288 0.0011
SCF 1,4058 0,0123 CD200R1 -1,4752 0,0011
REN 1,4074 0,0137 TOP2B -1,7634 0.0012
GCG 1,8922 0,0137 THY 1 -1,2913 0,0012
SERPINA9 1,5418 0,0151 PRKRA -1,2761 0,0012
KAZALD1 1,2609 0,0154 ITGB1BP2 -1,8787 0,0013
SERPINA12 1,567 0,0155 CD48 -1,6022 0,0013
PODXL 1,2014 0,0163 CD244 -1,5176 0,0014
AMN 1,2517 0,017 HCLS1 -1,455 0,0014
IGFIR 1,2432 0,0171 MIIO -1,8431 0,0015
LTBP2 1,1874 0,0175 SIT1 -1,5501 0,0015
ANGPTL3 1,2673 0,0177 ICAM3 -1,464 0,0015
SCARAS 1,1342 0,0179 SOST -1,3214 0,0015
B4GATI1 1,2795 0,0179 DDX58 -1,6381 0.0016
ROBO2 1,249 0,0181 TNF-R2 -1,5017 0.0016
PDGEC 1,223 0,0199 TRAF2 -1,4472 0,0016
CA12 1,247 0,0199 SMADI1 -1,3807 0.0016
DDC 1,5485 0,0203 LAIR-2 -1,8117 0,0017
EDIL3 1,12 0,0237 PIK3AP1 -1,7193 0,0018
XPNPEP2 1,285 0,0268 VSIG4 -1,5046 0,0018
PRTG 1,1026 0,0278 SIGLEC10 -1,4974 0,0019
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IloBbImeHHAST IKCIpPECCHusa 0T HCXOAHOI'O

YPOBHs1 10 28 cyTOK

Ilonm:keHHan IKCIpeCcCHuss 0T HCXOAHOI'0

YPOBHA 10 28 cyTOK

NQO2 1,0895 0,0282 CD6 -1,758 0,002
AMBP 1,1635 0,0282 SKAP1 -1,8075 0,0021
ERBB2 1,1968 0,0283 FCRLS5 -1,3113 0,0021
IL6 2,0047 0,0286 CD177 -1,768 0,0022
IL6 1,8649 0,0297 KLRD1 -1,8117 0,0023
MCP-1 1,4322 0,0301 ERBB2IP -1,7337 0,0023
VEGFD 1,147 0,0314 MILR1 -1,3829 0,0023
GDE-2 1,3656 0,0326 MIF -1,7486 0,0024
MUC-16 1,6356 0,0334 SNAP23 -1,5751 0,0024
KLK10 1,2102 0,0341 NUBI1 -1,4966 0,0025
FAM3C 1,3109 0,0341 TIGAR -1,3733 0,0026
uPA 1,1411 0,0346 STAMPB -1,3721 0,0026
IL6 1,7278 0,0347 DSC2 -1,3652 0,0028
AGR2 1,4472 0,0376 LAIR1 -1,3173 0,0028
METRNL 1,2013 0,039 FKBP1B -1,9994 0,0029
RTN4R 1,195 0,0391 RASSF2 -1,5477 0,003
IGF2R 1,1734 0,0395 FATC1 -1,5044 0,0031
NTRK2 1,118 0,0399 CBL -1,7183 0,0033

¢dparment

¢dparmenta Fc

peuentopa II-
ITGB6 1,152 0,0422 b IgG -1,3893 0,0033
SCARF2 1,1639 0,0422 GLO1 -1,2571 0,0034
SCGB3A2 1,3677 0,0439 PVALB -2,0291 0,0035
RGMB 1,1254 0,0449 SCAMP3 -1,7405 0,0035
EZR 1,1031 0,0454 SLAMF8 -1,492 0,0035
PROC 1,243 0,0456 STX16 -1,4673 0,0035
OYPUH 1,2365 0,0464 TNF-R1 -1,3972 0,0035
PIgR 1,1476 0,049 DFFA -1,31 0,0038
SMOC2 1,2842 0,0494 PPP1R2 -1,3339 0,0039

ANG-1 -1,7898 0,004

CCL5 -1,6357 0,0044
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IloBbImeHHAST IKCIpPECCHusa 0T HCXOAHOI'O

YPOBHs1 10 28 cyTOK

Ilonm:keHHan IKCIpeCcCHuss 0T HCXOAHOI'0

YPOBHA 10 28 cyTOK

MAP2K6 -1,8184 0,0046
CRKL -1,8003 0,0047
CD38 -1,4181 0,0048
CXCLS -1,7254 0,0052
PILRA -1,2582 0,0052
IRAK1 -1,2986 0,0053
CA13 -1,8816 0,0054
STX6 -1,4715 0,0055
PRTN3 -1,7658 0,0056
IL-5R-anbda | -1,6599 0,0058
ESM-1 -1,4178 0,0058
EGLN1 -1,3184 0,0062
CLECI1B -1,7033 0,0063
TYMP -1,7313 0,0066
SNAP29 -1,6325 0,0067
Cybbenununa

A PDGF -1,6021 0,0069
TNFRSF11A | -1,3519 0,007
gal-8 -1,3154 0,007
GCNT1 -1,3034 0,0071
STK4 -1,8393 0,0072
TNC -1,6915 0,0073
THBS4 -1,7307 0,0075
CLEC4D -1,7084 0,0076
SIGLEC6 -1,9024 0,0078
WASF1 -1,5354 0,0078
WAS -2,133 0,0079
COMT -1,4304 0,0082
RETN -1,8687 0,0084
SH2D1A -1,1574 0,0084
RNASE3 -2,6612 0,0087
PAR-1 -1,2074 0,0088
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IloBbImeHHAST IKCIpPECCHusa 0T HCXOAHOI'O

YPOBHs1 10 28 cyTOK

Ilonm:keHHan IKCIpeCcCHuss 0T HCXOAHOI'0

YPOBHA 10 28 cyTOK

CD69 -1,7621 0,0089
SIGLEC1 -1,3842 0,0089
FR-ramma -1,2115 0,009
ADAM 8 -1,3896 0,0091
AZU1 -2,0976 0,0093
AREG -1,5881 0,0093
SDC4 -1,4678 0,0094
DCTN2 -1,5624 0,0096
BID -1,382 0,0097
RELT -1,3317 0,0099
CLEC5A -1,3618 0,0102
APEX1 -1,5431 0,0103
PSP-D -1,2426 0,0106
FGR -1,4406 0,0108
SELE -1,5291 0,0112
SELL -1,4428 0,0112
MESDC2 -1,7056 0,0114
IQGAP2 -1,5317 0,012
AREG -1,5142 0,0121
CRTAM -1,5805 0,0124
LILRB2 -1,2555 0,0126
TANK -1,3124 0,0127
CPXM1 -1,4779 0,0131
ARSB -1,3432 0,0131
SLAMF1 -1,2218 0,0133
PEBP1 -1,307 0,0135
STIP1 -1,2812 0,0144
cyOBpenuHULIA

B PDGF -1,9124 0,0145
SCARF1 -1,3509 0,0146
DEFAL1 -1,9173 0,0148
EPHB4 -1,2339 0,015
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IloBbImeHHAST IKCIpPECCHusa 0T HCXOAHOI'O

YPOBHs1 10 28 cyTOK

Ilonm:keHHan IKCIpeCcCHuss 0T HCXOAHOI'0

YPOBHA 10 28 cyTOK

ARHGAP1 -1,6039 0,0155
CLM-1 -1,3921 0,0156
DAB2 -1,2548 0,0158
LYN -1,2337 0,0158
CASP-8 -1,4795 0,016

APBBI1IP -1,4021 0.,0161
ANXAI1 -1,3456 0.0167
ICAM1 -1,354 0.017

PRKCQ -1,3251 0,0171
VCAMI1 -1,2102 0.0173
HDGF -1,3392 0.0174
CD2AP -1,3188 0.0175
TNFRSF6B -1,3504 0,0177
CLECI1A -1,2841 0.0179
TNFRSF14 -1,2658 0.0179
TACC3 -1,7676 0,0181
MMP-1 -1,4112 0,0186
NRP1 -1,1237 0,0187
ZBTB17 -1,2333 0,0189
NADK -1,3493 0,019

PLXNA4 -1,405 0,0193
MMP-9 -1,9306 0,0198
NCR1 -1,3726 0.0202
AMIGO2 -1,1962 0.,0202
FES -1,4934 0.,0204
CD79B -1,2372 0,0206
TNXB -1,156 0.0216
TXNDCS5 -1,4081 0,0217
TRANCE -1,4034 0,0222
ARG1 -1,3036 0,0225
PCDH17 -1,232 0,0228
LRMP -1,6365 0,0231




79

IloBbImeHHAST IKCIpPECCHusa 0T HCXOAHOI'O

YPOBHs1 10 28 cyTOK

Ilonm:keHHan IKCIpeCcCHuss 0T HCXOAHOI'0

YPOBHA 10 28 cyTOK

C1QTNF1 -1,2979 0,0231
CLM-6 -1,1356 0,0232
CKAP4 -1,1904 0,0237
APP -1,5208 0,0244
PGLYRP1 -1,6181 0,0255
LILRAS -1,342 0,0271
CLEC10A -1,274 0,028
NMNATI1 -1,4212 0.,0286
IL-6RA -1,1901 0,0287
ATG4A -1,3651 0.,0289
TIMP1 -1,2337 0.029
COCH -1,22 0,0294
DKNIA -1,4302 0,0303
CD1C -1,5651 0,0305
DECRI1 -1,4327 0,0316
DAG1 -1,2406 0,0317
IGFBP-2 -1,2058 0,0321
RET -1,4592 0,0329
GSAP -1,4153 0,0338
PILRB -1,3019 0,0338
CLEC6A -1,3248 0,0343
PECAM-1 -1,2009 0,0347
PXN -1,329 0.,0359
ADGRGI1 -1,1823 0,0378
DPP7 -1,1582 0,038
TDRKH -1,2785 0.0385
Siglec-9 -1,1514 0.,0387
CD40-L -1,5868 0,0388
VEGEFC -1,1727 0,04
LYVEI1 -1,227 0,0403
FADD -1,546 0,041
FCRL1 -1,3733 0,0416
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IloBbImIEHHAN SKCTIPECCHSI OT HCXOAHOTO ITonn:keHHAs1 IKCNIPEcCHsi 0T HCXOAHOIO

YPOBHs1 10 28 cyTOK YPOBHA 10 28 cyTOK
EGF -1,7729 0,0419
HGF -1,5542 0,0426
GZMH -1,494 0,0428
CLEC4G -1,1865 0,045
LY75 -1,1401 0,0452
PRDX3 -1,199 0,0465
COL4A1 -1,2699 0,0466
CEACAMBS -1,6177 0,0471
SEMA7A -1,1335 0,0475
NUDTS -1,5449 0,0476
FCRL6 -1,3556 0.,0476
PAPPA -1,3491 0.0485
FASLG -1,3614 0,0486
GRN -1,2448 0,0486
MATN3 -1,3384 0,049

Ipumep 7: YposHU 3Kcopeccur Oeska sl BLIOPAHHBLIX OMOMAPKEPOB B IONVISILIASIX C

IOJIHBIM KJIMHUYECKHUM OTBETOM U ITPOIrpeCCUp VIO IMMHU 336OHeBaHI/IHMI/I/CMeDTﬂMI/I

Ienesoit mporeomusiii anann3z MCP-3 (CCL7), Reg3A, TNFRSF6B, SCF, CXCL10, IL-
8, ST2, CALCA, TNF-R1, IL-6, CCL19, IL-2Ra u PON3 Obu1 npoBefieH C UCIOJIb30BAHUEM
miatopmel ananusa pacmupenus ommsoctu OLINK. B tabnuue 14 npencrasnena nadopmanns

00 sKkcnpeccHH ISl KaKIOro M3 OENKOB B TpyMmax «mosHblid knuHuueckuii otset» (I10) u
«mporpeccupyromee 3aboneBanue/cmeptb (I13/cmeptr)y. Jns kaxnmoro Oenka tabmuua 14
BKJIFOYAET MEIAMAHHBIM M CPEOHHH YPOBHHU JKCIpeccuu Oenka (Ir/Mi) B KaKOOW TpyIIle,
CTaHIAPTHYIO OIIMOKY, AMANa3oH W CTAaTUCTHYECKHe paznnums Mexay rpynmamu [10 u
I13/cmeptb. CraTHCTHYECKHE PA3UYMA MEXKIYy TPYNIAaMH ObUTH BBIIBJICHBI C IMOMOIIBIO
HenapHoro T-tecra.

