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2420-581089EA/061
JEYEHHUE THOMHOI' O THAPAJEHHUTA C HCIIOJIb30BAHUEM HHTUBUTOPOB
JAK

B nanHOI 3asBKe HCIpalIUMBaeTCcsi NPUOpPUTET mnpeasBaputTenbHON 3asBku CHIA Ne
62/650600, nonanHo# 30 mapra 2018 r., KOTOpas MOJHOCTHIO BKJIKOYEHA B JAHHBIH JOKYMEHT
MOCPEACTBOM CCBIIKU.

OBJIACTh TEXHUKHA

B nanHOI 3asiBKe MpeACTaBIeHbl CIIOCOOBI JieueHus1 THOMHOTO ruapanaenuta (HS - aHr.:
hidradenitis suppurativa) ¢ UCHOJB30BaHUEM COETUHEHMI, KOTOPbIE MOIYJIUPYIOT aKTUBHOCTb
kuHa3bl Janus (JAK) 1 w/wnm 2.

YPOBEHb TEXHUKHU

IIporennkunassl (PK) perynupyroT pa3nuuHble OMOJOTHUECKHE MPOLIECCHI, BKIIKOYAS,
CpeaM TPOYero, poOCT KIETOK, BbDKMBaHUE, AU(QepeHIMpoBKy, (GOpMHpPOBAHHE OpPraHOB,
Mop(doreHes, HEOBACKYJISIPU3ALMIO, BOCCTAHOBJICHNE TKaHEeH M pereHepaunto. [IpoTeMHKHHA3HI
TaKXKE WUTPAIOT CIELHATN3NPOBAHHBIE POJHM BO MHOMKECTBE OOJIE3HEH 4YeOBeKa, BKIIOYAs pak
IluTOoKMHBI, HU3KOMOJEKYJSpPHbIE TMOJMIENTHUAbl WIN TJIMKONPOTEUHBl, PEryJupyroT MHOTue
MyTH, YYaCTBYIOLIME B BOCHAJIUTEIbHOM pEaKLMU XO03siMHAa Ha cerncuc. LIUTOKMHBI BAUSIOT Ha
middepeHpoBKY, nponudepanu0 U aKTUBALMIO KIETOK M MOTYT MOIYJHPOBATh Kak
NPOBOCHAIUTENbHbIE, TAK U MPOTHUBOBOCHAIUTEIbHBIE PEAKLIMH, MO3BOJSAS XO3SMHY IOJIKHBIM
oOpazom pearmpoBaTh Ha maroreHsl. Ilepemada CUrHaNOB IIHMPOKOTO JUANa3OHa LIUTOKUHOB
BKIIOUaeT cemeiictBo kuHa3 SHyca (JAK) mnpOTEMHTHPO3MHKMHA3 W CHTHAJIBHBIX
npeoOpazoBateneil u akruBatopoB TpaHckpunuuu (STAT). CymecTByeT deTblpe H3BECTHBIX
JAK mnexonuraromux: JAK1 (xunasza Snyca-1), JAK2, JAK3 (Takke m3BecTHast Kak KHHa3a
SAnyca, neiikonurapHas, JAKL; u L-JAK) u TYK?2 (npotenH-Tupo3uHKnHa3a 2).

MMMyHHBIE ¥ BOCHAJIMUTEIbHBIE  PEAKLUM, CTUMYJIMPOBAHHBIE  LUTOKMHAMU,
CTIOCOOCTBYIOT MaTOreHe3y 3a00JIeBaHUil: TaKuMe MATOJOTHHM KaK TSKeJIbl KOMOMHUPOBAHHBIN
ummyHoaeuuut (SCID) BO3HMKAIOT M3-32 MOAABICHHS UMMYHHOH CHCTEMBI, B TO BpeMs Kak
TUMEPAKTUBHBIA MM HECOOTBETCTBYIOIIMH WMMYHHBINH/BOCTIAJIMTEIBHBIN OTBET CHOCOOCTBYET
NATOJIOTUH ayTOMMMYHHBIX 3a00JeBaHUi (Hanpumep, acTMbl, CAICTEMHON KpPAacHOH BOJYAHKE,
TUPEOHIUTY, MHOKAPAWUTY) U TaKUM 3a00JE€BAHHSM, KaK CKJIEPONEPMHS H OCTEOAPTPUT
(Ortmann, R. A., T. Cheng, et al. (2000) Arthritis Res 2(1): 16-32).

Hapymenust skcrpeccun JAK cBsi3aHbI €O MHOTUMH OOJIE3HEHHBIMH COCTOSIHUSIMU.
Hanpumep, Jakl-/- Mpimm Menkue npu pOKACHWH, HE B COCTOSSHUHM KOPMHUTBCS TPYIBIO H
ymuparoT B nepuHatanbHbiii iepuox (Rodig, S. J., M. A. Meraz, ef al. (1998) Cell 93(3): 373-
83). DOmOpuonbl Jak2-/-mplmeli aHeMHYHBI M yMHPAIOT NPUMEpHO Ha 12,5 neHp mocnie
CHIapUBAHUS U3-32 OTCYTCTBHS AE(PHHUTUBHOTO 3PUTPOIIOI3A.

ITyte JAK/STAT wu, B uwactHocTH, BCce ueThipe JAK, kak mojararoT, UrpardT PoOJib B
[ATOre€He3€ aCTMATUYECKOrO OTBETA, XPOHUYECKON OOCTPYKTHUBHOW OONE3HM JIETKMX, OpOHXHTA
U JIPYyTUX CBSI3aHHBIX BOCHAJNUTENbHBIX 3a00JI€BAaHUN HIDKHUX JBIXaTEJIbHBIX IyTeHl.

MHOeCTBEHHBIE IIUTOKHHBI, KOTOpble mepenaroT curHan uepe3 JAK, Obumn cBszaHbl €



BOCIIAJIUTENIbHBIMUA 3a00JI€BAHUAMU/COCTOSIHUSIMHA BEPXHUX JBbIXATEJbHBIX IMyTEH, TAKUMU Kak
NOpaXKaroIe HOC U HOCOBBIE MAa3yxu (Hanmpumep, PUHUT U CUHYCHT), HE3aBHCHMO OT TOTO,
ABJISIFOTCSL JIU OHU KJIACCHYECKUMH ajuieprudeckumu peakuusmu wim HeT. Ilyte JAK/STAT
TAKXK€ BOBJIEYEH B BOCHAJIUTENbHbIE 3a00JEBAHUSA/COCTOSAHUSA TIJIaA3 W XPOHUYECKUE
aJJeprudeckue peakLiuu.

AxtuBaumst JAK/STAT npu pake MOKET MPOUCXOAUTH IMyTE€M CTUMYJISILIUM LUTOKUHOB
(nanpumep 1L-6 wmu GM-CSF) winn nmyTeM yMEHBIIEHHUS SHIOTEHHBIX CYNpPECCOPOB Mepenaaydn
curHajoB JAK, takux kak SOCS (cympeccop wiu mnepefada CUTHaJIOB LIUTOKMHOB) wiu PIAS
(GenkoBbit uHrHONTOp aktuBupoBaHHOro STAT) (Boudny, V., and Kovarik, J., Neoplasm.
49:349-355, 2002). AxruBamms nepenaun curHajoB STAT, a taxke npyrux myted Hike JAK
(nanpumep, Akt), koppenupoBaya ¢ IJIOXUM MPOTHO30M MPU MHOTHX TUnax paka (Bowman, T.,
et al. Oncogene 19:2474-2488, 2000). IloBbI€HHBIE YPOBHU LUPKYJIHPYIOLUINX LHTOKHUHOB,
kotopble mepenatoT curHain depe3 JAK/STAT, urparoT mpUYMHHYKO pPOJIb B KaXEKCUH W/HIH
XpoHH4Yeckor yctanocTd. Takum obOpasom, nnruOuposanne JAK MokeT OBITh MOJNE3HBIM AJIS
OHKOJIOTMYECKHX OOJBHBIX IO TMPHYMHAM, BBIXOAALIUM 32 PAMKH MOTEHIHAJIbHON
NPOTHUBOOITYXOJIEBON AKTHBHOCTH.

Tuposunkunaza  JAK2 MOXeET  OBITh MOJIE3HON  JuIst MaLUEHTOB c
MHENONPOIH(EepPaTUBHBIMU 3a00JI€BAHUSMY, HANPUMep UCTUHHON nonmuutemuedl (PV - anrm.:
polycythemia vera), sccenumanprOll TpomOouutemueinn (ET), mmenompnHOll Merarumasmen ¢
muenopudpozom (MMM - myeloid metaplasia with myelofibrosis). (Levin, ef al., Cancer Cell,
vol. 7, 2005: 387-397). HNurubuposanue kuHa3el JAK2V617F cHmkaer nponudeparmro
IeMOIO3TUYECKUX KJIETOK, YTO TMO3BOJIAET MPENNONOXKUTh, uTO JAK?2 sBiseTcs: MOTEHIMaIbHON
MHILICHBIO T (hapMaKoJOrH4ecKoro HHruonposanus y naunentos ¢ PV, ET u MMM.

WNurnbuposanne JAK MOXeT NMPUHECTH MOJb3y MAlMEHTaM, CTPAJAIOLIUM KOXKHBIMH
UMMYHHBIMH HapyLICHUSIMH, TAKUMH KaK MCOpHa3, U ceHcuOmnnzanmeil koxxu. Cuuraercs, 4To
NOAJICP’)KUBAHKE TICOpUA3a 3aBUCUT OT psia BOCHAIUTEIbHBIX LUTOKMHOB B JIOMOJHEHUE K
pa3nmuuHbIM xeMokuHaM u (akropam pocta (JCI, 113: 1664-1675), MHOTHE H3 KOTOPBIX
nepenatot curHan uepes JAK (Adv Pharmacol. 2000;47:113-74).

Takum 00pa3oM, HOBbIE WM YJIyYIIEHHBIE Ar€HThI, KOTOPbIE HHTHOUPYIOT KUHA3bI, TAKHE
kak JAK, mocrosHHO HeoOXomuMmbl il pa3pa0OTKM HOBBIX U Oonee 3¢ (eKTUBHBIX
(apManieBTHYECKHX MpPENapaToB, HAICJEHHbIX HAa YCHJIEHHE WJIHM IOJABJICHHE HMMYHHBIX MU
BOCTIAJINTENIbHBIX TyTeH, TaKUX KakK JIeYeHHEe THOWHOTO THAPAAeHHTa. JTO TPHIOKEHHUE
NpeIHA3HAYECHO UL TON U APYTUX HYXKA.

CYHIIHOCTB U3OBPETEHUS

B nanHOW 3asiBKe NMPEACTABICHBI CIIOCOOBI JIEUEHUsI THOMHOTO TMAPAZCHUTA y TAllUeHTa,
HY)KJAIOIIEroCss B 3TOM, BKJOUAIOIIME BBEICHHUE NAIMEHTY TeparneBTU4YeCKH 3(P(EKTHBHOIO
KoNU4ecTBa coennHeHus1, koropoe nuruoupyer JAK1 w/unmm JAK2, unu ero ¢papmaneBTUIeCcKH
MPUEMIIEMOU COJIH.

B HEKOTOpBIX BapHaHTax peasu3alii COEANHEHHE WU COJIb SIBJISIOTCS CEJIeKTUBHBIMU B

otHoweHnu JAK1 u JAK2, koTopblie sSBISIIOTCS CeNeKTUBHBIMU 11O cpaBHeHUIO ¢ JAK3 u TYK2.



B HEKOTOpBIX BapHaHTax peasu3alii COSANHEHNE WU COJIb SIBJISIOTCS CEJIEKTUBHBIMU B
otHomeHnu JAK1 no cpaBuenuto ¢ JAK2, JAK3 u TYK?2.

B HekoTOpBIX BapuaHTax peaju3allii COeTUHEHHE MPEACTABIsIET COOOH PYKCOTUTUHUO
WM ero GpapMareBTUIECKH IPUEMIIEMYIO COJIb.

B HEKOTOpBIX BapHaHTaxX peaju3aliy COCAMHEHUE MPEeNCcTaBisieT coO00i pyKCOMUTHHUO
Wil ero (apManeBTHYECKH INPUEMIIEMYIO COJIb, B KOTOPOH OAMH MJIM HECKOJIBKO aTOMOB
BOZIOPOJIa 3aMEHEHbI aTOMaMU JIeHTepust.

B HekoTOpBIX BapHaHTaxX peaqu3aludl Colb  HpencraBiser cobor  docdar
pyKconuTUHHOA.

B HekoTOpbIX BapuaHTax peaju3aluy COequHEeHue npencrapisier codoi {1-{1-[3-dTop-
2-(TpuTOPMETII ) UI30HUKOTHHOW |nunepuauH-4-un } -3[4-(7TH-nupposno[ 2,3 -d|mupumuus-4-
wi)- | H-riupazosn-1-wa3eTuanH-3 -1 } AUeTOHUTPUIT WM ero  (PapMareBTUYeCKHd TPUEMIIEMYIO
COJIb.

B HekoTOpBIX BapuaHTaX peau3alid COoNb MNpeacTaeisieT codoi amunuHar {1-{1-[3-
¢bTop-2-(TprdTOPMETII)HI3OHUKOTHHO W |uniepuanH-4-mi §-3[4-(7H-nmuppono[2,3-
d]mupumunus-4-mn)- 1 H-nupazon-1-wmn]azernana-3-mi  aneToHuTpuia

B HekoTOpBIX BapuaHTax peaqu3alud COCAMHEHHe TNpeAcTaBiisieT cobol 4-[3-
(unanomernn)-3-(3’°,5-gumernn- 1 H, I 'H-Ounmpason-1-un)azernaun- 1 -nn]-2,5-nudrop-N-[(1S)-
2,2,2-tpudrop-1-merumsTun|OeH3aMua wik ero (papMaeBTUIECKU MPUEMIIEMYIO COJIb.

B HekoTOphIX BapHaHTaxX peajln3aluu Cojb TNpeAcTaBisieT coboit ¢ocdar 4-[3-
(unanometun)-3-(3°,5’-qumernn-1H, 1 ’"H-Ounupason-1-un)azernaun- 1 -unl-2,5-nudrop-N-[(1S)-
2,2,2-rpudrop-1-merunstuin|6enzamuna

B HexoTOpBIX BapuaHTax peanu3alii COSAMHEHUE WIIN COJb BBOASAT B 103upoBke 15, 30,
60 nnu 90 Mr B mepecueTe Ha CBOOOAHOE OCHOBAHUE

B HekoTOpBIX BapuaHTaxX peaju3alud COeqUHEeHue npeacrasiser codoit ((2R,5S)-5-{2-
[(1R)-1-ruppokcuyTin -1 H-umunazo[4,5-d]tueno[ 3,2-b Jnupunun- 1 -un j rerparuapo-2H-nupan-
2-WT)alleTOHUTPIIT HJTH €r0 (papMaLeBTHYECKU IPUEMIIEMYIO COJIb.

B HekoTOpBIX BapuaHTax peaju3alud COeIUHEeHue npeacrasisieT codoi ((2R,5S)-5-{2-
[(1R)-1-runpokcmyTi -1 H-umunaso[4,5-d]tueno[ 3,2-b Jnupunun- 1 -un j rerparuapo-2H-nupan-
2-MT)alleTOHUTPHIT MOHOTHIPAT

B HEKOTOpBIX BapHaHTAax peaM3alU CHOCOOBI JOMOJHUTENBHO BKJIIOYAIOT BBEICHHE
JOTOJTHUTENBHOTO — TEPANeBTUYECKOrO  areHta  (Hampumep, aHTHOMOTHKA, PETHHOU/A,
KopTukocreponna, antu-1TNF-anbda areHra mim IMMyHOIENPECCaHTa).

B HEKOTOphIX BapuaHTaX pealnu3alydd BBEICHHE COCAMHEHUS] WIH CONHU SBISETCS
MECTHBIM. B HEKOTOPBIX BapHaHTaX pean3allii COSIUHEHNE WIN COJIb BBOAST MEPOPATBHO.

B HekoTOpbIX BapuaHTax peanuszanuu Meron npusonut k 10%, 20%, 30%, 40% unu 50%
ynyumeanto HiSCR (Hidradenitis Suppurativa Clinical Response - Knuauueckuii oTBeT Ha

THOMHBIN THIPOT€HUT).



B nmanHOI 3asiBKke Takke MPENJIOKEHO coennHeHue, koropoe unrudupyer JAKI w/umm
JAK2, nnmu ero ¢papManeBTH4eCKH MPUEMIIEMYIO COJIb JUJIsl IPUMEHEHUs] TP JIEYEHUH THOHHOTO
TUIPafCHUTA.

JlaHHasi 3asBKa JONOJHUTENBHO O0eCreurBaeT NPUMEHEHHE COEIUHEHUs, KOTOpOe
uarubupyer JAKI1 w/wmmm JAK2, win ero QapmManeBTHuecku NpUEMIIEMYIO COJb IS
INPUTOTOBJIEHUS JIEKAPCTBEHHOTO CPEACTBA AJIsl IPUMEHEHMsI B JICUEHUU THOMHOIO TMAPAICHUTA.

KPATKOE OITMCAHUE I'PAOUYECKUX MATEPHUAJIOB

Ha ®wur.1 noka3aHbl 3Ha4eHUs dKCrpeccun MHAUBHAyadbHbIX reHoB (MFI) nnsa JAK1
TUTSL KQJKAOM SKCIEPUMEHTAIbHON PEIUIMKALMU B KePaTMHOLIMTAX, MOAEIUPYEMBIX C MOMOILBIO
TNFo u IFN-y B npucyrcrBun/otcyrctBun Coenunennii A-D. KepaTHHOUUTBI CTHMYIHPOBAIIH
TNFo (25 ar/mi) u IFNy (25 Hr/MiT) B IPUCYTCTBUN/OTCYTCTBHH BO3PACTAIOIINX KOHIIEHTPALIUI
uarnouropos JAK. JlaHHble mpencTaBieHsl B BUne ypoBHel skcnpeccun JAKD mist kaxmoit
IPYIIIBL

Ha ®ur.2noka3ansl 3HAYSHUS SKCIIpeccur UHAUBUAYanbHbIX reHoB (MFI) misa JAK2 nst
KaXXJOU SKCIEPUMEHTAIBHON PEIJIMKALIUK B KEPATUHOLUTAX, MOAEIUPYeMbIX ¢ momobso TNFa
u IFN-y B npucyrcrBun/orcyrcteun Coenunennii A-D. Keparunounts! ctumynuposann TNFa
(25 wr/mm) u IFNy (25 Hr/mi) B NpPUCYTCTBHM/OTCYTCTBUH BO3PACTAOLINX KOHLIEHTPALIU
uarndouropos JAK. JlaHHble mpencTaBieHbl B BHUIe ypoBHel skcrnpeccun JAK2 must kaxmoit
IPYIIIBL

Ha ®ur.3noka3ansl 3Ha4eHUs 3Kcpeccny HHANBUAYanbHbIX reHoB (MFI) most IL-1o ans
KaXXIOU SKCIEPUMEHTAIBHON PEIJIMKALIUUA B KEPATUHOLUTAX, MOAEIUPYEMBIX ¢ momoubo TNFa
u IFN-y B npucyrcrBun/orcyrcreun Coenunennii A-D. Keparunouunts! ctumynuposanun TNFa
(25 wr/mn) u IFNy (25 Hr/mi) B NpUCYTCTBHM/OTCYTCTBUH BO3PACTAIOLINX KOHLIEHTPALUI
unruduropo JAK. JlaHHble mpencTaBieHbl B Buae ypoBHeW skcmpeccuu IL-lo mist kaskmou
IPYIIBL

Ha ®ur.4noka3aHbl 3HaYEHUS SKCpeccuy nHANBHAyanbHbIX reHoB (MFI) nust IL-6, nnst
KXXIOU SKCIEPUMEHTAIBHON PEIJIMKALIUY B KEPATHHOLUTAX, MOAEINPYeMbIX ¢ momoipo TNFa
u IFN-y B npucyrcreun/orcyrcrBun Coennnenuit A-D Keparunonutsl crumynuposain TNFa
(25 wr/mm) u IFNy (25 Hr/mi) B NpPUCYTCTBHM/OTCYTCTBUM BO3PACTAIOLINX KOHLIEHTPALIUI
unruoutopoB JAK. JlaHHble mpencraBieHbl B BUAE ypOBHeH skcrpeccun [L-6 mist Kakmou
IPYIIIBL

Ha ®ur.5Snoka3zaHbl KOHLEHTPALUH WHAWBUAYAJIbHBIX OenkoB (mr/mi) mist IL-lo mns
KaXXJOU SKCIEPUMEHTAIBHON PEIJIMKALIUK B KEPATUHOLUTAX, MOAEIUPYeMBbIX ¢ momompo TNFa
u IFN-y B npucyrcreun/orcyrcteun Coenunennii A-D. Keparunounts! ctumynuposanun TNFa
(25 wr/mm) u IFNy (25 Hr/mi) B NpPUCYTCTBHM/OTCYTCTBUH BO3PACTAOLINX KOHLIEHTPALIUI
uaruoutopos JAK. JlanHble nipeacTaBieHbl B BUAE KOHIEHTpauni [L-1o 1ist Kaskaon rpymmbl.

Ha ®ur.6moka3aHbl KOHLUEHTPAMU WHAMBUAYaJbHbIX OenkoB (mr/mum) must IL-6 mns
KaXXIOU SKCIEPUMEHTAIBHON PEIJIMKALIUUA B KEPATUHOLUTAX, MOAEIUPYEMBIX ¢ momoubo TNFa

u IFN-y B npucyrcrBun/orcyrcreun Coenunennii A-D. Keparunounts! ctumynuposanun TNFa



(25 wr/mm) u IFNy (25 Hr/mi) B NpUCYTCTBHM/OTCYTCTBUH BO3PACTAOLINX KOHLIEHTPALIUI
uaruoutropos JAK. JlanHble peAcTaBieHbl B BUAE KOHUEHTpaunii [L-6 nj1st Kaskaoi rpymibl.

Ha ®ur. 7 nokasana skcnpeccus rera (MFI) JAKI, JAK3 u TYK2 B koke 370pOBBbIX
JOfieft KOHTPOJIbHOM IPYMIBI U CYyOBbEKTOB ¢ THOMHBIM THAPaneHUTOM. J[aHHbIE TPEICTaBIEHBI B
Buge yposHel oskcmpeccun reHoB JAKI1, JAK3 wnu TYK2 pnsg xaxnoro 330poBOro
KOHTPOJIbHOTO (n=4) cyObekTa u cyObekTa C THOMHBIM ruapaaeHuToM (n=41).

Ha ®ur.8noxkaszana skcnpeccuto reHoB (MFI) STAT1, STAT2 u STAT3 B koxe 300pOBBIX
CyOBEKTOB KOHTPOJBHOM TPyHmbl M CYOBEKTOB C THOWHBIM TUIPAaIEeHUTOM. JlaHHbIE
npencrasieHbl B Bune ypoHel skcnpeccuu reHa STAT1, STAT2 wnu STAT3 ans kakgoro
3I0OPOBOTO KOHTPOJIBHOTO CyOBeKTa (n=4) 1 CyObeKTa ¢ THOMHBIM rHUapaneHuToM (n=41).

Ha ®wur.9nokazana skcnpeccuto renoB (MFI) IRAK1, IRAK2, u IRAK4 B koxe
3I0POBBIX CYOBEKTOB KOHTPOJIBHOHN T'PYyMIIbl U CyOBEKTOB C THOMHBIM THAPAJEHUTOM JlaHHBIE
npezncTasieHbl B Buae yposHeil akcnpeccun reHoB IRAKI1, IRAK2 unu IRAK4 ansa xaxnoro
3I0POBOTO KOHTPOJIBHOTO CyOBekTa (n=4) 1 cyOBbeKTa C THOMHBIM rHApageHuToM (n=41)

HOAPOBHOE OITMCAHHUE

JlaHHas 3as1BKa MPENOCTABISIET CPeou Hpoue20 CIoco0 JIEUEHNsI THOWHOTO THAPAACHUTA Y
MALMEHTa, HY)KOAOIIErocss B 3TOM, BKJIIOYANOINWN BBEICHHUE TepareBTHYECKU 3((EeKTHUBHOrO
KONU4ecTBa coennHeHus1, koropoe naruoupyer JAK1 w/umm JAK2, unu ero ¢papmaneBTHIECKH
MPUEMIIEMOU COJIH.

B onmcaHHOM B NaHHOM AOKYMEHTE METOAE HCIIONB3YIOTCS COEOUHEHHWE WM COJIH,
kotopeie siBsitoTCsl mHrHONTOpamu JAK1 w/mnu JAK2. B HEeKkoTOpbIX BapUaHTaxX peatn3aliu
COEIMHEHHE MPECTABISIET COOOH:

PYKCOMUTHUHUO,

PYKCONUTHUHHUO, B KOTOPOM OIMH MJIM HECKOJBKO arOMOB BOAOPOIA 3aMEHEHbI aTOMaMH
aeunrepus,

{1-{1-[3-@TOop-2-(TpUPTOPMETHI ) U30OHUKOTUHOWI |TUTepUIUH-4-1n } -3-[4-(7TH-
nppoo|2,3-d jmupumuaun-4-ni)- 1 H-nupaszon- 1 -uin]aseTuans-3 -1 j ae TOHUTPUIT,

4-{3-(Llmanometun)-3-[4-(7TH-tuppono| 2,3 -d jnupumunun-4-un)- 1 H-nupazon-1-
wi|azeTuaus- 1 -ui §-N-[4-drop-2-(Tpudropmernn)pennn | munepunus- 1 -kapdokcamus;,

[3-[4-(7TH-muppono| 2,3-d|mupumuann-4-mn)-1 H-mupason- 1 -wn]-1-(1-{[2-
(TpudropmeTH) IUPUMHUANH-4- 1T | KapOOHUI } AT PUANH-4-1JT1)a3€ THAHH-3- 11 |alleTOHUT P,

4-[3-(unanomeTnn)-3-(3',5'-numermn-1H,1'H-4,4'-6unmpazon- 1 -un)azerunun- 1-umnl-2,5-
mudrop-N-[(15)-2,2,2-rpudTop-1-MeTrmTuin|6eH3amuxn;

((2R,55)-5-{2-[(1R)-1-runpokcusTuin|-1 H-umunazo[4,5-d|tueno[ 3,2-b jrupunus-1-
uin j rerparuapo-2H-nupan-2-min)ane ToHUTPUII,

3-[1-(6-xnoprupuanH-2-wn)nupponuans-3-ui|-3-[4-(7TH-muppono[ 2,3 -d jJrupumuaua-4-
wn)-1H-nupason-1-win|nponanHuTpu,

3-(1-[1,3]okcazomno[ 5,4-b mupuaus-2-unnupponuaus-3-mn)-3-[4-(7H-nuppono[ 2,3 -

d|nupumunus-4-mn)- 1 H-nupazon-1-un|nponanHurpu,



4-[(4-{3-mmano-2-[4-(7TH-tuppomno| 2,3-dmupumuann-4-mn)- 1H-nupazon-1-

W |TIPOTINJT } IUTIepa3uH- | -mn)kapOoHu|-3-pTopOeH3OHUTPIIT,
4-[(4-{3-mmano-2-[3-(7H-uppomno| 2,3-d|mupumuann-4-un)- 1 H-nuppon-1-
W |TIPOTINJT } IUTIEepa3uH- 1 -mn)kapOoHu|-3-pTopOeH30HUTP I,

[Tpanc-1-[4-(7TH-iuppono|[ 2,3-dnupumuaun-4-ui)- 1 H-nupazon-1-un]-3-(4-{[ 2-
(Tpud TOPMETHIT) TUPUMHAMH-4- 11| KapOOHWII } TUIEpa3nuH- | -1i1) K00y THJI |alle TOHU TP,

{Tpanc-3-(4-{[4-[(3-runpoxcnazernauH- 1 -wi)merni|-6-(Tpud TopmMeTII ) IUp UAUH-2-
wi|okcu  munepuaus- 1-un)-1-[4-(7TH-niuppono| 2,3 -d [nupumuann-4-un)- 1 H-upazon-1-

W | UKJIOOY THIT } alIE TOHU TP,

{Tpanc-3-(4-{[4-{[(2S)-2-(ruppoKCUMETHI )TUPPOTUIUH- | -¥11 | MeTHII | -6-
(TpudropmeT)mUpUIUH-2-Ui |OKCH f IMTIepuanH- 1 -1)- 1-[4-(7TH-muppono[ 2,3-d jnupumuaus-
4-nn)-1H-nupazon-1-mi |uukao0y THII  alle TOHUTPHIT,

{Tpanc-3-(4-{[4-{[(2R)-2-(ruppokcHUMEeTII ) IUPPONTUANH- | -1 |MeTnI }-6-
(TpudropmeTH)MUpUINH-2-UIT |OKCH } IMTIepUAHH- | -1)- 1-[4-(7TH-tuppono[ 2,3 -d Jrupumuaus-
4-nn)-1H-nupazon-1-mi | uukaoOyThI  alleTOHUTPHIT,

