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2420-577126EA/061
HMHI'MBUTOPHI IIYTHU JAKI1, IPEJJHA3HAYEHHBIE JUUISA JIEYEHUS
CBSI3AHHBIX C TUTOKUHAMM HAPYIIIEHUIA

OBJIACTb TEXHUKHA

Hacrosimmee onmcanne otHocutcs Kk mHruOutopam nyta JAK] u ux nmpuMeHeHHI0 mpu
JIEUEHUH CBSA3aHHBIX C IUTOKWHAMH 3a00JI€BAaHUN WIIM HApY LIEHUH.

YPOBEHb TEXHUKH

CBs3aHHBIM C IIUTOKMHAMHM 3200JIEBAHUSM WJIM HAPYLIEHUSM CBOWCTBEHHBI Upe3MepHast
MMMYyHHAasl aKTUBALIMs, ¥ OHHM BKJIIOYAIOT B ce0si CHHAPOM BBICBOOOKAEHUS UTOKUHOB (CRS),
remodarouutapubiii mumporucrtuountos (HLH), curnpom aktuBaumu makpodaros (MAS) u
ceszanHbiil ¢ CAR-T-knerkamu sHuedanonarnueckuii cuaapom (CRES).

Cunppom BbIcBOOOXKIEeHUA UTOKMHOB (CRS) mpencrasnser coOoi nmpsMol pe3yibTaT
U30BITOYHOTO POy IUPOBAHUS BOCTIAJIUTENBbHBIX LIUTOKUHOB, BBI3BAHHOTO
Cynpadu3HONOruiecKUMHU yPOBHSAMH HMMMYHHOH AaKTHBAallUM, U OH IIPOSIBISIETCS B BHIE
KJIMHUYECKON COBOKYITHOCTH CHUMIITOMOB, BKJIFOYAIOINUX IOBBILIEHHYIO TEMIIEPATYPY, TOLIHOTY,
yCTAJIOCTh, MHAJTHUIO, HEJOMOTaHHe, IOHIDKEHHOE apTepUalbHOE [aBJIEHHE, T'MIIOKCHIO,
MOBBIIIEHHYIO POHULIAEMOCTh KaNWIISIPOB, MPUBOIAIUX K IOTEHLUAJIBHOW IOJHOPTraHHON
TOKCUYHOCTH.

CRS sBmsiercst HexenaTenbHbIM OO0UHBIM 3(dekToM, HampuMep, UMMYHOJIOTHYECKHUX
METOJIOB TepPaINH IS TAKUX TSDKEJbIX OOJIE3HEHHBIX COCTOSHHUM Kak pak. IMMmyHoJOrndeckue
METOABl TEepamnuH, KOTOPble MOTYT MPUBOAMTH K BO3HHMKHOBeHHMIO CRS, BkiowawoT B celst
BBEJICHHE MOHOKJIOHAJIBHBIX aHTHTET (MADb) W, B mocienHee BpeMms, aJONTHUBHBIE METOIbI
Tepanuu Ha OcHOBe T-kierok muist yedenus: paka. Lee et al. Blood. 2014, 124(2): 188-195.
Hampumep, B Tepamuu T-xnetkamu ¢ xuMmepHbiMH aHTureHHbiMu penentopamu (CAR)
UCTIONB3YIOTCSl U3MEHEHHbIe T-KJIeTKH U HALEJIMBAHUS HA HOBOOOPA30BAHMUS, U 3Ta TEPaIUs
yKe yTBep:kIeHa YTpaBJIeHHEM [0 KOHTPOJIKO 3a MPOAYKTaMu nutanus u jekapcrsamu CIIIA
(FDA) nns npumeHeHHMs TpU ONpeAeNeHHbIX (opmax pedpakTepHON HEXOIKKHHCKON
JUM(pOMBI U peluANBUPYOIIero TumMpodiacTHoro neiko3a (ALL) y nereid.

IMpo¢unu uwmrokuHOB, BOBiedeHHble B CRS OXBaThIBatOT 1Ba OCHOBHBIX HCTOYHHKA
KJIETOK: mpoucxomsamue u3 T-TuM(OIUTOB IMTOKWHBL, BKIIOUAKOIINE HHTEPPEepOH-raMMa
(IFN)-y, IL-2, IL-6, pactBopumsrii peuentop 1L-6 (IL-6R) u rpanynonurapHo-MakpodaraabHbIiA
kojionuectTumyupyromit paxkrop (GM-CSF); u UUTOKUHBI, TIaBHBIM 00Pa30M CEKPETHPYEMbIe
MOHOIIMTAMHU W/Hiu Makpodaramu, takue kak IL-1B, IL-6, IL-12, IL-18, u ¢akTrop Hekposa
onyxoneit (TNF)-a. Xu XJ, Tang YM. Cancer Lett. 2014;343:172-8. Zhang et al. Sci China Life
Sci. 2016;59:379-85. Brentjens R., et al. Mol Ther. 2010;18:666-8.

Monynsanusi M3JIMIIHEro IUTOKUHOBOTO oTBeTa, mpuBopsimass k CRS, moreHnumanbHO
MOXeT o0ecrneynBaTh 3HAYUTENBHYI KIMHHUYECKYI0 TOJb3y. Hampumep, mpemnapar
Tonmau3ymMad, antureno nporus pernenrtopa IL-6 (IL-6R), cHmkaer ypoBHu Tspkectn CRS m
onobpen FDA nns wcnons3oBanuss npu CRS. OpHako mexaHusMm aeicTBusl ToumiIn3ymada

orpaHu4eH Tojbpko aHTH-IL-6R sddexrom.