Tabmuua 14: Dxcnpeccuss Oenka B MOMYJSIUUSX C TOJHBIM KJIMHUYECKUM OTBETOM H

NPOTPECCUPYIOIINUM 3a00JI€BaHUEM/CMEPTHIO

AHanut IT1O (N=10) (ir/mn) I13/cmepts (N=7) (rir/min)
3HAYEHU
cpemHe cpenHe
cp
Meaua € nuamnas | megua € SE | nuamas
SEM (memapH
Ha 3Ha4YeH OH Ha 3Ha4YeH M OH
BIH t-
e ue

TECT)




MCP-3
(CCL7)

Reg3A

TNFRSF
6B

SCF

CXCL10

IL-8

ST2

CALCA

TNF-R1

IL-6

CCL19

IL-2Ra

PON3

81

0,43 | 0,7949- 5,70 | 3,907-
2,343 | 2,613 16,66 | 21,35
18 4,862 5 42,27
728,8- 19613-
4150 9252 | 3597 49259 | 47951 | 8907
28209 81454
26,3 | 67.97- 72,4 | 203-
159 184,7 413,6 | 4119
8 308,7 1 681,7
90.9 | 185,2- 38,1 | 151,2-
627.6 639 3184 | 2837
2 1171 6 398.6
81,9 | 96,17- 231, | 147.6-
200,6 | 3072 941,8 | 920.4
4 879.4 6 1991
245 ¢ 2,629- 17,5  15.03-
5,332 | 9,346 42,87 | 54,49
8 23 3 155.7
1965 | 24630- | 14205 3856 | 55016-
47037 | 70902 163519
0 205075 6 9 1318173
392, | 858.5- 1375-
1456 1826 3130 5996 | 2494
6 5026 19759
3713- 10015-
9199 8822 | 1056 12659 | 13129 | 1265
15630 20208
0,17 { 0,1551- 0,9551-
1,068 | 0,9521 3,753 | 7,156 | 4,24
24 1,791 32,2
80,7 | 156,5- 663, | 203,6-
439,1 | 4849 1036 1751
9 9734 3 5450
63,64- 96.4 | 213.8-
355 469.8 | 949 612,6 | 577.4
1178 3 856.9
254507
38658 6142 3716 | 50041-
438566 - 93702 | 148321
4 6 2 | 284920
885782

0,0013

0,0006

0,0043

0,0071

0.0121

0.0079

0.,0339

0,0669

0,0195

0,0969

0,0377

0,4771

0,0025

Jpyrue BapruaHThl OCYIISCTBICHUS

Xorst Hacrosimee u300peTeHHe OBbUIO M3JI0KEHO B COYETAaHMHU C €ro IOAPOOHBIM

OMUCAHUEM, BBILICIIPUBEACHHOEC OINUCAHUC TMPEAHA3ZHAYCHO MJId HWJUIKOCTpaluu, a HE JA

OrpaHuueHus1 o0beMa M300pETeHHsI, KOTOPBIH omnpeaensercs o0beMOM npuiaraeMoi (Gpopmyibl

uszobpereHus. [[pyrue acrmekTsl, MpeUMyInecTBa U MOIU(HUKAIINA HAXOIATCS B paMKax o0bema

crenyromen GopmyIbl H300pETEHMSI.
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D®OPMYJIA U3OBPETEHUS

1. Croco® nedeHus: cyObeKTa-4eNIOBEKA, UMEIOINEro, MOJ03PEBAeMOro B HAJIMYUHU WIIH
UMEIOIEro PHCK Pa3BUTHS peakuuu TpaHcruiaHtaT npotus xossuHa (PTIIX), Brmroudarommmii
NPUMEHEHNE B OTHOLIEHUU CyOBeKTa-ueJoBeKa Tepanuu, cojepxauieit naruourop JAK, npu
5TOM CyOBEKT-uesoBEeK ObUI paHee ONpeaeieH Kak UMEroIuil (1) UCXOAHYI0 KOHLIEHTPALUIO I10
MeHbIIel Mepe ogHoro Oenka, BeIOpaHHOrO M3 rpymmsbl, cocrosimen uz IL8, HAOXI1, ENPP7,
ACE2, SULT2A1, MCP-3, CES1, MFGES, PLXNB1, TNFRSF10A, CCL15, SEMA4C, PREB,
NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10, VAMPS5, ALDH3A1,
MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI1, IL-1ra, NECTIN2, PDCDI,
CD74, PD-L1, REG3A, CASA, N2DL-2, CDCP1, U-PAR, SIGLEC7, ANGPTL4, ALDHI1ALI,
SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2, CXADR, CTSLI1, IFN-
ramma-R1, IL-18R1, KRT19, KYNU u TGM2 B Ouonorudeckom oOpaslle, MOJy4EeHHOM OT
CyObeKTa-4eIoBeKa, KOTOpasl HWXKe, YeM B KOHTpose, w/miu (1) MCXOmHAs KOHLEHTPALHS 10
MeHbIIEH Mepe OnHOro Oenka, BRIOpaHHOTro U3 rpymnmsl, coctosmen n3 PON3, CNTN1, IGFBP3,
LEP, Notch 3, TN-R, HSD11B1, FAM19AS5, NCAN, F11, GDF-8, CCL28, GALNT10, BCAN,
TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-RAGE, TWEAK, CR2, MFAPS, KIT, GH,
PFKM, CDSN, CRH, GCPS5, KLK6 u DRAXIN B OuonoruueckoMm odpasie, MOJTyYeHHOM OT
CyObeKTa-4eIoBeKa, KOTopasi BBIIIE, YeM B KOHTPOJIE.

2. Cnoco0 o 1. 1, B KOTOPOM paHee ObLIO ONPENEeNeHO, YTO CyOBeKT-ueIoBeK uMeeT (1)
UCXOJIHYI0 KOHIEHTPALMIO 110 MEHbIIeH Mepe OXHOro Oenka, BBIOPAHHOTO W3 TPYIIIbL,
cocrosimeit u3 MCP-3, HAOX1, CASA, CALCA, ILS, SULT2A1, VAMPS, SPINK1, ENPP7,
ACE2, CTSL1, PRSS2, CXCL10, MFGES, KRT19, ALDH1A1, CES1, REG3A, KYNU, IL-
4RA, CDCPI1, MVK, FOSB, NFATC3, N2DL-2, DDAHI1, IGFBP-1, ALDH3A1, CXADR,
PLXNB1, CD74, ENTPD2, PREB, CCL19, HNMT, HTRA2, IL-1RT2 u IL-18R1 B
Ouonornyeckom obpasiie, NOJyUYEeHHOM OT CyOBEeKTa-4eloBeKa, KOTOpasi HIKe, YeM B KOHTPOJIE,
w/vu (i) UCXOHAs KOHLIEHTPALMsI IO MEHbLIEH Mepe OMHOro Oesika, BRIOPAHHOTO M3 TPYIIIbI,
cocrosimeir u3 PON3, LEP, MBL2, GH, GDF-8, EN-RAGE, CRISP2 u CR2 B OHOJIOTHYECKOM
o0pasie, Moy4eHHOM OT CYyOBEKTa-4eIOBEKa, KOTOPast BBILIE, UeM B KOHTPOJIE.

3. Crocob no m. 1, B KOTOpOM paHee ObUIO OMpeneneHo, YTo CyObeKT-uenoBek umeer (1)
UCXOJIHYIO KOHLEHTPALMIO [0 MEHbIIeH Mepe ONHOro Oeyika, BBIOPAHHOTO W3 TPYIIIbIL,
cocrosimmeit u3 MCP-3, HAOX1, CASA, CALCA, ILS, SULT2A1, VAMPS, SPINK1, ENPP7,
ACE2, CTSL1, PRSS2, CXCL10, MFGES8, KRT19 u ALDH1A1 B Ouonorudeckom oOpasre,
NOJIYy4EHHOM OT CyOBEKTa-ueJIoBEeKa, KOTOpas HIKe, 4eM B KOHTposie, n/uin (i1) UcxomHas
KOHIIEHTPAIMsI TTO MEHbIIEH Mepe OHOTO Oelika, BRIOPAHHOTO M3 TPYIIbI, cocTosmeit u3 PON3,
LEP u MBL2 B GuonorndeckoM o0pasie, MOJIy4eHHOM OT CyOBeKTa-4eIOBeKa, KOTOpasl BBILIE,
9YeM B KOHTPOJIE.

4. Cnoco0 mo 1. 1, B KOTOPOM paHee ObLIO ONPENeeHo, YTO CyOBeKT-uenoBek umeer (1)
UCXOJIHYI0 KOHLEHTPALMIO I10 MEHbIIeH Mepe OXHOro Oenka, BBIOPAHHOTO W3 TPYIIIbL,
cocrosime m3 MCP-3, HAOXI1, CASA, CALCA, IL8, SULT2A1, VAMPS u SPINKI1 B

Ounonornyeckom odpasie, MoJyYeHHOM OT CyOBbEeKTa-4esIoBeKa, KOTOpasi HIKE, YeM B KOHTPOJIE,
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w/mm (i) UCXOHAsE KOHLIEHTPALHs 0 MEHbIIEH Mepe OMHOro Oenka, BBIOPAHHOTO M3 IPYIIIHI
cocrositeid 13 PON3 u LEP B OGuonorudeckoM oOpasiue, MOJIy4eHHOM OT CyOBeKTa-deioBeKa,
KOTOpasi BBILIE, Y€M B KOHTPOJIE.