4-(4-{3-[(mumeTnnamMuHO )MeTH |-S-hropdeHokcH  nunepunus- 1 -un)-3-[4-(7H-
ppoio| 2, 3-d jmupumunua-4-nin)- 1 H-mpaszon- 1 -uin |Gy ranHuTpHI,

5-{3-(unanomeTnn)-3-[4-(7TH-muppono| 2,3-d|mupumuann-4-mn)- 1 H-nmupason-1-
wi|azeTuauH- 1 -1 § -N-H130ponuInupasuH-2-kapooKkcamMur,

4-{3-(manometn)-3-[4-(7TH-mupponol 2,3 -d jmupumunun-4-un)- | H-nupazon-1-
win|azeTuaus-1-um}-2,5-nupTop-N-[(1S)-2,2,2-Tpudrop-1-mernnstun|6eHzamun;

5-{3-(unanomeTnn)-3-[4-(1H-muppono[2,3-b]mupuaun-4-nun)- 1H-nupaszon-1-
wi]azeTunuH- 1 -u } -N-u30nponminu pasuH-2-kapOoKCaMuz;

{ 1-(1mc-4-{[6-(2-runpokcudTHI)-2-(TPUP TOPMETUIT ) TUPUMUANH-4 -
wi1] oken f nukstorekcni)-3-[4-(7H-nmuppono[ 2,3 -dJrupumunun-4-mn)- 1 H-nupason-1-

W |a3e THANH-3-1J1 } ALleTOHU TP,

{ 1-(uuc-4-{[4-[ (3TunamuHO )MeTH |-O-(TPUPTOPMETHIT ) TUPUIUH-2 -

W1 |oKCH § uKJIorekcun)-3-[4-(7H-muppono| 2,3 -d Jrupumuaun-4-mn)- 1 H-nupazon-1-
W1 |a3e THONH-3-1J1 } alleTOHU TP,

{ 1-(muc-4-{[4-(1-rugpoxcu- 1 -MeTuI3 T )-0-( TPUP TOPMETHIT ) TUPUTUH-2 -
W1 |OKCH } iuKJIorekcmi)-3-[4-(7H-muppono| 2,3 -d Jrupumuaun-4-mn)- 1 H-nupason-1-
W |a3e THANH-3-1J1 } A€ TOHU TP,

{1-(muc-4-{[4-{[(3R)-3-runpoxcunupponuaus- 1 -ui|merun } -6-
(TpudropmeTH)UpUINH-2-1i | OKCH } 1iuKsIoTekcr )-3-[4-(7TH-muppono| 2,3-d jrupumuann-4-
un)-1H-nupason-1-mnlazeTuauH-3-1i } alle TOHUT P,

{ 1-(uc-4-{[4-{[(3S)-3-runpoxcunupponuans- | -ui|merun } -6-
(TpudropmeTH)IUpUINH-2-1i | OKCH § 1iuKsioTeker )-3-[4-(7TH-uppono| 2,3-d jrupumunmnn-4-

un)-1H-nupason-1-mnlazeTnaus-3 -1 } alle TOHUT P,



{Tpanc-3-(4-{[4-({[(1S)-2-runpokcu-1-MeTUISTII |aMHHO } METHIT )-0-
(TpudTropmeTH)UpUANH-2-UIT |OKCH } IMTIepUAH- | -1)- 1-[4-(7TH-muppono[ 2,3 -d jJrupumuus-
4-nn)-1H-nupazon-1-mi|uuknoOyThi  ale TOHUTPUIT,

{Tpanc-3-(4-{[4-({[(2R)-2-ruapOKCHUITPOIIII |aMHHO } METUIT)-0-

(TpudTOpMETHIT) TUPUANH-2-1IT|OKCH § TIniepuanH- | -un)-1-[4-(7a-upponol 2,3-d Jnupumugun-4-
wn)- |H-nupazon-1-ni|uuknoOyrnn faneronutpur, Tpanc-3-(4-{ [4-({[(2S)-2-runpoxkc

UITPOIIIJI [aMHHO } METHIT)-6-(TpU(TOPMETIIT ) TUP UAHH-2-HJI | OKCH § UM pUANH- 1 -11)-1-
[4-(7TH-tiuppoino| 2,3-d Jmupumuaun-4-mn)- 1 H-upazon- 1 -umi | uuk 00y ThI  alle TOHUT P,

{ Tpanc-3-(4-{[4-(2-runpokcusTI)-6-(TPUPTOPMETHIT ) TUPUIUH-2 -1 | OKCH | THUITEPHUTHH-
1-mn)-1-[4-(7TH-muppono| 2,3-d Jnupumunun-4-un)- 1 H-iupazon-1-

YT | IUKJIOOY THUT } ALIE TOHUTPIAT,

Wiy GpapMaLeBTHUECKH PUEMIIEMYIO COJIb JIFOOOTO U3 BBIIETIEPEUHCIICHHBIX.

B HEKOTOpBIX BapHaHTaxX peau3alii COSAMHEHHE HIIU COJIb SIBJIFOTCS CEJICKTUBHBIMU B
otHomenun JAK1 u JAK2 mno cpaBuenmto ¢ JAK3 u TYK2. B HekoTOphIX BapuaHTax
peamu3alMu  COENWHEHWE TPEACTaBiIsieT coboi  3-mmknoneHT-3-[4-(7H-muppono|2,3-
d]mupumunus-4-mn)- 1 H-nupazon-1-wn|nponanHuTpun WIH ero ¢dapmaneBTHUECKH
NpHEMJIEMYIO COJIb. B HEKOTOpBIX BapHaHTaxX peajn3allid COEAWHEHHE MPEACTABIsIeT COOOU
(3R)-3-uuknonenTun-3-[4-(7H-nupponol| 2,3 -d jnupumunun-4-un)- 1 H-nmupazon-1-
WI|OpONaHHUTPUIT  (PYKCONMUTUHMO). MM ero  (apMaleBTUYECKH NPUEMIIEMYIO  COJIb.
Pykconmutuan® nmeer ICso menee 10 HM mpu 1 MM AT® (anamm3 A) ma JAK1 u JAK2. 3-
Huknonentun-3-[4-(7TH-muppono| 2,3-d jmupumuann-4-un) -1H-nupason-1-wn|nponanHuTtpun u
PYKCOIUTUHUO MOTYT OBITH IOJy4EHBbI MO MeToauke, onucaHHoi B US 7598257 (mpumep 67),
nomaHHOM 12 nexabpst 2006 1., KOTOpBI B MOJHOM OObeMe BKJIIOYEH B IAHHBIA JOKYMEHT
TIOCPEZICTBOM CChUIKM. B HekoTopwIx BapuaHTax peanusauun uHrubutop JAK1 w/nm JAK2
npencrasisier  cobodt  docdarnyro  comb  (3R)-3-umknonentun-3-[4-(7H-nuppono[2,3-
d]mupumunus-4-wn)- 1 H-nupazon-1-wn|nponanautput. Conb GocopHOi KUCIOTEI MOKET OBITH
nojiydeHa, kak onucaHo B mareHTe U.S. 8722693, xoTOpbIN BKIIOYEH B JaHHBIA JOKYMEHT B
IIOJIHOM 00BEME NOCPECTBOM CCBLIKH.

B HekoTOpBIX BapuaHTaX peaju3aldd COEAWHEHHE WM COJIb MPEACTaBIsIeT COOOH
uarnoutop JAKI. B HEKOTOpbIX BapHaHTaxX pean3alud COCTUHEHHE WM COJIb SIBIISTFOTCS
cenektuBHbIMU B oTHowmeHuu JAK1 mo cpaBmenuto ¢ JAK2, JAK3 u TYK2. Hanpuwmep,
HEKOTOpbI€ W3 OMNHCAHHBIX B JAHHOM JOKYMEHTE COEAMHEHUs] WM HUX (apMaleBTUYECKH
npuemsieMast CoJlb MPEANOYTHTEIBHO HHIHONpyoT JAK1 nmo cpaBHeHHIO ¢ OmHUM WiH Oojee U3
JAK2, JAK3 u TYK2. JAK1 urpaer LeHTpaJbHYIO POJIb B Psifie CUTHAJIbHBIX MyTeH LINTOKHHOB
U (PaKTOpOB pOCTa, KOTOPBIE NMPU HAPYLICHUH PETYNISLUN MOTYT NPUBOAMTH K OOJNE3HEHHBIM
COCTOSTHUSIM WJIH CITOCOOCTBOBATh UX BO3ZHUKHOBeHHIO. Harpumep, yposens IL-6 moseimeH npu
PEBMAaTOMIHOM apTpPUTE, 3a00JIE€BAHUH, IPU KOTOPOM MPEATIONAraeTCs, YTO OH UMeeT naryOHbIe
nocnencteus (Fonesca, et al., Aufoimmunity Reviews, 8:538-42, 2009). Ilockombky IL-6
nepeaaeT CUrHall, 1o kpakHei Mepe yactudHo, yepe3 JAKI, IL-6 moxet, onocpenoBaHHO dyepes

unrudbuposanne JAK1, nasare B pe3ynsrare NOTEHIIUAIBHYIO KIMHIYECKYIO monb3y (Guschin, et



al. Embo J 14:1421, 1995; Smolen, et al. Lancet 371:987, 2008) Bonee Toro, mpu HEKOTOPBIX
dopmax paka JAKI] wmyTHpyeTr, 4TO NPUBOAUT K HEXKENATEIbHOMY pPOCTY U BBDKHUBAHHIO
omyxoJnieBbIx kietok (Mullighan, Proc Natl Acad Sci U § A.106:9414-8, 2009; Flex, J Exp Med.
205:751-8, 2008). Ilpu npyrux ayTOMMMYHHBIX 3a00N€BaHMAX U pPakaX IOBBIIIEHHbIE
CHCTEMHBIE YPOBHHU BOCIAJUTENbHBIX IIUTOKHMHOB, KOTOpble akTUBHPYIOT JAK1, Taxke mMoryt
crocoOCTBOBaTh 3a00JEBAHUI0 W/WMIM CBSI3aHHBIM ¢ HUM cumnroMaMm. ClienoBaresibHO,
NAalMeHTaM ¢ TakuMU 3a00JeBaHMsIMH MOXeT ObITb mnone3Ho uHruOuposanme JAKI.
CenexruBnble HHrHOUTOPBI JAK1 MOryT ObITh 3¢ (eKTUBHBIMHU, U30erasi MPU 3TOM HEHY>KHBIX U
NOTEHLUAJIBHO HEXeJaTeIbHbIX 3((ekToB MHruONpoBanus Apyrux kuHas JAK.

I'HOMHBIA TUAPANEHUT XapaKTEPU3YETCs 3HAYMTENIbHBIM BOCHAJIEHUEM KOXKH, OJHAKO
UMEETCs] OTPAHMUEHHOE KOJIMYECTBO MyOJMKALHA, B KOTOPBIX OMUCHIBAETCS JAHHOE BOCIIAICHUE
(Hoffman et al., PLOS One, September 28 2018,
https://doi.org/10.1371/journal . pone.0203672).B naHHOM HOKYMEHTE MPEACTaBJICHBI MPUMEPHIL,

2

KOTOpble NOJATBEPXKJAIOT TUIOTE3y O TOM, UYTO BOCHAJ€HHEe B 3HAUYUTENbHONW CTENeHU
BbI3bIBaeTCA myTsMu, omnocpenoBaHHbIMH JAK/STAT Ilpumeper C, D u E wumoctpupyroT
noBbIleHHbIe YpoBHU 3kcnpeccuu reHa JAK/STAT B xoske manmentos ¢ HS mo cpaBHeHuro co
3noposoit koxeit. Kpome toro, B mpumepax C, D u E moka3zaHo, 4TO MpOBOCHATUTEbHBIC
LINTOKUHBI, YPOBEHb KOTOPBIX, Kak m3BecTHO, moBbimeH npu HS (TNF-anedpa u IFN-ramma),
uHAyuupyoT nyTh JAK/STAT B KyJIbTUBHUPYEMBIX KEPAaTHHOLUTAX, M YTO 3Ty HHIYKIHIO
MOXHO CHU3UTh noOasneHueMm uHruouropoB JAK.CnenosatenbHo, maumeHtsl ¢ HS moryt
noxyuuth nonb3y ot uHruouposanus JAK1. CenextuBHble nHruouropsr JAK1 moryT ObITh
s dexTuBHBIMH, U30€ras MpU 5TOM HEHY)KHBIX U IMOTEHLHUAJIbHO HeXenaTelbHbIX 3(dexToB
UHrubupoBaHus npyrux kuHas JAK.

B HeKOTOpBIX BapuaHTAaX pealu3aliu COoenuHeHWe Wik conb wuHruoupyer JAKI
npennodTUTeNbHO 1o cpaBHeHMO ¢ JAK2 (Hampumep, nmeror JAK2/JAK1 ICso cooTHOIIEHHe
>1). B HEKOTOpBIX BapuUaHTaX peaju3alil COCAMHEHUs WM comu B Ookoyno 10 pa3 Oonee
cenektuBHbl B oTHOIIEeHHH JAK1 no cpaBHenuto ¢ JAK2. B HeKoTOpBIX BapHaHTax peaju3aluu
COEMHEHHS UJIH COJI B OKOJIO 3, B OKOJIO 5, B 0k0Jio 10, B okojio 15 mnu B okojio 20 pa3 Gonee
cenektuBHbl B oTHoueHH JAK1 mo cpaBHenuto ¢ JAK2, kak paccuuTaHO MyTeM HU3MEPEHMUs
ICso mpu 1 MM AT® ( cm. Tlpumep A).

B Hekoropeix BapuaHTax peanmsanuu uHruoutop JAK1 mpexacraBmser coOoi
coenuHenne n3 Tabmuuer 1 wim ero ¢apManeBTHUECKH NpUeMiieMyro coib. COeOMHEHUs B
Tabmuue 1 sBrsroTest cenekTuBHbIMU HMHrHOUTOpaMu JAK1 (CeIeKTHBHBIMU MO CPaBHEHHIO C
JAK2, JAK3 u TYK?2). Bennuunst ICso, monydennsie no crocody IIpumepa A mpu 1 MM ATO,

npenacrasieHsl B Tadnuue 1.
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d]mupumunua-4-un)-1H- )
nupason-1-mnlazeruann-
3-1I1} aleTOHUTPUIT
{1-(yuc-4-{[4-{[(GR)-3-
TUAPOKCUITUPPONUAUH- 1 -
Wi |MeTu §-6-
US 2013/ (TpudropmeTII)THpHIH - = ND‘OH N
L | 0045963 | n2- P A ’O_@q o
(ITpumep YT OKCH } INKJIOT€KCIII )- S
95) 3-[4-(7TH-mmuppoio[2,3- h@%
H
d]mupumunun-4-un)-1H-
nupas3on- 1 -mijaseTuann-
3-1J1} aLleTOHUTPUJT
{1-(yuc-4-{[4-{[(3S)-3-
TUAPOKCUITUPPONUAUH- 1 -
W1 | MeTHI § -0~
US 2013/ (tpudropvernmrmpuan | 4o N
L, | 0045963 fu2- P ,Q-Oq 10
(ITpumep WJT| OKCH § IUKJIOTEKC T )- 5
95) 3-[4-(7H-muppoo|2,3- Nt,; S
H

d]mupumunnn-4-un)-1H-
nupaszon-1-mnlazeruann-

311} alleTOHUTPUIT
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US 2014/
0005166
(ITpumep 1)

{mpanc-3-(4-{[4-({[(1S)-
2-rugpokcu-1-
METHJITHJI |aMHUHO } METH
1)-6-
(TpudTopMeTHI)IMPUAN
H-2-

WJIT|OKCH } TUTIEPUAHH- | -
un)-1-[4-(7TH-
nupposo[2,3-
d]mupumunua-4-un)-1H-
nupason-1-

W | UKJIO0Y THIT } alle TOHU

TPHIT

>10

24

US 2014/
0005166
(ITpumep
14)

{mpanc-3-(4-{[4-
({[(2R)-2-
TUJIPOKCUIPOIIHII |aMUHO
}mMeTnin)-6-
(TpudropmeTmn)nupuUAU
H-2-

WJI| OKCH } TUNIepUIUH- | -
wn)-1-[4-(7H-
nupposo[2,3-
d]mupumunun-4-un)-1H-
nupaszon-1-

YT |UUKJTOOY THIT } ALIE TOHH

TpUI

>10
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{mpanc-3-(4-{[4-({[(2S)-
2-

TUIPOKCUIIPOIINI |aAMUHO
} MeTHI)-6-
(TpudTopMeTHI)IMPUAN

H-2-

US 2014/

0005166
25 WJIT|OKCH } TUTIEPUAHH- | -

IT
(IS;MMep un)-1-[4-(7TH-

+ >10

nupposo[2,3-
d]mupumunua-4-un)-1H-

nupason-1-

YT |UUKJTOOY THIT } ALl TOHH
TPHI
{mpanc-3-(4-{[4-(2- HO

THIPOKCUITHI)-6-

(TpudropmeT)IUpUAN Z % F
H-2- 0 N F

US 2014/
WJT|OKCH | TUTIEpUINH- | -
0005166

26 un)-1-[4-(7TH-
(ITpumep

20)

+ >10
nupposiof 2,3-
d]mupumunns-4-mn)-1H-
n1pason-1-

W | UKJIO0Y THJT } aLIE TOHU

TPHIT

+ o3Hauaet <10 HM (ycioBUs aHAJIHM3a CM. B IIpuMepe A)

++ o3Hauaer < 100 HM (yciOBUS aHAIHM3a CM. B IprMepe A)

+++ o3Hauaet < 300 HM (yci0BuUs aHAIM3a CM. B IpuMepe A)

*JlanHble a5 sHaHTUOMEpA 1

®JlaHHbIe 171 SHAHTHOMEPA 2

B HekoTOpbIX BapuaHTax peanuzanuu uHrudbutop JAK1 npencrasusier coboit {1-{1-[3-
¢dTop-2-(Tpud TOPMETHIT)U30HUKOTHHOW [unepunuH-4-un §-3[4-(7H-muppoino[ 2,3-
d|mupumunus-4-mn)- 1 H-nupazon-1-unlazeTnaus-3-1i f ale TOHATPIIT WIH ero
(bapMarieBTUIECKH IPHEMIIEMYIO COJIb.

B Hexkoropeix BapuaHTax peanmsanuu uHruoutop JAK1 mpexacraBisier coOoi
anunuHaTtHyo conb {1-{1-[3-pTop-2-(TpudTOpMETHI)N30HUKOTHHOWI |HUIepUANH-4-11 }-3[4-

(7TH-ntuppono[2,3-dnupumuann-4-un)-1 H-nupason-1-nn)azeTunans-3 -1 jalie TOHUTPHIIA.
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Cunre3 u mpemapar {1-{1-[3-¢prop-2-(TpudTOpMeTIII)I30HNKOTHHOMI | TUTIEPUANH-4-

un } -3[4-(7TH-muppomno| 2,3-d Jrupumunnn-4-nn)- 1 H-nupaszon-1-un]azernaun-3-
W1} ALIETOHUTPUIJIA U €r0 COJNb AJAUITMHOBON KHCJIOTHI MOJKHO HAlTH, HarpuMep, B MAaTEHTHON
nyonukamun US Ne 2011/0224190, nogannoii 9 mapta 2011 r., narentHol nyOnukammu US Ne
2013/0060026, nopanHoit 6 centsaops 2012 r., u marentHol nyOnukammu US Ne 2014/0256941,
nopaHHoM 5 mapra 2014 r., kakgas W3 KOTOPBIX BKJIOUEHA B IIOJIHOM OOBEME B JaHHBIH
JOKYMEHT TIOCPEACTBOM CCBUIKU

B HekoTopeix BapuaHTax peanuszanuu uHruoOutop JAK1 mpencraenser coboi 4-[3-
(unanometmn)-3-(3',5"-qumernn-1H, 1'H-4,4'-6unupason- 1 -un)azernaus- 1-un|-2,5-nuprop-N-
[(1S)-2,2,2-Tpudrop-1-meTunstun |0eH3aMu Wiu ero GpapManeBTUIECKH MPUEMIIEMYIO COJIb.

B HekoTopeix BapuaHTax peanmzanmu uaruourop JAK1 npencrasnsier coboit ¢pocdar 4-
[3-(tmanomernn)-3-(3',5'-mumernn-1H, 1'H-4,4'-Ounupazon-1-un)azernaun-1-mi|-2,5-gudrop-
N-[(1S)-2,2,2-Tpudrop-1-merunstun|6enzamu.

B Hekoropeix BapuaHTax peanmsanuu uHruoutop JAK1 mpexacraBmser coOoi
rugpoxyopun  4-[3-(umanomernn)-3-(3',5'-numernn-1H,1'H-4,4'-6unmupason- 1-mn)azeruaun-1-
un|-2,5-nudpTop-N-[(1S)-2,2,2-tpudrop-1-mernnstin|6enzamu.

B Hekoropeix BapuaHTax peanmsanuu uHruoutop JAK1 mpexacraBmser coOoi
rugpobpomun  4-[3-(umanomernn)-3-(3',5'-numernn-1H,1'H-4,4'-6unupason- 1-mn)azeruaun-1-
un|-2,5-nudpTop-N-[(1S)-2,2,2-Tpudrop-1-mernnstun|6enzamu.

B Hekotopbix BapuaHTax peanuszaunu nHruoutop JAK1 npencrasisier coboi cynbdar 4-
[3-(tmanomernn)-3-(3',5'-mumernn-1H, 1'H-4,4'-Ounupazon-1-un)asernaun-1-un|-2,5-audrop-
N-[(1S)-2,2,2-Tpudrop-1-merunstun]|6enzamu.

Cunre3 u mpemnapar 4-[3-(unanomerun)-3-(3',5'-numerun-1H,1'H-4,4'-6unupason-1-
wn)azerunus-1-mnl-2,5-nmuprop-N-[(15)-2,2,2-Tpudrop-1-meTnnsTun |0eH3aMun 1 €ro  Colib
dochopHOit KHCIOTHI MOXKHO Haiitu, Hampumep, B US Patent Publ. Ne . US 2014/0343030,
noganHoii 16 mas 2014 r., KOTOpBI B TMOJHOM OOBEME BKIIHOYEH B JaHHBIA JTOKYMEHT
MIOCPEICTBOM CCHUIKH.

B HekoTopbix BapuaHTax peanusauuu uHruOuTop JAK1 mpencrasnsier coboit ((2R,5S)-
5-{2-[(1R)-1-runpokcustuin]|-1H-umunazo[4,5-d]tueno[ 3,2-bJmupunun-1-mn jrerparunpo-2H-
NHPaH-2-11)aleTOHUTPWIT WK ero (PapMaLieBTUUECKU IPUEMIIEMYIO COJIb.

B HekoTopbix BapuanTax peanusauuu uHruoOuTop JAK1 mpencrasnsier coboit ((2R,5S)-
5-{2-[(1R)-1-runpokcuatin|-1H-umunazo[4,5-d]tueno[ 3,2-b Jmupunun-1-mn j rerparunpo-2H-
NHPaH-2-1J1)aleTOHUTPUII MOHOTHAIPAT.

Cunres ((2R,55)-5-{2-[(1R)-1-runpokcuatuin]- | H-umunazo[4,5-d]tueno[ 3,2-
b]mupunun-1-nn}rerparunpo-2H-upan-2-nn)aueToHUTpIIIa U XapaKTePUCTHKA ero Oe3BOIHON
u MoHoruapatHoi popm omucaner B US Patent Publ. Ne 2014/0121198, nmonanuoit 31 okTsaOpst
2013 r., m US Patent Publ. Ne 2015/0344497, nonaunoii 29 anpens 2015 r., kakaas U3 KOTOPBIX
B TIOJIHOM 00beMe BKJIFOUEHA B TAHHBIN JTOKYMEHT ITOCPEACTBOM CCHUIKU.

B HekoTOphIX BapmaHTax peanusauuu coeauHeHuss Tabmumer 1 momydvaror

CUHTEeTHYECKMMHU criocobamu, onmucanHbiMu B US Patent Publ. Ne 2011/0224190, nmomaHHOM 9
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mapra 2011 r., marentHoit mybmukaumu US Ne 2014/0343030, momannoit 16 mast 2014 r.,
nareHTHON nyOnukammu US Ne 2014/0121198, momanno#t 31 okTsibpss 2013 r., maTeHTHOM
nyOmukammu US Ne 2010/0298334, nmomannoit 21 mas 2010 r., natentHod myOnukanuu US Ne
2011/0059951, nmonannoit 31 asrycra 2010 r., marentHol myOnukauuun US Ne 2012/0149681,
nonanHoi 18 nHostOps 2011 r., marenTHo#l myOnukammu US Ne 2012/0149682, nopanuoit 18
HOsiOpst 2011 r., matentHoW mnyOnukaumu US 2013/0018034, nomana 19 wurons 2012 r,
nateHTHOH nyOmmkaumu US Ne 2013/0045963, nogannoii 17 asrycra 2012 r., U nmaTteHTHOH
nyomukampu US Ne 2014/0005166, noganHoi 17 mast 2013 ., kakaas U3 KOTOPbIX B MOJHOM
o0beMe BKJIFOYEHA B JaHHBIN JOKYMEHT MOCPEICTBOM CChUIKH.

B HekoTopeix BapuaHTax peannsanmu uHruOuTop JAK1 BeIOpaH U3 COSNMHEHHH HITH UX
(dapmaneBTUYECKH TpHUEeMIIEMbIX cojiel, ykazanHbix B US Patent Publ. Ne 2011/0224190,
noganHoi 9 mapta 2011 r., marentHo# myOnukamuu US Ne 2014/0343030, momganHoi 16 mast
2014 r., marentHoil nyOmmkammu US Ne 2014/0121198, nmopmannoit 31 oktsabps 2013 r,
natreHtHol mnyOnukammu US Ne 2010/0298334, momannoidt 21 mas 2010 r., maTeHTHOM
nyonukapu US Ne 2011/0059951, nogansoit 31 asrycra 2010 r., matenTHO# myOnukammu US
Ne 2012/0149681, nopannoii 18 HosOps 2011 r., matenTHoN myOmmkammu US Ne 2012/0149682,
noganHoi 18 HosiOpst 2011 r., marentHou mybnukaumu US 2013/0018034, momana 19 wroHs
2012 r., marentHoN nyOmukamuum US Ne 2013/0045963, momannoit 17 aBrycra 2012 r., u
narenTHOl nmyOmukanuu US Ne 2014/0005166, noganHoi 17 mast 2013 1., kakaasi U3 KOTOPBIX B
MOJTHOM 00beMe BKJIFOUEHA B TAHHBIA JOKYMEHT MOCPEICTBOM CCBHLIKH.

B Hexoropeix BapuaHTax peanusanuu uHruoutop JAK1 mpexncraBiser coOoii

coenunenune @opmyusl I

s
X AN
N
H

WK ero (papMarieBTUIECKH IPUEMIIEMYIO COJIb, TTE:

X npexncrasisier codoii N win CH,

L mpencrasmnsier coboit C(=0) mnu C(=0)NH;

A mpencrasiser coOoil GpeHMN, MUPUINHUI WIH MHUPUMHIUHII, KKABIH M3 KOTOPBIX
HeoOs13aTeNbHO 3aMeleH | uin 2 He3aBUCUMO BhIOpaHHbIMU R! rpyrnnamu; a Taksxe

kaxbiii R! npencrasnser coboit Gprop unm TpupTOpMETHII.
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B HexkoTOphIX BapuaHTax peanusanuu coeauHenue @opmynsl I npencrasisier coboit {1-
{ 1-[3-¢rop-2-(TpudTopMeTHIT) NI30HUKOTUHOW | TunepuanH-4-un § -3[4-(7TH-mupposno[ 2,3-
d]mupumunun-4-mn)- 1 H-nupazon-1-mnlaseTnaus-3-ui f alie TOHUTP I WU ero
bapMarieBTUIECKH IPUEMIIEMYIO COJIb.

B HekoTopbIX BapuaHTax peanusanpu coenunenne Popmynsl I npencrasisier coboit 4-
{3-(Llmanomernn)-3-[4-(7H-nuppomno| 2,3 -dJnupumunns-4-nn)- 1 H-nupaszon-1-mnlasernnns-1-
un } -N-[4-drop-2-(rpudropmerrn)pennn |nunepunns- 1 -kapOokcamus W ero
(apManeBTUYECKH TPUEMJIIEMYIO COJIb.