I'emodaronurapssiii tumdorucrunonuro3 (HLH), eme ogua cuHApOM upe3MepHON Win
HEKOHTPOJIMPYEMOH HMMMYHHOH aKTHBALM, BCTPEUAETCs, B OCHOBHOM, Yy MIIQJIEHIEB C
poxneHust 1o 18 mecsmeB, HO MOXKET TakKe BCTpeuaTbcst Uy B3pochbix. HLH moxxer ObITh
NEPBUYHBIM (CEMEIHBIM) U BTOPUYHBIM, TO €CTh BO3HUKAIOLINM IPH IPYTHX UH(PEKIIHOHHBIX,
3JIOKAYECTBEHHBIX, PEBMATOJIOTMUECKUX WU MeTabonmuecknx coctosHusx. Cumrromer HLH
BKJIFOYAIOT ILIUTONEHUH, TelaTOCITICHOMETAINI0 U JINXOPaJouHble cocTossHus. Schram, A. and
Berliner, N. Blood. 2005. 125(19), 2908-2914.

Cunppom axtuBaumu Makpodaro (MAS) KIMHHUYECKH TIPENCTaBJIEH CIIOCOOOM,
cxonubiM ¢ HLH (u naske cunTaercss BTOpUUHBIM WM MPHOOpPETeHHBIM 1o oTHOIeHuo k HLH),
U TpencTaBiseT coOOM 3MU307 TOBBIIIEHHOTO BOCHAJEHMs, CBSI3aHHOTO C HH(EKIHeH,
peBMaTHYeCKUM 3a00JIeBaHMEM WIIN 3JI0Ka4eCTBEHHON omyxoinbto. Borgia, R. E. et al. Arthritis
Rheumatol., 2018, doi: 10.1002/art.40417, npensapurenbHas nyOmukauusa. MAS  Obun
NepBOHAYAJIBHO OMUCAH KaK CBS3aHHBIN C FOBEHIJIBHBIM HUONATHYECKUM apTPUTOM, HO TAKKE
BCe OoJiee MPU3HAETCS] B Ka4eCTBE OCJIOXHEHUs APYrux 3a00NeBaHUH, TAKUX KaK CHCTEMHAs
KpacHass BojuaHka B gerckom Bospacte (cSLE). Shimizu M., et al. Clin Immunol. 2013
Feb;146(2):73-6. PazButnie MAS xapakTepu3yercss 3HAUUTEIbHbIM YBEJIHUYECHHEM KOJIHYECTBA
IPOBOCHAJIMTENIbHBIX LIUTOKMHOB, T.€. LUTOKMHOBBIM mTopMoM. Borgia, R. E. et al. Arthritis
Rheumatol., 2018, doi: 10.1002/art.40417, npensapurenbHas nyOnukamus. MAS sBisercs
OMACHBIM JJIl KHU3HH COCTOSSHUEM C BBICOKMM YypOBHEM CMepTHOCTH: 8-22% mpu JeTCKUX
ayTOMMMYHHBIX 3a00JieBaHusIX, B Leiom, u 10-22% npu MAS, ocnoxusirornux ¢cSLE. Borgia, R.
E. et al. Arthritis Rheumatol., 2018, doi: 10.1002/art. 40417, npenBapuTesibHas My OIHKaIHS.

OHuedanonarndeckuii cuHapoM, cpsizaHHbId ¢ CAR-T-knerkamm (CRES), sBisiercs
BTOPBIM II0 4YacTOTe HexenaTenbHbIM siBaeHHeM mnocie CRS, accomumposanHeiM ¢ CAR-T-
kierouHoi Tepanueit. CRES, kak mpaBuiio, XapakTepu3yeTcss TOKCHYHBIM SHLE(DaTONMaTHIeCKUM
COCTOSIHUEM C CHMITOMAaMH CIyTAHHOCTH CO3HaHUsI W Opena, a TakXke SMU30IUYeCKUMHU
NpUMAJAKaMU U OTeKoM rosioBHoro mosra. IIposinenue CRES mosker ObiTh nBYX(a3HbIM C
CUMIITOMAaMH, BOSHHMKAIOIIUMH B T€YECHHE TEPBBbIX 5 AHEH w/miu 3-4 Henenb Mocie KIeTOYHON
umMmyHoTtepanuu. Cyutaercs, 4To NaTOPHU3UOJOTHYECKHH MEXaHHU3M BOBJIEKAET IMACCHUBHYIO
¢ Qy3Hu0 TUTOKMHOB B MO3T MALMEHTOB, MPOXOISIIUX JieueHue ¢ nomorbto tepanun CAR-T-
KJIETKaMH. Y MEHbIIEHHE WIN YCTPAHEHHUE STOTO0 MEXaHM3Ma MOXET ObITh MOJIE3HBIM IS TAKHX
nanuenToB. Neelapu, et al. Nat Rev Clin Oncol. 2018, 15(1) 47-62.

COOTBETCTBEHHO CYIIECTBYET HEOOXOAMMOCTh B pa3pabOTKe HOBBIX METOJOB TEpPAITUH
IUTSA JICYSHUsI CBSI3AHHBIX C IIUTOKMHAMHM 3a00JIeBaHUH WIIM HAPYIICHUH. JTa 3asiBKa YUUTHIBACT
3TY U IPyTrHe MOTPEOHOCTH.

KPATKOE OITUCAHUE T'PAOUYECKHUX MATEPHUAJIOB

Ha ®UI. 1 u3o0pakeHO A0303aBUCUMOE MHTHOMpOBaHUE KoHLeHTpaumid IL-6 mocne
BBEICHUS COENUHEHHs | B KOMIIQPTMEHT KpPOBH BO BpeMsl HHAYLHPOBaHHOroO aHTU-CD3
AHTHUTEJIOM CHHAPOMA BBICBOOOXKIEHHS IUTOKUHOB (CM. Tipumep B).

Ha ®UI'. 2A-2C u300pakeHO 10303aBHCUMOE WHTMOMPOBAHUE MPOUCXOAALTNX H3 T-

kjerok nuTokuHoB (T. €. IL-6, IFNy u GM-CSF) nocne BBeneHust coenuHeHHss 1 BO BpeMs



WHIy[IHPOBAHHOT'O KOHKAHABAJIMHOM A CHHZpPOMa BBICBOOOXKIAEHHs LIUTOKMHOB (cM. pumep C).
Ha ®UI. 2A nokaszano unrudbuposanue [L-6. Ha ®UI. 2B nokazano unarudbuposanue [FNy.
Ha ®UT. 2C nokazano unarundbuposanue GM-CSF.