5. Cnocol nevyeHust cyObeKTa-4eoBeKa, UMEIOIIEro, MoA03PeBaeMOro B HAJUYUU WU
HUMEIOIIETr0 PUCK PA3BUTHUS PeaKIMH TpaHCIUIaHTaT potuB Xo3stuHa (PTIIX), Bkirodaromuii:

NpeAOCTaBNIEHHE OHOIOrHYECKOro 00pasiia, MoyueHHOTO OT CyObeKTa-ueI0BeKa,

u3MepeHne B OMOJIOrMYeckoM oOpaslie MOHMKEHHOH KOHLEHTPALMHU, 10 CPABHEHHUIO C
KOHTPOJIEM, 0 MEHBIIEeH Mepe OMHOro Oeyika, BHIOPAHHOIO M3 TPYIIbI, cocTosmeil u3 ILS,
HAOX1, ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGES8, PLXNB1, TNFRSF10A, CCLI15,
SEMA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10,
VAMPS5, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI1, IL-1ra,
NECTIN2, PDCDI1, CD74, PD-L1, REG3A, CA5A, N2DL-2, CDCP1, U-PAR, SIGLEC7,
ANGPTL4, ALDH1A1, SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2,
CXADR, CTSLI1, IFN-ramma-R1, IL-18R1, KRT19, KYNU u TGM2, w/uiu MOBBIILIEHHON
KOHIIEHTPAIMH, TIO CPABHEHHUIO C KOHTPOJIEM, 110 MEHbINIEH Mepe, OMHOro OejKka, BRBIOPAaHHOTO U3
rpynmbl, cocrosimei n3 PON3, CNTN1, IGFBP3, LEP, Notch 3, TN-R, HSD11B1, FAMI9AS,
NCAN, F11, GDF-8, CCL28, GALNT10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2,
EN-RAGE, TWEAK, CR2, MFAPS, KIT, GH, PFKM, CDSN, CRH, GCP5, KLK6 u DRAXIN;
u

NPUMEHEHNE B OTHOLIEHUH CyOBeKTa-4esoBeKa Tepanuy, coaepameii unruourop JAK.

6. Crioco0 1o 1. 5, BKIFOYAOIIHI:

U3MepeHne B OmojiorndeckoM oOpaslie MOHMKEHHOW KOHLEHTPALWH, 10 CPABHEHUIO C
KOHTPOJIEM, TI0 MEHbIIeH Mepe OIHOro Oelika, BHIOPAaHHOTrO M3 rpymmbl, cocTosiiei u3 MCP-3,
HAOXI1, CASA, CALCA, IL8, SULT2A1, VAMPS5, SPINK1, ENPP7, ACE2, CTSL1, PRSS2,
CXCL10, MFGES8, KRTI19, ALDH1A1, CES1, REG3A, KYNU, IL-4RA, CDCP1, MVK,
FOSB, NFATC3, N2DL-2, DDAHI, IGFBP-1, ALDH3Al, CXADR, PLXNBI, CD74,
ENTPD2, PREB, CCL19, HNMT, HTRA2, IL-1RT2 u IL-18R1, w/unu mNOBBIMIEHHOI
KOHLEHTPALIMH, TI0O CPABHEHHUIO C KOHTPOJIEM, 110 MEHbIIEH Mepe, OOHOro Oejka, BBIOPAHHOTO U3
rpynmbl, coctosimeit u3 PON3, LEP, MBL2, GH, GDF-8, EN-RAGE, CRISP2 u CR2; u

NMPUMEHEHUE B OTHOIIEHUU CYObeKTa-4eNioBeKa Tepanuu, coaepskamein uaruoutop JAK.

7. Ciocob 1o 11. 5, BKJIFOYAO LI

u3MepeHue B OuojiorndeckoMm oOpasiie NMOHMKEHHOW KOHLEHTPALUH, 1O CPABHEHUIO C
KOHTPOJIEM, TIO MEHBIIIeH Mepe OIHOro Oejka, BRIOPAHHOTO M3 TPYIIbI, cocrosimen ns MCP-3,
HAOXI1, CASA, CALCA, IL8, SULT2A1, VAMPS5, SPINK1, ENPP7, ACE2, CTSLI1, PRSS2,
CXCL10, MFGES8, KRT19 u ALDH1A1, n/unu NOBBIIIEHHONH KOHIEHTPALHUH, TTO CPABHEHUIO C
KOHTPOJIEM, IO MEHbIIEH Mepe, OqHOro Oeyka, BRIOPAHHOTO U3 Ipymiibl, cocTosmeit n3 PON3,
LEP u MBL2; u

NPUMEHEHHE B OTHOIICHUU CYyObeKTa-4eJIoBeKa Teparui, coaepkameit uaruourop JAK.

8. Crtoco0 mo m. 5, BKIIFOYAIOIIHIA:

u3MepeHne B OMOIOrn4eckoM oOpaslie MOHIKEHHON KOHLEHTPALMHU, 10 CPAaBHEHHUIO C
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KOHTPOJIEM, TIO MEHBIIIeH Mepe OIHOTO Oejka, BRIOPAHHOIO M3 TPYIIbI, cocrosimen n3 MCP-3,
HAOXI1, CASA, CALCA, IL8, SULT2A1, VAMPS wu SPINKI1, w/unu mNOBBIIIEHHOH
KOHLIEHTPALIUH, 110 CPABHEHUIO C KOHTPOJIEM, IO MEHbIIEH Mepe, OHOro Oenka, BHIOPAHHOTO M3
rpynnsl, cocrosueii us PON3 u LEP; u

NPUMEHEHHE B OTHOIIEHUH CyObeKTa-4esioBeKa Tepanuu, coaepxamein naruonrop JAK.

9. Cnocob mo mobomy u3 mm. 1 wmm 8, B KOTOPOM BTOPOH TEpameBTUYECKHH areHT
BBOIAT CYOBEKTY-4eJIOBEKY B KOMOMHALMU ¢ nuHruouropom JAK.

10. Crocob mo m. 9, B KOTOPOM BTOPOM TEPANEeBTHUECKUH areHT MPeACTaBIseT COOOH
KOPTHUKOCTEPOHJl,  METOTPEKCaT,  LHMKJOCIOPUH, MHUKOPEHOIITMO(ETH,  TaKpOJIUMYC,
CUPOJIMIMYC, 3BEPOJIUMYC, AHTUTUMOLUTAPHBIA TJIOOYJIHH, aneMTy3ymad, uukiodochamun,
uOpyTMHUO, wUMaTHHUO, WHPIMKCHUMAO, STaHepUenT, ToIrUIU3yMad,  ajmemMTy3ymad,
Oazmimkcumad,  makiau3ymad, pUTYKCHMad, JAeHWIeHKHMH  JUQTUTOKC, TEHTOCTaTHH,
LUKJIOCTIOPHUH, TAJHAOMHUJ, TaJO(yrUHOH, THAPOKCUXJIOPOXHUH WM ME3eHXHUMAaJbHbBIE
CTBOJIOBBIE KJIETKH.

11. Cnocob mo m. 9, B KOTOPOM BTOPOH TEPANEeBTHUECKUH areHT MPECTaBIseT COOOH
KOPTUKOCTEPOH.

12. Cmoco6 mo m. 11

MCTUJIIPECAHU3OJIOH UJIN MPEAHU3OH.

, B KOTOPOM KOPTHUKOCTEPOWZ TMpEACTaBsieT CcoOOH

13. Crioco® mporHO3UpOBaHUs OTBETA CYOBEKTA-YEJIOBEKA, NMEIOIIETro, MOI03PEBAEMOT0
B HAJIMYHMU WM UMEIOIIErO PUCK PAa3BUTHS PEaKLUU TpaHCIuaHTaT npotus xo3suHa (PTIIX), Ha
Tepanuio, coxepskamyo uaruoutop JAK, npu sTom cnocol BKIFOUaET:

npenocTaBiieHne OMOJOrH4eckoro oOpasma, MOJYYeHHOro OT CyObeKkTa 0 Teparuy,
copepskameit narudutop JAK; u

U3MepeHHe KOHLEHTPALUH 110 MEHbLIeH Mepe OJHOro Oeika, BBIOPAaHHOrO W3 IPYIIIHL,
cocrosimeit u3 PON3, CNTN1, IGFBP3, LEP, Notch 3, TN-R, HSD11B1, FAM19AS, NCAN,
F11, GDF-8, CCL28, GALNT10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-
RAGE, TWEAK, CR2, MFAPS, KIT, GH, PFKM, CDSN, CRH, GCP5, KLK6, DRAXIN, ILS,
HAOX1, ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGES8, PLXNB1, TNFRSF10A, CCL15,
SEMAA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10,
VAMPS, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI, IL-1ra,
NECTIN2, PDCDI1, CD74, PD-L1, REG3A, CAS5A, N2DL-2, CDCP1, U-PAR, SIGLEC7,
ANGPTL4, ALDH1A1, SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2,
CXADR, CTSLI1, IFN-ramma-R1, IL-18R1, KRT19, KYNU u TGM2 B OHOJOrHYECKOM
oOpas3ie,

NpUYeM TMOHIKEHHAs KOHIEHTPALMS O CPABHEHHIO C KOHTPOJIEM IO MEHbIIEH Mepe
onHoro u3 IL8, HAOXI1, ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGE8, PLXNBI,
TNFRSF10A, CCL15, SEMA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2,
FOSB, CXCL10, VAMPS5, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4,
DDAHLI, IL-1ra, NECTIN2, PDCD1, CD74, PD-L1, REG3A, CASA, N2DL-2, CDCP1, U-PAR,
SIGLEC7, ANGPTL4, ALDH1A1, SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT,
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TRAIL-R2, CXADR, CTSLI1, IFN-ramma-R1, IL-18R1, KRT19, KYNU wm TGM2, w/unu
MOBBILIEHHAs] KOHLEHTPALUs 110 CPABHEHHUIO C KOHTPOJIEM IO MeHblIed Mepe ogHoro u3 PON3,
CNTNI1, IGFBP3, LEP, Notch 3, TN-R, HSD11B1, FAM19AS, NCAN, F11, GDF-8, CCL28,
GALNT10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-RAGE, TWEAK, CR2,
MFAPS, KIT, GH, PFKM, CDSN, CRH, GCPS5, KLK6 wm DRAXIN mno3Bojser
IPOTHO3UPOBATH, YTO CYOBEKT OTBETUT Ha TEPAIHIO, coneprkainyro naruourop JAK.