B HekoTOpbIX BapuaHTax peanusanuu coenuHeHue Popmynel I npencrasuser codoi [3-
[4-(7TH-tiuppoino| 2,3-d Jrupumuana-4-mn)- 1 H-upazon-1-wmn]-1-(1-{[2-

(TpudropmeTiT) P UMHINH-4-1J1 | KapOOHMIT } MUTIePUIUH-4 -1 )a3e TUAWH-3 - UJI |alle TOHU T PHLT
WU ero (papMaleBTHYECKH TPUEMIIEMYIO COJIb.
B Hekoropeix BapuaHTax peanmsanuu wuHruoutop JAK1 mpexacraBmser coOoi

coenunenne @opmyasr I1

I

WK ero ¢papMaleBTUYECKH MPUEMJIEMYIO COJlb, TTIe:

R? mpencrasnser coboit Ci¢ ankun, Ci.e ramoresankun, Ci.s mukmoankun umd Ci.s
mukstoankun-Ciz ankui, rae ykasanHbiil Cie ankun, Cs.s muxioankun U Cse nukinoankui-Ci.e
AJIKHJI, KOXKIbIH, HEOOsI3aTeNIbHO 3aMelleH 1, 2 wiu 3 3aMeCTUTENsIMU, HE3aBUCHMO BhIOPAaHHBIMHU
u3 ¢ropa, -CF3 u meTuna;

R? npencrasnser coboit H unu meTur;

R* npencrasnser coboit H, F unu CI;

R’ npencTasnser coboit H unu F;

R® npencrasnser coboit H unu F;

R’ npencrasnser coboit H unu F;

R® npencrasnser coboit H unu meTur;

R’ npencrasnser coboit H unu meTu;

R npencrasisietT codoit H nmm metun;, u

R" npencrasnser coboit H unu metun.

B HekoTOpbIx BapuaHTax peanuzauuu coenuHeHne Popmyiel II npencrasnser coboit 4-
[3-(tmanomernn)-3-(3',5'-mumernn-1H, 1'H-4,4'-Ounupazon-1-un)asernaun-1-un|-2,5-audrop-

N-[(1S)-2,2,2-Tpudrop-1-meTunsTin|6eH3aMu uian ero papMareBTUIECKH IPUEMIIEMYIO COJIb.
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B Hexkoropeix BapuaHTax peanmsanuu uHruoutop JAK1 mpexacraBmser coOoi

coenunenne @opmyusr 111

R1>2_\N/cy4
N/
A S
P,
N
III

WK ero (papMaLeBTHUECKH TPUEMIIEMYIO COJIb, TIE:

Cy* mpencrasnser coboil Terparuapo-2H-mupaHOBOE KOJNBIO, KOTOPOE HEOOS3aTeNbHO
3amerneHo 1 wim 2 rpynmamu, HezaBucumo BbiOpaHHbIMU 13 CN, OH, F, CI, Ci3 ankuna, Ci3
rajoreHankmwia, CN-Ciz ankwna, HO-Ci3 ankwna, ammnao, Ci3 ankwnamuHo u au (Ci.
sankmn)amMuHo, rae ykazauabiid C jzankmt u au(Ci.3 K1 )aMiuHO HeoOs3aTeIbHO 3aMelneH 1, 2
win 3 3aMmecTuTeNsiMu, He3aBucumo BoiOpanHbiMu U3 F, Cl, Ci.3 ankunamunocyabgpormna u Ci.
3ANKIICYIb(OOHUIIA;, U

R!? npencrasnsier coboit -CH,-OH, -CH(CH3)-OH, unu -CH,-NHSO,CHj.

B HekxoTopbIx BapmaHTax peanusaupm coenuHenue @opmysl 11l mpencrasmsier coboii
((2R,55)-5-{2-[(1R)-1-runpokcustuin|- 1 H-umunaszo[4,5-d]rueno[ 3,2-b |mupuann-1-
un j retparuapo-2H-nupan-2-1m)aneTOHUTPUI WK ero (papManeBTHIeCKH MPUEMIIEMYIO COJIb.

B HexoTtopeix Bapmanrtax peanusaimu uHruourop JAKI1 wumm JAK2 mnpencraiser
coboit OapumuTuHnO, TOhaUUTHHHUO, OKIAUMTUHUO, (GUITOTHHUO, TaHAOTUHHO, JECTyPHUTHO,
MomenotunuO, Oakputunu®, PF-04965842, ynamauutunu®b, neuntunud, Qendurammu-501,
kykyptiuauO (ATI-501), kykyprunu® (ATI)-502 (Aclaris), JTE052 (Leo Pharma wu Japan
Tobacco) wmu CHZ868.

B nexoropeix BapuanTax peanusaupu uHruoutop JAK1 wunu JAK2 moxer ObITh
U30TOMHO-MEYEHbIM  COEMHEHHeM WM ero  (apMareBTUYeCKH TMPUEMIIEMON  COJIBIO.
«M30TOMHO» WJIM «PAJAMOAKTHBHO MEUEHOE» COCAMHEHHUE NPEACTaBiIsIeT COOOW COeIUHEHHE
COTJIACHO PACKPBITHIO, B KOTOPOM OIWH WJIM HECKOJbKO ATOMOB 3aMEHEHBl MU 3aMELICHBI
aTOMOM, UMEIOIIUM aTOMHYI) MAacCy WM MacCOBOE€ YHCJIO, OTJIMYHOE OT aTOMHOM MacChl MIU
MacCOBOT'O 4YHCJIa, OOBIYHO BCTPEYANOIErocs B mpupone (T. €., BCTpeYaroluecs: B MPHUPOIE).
[Moaxonsique paguOHYKIUABL, KOTOPBIE MOTYT OBbITh BKJKOYEHBI B COCIUHEHHUS JTaHHOTO
PAaCKpPBITHs, BKIIOYAIOT, HO He orpaHuuuBarotcs “H (Takke o6o3Hauaemblii kak D ans
neiitepus), *H (Takxke obosHagaemsiil kak T mnst tpurtus), 'C, °C, 1*C, BN, PN, 1°0, 170, 80,
BF 33§, 36Cl, ¥Br, Br, "*Br, "Br, %1, ', I u ¥'I. Hanpumep, onun unu 6ojee aTOMOB
BOJIOpPOJa B COEAMHEHUH 110 JAHHOMY PACKPBITHIO MOTYT OBITh 3aMEHEHBI aTOMaMH JEeHTepus,
Hanpumep, -CD33amenen Ha -CH3).

OnuH nnu OoJnee COCTABISAIOIINX ATOMOB OIMCAHHBIX B JAHHOM JJOKYMEHTE COeTUHEHUI
MOTYT OBbITh 3aMEHEHbI WM 3aMeIeHbl HW30TONMAMHM aTOMOB IPHUPOJHONH WM HENPUPOAHOMN
4acTOThL. B HEKOTOPBIX BapHaHTax peau3alii COSIUHEHHE BKIIOYAET 10 MEHbIIEH Mepe OfUH

atoM neiirepus. B HeKOTOpBIX BapuaHTax peaju3allidl COEAMHEHME BKIOYAeT JBa WM Oosee
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aTOMOB JieiTepusi. B HEKOTOPBIX BapuaHTax peaju3aluu coennHeHue Bxioyvaer 1-2, 1-3, 1-4, 1-
5 umu 1-6 atoMoB aenTepus. B HEKOTOPBIX BapuaHTax peaM3alMu BCE aTOMbl BOAOPOAA B
COEAMHEHUH MOTYT OBITh 3aMEHEHBI HIIN 3aMELeHbl ATOMaMU eHTepUs.

CuHTeTHUECKHE METO/bl BKJIFOUEHHUS N30TONOB B OPraHN4ECKHe COEAMHEHNs] U3BECTHBI B
nanHo obnactu TexHuku (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). Me4eHble H30TOMAMU COENUHEHHUS MOKHO HCIOJBb30BaTh B PA3TUYHBIX
UCCIIENOBAHUAX, TakuX Kak AMP-cnekTpockomusi, SKCIEpPHUMEHThl MO MeTaboin3My H/iu
aHaJN3bL.

3amena Ooyee TsOKEIBIMM HM30TONAMH, TaKUMH KAk JEWTEpWii, MOXKeT JaTh
OTpEeNIEHHbIE TEPAIeBTUYECKHE MPEUMYLIEeCTBa, OOYCIOBICHHbIe Oobineil MeTadbonnyeckon
CTa0MIIBHOCTBIO, HAMIPUMED, YBEJIWYCHHBIM /1 ViVO TIEPHOAOM IOJY>KU3HU WIH YMEHbIIEHHBIMU
TpeOOBaHUSIMH K TO3UPOBKE, U, CIEIOBATEIBHO, MOXKET OBITh MPENNOYTHTEIBHBIM B HEKOTOPBIX
obcrositenscTBax. (cMm., Hanpumep, A. Kerekes et. al. J. Med. Chem. 2011, 54, 201-210; R. Xu
et. al. J. Label Compd. Radiopharm. 2015, 58, 308-312). B yacTHOCTH, 3aMeHa B OJHOM WJIH
Oonee ydacTkax MeTabOJIM3Ma MOXKET AaTh OJHO WK O0JIee TePareBTUIECKUX MPEHMYIIECTB.

CoOTBETCTBEHHO, B HEKOTOPBIX BapuaHTax peaymzanuu nHruourop JAK1 w/mmm JAK2
npeacTaBisieT coOOON CoeMHEHNe, B KOTOPOM OIUH WM OoJiee aTOMOB BOAOPOAA B COSAMHEHUH
3aMEHEeHbl aTOMaMH IEUTEePUs, MITH €ro (hapMaLeBTUUECKH TPUEMIIEMYIO COJb.

B nexoropeix BapuanTax peanusanuu uHruoutop JAKI1 w/ mnu JAK2 npencrasisier
co00i PyKCOIUTUHUO, B KOTOPOM OJMH WJIM HECKOJBKO aTOMOB BOAOPOA 3aMEHEHbI aTOMaMHM
AeNTepHst, W ero (papMaLeBTHYECKU MIPUEMIIEMYIO COJIb. B HEKOTOPBIX BapHaHTaX peaan3aliuy
uaruourop JAK1 w/umn JAK2 npencrasnser coboit moboe n3 coenunenuii B marenre CIIIA
9249149 (xOTOpBIN MOJHOCTHIO BKJIKOYEH B JAHHBIM JTOKYMEHT MOCPEACTBOM CCBUIKM) WU €rO
(apMaieBTHYECKH MTPUEMIIEMYIO COJIb. B HEKOTOpBIX BapuaHTax peanmsanuu UHruoutop JAKI
w/wu JAK?2 npencrasnsier codoit CTP-543 wnu ero apmManeBTUYECKU IPUEMIIEMYIO COJb.

B HEKOTOpBIX BapHaHTaX peaTH3alMd COEAMHEHHE MpPEACTaBIsieT COOOW COeNUHEHHE

bopmysr I:
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WK ero (hapMaLeBTHUECKH PUEMIIEMYIO COJIb, TIE:

R! Bpibpan u3 Hu D.

kaxabpii R? HesaBucumo BbiOpaH m3 H u D, npu ycnoBuM, 4To Kaxkawii R?
NPUCOEIMHEHHBIN K 00IEMy yIIIepoay MpeAcTaBisieT COOOH OIUH U TOT JKe.

kaxabpii R® HesaBucumo BbiOpaH um3 H u D, npu ycnoBum, 4YTo Kaxabii R®
NPUCOEIMHEHHBIN K 00IeMy yIiIepoay MpeACTaBIsieT COOOH OIUH U TOT JKe.

R* Bpi6pan u3 Hu D.

Kax bl R mpesictaBnsier coGoi OfMH U TOT ke U BbiOpaH u3 Hu D,

RS, R7, u R® kaxnpiii He3aBucumo BbIOpaH u3 H u D; npu ycnosum, urto kxorma R!
npencrapaser coboit H, kaxmpii R? u kaxnawiii R npencrasnstor coboit H, R* npencrasnsier
coboit H u xaxawii us R®, R7, u R¥npencrapnser coboit H, Torna xaxasii R> mpencrasmuser
coboii D.

B HekoTophix Bapuantax peanmusaumu uHruOutop JAKI1 wumm JAK2 mnpencrasisier
coboii coenunenue Dopmyinbl [, BeiOpanHOoe U3 cinenyrmux coequHenuit 100-130 B Tabmure
moke (rme R, R7 u R?® mpencrasnser coboit, kaxmeni, H) uam ero ¢apmaleBTHIECKH
NpUEMJIEMYIO COJIb. B HeKOTOphIX BapuaHTax peamusauun uHruowrop JAK1 wum JAK2
npeacTaBisier codoit coequnenne @opmyibl I, BRIOpaHHOE U3 cienyrmux coequHenuit 200-231
B Tabmune Huxke (rae RS, R7 u R® npencrasnser coboii, kaxapiii, D) umu ero gpapMareBTHIecku

NPpUEMIIEMYHO COJIb.

CoennHeHue R! Kasxnprit R? Kasxnbiit R? R* Kaxeriii R’
100 H H H D H
101 H H H H D
102 H H H D D
103 H H D H H
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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

201
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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

230




25

231 H H H H H

B HexoTtopeix Bapmanrtax peanusaimu uHruourop JAK1 wmumm JAK2 mnpencrasiser
coboif OGapuuuTHHUO, B KOTOPOM OAMH WM OoJiee aTOMOB BOIOPOAA 3aMEHEHbI aTOMaMH
aeWrepusi, WK ero GpapMaleBTUYECKH puemMiieMasi Cojib. B HEKOTOPBIX BapuaHTax peatu3alun
unrudurop JAK1 w/unu JAK2 nmpencrasisier coboit moboe u3 coenuHenuit B marente CIIA
9540367 (KOTOpBIIl MOJHOCTHIO BKJIIOYEH B JAHHBIN JOKYMEHT MOCPEACTBOM CCBUIKM) WUJIH €ro
(apMaieBTUYECKH MTpHeMJIeMast COJIb.

Kak ucnonp30BaHO B JAHHOM OMHCaHUH, (hpa3a «HeoOs3aTeIbHO 3aMELICHHBIH) O3HAYaeT
HE3aMCILECHHBbIN WM 3aMelleHHbli Kak HCmojap30BaHO B JAHHOM OMNHMCAHWHM, TEPMHUH
«3aMeIleHHbI» O3Ha4YaeT, 4TO aToM BOAOpPOAA VAaleH H 3aMeHeH 3amecturenem Cremyer
MOHUMATh, YTO 3aMeLIeHNEe Y JAHHOTO aTOMa OIPaHUYE€HO BaJEHTHOCTBIO.

Kakx wucnons3oBaHo B maHHOM onucaHud, TepMHUH «Cpm aJKWA», HUCHOJB3YEMbIN
OTAECNBPHO WIM B KOMOMHAUIMKU C JPYTMMH TEPMHHAMH, OTHOCHUTCS K HACBHIIEHHON
YTJICBOIOPOAHON TPYyIIIE, KOTOpPast MOKET OBITh JIMHEHHOW WIJIM PAa3BETBJICHHOM, MMEIOIIEH OT n
70 M aTOMOB yrjiepoAa. B HEKOTOpbIX BapHaHTax peanu3aliy ajKuibHas PyMna COAEPKUT OT
1 no 6 wnm ot 1 no 3 aromoB yriepona. IlpumMeps! ankuIbHBIX (PParMEHTOB BKJIOYAIOT, HO HE
OTPaHUYUBAIOTCA UMHU, XUMHUYECKHUE PYIIBl, TAKUE KaK METUJIbHAsl, STUJIbHAS, H-NPONUJIbHAS,
U3OTIPOIIMIIbHAS, H-OyTHIIbHAs, W300yTHIbHAS, 6mop-OyTunbHAsA, mpem-OyTUIbHASA, H-
NEHTWIbHAS, 2-MeTUJI-1-OyTriibHast, 3-TIeHTUIIbHASI, H-TeKCWIbHAS, 1,2,2-TpUMETIIIPONUIIbHAS
¥ TOMY TIO100HOE.

Kax mcnonp30BaHO B JAHHOM OINHUCAHUM, TEPMUH «AJKHJIEH», UCIOJb3YEMbI OTAENBHO
WIA B COYETAaHMM C JAPYTMMU TEpPMHUHAMH, OTHOCHUTCS K JBYXBAJEHTHON AaJIKMJIBHOU
CBSI3BIBAIOLEH TpymIe, KOTOpash MOXeT ObITb pa3BETBJICHHOW WM JIMHEHHOW, rhe nBa
3aMECTUTENs] MOTYT OBbITh NMPUCOEIMHEHBbI B JIOOOM TOJIOKEHUH AJIKUJIEHOBOH CBSI3bIBAIOIIEH
rpynnel. [Ipumepsl ankuiI€HOBBIX IPyHN BKJIIOYAKOT, HO HE OTPAHUYMBAKOTCA MUMH, STaH-1,2-
auw, nponas-1,3-guun, nponas-1,2-1unia u ToMy o100HOE.

Kax ncnonb3oBano B nanHoM onucanuu, TepmMuH «HO-Ci.3-ankum» OTHOCUTCS K IpyIIe
dbopmyinbl -ankuneH-OH, B kOTOpo# yka3aHHas aqKUJIEHOBas rpymnmna umeer oT 1 1o 3 aTtomoB
yriepona.

Kax ucnonp3oBano B manHoM onmcaHuu, TepMHH «CN-Ci3 ankum» otHocutcs kK Cij
AJKUJTY, 3aMEIEHHOMY LIUAHOTPYMIIOM.

Kax wucnonp3oBaHO B [JaHHOM OIUCAaHUM, TEPMUH «AMHMHO» OTHOCHUTCS K TIpyIIIe
dbopmyiel -NH;.

Kak mcrnonb30BaHO B TaHHOM omucaHuH, TepMHH «1u(C1.3-aIKuiI)aMHHO» OTHOCHTCS K
rpymme ¢Gopmyiel -N(ankui)2, B KOTOPOH JIBE€ aJIKUIIbHBIE IPYIIIbI KaXK1as UMEET, HE3aBUCUMO,
ot 1 1o 3 aromoB yraepona

Kax wucnonb3oBaHo B JaHHOM omnucaHuM, TepMUH «Ci3 aJKUJIaAMUHO» OTHOCHUTCSI K

rpymne Gopmyinsl -NH(ankwn), B KOTOpO# ankuibHas rpymmna umeer ot 1 10 3 aToMOB yrieposa.
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Kak wncnonp3oBaHo B maHHOM omucaHuu, TepMuH «au(Ci3 ajkuin)aMuHOCYJIBGOHUID
otHocurcst k rpymme Qopmyabl -S(O);N(anmkmi);, B KOTOpOH Kakaas ajKWIbHAsl TPyIa
HE3aBUCUMO UMeeT OT | 10 3 aTOMOB yriepoaa.

Kak ncrnonp3oBaHo B JaHHOM ONMMCAHUM, TePMUH «C1.3 aIKIICYIb()OHMI» OTHOCUTCA K
rpymne Gopmyisl -S(O)2-anku, KOTOPOH aNKuIbHasl rPyma UMeeT oT 1 10 3 aTOMOB yriiepoaa.

Kak wucnonp3oBaHO B JaHHOM OINMCAHUM, «Trajlo» WIH «TajloT€H», HCIOJIb3yeMble
OTZEJNbHO WM B KOMOMHAIIMU C IPYTUMH TEPMHHAMH, BKIIOUaroT (rop, xmnop, Opom u iiox. B
HEKOTOPBIX BapHAHTAX peaji3aliy IPYIINa rajoreHa npeacTaBiseT co0oi Grop wim Xiop.

Kak ucrnonb30BaHO B TaHHOM OMUCAHHUH, TEPMUH «Cp.m TAJOTEHAIKUID) UCTIOIb3YEMbIH
OTAENbHO WIM B KOMOMHALUKM C JPYTMMU TEPMUHAMH, OTHOCUTCS K Cp.m QJIKUIBHOHN rpymre,
umeromieit 10 {2 (or n 7o m) +1} aTOMOB rajioreHa, KOTOpPbie MOTYT OBbITh OJUHAKOBBIMU WJIH
pa3HBIMH. B HEKOTOpPBIX BapHaHTAX peaM3al[Mi aTOMbI FaJIOT€Ha MPEACTABISIOT COOOH aTOMBI
¢dTopa. B HEKOTOpBIX BapHaHTaX pealu3aluy aJKWibHas rpynmna umeer 1-6 wmu 1-3 aTtoma
yraepona. Ilpumepsr ramorenankuiabHbix rpynn Bkiro4aroT CFi, CoFs, CHF;, CClz, CHClI,,
C:Clsu Tomy momoOHOe. B HEKOTOpBIX BapHaHTaxX peaJn3alddl TaJIOTeHAIKWIbHAS TPYyIIa
NPEACTABIISIET COO0M (PTOPATKUIIBHYIO TPYIITY.

Kak ncnons3oBaHo B maHHOM onmcaHuu, TepMuH «Ci.3 ¢propankum» otHocuTes K Ci3
AJNIKUIIBHOH TpyTIe, KOTOpasi MOXKeT ObITh YACTUYHO MJIH MOJIHOCTBIO 3aMeIeHa aToMaMu (ropa.

Kak mcrnonp30BaHO B JaHHOM ONUCAaHUU, TePMHUH «C3.¢ LMKIIOAIKUI», HUCIIOIb3yEMbIil
OTAENBPHO WIM B COYETAHHMM C JPYTMMH TEPMHUHAMH, OTHOCHUTCS K HEapOMaTUYECKOH
MOHOLIMKJIMYECKOHN YIJIEBOAOPOAHOM IpyIIe, UMErLen 3-6 aTOMOB yriepoaa, KOTOpas MOXET
HEOOsI3aTeNIbHO COAEPIKATh OJHY MJIM HECKOJIbKO aJIKEHHJIEHOBBIX I'PYMI KaK 4acThb KOJbLIEBOM
cTpykTypbl. OnuH ninu Gosee oOpasyomMX KOJbIIO aTOMOB YIIIEpoaa LMKJIOAIKHIBHOMN IPYIIIEI
MOryT OBITb OKHCIEHbl ¢ oOpa3oBaHHeM KapOOHMIBHbIX CBsizel. Tummunble Cs.s
LIMKJIOAJIKMIIBHBIE IPYIIIbI BKIFOYAOT [UKJIOMPOIIII, HUKJIOOYTHII, IIMKJIONEHTHII, IUKJIOTEKCHIL,
LMKJIOMICHTEHIJ, LWKJIOTeKCeHWI, LHUKJIOTeKCaAueHWT W T.II. B HEKOTOpbIX BapuaHTaX
peanM3alMy  LUKJIOAJKHIbHAS TPyMNa MPencTaBisieT CcOoOO0H LUKJIONPONUJ, LHKIOOYTHII,
LIMKJIOTICHTHIT WU [IUKJIOTEKCHUIL.

Kakx wucnonp3oBaHo B gaHHOM ommcaHuH, TepMHH «Cis mUKIOANKUI-Ci.3 aaKumy
otHOcHUTCs K rpymie Gopmyisl -Ci.3 ankuneH- C3.¢ IUKTOATKUIL.

OnucaHHblE B JaHHOM JOKYMEHTE COEIWHEHHs MOTYT OBITb aCHMMETPHYHBIMHU
(nanpumep, MMETb ONWH WM HECKOJBKO CTEPEOLEeHTPOB). Bce crepeomsomepsl, Takme Kak
SHAHTHOMEPBI M AUACTEPEOMEPHI, MPEIHA3HAUEHBI IJIS1 NCIIOJIBb30BAHUSA, €CIIH HE YKa3aHO WHOE.
CoenuHeHuUs, KOTOPBIE CONEPKAT aCUMMETPHYHO 3aMEILIEHHbIE aTOMBI YIJIEPOAA, MOTYT OBIThH
BBIJCJIEHbl B ONTHYECKH AaKTUBHBIX WM paneMudeckux ¢opmax. Crocobbl momyueHus
ONTHUYECKU AKTUBHBIX (POPM U3 ONTUYECKH HEAKTUBHBIX HCXOIHBIX MAaTE€PHAJIOB HM3BECTHBI B
TaHHOW 00JacTH, Takue Kak pas3/ielieHne PaleMHYeCKHX CMeCeld WM CTEePeOCEeNIeKTHBHBIN
cuHTe3. MHOTHEe reoMeTpuyeckue H30Mepbl oJieuHOB, ABOWHBIX CBsized C=N u T.I. TaKxke
MOTYT TPUCYTCTBOBaTb B COEAMHEHHUSX, OINHMCAHHBIX B JAHHOM JOKYMEHTE, U BCE TaKue

CTa0MJIbHBIE M30MEPBl PACCMAaTPHUBAIOTCA B AAHHOHN 3asBKe. [{uc W mpanc reoMeTpuyYecKue
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M30MEpbl COENMHEHWH MO JAaHHOW 3asiBKE€ ONMHCAHBI U MOTYT OBbITh BBIIEIEHbI KaK CMECh
M30MEPOB WJIM KaK OTAEJbHBbIE H30MepHble (GopMbl B HEKOTOPBIX BapuaHTaxX pealn3aluu
coeuHeHHe uMeer (R)--koHdurypamuoo. B HEKOTOpPHIX BapuaHTaX peanu3alid COEIHMHEHUE
uMeer (S)-KOHPUTYpaLHIO.

PaszneneHue paneMuuecKHMX CMeceil COEJMHEHHH MOKHO NPOBOIUTH JIFOOBIM U3
MHOTOYHCJICHHBIX METOJIOB, M3BECTHBIX B JAHHOW 00JIACTH TE€XHUKH. TUIOBOI METOA BKIIOYAET
(pakIHOHHYIO MEPEeKPUCTAIUTU3ALMIO C UCIIOIB30BAHUEM XHUPAIbHOH Pa3fessIoIeil KHUCIIOTHI,
KOTOpasi SIBJISIETCST ONTHYECKM AKTUBHOH  COJIe00pasyroleii  OpraHHYecKOW  KHCJIOTOM.
[MonxonsimumMu pa3aeIsiOIUME ar€éHTaMH ISl METOOB (PPAKLIMOHHONW MePeKpUCTAITH3aLUN
SIBJISTFOTCSI, HANpUMeEp, ONTHYECKH AaKTHUBHBbIE KHUCJIOTHI, Takue kKak D- u L-popmbl BUHHOHN
KUCJIOTBI, TUALECTUIBHHHON KHCIOTBI, JUOEH30MJIBUHHON KHCJIOTHI, MHHIAQJIBHOW KHCJIOTHIL,
SOJIOYHOW  KHUCJIOTBl, MOJIOYHOW KHCJIOTBl HJH  PAa3IUYHbIE ONTHYECKH  AKTUBHBIE
kam(popcyibHOHOBBIE KHCIOTBL, Takue Kak [-kamdopcynbpoHoBas kucnora. [pyrue
Pa3IeNAOIUe areHThl, OAXOMIIINE Il METOOB (PPAKIIMOHHONW KPUCTAJUIM3ALIUH, BKIIFOYAIOT
CTEPEOM30MEPHO UHCTBIe (PopMbl o-MeTHnOeHswnamuHa (nanpumep, S u R Qopmsl wim
IMacTepeOMepHO YUCThie GopMbl), 2-peHunrauuuH, Hopadenpus, sgenpur, N-mMetrmsenpu,
LUKJIOTEKCUJI3TWIAMUH, 1,2-THaMUHOIMKIIOTEKCAaH, U TOMY TOAO0HOE.

Pasnenenne paueMUYecKUX CMeced Takke MOXKHO MPOBOAUTH JIIOMPOBAHUEM Ha
KOJIOHKE, 3allOJIHEHHOH ONTHYECKHM AKTUBHBIM  pa3IeIIIOIUM  areHToM (Hampumep,
auHATpoOeH3omIpeHmTrIuIuHOM). [Tonxonsamuii cocTaB AMIOUPYIOIIET0 PACTBOPUTENSI MOXKET
OTIPENENIUTD CIIELUANUCT B JAHHOHM 00J1aCTH TEXHUKH.

CoenuHeHus, ONUCAHHbIE B JAHHOM JOKYMEHTE, BKJIIOYAIOT TayTOMEpHbIE (OPMBL
TayTomepHbie POpMBI BOSHUKAIOT B pe3yjibTaTe 0OMEeHa OJUHAPHON CBSI3U C COCEIHEH IBOWHOM
CBSI3BI0 BMECTE€ C CONYTCTBYIOLIEH MUrpauueil mpotoHa. TayTomepHble (OPMbI BKIOYAIOT
NPOTOTPOIIHbIE  TayTOMEpPbL, KOTOpBIE MPEACTABIIOT COOOH  HM30MEpHbIE  COCTOSIHUS
NPOTOHHPOBAHUS, UMEIOIUE ONHY M Ty K€ OIMIHUPUYECKYIO (HOpMYJy M CyMMAapHBIA 3apsii.
IIpumepbl MPOTOTPONHBIX TAyTOMEPOB BKJIIOYAIOT Mapbl KETOH-€HOJ, Mapbl aMUI-UMHUIHAS
KHCJIOTA, Taphl JAKTAM-JIAKTUM, Napbl €HAMUH-UMUH M KOJIbLEBbIE (DOPMBI, I71€ POTOH MOXKET
3aHUMAaTh JIBa WU Oojiee TMOJIOKEHHH TeTepOLMKINYeCKOr cuctembl, Hanpumep, 1H- u 3H-

mmunazon, 1H-, 2H- u 4H- 1,2 4-tpuason, 1H- u 2H-uzounnon u 1H- u 2H-nmpason.