Ha ®UI. 3A-3C wu30o0pakeHO IO303aBHUCHMOE WHTHOHUPOBAHHME MPOUCXOISIINX U3
MOHOIIUTOB M Makpodaros nutoknHOB (T. €. IL-12, IL-1P u IL-18) mocne BBeneHus: CoeqMHEHUS
1 BO BpeMsl HHAYLIMPOBAHHOTO KOHKAHABAJIMHOM A CHHIPOMA BBICBOOOKIEHUS LIUTOKHHOB (CM.
npumep C). Ha ®UI. 3A nokazano wunruOuposanme IL-12. Ha ®UI. 3B mnokaszano
unrnouposanue [L-13. Ha ®HUT'. 3C nokaszano naruduposanue IL-18.

Ha ®UI'. 4 nokazano, yto uutokuH IL-5 He moaBep:KeH BIMUAHHUIO COEIUHEHHs! 1 BO
BpeMsl MHIYLHUPOBAHHOIO KOHKAaHAaBAJIMHOM A CHHIPOMa BBICBOOOXIEHHS ILUTOKHHOB (CM.
npumep C).

CYIIHOCTDb U30BPETEHUA

B naHHOM NOKYMEHTE NpENJIOKEHbI CIIOCOOBI JIEYEHUs] CBSI3aHHOIO C IIMTOKMHAMHU
3a00JIeBaHUsI WJIM HAPYLICHUs] Y HYKOAIOLIErocsi B 5TOM CyObeKTa, BKIIOYAIOLINE BBEICHHE
YKa3aHHOMY TAaLMEeHTy TeparneBTu4eckd 3¢ (eKkTHBHOro konudectsa uHruoutopa mytu JAK]
WK ero papMaLeBTUYeCKU IPHEMIIEMOH COJH.

B nanHOM nokymenTe npemiokeH uHruoutop nmyta JAK1 wiam ero ¢apmaneBTHUeCKH
npuemiieMasl Cojb Ui JICYEHHUS! CBSI3AHHOTO C LUTOKMHAMH 3a00JI€BaHUSI MM HApPYIIEHHS Y
HY KAAIOLIErocs B 3TOM CyObekTa.

B naHHOM nOKyMeHTe mpemiokeHO npuMmeHeHue uHruOuropa nytu JAKI1 wmm ero
(bapMaLeBTHUECKH MNPUEMIIEMOW COJIM JUIsi M3TOTOBJIEHUS] JIGKAPCTBEHHOTO CPENCTBA ISt
UCTIOJIb30BAHUSl TPH JICYCHUH CBS3aHHOTO C LUTOKMHAMH 3a00JIeBaHUSI WM HAPYLICHHS Y
HY KAAIOLIETr0ocst B 3TOM CyObekTa.

HOAPOBHOE OITUCAHUE CYINIHOCTHU U3OBPETEHUSA

B HacrosiimeM wu300pereHMM TpemNioxkeH, inter alia, cnoco0 ledYeHHsl CBS3aHHOTO C
LIUTOKWHAMH 3200JIeBaHUS WJIM HAPYLIEHHS Y HYKAAIOLIErocsl B ’TOM CyObeKTa, BKJIFOYAOIIHUI
BBEJICHHUE YKa3aHHOMY CYOBEKTY TepaneBTHYeCKH 3()()EeKTUBHOrO KOJMYECTBA MHIHOUTOpA My TH
JAK1 wunm ero gpapManeBTHYECKH IPUEMIIEMOH COJIH.

B ommcaHHBIX B TaHHOM JTOKYMEHTE CIoco0ax MCIOJb30BaHbl HHrHOUTOPH! myTH JAKI,
B yacTHOCTH cenekTuBHble HHruOuTOpsl JAK1. Cenexrusnblii unruourop JAK1 npencrasuser
co0oli coenrHeHNe, KOTOPOe MPENMyIeCTBEHHO HHrHOnpyeT aktuBHOCTh JAK1 mo cpaBHEHHIO
¢ apyrumu kuHazamu fAnyc (Janus). JAK1 wurpaer LeHTpaJbHYKO pOJib B Psiieé MEXaHHU3MOB
CUTHAJIM3ALUU LIUTOKHHOB M (DAaKTOPOB POCTA, KOTOPbIE NPH HAPYIIEHUH PETYJSLHH MOTYT
NPUBOIUTH K OOJIE3HEHHBIM COCTOSIHHSIM WII CIIOCOOCTBOBATh WX BO3HHKHOBEHHUIO. Hampuwmep,
ypoBHU IL-6 TOBBIIEHBI NMPH PEBMATOUAHOM apTpUTe - 3a00JIEBAaHUM, NPU KOTOPOM, Kak
NPEATIoIaraloT, OHU OKa3bIBalOT BpenHble Bo3aeiicTeus (Fonesca, et al., Autoimmunity Reviews,
8:538-42, 2009). ITockonbky curHanel IL-6, mo kpaitHel Mepe 4acTHIHO, mpoxonat uepe3 JAK],
[L-6 MoxeT KOCBEHHO BO3/AEHCTBOBaThH depe3 mHrubOmposanue JAKI1, B pesyibraTe mpuUBOIS K
MOTeHLMAJTBHON KIuHMYeCKOH monb3e (Guschin, et al. Embo J 14:1421, 1995; Smolen, et al.