14. Cioco6 mo 1. 13, BKIIFOYAOIIHIA:

U3MepeHHe KOHLIEHTPALMU N0 MEHbLIeH Mepe OJHOro Oenka, BHIOPAHHOTO W3 TPYIIIIbI,
cocrosieit u3 PON3, LEP, MBL2, GH, GDF-8, EN-RAGE, CRISP2, CR2, MCP-3, HAOX1,
CASA, CALCA, IL8, SULT2A1, VAMPS, SPINK1, ENPP7, ACE2, CTSL1, PRSS2, CXCL10,
MFGES, KRT19, ALDHIA1, CES1, REG3A, KYNU, IL-4RA, CDCPl1, MVK, FOSB,
NFATC3, N2DL-2, DDAHI1, IGFBP-1, ALDH3A1, CXADR, PLXNB1, CD74, ENTPD2,
PREB, CCL19, HNMT, HTRA2, IL-1RT2 u IL-18R1 B Ouonoruueckom obpasie,

IpUYeM MOHMIKEHHas KOHLEHTpALUs, [0 CPABHEHHUIO C KOHTPOJIEM, IO MEHbLIEH Mepe,
onnoro u3 MCP-3, HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS, SPINK1, ENPP7,
ACE2, CTSLI1, PRSS2, CXCL10, MFGES, KRT19, ALDH1A1, CES1, REG3A, KYNU, IL-
4RA, CDCP1, MVK, FOSB, NFATC3, N2DL-2, DDAHI1, IGFBP-1, ALDH3A1, CXADR,
PLXNB1, CD74, ENTPD2, PREB, CCL19, HNMT, HTRA2, IL-1RT2 wm IL-18R1, w/unmu
MOBBILIEHHAs] KOHLIEHTPALUs 110 CPABHEHUIO C KOHTPOJIEM IO MeHblIeld Mepe ogHoro us PON3,
LEP, MBL2, GH, GDF-8, EN-RAGE, CRISP2 umu CR2 mno3BojisieT MpOrHO3UpPOBaTh, YTO
CyOBEKT OTBETHT Ha TEPAIUIO, copeprkartyro naruoutop JAK.

15. Crioco6 mo m. 13, BKJIFOYAFO LU

U3MepeHNe KOHLIEHTPALMU N0 MEHbLIeH Mepe OJHOro Oenka, BBIOPAHHOTO W3 TPYIIIb,
cocrosmeit u3 PON3, LEP, MBL2, MCP-3, HAOXI1, CAS5A, CALCA, IL8, SULT2AI,
VAMPS, SPINK1, ENPP7, ACE2, CTSL1, PRSS2, CXCL10, MFGES8, KRT19 u ALDHIAI B
OHoJOrnYeckoM o0pasile,

pUYeM TMOHIKEHHasl KOHLEHTpALMs MO CPAaBHEHHUIO C KOHTPOJEM IO MEHbLIel mepe
onnoro u3 MCP-3, HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS, SPINKI1, ENPP7,
ACE2, CTSL1, PRSS2, CXCL10, MFGES8, KRT19 umu ALDHIAIl, w/unu mMOBbIIIEHHAS
KOHLIGHTpALMsl 10 CPAaBHEHHIO C KOHTPOJIEM MO MeHbinei mepe onHoro u3 PON3, LEP wmm
MBL2 mno3BosiieT TPOTHO3MPOBATH, UYTO CYOBEKT OTBETUT HA TEPAIUIO, COAEPIKALIYIO
unrnouTop JAK.

16. Crioco0 mo m. 13, BKIJIFOYAFO LU

M3MepeHNe KOHLEHTPALMU N0 MEHbLIEH Mepe OJHOro Oenka, BBIOPAHHOTO W3 TPYIIIH,
cocrosimei us PON3, LEP, MCP-3, HAOXI1, CASA, CALCA, IL8, SULT2A1, VAMPS u
SPINK 1 B 6uonormueckom obpasiie,

IpUYeM IMOHM)KEHHAsl KOHLEHTpALUs MO CPABHEHHUIO C KOHTPOJEM IO MEHbLIEHl Mmepe
onHoro u3 MCP-3, HAOXI1, CASA, CALCA, IL8, SULT2A1, VAMPS unu SPINK1, w/unu
MOBBILIEHHAs: KOHLEHTPaLUsl IO CPABHEHHUIO C KOHTPOJIEM IO MeHbluel mepe ogHoro u3 PON3

win LEP mno3Bonser mporHo3upoBaTh, YTO CYOBEKT OTBETUT HA TEPAIUIO, COIEPIKAILYIO
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unruouTop JAK.

17. Crnoco®6 mo mobOOMy H3 MpPEIIeCTBYIOUIUX NYHKTOB, B KOTOPOM KOHTPOIIb
npeacTaBisieT cCoOOM MpenBapUTEIHbHO YCTAHOBIEHHOE TTOPOrOBOE 3HAYECHHUE.

18. Crmoco6 mo mobomy u3 mm. 1-17, B KOTOPOM KOHTPOJb MPEACTABISET COOOM
KOHLIEHTpaLuio Oenka B oOpasue min odpasiuax, MOJyYeHHbIX OT OJHOTO WK Ooyiee CyOBeKTOB,
KOTOpbIE HE OTBETHJIN Ha JiedeHue nHruoutopom JAK.

19. Crioco6 u3mepenust konuuecTsa Oeska B 00pasiie, BKIOYAO NI

NpenocTaBiieHHe OuoNorndeckoro oOpasia, TMOJMy4YeHHOrO0 OT CyObeKTa-4ejioBeKa,
HUMEIOIIETO, MOI03PEBAEMOT0 B HAJTMUUH MJIH UMEIOIIEr0 PUCK PA3BUTHS PEAKIIUH TPAHCIIJIAHTAT
npotus xo3suHa (PTIIX); u

HU3MepPEeHHe KOHIIEHTPAI[MH 10 MEHBIIEeH Mepe OMHOro Oejika, BHIOPAHHOIO M3 TPYIIIIbI,
cocrosei u3 PON3, CNTNI1, IGFBP3, LEP, Notch 3, TN-R, HSD11B1, FAM19AS5, NCAN,
F11, GDF-8, CCL28, GALNTI10, BCAN, TIMP4, CRISP2, CD207, WNT9A, MBL2, EN-
RAGE, TWEAK, CR2, MFAPS, KIT, GH, PFKM, CDSN, CRH, GCP5, KLK6, DRAXIN, IL8,
HAOX1, ENPP7, ACE2, SULT2A1, MCP-3, CES1, MFGES, PLXNB1, TNFRSF10A, CCL15,
SEMA4C, PREB, NFATC3, CCL19, DLL1, ENTPD2, IL-4RA, EPHA2, FOSB, CXCL10,
VAMPS, ALDH3A1, MVK, IL12RB1, CALCA, AHCY, PRSS2, LILRB4, DDAHI1, IL-Ira,
NECTIN2, PDCDI1, CD74, PD-L1, REG3A, CASA, N2DL-2, CDCPI1, U-PAR, SIGLEC7,
ANGPTL4, ALDHI1A1, SPINK1, HTRA2, PRDX6, IL-1RT2, IGFBP-1, HNMT, TRAIL-R2,
CXADR, CTSLI1, IFN-ramma-R1, IL-18R1, KRT19, KYNU u TGM2 B OuomorudeckomM
oOpasLe.

20. Crmocob mo m. 19, Bximouarouuii U3MepeHre KOHLIEHTPALUU 0 MEHbIIeH Mepe
onHoOro Oenka, BeIOpaHHOTO U3 rpymmsl, coctosuieit us PON3, LEP, MBL2, GH, GDF-8, EN-
RAGE, CRISP2, CR2, MCP-3, HAOX1, CASA, CALCA, IL8, SULT2A1, VAMPS, SPINKI1,
ENPP7, ACE2, CTSL1, PRSS2, CXCL10, MFGES8, KRT19, ALDH1A1, CES1, REG3A,
KYNU, IL-4RA, CDCP1, MVK, FOSB, NFATC3, N2DL-2, DDAHI1, IGFBP-1, ALDH3A1,
CXADR, PLXNBI1, CD74, ENTPD2, PREB, CCL19, HNMT, HTRA2, IL-1RT2 u IL-18R1 B
OuoJoruyeckoM oopasiie.

21. Cnocob mo m. 19, BkIOHAKOUIUH H3MEpeHHe KOHLIEHTPALMKU [0 MEHbIIeH Mepe
onHoro Oenka, BeIOpaHHOrO U3 rpymmbl, coctosmeii u3 PON3, LEP, MBL2, MCP-3, HAOX1,
CASA, CALCA, IL8, SULT2A1, VAMPS, SPINK1, ENPP7, ACE2, CTSL1, PRSS2, CXCL10,
MFGES, KRT19 u ALDH1A1 B 6uonorudeckom oopasiie.

22. Cnocob mo m. 19, BkmoHaromuii U3MepeHre KOHILIEHTPALMHU [0 MEHbIIeH Mepe
onHoro Oenka, BeiOpaHHOro W3 rpymmsl, coctosimed u3 PON3, LEP, MCP-3, HAOX1, CASA,
CALCA, IL8, SULT2A1, VAMPS u SPINK 1 B 6uonorudeckom oOpasiie.

23. Cnocob no mobomy m3 mn. 19-22, B KOTOPOM U3MEPSIIOT KOHLIEHTpauuu He Ooee
yem 20 OeNkoB.

24. Cnocob no mobdomy u3 mi. 19-22, B KOTOPOM U3MEPSIIOT KOHLIEHTpauuu He Ooee
yem 10 Genkos.

25. Cnoco® nedeHust CyObeKTa-4eoBeKa, UMEIOINEro, NOA03PEBaeMOro B HAIMUUU WU
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MMEIOIIEro PUCK Pa3BUTHS PEAKIIMH TPAaHCIUIAHTAT NpoTuB Xo3snHa (PTIIX), Briroyaromuii:

U3MEpEeHHEe B TIEPBOM OHMOJIOrHYECKOM 00paslie, MOJYyYeHHOM OT CYOBhEeKTa-ueIoBeKa, 10
NPUMEHEHUs Tepanui, coaepxkameii nHruoutop JAK, KoHIEeHTpauu no MeHblIeil Mepe OHOTO
Oenka, BeiOpanHOro u3 rpymnmsl, cocroseir 3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO,
SH2B3, BCR, CDS5, DNAJBI1, CCL17, ITGB2, BANK1, TPSAB1, YES1, LAMP3, GM-CSF-
R-anmpda, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR,
LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4Gl, PTX3, TRIMS, IDUA, NCE2, SELP,
ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1,
ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STXS8, LY9,
ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO,
SIT1, ICAM3, SOST, DDXS58, TNF-R2, TRAF2, SMADI, LAIR-2, PIK3AP1, VSIG4,
SIGLEC10, CD6, SKAP1, FCRLS, CD177, KLRD1, ERBB2IP, MILR1, MIF, SNAP23, NUBI,
TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI, CBL, ¢parmenrta Fc penentopa
II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-R1, DFFA, PPPIR2, ANG-1,
CCLS5, MAP2K6, CRKL, CD38, CXCLS, PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R-
anba, ESM-1, EGLN1, CLECIB, TYMP, SNAP29, cyoweqununst A PDGF, TNFRSF11A,
gal-8, GCNTI1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN,
SH2D1A, RNASE3, PAR-1, CD69, SIGLEC1, FR-ramma, ADAM 8, AZU1, AREG, SDC4,
DCTN2, BID, RELT, CLEC5A, APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2,
CRTAM, LILRB2, TANK, CPXMI1, ARSB, SLAMF1, PEBPI, STIP1, cy6senunnnst B PDGF,
SCARFI1, DEFA1, EPHB4, ARHGAP1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXAII,
ICAMI1, PRKCQ, VCAMI, HDGF, CD2AP, TNFRSF6B, CLEC1A, TNFRSF14, TACCS,
MMP-1, NRP1, ZBTB17, NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB,
TXNDCS, TRANCE, ARGI1, PCDH17, LRMP, C1QTNFI1, CLM-6, CKAP4, APP, PGLYRPI,
LILRAS, CLEC10A, NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKNI1A, CDIC, DECRI,
DAGI, IGFBP-2, RET, GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRG1, DPP7, TDRKH,
Siglec-9, CD40-L, VEGFC, LYVEL1, FADD, FCRL1, EGF, HGF, GZMH, CLEC4G, LY75,
PRDX3, COL4A1, CEACAMS, SEMA7A, NUDTS5, FCRL6, PAPPA, FASLG, GRN, MATN3,
TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L,
PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS,
ST3GALI1, CST5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2,
CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4, hK11,
SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, ITGBS5, GT, APLPI,
TACSTD2, NINJ1, REN, GCG, SERPINA9, KAZALD1, SERPINA12, PODXL, AMN, IGFIR,
LTBP2, ANGPTL3, SCARAS, B4GATI1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2,
PRTG, NQO2, AMBP, ERBB2, IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C,
uPA, AGR2, METRNL, RTN4R, IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR,
PROC, FURIN, PIgR u SMOC2;