2
TaytomepHbie (GOpMBI MOTYT OBITb B PAaBHOBECUU WIJIM CTEPUYECKH 3a0JIOKUPOBAHBI B OJIHY
dbopMy TOCPEICTBOM COOTBETCTBYIOIIEro 3amelneHus. Hampumep, OyaeT NOHATHO, HYTO

CJIeAYIOIIee MPA30JIbHOE KOJIBLIO MOKET 00Pa30BBIBATH [IBA TAYTOMEPA:

s e

Rﬂ\g\frﬂﬂl Ra\(grf R1IZI
£ \

HN-N N-NH

[Ipenmonaraercs, 9to popmMyia U300pETEHUs PACIIPOCTPAHSIETCS Ha 00a TayToMepa.
Bce coennnenus u ux gpapManeBTHYECKH NMPHUEMIIEMbIE COJIM MOTYT ObITh OOHAPY KEHBI
BMECTE C JPYTMMH BEIIEeCTBAMM, TAKMMH KaK BOJAa W PAacTBOpUTENH (HarmpuMep, TUApaThl U

COJIbBATBI), FJIK MOTYT OBITh BbII€JICHBI
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B HEKOTOPBIX BapUaHTax pe€aiM3allii COCAUHCHUSA, OMUCAHHBLIE B JAaHHOM OOKYMCHTC,
WIN HUX COJM NPEACTABISIIOT COOOW MO CylnecTBy wu3ojupoBaHHble llox «mo cymecTBy
HU30JIMPOBAHHBIM» TMOAPA3YMEBACTCA, YTO COCAUMHCHUE, IO MeHbIIen MEpPE, YaCTUYHO WUJIK B
3HAYUTEBHON CTETNEeHU OTJENEHO OT OKpYyXKarolleil cpenpl, B KOTOPOH OHO OblIo 0OpazoBaHO
win  oOHapyeHo. YacTHYHOe pasfeNeHne MOXKEeT BKJIOYaTh, HANpUMep, KOMIIO3HULIHIO,
o0OraleHHy0 ONMHMCAHHBIMU B IaHHOM JOKyMeHTe coequHeHusMH. CylecTBEHHOe pa3iesieHne
MO>KET BKJIFOUATh KOMITO3ULIMH, COAEp KaIIKe 10 MeHblIell Mepe okoo 50%, mo MeHbluel Mepe
okoJio 60%, mo MeHblIeil Mepe okoso 70%, nmo MeHsluel Mepe okojio 80%, Mo MeHblIel Mepe
okosio 90%, o MeHbInelH mMepe Okoyio 95%, mo MeHbiner mMepe okoyio 97% WU Mo MeHbIIeH
Mepe okojo 99% mo Macce COeIMHEHUH, OMUCAHHBIX B JAHHOM JOKYMEHTE, WJIM UX COJIH.
CriocoObl BbIIENEHUsT COSUHEHHUH U UX COJIEH MPenCTaBIsIIOT cOO0N OOIEU3BECTHBIE B TAHHOM
00J1aCTH TEXHUKH

®paza «papManeBTUYECKH MTPUEMJIEMBIN» HCIOJNB3YETCS B JAHHOM JOKYMEHTEe JJist
00O3HAaYeHHsT TEX COEAWHEHHH, MaTepuasioB, KOMIIO3ULHMHA M /WK JIEKAPCTBEHHBIX (HOpM,
KOTOpPBIC, B paMKax 3ApaBOro MEAULIMHCKOTO 3aKIHOYCHUA, NMOAXOAAT AJid HUCIIOJb30BAHHSA B
KOHTAaKT€ C TKaHSIMH JIFOJeHl U JKUBOTHBIX O€3 UYpe3MEepHOH TOKCHYHOCTH, pa3apaKeHus,
AJJIEPrUIECKON PeaKky WIN APYroi mpoOseMbl HIIH OCIIOKHEHHSI, COM3MEPUMBIX C Pa3yMHBIM
COOTHOILIEHHEM TOJIb3a/PUCK.

BeipaskeHusi «reMreparypa OKpYKaroIlel Cpeabl» W «KOMHATHAasi TeMIepaTypay WM
«KT», KaK UCIIOJIb30BAHO B JAHHOM ONHCAaHWH, ITOHATHLI B HaHHOﬁ O6.]'IaCTI/I TEXHUKU U O6bILIHO
OTHOCATCSI K TEMIIEpaType, Hanpumep, TEMIepaType peakiH, KOTopas IpeAcTaBisieT coOoi
ONMU3KYI0 K TEMIIEpaType KOMHATHI, B KOTOPOH MPOBOIAT PEAKIUIO0, HAIPUMED, TEMIIEPAType OT
oxo10 20 °C no oxono 30 °C.

JlaHHas1 3asBKa TaKKe BKJIIOYAET (PapMaleBTUYECKH NPHEMJIEMbIe COJIM OMHCAHHBIX B
JIaHHOM JOKyMEHTe coeanHeHnH. Kak MCronp30BaHO B JAHHOM OIUCAHUHM, «(papMaleBTHUECKH
MPpUEMIIEMBIE COJIM» OTHOCHUTCA K IMPOU3BOAHBIM OIMHMCAHHBIX COGHI/IHGHI/Iﬁ, B KOTOPBIX UCXOOHOC
COeMHEHUEe MOMU(PHUIMPOBAHO TMyTeM MPEoOpPasOBaHMs CYLIECTBYIOIIErO KHCIOTHOTO HIIH
OCHOBHOTO (pparmMeHTa B ero cojeByio ¢popmy. [Ipumeps! papMaLeBTHUECKH PUEMIIEMBIX COJIEH
BKJIIOYAaKOT, HO HE OrpaHUYHBArOTCA HMH, COJIM MHUHEPAJbHBIX HWJIHW OPTraHUYECKUX KHCIJIOT
OCHOBHBIX OCTAaTKOB, TAKHUX KaK aMHWHBI, COJIX OCHOBHBIX KATHOHOB W OPraHUYE€CKHE COJIU
KHUCJIOTHBIX OCTATKOB, TAKUX KakK Kap6OHOBI:>Ie KHCJIOTBI, U TOMY HOI[O6HO€. q)apMaI_IeBTI/ILIeCKI/I
NpUEMJIIEMbIE COJIM IO I[aHHOfI 3as1BKE€ BKJIIOYAIOT O6I:;ILIHI:>IG HETOKCHYHBIC COJIM HCXOAHOI'O
COCIUHEHNA, O6pa30BaHHbIe, HarnmpuMmep, U3 HETOKCUYHBIX HECOPraHUYCCKUX WU OPraHUYICCKUX
KHCJIOT.. cI)apMaI_IeBTI/I"IeCKI/I NPpUEMIIEMBIC COJIU T1I0 I[aHHOfI 3asiBK€ MOTr'yT 6I:>ITb CUHTE3UPOBAaHbBI
U3 HCXOMHOTO COEIMHEHHs, KOTOPOE CONEPKUT OCHOBHYIO WJIM KHCJIOTHYIO COCTaBISIFOINYO,
O6I:;ILIHI:>IMI/I XUMUYECCKUMU METOAaMMU. O6I:;I"IHO TaKue€ COJIM MOTYT 6bITb MOJIY4YCHbI
BSaHMOHeﬁCTBHeM CBO6OI[HI:;IX KHUCJIOTHBIX WJIHN OCHOBHBIX (I)OpM OTUX COG,[[I/IHGHI/Iﬁ CO
CTEXUOMETPUICCKUM KOJIHUYCCTBOM MNOAXOOAIICIO OCHOBAHUA WIIM KUCJIOTBI B BOAC WK B
OpPTaHHUYECKOM paCTBOPUTECIIC HWIJIIM B CMECHU O6OI/IX; Kak TIIpaBUJIO, NPCANOYTUTCIbHBIMU

SBJIAFOTCA HEBOAHBIC CPEABbI, TAKUEC KakK B(I)I/Ip, OTUJIALCTAT, CIIUPTHI (HaanMep, MCTaHOJI,
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3TaHOJ, u3omponaHon win Oyranon) win auneToHUTPuI (ACN). Crucku MOAXOISIINX COJeH
MOXHO HaWtu B Remington's Pharmaceutical Sciences, 17th ed., Mack Publishing Company,
Easton, PA, 1985, p. 1418 u Journal of Pharmaceutical Science, 66, 2 (1977), xaxnas u3
KOTOPBIX MOJHOCTBIO BKJIFOYEHA B HACTOSILIUM JOKYMEHT MOCPEICTBOM CCBUIKH.

Kak wncrnonb3oBaHO B JaHHOM ONMCAHUM, TEPMUH «KOHTAKTHPOBAHUE» OTHOCHUTCS K
O0BbeIMHEHNIO YKa3aHHBIX (PParMEeHTOB B in Vifro CUCTeMe WU B in vivo cucteme. Hampumep,
«koHTakTupoBanue» JAK ¢ coenuHeHneM 1o N300pETEHHIO BKJIIOYAET BBECHUE COSIMHEHHS 110
JAHHOW 3asiBKe MHAMBHUIY WJIM TALMEHTy, TAKOMy Kak uejoBek, umeromemy JAK, a Takke,
HarpuMep, BBEACHUE COCOMHEHHUS MO U300pPETeHHI0 B 00pasel, COomep Kalluil KJIETOYHbIA HITH
OUHILEHHBIN Npenapat, copepxamuii JAK.

Kak WuCrmonb30BaHO B JAHHOM ONMCAHUH, HCIOJB3yEeMbIH 31€Ch TEPMHH «CYOBEKTY,
KUHOUBUAYYM» WM MALHEHT», HCIOJIb3YeMbIil KaK CHHOHHUMBI, OTHOCHTCSI K JIFOOOMY
JKHBOTHOMY, BKJIFOYasi MJIICKOMUTAOIIUX, MPEANOYTHTENIBHO MBIIIEH, KPbIC, IPYTUX TPBHI3YHOB,
KPOJIMKOB, cO0aK, KOIIEK, CBUHEH, KPYIHBIN POraThlii CKOT, OBEL, JIOIIAAEH, UIN MPUMATOB U
HauOoJyiee TMPENNOYTHTENbHO JIIOAeH. B  HEKOTOPhIX BapUaHTAX peATU3alUud  «CYyOBEKT»,
KUHOUBUIYYM» HIH «ALHEHT» HYKAA€TCS B YKa3aHHOM JICUCHUH.

B HeKOTOpBIX BapHaHTaxX peaqu3ald WHTUOUTOPBl BBOISIT B TEPAIEBTUYECKU
s¢dexTuBHOM KonmuecTBe. Kak HCIONB30BAaHO B AAHHOM OIMCAHUH, (pa3a «TeparneBTHUYECKU
3¢ peKTUBHOE KOJWYECTBO» OTHOCHUTCS K KOJUYECTBY AKTUBHOIO COCOWHEHHUS WU
(apMarieBTUYECKOrO areHTa, KOTOPOE BBI3bIBAET OMOJOrMYECKHH WIIH JIEKAPCTBEHHBIH OTBET,
KOTOpbI TpeOyercss B TKaHHW, CHUCT€ME, JKUBOTHOM, WHAMBUAYYME WJIH 4YeJOBEKe
UCCIIeIOBaTeNIeM, BETEPIHAPOM, CEMEHHBIM BPa4OM HJIN IPYTUM KIMHULIUCTOM.

Kak ncnosnbp30oBaHO B TaHHOM ONMUCAHUH, TEPMUH JIEUEHHE» WU «TepPanus» OTHOCUTCS
K ogHOMy miHu Oonee u3 (1)momaBieHus: 3a00J€BaHUs; HANPUMeEp, MOAABICHUE 3a00JeBaHUS,
COCTOSIHUSI WJIM DPAaCCTPONCTBA Y HHIMBUAYYMA, KOTOPBIM MCIIBITBIBAET WU JEMOHCTPUPYET
MATOJIOTHUIO WJIM CUMITOMATUKY 3a00JIeBaHUs, COCTOSHUSI WM PAaCCTPOMCTBA (T.€. OCTAHOBKY
JaTbHEHIIETO Pa3BUTHSI MATOJOTHH W/WIIM CUMIITOMATHKH); (2) obneruenne OOJIe3HH; HAIpUMeEp,
oOneruenne 3a00J€BaHUs1, COCTOSTHUS WJIH PACCTPOICTBA Y MHAMBHAYYMA, KOTOPBIH UCIIBITHIBAET
WIH JEMOHCTPUPYET TMATOJOTHUI) WM CHMIITOMATHUKY 3a00JNeBaHUs, COCTOSIHUS WM
paccTpoiicTBa (TO €CTh PEBEPCHIO TTATOJIOTUN W/ HITH CUMIITOMATOJIOTHH ), TAKOE KaK YMEHbLICHHE
TSDKECTH 3a00JeBaHust; WiH (3) mpenoTBpalieHre 3a00IeBaHms, COCTOSIHHS WIIH PacCTPOICTBA Y
YeJIOBEKa, KOTOPBIH MOXeT ObITh MpPepacloiokeH K 3a00JIeBaHUIO, COCTOSIHUIO —WIIH
PacCTPOICTBY, HO €€ HE HCHBITHIBAET WJIM HE MPOSBISIET MATOJOTHIO WM CHMITOMATHKY
3a0oneBaHus. B HEKOTOPBIX BapHaHTAaxX peajH3alHMH JIEUEHHE OTHOCHTCS K IMOJABJICHUIO WIIH
oOneruennto 3a0oneBaHus. B HEKOTOPBIX BapHaHTaX peai3allii JISYEHHE MPEACTAaBIsIET COOO0i
NpeOTBpaIIeHHEe 3a00JIeBAHUS.

Kombunuposannvie cnocotdwr nevenus

OmnucaHHBIE B JAHHOM JIOKYMEHTE CIIOCOOBI MOTYT JOMOJHUTEIBHO BKJIIOYATh BBEACHNE

OOHOro WJIM HECKOJIbKHUX HNOIMOJHUTECIBbHBIX TCPAICBTUYCCKUX ArC¢HTOB. OI[I/IH HJIK HECKOJIBKO
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JIOTIOJIHUTENbHBIX TEPANEeBTUYECKUX areHTOB MOKHO BBOJUTb MALIUEHTY OJHOBPEMEHHO WM
NOCJIETOBATENBHO.

B HekoTOpBIX BapuaHTax pealu3alud IONOJHUTEIbHBIA TEPaneBTUYECKUNU AareHT
npencraBisier coOOM aHTHOMOTHK. B HEKOTOPBIX BapHaHTax peanu3alud H300peTeHus
AaHTUOMOTHUK TMpPEACTaBNAET COOOH KIMHIAMHLUH, JOKCULMKJINH, MUHOLMKJINH, TPUMETOIPUM-
CyJb(haMeTOKCa30JI, SPUTPOMHULIMH, METPOHUIA30], pUuPaMIIMH, MOKCH(IOKCAIIMH, TATICOH WM
X KOMOMHaumi0. B HEKOTOpBIX BapHaHTaX peanu3alyd aHTHOMOTHK MPENCTaBIsIeT COOON
KJIMHIAMHULIMH,  JOKCHLUKJIHH,  MHHOLMKJIHMH,  TPUMETONPUM-CYJIb(aMEeTOKCa30J  HIIH
SPUTPOMULIMH B KOMOWHAIIMM C METPOHUAA30JIOM. B HEKOTOpBIX BapuaHTaX peajH3aluu
AHTHOUOTHK  MpPeNCTaBisieT Cco0oi komMOuHauWi  pudaMnuHa, MOKCU(JIOKCAIIMHA |
METPOHHAA30J1a. B HEKOTOPBIX BapHaHTax pean3aliil AHTHOHMOTHK TPEACTaBiIsIeT COOOi
KOMOWHAIMIO MOKCH(IIOKCaHa 1 pudaMITuHa.

B HexkoTOpBIX BapuaHTax pealn3aluy ONOJHUTEIbHBIA TEpPaneBTUYECKUNW AareHT
npenacTasisier coboil peTnHONA. B HEKOTOPBIX BapHaHTaxX pean3alid PETUHOMI MPENCTaBIISET
co0OH 3TpeTHHAT, ALIUTPETUH W U30TPETUHOWH.

B HexkoTOpBIX BapuaHTax pealu3alud JONOJHUTEIbHBIA TEPaneBTUYECKUNW AareHT
npencTaBisier co0Ol crepoua. B HEKOTOPBIX BapUaHTAaX peAU3alUd  OTIOJHUTEJbHBIN
TEPANEBTHUECKUI areHT MpPEACTaBIseT COOOW KOPTHKOCTepou7. B HEKOTOpBIX BapHaHTax
peanMzanyy CTePOUA NPEACTaBsieT COOOH TPHUAMLMHOJOH, JeKCaMeTas3oH, (IIyOLHHOIIOH,
KOPTHU30H, MPEIHNU30H, PEAHU30JIOH HIIH (DIIYMETOJIOH.

B HexkoTOpbIX BapuaHTax peanu3alyM IOMOJHUTENBHOE TEepaneBTHUYECKOE CPEACTBO
npencTasisier coboii cpenctBo npotuB TNF-anbda. B HEKOTOPBIX BapHaHTax peaTu3aliu
cpeactso npotuB TNF-anbda npencrasnser codoit antuteno nporus TNF-anedpa. B HexoTOpBIX
BapuaHTax peanmzauuu cpenctso npotus TNF-aneda npencrasmsier coboit nuparkcumad, nimm
STaHEePLENT, WIN afatuMymal.

B HekoTOpBIX BapuaHTax pealn3alud JONOJHUTEIbHbIH TEPAneBTUYECKUN AareHT
npeacTaBisieT  coO0OH  MMMyHOAenpeccaHT. B HEKOTOpbIX  BapHaHTax  peajn3aluu
UMMYHOZETIPECCAHT MPENCTaBIsieT COO0M METOTpeKCcaT WM LHMKJIOCIOpUH A. B HEKOTOpBIX
BApUAHTAX pPeATN3aLUU MMMYHOACTIPECCAHT MPENCTaBNIsAeT COO0H MHKO(DEHOIITMODETHI WIIH
MHUKO(EHOAT HATPUSI.

B HexkoTOpBIX BapuaHTax pealn3alud JONOJHUTEIbHBIA TEPaneBTUYECKUNW AareHT
npeAcTaBIsieT codoi puHacTepun, MeTGOpPMUH, aTanaieH Wik a3eIANHOBYIO KHCIIOTY.

B HEKOTOpHIX BapuaHTaX peaju3ald CHOCO0 OMOJIHUTENBbHO BKIFOUAET BBEICHHE
JOTIOTHUTEIPHOTO TEPANeBTHUECKOr0 areHra, BbiOpaHHOTO U3 IMiDs, arenta mportus IL-6,
areHTa rMIoOMETIJINPOBaHUS U Moaudukaropa Ouonoruueckoro orsera (BRM - anri.: biologic
response modifier).

Kax npasuno, BRM - 370 BemiecTsa, NOJNyuYE€HHbIE U3 JKUBBIX OPraHU3MOB IS JIEUEHMUSI
3a00neBaHNi, KOTOPbIE MOTYT BO3HUKATh B OPraHU3Me €CTECTBEHHBIM 00pa3oM I MOTYT OBITh
nojiyueHsl B jaboparopun. [Ipumepsr BRM prmouator IL-2, uHTephEpOH, pa3iUyHbIC THUIIBI
konoHuectumynupyromux ¢akropos (KC® (CSF), IMKC® (GM-CSF), I'-KC® (G-CSF)),
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MOHOKJIOHAJIbHBIC aHTHUTENA, TaKhe Kak adiukcumMad, sTanepuent, HHQIUKCUMa0, puTyKkcumao,
TpacTyp3ymad U BBICOKHE J103bI ackopbara.

B HekOTOpBIX BapuaHTax peaju3alliy areHT TMIIOMETHIINPOBAHUS NPEACTaBIAET COOOMH
uarudourop JAHK-merunrpancdepasel. B HekoTopbIx BapuaHTax peanuzauuu uHruoutop JIHK-
MeTuTpaHchepasbl BbIOpaH U3 S-a3alMTUANHA U JenuTaduHa.

Kak mnpaswio, IMiD mnpencrasnser co0olf HMMYHOMOAYJHpYHOIIee cpencrso. B
HEKOTOpbIX BapuaHTax peanmuszamuu IMiD BeiOpaH w3 TanuaoMuaa, JIEHAIUIOMMAA,
nomajunomuaa, CC-11006 u CC-10015.

B HEKoTOpBIX BapuaHTaX peaju3alHu CHOCOO OMOJIHUTENBHO BKIFOUAET BBEICHHE
JOTOJHUTENBHOTO  TEPANeBTUYECKOTO CPEACTBA, BBIOPAHHOTO W3  AHTUTHMOLIMTAPHOIO
ro0yJIMHa, PEKOMOMHAHTHOTO YeJIOBEYECKOrO I'PaHYJIOLUTAPHOTO KOJOHHECTUMYJIHPYIOLIETO
dakropa (G CSF), rpanynouurapuo-monomutrapioro CSF  (GM-CSF), cpencrtsa,
cruMyJiupyromero spurponos3 (ESA - erythropoiesis-stimulating agent) u nukiIocrnopuHa

B HEKOTOpBIX BapuaHTaX peaju3alMHd CHOCOO OMOJHUTENBHO BKIFOUAET BBEICHHE
NaUMueHTy nomnonHuTensHoro wuHruoutopa JAK. B HEKOTOpBIX BapHaHTax peatu3aluu
nonongHUTeNbHbIM uHrHOMTOp JAK mpeacraBuser coOoi  OapuutnHHO, TOQAMTHHUO,
OKJTAUUTUHUO, (UATOTUHHUO, TaHAOTHHUO, NeCTYypTHUHHUO, MOMenoTuHuO, OakputwHuO, PF-
04965842, ynapauutuanO, neuutnHud, peaparnand, kykypouranus [ mmn CHZ868.

OnuH nnn 6oJiee NOMOJHUTENBHBIX (PapMaLEeBTUYECKUX Ar€HTOB, TAKUX Kak, HAIIPUMED,
NPOTHUBOBOCTIAIUTENBHBIE areHThl, IMMYHOJENPECCAHThI, a Takke MHruouTopel kuHa3 PI3KO,
mTor, Ber-Abl, Flt-3, RAF u FAK, Takue kax, Hanpumep, onucanasie B WO 2006/056399,
KOTOPBIH MOJHOCTBIO BKJIIOUEH B JAHHBIM TOKYMEHT MOCPENCTBOM CCBUIKH, WM JPYTUE areHThI
MOT'YT HMCIHOJIB30BaThCs B KOMOMHALMU C COSTUHEHUSIMH, ONMMCAHHBIMU B JAHHOM JJOKYMEHTE,
anst nedenust JAK-accounnpoBaHHBIX 3a00J€BaHUM, HapyuUieHuil win cocTostHud. OmuH uim
Gonee DOMOTHUTENBHBIX (PapMALEBTHIECKUX ar€HTOB MOXKHO BBOAUTH MALIMEHTY OHOBPEMEHHO
WK TIOCJIEZIOBATEIIBHO.

[Tpumepsl unHrHOUTOpOB Ber-Abl BOWaroT coeamHeHuss W UX  (papManeBTUYECKH
npueMiieMble COJNIM POJOB U BUAOB, packpelThix B mareHtax U.S. Pat. No. 5521184, WO
04/005281 u U.S. Ser. No. 60/578491, Bce M3 KOTOpPBIX MOJHOCTHEO BKJIFOYEHBI B JAHHBIM
JIOKYMEHT TIOCPEICTBOM CCHLIKH.

IMpumepsr monxonsmmx uHruOutopo Flt-3  BrIOYAOT COeAWMHEHHWS U UX
(dbapmaneBTHYECKH MpUeMIIeMble CojH, kKak omucano B WO 03/037347, WO 03/099771 u WO
04/046120, BCe 13 KOTOPBIX MOJHOCTHIO BKJIIOUEHBI B JAHHBIN JOKYMEHT MOCPEICTBOM CCHUIKH.

ITpumepsl moaxomsammx UHrUOMTOpoB RAF  BKIOWAOT COEOMHEHHMS W HUX
(hapManeBTHYECKH TpUeMJIeMble COH, Kak ormucaHo B WO 00/09495 u WO 05/028444, oba u3
KOTOPBIX MOJHOCTBIO BKJIFOYEHBI B JAHHBIN JOKYMEHT MOCPEICTBOM CCBHUIKHL.

IIpumepsr noaxopmsammx uHruoutopos FAK  Brimowaror coenmuHeHMs M HX
dapmanieBTHUECKH TpUEMIIEMble cOM, Kak ormucaHo B WO 04/080980, WO 04/056786, WO
03/024967, WO 01/064655, WO 00/053595 u WO 01/014402, BCe U3 KOTOPBIX HOJHOCTHIO

BKJIFOYCHBI B I[aHHbIﬁ AOKYMEHT NIOCPEACTBOM CCBLIIKH.
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B HekoTOpBIX BapHaHTaxX peajnu3aludl OJHO WM 0ojiee COSOUHEHWH IO aHHOMY
M300pETEHNI0O MOXKHO HCIONb30BaTh B KOMOMHALMU C OJHUM WiIM Oojee Apyrumu
UHrUOUTOpaMM KHHA3bl, BKJIIOYash WMATHHUO, B YAaCTHOCTH, [UId JIEYEHUS TALMEHTOB,
PE3UCTEHTHBIX K UMATUHUOY WM APYTUM UHTHOUTOPAM KHUHA3.

B HekoTOpBIX BapMaHTax peaju3aluy OMOJHUTEIbHBII TEpareBTHUECKUI areHT
npenacrasisier coboit aneTonun ¢uyoruHosoHa (Retisert®) unu pumekconon (AL-2178, Vexol,
Alcon).

B HexkoTOpBIX BapuaHTax pealn3alyyd JONOJHUTENbHbIH TEPaneBTUYECKUN AareHT
npeacTaBsieT codoit nuknocnopuH (Restasis®).