Lancet 371:987, 2008). Bonee Toro, mpu HekoTOphIX Buaax paka JAK1 myrtupyer, nmpuBoas k



KOHCTUTYTUBHOMY HEKEJIATeJIbHOMY POCTY M BBDKHBAEMOCTH OMyXoJeBbix kieTok (Mullighan,
Proc Natl Acad Sci U S A.106:9414-8, 2009; Flex, J Exp Med. 205:751-8, 2008). Ilpu npyrux
AyTOMMMYHHBIX U PAaKOBBIX 3a00JI€BAHUSIX IMOBBIIIEHHBIE CHCTEMHBIE YPOBHU BOCIIAIUTEIbHBIX
LIUTOKUHOB, KOTOpble akTuBHUPYIOT JAKI, Takke MOryT crocoOCTBOBaTh Pa3BUTHIO OOJIE3HU
W/WIN CBA3aHHBIX C HeW cUMNTOMOB. II03TOMY mammeHThl ¢ TaKUMH 3a00JIEBAHUSIMH MOTYT
nony4uth nonb3y ot uHrubuposanusi JAK1. CenextuBnbie maruoutopst JAK1 moryt ObITh
3¢} (eKTUBHBIMU NP MPENOTBPALIEHNN HEHY)KHBIX U MOTEHLHAIBHO HEXKENATENbHbIX 3P (PEeKTOB
uHrnomposanus npyrux kuHas JAK.

Nuarnburop nytu JAKI, a wumenno coemunenume 1 (1. e {1-{1-[3-prop-2-
(TpudTOpMETHI)N30HUKOTHHOW |unepuaun-4-un } -3-[4-(7H-nupposno[ 2,3 -d [nupumuann-4-
wi)-1H-niupazon-1-wnjaseruaun-3-mn janeroHurpuin, cM.  Tadbmumy 1),  obecmeuuBaer
BbICOKOO()(peKTUBHYIO  m0303aBUCHUMYI0  MoAyJisluio  CRS-CBA3aHHBIX — BOCHAIHUTENBHBIX
LIUTOKUHOB (cM., Hanpumep, pumepsl B u C, u ®UI. 1, 2A-2C u 3A-3C). Y auBUTENIBHO TO, YTO
TEpaneBTUYECKUN MpPOPUIb OXBaTbIBAET MHO)KECTBEHHBIE IIATON€HHbIE IIUTOKUHBI U He
orpaHu4mMBaeTcsi TONbKO ocbio IL-6/IL-6R (B oTiauuue, Hampumep, OT TOLMIH3yMada).
D¢ (HexTUBHOCTb TOCTUTAeTCsl MyTeM MHIMOMPOBAHMS LIUTOKUHOB, MPOUCXOMSIIMX U3 T-KIeTok
Y MOHOLIMTOB/MAaKpo(aroB, MMEIOLINX BBICOKYI KJIMHMYECKYI) 3HAYMMOCTH IJISI NATOreHe3a
CRS. JlonmonHuTeNnbHO, TMpENCTAaBIEHHbIE B JAHHOM JOKYMEHTE JaHHble B CBSI3U C
unruoupyromuM JAK1 coenuaenneM 1 NMOKa3bIBAIOT, YTO IMOJIb3a OT JIEYEHUs] JOCTUTraeTCs Oe3
OOIIMPHON IIUTOKMHOBOH MMMYHOCYIIPECCHH (YTO NPOJEMOHCTPUPOBAHO HEU3MEHHBIMU
ypoBHsimu [L-5) (PUT. 4).

B HekoTOphIX BapuaHTAaX OCYIIECTBJIICHUS HM300pPETEHUs CBSI3aHHOE C IIUTOKUHAMHU
3a00yieBaHUE WJIM HApyIICHHE TPENCTaBIsAeT COOOW CHHIOPOM BBICBOOOXKIECHHS LUTOKUHOB
(CRS), remogaromurapusiii mumdorucrunonnro3d (HLH), cunmpom aktuBaumu maxpodaros
(MAS) unu cesizannbiii ¢ CAR-T-knetkamu sHnedanonaruydeckuii cuaapom (CRES).

B HekoTOphIX BapuaHTAaX OCYIIECTBJICHUS HM300PETEHUs CBSI3aHHOE C IIUTOKUHAMHU
3a00yieBaHNE WJIM HApyIICHHE TPENCTaBIsAeT COOOW CHHIOPOM BBICBOOOXKICHHS LUTOKUHOB
(CRS).

B HekoTOpbIX BapuaHTaX OCYIIECTBJICHUS HM300pPETCHUsI CBSI3aHHOE C IIUTOKHHAMHU
3a00yieBaHNE WM HapYLIEHHE NPEACTaBiIsieT coOOol remodaromuTapHblii JTUM(OTHCTHOLUTO3
(HLH).

B HekoTOphIX BapuaHTaX OCYIIECTBJICHUS HM300pPETCHUsI CBSI3aHHOE C IIUTOKHHAMHU
3a0oseBaHNE UM HAPYLICHHE MPEACTaBIsIET COO0M cuHApoM akTuBaruu Makpodaros (MAS). B
HEKOTOPBbIX BapHaHTaX OCYLIECTBIEHUs W300pETEHUsI CHHAPOM aKTHUBALMH Makpodaros
aCCOILMMPOBAH C CHCTEMHBIM FOBEHWIBHBIM HIUOMATHYECKUM apTPUTOM. B  HEKOTOpBIX
BApPUAHTAX OCYIIECTBJICHUS HM300PETEHUs CHHAPOM aKTHBALMK Makpo(daroB acCOLMHUPOBAH C
CHUCTEMHOH KPAaCHOH BOJTYAHKON B IETCKOM BO3pacCTe.

B HekoTOphIX BapuaHTaX OCYIIECTBJICHUS M300pPETEHUsI CBSI3aHHOE C IIUTOKHHAMHU
3abojieBaHNe WM HapylleHue Tmpencrasisier coboit cesizanHbii ¢ CAR-T-knetkamu

sHueganomnarnyeckuii cuaapom (CRES).