NPUMEHEHNE B OTHOLIEHNHU CyObeKTa-4yesoBeKa Tepanuu, coaepxaiiei nuaruourop JAK;
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U3MEpPEeHHe BO BTOPOM OHOJIOTUYECKOM 00pasme, MOJYYeHHOM OT 4YeJOBeKa IOCIe
NpUMEHEHUs1 Tepanuu, coaepkamed uHruourop JAK, NOHMKEHHOM KOHLEHTPALUH, II0
CPaBHEHHUIO C TIEpBbIM OWOJIOTHUECKMM O0pa3loM, IO MeHbLIeH Mepe OmHOro Oenka,
BbIOpaHHOTO U3 rpymmsbl, cocrosimein u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3,
BCR, CD5, DNAJBI1, CCL17, ITGB2, BANK1, TPSAB1, YES1, LAMP3, GM-CSF-R-anbga,
CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACHI1, MAX, NFKBIE, hOSCAR, LAT,
PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3, TRIMS, IDUA, NCEF2, SELP, ARHGEF12,
CASP-3, CD27, MAP4KS5, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1, STI1Al,
GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STX8, LY9, ZBTB16,
CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3,
SOST, DDX58, TNF-R2, TRAF2, SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6,
SKAP1, FCRLS, CD177, KLRDI1, ERBB2IP, MILR1, MIF, SNAP23, NUBI1, TIGAR,
STAMPB, DSC2, LAIR1, FKBPIB, RASSF2, FATCI1, CBL, ¢parmenra Fc peuentopa II-b
IgG, GLO1, PVALB, SCAMP3, SLAMEFS, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCLS5,
MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13, STX6, PRTN3, IL-5R- anspa, ESM-
1, EGLNI1, CLECIB, TYMP, SNAP29, cyobenunuiet A PDGF, TNFRSF11A, gal-8, GCNTI,
STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASES3,
PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8, AZU1, AREG, SDC4, DCTN2, BID, RELT,
CLECSA, APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK,
CPXM1, ARSB, SLAMF1, PEBPI, STIP1, cyosenununsl B PDGF, SCARF1, DEFA1, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXA11, ICAMI, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLECIA, TNFRSF14, TACC3, MMP-1, NRP1, ZBTB17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDCS5, TRANCE,
ARG1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRP1, LILRAS, CLEC10A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CD1C, DECR1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI, FADD, FCRLI1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COL4Al,
CEACAMS, SEMA7A, NUDTS, FCRL6, PAPPA, FASLG, GRN u MATN3, w/umm
MOBBIIIIEHHONW KOHLIEHTPALIMK, IO CPAaBHEHHIO C TMEPBHIM OUOJIOrMYECKUM OOpa3loM, IO
MEHBIIIeH Mepe, OMHOro Oenika, BRIOpaHHOrO u3 rpymmsbl, cocrosimen u3: TMPRSS1S5, CCL11,
FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2, Gal-4,
FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS, CES2,
CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS5, SLITRK2, MCP-1,
NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2,
Ep-CAM, THBS2, GPNMB, ITGBS, GT, APLP1, TACSTD2, NINJ1, REN, GCG, SERPINASY,
KAZALDI1, SERPINA12, PODXL, AMN, IGFIR, LTBP2, ANGPTL3, SCARAS, B4GATI,
ROBO?2, PDGFC, CA12, DDC, EDIL3, XPNPEP2, PRTG, NQO2, AMBP, ERBB2, IL6, MCP-
1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C, uPA, AGR2, METRNL, RTN4R, IGF2R,
NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR, PROC, FURIN, PIgR u SMOC2.

26. Criocob mo 1. 25, BKIIFOYAIOIIHIA:



88

U3MEpEeHHE B MEPBOM OHMOJIOrHUYECKOM O0paslle, MOyYeHHOM OT CyOBeKTa-4esioBeKa A0
NPUMEHEHUs Tepanu, coaepxkameit nHruoutop JAK, KOHIEHTpaIuy 1o MEeHbLIeH Mepe OJJHOTO
Oenka, BeiOpanHOTO M3 rpymmsl, cocrosimei u3s TMPRSS15, CCL11, FAM3B, MMP7, NCAMI,
Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM,
VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS, CES2, CNDP1, CX3CL1, HO-1,
PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCLI16,
SCF, TMPRSSS, REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM, THBS2, GPNMB,
INPPL1, LAT2, CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2,
BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-anba, CNTNAP2, ZBTB16, CD163, TXLNA,
MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4Gl,
PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS, DAPP1, PRDXS,
TLT-2, PARK7, IL2-RA, FOXOI1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9,
HAVCR2, CD84, STXS, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2,
CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2, SMADI,
LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS5, CD177, KLRD1, ERBB2IP,
MILR1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI,
CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-
R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13,
STX6, PRTN3, IL-5R-aneda, ESM-1, EGLN1, CLECIB, TYMP, SNAP29, cybpenunumsr A
PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASFI,
WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8§,
AZUI1, AREG, SDC4, DCTN2, BID u RELT;

NPUMEHEHNE B OTHOIIEHUH CyOBbeKTa-deIoBeKa Tepanuy, coaepxameid naruoutop JAK;

U3MEpPEeHHEe BO BTOPOM OHMOJIOTMUECKOM O0pasle, MOJYYeHHOM OT CyOBbeKTa-uesioBeka
1OCJIe TIPUMEHEHUsT Tepanuu, copep:kameir HHruoutop JAK, MOHMKEHHOW KOHLIEHTPALUH, TIO
CPaBHEHUIO C TEPBbIM OHOJOTHYECKMM OOpaslioM, IO MEHbINeW Mepe, OTHOro Oerka,
BbIOpaHHOTO U3 rpymbl, cocrosiuei u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3,
BCR, CD5, DNAJBI, CCL17, ITGB2, BANK]1, TPSABI1, YES1, LAMP3, GM-CSF-R-anba,
CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT,
PTPRJ, SIRT2, SIRPB1, AXINI, EIF4G1, PTX3, TRIMS, IDUA, NCE2, SELP, ARHGEF12,
CASP-3, CD27, MAP4KS, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXOI1, STI1Al,
GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9, HAVCR2, CD84, STX8, LY9, ZBTBI16,
CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3,
SOST, DDX58, TNF-R2, TRAF2, SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6,
SKAP1, FCRLS5, CD177, KLRDI1, ERBB2IP, MILRI1, MIF, SNAP23, NUBI1, TIGAR,
STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI1, CBL, ¢pparmenra Fc peuenrtopa II-b
IgG, GLO1, PVALB, SCAMP3, SLAMEFS, STX16, TNF-R1, DFFA, PPPIR2, ANG-1, CCLS5,
MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13, STX6, PRTN3, IL-5R-ans¢pa, ESM-
1, EGLN1, CLECI1B, TYMP, SNAP29, cyosenununsl A PDGF, TNFRSF11A, gal-8, GCNTI,
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STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASES3,
PAR-1, CD69, SIGLECI, FR-ramma, ADAM 8, AZUI1, AREG, SDC4, DCTN2, BID u RELT,
W/WJM TIOBBIIIEHHONW KOHLEHTPALMHU, [0 CPABHEHHIO C MEPBBIM OMOJIOTMYECKHM O0pasLoM, IO
MeHbIIeH Mepe, omHoro Oenka, BbiOpaHHOro u3 rpynnsl, cocrosimeit n3s TMPRSS15, CCL11,
FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2, Gal-4,
FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CST5, CES2,
CNDPI1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-1,
NTRK3, CLULI1, CXCL16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1, DKKLI1, NEP, CPA2,
Ep-CAM, THBS2 u GPNMB.

27. Crioco6 mo 1. 25, BKIIFOYAFO LM

U3MEpEeHHe B MEePBOM OHMOJIOrMYECKOM OOpaslle, MOJy4YeHHOM OT CyObeKTa-dyelloBeKa 10
NPUMEHEHUs Tepanu, coaepxameit nHruouTop JAK, KOHIEHTpaIuH 10 MEHbLIEH Mepe OJJHOTO
Oenka, BeiOpanHOTO U3 rpymmsl, coctosimei u3s TMPRSS15, CCL11, FAM3B, MMP7, NCAMI,
Gal-3, CCL25, THPO, hK14, KIM1, INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3,
BCR, CD5, DNAJBI, CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-anba,
CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT,
PTPRIJ, SIRT2, SIRPB1, AXINI, EIF4G1, PTX3, TRIMS, IDUA, NCE2, SELP, ARHGEF12,
CASP-3, CD27, MAP4KS, DAPP1, PRDXS, TLT-2, PARK7, IL2-RA, FOXOI1, STI1Al,
GRAP2, NBN, CD93, FCGR2A, DCTNI, IRF9 u HAVCRZ2;

NPUMEHEHNE B OTHOLIEHNHU CyObeKTa-4esioBeKa Tepanuu, coaepxaiieii naruourop JAK;

U3MEpPEeHHe BO BTOPOM OHOJIOTMYECKOM OO0pasile, MOJYy4eHHOM OT CyObeKTa-ueioBeKa
1ocjie TPUMEHEHHUs] Tepanuy, cogep:kaiieii nHruouTop JAK, MOHMKEHHOW KOHLEHTPALWH, IO
CPAaBHEHHMIO C TIEPBbIM OMOJIOTMYECKMM O0pa3LoM, MO MEeHblIe Mepe, OmHOro Oerka,
BbIOpaHHOro U3 rpymmsbl, coctosmei u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3,
BCR, CD5, DNAJBI, CCL17, ITGB2, BANKI1, TPSABI, YES1, LAMP3, GM-CSF-R-anba,
CNTNAP2, ZBTB16, CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT,
PTPRIJ, SIRT2, SIRPB1, AXINI, EIF4G1, PTX3, TRIMS, IDUA, NCE2, SELP, ARHGEF12,
CASP-3, CD27, MAP4K5, DAPP1, PRDXS5, TLT-2, PARK7, IL2-RA, FOXOI1, STI1Al,
GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9 u HAVCR2, wu/uid mNOBBIIIEHHOM
KOHIIEHTPAIIMK, 10 CPAaBHEHHWIO C MEPBBIM OHOJOTMYECKMM OOpa3loM, 1O MEHbIIeH Mepe,
onHoro Oenka, BeIOpaHHOTrO U3 rpymmel, cocrosimeit ni3 TMPRSS15, CCL11, FAM3B, MMP7,
NCAMI1, Gal-3, CCL25, THPO, hK14 u KIMI.