B HEKOTOPBIX BapUaHTAX peATU3ALUH JOTOJHUTEIbHBIN TePaNeBTUYECKUI areHT BBIOpaH
u3 Dehydrex™ (Holles Labs), Civamide (Opko), ruanyponara Hatpus (Vismed, Lantibio/TRB
Chemedia), uwmxmocrmopuna (ST-603, Sirion Therapeutics), ARGI101 (T) (recrocrepon,
Argentis), AGR1012 (P) (Argentis), skabera Hatpus (Senju-Ista), redaprara(Santen), 15-(s)-
ruapokcusikozaterpacHoBoi kucnotel (15(S)-HETE), cesunemuna, nokcuuumkinuaa (ALTY-
0501, Alacrity), Mmunouukamnsa, iDestrin™ (NP50301, Nascent Pharmaceuticals), nukiocnopusa
A (Nova22007, Novagali), okcuretparmkimmHa (aypamunua, MOLI1901, Lantibio), CF101
(25,3S,4R,5R)-3,4-nurunpokcu-3,4-nurugpokcu  [6-[(3-nondennn) meTuaamMuHO |mypuH-9-mi|-
N-merunokconan-2-kapbamun, Can-Fite Biopharma), Boknocnopuna (LX212 wimm LX214, Lux
Biosciences), ARG103 (Agentis), RX -10045 (cuHTeTH4eCKHii aHAJIOT pe30ibBHHA, Resolvyx),
DYNI15 (Dyanmis Therapeutics), pusornurasona (DEO11, Daiichi Sanko), TB4 (RegeneRx),
OPH-01 (Ophtalmis Monaco), PCS101 (Pericor Science), REV1-31 (Evolutec), Jlakpuruna
(Cenmxy), pebamunuma (Otsuka-Novart), OT-551 (Othera), PAI-2 (YHusepcurer
IlencuneBannn u YHuBepcuteT TemIur), NHJIOKApIUHA, TAaKPOJUMYycCa, IHUMEKPOIUMYCa
(AMSO981, Novartis), norenpenHoja 3TaboHaTa, purykcumada, TeTpaHaTpuii auksadozona
(INS365, Inspire), KLS-0611 (Kissei Pharmaceuticals), nerunposnuaHapocTepoHa, aHaKUHPA,
adamzymada, mukodernonata Hatpus, stanepuenta (Embrel®), ruapokcuxnopoxuna, NGX267
(TorreyPines Therapeutics), aktempa, reMiuTrabMHa, OKCaJMILUIATUHA, L-acmaparvHasbl WM
TAIUAOMUNA. [T

B HexkoTOpBIX BapuaHTax pealn3aluy ONOJHUTENbHbIA TEpPaneBTUYECKUNW AareHT
npencTaBisieT COOOH AaHTHAHTHOTEHHBIM AareHT, XOJHMHEPTUYEeCKUH AaroHUCT, MOZIYJISTOD
peuenropa TRP-1, GiokaTop KaibLUEBBIX KAHAJIOB, YCUJIUTENb CEKPELUN MYLIUHA, CTHMYJISTOP
MUCI1, wuHrubuTop KaJbLUWHEBPUHA, KOPTUKOCTEPOWA, AaroHUCT penentopa P2Y2,
MyCKapHHOBBIH aroHUCT peuentopa, uaruourop mTOR, apyroit marnbutop JAK, mHruOutop
knHa3bl Ber-Abl, narnourop kunasel Flt-3, narnburop xunasel RAF u nuarnOutop kuHassl FAK,
Takue Kak, Harnpumep, onucaHuble B WO 2006/056399, KOTOpBII BKIIFOYEH B OJHOM OObeMe B
JaHHBIA  JTOKYMEHT TIOCPEACTBOM CCBUIKM. B HEKOTOpBIX BapuaHTaX pealu3aluu
JOTOJTHUTENBHBIN TEPANeBTUYECKUH areHT INPENCTaBisieT COOOW MPOU3BOAHOE TETPALMKIMHA
(HampuMep, MUHOLMKIMH WIM JOKCUKIMH). B  HEKOTOpBIX BapuaHTax peajtu3aluu

JNONOJIHUTEIbHBIN TEPANIEeBTUYECKHUM areHT cBsaA3biBaeTcs ¢ FKBP12.
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B HexkoTOpBIX BapuaHTax pealu3alud JONOJHUTEIbHBIA TEPaneBTUYECKUN AareHT
npeAcTaBisier  coboil  anmkuiupyrommii - areHtr wiun - cmumBaromuid  JIHK  arenT;
AHTUMETAOOIUTHBIN/ IEMETUIIMPYIOLNHI areHT (Harmpumep, S-GIaypoypanui, KarneuuTaOuH HIIH
A3aLMTHUANH), aHTUTOPMOHAJIBHYIO Tepanuio (HarpuMep, aHTarOHHCThI PELENTOPOB TOPMOHOB,
SERM wnu uHruOUTOp apomarasbl), MUTOTHYECKHH MHIUOUTOP (Hampumep, BUHKPUCTUH I
nakJuTakcen), WHruourop tomouszomepasbl (I mmm 1) (Hampumep, MHTOKCAaHTPOH U
UPUHOTEKAaH), HHAYKTOpbI arnonro3a (Hanpumep, ABT-737); Tepanuio HyKJIEUHOBOH KHCJIOTOM
(Harmpumep, anTHCMbICTOBas uiu PHKW); nuranapl sgepHbIX peLenTopoB (HanpuMep, arOHUCTbI
W/WJIM  aHTarOHHWCTBI. TOJHOCTBEO TPAHC-PETHHOEBAs KHUCIOTA MM OEKCapOTeH), areHThI
SMUTEHETUYECKOrO HALCJMBAHUS, TaKHe KaK WHTUOMTOpPBI THCTOHIEAIeTHIa3bl (HAMpHUMeED,
BOPUHOCTAT), TUTIOMETHIIUPYIOLIHE areHThl (HAapuMep, NeUUTaOnH); PeryJIsTOpbl CTAOMIBHOCTH
Oenka, Takme kak wHruOutopel Hsp90, yOukBuTMH w/wiu yOUKBUTHH MNOAOOHBIE
KOHBIOTHPYIOLIHE WIH AEKOHBIOTHPYIOIIHE MOJeKyJbl; win nHrudutop EGFR (spnotunud).

B HexkoTOpBIX BapuaHTax pealu3alud JONOJHUTENbHBIA TEPaneBTUYECKUNW AareHT
BKJIFOYAET  AHTHOMOTHK,  NPOTHBOBHUPYCHOE,  INPOTHUBOTPHOKOBOE,  aHECTE3UPYIOILEE,
NPOTHUBOBOCTIAJIUTENLHOE CpPenCTBO, BKJTFOYAsI CTepPOUTHBIE " HECTEPOHIHBIE
NPOTUBOBOCTIAINTENbHBIE  CPEACTBA, M  INPOTHUBOAJUIEPrUUECKHe  cpeactsa. Ilpumepst
NOAXOMSLINX JIEKAPCTBEHHBIX CPENCTB BKIKOYAIOT AMHHOTJIHMKO3MIBL, TaKHe KaK aMHKAIWH,
IeHTaMHLIUH, TOOPAMHUILIMH, CTPENITOMHULIMH, HETUJIMUIIVH 1 KaHAMHULWH, (PTOPXUHOJIOHBI, TAKUE
Kak nunpoduiokcauuH, HopdJokcauH, OQJIOKCAUUH, TpoBadIOKCAIMH, JIOME(IOKCALIUH,
7eBO(IIOKCAIIMH U SHOKCALWH, HaQTUPUANH; CYJIb(POHAMUIBI, MOJUMHUKCHH, XJIOpaM(pEeHUKO,
HEOMHIIMH, TapaMOMMLIMH, KOJHMCTHUMETaT, OalWTpaluH, BaHKOMULMH, TETPALUKIUHBI,
pupamMnuH M ero  NpPOM3BOAHBIE  («pUPAMIUHBIY),  LUKJIOCEPUH,  OeTa-JaKTaMbl,
nedanocnopunbl, aM(pOTEPULUHBL, (QIYKOHA30);, (QIYLHUTO3UH, HATAMULMH, MHKOHA30JI,
KETOKOHA30J, KOPTUKOCTepOouAbl, aukiodeHak; ¢uypOunpoden; ketoponak, cynpodes,
KPOMOJIHH; JIOJOKCAMUJ, JIeBOKaOACTHH; Ha(a30JUH, aHTA30JUH, (EHUPAMUH, WIN a3aJMIHBINA
AHTHOUOTHK.

Dapmayesmuyeckie coCmMasyl U 1eKAPCMEeHHbIE POPMbI

IIpn wmcnonb30BaHUM B KadyecTBE (papMaLeBTUYECKUX MPENapaToB COSIUHEHHsS IO
U300pETEHNI0O MOKHO BBOIUTBH B (opMme (papMalieBTHIECKHX KOMIO3ULUN. DTH KOMIIO3HLIUU
MOYKHO MPHUTOTOBUTH CHOCOOOM, XOPOLIO M3BECTHBIM B (hapMaleBTUKE, U X MOXKHO BBOIUTH
Pa3MTUYHBIMH My TSMH, B 3aBUCHMOCTHU OT TOTO, TpeOyeTcst I MECTHOE MITH CHCTEMHOE JICUEHHE,
U or obnactu, momiekameidl JedeHuro. BBemeHme MoOkeT OBITb MECTHBIM  (BKIIFOUAS
TPaHCAEPMAIIbHOE, SMHAEPMAIBbHOE, OPTATBMOJIOIHYECKOE U Ha CIIM3UCThIE OOOJIOUKH, BKITFOYAs
WUHTPAHA3JIbHOE, BAarMHAJIBHOE M PEKTAIBHOE BBEACHHUE), JIETOYHBIM (Hanpumep, TyTeM
UHTILAN WA UHCY(PQIAnUN MOPOIIKOB WM a’po30Jiel, B TOM 4YHCIE C ITOMOIIBIO
HeOyJaii3epa, HMHTpAaTpaxeaJbHO WM WHTPAHA3AJIbHO), MEPOPabHO WIM NaPEHTEPATBHO.
[TapeHTepanbHOE BBENEHHE BKIIOYAET BHYTPUBEHHOE, BHYTPHAPTEPUATBHOE, MOIKOXKHOE,
BHYTPUOPIOLUINHHOE BHYTPUMBILIEYHOE FJIM MHBEKLUIO WM MH(QY3UIO;, WIN BHYTPUYEPEITHOE,

Hanpumep, UHTPATEKaIbHOE WM BHYTPIDKENy0uKoBOe BBeneHue. IlapeHTepanbHOE BBEnEHHE
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MOXET OCYIIECTBIJIATHCS B (OPME OIHOKPATHOW OONIOCHOM O3B MIIM MOXKET OCYINECTBIIATHCS,
HarpuMep, ¢ MOMOIIBI0 Nepdy3HOHHOTO HACOCa HENPEpPBhIBHOrO AeicTBusA. PapmarieBTHUECKUE
KOMIO3UIMM U COCTaBbl JJIsI MECTHOIO INPUMEHEHHs] MOIYT BKJIIOUATb TPAaHCIEPMAJIbHBIE
IUIACTBIPU, Ma3H, JIOCBOHBI, KPEMBI, I'€Jii, KaIlli, CyNINO3UTOPUH, CIIPEH, KUAKOCTH U MOPOLIKH.
OObIuHBIE (papMalleBTUYECKHE HOCUTENH, BOAHbBIE, IOPOLIKOBBIE WM MACJSHbIE OCHOBBI,
3aryCTUTEINH U T.Il. MOTYT OBITh HEOOXOMMbIMU HJIH KeJIaTeTbHbIMH.

B HEeKOTOpBIX BapHaHTax pean3aliy BBEJCHNE NPEACTaBIsAeT COOOH MECTHOE BBEICHUE.
B HEKOTOpBIX BapMaHTaxX OCYIIECTBJICHUS BBEACHHE MPEACTaBiIsieT COOOW MECTHOE HAHECCHHE
Ha KOXY.

B HekoTOpBhIX BapHaHTaX peajH3aliid BBEACHUE TNPENCTaBIseT OO0 mMepopanbHOE
BBEJICHMUE.

JlanHOEe H300peTeHrne TaKkkKe BKIOYAeT (PapMaleBTUYECKHE KOMITO3UIMH, KOTOPBIE
comepkaT B KAayeCTBE AKTHBHOI'O HWHIPENUEHTAa COCOUHEHHWE 110 H300PETeHHI0 WM €ro
(dapMaeBTHYECKH TPUEMJIEMYIO COJIb B KOMOWHALMK C OAHUM Wi Oojiee papMarieBTUUECKH
NPUEMJIEMBIMH ~ HOCHTEISIMH  (HAMOJHUTENSAMH). B HEKOTOPBIX BapHaHTax peaTn3aLuH
KOMITO3ULIMSI TIPECTaBiIsieT COOOH MOAXOAALIYK Uil  MECTHOrO mnpuMmeHeHus. [lpu
NPUTOTOBJICHUH KOMITO3MLIHMHA IO JAaHHOMY H300PETEHHIO AKTHUBHBIH HWHIPEOUEHT OOBIYHO
CMELINBAIOT C HATIOJIHUTENEM, Pa30aBISIFOT HAMOIHUTENEM WUJIH 3aKJIFOYAI0T B TAKOH HOCHUTEID,
Harpumep, B GopMe KarcyJiel, camre, OymMard Wil Apyroro KoHrelHepa. Korma namomHuTens
CIYKUT paz0aBUTENeM, OH MOXKET OBITh TBEPABIM, IMOJYTBEPAbIM WU JKUIKUM MaTepHaJIOM,
KOTOpBIA AEHCTBYeT Kak Hecylllas Cpena, HOCUTEIb WIN Cpefa AJil aKTUBHOTO MHIPEIUEHTA.
Takum 0Opa3oM, KOMNO3ULIUU MOTYT ObITh B (popMe TabJETOK, MUIIOJb, TOPOIIKOB, JIETEIeK,
camre, 00JIATOK, SIUKCUPOB, CYCIIEH3HMH, SYMYJIbCHIA, PACTBOPOB, CHPOIIOB, a3po30iei (B TBepIoH
WIN KUIKON cpene), Maszeil, comepskamux, Hanpumep, 10 10% ot Beca akTUBHOTO COEUHEHUS,
MSTKHE W TBEPAbIE >KEJIATUHOBBIE KaIlCyJIbl, CYNIO3UTOPUH, CTEPUIbHBIE DPACTBOPBI IJIs
MHDBEKLUHN U IOPOLIKU B CTEPUIIBHON YIIaKOBKE.

IIpu ¢opmMupoBaHMM COCTaBa Tperapata aKTHBHOE COCJUHEHHE MOXKET OBIThb
U3MEJIbYCHO AJIs1 00eCTeueH st YaCTHII MOAXOSIIEro pa3Mepa nepea 00beIUHEHUEM C APYTUMH
uHrpenveHtaMu. Ecioum akTuBHOE CcOeAMHEHHE IPAKTHUYECKH HEepPacTBOPHUMO, €ro MOKHO
WU3MENBYUTh 0 pasMepa yactull MeHee 200 mem. Ecnu akTUBHOE CO€MHEHUE B 3HAUMTEIbHON
CTENIEHH pPAacTBOPUMO B BOJAE, pa3Mep YacTUL[ MOXHO PperyjJupoBaTb H3MEJIbUYEHUEM JUIs
o0ecrieyeHnsl MPAKTUYECKH PABHOMEPHOTO pPacIpelesieHHs] B COCTaBe, Hanpumep, okojo 40
Melll.

CoenuHeHus: O U300PETEHUIO MOTYT OBITh U3MEJbUEHBI C MCIOJIB30BAHUEM H3BECTHBIX
NpoLeAyp H3MeNbueHHUs, TAaKUX KaK MOKpPBIH IOMOJ, AJs TMOJy4deHHs] pa3Mepa YacTHI,
NOAXOMALIETO JUIst 00pa3oBaHMs TaONETOK W JUIA JPYTUX TUIOB COCTABOB. MeENKOANCIIEPCHBIE
(HaHOYACTHUILIbI) MpenapaTbl COSAUHEHHN O M300PETEHUI0 MOTYT OBITh MOJYYeHBI CIIOCOOaMHu,
W3BECTHBIMH B JAHHOM 00J1acTy, HanpuMmep, cM. MexxayHapoaHyto 3assky Ne WO 2002/000196.

Hekoropbsle mnpumMepbl NOAXOASINNUX 3KCLUUMHEHTOB BKJKOYAIOT JIAKTO3Y, HAEKCTPO3Y,

caxaposy, COpOUT, MAaHHUT, KpaxMalibl, ryMMuapabuk, ¢pocdar Kajablus, albIrIHATHI, TPAraKaHT,
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JKEJIATUH, CHUJIMKAT KaJbLHUS, MHKPOKPHUCTAUIMYECKYIO LEJUTIOJI03Y, MOJIUBUHHIMHPPOIHIOH,
LIeJUTFOJIO3Y, BOAY, CHpPON M MeTHILe/utono3y. CocTaBbl MOTYT JOINOJHHUTENBHO BKJIOYATh!
CMa3bIBAIOIIME AareHThl, TaKWe KaK TajbK, CTeapaT MarHus U MHHEPaJbHOE MAacJo;
CMAYMBAIOIIUE ArCHTBI; IMYJIbITUPYIOIINE U CYCTICHANPYIOIINE areHThl, KOHCEPBAHTDI, TAKHE KaK
METWJI- ¥ TPONWITHAPOKCHOCH30aThl;, MOACIACTUTENN, W apoMaTH3aTopbl. Kommo3uumu mno
M300peTeHn0 MOTryT OBITb COCTaBJIE€HBI TakuM 00pa3oM, 4ToObl oOecreunBaTh OBICTPOE,
3aMeJUIeHHOE WJIM OTCPOYEHHOE BBICBOOOKAEHHE AKTUBHOTO HWHIPEANEHTA IOCIe BBEACHUS
MALKUEHTY C UCTIOJIb30BAHUEM MPOLIEAYD, U3BECTHBIX B JAaHHOM 00IACTH.

B HekoTOpBIX BapHaHTaX peanu3auud (papMaleBTHYECKas KOMIIO3HLUS COMEPIKUT
CIJTMKATH3UPOBAHHYIO MHUKpPOKpUCTauecKkyro nemnoaosdy (SMCC - silicified microcrystalline
cellulose) u Mo MeHbIIEH Mepe OMHO COETUHEHHUE, OMMCAHHOE B JNAHHOM JOKYMEHTE, WU €ro
(apMaLeBTHYECKH ~ TPUEMJIEMYIO  COJb. B HEKOTOpbIX  BapuaHTax  peaju3alu
CWJIMKATUPOBAHHAS ~ MHUKPOKPUCTAJUTMYECKAsi  LEJUIIOJIO3a  COAepKUT  okoo  98%
MHKPOKPHUCTAIIMYECKOM LEJUTIOIO03bI U OKOJIO 2% TUOKCHAA KPeMHHS 10 Macce.

B HEKOTOpBIX BapuaHTaX peajH3aldi KOMIIO3HLIHS MPEACTABIsIET COOON KOMIO3HULIMIO C
3aMEIUICHHBIM BBICBOOOKICHHUEM, COIEPIKALIYI0 MO MEHbLIeH Mepe OOHO COEAWHEHUE,
OIMHCAaHHOE B JAHHOM JOKYMEHTE, HJIH ero apMaleBTHYECKH MPUEMIIEMYIO COJIb U IO MEHbIIEH
Mepe OauH (hapMalleBTHUECKH MPUEMIIEMbI HOCUTEIb B HEKOTOPBIX BAPUAHTAX OCYILECTBIICHHUS
KOMITO3HLIMSI COEPIKHUT MO MEHbIICH Mepe OJHO COSANHEHNUE, ONMICAHHOE B JTAHHOM JJOKYMEHTE,
Wi ero (apMaleBTUUECKH NPHEMJIEMYIO COJb, M IO MEHbLICH Mepe OIMH KOMIIOHEHT,
BBIODAHHBIH M3  MHKPOKPHCTAJUIMYECKOW  LIEJUTIOJIO3BI, MOHOTHApAaTa  JIAKTO3BI,
TUAPOKCUIPOITMIIMETHIILIEIUTIONO3bI U TIOIMATHIEHOKCHA. B HEKOTOpBIX BapuaHTax peanu3aliu
KOMITO3HLIMSI COEPIKHT MO MEHbIIEH Mepe OJHO COSANHEHNE, ONICAHHOE B JTAHHOM JJOKYMEHTE,
Wil ero (papManeBTUYEeCKH MNPUEMIIEMYIO COJIb, W MHKPOKPHUCTAIIMYECKYIO IEJUTFOJIO3Y,
MOHOTHUApAT JIAKTO3bl M T'MAPOKCUIPONMIMETHUIINEIUIION03Y. B HEeKOoTOphIX BapuaHTax
peanu3alyy KOMITO3HLIUSI COAEPKHUT M0 MEHbIIEeH Mepe OHO COeHHEHHE, OMTUCAHHOE B TAHHOM
IOKyMeHTe, Wi ero (hapMaleBTHUECKH MPUEMJIEMYIO COJIb, M MUKPOKPHCTAJUINIECKYIO
LeJUTFOJI03Y, MOHOTHAPAT JIAKTO3bI M MOJHATHICHOKCH. B HEKOTOpPBHIX BapHaHTAax peau3aliu
KOMITO3ULIHSI TOTIOJHUTEBHO COAEPKUT CTeapaT MArHUs MM TUOKCHI KpeMHHs B HEKOTOphIX
BApUAHTAX peaN3alll MHKPOKPHCTAIMYECKAs] LEJUIF0JIO3a MpencTaBysier coboi  Avicel
PH102™, B HeKOTOpBHIX BapHAHTAX pPEATM3aLUHd MOHOTHAPAT JIAKTO3bI MPEICTABISIET COOOH
Fast-flo 316™. B HEKOTOPBIX BapUAHTAX peATH3AIUN THAPOKCUIIPOIIIMETHIILEIUITII03a
npenacTasisier coboil rugpokcunporuaMerninesuionody 2208 K4M (nanpumep, Methocel K4
M Premier™) w/wnmu ruapokcurnponuaMermiieuioaosy 2208 K100LV (manpumep, Methocel
KOOLV™) B HEKOTOPBIX BapHaHTaX pPEATH3ALHMH MOJUSTHWICHOKCHI TNPEACTaBIsIET COOOH
nojimaTinieHokcun WSR 1105 (manpumep, Polyox WSR 1105™T™),

B HEKOTOpBIX BapUaHTaX peaTU3aALUM U TMOJYYSHUS KOMIIO3HLUH HCIIOIb3YeTCs
NPOLIECC BJIAKHON TPaHyJSIMU. B HEKOTOPBIX BapUaHTAX OCYLISCTBJICHHS MAJsI TOJNYYESHHUS

KOMIIO3ULIMH UCIIOJIBb3YETCs IPOLIECC CYXOH IpaHyJIsLHH.
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Komno3uumun Moryt OBITh COCTaBJIEHBI B BHIE CTaHIAPTHOM JIEKAPCTBEHHOW (hOpMBI,
Mpu4eM Kaxxaasi 103a COAEPKUT OT 0koj0 1 10 okono 1000 mr, ot okoso 1 mr 1o okoso 100 mr,
ot 1 mr 1o okoJio 50 mr u ot okoso 1 mMr 1o 10 mr akTuBHOrO UHrpeaueHTa. IlpeagnoururensHo
71032 COCTaBJISAET OT OKOJO 1 Mr 10 okoso 50 Mr unu ot 0koJio 1 Mr 10 okosio 10 Mr akTUBHOTO
UHTpefNeHTa. B HEKOTOpBIX BapUaHTaX pealu3aluM Kaxnaas Ao03a COAEep:KUT okoyno 10 mr
AKTUBHOTO MHIPEAMEHTA. B HEKOTOPBIX BapHAHTaX peaM3aLUU KaskAasl 1032 COAEPKUT OKOJIO
50 Mr axTMBHOrO MHrpegueHTa. B HEKOTOPBIX BapMaHTax peaju3allud KaKAas 032 COAEPKUT
OKOJIO 25 Mr aKTHBHOTO WHrpenueHta. TepMHuH «JIekapcTBeHHbIE (HOPMbI C OJHOKPATHOM
JIO3UPOBKOI» OTHOCHUTCS K (PU3UYECKH AMCKPETHBIM €IUHHLAM, IMOAXOISIIIAM B Ka4eCTBe
€AVUHUYHBIX 7103 JJI JIOAEH U APYTHMX MIIEKONMUTAIOLNX, NMPUYEM Ka)aas €JUHULA CONEPKUT
3apaHee OIpPEAENICHHOE KOJWYECTBO AKTHUBHOIO MaTepuasa, PacCUYUMTAHHOE Ui IOJy4YEHUs
KEJAeMOr0 TepaneBTHUECKOro 3(dexra, B COUYETAHHH C MOIXOMSIIUM (HapMaLEeBTHUECKUM
HATIOJTHUTEJIEM.

B HekOTOpBIX BapUaHTax pealn3aluy KOMIIO3UIUU CoAepkaT OT 0kojo 1 go okosno 1000
Mmr, oT okoyio 1 mr go okono 100 mr, or 1 mr go okono 50 mr u ot okojio 1 mr mo 10 mr
AKTUBHOIO UHrpeaueHTa. lIpeanoyrurensHo KOMIO3ZULUHU COEpKAT OT OKOJIO 1 Mr 10 okoso 50
Mr Ujiud oT okoyio 1 mr mo okono 10 mr aktuBHOro uHrpenuenta. Crneuuanucty B JaHHOMN
o0nacTy TEXHWKH OyJeT TOHSTHO, YTO 3TO BOIUIOIAET COENUHEHHs WM KOMIIO3HIINY,
coaepskamue oT okoyio 1 mr go okosio 10 mr, ot okos0 1 mMr 1o okosno 20 mr, ot okojio 1 Mr go
OKOJIO 25 M, OT OKOJIO 1 Mr 10 0k0s10 50 MI aKTUBHOT'O MHTPEAUEHTA.

B  HekoTOpBIX BapuaHTax peaqu3aluu  OO3UPOBKA  COCAWHEHUs] WU €ro
dapmanepTuyecku npuemieMoit comu coctaBiusier 15, 30, 60 wim 90 Mr B mepecdere Ha
cBOOOJHOE OCHOBaHME. B HEKOTOPBIX BapHaHTaxX peann3aluy A03UpoBka cocrasiser 15, 30, 60
win 90 mr B mepecuere Ha cBoOOAHOe ocHOBaHue CoenuHeHus 4 WM ero (papMareBTUYECKH
npUeMIeMol conu. B HEKOTOpBIX BapuaHTaxX pealu3alluid JO3UPOBKA COEIMHEHUsS WM €ro
dapManieBTHYECKH TPUEMJIEMON COJIM COCTaBysieT 15 Mr B mepecuere Ha CBOOOAHOE
OCHOBaHME.B HEKOTOpPBIX BapuaHTax pealu3aluu JO3UPOBKA COEAMHEHUs WU  €ro
dapManieBTHYECKH TIpUEMJIEMON coiu  cocTaByisier 30 Mr B mepecuere Ha CBOOOAHOE
OCHOBaHME.B HEKOTOpPBIX BapuaHTax pealu3aluu JO3UPOBKA COEAMHEHUs WIU  €ro
(apMarieBTHYECKH TIPUEMIIEMON COJI COCTaBJIsIeT 60 MI B TiepecueTe Ha CBOOOHOE OCHOBAHHE.
B HekoTOphIX BapuaHTaxX peaNn3alH J03UPOBKA COENWHEHHs] WIH ero (apMalneBTHUECKH
npuemMIIeMoi coiu coctarisieT 90 Mr B repecuere Ha CBOOOTHOE OCHOBAHHUE.

AKTUBHOE COEIUHEHHE MOXeT ObITh 3((EKTUBHBIM B IIHPOKOM AHMANA30HE 103 U
00bI4HO BBOAWTCS B (hapmarieBTHUeCKH 3P PekTUBHOM KojuuecTBe. OQHAKO ClIeyeT MOHUMATh,
9T0 (PAKTUYECKH BBOAMMOE KOJIMYECTBO COCOUHEHUS OOBIYHO ONpEAessieTCs BpadoM B
COOTBETCTBHHM C COOTBETCTBYIOLIUMH OOCTOSITENIbCTBAMHM, BKJIIOYAasl COCTOSIHHE, KOTOPOe
HEOOXOUMO JIEUNTb, BLIOPAHHBINA MyTh BBEACHUS, (PAKTHUECKH BBOAUMOE COETUHEHHE, BO3PACT,
BEC, PEAKLUI0 OTAEIbHOIO MALMEHTA, TAXKECTh CUMIITOMOB NMALIMEHTA U T.II.

JUisi IPUTOTOBJIEHUST TBEPABIX KOMIIO3ULIMMA, TAKUX KakK TaOJEeTKH, OCHOBHOUN aKTHUBHBINA

UHTPEIUEHT CMEIIUBAIOT C (apMaleBTUYECKUM HAMOJHUTENEM C OOpa3oBaHMEM TBEPIOM
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NpeBapUTEIBbHON PEeleNTyPbl KOMITIO3ULIUH, COAEpIKallledl TOMOT€HHYI0 CMECh COEIUHEHUS I10
DaHHOW 3asiBKe. IIpM CChIIKaAX Ha 5TH TPEABAPUTENbHBIE PELEeNnTypbl KOMIO3HMLUH, Kak
TOMOTE€HHbIE, AaKTHUBHBI HHIPEIUEHT OOBIYHO pPAaBHOMEPHO IUCIEPTUPOBAH IO BCeH
KOMITO3UIIMH, TaK YTO KOMITO3UIIMIO MOXKHO JIETKO pPa3felNTh Ha OAMHAKOBO 3(PQeKTHBHbIE
CTaHAAPTHBIE JIEKApPCTBEHHbIE (DOPMBI, TAKUE KaK TAOJNETKH, MUJIIOIN U KaICyJbl. DTH TBEPAbIE
npenBapUTeIbHbIE PELENTypPhbl NENST Ha CTAHAAPTHBIC JIEKAPCTBEHHbIE (POPMBI ONMHUCAHHOTO
BBILLE TUIIA, COAEp-Kalie, HanpumMep, ot okojo 0,1 1o okono 1000 Mr akTUBHOTO MHIPEIUEHTA
0 TAHHOM 3asIBKE.

TabneTky WM MHIOJIM TO JAHHOMY HM300PETEHUI0 MOTYT OBbITh MOKPBITHI 00OJIOYKOMH
WIN COCTaBJICHbI MHBIM OOpa3oM Uil MOJIYyYEHUs JIEKapCTBEHHOH (opMbl, obecreunBaromei
NPEUMYIIECTBO TMPOJOHIMPOBAHHOTO nAeiicTBusi. Hampumep, TabneTka WM THIEOJIS MOXKET
CoAep KaTh KOMIIOHEHT BHYTPEHHEH N03bl U KOMIIOHEHT BHEINHEH M03bl, IPUYEM IMOCIEIHUI
HaxomauTcss B (opme OOOJOYKM, TOKpBIBAIOUIEH mepBbii. J[Ba KOMIIOHEHTa MOTYT OBITh
pa3neNeHbl  SHTEPOCONIOOMIIBHBIM  CJIOEM, KOTOPBIA  CIOY)KHT Ui TPEAOTBPALICHUS
OE3UHTETPAlM B OKENyAKE W TO3BOJIIET BHYTPEHHEMY KOMIIOHEHTY TPOXOOUTH B
IBEHAIATUTIEPCTHYIO KHUIIKY HEMTOBPEKISHHBIM U C 3a/1€PKKOI BBICBOOOKAEHU. JIJIst TaKMX
SHTEPOCONOOMIIBHBIX CJIOEB WJIM TMOKPBITUH MOJKHO HCIIOJIb30BaTh PAa3JINYHbIE MaTEepPHAIBL,
TaKWe MaTePHAaJIbl, BKIFOYAsK PsA MOJIMMEPHBIX KHCIOT U CMECEH MOJMMEPHBIX KUCIIOT C TAKUMHU
MaTepHuajaMH, Kak IIeJUIaK, HeTWIOBbIA CIUPT U alleTaT LEJUTIOJIO3bI.