B HeKkoTOpBIX BapHaHTaX OCYINECTBICHUS] H300PETEHHsI B HACTOSIIEH 3as8BKE MPEIJIOKEH
cnoco0 JieueHus] CHHAPOMAa BBICBOOOXKICHHS LINTOKMHOB Y CYOBEKTa, BKIFOYAIOIIUI BBEACHUE
yKa3aHHOMY CyOBekTy TepaneBTudeckoro npemnapara CAR-T-kinerok u uaruouropa nytu JAK1
Wi ero (papmaneBTUYeCKH TNpHeMIeMOil comu. B HEKOTOpBIX BapHaHTaxX OCYINECTBJICHUS
n300peTeHns JIeYeHne MpeacTaBisier coOoil oOnerdeHne wim MHruOuposaHue. B HEKOTOpPBIX
BapPHUAHTAX OCYIIECTBIIEHHS N300PETEHNUS JIeYeHNE TIPEICTABISAET COOOH MpeIoTBpalleHue.

B HekoTOpBIX BapuaHTax OCyIuecTBiIeHUs n3odperenus uaruoutop nytu JAK1 wmum ero
dapmMaLeBTHUECKN PUEMIIEMYIO COJIb BBOASAT OAHOBPEMEHHO C TE€PAIEBTUUYECKUM IpenapaToM
CAR-T-kneTok.

B HekoTOpbIX BapuaHTax OCyIuecTBiIeHUs u3odperenus uHruobutop nytu JAK1 wnu ero
(dapMaLeBTHUECKH TPUEMIIEMYIO COJIb BBOJSAT IOCJE BBEIEHHs TEPANEeBTHUECKOTO Ipernapara
CAR-T-kneTok.

B HekoTOpBIX BapuaHTax OCYIIECTBIEHUS H300pETEeHHs] TepaneBTHYECKHIl Iperapar
CAR-T-xnetok npencrasisier coO0it akcukaOTareH CHIoIencel.

B HEeKOTOpBIX BapHaHTAaX OCYLIECTBJICHUS H300PETEHUS TEepaneBTUUECKUH mpernapar
CAR-T-kneTok nmpeacrasisieT coO0i THCAreHIEKIIeHCe.

B HekoTOpbIX BapuaHTaxX OCYINECTBIICHUS M300peTeHus: CyObekT Ooneer B-kieTouHbM
3JI0Ka4eCTBEHHBIM HOBOOOPA30BAHUEM.

B HeKkOTOpbIX BapHaHTaX OCYLIECTBIEHHs H300peTeHust CyObekT OoseeT crpajaer
muddysHoit  kpynHokierouHoi B-mumgpomoit (DLBCL), nepBu4YHONH MequacTUHAJIbHOU
KPYMHOKJIETOYHOH  B-nmumdomol,  BBICOKO3JOKa4eCTBEHHOW  B-kyeToyHol — mUMQOMOI,
TpaHchOpMUPOBAaHHOH (POITUKYISIPHOH TUM(OMON MK OCTPbIM JTUM(OOIACTHBIM JIEHKO30M.

B HekoTOpbIX BapuaHTax OCyIIeCTBiIeHUs n3o0perenus uHruoutop nytu JAK1 wmu ero
(bapMaLeBTHUECKH MpHEMJIEMasi COJIb SIBJIIIOTCSl CEJIeKTUBHbIMU 1O oTHomeHnio kK JAK1 mo
cpaBuenno ¢ JAK2, JAK3 u TYK2 (1. e. cenextuBnblii unruourop JAK1). Hampumep,
OMUCAHHBIE B JAHHOM JOKYMEHTE COEIMHEHHs I UX (PapMaLEeBTHYECKU MPHEMIIEMbIE COJIH,
npeumyectseHHO HMHruobupyotT JAK1 mo cpaBuenuro ¢ omgHodl wim Oonee JAK2, JAK3 u
TYK2. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUsI U300peTeHus coequHenns: nHruonpyot JAK1
NPEeUMYLIeCTBEHHO Mo cpaBHeHHIO ¢ JAK2 (Hampumep, umerot cootHomenue JAK2/JAK1 ICs,
>1). B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS M300PETEHHS COSNUHEHHS I COJIH SIBJISIFOTCS
npumepHo 10-kpaTHO Gonee cenextuBHbIME 1151 JAK] mo cpaBHenuro ¢ JAK2. B HekoTOpbIX
BAPHUAHTAX OCYINECTBJICHUS N300PETEHHsI COEMHEHHSI FT COJIH SIBIITFOTCS] IPUMEPHO 3-KPATHO,
MPUMEPHO 5-KpaTHO, mpuMepHO 10-xpaTHO, mpumepHO 15-kpatHO wnmu npuMmepHO 20-KpaTHO
6onee cenekruBHbiME Ut JAK 1 mo cpaBHenuro ¢ JAK2, kak paccunrano mmepenuem [Csy nmpu
1 MM AT® (Hanpumep, cMm. ipumep A).

B HekoTOphIX BapuaHTaX OCYLIECTBJIEHUs wu300peTerHns wuHruoutop nytn JAKI]
npeacTaBisier co00i coenrHeHne u3 TabuLbl | Win ero papMaleBTHIECKH PUEMIIEMYIO COJIb.
Coenunenns B tabmune 1 sBsOTCS cenekTuBHbIMU uHruomropamu JAK1 (cenexTuBHBIE 1O
cpasaerno ¢ JAK2, JAK3 u TYK2). B Tabnmuue 1 mokasanbl 3HaueHusi 1Csy, moaydeHHbIE

MeTtonoM npumepa A npu 1 MM ATO.



Ta6auna 1

Coen.
No

Ilpen.