28. Crocob mo 1. 25, BKIIFOYAIOIIHIA

U3MEpEeHHEe B MEPBOM OHOJIOrMUYECKOM O0paslle, MOyYeHHOM OT CyOBeKTa-4esioBeKa J0
NPUMEHEHHUs Tepanu, coaepxameii nHruouTop JAK, KOHIEHTpaIuu o MEHbIIEH Mepe OJHOTO
Oenka, BeiOpanHOTO U3 rpymmsbl, cocrosimen u3s TMPRSS15, CCL11, FAM3B, MMP7, NCAMI,
Gal-3, CCL25, INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI,
CCL17,ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansha u CNTNAP2;

NPUMEHEHNE B OTHOLIEHNHU CyObeKTa-4yesioBeKa Tepanuu, coaepxaiieit uaruourop JAK;
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U3MEpPEeHHe BO BTOPOM OHOJIOTMYECKOM OO0pasiie, MOJYyYeHHOM OT CyOBbeKTa-ueioBeKa
nocJie MPUMEHEeHHsI Tepanuu, coxepxkameii nHruourop JAK, MoOHMKEHHON KOHLEHTpALUH, IO
CPaBHEHHUIO C TMEpPBbIM OHOJOTMYECKHM O00pasloM, IO MeHbIIeH Mepe, OOHOro Oernka,
BbIOpanHOro u3 rpymmsl, cocrosmen u3 INPPL1, LAT2, CLEC7A, PPPIR9B, NEMO, SH2B3,
BCR, CD5, DNAJBI1, CCL17, ITGB2, BANK1, TPSABI1, YES1, LAMP3, GM-CSF-R-anb¢a u
CNTNAP2, w/nnu NOBBIIEHHOH KOHLEHTPALMH, 1O CPABHEHUIO C TEPBBIM OHOJIOTHYECKHM
o0pa3iom, Mo MeHbIIeH Mepe, OAHOro Oenka, BBIOPAHHOTO W3 TPYMIbI, COCTOSINEH H3
TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3 u CCL25.

29. Crioco6 mo 1. 25, BKIIFOYAFOIIHIA:

U3MEpEeHHe B MEePBOM OHMOJIOrMYECKOM O0paslle, MOJy4YeHHOM OT CyObeKTa-4esloBeKa 10
NPUMEHEHUs Tepanu, coaepxameiit nHruouTop JAK, KOHIEHTpaluu 0 MEHbLIEH Mepe OTHOTO
Oenka, BeiOpanHOTO U3 rpymmsl, coctosimei u3s TMPRSS15, CCL11, FAM3B, MMP7, NCAMI,
INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17 u ITGB2;

NPUMEHEHNE B OTHOLIEHWHU CyObeKTa-4eJIOBeKa Tepanuu, coaepxamieii naruourop JAK;

U3MEpeHHe BO BTOPOM OHOJIOTMYECKOM O0paslie, MOJYYEHHOM OT CyOBEeKTa-uelioBeKa
1OCJIe TIPUMEHEHUs Tepanuy, copepskamei nHruouTop JAK, MOHMKEHHOW KOHLIEHTPALHH, I10
CPaBHEHHIO C TIE€PBbIM OHOJIOTHYECKHM O00pasmoM, IO MEHbIIeH Mepe, OTHOro Oernka,
BbIOpaHHOTrO U3 rpymmsbl, cocrosimein u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3,
BCR, CDS, DNAJBI1, CCL17 u ITGB2, w/nnu noBellleHHOH KOHLEHTPAINH, IO CPABHEHHIO C
NepBbIM OMOJIOTMYECKUM 00pa3LioM, 110 MEHbLIEeH Mepe, OJHOro Oeska, BBIOPAHHOTO U3 TPYIIIbI,
cocrosiert u3 TMPRSS15, CCL11, FAM3B, MMP7 u NCAMI1.

30. Criocob o modomy u3 mm. 25-29, B KOTOPOM BTOPOH TepaneBTHYECKUH areHT BBOASAT
CyOBbeKTy-4eNioBeKy B KoMOuHanmu ¢ unruouropom JAK.

31. Cnocob no m. 30, B KOTOPOM BTOPOI TeparneBTUYEeCKH areHT MPeACTaBiseT coOOM
KOPTUKOCTEPOHl,  METOTPEKCaT,  LHKJOCIOPUH,  MHUKOPEHOJITMOPETH,  TaKpOIUMYC,
CHPOJIUMYC, 3BEPOJIUMYC, AHTHTUMOLUTAPHBIA TJI00YIMH, anemry3ymad, wuukiopochamun,
uOpyTMHUO, wUMaTHHUO, WHPIMKCHUMAO, STaHepuUenT, ToIrUIM3yMad,  ajmemMTy3ymad,
Oazmimkcumad,  makiau3ymad, pUTYKCHMad, JAeHWIeHKHMH  JUQTUTOKC, TEHTOCTaTHH,
LUKJIOCTIOPUH, TAJHAOMHJ, TaJO(yruHOH, THIPOKCUXJIOPOXHUH WJIA ME3eHXUMAaJbHbIE
CTBOJIOBBIE KJICTKH.

32. Cnocob mo . 30, B KOTOPOM BTOPOH TEParneBTUYECKUN areHT MPeACTaBisieT coOOH
KOPTUKOCTEPOH.

33. Cmoco6 mo m. 32

MCTUJIIPECAHU30JIOH WU MPECAHU3OH.

, B KOTOPOM KOPTHKOCTEPOHJ IpPEACTAaBJseT COOOH
34. Cnoco® nneHTH(UKALNN TEPANIEBTHUECKOTO OTBETA CyOBEKTa-4eJI0BEKa, NMEIOIIETO,

noAgo3peBacMoOro B HaJIMUWKU WKW UMCHOLICTO PUCK PA3BUTUA PCAKLHUU TPAHCIUIAHTAT NPOTUB

xo3siHa (PTIIX), Ha Tepanuro, copepskaiyro nHruouTop JAK, npu 3ToM cnocod BKITIOUAET:

NPeIOCTaBIEHHEe TMEepPBOro OWOJOrHYecKoro oopasila, IOJyYeHHOTO OT CyObekTa-
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4eJIoBeKa 0 MPUMEHEHHUs Tepanuy, coaepskatieit uaruonrop JAK;

HU3MepeHNe KOHLEHTPALMU N0 MEHbLIeH Mepe OJHOro Oenka, BBIOPAHHOTO W3 TPYIIIbI,
cocrosimmeit u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI,
CCL17, ITGB2, BANK1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansdpa, CNTNAP2, ZBTBI16,
CD163, TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPBI1,
AXINI, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS,
DAPPI1, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A,
DCTNI1, IRF9, HAVCR2, CD84, STX8, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA,
ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2,
SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS, CD177, KLRDI,
ERBB2IP, MILR1, MIF, SNAP23, NUB1, TIGAR, STAMPB, DSC2, LAIR1, FKBPIB,
RASSF2, FATC1, CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3,
SLAMES, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5,
PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R- amedpa, ESM-1, EGLN1, CLEC1B, TYMP,
SNAP29, cyowenunuist A PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC, THBS4,
CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69,
SIGLEC1, FR-ramma, ADAM 8, AZUl, AREG, SDC4, DCTN2, BID, RELT, CLECS5A,
APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK, CPXMI,
ARSB, SLAMFI1, PEBPI1, STIP1, cyosenuamust B PDGF, SCARF1, DEFAIl, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXA1l, ICAM1, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLECIA, TNFRSF14, TACC3, MMP-1, NRP1, ZBTB17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDCS5, TRANCE,
ARGI1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRPI1, LILRAS, CLECI0A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKNIA, CDIC, DECR1, DAGI, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRGI1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI, FADD, FCRL1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COL4Al,
CEACAMS, SEMA7A, NUDTS, FCRL6, PAPPA, FASLG, GRN, MATN3, TMPRSSIS5,
CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L, PLIN1, SPON2,
Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS5,
CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS, SLITRK2, MCP-
1, NTRK3, CLULI1, CXCL16, SCF, TMPRSS5, REG4, hK11, SCGB3A1, DKKLI1, NEP,
CPA2, Ep-CAM, THBS2, GPNMB, ITGBS5, GT, APLP1, TACSTD2, NINJ1, REN, GCG,
SERPINA9, KAZALDI1, SERPINA12, PODXL, AMN, IGF1R, LTBP2, ANGPTL3, SCARAS,
B4GATI1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2, PRTG, NQO2, AMBP, ERBB2,
IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C, uPA, AGR2, METRNL, RTN4R,
IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR, PROC, FURIN, PIgR u SMOC2 B
NepBOM OHOJIOrHYecKOM oOpasLie;

MPeIOCTaBIIEHUE BTOPOro OMOJOrHYecKoro o0pasia, MOJTYYeHHOrO OT CyOBEeKTa IMocie
NpUMEHEHUs Tepanuy, coaepskamei uaruourop JAK; u