Kunkue Gopmbl, B KOTOPbIE COETUHEHNSI M KOMITO3UIINH 110 JAHHOH 3asBKE MOTYT OBbITh
BKJIFOUEHBI JJIS1 TIEPOPATBbHOIO MM WHBEKIIMOHHOTO BBEIEHHs, BKIOYAIOT BOJHBIE PACTBOPBI,
CHPOIIbI C MOAXOMASALIMM BKYCOM, BOJHBIE WJIM MAacCisHble CYCHEH3HMH M apOMaTH3UPOBAHHbBIE
SMYJIbCUHU C MUILIEBBIMU MACJIaMH, TAKUMU KaK XJIOMKOBOE MAaCJO, KYH)XXyTHO€ Maciio, KOKOCOBOE
MacJo MJIM apaXHCOBOE MACIIO, a TAK)KE SJMKCHUPBI U aHAJIOTMYHbIE (hapMaLleBTHYECKHE HECYIIHNe
CpenbL

Komno3uuuu ajisi MHramsiuu Wi UHCY(Q QALY BKIIIOYAIOT PACTBOPBI U CYyCIIEH3UH B
(apManeBTUYECKH MPUEMJIEMbIX BOAHBIX WJIM OPTaHUYECKUX PACTBOPHUTENSAX WM UX CMECSX U
nopomik. JKuakue WIM  TBEpAbIE  KOMIO3UIUU  MOTYT  COAEpPXkAaThb  MOIXOISIIUE
(apManieBTHYECKH MPUEMIIEMbIE SKCLIUITUEHTHI, KaK OMUCAHO 6biiie. B HEKOTOPBIX BapUaHTaX
peanu3anyuy KOMITO3UIMK BBOISTCS MEPOPATBbHBIM WM HA3aJbHBIM PECTIUPATOPHBIM IyTEM IS
MECTHOTO HWJIM CHCTEMHOro 3¢dexra. KoMnosnmmm MOKHO pacibuIATh C MOMOIIBI) HMHEPTHBIX
razoB PacmbuisieMble pacTBOPBI MOMKHO BIBIXaTh HETOCPEACTBEHHO W3 PACHbUIUTEIIBHOTO
yCTPONCTBA, WIIH PACTIBUISIFOIIEE YCTPOUCTBO MOKET ObITh MPUKPETIEHO K IOKPBITHEO MACKH IS
JULA WM JABIXaTeJIbHOMY amnmapary ¢ MEePUOAMYECKUM MOJIOKUTEIbHBIM  JTaBJICHHEM.
Komnosuuuu B BHAe pacTBOpa, CYCHEH3MM MIIHM TOPOIIKA MOXHO BBOAWTH INMEPOPATBHO WU
Ha3aJIbHO C TIOMOIIBI0 YCTPOMCTB, KOTOPBIE JOCTABIISIOT KOMITO3UIMIO MOIXOASIINUM 00pa3oM.

CocraBbl UI1 MECTHOTO MPUMEHEHHMs MOTYT CONIepKaThb OAWH WM Ooyiee OOBIYHBIX
HocuTeneil. B HEKOTOpPBHIX BapuaHTax peayn3alliil Ma3u MOTYT COAEpKaThb BOLY U OIUH HIIH
Oonee ruApPOPOOHBIX HOCUTENEH, BBIOPAHHBIX, HANpUMep, M3 JKUAKOro mapaduHa,

NOJMOKCUATUIICHAJIKHUIIOBOTO 3(Hpa, MPOMMIEHIIMKONS, Oenoro BaszenuHa u T.1. Komnosuuuun
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HOCHTEJISl KPEMOB MOTYT OBbITh HA OCHOBE BOZIbl B COUETAHUH C [NIMLIEPHHOM U OIHUM WK Oojiee
APYTMMH KOMITOHEHTAMH, HampuMep IHLepuHMOHOCTeaparoM, [10I-riauuepuHMoHOCTeapaT u
LEeTWICTEAPWIOBbIM  CIUPTOM. ['entum  MOryr ObIThb  COCTABJI€HBI C  HCIOJB30BAHHEM
W30MPONUJIOBOIO CIHUPTAa M BOABL, MNOAXONAIUM 00pa3soM B COYETAHUU C JPYTUMH
KOMIIOHEHTAaMH, TaKUMH KakK, HamlpuMep, DIULIEePHH, THUAPOKCHUITWILEIUNI0I03a U T.a. B
HEKOTOPBIX BAPHAHTAX PEAH3aLUU COCTABBI JI1 MECTHOTO MPUMEHEHUs COIePIKaT O MEHbIIEH
Mepe okoJio 0,1, mo menbiuel Mepe okouo 0,25, no MeHsiueit Mmepe 0koso 0,5, Mo MeHbLIeH Mepe
okoJi0 1, MO MeHblLIell Mepe OKOJIO 2 WU MO MeHblIell Mepe OkoJio 5% Mac. COeTUHEHHs 10
m3oOperennto. CoCTaBbl IJIi MECTHOTO TNPHUMEHEHUS] MOTYT OBbITh NOAXOMSALIMM 00pasom
yMaKOBaHbI B TIOOWKH, Harnpumep, o 100 r, KOTOpbie HEOOS3aTENBHO CBSA3AHBI C HHCTPYKLIUSMHU
10 JICUEHHIO BBIOPAHHOTO MOKA3aHHsI, HAITPUMEp, NCOPHUa3a WK APYTOro COCTOSHUS KOKH.

Konu4decTBO CoenMHEHUsT MIM KOMITO3ULIMHY, BBOAMMOI MaLlEeHTY, OyIeT BapbUPOBATHCSI
B 3aBUCHMOCTH OT TOTO, YTO BBOAUTCS, LIS BBEICHHS, TAKON KaK MPO(UIAKTHKA WITH TEPaIsl,
COCTOSIHUSI MALIMEHTa, Croco0a BBEEHHs U T.1. B TepaneBTHYeCKUX LesX KOMIO3ULIUA MOKHO
BBOIUThH MAIMEHTY, YK€ CTpajaromeMy 3a0oieBaHHEM, B KOJWYECTBE, JOCTATOYHOM IS
W3JICYEHHs] WK, 0 MEHbLIeH Mepe, YaCTHYHOrO KyIMHPOBaHHs CUMITOMOB 3a00JI€BaHHS U €ro
ocnoxkHeHud. DddexTuBHbIe 0361 OyayT 3aBUCETh OT OOJE3HEHHOTO COCTOSHHSI, KOTOPOE
JeYaT, a TaKkKe OT 3aKJIYEHHs JieYallero Bpaya B 3aBUCHMOCTH OT TakMX (DakToOpoB, Kak
TSDKECTh 3a00JIeBaHMsI, BO3PACT, BeC U 00IIee COCTOSHUE MAINEeHTa U TOMY TOA00HOE.

Komnosuuuy, BBOAWMBIE MALMEHTY, MOTYT ObITb B (opMme (apMaleBTHIECKUX
KOMITIO3MLIMI, ONUCAHHBIX BBIME. JTH KOMIO3ULUH MOXKHO CTEPHIM30BaTh OOBIYHBIMU
METOJAMU CTePWIM3ALMKA WM MOXHO CTepPWIM30BaTh (UIBTpOBaHHEM. BonHbIE pacTBOPHI
MOTyT OBITh YHAaKOBaHbI JJIsI MCIIOJBb30BAHHMSA KaK €CTh MM JHO(PHIN3UPOBAHBI, NPU 3TOM
TMO(GUIM3UPOBAHHBIA Tpenapar nepel BBeNeHHEeM OOBEOUHSIOT CO CTEPHJIBHBIM BOIHBIM
HocutenemM. PH mpemapatoB coemuHeHuii 00bBIYHO coctaBiser or 3 no 11, Oonee
NPEANOYTUTENILHO OT 5 10 9 u Hambosnee mnpeanoyruresbHo otr 7 no 8. IloHATHO, 4YTO
UCIIOJIb30BAHME HEKOTOPBIX K3  BBIIENEPEUUCICHHBIX HAMOJHUTENEH, HOCHTENeH WIn
cTaOUIN3aTOPOB MPUBEAET K 00pa3oBaHUIO (papMaleBTHYECKUX COJIEH.

TepaneBTudeckasi JO3MPOBKA COEIMHEHHsI MO JAHHOH 3asBKE MOXKET BapbHUPOBATHCS B
3aBUCHMOCTH, HATPUMEpP, OT KOHKPETHOTO MPUMEHEHUs, [l KOTOPOrO MPOBOIAMTCS JICUCHUE,
crniocoba BBEEHHsI COSIUHEHUs], 310POBbsl U COCTOSIHUSI TALMEHTA U CY)KICHHS O Ha3HAYEHHU
Jevamero Bpava. J{ons uiam KOHLEHTpaLHs COeIUHEHHS IO U300PETeHNIO B (hapMarieBTHIECKON
KOMITO3ULIMK MOKET BapbUPOBATHCS B 3aBUCHMOCTH OT psifia (PakTOpOB, BKIIOHYAs JO3UPOBKY,
XUMHYECKHE XapaKTepUCTHKH (Hanpumep, tuapopoOHOCTh) M NyTh BBeAeHHs. Hampuwmep,
COENMHEHUs] 1O [JaHHOMY M300peTeHHI0O MOTyT ObITb MPEACTABICHbBI B  BOJHOM
¢dusnosornueckom OydepHOM pactBope, comep:xkameM ot okono 0,1 mo okono 10% wmac./00.
COEMUHEHUs] Ul TApPEHTepPalbHOrO BBeACHMs. HeKoTOopble THUNHMYHBICE AHANA30HBI 103
NPEACTaBISIIOT cOOOH OT OKOJO 1 MKI/Kr 10 OKkosio 1 r/Kr maccel Tena B IeHb. B HEKOTOPBIX
BapHaHTaX peajn3aliy AUana30H 103 npeacrasisieT coboi ot okono 0,01 mr/kr no okono 100

MI/KI Macchl Tena B AeHb. Jl03UpOBKa, BEPOSATHO, OY/IET 3aBUCETh OT TAKUX MEPEMEHHBIX, KaK
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TUI U CTENEHb NMPOrPECCHPOBAaHUsS 3a00JeBaHMS WM HAPYLIEHUs], 00Iee COCTOSHUE 310POBbs
KOHKPETHOTO TAIMEeHTa, OTHOCHUTENbHAas Ouosorndeckas >PQPEKTUBHOCTb BBIOPAHHOTO
COEMHEHUs], COCTAaB BCIIOMOIATENIBbHOTO BEINECTBA U CIOCOO ero BBeneHus. . DPQPeKTUBHbIE
703 MOKHO 3KCTPArOIUPOBATh M3 KPUBBIX J103a-OTBET, MOJYYEHHBIX U3 i11 VilFOTECT-CHCTEM
WIIN Ha MOJIEJISAIX SKUBOTHBIX.

Komnosnuuu 1o u300peTeHHr0 MOTYT [OMOJHMTENBHO BKJIKOYATh OAMH WM Oosee
JOTOJIHUTENBbHBIX (PapMalleBTHUECKUX areHTOB, IPHUMEPbI KOTOPBIX MEPEUYHCIICHBI BBILIE,

Habopwr

JlaHHasi 3asBKa TakKe BKJIIOYAeT (hapMaleBTHUECKHE HAOOPBI, KOTOPbIE MOXHO
UCIIOJIB30BATh, HAMpPHUMEp, Ui JICUEHHUs] W/HIW TPO(IIAKTUKK CBSI3aHHBIX C LUTOKHHAMHU
3a0oneBanuii wuiau Hapymenuii, Takux kak CRS, koTopeie BKIOHYAOT OOMH wuiu Oolee
KOHTEHHEPOB, CoepKaluX (papMaLEeBTHUECKYIO KOMIIO3UIIMIO, COAEPIKALIYIO TEPaNeBTHUECKU
3¢ peKTUBHOE KOJHYECTBO OMHMCAHHOTO B JAHHOM JOKYMEHTe coeanHeHus. Takwe HaOopwI
MOTYT JOIOJIHUTENbHO BKJIIOYATh, €CIIH JKEJNATENIbHO, OOMH MKW Ooliee U3 Pa3IHMYHBIX
TPaIULMOHHBIX (hPapMaleBTHUECKIX KOMIIOHEHTOB HA0OPa, TAKUX KaK, HATPUMEP, KOHTEHHEPHI C
omHMM wWiu Oonee (apMaLEBTUUECKH TNPUEMIIEMBIMH HOCHTENSIMH, OTOJIHUTENIbHbIE
KOHTEHHEphI M T. I, 4YTO OyJeT OYeBHIHO AJIs CIELMAJFCTOB B JaHHOW obnmacTu TexHUKH. B
Ha0Op Takke MOryT OBITh BKJIIOUYEHBl WHCTPYKIHMHM B BHJE BKJIAABIIECH WM 3THKETOK C
yKa3aHHEM KOJINYECTBA BBOJMMBIX KOMIIOHEHTOB, PYKOBOACTBa MO NPUMEHEHUIO W/WIN
PYKOBOZICTBA MO CMEIIUBAHHIO KOMIIOHEHTOB.

ITPUMEPBI

N3ob6perenune Oyner onucaHo Oosiee moapoOHO Ha KOHKPETHBIX npumepax. Creayromiue
HIDKE TPUMEpPbl MNpPeUIaralTcs Uil WUIFOCTPATUBHBIX LeJiell M HUKOMM 00pasoM He
npenHasHa4YeHbl Uil OrpaHuueHus nszoOpereHus. CrnenuaaucTsl B JAaHHOH OONAacTH JIETKO
PacCHO3HAIOT MHOXKECTBO HEKPHUTHYECKUX IapaMeTpOB, KOTOPbIE MOTYT OBITb M3MEHEHbI HIIH
MOAU(ULMPOBAHBI AJIS TIOTYYEHUS TPAKTHUECKH TEX JK€ PE3yJIbTaTOB.

Ipumep A. Ananu3 kunassl JAK in vitro

WUuruburopsr JAK1, KOTOpblE MOXKHO HCHOJB30BATH AJISL JIeUeHUs] 3a00JIEBAaHUI WM
HAPYLICHUH, CBSI3aHHBIX C LUTOKMHAMH, TECTHPYIOT HAa WHTUOMPYIOLIYI akTUBHOCTb JAK-
MHIIEHEeH COrJIACHO CIEAyIOLIeMy aHanmu3y in vitro, onucannomy B Park ef al., Analytical
Biochemistry 1999, 269, 94-104. Karamutudeckue nomennl JAK1 uenoseka (a.0. 837-1142),
JAK2 (a.0. 828-1132) u JAK3 (a.0. 781-1124) ¢ N-koHueBoii Mmetkoii His skcrpeccupyrores ¢
UCTIONIb30BAaHNEM OaKyJOBHpyCa B KJIETKAX HACEKOMbIX W OYHMINAOTCA. KaTaiuTuueckyro
aktuBHOCTh JAK1, JAK2 unu JAK3 ananmusupoBanu myTeMm m3MepeHHs (ochOopHInpOBaHUs
OuoTnHMIMPOBaHHOTO TenTuaa. PochOopUIMPOBAHHBIA MENTHA AETEKTHPOBAIH C IOMOIIBIO
romoreHHon ¢Quyopecuenunu ¢ BpemeHHbIM paspemeHueM (HTRF). ICso coenunenwmii
U3MEPSIETCS TSI KaXKIOM KHUHA3bl B peakiuax 00beMoM 40 MK, KOTOpBIE comepkar (pepMeHT,
AT® u 500 sM nentun B 50 MM Tpuc (pH 7,8) Oydepe ¢ 100 MM NaCl, 5 vM DTT u 0,1
mr/mi (0,01%). BSA. lnsa 1 MM usmepenutii ICso konuentpamus AT® B peakusix coctapisier 1

MM. Peakuuu npoBOAST IpH KOMHATHOM TeMIeparype B TeueHue 1 daca, a 3areMm
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ocraHaBiuBaroT ¢ momouneio 20 Mk 45 MM EDTA, 300 uM SA-APC, 6 aM Eu-Py20 B Oydepe
ans aHamm3a (Perkin Elmer, Bocton, Maccauycerc) Cpsi3pIBaHHE C AHTUTENIOM, MEUEHHBIM
esponuem, npoucxoaut B TeueHue 40 munyT, u curHan HTRF u3mepsroT Ha ruaHmer-puaepe
Fusion (Perkin Elmer, Bbocton, Maccauycerc). Coemunenuss B Tabmune 1 Obumn
NPOTECTUPOBAHBI B TOM aHaJIM3€e, U ObUIO MOKa3aHO, YTO OHU umeroT 3HaueHust ICso B Tabmuue
1.

IIpumep b. Uccnenosanue 6e3onacHocTu U 3¢dexTnBHOCTH HHruOuTOpoB JAKI1
u/uau JAK2 y cy0beKTOB ¢ yMEpPEeHHbIM H TSKeJIbIM THOHHBIM FHAPAJEHUTOM

PannomMusupoBaHHOE [BOMHOE clernoe Ianedo-KOHTPOINPYEMOe MHOTOLIEHTPOBOE
HCCJIEIOBAHNE MPOBOAMUTCS C y4aCTHEM MY>KUYMH U JKEHIIUH B Bo3pacTe 18-75 nmer ¢ rHOMHBIM
ruapageHuToM ot ymepenHoil (cramust Xepnu II) no Tsoxenon (crapust Xepnu III) rHoitHOTO
T'UApAZICHNUTA B TE€UCHUE HE MeHee 6 MecsieB | cranus Xepnu cBszaHa ¢ oOpa3oBaHueM abcrecca
(eAMHMYHOTO WM MHOXKECTBEHHOTO) 0€3 CHHYCOBBIX X0#0B U pyOnesanus. Il cragms Xepu
CBsI3aHA C pEeHUAUBHPYIOIMUMH adcueccaMu ¢ OOpa3oOBaHMEM TPAKTOB M pPyOLEBaHUEM;
OJIMHOYHbIE WJIM MHOXECTBEHHbIE, IIUPOKO pasjeneHHble nopaxkeHus. Cragus Xepnu 11
ces3aHa ¢ aAupdy3HbIM Mo nodytH  IUGPY3HBIM MOPAKEHHEM WM MHOXKECTBEHHBIMHU
B3aMMOCBSI3aHHBIMU TPAKTaMH U abcLieccamMy 1o Beelt o0nacTi. YUaCTHUKH UCCIIENOBAHMS ObLTH
paHAOMU3MpPOBaHbI Ha S rpynmn (okoso 50 yyacTHUKOB B rpymre) u nonydanu 15, 30, 60 wim 90
mr uHruouropa JAK1 wwmm JAK2 (Hampumep, pykconutuHuOa, CoenuHeHus 4 Wi
Coenunenus 5, mubo mux ¢apMaLeBTHUECKH NMpueMieMoil conu) miu mianedo. Ha 16 nenene
(mepBUYHAas KOHEYHAasl TOYKA) YYACTHUKOB TIPyMIbl IUIALe00 MOBTOPHO PAHIOMHU3HUPYIOT B
pPaBHOM CTENEHU B IPYIIIbI AKTUBHOIO JIEYEHUs1 B T€YeHUE 8 Henenb. JIBOMHOM CIenol MeTox
noxnepxuBaercs. [lepBUYHON KOHEYHOH TOYKOH SBJISIETCSl 1ONS CYyOBEKTOB, IOCTHIIIUX
KIMHUUeckoro orsera Ha rHoWHbId ruapaneHut (HiSCR - Hidradenitis Suppurativa Clinical
Response) Ha 16 Henene.

Bropuunbie koHewHbIe TOUKH BKIIOUArOT (1) momo cyosekroB ¢ HiSCR mo cpaBHeHwHo ¢
UCXOIHBIM YPOBHEM IPH KAKAOM MOcemeHnH; (2) I00 CyObeKTOB, Y KOTOPBIX KOJHYECTBO
abcuieccoB U BocmanuTeNbHbIX y3710B (AN) coctaBisier oT 0 10 2 MpU Ka>kKIOM TOCELICHHH,
(3)cpenHee OTKIOHEHHE OT HCXOJHOTO YPOBHS YHCIIOBOW wMiKambl oueHku Oomu HS1) mpu
KaXIoM mocemeHuy;, (4) msmeHenne moampuiupoBaHHOH mkansl Capropuyca Ha 16 u 24
Henene, (5) N3MeHeHHe KOIMYECTBA IPEHUPYIOIIHNX CBUIIEH MPU KaKAOM MOCEIIeHUH; (6)I0Ir0
CyOBEKTOB, KOTOPBIM TpeOyeTCsl pe3epBHOE JIeUeHNE MOopakeHUH 10 24 Henenw; (7) KOJIMYECTBO
SMHU30/I0B BOCCTAHOBUTEJIHOTO JIEUEHUs MopakeHuil 1o 24 nenenu, (8) momynsunonnyro @K
uaruouropa JAK1 wwumm JAK2 (Hanpumep, KaKyIIUiCs KIHPEHC, KaXyIIUHACS 00beM
pacnpenenenusi), (9) 0e30MacHOCTP W MEPEHOCUMOCTb, OLCHEHHYI) IyTeM MOHHTOPHHIA
YaCTOThI, MPOJOJDKUTENBHOCTH U TskecT HA, dpusndgeckoro ocMorpa, nmokasaTteseil JKH3HEHHO
BAXHBIX (yHKIUI u 1a0OpaTOPHBIX MAHHBIX Il TE€MAaTOJNOTMH, XHUMHYECKOrO aHaIu3a
CBIBOPOTKH M aHanu3a Moud; (10) oLeHKy n3MeHeHHs MHIEKCA KauecTBa KM3HHU AEPMATOJIOTHH
(DLQI - Dermatology Quality of Life Index), (11) u3smeHeHue TspkecTH 3a00J€BaHUS IO

CPaBHEHHUIO ¢ UCXOAHBIM ypoBHeM 1o mikaje [HS43 npu kaxkgom nocemenny;, (12) nsmeHeHune
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OLIEHKHU Ka4yecTBa XU3HHU ¢ THOMHBIM ruzapaneHuToM (HiISQOL - hidradenitis suppurativa quality
of life) mpm kaxxmoM mocemieHMH NO CPAaBHEHHIO C HCXOAHBIM ypoBHeM, u (13) oueHky
3aBHCHMOCTH «J103a/BO3JEHCTBUE-OTBET» HAa NMPOLIEHTHOE M3MEHEHHE OT HMCXOAHOTO YPOBHS C
TOYKHU 3pEHUsI KOHEUHBIX TOUEK 3P (HEKTUBHOCTH U O€30MaCHOCTH B TE€UEHUE TTEPHOAOB JICUEHHUS.

HiSCR omnpenensiercs kak yMeHbIIEHHE Kak MUHIMYM Ha 50% konmuecTBa abCcLeccoB u
BOCHanUTeNbHBIX y3J10B (AN - abscess and inflammatory nodule) Ge3 yBennueHust Konu4ecTsa
aOCIIeCCOB M OTCYTCTBHUSI YBEJIMYEHUsI KOJUYECTBA NPEHUPYIOIIMX CBUINEH Ha 16 Hemene 1o
CPAaBHEHHIO C UCXOJIHBIM ypOBHEM). UHCJIOBas IIKaja OLEHKH OOJIM MCIONb3YeTCs ISl OLEHKH
HaUXyAIIeH KOKHOM M CpenHed KoxKHOHW Oomu wu3-3a HS. OueHkun mo ABYyM MyHKTam
BapbupytoTcsi or 0 (orcyTcTBue KoKHOW Oonu) mo 10 (kokHast 0OJb HACTOJNBKO CHIIBbHA,
HACKOJBKO BBl MoOxeTe cebe mnpenctaButb). OLEHKH 3aNHMCHIBAIOTCS YYACTHHKAMH B
€XEIHEBHbIM JHEBHUK I€pe]l CHOM U OCHOBAHBbI HA NEPHUOJE€ BOCIIOMUHAHUN «3a nociaeanue 24
yacay. MoauduuuposanHas mkaiga Capropuyca HCIOIB3YETCs AT KOJWYECTBEHHON OLIEHKH
crenenn Tspkectn HS. bamnmer mpucykparorcst 3a 12 oOmacteit Tenma (neBas u mpasast
NOAMBIIIEYHAsT BIAIWHA, JieBash W mpasas cyO/mHppamMamMmapHble 00JacTH, MeEKMaMMapHas
o0yacThb, JIeBast ¥ IpaBasi sITOULIbL, JIEBasl U MpaBasi IaXxOBO-OeIPEHHBIEC CKIIA/IKH, NTepUaHaIbHAS
o0acth, 00JacTh MPOMENKHOCTH W IPyrHe). Oaibl HAYHUCISIOTCS 3a y3eslok (mo 2 Oamna);
abcueccol (4 Gamna), cumm (4 Oamna), mpam (1 Gamr); u HanOoONbIIEe PACCTOSTHUE MEKIY
IBYMS TIOBpEXKACHUSIMH (2-6 Oanios, 0, ecinu MOBPEXKISHUH HET);, U pa3AelieHbl JIU MOPAKEHUs
HOpMaJIbHOHN Koxkel (ma - O Oamsos; HeT - 6 Gannos). OOmas mwkana Capropuyca MpencTaBiseT
coboit cymmy 12 permoHanbHbIX OoLeHOK. CriacaTenbHas Tepanusl MpU MOPAKEHUHU: B CIyYae,
€cl OCTpO OOJIE3HEHHOE MOopakeHHe TpeOyeT HEeMENJICHHOIO BMEINATeNbCTBA, BPAYM MOTYT
NPOBECTU CIacaTesbHble BMELIATENbCTBA. PaspeleHsl TOJNBKO ABa Tuna BMemmaTenbcTs: (1)
MHBEKLUS CYCIEH3UH TPUAMIIMHOJIOHA alleTOHUA BHYTPU ovara nopaxeHus (scero 1o 30 mr 3a
OIHO TocelieHue) u/unu (2) paspes U ApeHHpoBaHHE. BMemaTenbCcTBO MOXET HMPOBOAUTHCS
MAaKCHMyM Ha JABYX Pa3HbIX MOPAKEHUAX 3a ONHO TOCEIIEHHWE WJIM HAa OJHOM U TOM 3Ke
NOPAKEHUH TPU IBYX PA3HBIX MOCEIIEHHUSX st uccienoBanus. OIHO M TO K€ MOpaXKEHUE
HeNb3s JICYUTh JBa pa3a 3a OmHO mnocemenue. Ecam cyOwekty TpeOyercs Oosnee AByX
BMEIIATEJbCTB 10 16 Hemenaw, ero MCKIIOYAIT W3 HMCCIeNOBaHUs. MeKayHapoaHas chcTeMa
OLIEHKH TsDKECTH cynmyparuBHoro runpanenuta (IHS4): IH4 (Gamisl) = (KOJTUYECTBO y3€JIKOB X
1) + (kommuecTBO abcreccoB X 2) + (KOJUUECTBO APEHAKHBIX TYHHENEH [cBUIei/masyx]| x 4).
Jlerkas HS: <3 Gamnos; Ymepennsbiit HS: 4-10 6annos; Tsoxenast HS: >11 6annos.

Uccnenyemoe nedenne 1 (akTHUBHOE) BKIIIOYAET MEPOPANbHYIO TabJIETKY, CONEPIKALIYIO
15 wmr 4-[3-(umanomermn)-3-(3',5'-gumerun-1H, 1'H-4,4'-6unmpason-1-um)azernans- 1 -un|-2,5-
mdrop-N-[(15)-2,2,2-tpudTop-1-meTrnsTri |OeH3amun. YPOBHH TO3UPOBKU BKIKOYAOT 15 Mr
(1 Tabnetka), 30 mr (2 Tabnetkn), 60 mr (4 Tabnerkn) u 90 mr (6 Tabnerok). Mccnenyemoe
neyenune 2 (manedo) BKIIIOYAET NepopajbHble TaOMETKH manedo.