Hassanue

CrpykTypa

JAK1
ICSO
(5M)

JAK2

JAK1

US 2011/
0224190

(mpumep 1)

{1-{1-[3-PTOp-2-
(TpudTopmeTHn)U30HU
KOTHHOWJI | TUTIEPUATH-
4-un}-3-[4-(7TH-
nuppono|[2,3-
d]mupumunus-4-mn)-
1H-nupason-1-

W |a3eTuauH-3-

YU } ALIETOHUTPUIT

>10

US 2011/
0224190
(mpumep
154)

4-{3-(Llnanomermnn)-3-
[4-(7TH-mupposno[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-
wi|azeTuaus-1-mi}-N-
[4-pTop-2-
(Tpudropmern)peHmn
|munepunnn-1-

KapOoKcaMuz

>10

US 2011/
0224190
(mpumep 85)

[3-[4-(7H-
nuppono|[2,3-
d|mupumunun-4-mn)-
1H-nupason-1-un]-1-
(1-{[2-
(TpudTopmMeTII)IHPUM
UOUH-4-

YT |KapOOHWMIT } TUITEpHL
WH-4-1T)a3eTUANH-3-

WJI|alleTOHUTPHUIT

>10




US 4-[3-(umanomeTn)-3- _ F. o +++ | >10
2014/03430 | (3',5'-numerun-1H,1'H- “r_;}@m AQ/F
30 (mpumep | 4,4'-Gunupason-1- ~ FOF F
7) wi)azetuaus-1-mil-2,5- et
mudrop-N-[(15)-2,2,2-
Tpudrop-1-
METUJIITHIT |OEH3aMH T
US ((2R,58)-5-{2-[(1R)-1- on =N =+ | >10
2014/01211 | runpoxcustin]-1H- -—%_NCO
98 (mpumep | umunasol4,5- N, S
20) dJtuenol[3,2- IN, 7
b]mupunun-1-
wn jrerparunpo-2H-
nupaH-2-
WJT)aLe TOHUTPUIT
US 2010/ 3-[1-(6-xnopnupuanH- | N= + >10
0298334 2-Un)UpPPOTHIUH-3 - ;}tm \_/
(ITpumep 2)? | wn]-3-[4-(7H- A N cl
nuppodo|2,3- N7y
d]mupumunun-4-mn)- . NT T NH
1H-nupason-1-
YT |TpOTIAHHUTPUI
US 2010/ 3-(1-[1,3]okcazomno[ 5,4- " \'_! + >10
0298334 b]mupumnH-2- N
(ITpumep WUITTUPPOITHIUH-3 - 1)~
13¢) 3-[4-(7H-tuppomno[2,3-
d]mupumunun-4-wmn)-
1H-nmpason-1-
YT |TpOTIaHHUTPUI
US 2011/ | 4-[(4-{3-umano-2-[4- o Y n >10
0059951 | (7H-nmpposo[2,3- FL—/N ) N
(ITpumep d]mupumunun-4-mn)- " P
12) 1H-nupazon-1- S
WU |IIPOTIHT § TUTIEPA3UH I > N

-1-mm)xap6onmn|-3-




¢dTopOeH30HUTpHUI
9 US 2011/ 4-[(4-{3-unano-2-[3- o F >10
0059951 (7H-muppouo[2,3- »—@—CN
(ITpumep d]mupumunun-4-mn)- ( _N)
13) IH-nuppon-1- LCN
WUT|TIPOTINJI § TUTIEPa3UH 7 N
-1-nm)kap6onmn|-3- 7
(bTOpOEH30HUTPUIT Nl R
NN
10 US 2012/ [mpanc-1-[4-(TH- F Fe >10
0149681 nuppoino[2,3-
(mpumep 7b) | d]mupumunus-4-un)-
1H-nupason-1-un]-3-
(4-{[2-
(TpudTopMeTHI)TUPUM
UanH-4-
Wi |KapOOHWMI j Trnepas
uH-1-
W) IUKJIO0Y THJI |alleTOH
UTPUIT
11 US 2012/ {mpanc-3-(4-{[4-[(3- OH >10
0149681 TUAPOKCUA3ETUIUH-1- N
(mpumep WI)METUI |-0- y
157) (TpudropmeTT)IHPU H"% I::
0 F
WH-2-

WI|OKCH | TUTIEPUAHH- 1 -
wn)-1-[4-(7H-
nuppono|[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

VT |UKITO0Y THIT } aLIETO

HUTPUI




12

US 2012/
0149681
(mpumep

161)

{mpanc-3-(4-{[4-
{[(28)-2-
(TUAPOKCHMETIIT)IHPP
ONUANH- | -1 |MeTH } -
6-
(TpudropmeTH)IMpUL
WH-2-
WI|OKCH | TUTIEPUAHH- 1 -
un)-1-[4-(7H-
nuppoino[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

W | LUKJTO0Y THJT  alleTO

HUTPHI

>10

13

US 2012/
0149681
(mpumep

162)

{mpanc-3-(4-{[4-
{[2R)-2-
(TUAPOKCUMETHIT)THPP
OJTUINH- | -1 |MeTw § -
6-
(TpudropmeT)IMPUI
WH-2-
WI|OKCH | TUTIEPUAHH- 1 -
wn)-1-[4-(7H-
nuppono|[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

YT |UKITO0Y THIT } aLIETO

HUTPUII

>10

14

US 2012/
0149682
(mpumep

20)P

4-(4-13-
[(numeTnnamMuHO)METH
n]-5-
dbTopdeHoKcH } umnepu
nuH-1-un)-3-[4-(7H-
nuppodo|2,3-

d]mupumunun-4-mn)-

>10




10

1H-nupason-1-

W1 |0y TAHHUTPUIT

15

US 2013/
0018034
(mpumep 18)

5-{3-(umanomeTwin)-3-
[4-(7TH-mmpposo|2,3-
d]mupumunun-4-mn)-
1H-nupason-1-
wilazetuaus- 1-wm }-N-
U30NPONWINUPA3UH-2-

kapOokcaMuz

>10

16

US 2013/
0018034
(mpumep 28)

4-{3-(umaHomeTum)-3-
[4-(7H-muppomno|[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-
wi|a3eTuauH- 1 -1} -
2,5-nudrop-N-[(1S)-
2,2, 2-tpudrop-1-

METUJIITHIT |OE€H3aMu T

>10

17

US 2013/
0018034
(mpumep 34)

5-{3-(umanomermn)-3-
[4-(1H-upposo|2,3-
b]mupunun-4-un)-1H-
nupason-1-
wilazetuaus- 1-wm}-N-
W30MPONMINUPA3UH-2-

KapOoKcaMu

>10

18

US 2013/
0045963
(mpumep 45)