U3MepeHNe KOHLIEHTPALMU N0 MEHbLIeH Mepe OJHOro Oenka, BBIOPAHHOTO W3 TPYIIIB,
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cocrosieit u3 INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJBI,
CCL17, ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-anspa, CNTNAP2, ZBTBI16,
CD163, TXLNA, MEPE, BACHI1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPBI,
AXIN1, EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS,
DAPPI, PRDXS, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A,
DCTNI1, IRF9, HAVCR2, CD84, STXS8, LYY, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA,
ITGB1BP2, CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2,
SMADI1, LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRL5, CD177, KLRDI,
ERBB2IP, MILR1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIR1, FKBPIB,
RASSF2, FATC1, CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3,
SLAMES, STX16, TNF-R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5,
PILRA, IRAKI1, CA13, STX6, PRTN3, IL-5R- ansda, ESM-1, EGLN1, CLECIB, TYMP,
SNAP29, cyowenunuipt A PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC, THBS4,
CLEC4D, SIGLEC6, WASF1, WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69,
SIGLECI1, FR-ramma, ADAM 8, AZUl, AREG, SDC4, DCTN2, BID, RELT, CLECS5A,
APEX1, PSP-D, FGR, SELE, SELL, MESDC2, IQGAP2, CRTAM, LILRB2, TANK, CPXM],
ARSB, SLAMFI1, PEBPI1, STIP1, cyowenuauusi B PDGF, SCARF1, DEFAI1, EPHB4,
ARHGAPI1, CLM-1, DAB2, LYN, CASP-8, APBB1IP, ANXAL1l1, ICAM1, PRKCQ, VCAMI,
HDGF, CD2AP, TNFRSF6B, CLECIA, TNFRSF14, TACC3, MMP-1, NRP1, ZBTBI17,
NADK, PLXNA4, MMP-9, NCR1, AMIGO2, FES, CD79B, TNXB, TXNDC5, TRANCE,
ARG1, PCDH17, LRMP, C1QTNF1, CLM-6, CKAP4, APP, PGLYRP1, LILRAS, CLECI0A,
NMNATI, IL-6RA, ATG4A, TIMP1, COCH, DKN1A, CD1C, DECR1, DAGI1, IGFBP-2, RET,
GSAP, PILRB, CLEC6A, PECAM-1, PXN, ADGRG1, DPP7, TDRKH, Siglec-9, CD40-L,
VEGFC, LYVEI, FADD, FCRLI1, EGF, HGF, GZMH, CLEC4G, LY75, PRDX3, COLA4AI,
CEACAMS, SEMA7A, NUDTS, FCRL6, PAPPA, FASLG, GRN, MATN3, TMPRSSI15,
CCL11, FAM3B, MMP7, NCAM1, Gal-3, CCL25, THPO, hK14, KIM1, Fit3L, PLIN1, SPON2,
Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR, SERPINAS, ST3GALI1, CSTS,
CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2, CEACAMS5, SLITRK2, MCP-
1, NTRK3, CLULI1, CXCL16, SCF, TMPRSSS5, REG4, hK11, SCGB3A1l, DKKLI1, NEP,
CPA2, Ep-CAM, THBS2, GPNMB, ITGBS5, GT, APLP1, TACSTD2, NINJ1, REN, GCG,
SERPINA9, KAZALDI1, SERPINA12, PODXL, AMN, IGFIR, LTBP2, ANGPTL3, SCARAS,
B4GATI1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2, PRTG, NQO2, AMBP, ERBB2,
IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C, uPA, AGR2, METRNL, RTN4R,
IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR, PROC, FURIN, PIgR u SMOC2
BO BTOPOM OHOJIOTHYECKOM 00Opasiie,

OpU 3TOM TOHWKEHHAs KOHLIEHTpAIMsi BO BTOPOM OHOJOrM4eckoM obOpasue 1o
CPaBHEHHUIO C TIEPBBIM OHOJIOTHYECKIM 00pas3IioM MO MeHbIei mepe onHoro u3 INPPL1, LAT2,
CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-ansa, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE,
BACHI1, MAX, NFKBIE, hOSCAR, LAT, PTPRIJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3,
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TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4K5, DAPP1, PRDXS, TLT-
2, PARK7, IL2-RA, FOXOI1, ST1A1l, GRAP2, NBN, CD93, FCGR2A, DCTNI, IRF9,
HAVCR2, CD84, STXS8, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2,
CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2, SMADI,
LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS5, CD177, KLRDI1, ERBB2IP,
MILR1, MIF, SNAP23, NUB1, TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI,
CBL, ¢parmenTta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3, SLAMF8, STX16, TNF-
R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13,
STX6, PRTN3, IL-5R- ansda, ESM-1, EGLN1, CLEC1B, TYMP, SNAP29, cy0benununbr A
PDGF, TNFRSF11A, gal-8, GCNTI1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASFI1,
WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8,
AZU1, AREG, SDC4, DCTN2, BID, RELT, CLEC5A, APEX1, PSP-D, FGR, SELE, SELL,
MESDC2, IQGAP2, CRTAM, LILRB2, TANK, CPXM1, ARSB, SLAMF1, PEBP1, STIPI,
cyorenunul B PDGF, SCARF1, DEFA1, EPHB4, ARHGAP1, CLM-1, DAB2, LYN, CASP-
8, APBB1IP, ANXAI11, ICAMI1, PRKCQ, VCAMI1, HDGF, CD2AP, TNFRSF6B, CLECIA,
TNFRSF14, TACC3, MMP-1, NRP1, ZBTB17, NADK, PLXNA4, MMP-9, NCR1, AMIGO?2,
FES, CD79B, TNXB, TXNDCS5, TRANCE, ARGI1, PCDH17, LRMP, CIQTNF1, CLM-6,
CKAP4, APP, PGLYRPI1, LILRAS5, CLEC10A, NMNATI, IL-6RA, ATG4A, TIMP1, COCH,
DKNI1A, CD1C, DECR1, DAGI, IGFBP-2, RET, GSAP, PILRB, CLEC6A, PECAM-1, PXN,
ADGRG1, DPP7, TDRKH, Siglec-9, CD40-L, VEGFC, LYVEI1, FADD, FCRL1, EGF, HGF,
GZMH, CLEC4G, LY75, PRDX3, COL4A1, CEACAMS, SEMA7A, NUDTS, FCRL6, PAPPA,
FASLG, GRN w/mnu MATN3, w/unu noBblieHHas KOHIEHTPALUsl BO BTOPOM OHOJIOTHYECKOM
oOpasiie o CPaBHEHHIO C MEPBbIM OHMOJOTHYECKUM O0pasloOM MO MEHbLIeH Mepe OIHOIO W3
TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14, KIM1, FIt3L,
PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VW(C2, PPY, PAM, PVR, SERPINAS,
ST3GAL1, CST5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2, FABP2,
CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSS5, REG4, hKl11,
SCGB3A1, DKKLI1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, ITGB5, GT, APLPI,
TACSTD2, NINJ1, REN, GCG, SERPINA9, KAZALDI1, SERPINA12, PODXL, AMN, IGFIR,
LTBP2, ANGPTL3, SCARAS, B4GATI1, ROBO2, PDGFC, CA12, DDC, EDIL3, XPNPEP2,
PRTG, NQO2, AMBP, ERBB2, IL6, MCP-1, VEGFD, GDF-2, MUC-16, KLK10, FAM3C,
uPA, AGR2, METRNL, RTN4R, IGF2R, NTRK2, ITGB6, SCARF2, SCGB3A2, RGMB, EZR,
PROC, FURIN, PIgR w/mmn SMOC2 yka3plBaeT Ha TO, YTO CYOBEKT-UEJOBEK IOABEPICs
TepareBTHYECKOMY OTBETY Ha TEPAIHIo, coaepxkaimy nHruoutop JAK.

35. Crioco0 mo 1. 34, BKIIFOYAKO LIIHH:

U3MEpeHHe KOHIICHTPAIUU MO MEHbIIeH Mepe OgHOro Oelika, BBIOPAHHOTO W3 TPYIIIIHL
cocrosimeir m3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI, Gal-3, CCL25, THPO, hK14,
KIM1, FIt3L, PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VW(C2, PPY, PAM, PVR,
SERPINAS, ST3GAL1, CSTS5, CES2, CNDPI, CX3CL1, HO-1, PRELP, ADM, VSIG2,
FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4,
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hK11, SCGB3A1l, DKKL1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, INPPL1, LAT?2,
CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-anspa, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE,
BACHI, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3,
TRIMS, IDUA, NCE2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS, TLT-
2, PARK7, IL2-RA, FOXOI1, ST1A1l, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9,
HAVCR2, CD84, STXS, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2,
CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2, SMADI,
LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRL5, CD177, KLRD1, ERBB2IP,
MILR1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI,
CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-
R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13,
STX6, PRTN3, IL-5R-ansda, ESM-1, EGLN1, CLECIB, TYMP, SNAP29, cyObenunuisr A
PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASFI,
WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8,
AZUI, AREG, SDC4, DCTN2, BID u RELT B nepBomM 6uojyiorudeckoM oopasie; u

U3MEpeHHe KOHIICHTPAIUU MO MEHBIIeH Mepe ONHOro Oeyka, BBIOPAHHOTO W3 TPYIIIIHL
cocrosimeir m3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3, CCL25, THPO, hK14,
KIM1, FIt3L, PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR,
SERPINAS, ST3GAL1, CSTS5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2,
FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4,
hK11, SCGB3Al, DKKL1, NEP, CPA2, Ep-CAM, THBS2, GPNMB, INPPL1, LAT?2,
CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-ansda, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE,
BACHI1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3,
TRIMS, IDUA, NCE2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1, PRDXS5, TLT-
2, PARK7, IL2-RA, FOXOI1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9,
HAVCR2, CD84, STXS, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2,
CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2, SMADI,
LAIR-2, PIK3AP1, VSIG4, SIGLEC10, CD6, SKAP1, FCRL5, CD177, KLRD1, ERBB2IP,
MILR1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI,
CBL, ¢parmenta Fc penenropa II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-
R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13,
STX6, PRTN3, IL-5R-ansdha, ESM-1, EGLN1, CLECIB, TYMP, SNAP29, cyObenunuier A
PDGF, TNFRSF11A, gal-8, GCNT1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASFI,
WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8,
AZUI, AREG, SDC4, DCTN2, BID u RELT Bo BTOpOM OHOJIOTHYECKOM 00pa3siie,

IpU 3TOM TOHIKEHHAs KOHLEHTpPALMsi BO BTOPOM OHOJOrM4YeckoM o0Opasle 1o
CPaBHEHHIO C MEPBBIM OMONIOrHYeCKHM 00pa3oM 1o MeHbluel mepe onHoro u3 INPPL1, LAT2,
CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
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TPSABI1, YES1, LAMP3, GM-CSF-R-anspa, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE,
BACHI1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3,
TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4K5, DAPP1, PRDXS, TLT-
2, PARK7, IL2-RA, FOXOI1, ST1A1l, GRAP2, NBN, CD93, FCGR2A, DCTNI, IRF9,
HAVCR2, CD84, STXS8, LY9, ZBTB16, CD200R1, TOP2B, THY 1, PRKRA, ITGB1BP2,
CD48, CD244, HCLS1, MPO, SIT1, ICAM3, SOST, DDX58, TNF-R2, TRAF2, SMADI,
LAIR-2, PIK3API1, VSIG4, SIGLEC10, CD6, SKAP1, FCRLS5, CD177, KLRDI1, ERBB2IP,
MILR1, MIF, SNAP23, NUBI1, TIGAR, STAMPB, DSC2, LAIR1, FKBP1B, RASSF2, FATCI,
CBL, ¢parmenta Fc peuenropa II-b IgG, GLO1, PVALB, SCAMP3, SLAMFS, STX16, TNF-
R1, DFFA, PPP1R2, ANG-1, CCL5, MAP2K6, CRKL, CD38, CXCLS5, PILRA, IRAK1, CA13,
STX6, PRTN3, IL-5R-ansda, ESM-1, EGLN1, CLECIB, TYMP, SNAP29, cyObenunuisr A
PDGF, TNFRSF11A, gal-8, GCNTI1, STK4, TNC, THBS4, CLEC4D, SIGLEC6, WASFI,
WAS, COMT, RETN, SH2D1A, RNASE3, PAR-1, CD69, SIGLECI1, FR-ramma, ADAM 8,
AZUI1, AREG, SDC4, DCTN2, BID u RELT, w/unu noBbllieHHAsT KOHLIEHTPALHSI BO BTOPOM
OuosyiorndeckoM obpasiie Mo CPAaBHEHUIO C TEPBBIM OHOJIOTMYECKUM O0paslioM MO MEHBIIeH
mepe ogHoro 3 TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3, CCL25, THPO, hK14,
KIM1, FIt3L, PLIN1, SPON2, Gal-4, FABP4, DNER, GAL, CPM, VWC2, PPY, PAM, PVR,
SERPINAS, ST3GAL1, CST5, CES2, CNDP1, CX3CL1, HO-1, PRELP, ADM, VSIG2,
FABP2, CEACAMS, SLITRK2, MCP-1, NTRK3, CLUL1, CXCL16, SCF, TMPRSSS5, REG4,
hK11, SCGB3A1, DKKLI, NEP, CPA2, Ep-CAM, THBS2 u GPNMB yka3siBaer Ha TO, 4TO
CyOBEKT-UeJIOBEK MOABEPICsl TEPAMEBTHUECKOMY OTBETY Ha TEPAIHIO, COASPIKAIIYI0 HHTUOUTOP
JAK.