OO6pasubl kpoBU [l m3MepeHus: koHmeHtpaumii mHruoOutopa JAK1 w/mmu JAK2 B
wia3me OepyTcst B MOMEHTBI BPEMEHH, 1Mo KpaliHeil mepe, Ha 2, 12, 16, 20 u 24 Henene A0 u

HoCJie BBEIEHHS MCCJIElyeMOro npemnapara A0 pueMa f03bl, yepe3 | yac nocie npuemMa 103bl U



42

yepe3 2-5 4acoB Iocje BBeAEHHUs A03bl. IIpu mpekaeBpeMEeHHOM BU3UTE IJIsl OTMEHBI, €CIH
CYOBEKTBI MPEKPALIAIOT JICUeHUE 10 8 HeAeNd, eClii 3TO BO3MOXKHO, cobmparor obpaszerr PK.
Taxoke 3anchIBaeTCs 1aTa/BpeMs MOCIETHErO MPEAbIAYIIEero BBEEHNS 10351

Tectr! Ha npeBocxoacTeo unruouropa JAK1 n/ummu JAK2 B noze 90, 60, 30 u 15 mr no
CpaBHEHHIO C Manebo MPOBONAT C MCHOJBb30BAaHMEM mpoueaypel XoxOepra mpu obuiem
aBycropoHHeM ypoBHe 0=0,05. CpaBHeHHe MeXAy KaXXJOH aKTMBHOW rpynmnoi u mianedo Ha 16
HeJleJIe BBIMOJIHAETCS ¢ MOMOLIBIO JIOTHCTUYEeCKON perpeccuu. IIpu Bcex ypOBHSX 103 TECTHI HA
NPEBOCXOACTBO 3HaYMMBbI (Hampumep, Ha 10%, 20%, 30%, 40% wnu 50% ynyumenne HiSCR
(KnuHuyeckuii OTBET HAa THOWHBIM THIPANEHUT)) U JEMOHCTPUPYIOT 3(PPEeKTUBHOCTD
uaruouropa JAK1 w/vmm JAK2 nnst neyenust HS. TecTsl MOKa3bIBalOT yMEHBLICHUE KOJINYECTBA
y3€JIKOB ¥ HeMeHblIel 3(h(HeKTUBHOCTH/TIPEBOCXOCTBA IO CPABHEHHIO ¢ TLIanedo.

Bce BrOpuuHBIE U HCClenOBaTeNbCKHE Mepbl 3((EKTUBHOCTH OLIEHUBAKOTCS C
UCIIOJIB30BAHMEM  OIHCATENbHON CTaTUCTUKH. JlaHHbIE O KIMHHYECKOW 0€30macHOCTH
(mokazaTenu  JKU3HENEATEIBHOCTH, CTaHAAapTHbIE JabopaTopHble aHamu3el u  HA)
AHAJIM3UPYIOTCSL C HCIOJNb30BAHMEM OIUCATENbHON cTraTucTUkU. OnpenessitoT B3aUMOCBS3b
«Bo3zaeiicreue-otBeT» (E-R - "Exposure-response") mexny PK-sxcnosunmsMu muiasMeHHOTO
uaruouropa JAK1 w/umu JAK2 u nanaeiMu 3¢gdexruBHocTH/Oe30macHOCTH. [IpoMexyTOUHBIH
aHaJIN3 U1 OLIEHKU PEaKLUH Ha JICUCHHE U OOJIerYeHHsl TUNIAHUPOBAHUS OYAYINNX MCCIIEIOBAHUII
NPOBOAMTCS, KOTJA MO KpalHeil Mepe MOJOBHHA PAHJOMU3HPOBAHHBIX CYOBEKTOB AOCTUraer 16
HeZleNu.

IIpumep C. DIxcnpeccusi sIHyC-KMHAa3bl B KEPATHHOLMTAX, HHAYLHPOBAHHAS
HHTeppepoHOM-raMMa H  (AKTOPOM HEKpo3a omyxoJed-aabga H MNocCjeayrmas
NPOAYKLHUSI MEAHATOPOB BOCNIAJIEHHSA

TpanchopmupoBanHbie KiIeTku kepaTuHoUuTOB denoBeka (HaCaT) Obutn mpuoOpeTeHbl
y AddexBio (kat. Ne T0020001) u xysnpruBHpoBaHbl B ONTUMHM3HpPOBaHHOW cpene Hria,
moauduumposanHon JlynbOekko (AddexBio, xar. Ne (C0003-02) ¢ nobasnenuem 10%
¢deranpHON Obrubeit  chiBOpoTkH (Hyclone, xar. Ne 16140-071) wu 1x IleHnumsiuH
/CtpentomuuuH  (Gibco, kar. Ne 15140-122). Korma «knerku pgocturnu  80-90%
KOH(IIOAHTHOCTH, MX TpoMbiBas 1x DPBS, 3arem otaensiin oT Konb Ui TKAHEBBIX KYJIBTYP
nyteMm uHkyOaruu ¢ 0,25% tpuncurom (Gibco, kar. Ne 25200-056) B TeueHue 3-5 MUHYT NpH
37°C/5%CO;. K TpUNCHHU3UPOBAHHBIM KJIETKAM JOOABISUTH Cpeny MJisl KyJIbTUBHPOBAHUS
KJIETOK, 3aTEM CYCIIEH3HIO KJIIETOK NMEPEHOCHIIN B CTEPHIIbHYIO LIEHTPUPYKHYIO MTPoOHpKy Ha 15
M ans ueHtpudyrupoBanust B TedeHue 10 mMuHyT co ckopocteio 1300 o6/muH. Cpeny,
COJepsKalllyl0 TPUIICHH, OTCachlBalldi H3 OCaAKa KJIETOK, a 3aTeéM OCaJOK IOBTOPHO
cycreHaupoBaiu B 10 mu cpenbl s KyJbTUBUPOBaHMUs KJeTOK. KieTku mopcuuTeiBaiu C
HCIIOJIb30BAaHUEM aBTOMAaTHUeCKOoro cuerunka kieTok Countess II, 3aTrem BwiceBamu B 24-
JlyHOUHBIE TJIaHIIETHI, 00paboTaHHbIE KyJIbTYPOil TKaHH, IPH KOHIEHTpauuu 4 x 10*kieTok/ma
u nHKyOupoBamu B TeueHue 48 uacos mpu 37°C/5%CO;. Uepes 48 vacoB cpeny yaalsiu u
3ameHs S00 MKJI cpebl ISl KYyJBTUBHPOBAHUS KJIETOK MJIM KOMOMHHPOBAHHOM CTUMYJISILIUU

PEKOMOMHAHTHBIM uenoBeueckuM ramma-uHteppeponom (R&D Systems, Katamor Ne 285-IF-
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100) u pekomMOMHAHTHBIM (PakTOpOM Hekpo3a omyxonu denoBeka aibpa (R&D Systems,
Karanor Ne 210-TA-020). Knerkm HaCaT, o0paGoraHHble KOMOMHATOPHOW LWUTOKHHOBOW
CTUMYJISILIFEH, 0OpabaThiBaii B KOHEUHBbIX KOHLEeHTpauusx 10 uHr/mu, 25 Hr/mi, 50 HI/MI win
100 Hr/mn xaxpgoro uurokuHa. OOpaOoTaHHbIE IUIAHLIETHI MEPEMELINBAIN OCTOPOXKHBIM
BCTpsIXMBaHHEM B TeueHue 30 CekyHA, 3areM MHKyOMpOBaqM B TedyeHue 24 4acoB IpHU
37°C/5%CO;. B koHIe 24-4acoBoil MHKyOALIUH Cpeny HEMEIJICHHO yIAJSUTN ¢ KaXKI0H YallKH.

PHK sBbimensnn u3 kierok HaCaT ¢ ucnonb3oBaHHEM pPEareHTOB U IPOTOKOJIOB
QuantiGene Plex Assay (Affymetrix, kat. Ne QGP-232-M18042302). Knetku npombiBamu 1x
DPBS, 3zareM nu3upoBaju MyTeM HWHKyOAalMU C MPEeNOCTaBJICHHbIM OydepoM sl JIU3uca
QuantiGene B Teuenne 30 munyt npu 50-55 °C. JIuzaTs! Ki1eTok HHKyOUpoBanu B Teuenue 18-24
yacoB mpu S55°C ¢ ynaBIMBAIOIIMMU TpaHyJlaMd M HaOOpPOM 30HIOB, pa3padOTaHHBIM IS
cneundunueckoit rudbpunnzanun ¢ MPHK u3 npencrasnsromux uaTepec mummeHei. [lanens u3 32
NPEACTAaBISIIOIIUX MHTEpEC MMILEHEH BKJIOYana I'eHbl JOMAIIHEro XO035HCTBA, HCIOJb3yeMble
U1l HopManu3auuu pes3ynbraTos. [Tocne 18-24-yacoBol MHKyOAMu CUTHAN aMIUTH(GHULIIHPOBAIN
C uCnojab30oBaHMEM MeToauk passeTsiaeHHo JIHK B coorsBercTBMM ¢ mpouenypamu
npousBoautenss (Affymetrix, Ne B xaramore QGP-232-M18042302). Ilocne craawmii
THOPUIN3AIMHA W TPOMBIBKH aHAIUTUYECKUH TUTaHIeT cuuThiBaiu Ha Luminex 200 u naHHbIE
BBIPAKAINM KaK YHUCTYKO CPEOHIO HMHTEHCHBHOCTH (DIyOpecHeHUUH. 3aTeM aHHbIE ObLIH
HOPMAaJIM30BaHbl 1O YHCTOM CpefHeH WHTEHCUBHOCTH (DIyOpPECUEHIMH TI'e€Ha JOMAIIHEero
xo3siiictea HPRT1 (Tabmuma 2).

Tadmuua 2. Crumyasinus kepatuHouutos 4denoseka TNFo um IFNy maayuupyer

nyTb JAK/STAT u npoBocnanuTteabHble IUTOKHUHDBI

I'en Jleuenue MFI? P-BeJIHYHHA
Hecywmas cpena 126,7 £ 6,55 -
10 ar/mn TNFo/IFNy 178,19 + 3,41 <0,0001

JAK1 25 ur/mn TNFo/IFNy 195,02 + 3,47 <0,0001
50 ur/mn TNFo/IFNy 198,23 £2,52 <0,0001
100 ur/ma TNFo/IFNy 207,34 + 3,91 <0,0001
Hecymas cpena 21,7+ 0,53 -
10 ar/mn TNFo/IFNy 154,13 £11,65 <0,0001

JAK?2 25 ur/ma TNFo/IFNy 174,07 + 12,34 <0,0001
50 ur/mn TNFo/IFNy 180,71 £ 13,63 <0,0001
100 ar/mn TNFo/IFNy 187,94 £ 13,12 <0,0001
Hecymas cpena 0,1+0,02 -

TAKS 10 ar/mn TNFo/IFNy 0,16 + 0,05 0,8111
25 ur/ma TNFo/IFNy 0,18+ 0,05 0,596
50 ar/mn TNFo/IFNy 0,33 +£0,06 0,0082
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100 ar/ma TNFo/IFNy 0,28 0,06 0,0532
Hecymas cpena 167,84+ 225 -
10 ar/mn TNFo/IFNy 240,49+ 4,4 <0,0001
TYK2 25 ur/mn TNFo/IFNy 250,15+ 3,41 <0,0001
50 ur/mn TNFao/IFNy 257,24 + 3,55 <0,0001
100 ur/ma TNFo/IFNy 265,37+ 3,1 <0,0001
Hecywas cpena 484,33 £4,52 -
10 mr/mn TNFo/IFNy 3834,09 + 65,62 <0,0001
STATI 25 ar/mn TNFo/IFNy 3935,51 £ 66,15 <0,0001
50 ur/mn TNFo/IFNy 3943.03 + 63,05 <0,0001
100 ar/ma TNFo/IFNy 4136,09 £ 67,06 <0,0001
Hecymas cpena 606,76 = 11,51 -
10 ar/mn TNFo/IFNy 1561,14 + 40,35 <0,0001
STATS3 25 ur/ma TNFo/IFNy 1652,97 £ 39,53 <0,0001
50 ur/mn TNFo/IFNy 1666,52 + 52,15 <0,0001
100 ar/ma TNFo/IFNy 1742,81 + 38,26 <0,0001
Hecymas cpena 227+0,12 -
10 ar/mi TNFo/IFNy 3,78+ 0,22 <0,0001
STAT4 25 ar/mn TNFo/IFNy 3,84+ 0,23 <0,0001
50 ur/mn TNFao/IFNy 3,72+ 0,25 <0,0001
100 ur/ma TNFo/IFNy 3,61 £0,28 0,0003
Hecymas cpena 1,03+ 0,1 -
10 ar/mn TNFo/IFNy 26,06 + 3,1 <0,0001
STATSA 25 ar/mn TNFo/IFNy 28,58 £3,23 <0,0001
50 ar/mn TNFo/IFNy 31,01 +3,37 <0,0001
100 ar/ma TNFo/IFNy 29,61 +291 <0,0001
Hecymas cpena 626,95+ 22 -
10 ar/mn TNFo/IFNy 1010,38 + 14,28 <0,0001
STAT6 25 ur/ma TNFo/IFNy 104497 £ 12,71 <0,0001
50 ur/mn TNFo/IFNy 1039,59 £ 10,5 <0,0001
100 ar/ma TNFo/IFNy 1059,01 + 13,45 <0,0001
Hecymas cpena 156,9+ 1,89 -
IL1A 10 ar/mn TNFo/IFNy 1786,44 + 31,13 <0,0001
25 ar/mn TNFo/IFNy 2135,03 £ 66,58 <0,0001
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50 ur/mn TNFo/IFNy 2256,89 + 90,79 <0,0001

100 ur/man TNFo/IFNy 2459,6 + 106,2 <0,0001

Hecywmas cpena 5,89£0,19 -

10 ar/mn TNFo/IFNy 311,31 + 38,81 0,0002
IL6 25 ur/ma TNFo/IFNy 410,93 £ 52,93 <0,0001

50 ur/mn TNFo/IFNy 464,27 £ 61,46 <0,0001

100 ur/ma TNFo/IFNy 519,31 + 68,04 <0,0001
?JlaHHbIE IPECTABIICHBI KaK CpeiHee 3HaueHue + cranaapTHas omudka (SEM)

[IpencraBnsirornue WHTEpEC OENKU-MUIIEHH B  cpeae ObutM  OOHApYXKeHBI H
KOJIMYECTBEHHO  ONpPEAENIEHbl C  HCIOJb30BAHUEM PEAreHTOB W NPOTOKOJIOB  IJIs
MYJIBTUIUIEKCHOTO mMMyHOaHanu3a ProCarta (Invitrogen, katanoxabiii Homep EPX450-12171-
901). Cpeny wuHKYOHMpOBaNmM ¢ TpaHyJaMd, KOHBIOTHPOBAHHBIMH C  aHTHTEJIAMH,
NpEeNHA3HAYCHHbIMH JUI  CBSI3bIBAHUS C OIUTONAMH KOHKPETHBIX OJKOB-MUINEHEH |
UIEeHTH(QUKAIUN CBA3aHHOTO OeJika IO XapaKTePHOMY CHEKTPAJIbHOMY PHUCYHKY TIpaHyJL
bunoTuHMINpOBaHHBIE [OETEKTUPYIOLUE AHTUTENA, NPEIHA3HAYEHHBbIE M CBSI3bIBAHHUA C
Pa3HBIMH 3MUTONAMHU OJHHX U TeX ke OenkoB-MuineHeHd, u crpentaBuanH-PE nobasnsroT B
AHAJUTUYECKHUE TUIAHINETHl JJIs1 KOJMYECTBEHHOIO OIpPENEeNeHHs] KOJIMYeCTBa OelKa-MHUIIEHH.
IInanmers! nis aHanmu3a cuuThiBaaM Ha Luminex 200, W maHHbIE BBIPAXKATH KaK YUCTYIO
CPEIHIOI0 HMHTEHCHBHOCTH (pyiyopecreHuny. 3HAueHUs YUCTOW MEIMAHHOW HHTEHCHBHOCTH
bayopecueHIUN Uil CTaHJAPTHOW KPUBOM AaHTUIEHA, IOCTPOCHHONW B COOTBETCTBHUHU C
npouenypamu npoussoautens (Invitrogen, kat. Ne EPX450-12171-901), Hanocunu Ha rpaduk B
3aBUCUMOCTH OT OKMJAE€MBbIX KOHLIEHTpaLuil s KaKAOro ctanaapra. KoHueHnTpauus kaxmuoro
Oenka HKCTPAToNNpPOBAIACh U3 CTAHAAPTHON KPUBOM aHTHI€HA, M KOHIIEHTPALIMU BbIPAXKAIIICH B
rr/mi (Tabnuua 3).

Tabmuua 3. Crumyasinus keparuHouutos 4denoseka TNFo um IFNy unaynupyer

NMPOAYKIHIO NPOBOCHAJIUTEJIbHBIX HUTOKHHOB

benox Jleuenue nr/mr? P
BECJIMYHUHA
Hecymas cpena 0,37+ 0,05 -
10 ur/mn TNFo/IFNy 13,22+ 1,24 <0,0001
IL-1a 25 ur/mn TNFao/IFNy 15,12+ 1,48 <0,0001
50 ar/mn TNFo/IFNy 14,74 + 1,45 <0,0001
100 ar/mn TNFo/IFNy 13,64 + 1,29 <0,0001
Hecymas cpena 72,86 £ 9,77 -
10 ur/min TNFo/IFNy 2012,1 £337,23 0,0001
o 25 ur/mn TNFo/IFNy 2329,01 +£384,78 <0,0001
50 ur/mn TNFo/IFNy 2208,6 + 370,81 <0,0001
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100 ar/mn TNFo/IFNy 1889,75 + 298,39 0,0004
Hecymas cpena 16,61 £ 1,6 -
10 ar/mn TNFo/IFNy 3275,51 +£ 174,48 <0,0001
IP-10 25 ar/mn TNFo/IFNy 324328 + 178,41 <0,0001
50 ar/mn TNFo/IFNy 3209,56 + 211,43 <0,0001
100 ur/mn TNFo/IFNy 2978.45 £ 167,27 <0,0001
Hecymas cpena 7,47+ 1,13 -
10 ar/mn TNFo/IFNy 525,75 £ 87,5 <0,0001
MIPla 25 ur/mn TNFo/IFNy 546,69 + 92,35 <0,0001
50 ur/mn TNFo/IFNy 531,55 +91,88 <0,0001
100 ar/mn TNFo/IFNy 409,14 + 60,62 0,0012
Hecymas cpena 11,78 £ 1,41 -
10 ur/mn TNFo/IFNy 126,13 £5,15 <0,0001
RANTES 25 ur/mn TNFo/IFNy 127,73 £2.8 <0,0001
50 ur/mn TNFo/IFNy 119,95 £ 4,67 <0,0001
100 ar/mn TNFo/IFNy 103,48 +£7,09 <0,0001

?JlaHHBIE IPECTABIICHBI KaK CpeiHee 3HaueHne + cranaapTHas omubdka (SEM)

IIpumep D. MWHruOuTOpbl SAHYC-KHHA3BI MeEIIAIOT HHTepdepoH-raMMa H
BOCNIAJICHHIO, OTIOCPEIOBAHHOMY HEKPO30M ONYXO0.JIH-aJb(}a, B KEPATHHOLHTAX.

TpancdopmupoBansble KieTkn keparuHoumToB denoseka (HaCaT) Opuin mpuoOpereHsl
y AddexBio (kat. Ne T0020001) u xynasTuBHpOBaHbI, kak yka3aHo B IIpumepe C. Uetwipe
COETMHEHMSI A-D (A: PYKCOJIIUTUHHO, B: UTALIUTUHHO ({1-{1-[3-pTOp-2-
(TpudropmeT)M30HUKOTUHOW |uniepuanH-4-1min § -3 [4-(7TH-muppono|[ 2,3 -d Jrupumunia-4-mn)-
IH-nupaszon-1-mnlazernaun-3-un janeronutpuwn), C:  4-[3-(umanomernn)-3-(3',5'-numeTnn-
1H,1'H-4,4'6unupazon- 1-un)azetuaus- 1 -un-2,5-nudrop-N-[(1S)-2,2, 2-rpudrop-1-
metwTI|6ersamun, D: ((2R,5S)-5-{2-[(1R)-1-ruapokcustuin]-1H-umunazo[4,5-d]tueno| 3,2-
b]mupunun-1-un}rerparunpo-2H-upan-2-mn)aneronutpr) Obut BocctaHoBIeHB B JIMCO,
3aTeM Kak[0e COeMHEHUE ObUIO CEPUIHHO pa30aBIeHO CPENOH Ui KyJIbTUBUPOBAHHS KJIETOK 110
koHueHntpauui 400 M, 200 sM, 100 BM u 50 HM. Uepes 48 wyacoB cpeny s
KyJbTUBUPOBAHHUS KJIETOK YAAISUIM U3 24-JTyHOUYHBIX IJIAHIIETOB U 3aMeHsuin 250 MKIJ Cpensbl,
cofieprKaleil CepUitHO pa3BeIeHHOE JIEKAPCTBO, 3aTeéM MHKYOUPOBAJIH B TeYeHUE 15 MUHYT mpH
37°C/5%CO0O;. ITocne uHkyOauuu JIEKAPCTBEHHOTO CPENCTBA B IUIAHIIETHI MOOABISIN 250 MK
KOMOMHATOPHOW CTHMYJISILIMY, COAEp Kalell pPEeKOMOMHAHTHBIN 4YeloBeuecKuil HHTephepoH
ramma (R&D Systems, kat. Ne 285-IF-100) u pexoMOuHaHTHBIA (PAKTOp HEKPO3a OIMYXOJH
yenopeka anmbpa (R&D Systems, kar. Ne 210-TA-020). KoneuHass KOHIEHTpaIHs
PEKOMOMHAHTHOTO YEJIOBEUECKOro MHTep(epoHa raMma U peKOMOMHAHTHOrO (pakTopa HEKpo3a

OITyXOJIH YeJIOBeKa ajib(ha COCTaBIsIA 25 HI/MIT KaXI0ro HUTOKUHA. [IUTOKMHOBAST CTHMYJISILIVS,
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nobaBneHHass B JIYHKH, COAEpIKallNe JIEKAPCTBEHHOE CPEACTBO, JAOBOIMIA KOHEYHbBIE
KOHIIEHTPALHU JJIsl Kaxaoi oOpabotku sekapctBoMm Ao 25 M, 50 M, 100 HM u 200 M.
OO0paOoTaHHbBIE TUTAHIIETHI TEPEMEIINBAIN OCTOPOKHBIM BCTPAXUBAHUEM B TedeHue 30 CeKyH[,
3areM UHKyOmpoBanu B TedueHue 24 dvacoB npu 37°C/5%CO;. Ilo oxoHuanmu 24-4acoBoit
MHKYOAIMU cpefly HEMEJIEHHO YAASUIM U3 KaXIOTO IJIaHIIeTa.

PHK Brigensnmu u3 kinerok HaCaT ¢ ucrmonb3oBaHHEM peareHTOB U MPOTOKOJIOB
QuantiGene Plex Assay (Affymetrix, kar. Ne QGP-232-M18042302) B COOTBETCTBHU C
uHCTpyKIusAMu npousBoautens. Knerku mnpomsBanu 1x DPBS, 3arem nusuposanu myrem
WHKYOAIMHU ¢ MpefocTaBieHHbIM Oydepom mist musuca QuantiGene B Teuenne 30 munyT mpu S0-
55 °C. JIuzarel kineTok WHKyOupoBanmu B TedueHue 18-24 yacos mpu 55°C ¢ ynaBIMBarOIUMH
rpaHyJiaMu ¥ HA0OpOM 30HJIOB, pa3paboTaHHBIM [T crienuprueckoi rudpunusanuu ¢ MPHK u3
NPEIChABISIFOININX HHTEpEC MULIeHeH. [ eHbl BKIIIOUaIM T'€HbI JOMALIHErO XO35HCTBa (Hanpumep,
HPRTI1, GAPDH), ucnonp3yemble ansi HOpManu3ammu pesynbtatoB llocie 18-24-gacoBoit
MHKYOallMd CHTHaJl aMIUM(QUIUPOBAIN C HCIIOJNB30BAaHHEM MeTOMuK pasBerBieHHoi JIHK B
COOTBeTCTBHM ¢ mnponeaypamu mnpomssoautens (Affymetrix, Ne B xaramore QGP-232-
M18042302). ITocne craanii ruOpUAN3aLNAN U POMBIBKH aHAJIUTHYECKUH TIAHIIET CUUTHIBAIH
Ha Luminex 200 u gaHHBbIE BBIPAKAIN KaK YUCTYIO CPEIHIOI WHTEHCHUBHOCTD (DIIyOpECLCHLINH.
3areM naHHbIE OBUITM HOPMAJIHM30BaHbI MO YHCTOW CpeIHEH HMHTEHCHBHOCTH (huIyopecreHnnn
reHa gomMarrHero xo3siictea HPRT1 (Tabmuua 4).