{1-(yuc-4-{[6-(2-
THAPOKCHITHI)-2-
(TpudTopmMeTII)IHPUM
UOUH-4-
WJT|OKCH } IUKJIOTEKCYL)
-3-[4-(7H-
nuppono|[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

W |a3eTHauH-3-

WU } aLIETOHUTPHIT

>10




11

19

US 2013/
0045963
(mpumep 65)

{1-(yuc-4-{[4-
[(>TrnamuHO )MeTHI |-0-
(TpudropmeTH)IMPUL
WH-2-
WJT|OKCH } IUKJIOTEKCYL)
-3-[4-(7TH-
nuppoino[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-
WJ|a3eTuauH-3-

W1 } aLIETOHUTPIIT

>10

20

US 2013/
0045963
(mpumep 69)

{1-Gpuc-4-{[4-(1-
rUIpoKCcu-1-
METHIIITHI)-0-
(TpudTOpMETHI)TUPUA
WH-2-
WJT|OKCH } IUKJIOTEKCHIT)
-3-[4-(7TH-
nuppoino[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

W1 |a3eTHauH-3-

T } aLIETOHUTPHIT

OH

>10

21

US 2013/
0045963
(mpumep 95)

{1-(yuc-4-{[4-{[GR)-
3-
THAPOKCUITHPPOIAANH-
1-nn|mernn }-6-
(TpudropmeTIT)IHPUI
WH-2-
WJT|OKCH } IUKJIOTEKCIL)
-3-[4-(7TH-
nuppono|[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

W |a3eTHauH-3-

>10




12

WU } aLIETOHUTPIIT

22

US 2013/
0045963
(mpumep 95)

{1-(yuc-4-{[4-{[(3S)-3-
THAPOKCUITHPPOIUANH-
1-nn|mernn }-6-
(TpudropmeT)IMPUL
WH-2-

VT |OKCH § IUKJIOTEKCYL)
-3-[4-(7TH-
nuppoino[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

W |a3eTuauH-3-

YU } ALIETOHUTPUIT

>10

23

US 2014/
0005166

(mpumep 1)

{mpanc-3-(4-{[4-
({[(1S)-2-runpoxcu-1-
METHJISTUJI |aMHHO } MET
w)-6-
(TpudropmeT)IHpPU
WH-2-
WI|OKCH | TUTIEPUAHH- 1 -
wn)-1-[4-(7H-
nuppoino|[2,3-
d]mupumunun-4-m)-
1H-nupason-1-

YT |UUKITO0Y THJT } ALIETO

HUTPUII

>10




13

24

US 2014/
0005166
(mpumep 14)

{mpanc-3-(4-{[4-
({[(2R)-2-
T'UPOKCUIIPOIINII |aMUH
0 }mMeTui)-6-
(TpudropmeTi)IMpPUL
WH-2-
WI|OKCH | TUTIEPUAHH- 1 -
wn)-1-[4-(7H-
nuppono[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

W | LUKJTO0Y THJT  alIeTO

HUTPUI

>10

25

US 2014/
0005166
(mpumep 15)

{mpanc-3-(4-{[4-
({[(28)-2-
T'UAPOKCUIIPOIINI |aMUH
0} MeTHIT)-6-
(TpudropmeT)IMpU
WH-2-
WI|OKCH |} TUTIEPUAHH- 1 -
wn)-1-[4-(7H-
nuppono|[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

YT | KITO0Y THIT } aLIETO

HUTPUI

>10
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26 US 2014/ {mpanc-3-(4-{[4-(2- HO + >10
0005166 THAPOKCHITHI)-6-
(mpumep 20) | (TpudTopMeTII)THPUA I
WH-2- 0 N F F
WI|OKCH | TUTIEPUAHH- 1 - O

wn)-1-[4-(7H-
nuppoino[2,3-
d]mupumunun-4-mn)-
1H-nupason-1-

YT |IUKITO0Y THJT } aLIETO

HUTPUII

+ o3Hauaer <10 HM (cMm. mpuMep A B OTHOILIEHUH YCIIOBUI aHaIN3a)

++ o3Hauaer < 100 HM (cm. mpumMep A B OTHOLIEHUH YCIIOBUM aHAIN3a)

+++ o3Hauaet < 300 HM (cM. mpuMep A B OTHOLIEHUH YCIIOBUI aHAIN3a)

4JlanHble AJ1 SHAHTHOMEpA |

bJlaHHbIe 1151 SHAHTHOMEpA 2

B HexoTOpBIX BapWaHTaX OCYyINECTBIEHMS u300pereHust uHruourop nytu JAKI
npezacrasisier codont {1-{1-[3-¢pTop-2-(TpudTOpMETHI)M30HUKOTUHOW |TUNepUANH-4-11 § -3 [4-
(7H-tmuppono[2,3-d jnupumunun-4-mn)- 1 H-nupazon-1-ulase TuanH-3 -1 } ALETOHUTPUI WIH €r0
(bapMaLeBTHUECKN TPUEMIIEMYIO COJIb.

B HekoTOphIX BapuaHTaX OCYLIECTBJIEHUs wu300peTerus wuHruoutop nytn JAKI
MpeNCTaBIsIeT coboit COJIb aJIUTTUHOBOM KHCJIOTBI u {1-{1-[3-dpTop-2-
(TpudTopMeTHI)U30HUKOTHHOW |nunepuaua-4-ui §-3[4-(7H-nuppono| 2,3 -d [mupumuaus-4-wm)-
1H-nupa3zon-1-unlaseTuany-3-mi fale TOHUTPUIA.

Cunte3 u monyuenue {1-{1-[3-¢pTop-2-(TprTOpMETHI)I30HUKOTUHOWJI |TUNIEPUANH-4-

wn }-3[4-(7TH-nmupponol 2,3-d Jmupumunun-4-un)- 1 H-nupaszon- 1-wn]azernans-3 -
T} aLIETOHUTPHIIA U €r0 COJIM aJUITHHOBOM KHCJIOTHI MOJKHO HAWTH, HANIpUMED, B MyOJI. maTeHTa
CIIA Ne 2011/0224190, nogannoit 9 mapta 2011 roga, ny6n. marenra CIIIA Ne 2013/0060026,
nofaHHoi 6 centsiops 2012 roma, u nyOun. matenra CIIIA Ne 2014/0256941, nopanHOM 5 MapTa
2014 rona, kaxxnas U3 KOTOPBIX BKJIIOUYEHA B AAHHBIN JTOKYMEHT IIOCPEACTBOM CCBUIKHU B ITOJTHOM
oObeme.