36. Cioco0 1o 11. 34, BKIIIOYAOIIHIA;

U3MepeHHe KOHLIEHTPALMU MO0 MEHbIIeH Mepe OJHOro Oenka, BHIOPAHHOIO U3 TPYIIIIbI,
cocrositent u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI, Gal-3, CCL25, THPO, hK14,
KIM1, INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17,
ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansha, CNTNAP2, ZBTB16, CD163,
TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRIJ, SIRT2, SIRPB1, AXINI1,
EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1,
PRDX35, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTN1,
IRF9 1 HAVCR2 B nepBom OnojoruueckoM oopasue; u

U3MEepeHre KOHIEHTPAIUU MO MEHbIIeH Mepe OMHOro Oeyika, BBIOPAHHOTO M3 TPYIIIIHL
cocrosimeir i3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI, Gal-3, CCL25, THPO, hK14,
KIM1, INPPL1, LAT2, CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17,
ITGB2, BANKI1, TPSABI1, YES1, LAMP3, GM-CSF-R-ansda, CNTNAP2, ZBTB16, CD163,
TXLNA, MEPE, BACH1, MAX, NFKBIE, hOSCAR, LAT, PTPRIJ, SIRT2, SIRPB1, AXINI1,
EIF4G1, PTX3, TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS5, DAPP1,
PRDXS5, TLT-2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTN1,
IRF9 1 HAVCR2 Bo BrOopoM OHoJ0rH4YeckoM o0pasLe,

U TpU 3TOM IOHM)KEHHAsl KOHLIEHTpALMsi BO BTOPOM OHOJIOrHYECKOM oOpasie o
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CPaBHEHHIO C TMEPBBIM OMOJOrHYECKUM 00pas3oM 1o Menbliei mepe ognoro u3 INPPL1, LAT2,
CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CDS5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-ansa, CNTNAP2, ZBTB16, CD163, TXLNA, MEPE,
BACHI1, MAX, NFKBIE, hOSCAR, LAT, PTPRJ, SIRT2, SIRPB1, AXIN1, EIF4G1, PTX3,
TRIMS, IDUA, NCF2, SELP, ARHGEF12, CASP-3, CD27, MAP4KS, DAPP1, PRDXS, TLT-
2, PARK7, IL2-RA, FOXO1, ST1A1, GRAP2, NBN, CD93, FCGR2A, DCTNI1, IRF9 u
HAVCR2, w/unn mnoBBIIIEHHAas KOHIEHTpAalMs BO BTOpPOM OuosormdeckoM obpasie o
CPaBHEHUIO C TIEPBBIM OHMOJIOrHMUYECKMM OOpa3LoM IO MeHbinei mepe omHoro u3 TMPRSS15,
CCL11, FAM3B, MMP7, NCAM1, Gal-3, CCL25, THPO, hK14 u KIM1 yka3biBaeT Ha TO, 4TO
CyOBEKT-4eJIOBEK MOABEPICs TEPAIeBTUYECKOMY OTBETY Ha TEPAIHIO, COAEPIKALIYI0 HHTHOUTOP
JAK.

37. Crioco0 mo 1. 34, BKIIFOYAFO LA

U3MepeHNe KOHLEHTPALMN N0 MEHbLIEH Mepe OJHOro Oenka, BBIOPAHHOTO W3 TPYIIIHL,
cocrositneit 13 TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3, CCL25, INPPL1, LAT2,
CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-anspa u CNTNAP2 B nepBoM OHOJIOTHYECKOM 00pasIie;
u

U3MepeHNe KOHLEHTPALMU N0 MEHbLIEH Mepe OJHOro Oenka, BBIOPAHHOTO W3 TPYIIIbL,
cocrosimneit u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAM1, Gal-3, CCL25, INPPL1, LAT2,
CLEC7A, PPP1R9B, NEMO, SH2B3, BCR, CDS5, DNAJBI, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-ansha u CNTNAP2 Bo BrOpoM O6HoI0rHUecKOM 00pasiie;

IOpU 3TOM IOHIKEHHAs KOHLEHTpAIMsl BO BTOPOM OHOJOrH4YeckoM obOpasle 1o
CPaBHEHUIO C MEPBbIM OMOJIOTHYECKHM 00pa3LioM Mo MeHbliel mepe ogHoro u3 INPPL1, LAT2,
CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJB1, CCL17, ITGB2, BANKI,
TPSABI1, YES1, LAMP3, GM-CSF-R-ansa 1 CNTNAP2, n/unu noBblmeHHast KOHLEHTPALYST
BO BTOPOM OMOJIOTHUYECKOM 0O0pasiie MO CPaBHEHHIO ¢ MEPBBIM OMOJOTHMYECKUM OOpPa3ILOM IO
menbineir mepe onnoro uz TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, Gal-3 u CCL25
yKa3bIBa€T Ha TO, YTO CyOBEKT-UEIOBEK IMOABEPrCs TEPAreBTHYECKOMY OTBETY HA TEPAIIHUIO,
conepskamyro uaruoutop JAK.

38. Crtoco0 mo 1. 34, BKJIFOYAO LU

U3MepeHNe KOHLEHTPALMH N0 MEHbLIEH Mepe OJHOro Oenka, BBIOPAHHOTO U3 TPYIIHI,
cocrosimeit u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, INPPL1, LAT2, CLEC7A,
PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJBI1, CCL17 u ITGB2 B nepBom Ouonoruueckom
oOpa3sue; u

U3MepeHNe KOHLEHTPALMN N0 MEHbLIEH Mepe OJHOro Oenka, BBIOPAHHOTO W3 TPYIIIb,
cocrosimeit u3 TMPRSS15, CCL11, FAM3B, MMP7, NCAMI1, INPPL1, LAT2, CLEC7A,
PPP1R9B, NEMO, SH2B3, BCR, CDS, DNAJB1, CCL17 u ITGB2 B0 BTOpOM OHOJOrHYECKOM
oOpas3ie,

OpU 3TOM TMOHWKEHHAs KOHLEHTpAIMsi BO BTOPOM OHOJOrM4eckoM oOpasle 1o

CPaBHEHMIO C MEPBBIM OHOJIOrHYeCKHM 00pa3oM 1o MeHbliei mepe ogHoro u3 INPPL1, LAT2,
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CLEC7A, PPPIR9B, NEMO, SH2B3, BCR, CD5, DNAJBI, CCL17 u ITGB2, w/um
NOBBILICHHAs] KOHLEHTpALMs BO BTOPOM OHOJOrHMYecKOM o0Opaslie MO CPaBHEHUIO C MEPBbIM
OunonornuecknuM ooOpasoM no Menblei mepe ognoro u3 TMPRSS15, CCL11, FAM3B, MMP7
u NCAMI yka3bIBaeT Ha TO, YTO CyOBEKT-4EJOBEK MOIBEPICs TEPANEBTUYECKOMY OTBETY Ha
Tepanuro, conepskaiyro uaruoutop JAK.

39. Cnocob® mo mroboMy M3 MPEAIIECTBYIOMIMX MYyHKTOB, B KOTOPOM OHOJIOTHYECKUI
obpaser npencrasiseT coO0OH KPOBb, CHIBOPOTKY, IJIa3My, MOYY, CIIMHHOMO3IOBYIO JKHIKOCTb,
CITFOHY, CJIE3HYIO KHUIKOCTh MU TIOT.

40. Cnocod mo mo00My U3 MPEAIIECTBYIOIIMX MYHKTOB, B KOTOPOM OMOJIOrHYECKUM
oOpasel mpeacTaBisieT OO0 KPOBb, CHIBOPOTKY HJTH TJIA3MY.

41. Cnocob mo moOoMy M3 TPEIIECTBYIOIINX MYHKTOB, B KOTOPOM KOHLIEHTPALIUIO
Oeska U3MepsIFOT UMMYHOJIOTHUECKIM METOIOM.

42, Crmocod mo m. 41, B KOTOPOM HMMYHOJIOTHYECKHI MeTOX BBIOpaH W3 TPYIIIIEL
cocTosilel u3 TBepAOPa3HOro UMMYHO(EPMEHTHOTO aHAJM3a, UMMYHO(PEPMEHTHOTO aHAJIN3a,
paaOMMMYHOAHATN3A, XEMUJTIOMHUHECLIEHTHOT'O UMMYHOAHAJN3a,
3JIEKTPOXEMIJIFOMUHECLIEHTHOTO ~ MMMYHOAQHAJIHM3a,  JIATEKCHOrO  TYpOMAMMETPHYECKOrO
UMMYHOAHAJTN3a, JIATEKCHOTO (oToMeTprUECcKOro UMMYHOAHaJIN3a, UMMYHO-
XpoMaTorpaduueckoro aHajln3a U BeCTEPH OJIOTTHHTA.

43. Crioco6 no modomy u3 . 1-40, B KOTOPOM KOHLEHTPALMIO Oellka M3MEPSIFOT Macc-
CHEKTPOMETPUEM.

44. Cnoco0 no mo0oMy U3 MPEAIIECTBYIOIIMX NMYyHKTOB, B KOoTOopoM uHruoburop JAK
MpeCTaBIsieT COO0M UTALUTUHUO.

45. Cnoco6 mo modomy u3 . 1- 43, B koropom unrudutop JAK npexncrasnsier coboit 4-
[3-(umanomernn)-3-(3',5'- numernn -1H,1'H-4,4'- Ounupason-1-wn)azeruaun  -1-unl-2,5-
audrop-N-[(15)-2,2,2-Tpudrop-1-mermmsTun]6eH3amun W ero bapmanesTHUECKH
npuemiemyto coiib, ik ((2R,5S)-5-{2-[(1R)-1-runpokcustun]-1H- umunazo[4,5-a1] tueno|3,2-
Omupunus- 1-un jrerparunpo-2H-nupan-2-uin)auetoHuTpusl  uiau - ero  (apManeBTHYECKU
PUEMJIEMYIO COJIb.

46. Cnoco0 o moOoMy U3 MPEeNLIeCTBYIOINX MyHKTOB, B koTopoM PTIIX npencrasnsier
coboti octpyro PTIIX.

47. Cnocod mo mobomy u3 mm. 1-45, B xoropom PTIIX mnpencrasisier coGoi
xponunueckyro PTIIX.

ITo noBepenHocTH
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