Tabmmua 4. Hopmaiu3oBaHHAasi JKcCHpeccHsi TeHOB-MHUIEHeH B  KJIeTKax

KePATHHOLUTOB 4ejioBeka, cTuMmyaupoBaHHbiXx TNFa u IFNy B npucyTcTBHH/OTCYTCTBUH

uHruéuropos JAK
Coeaunenue CoeauHeHH
Coequnenne A Coeannenne C
B eD
Konn p-
p- p- p-
eHTpAa Be
I'e | Ctumy BeJl BeJI BeJIH
uus MFI® MFI? MFI® MFI° | sau
H JISIIII/ISIa HYU HYHA YUHA
npena 9y
Ha® Ha‘ ¢
para HAC
- - 183,21+ 7,55
25
- 213,93 £5,55¢
HI/MIT
JA 177,9
200 159,13 + 171,53 177,67 £
K1 - - - - 7+ -
HM 7,08 +9.49 11,84
14,91
25 05 M 206,18+ | 0,89 | 216,23 | 0,99 | 20629+ | 0,783 | 200,4 | 0,5
H
HI/MII 7,99 4 + 6,41 93 6,84 4 +984 | 65
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4
2105 | 0.9
25 19548+ | 0,29 | 210,42 | 099 | 1942+ | 0,085
50 uM 2+ | 94
HT/MIT 054 | 25 |+1089| 65 8,24 2
773 | 2
2002 | 0.5
25 100 | 186,97 | 0,06 | 20503 | 0,90 | 19328 | 0,066 | " _ .
+
HI/MJT HM 7,49 21 | £1149 | 26 4,55 9
815 | 2
1905 | 0.1
25 200 | 18099 | 001 | 19597 | 045 | 18286 | 0002 | s
+
urma | M 858 | 91 [+£1045| 97 4,07 6
768 | 6
. ) 2535+ 0,95
25
- 126,63 + 4,89%
HI/MIT
200 | 2367+ 2521+ 2525+ 25.67
) HM 0,92 oz | 1,04 o lx103 ]|
108.8 | 0,0
25 89.4+ | <00 | 10939 | 0,00 | 11494+ | 0,041
25 uM o+ | 16
HT/MI 221 | o001 | +28 | 21 2.16 9
325 | 5
JA
106,8 | 0,0
K2| 25 69,7+ |<0,0| 101+ | <00 | 107,16+ | 0,000
50 uM 3+ | 06
HT/MT 1,78 | 001 | 226 | 001 | 286 3
504 | 3
102.6 | 0.0
25 100 | 544+ |<00| 945+ | <00 | 9551+ |<000
4+ | 00
urma | EM 18 |o01| 265 |o001 | 313 01
352 | 7
<O’
25 200 | 4025% | <00 | 89,16 | <00 | 9117% | <000 | 9221 |
urima | EM 13 001 | 343 | 001 | 215 01 | +2.9
01
; ; 0.66 = 0,14
25
JA ; 0.52+0,16
HI/MII
K3
200 | 0,53+ 0.63 = 0.68 = 0.71 %
) oM 0,09 o010 | 0.17 o lo1s |
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0,2
25 0,81+ | 052 084+ | 0,32 1,02+ | 0,102 097+
25 EM 18
HI/MIT 0,15 84 0,12 47 0,19 2 0,185
7
0,1
25 1,01+ [ 012 | 083+ | 034 | 099+ |0,149 | 0,99+
50 kM 85
HI/MIT 0,23 84 0,15 97 0,16 3 0,20 A
0,1
25 100 0,84+ | 044 | 092+ | 0,16 | 099+ |0,149 | 1,01 + 5
Hr/Mn | HEM 0,13 73 0,13 08 0,15 1 0,17 |
0,4
25 200 0,68+ | 091|079+ | 048 | 085+ |0,432|0,86+ “
Hr/Mn | EM 0,13 33 0,15 76 0,15 3 0,16 )
- - 217,40+ 8,13
25
- 296,98 + 6,92¥
HI/MII
220,7
200 | 205,57+ 217,28 217,28 + q
- - - - + -
HM 10,87 + 10,09 14,28
12,01
> 283,9 | 0,7
25 208,27 + 29292 | 0,99 | 283,97+ | 0,501
25 uM 0,99 3+ | 98
T | ur/ma 10,83 £7,99 | 29 8,59 5
9 8,16 | 1
Y
307,3 | 0,8
K2 25 287,93+ | 0,93 | 287,31 | 0,86 | 273,68+ | 0,082
50 kM 6+ | 95
HI/MIT 16,28 05 |+11,08 | 03 7,44 3
14,87 | 8
280,6
25 100 | 260,21+ | 0,05 | 284,15 | 0,70 266+ | 0,012 ; 0,6
+
Hr/Mn | EM 7,05 46 | £9,62 | 43 6,82 3 5
10,46
283,2 | 0,7
25 200 | 264,75+ | 0,12 | 277,52 | 0,35 | 263,49+ | 0,006 q -0
+
Hr/Mn | EM 8,44 04 | £867 | 78 5,05 1
10,88 | 7
ST - - 54583 + 15,37
A 25 - 3106,13 +217,15%
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T1 | HO/MI
554,6
200 526,90 £ 535,07 554,39 + A
- - - - + -
HM 13,46 +22,13 11,80
11,36
3164,
2868,6 0,9
25 2907,12 | 0,86 0,78 | 3111,17+ | >099 | 74+
25 uM 9+ 98
HI/MII + 206,85 32 33 182,20 99 2423
202,69 6
5
3017,
2862,5 0,9
25 2902,82 | 0,85 0,76 | 3058,64+ | 0,998 | 08+
50 ’M 8+ 92
HI/MIT + 173,71 44 85 154,86 9 167,9
163,98 8
6
2999,
2790,3 0,9
25 100 2712,93 | 0,37 0,58 | 3035,33 + 87+
2+ 0,995 86
HI/MIT HM + 182,91 89 07 122,14 197.8
176,4 2
6
28572 3161, | 0,9
25 200 2475,58 | 0,07 0,75 | 2984,14+ | 0,963
+ 66+ | 98
HI/MJT HM + 134,64 34 53 163,4 4
174,57 1358 | 8
- - 751,20 + 14,97
25
- 1608,39 + 70,09¥
HI/MJI
750,9
200 728,97 + 732,19 746,17 £ 0
- - - - + -
HM 20,48 + 23,03 16,73
27,68
ST
1466,7 1572,
A 25 1434,08 | 0,07 0,32 | 1557,84+ | 0,939 0,9
25 eM 3+ 76 £
T3 | ur/mn +43,26 4 06 58,15 9 88
66,75 65,5
14372 1543, 1 0,9
25 1301,55 | 0,00 0,17 | 1519,61 £ | 0,704
50 saM 8+ 4+ 04
HI/MII +51,7 05 62 69,92 4
60,69 58,65 | 2
25 100 1150,46 | <0,0 | 1373,3 | 0,03 | 145724 + 026 1549, | 0,9
HI/MJT HM + 52,66 001 4+ 52 54,48 ’ 17+ | 28
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55,51 8041 | 8
14007 1570, | 0.9
25 200 | 1082,84 | <0,0 0,07 | 14831+ | 0,420
7+ 19+ | 84
urmn | BM | £3932 | 001 38 | 51,73 |
58,44 5151 | 5
; ; 452+ 064
25
; 6.19 + 0,53
HI/MJI
200 | 3.75+ 401 + 428 + 432+
) oM 0,33 ] o045 | 0,61 ol os3 |
0.5
25 6,15+ |>09| 600+ | 099 | 565+ |0798| 54+
25 uM 46
Hr/M 047 | 99 | 046 | 67 0,44 1| 045
ST 2
A 0.9
25 557+ 077 ] 622+ |>09| 541+ |0515]| 6,14+
T4 50 iM 99
Hr/M 0,53 12 | 042 | 99 0,33 I KL
0.9
25 100 | 563+ | 082|621 | 209 | 532+ | 04IS| 58|
urimn | M 039 | 69 | 048 | 99 0,46 NI
0.5
25 200 | 525% | 046 | 627+ | 099 | 504 | 0183 | S42z|
urimn | EM 045 | 53 | 056 | 99 0,36 3o oS |
: : 2.17 % 0.54
25
- 26,41 + 226"
HI/MIT
200 | 112+ 144 + 175+ 1.99
ST | - - - ; -
oM 0,19 0.41 0,44 051
A
0.0
TS | 25 1904+ | 0,01 |23.69+| 074 | 2282+ |0452 | 20,12
25 M 42
A | ur/vn 194 | 11| 163 | 71 1,77 0 |+129
8
0.3
25 1618+ | 0,00 | 2232+ 042 | 20,71+ [0,111 | 22,69
50 uM 62
Hr/MI 166 | 03 | 216 | 25 1,77 7=
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0,0
25 100 | 12,94+ | <0,0 | 2087+ | 0,17 | 18,44+ | 0,013 | 19,54 s
Hr/Mn | EM 1,27 001 | 2,1 84 1,85 8 |+134
3
0,0
25 200 948+ | <00 | 192+ | 0,05 | 17,64+ | 0,005 | 18,33 o5
Hr/Mn | EM 0,86 001 | 1,94 | 05 1,46 9 |+1,83 o
_ - 749 34 + 20,85
25
- 1045,99 + 26,73%
HI/MII
777,0
200 | 723,56+ 740,11 762,04 + X
- - - - + -
=M 20,76 +34.98 9,44
29,31
1004,8 1042, | >0,
25 1043,96 | >0,9 0,55 | 1020,89 + | 0,823
25 M 2+ 76+ | 99
ST | ur/mx +20,37 | 99 57 23,57 8
23,76 2923 | 9
A
1046, | >0,
T6 | 25 1016,85 | 0,80 | 990,05 | 0,28 | 982,62+ | 0,138
50 uM 46+ | 99
HI/MIT +2568 | 28 |+21,06 | 95 14,34 9
2912 | 9
985,1 | 0,3
25 100 | 966,76+ | 0,07 | 987,64 | 0,25 | 943,66+ | 0,005 o5
+
Hr/Mn | EM 28,58 39 | +£15,75 | 57 25,99 9
39,79 | 5
1013, | 0,8
25 200 | 976,22+ | 0,14 | 985,17 | 0,22 | 966,51+ | 0,042
25+ | 45
Hr/Mn | EM 14,93 87 | +2931| 4 12,3 9
17,15 | 3
- - 95,72 + 5,84
25
- 1405,01 +27,93%
HI/MII
IL
200 | 84,51+ 85,16 + 88,72 + 92,67
) HM 7.04 ] 650 | 5.90 | xs554
la
1269, | 0,0
25 11151+ | <0,0 | 1288,0 | 0,00 | 1370,52 + | 0,837
25 M 66+ | 74
HI/MIT 18,96 | 001 | 2+£20 | 47 35,28 9
50,59 | 4
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12587 1336, | 0.5
25 962,51+ | <0,0 0,00 | 13087+ | 0,099
50 uM 6+ 95+ | 87
Hr/MI 23 001 03 | 4512 5
23,63 50,97 | 1
1162,3 1244, | 0,0
25 100 | 839,16+ | <0,0 <0,0 | 1194,29 = | <0,00
5+ 96+ | 26
armn | eM | 21,04 | 001 001 | 1227 01
23,34 41,03 | 4
1126.9 1163, | 0.0
25 200 | 755,65+ | <0,0 <0,0 | 115131+ | <0,00
4+ 14+ | 00
womn | eM | 1688 | 001 001 | 20,01 01
26,22 2671 | 4
. 5 5.86+ 038
25
; 170,83 + 5,28%
HI/MIT
200 | 470+ 497 + 498 + 5.15 =
) HM 0.32 ] o036 | 0,28 Loz |
1322 | <0,
25 93,79+ | <0,0 | 13024 | <0,0 | 13532+ | <0,00
25 uM 8+ | 00
HT/MI 403 | 001 | £3.84 | 001 | 336 01
7.41 | 01
IL
137.6 | 0,0
6 | 25 69,7+ | <00 | 122,69 | <0,0 | 128,14+ | <0,00
50 uM 1+ | 00
HT/MIT 281 | 001 | +436 | 001 | 683 01
587 | 6
122.4 | <o,
25 100 | 51012 | <00 | 11107 | <00 | 112,13 | <000 | o
+
urma | EM 157 | 001 | +474 | 001 | 337 01
535 | o1
119.4 | <0,
25 200 | 4039% | <00 |93,03%| <00 | 10117 | <000 | o
+
urma | EM 219 | o001 | 325 | o001 | 291 01
442 | o1

* Crumyssiuust TNFo (25 ar/min) u IFNy (25 Hr/mn)

® JlaHHBIe NpeCTABIIEHBI KAK CPEIHEe 3HAUCHNE + CTAHAPTHAS OLIHOKA'

¢ CTaTUCTUYECKH 3HAUUMBbIE Pa3nyus [0 CpaBHEHUIO co ctuMyJisinueil Toiabko TNFo u IFNy

¥ YVkasbiBaeT Ha focToBepHoe oTauune p <0,0001 ot HecyIei cpensl (6e3 cTUMYIALUU U 63

KOHIICHTPALNH JIEKAPCTBA)

€ VkasbiBaeT Ha ocToBepHOe oTauume p <0,1 oT Hecymeii cpenbl
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@ur. 1-4 WUTOCTPUPYIOT 3HAYEHUS dKcnpeccuu OoTnenbHbIX reHoB (MFI) mnms JAKI,
JAK2, IL-la u IL-6, COOTBETCTBEHHO, AJA Ka)XIOH OKCIEPUMEHTAIBbHON pEIUIMKU B
kepatuHouutax, mozxenupyemeix TNFa u IFN-y B npucyrcrBun/orcyrcreun uaruoutopos JAK.

IIpencraBnsromue uHTEpeC OENKU-MUIIEHH B cpeae ObuiM  OOHApy>KeHBl U
KOJIMYECTBEHHO  ONPEAENIEHbl C  HCIOJb30BAHUEM  PEAreHTOB U IPOTOKOJOB  IJIs
MyJIBTHILIEKCHOTO nMMyHoaHaimn3a ProCarta (Invitrogen, katanoxubiii Homep EPX450-12171-
901). Cpeny wuHKYOMpOBaNIM C TpaHyJaMd, KOHBIOTMPOBAHHBIMH C  AHTHTEJAMH,
NpPEIHA3HAYCHHbIMH JUISL  CBSI3bIBAHUSL C OIMUTONAMH KOHKPETHBIX OE€JKOB-MUINEHEH |
UIEeHTU(QUKALMK CBA3aHHOTO OeJika IO XapakTePHOMY CHEKTPAJIbHOMY PUCYHKY TpaHyJL
buoTuHMINpOBaHHBIE ETEKTUPYIOLIUE AaHTUTENA, NPEIHA3HAYEHHbIE MAJisI CBS3bIBAHUA C
Pa3HBIMH 3MUTONAMHU OJHHUX U TeX ke OenKoB-MuiIeHed, u crpentaBuanH-PE noGaBisioT B
AHAJUTUYECKHE TUIAHIIETHI JUIsl KOJIMYECTBEHHOTO OIpPEEeNIEHHs] KOJMUECTBa OETKOB-MULICHEH.
[Mnanmersr ans aHanu3a cunthiBaan Ha Luminex 200, W AaHHBIE BBIPAKAIH KaK YHUCTYIO
CPEIHIOI0 MHTEHCUBHOCTD (puryopecueHuny. YncTole MearaHHble 3HaUeHNsT (PIyOpPECeHLINH s
CTaHAAPTHON KPUBOM aHTUI€HA, NOCTPOEHHON B COOTBETCTBHUM C NMPOLEAYPAMU MPOU3BOAUTENS
(Invitrogen, kat. Ne EPX450-12171-901), naHocmnm Ha rpaduK NPOTHB OKUAAEMBIX
KOHLIEHTPALMH A1 Kakaoro crangapra. KoHmeHTpanuio kakaoro 0eska 3KCTparnoiupoBaIi U3
CTaHAAPTHOHN KPUBOI aHTUIe€Ha, U KOHLEHTpaIu Beipaskanu B rr/mi (Tabmuna 5).

Tabauua S. KoHueHTpanuu MeAHaTOPOB BOCHAJEHHS, NPOAYUHPYEMBbIX KJIETKAMH

KEPATHHOLIUTOB Y€J10BECKA,

CoeauHeHnune
Coeaqunenune A Coeannenne B Coeaunenne C b
Konue
HTpau p p p p-
besnoCtumy BeJl
ust nr/ma® Beauun| nr/ma®  Beawmun| nr/ma®  [Beamuwn| nr/mua®
K anua? HYH
npemna HA® Ha“ HA®
Ha®
para
- - 0,29 +£ 0,03
25
- 7,82+ 0,18*
HI/MIT
200 0,26 + 0,31+
- - 0,29+ 0,03 - 0,30+ 0,05 - -
IL- HM 0,05 0,04
la 25 5,93+ [<0,000 6,8+ (0,14
25 uM 7,34+ 0,31|0,7043 |7,74 £ 0,36 | 0,9994
HI/MJI 0,29 1 0,39 |98
25 <0,000 6,76 £ 0,12
S50aM| 49+0,3 7,06+0,37|0,3281(7,01 £0,39(0,3537
HI/MIT 1 0,4 |49
25 100 4,12+ |<0,000| 7+041 |0,2631|7,27+0,47|0,6747| 6,92+ (0,22
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Hr/Ma | HM 0,26 1 0,4 |81
25 | 200 | 345+ |<0,000 63+ 10,01
6,16+ 0,35|0,0034 6,45 = 0,38 | 0,0358
Hr/Ma | HM 0,23 1 0,35 |21
. ; 30,57 + 2,89
25
; 862,33 + 17,95
HI/MII
200 | 26,86+ 2849 + 2879 + 2884 +
o aM | 262 ) 2.89 ) 2.91 ) 189 |
25 5045+ |<0,000| 749.64 = 774.87 + 743,07 0,04
25 uM 0,0158 0,1794
Hr/M 25.17 | 32,94 31,09 363 |76
IL-6
25 44635+ |<0.000| 67421+ |<0,000| 710.89 = 698,04 £[0.00
50 1M 0,006
Hr/M 19,73 | 2715 | 36,7 29.79 |37
25|10 [362,14% [<0,000] 6438% [<0,000| 6904% | 1703994000
urvn | BM | 18,73 | 2714 | 3525 | 4222 | 54
<O’
25 | 200 | 20521 |<0,000| 568,73 |<0,000| 621,79 |<0,000|6462|
arivn | BM | 1522 | 24,74 | 33,44 1| 3246 |
3 5 20,14 % 0,36
25
- 3935,46 + 375,68"
HI/MII
200 | 19,75+ 19.83 + 2023 + 2039+
| aM | 042 ) 0,40 ) 0,48 | os7 |
IP-
25 3497.56 + 406898 + 399939 + 3903,67| >0,
10/ 25 1M 0,6232 0,9982 0,9998
] 194 81 507,12 370,53 +366,97|999
X
25 359904 + 387274 + 36652 + 3998.62(0.99
L10 50 M 0,7995 0,9999 09431
Hr/M 402,58 295,01 27711 + 456,34| 99
25 | 100 |315824 + 40507 + 386041 + 4100,26 0,99
0,1574 0,999 0,9995
ur/va | BM | 189,25 47131 323,05 +502,48| 78
25 | 200 |2662.18 + 407178 + 383578 + 4407,56 10,89
0,0059 0,9979 0,9984
urivn | BM | 8927 411,22 304,58 + 645,63| 45
MIp| - ; 3.14+024




56

la 25
- 105,63 + 3,74%
HI/MJI
200 2,63 + 3,11+
- - 12,75+£0,26 - 12,90+£0,21 - -
HM 0,35 0,28
25 82,56 £ [<0,000| 103,81 =+ 101,71 + 102,06 £/0,93
25 uM 0,9925 0,931
HI/MJT 3,1 1 3,29 3,84 4,18 |03
25 70,57 + [<0,000| 100,64 + 104,54 + 96,35+ 10,33
50 M 0,7866 0,9994
HI/MJI 3,32 1 4,66 6,56 3,57 |35
25 100 | 50,91+ [<0,000| 91,52+ 96,22 £ 10,32
0,0532(96,4 + 4,18 0,4229
Hr/Ma | HM 1,6 1 5,05 3,58 |15
25 200 | 40,36 + [<0,000 98,72 + 88,49 + (0,01
83,1+ 2,77|0,0007 0,6469
Hr/Ma | HM 0,88 1 3,87 5,06 | 6
- - 9,56 + 0,56
25
. 230,17 + 9,43*¥
HI/MJI
200 | 10,17 9,51+
- - 8,42+0,51 - 8,61 £0,52 - -
HM 0,54 0,56
25 192 + 203,77 + 216,88 + 237,57 £(0,99
RAN 25 eM 0,0311 0,4195 0,9096
TES HI/MJT 12,74 12,55 13,45 17,46 | 67
25 165,12 £ 198,35 + 201,93 + 237,55 £/0,99
50 uiM 0,0001 0,262 0,439
HI/MJT 11,76 15,1 15,44 21,78 | 67
25 100 | 136,24 + [<0,000| 194,21 + 207,79 + 241,39 £(0,98
0,1736 0,6354
Hr/Ma | HM 7,8 1 12,67 17,38 22,79 |41
25 200 | 111,94+ [<0,000| 183,18 + 189,62 + 238,51 £(0,99
0,0416 0,1403
Hr/Ma | HM 6,48 1 13,92 13,78 23,12 |42

KOHLIEHTPALIUH [Iperapara)

* Ctumyssiims TNFa (25 vr/mi) u IFNy (25 Hr/mn)

P [laHHBIE TIpeICTABIIEHBI KAK CPEJHEE 3HAUEHHE £ CTAHAAPTHAS OIHOKA

" CTaTUCTUYECKHU 3HAUUMBblE Pa3andMs 10 cpaBHEHUIO co ctumysinueii Toapko TNFo u IFNy

¥ VkasbiBaeT Ha JocToBepHOe oTauyue p <0,0001 ot oHoro Hocutens (6e3 CTUMyIALUU U Oe3

crumyaupoBaHHbiMi TNFa u IFNy B npucyrcrBun/orcyrcrBuu HHruouropos JAK
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@ur. 5 1 6 WIMOCTPUPYIOT HHANBHYaJIbHbIE KOHIEHTpauuu Oenka (mr/mi) s IL-1o u
I[L-6, COOTBETCTBEHHO, MJIsI KaXIOH OSKCHEPUMEHTAJbHOM PEIUIMKM B KEPAaTHUHOLUTAX,
mozaenupyembix TNFo u IFN-y B mpucytcTBun/oTcyTcTBIM HHrHONTOpOB JAK.

IIpumep E: buoncusi KoOKM IpH  THOMHOM THAPAAEHHTE XapaKTepH3VeTcs

IIOBLINIEHHOH YKCIIpeccuen KnHasbl SIHyca.

Cymmapnas PHK konrposbHoii 3mopoBoii (Healthy Control) xoxku oT 3 OTHeIbHBIX
noHopoB Obuta mpuoOperena y Amsbio (Karamoxusie NeNe HR101 u R1234218-50).
Cymmapnas PHK xontponbhoii 3mopoBoii (Healthy Control) koku w3 myna moHOpoB Obuia
npuobperena y Life Technologies Corporation (kat. Ne QS0639). KosxHbie OHONCHN THOHHOTO
ruapanenuta (41 monop) Obum mpuoOpetenbl y Discovery Life Sciences B Bume OJ0KOB,
3anuThIX B pukcuposanHbiii popmamnuom napadun (FFPE), 3 kotopbix Obuia ounineHa oormast
PHK.

Okcrnpeccust reHoB u3 obpasnos Healthy Control (n=4) u raofiHoro runpanenura (n=41)
obme#t PHK koxu Oplta m3MepeHa Uil T€HOB, YKa3aHHBIX B TaOmiwue 6 ¢ HCHOJIb30BAHHUEM
pearentoB u mporokonoB QuantiGene Plex Assay (Life Technologies Corporation, Ne B
katanore QGP-277-M19012402). Ouunmennsie PHK wncnonmp3oBaim B pPEeKOMEHIYyEMOM
nranaszoHe aHanmusa ot 50 Hr no 500 Hr m MHKYOUPOBAJIM B T€UEHHE HOYU C YJIABJIMBAIOIIUMHU
rpaHyJiaMy, TpeaHa3HauYeHHbIMH U1 cneungudeckoit rudpuausamn ¢ MPHK ot BeIOpaHHBIX
reHoB (Tabnuma 6). DTa maHenp LeNel BKJIKOYAla HECKOJIbKO T'€HOB JOMAIIHETrO XO3SIHCTBA,
KOTOpbIE MCIIONIb30BAINCH Il HOpMaIU3auu pe3yiabTraToB. [locine nHkybauuu B Te4eHNE HOUU
CHUTHAJI aMIUTU(HUIIIPOBAIIN C UCTIONB30BaHNEM MeToauK pasBeTsieHHol JIHK B cooTBeTcTBUU €
npouenypamu npomsBogurens (Life Technologies Corporation). Ilnanmer pns ananmusa
cuntbiBaid Ha Luminex 200, u gaHHbIE BBIpAXKAJIN KaK YHUCTYIO CPEIHIO HHTEHCHUBHOCTD
¢nyopecuenunu (uuctorii MFI). JlaHHbIe ObLIM HOPMATM30BaHBI K CPETHEMY F€OMETPUIECKOMY
yuctoMy MFI st renos nomamsero xossiictea ACTB u GAPDH. ®ur. 7-9 ummocTpupyroT
skcnpeccuro reroB JAK1, JAK3, TYK2, STATI, STAT2, STAT3, IRAKI1, IRAK2 u IRAK4 B
KOJK€ 37I0POBBIX JIFOAEH KOHTPOJBHON TPYIIIbI M CYOBEKTOB C THOWHBIM THAPAJACHUTOM.

Ta6auua 6. [lesieBbie reHbl

Unentudukatop resa | Mms ['ena

JAK1 Anyc xuHaza 1

JAK2 SHyc xuHaza 2

JAK3 Anyc xuHaza 3

IRAK1 KMHAa3a 1, accouuupoBaHHas C pelenTopoM UHTEpeiKkuHa |
IRAK2 KMHAa3a 2, aCCOLIMUPOBAHHAs C peLieNTOPOM UHTEpeiKuHA |
IRAK4 KHHAa3a 4, aCCOLIMUPOBAHHAs C peLIeNTOPOM UHTEpIeKuHA |
STAT1 npeoOpa3oBaTesib CUTHAJA H aKTUBATOP TPAHCKPHUIINU |
STAT3 npeoOpa3oBaTesib CUTHANA M aKTUBATOP TPAHCKPHUIILINHU 3
STAT4 npeoOpa3oBaTesib CUTHANA H aKTUBATOP TPAHCKPUILIMHU 4
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STATSA npeo0pa3oBaTesb CUTHANA M aKTUBATOP TPAHCKPUIILIMU SA
STAT6 npeo0pa3oBaTesb CUTHANA U aKTUBATOP TPAHCKPUIILUU 6
STAT2 npeoOpa3oBaTesib CUTHANA H aKTUBATOP TPAHCKPHUIILINU 2
STATSB npeoOpazoBaTesib CUTHAJIA U aKTUBATOP TPaHCKpUnuuu 5B
TYK2 TUPO3UHKHUHA3a 2

SYK TUPO3MHKNHA3a, ACCOLIUMPOBAHHAS C CEJIE3€HKOMN

GAPDH rauiepagbaerua-3-gochataeruaporenasa

ACTB aKTUH Oera

Paznuunbie Momudukammu U300peTEeHUs, B JOMOJHEHHWE K OINHCAHHBIM B JaHHOM
JOKyMeHTe, OyAyT O4YeBHIHBI CHEIHAUCTaM B JaHHOW O0JaCTH U3 MPEAIIEeCTBYIOIIETO
omucanusi. Takne MomuduKay Tak:Ke BXOASIT B 00beM MpuiiaraeMoi (GopMyJibl U300peTEHUsI.
Kakmast ccbuika, MPOLMTHPOBAHHAS B JAHHOW 3asBKE, BKJIIOYAsl BCE MATEHTHI, 3asBKH HA

IIaT€HTHI U ny6m/11<au1/11/1, IIOJIHOCTBIO BKJIFOYCHA B I[aHHbeI AOKYMEHT NTOCPEACTBOM CCBLIIKH.
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®OPMYIJIA U3OBPETEHUA

1. Crioco0 je4eHusi THOMHOTO THAPAACHUTA y TMALMEeHTa, KOTOPBIH B 3TOM HY’KAAeTCs,
BKJIFOYAIOLINI BBEACHUE MAIMEHTy TePaneBTU4YeCKH 3(P(EKTHBHOrO KOJIMYECTBA COCIHHEHHS,
KOTOpOE MPENCTABIAET COOOH PYyKCOMTUTHHUO, UIH ero (papmManieBTHIeCKU MPUEMIIEMOH COJIH.

2. Cnocob mo 1. 1, rae coenHeHne NpeacTaBisieT COOOH PyKCOIUTUHUO.

3. Cnoco6 mo m. 1, rme coemuHeHue mpencTaBisier coboil (apmaneBTHIECKH
NPUEMIIEMYIO COJIb PYKCOJIUTHHUOA.

4. Cnocod mo m. 1, rae coequHeHHe TMPEACTABISET COOOW CBOOOMHOE OCHOBAHHE
PYKCOTUTHHUOAO

5. Cnocob mo m. 3, rme dapmareBTHUECKH MpUEeMiIeMasi COJIb TNPEACTaBJsIeT COOOH
dochat pykcomutuaIOA.

6. Cnocod mno mrobomy wu3 m.m 1-5, JOMONHUTENBHO BKJIIOYAKOIIUNA BBEACHHE
JOMOJIHUTEIBHOTO TEPANEBTHYECKOTO areHTa BMECTE C COSIMHEHUEM.

7. Cnoco0 mo m. 6, Tae JOMONHUTENbHBIN TEPANEeBTHUECKUI areHT MpeAcTaBiIsieT coOoi
KOPTHKOCTEPOH.

8. Cmocod mo m 7, rae KOPTUKOCTEPOUA HPEACTaBisieT CcOOOH TPUAMIIUHOJIOH,
neKcaMeTa3oH, (pIyOLHMHOJIOH, KOPTH30H, IPEAHNU30H, MPEIHU30JIOH U (DIyMETOJIOH.

9. Cnocob no mobomy u3 m.o. 1-8, roe BBeneHHE COenUHEHHs WK (papMaleBTHYECKU
NpUEMIIEMON COJIM MPECTABISAET COOOH MECTHOE BBEJICHHE

10. Crioco6 mo nmobomy u3 m.o. 1-8, rne BBepeHne coenuHeHs Wi (papMaleBTHIECKH
NpUEeMJIEMON COJIU MPENCTABIsIET COOO0H epopaIbHOE BBEACHHE.

11. Cnoco6 no mobomy u3 m.o. 1-10, rae cnocod npusogut k 10%, 20%, 30%, 40% wu
50% ynyumenuto HiSCR (k1MHUYECKHI OTBET HA THOMHBIN THIPAIEHNT).

12. Cnioco6 mo mobomy u3 m.m.1-10, rae BBeAeHHEe COSAMHEHUS WIH (papMaLeBTHUECKU
NpUeMJIEMON COJM MPEACTABIsieT COOOM MeCTHOe BBeIeHHE B BHAE (PapMaleBTHYECKON
KOMITO3HLIHH.

13. Cnocod mo mobomy m3 mm. 1-12, rme cmoco® mnpencrasiser coOOH crocod
YMEHbIICHUST a0CLECCOB MJIM BOCHAIMTEIbHBIX Y3JIOB, BO3ZHUKAIOIUX B PE3yJIbTaTe THOHHOIO
TUAPAICHNUTA, Y MTALUEeHTA, HYKIAIOLIEroCs B STOM.

14. Cnocod mo mobomy w3 mam. 1-12, rme cmoco® mpencrasnser cobol crmocod
yMEHbILICHUsT a0CLeCCOB, BOSHHMKAIOUIMX B pe3yJbTaTe THOWHOrO THAPAAEHHUTA, Y MALUEeHTa,
HY>KIAIOLIEerocs: B STOM.

15. Cnocod mo mobomy m3 mam. 1-12, rme cmoco® mpencrasnser coOoOi crocod
YMEHBIICHNST BOCTIAJIUTENIbHBIX Y3JIOB, BO3HUKAIOIIMX B PE3yJIbTaTe€ MHOMHOTO THAPAICHUTA, Y

NManueHTa, HYyKAAOIICTOCA B 9TOM.
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16. Cnocod mo mrobomy w3 mm 1-12, rme cmoco0 mpencraBisier coOoil crocod
YMCHbIICHUSA a6C]_[eCCOB U BOCIAJINUTECIBbHBIX Yy3JI0B, BO3HUKAKOIIUX B PE3YJIbTATC THOMHOTO
TMAPAACHUTA, Y NAlUCHTA, HYKOAOLETOCA B 3TOM.

17. Cnoco6 mo mobomy w3 mm 1-12, rme cmoco0 mnpencraBisier coOoil criocod
UHTUOMPOBAHUSI THOMHOTO THAPAACHUTA WM OOJIErYeHHs] OCHOBHBIX CHMITOMOB THOMHOTIO
TUAPAZCHUTA.

ITo noBepenHocTH
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