B HekoTOphIX BapuaHTaX OCYLIECTBJIEHUs wu300peTeHns wuHruoutop mytn JAKI]
MIPEACTaBIIsIET coboi 4-[3-(umanometmn)-3-(3',5'-numernn-1H, 1'H-4,4'-6unupazon-1-
win)azeruaus-1-mn]-2,5-mudpTop-N-[(1S)-2,2,2-Tpudtop- 1 -meTwns T | OeH3amMu g WA ero
(bapMaLeBTHUECKN TPUEMIIEMYIO COJIb.

B HekoTOphIX BapuaHTaX OCYLIECTBIEHUs wu300peTeHns wuHruoutop mytn JAKI]
npencTasisier coboit cob GochopHoit kucnotel U 4-[3-(unanomernn)-3-(3',5'-numernn-1H, 1'H-
4,4'-6unmpazon-1-un)azerngun-1-nmnl-2,5-mudrop-N-[(15)-2,2,2-rpudrop-1-
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METUJIATHI |OEH3aMH 1A,

Cuntes u mnonyuenune 4-[3-(umanomernn)-3-(3',5'-numernn-1H,1'H-4,4'-0unupazon-1-
wnazerunus-1-unl-2,5-gudrop-N-[(15)-2,2,2-TpudTop-1-mMmeTmnsTiin |OeH3aMuia U €ro  Conu
bochopHOI KHCTOTBI MOXKHO HaWTH, Hampumep, B myOn. marenta CIIIA Ne 2014/0343030,
nopanHou 16 mas 2014 roga, kOTOpast BKIKOYEHA B AAHHBIM JOKYMEHT MOCPEACTBOM CCHUIKU B
MIOJTHOM O0BbeMe.

B HexkoTOphIX BapuaHTaX OCYLIECTBIEHUs wu300peTreHns wuHruoutop mytn JAKI1
npencrasisier  cobort  ((2R,55)-5-{2-[(1R)-1-runpokcustun]- 1 H-umunazo[4,5-d|rueno|3,2-
b]mupunun-1-un}rerparuapo-2H-nupas-2-um)aueToOHUTPUIT WM €ro  (papMareBTHYECKH
PUEMIIEMYIO COJIb.

B HexkoToppIX BapuaHTaXx OCYyLIECTBIEHHs wu300peTreHus wuHruoutop nytn JAKI1
npencrasiasier  cobort  ((2R,55)-5-{2-[(1R)-1-runpokcuatun]- 1 H-umunazo[4,5-d]rueno|3,2-
b]mupunun-1-un}rerparnapo-2H-nupaH-2-1i1)alle TOHUTPUIIA MOHOTHAPAT.

Cunres ((2R,5S)-5-{2-[(1R)-1-runpoxcustui]- 1H-umunaszo[4,5-d]tueHo[ 3,2-
b]nupuaun-1-unjrerparnapo-2H-nupaH-2-uin)aueTOHUTPUIA W ONpPEeJeHHEe CBOWCTB €ro
Oe3BogHON M MoHOruapaTHoi (opm ommcanbl B myOn. marenta CIITA Ne 2014/0121198,
noganHoit 31 oktsOpst 2013 roma, u ny6n. marenta CIIIA Ne 2015/0344497, nonmanHouW 29
anpens 2015 roga, kaxnas U3 KOTOPBIX BKIIOYEHA B JAHHBINA JOKYMEHT MOCPEICTBOM CCBUIKH B
HIOJTHOM O0beMe.

B HekoTOpbIX BapuaHTax OCYINECTBIEHUS H300peTeHus: coeauHeHus u3 Tabmuubl 1
MOJIy4eHbl TPOLEeNypaMU CHUHTE3a, OmMcaHHbIMH B myOn. martenta CIITA Ne 2011/0224190,
noganHoit 9 mapra 2011 roma, my6n. marenta CIIIA Ne 2014/0343030, nonanHou 16 mas 2014
roxa, my6s. marenta CIITA Ne 2014/0121198, nogannoii 31 okTsi6pst 2013 roga, myOu. maTeHTta
CIIIA Ne 2010/0298334, monannoii 21 mast 2010 rona, my6us. marenra CIIIA Ne 2011/0059951,
noganuoit 31 asrycta 2010 rona, ny6:. matenra CIIIA Ne 2012/0149681, nopanHoi 18 HOsSOpst
2011 roma, my6n. marenta CIIIA Ne 2012/0149682, nomannoii 18 HosiOpst 2011 roma, myOut.
natenra CIIIA 2013/0018034, nomanHoi 19 wurons 2012 ronma, nyOn. matenta CIIA Ne
2013/0045963, momannoii 17 aerycta 2012 roma, my6n. marenta CIIIA Ne 2014/0005166,
nogaHHou 17 mas 2013 roga, kaxaas U3 KOTOPbIX BKJIOUE€HA B JaHHBIN JOKYMEHT MOCPEACTBOM
CCBUIKH B ITOJIHOM 00BEME.

B HekoTOpBIX BapHaHTax ocyuecTBieHus n3odpereHus: naruoutop mytu JAK1 BoiOpan
U3 COeNUHEHMH WM MX (papMaLeBTHUECKH NMpHUEeMJIEMbIX coyieil u3 myOna. matenta CIIIA Ne
2011/0224190, nomanHoit 9 wmaptra 2011 roma, myOm. mnarenta CIIA Ne 2014/0343030,
noganHoi 16 mas 2014 ronma, my0n. marenra CIIIA Ne 2014/0121198, monanuoit 31 okTsaOpst
2013 rona, my6n. marenta CIIIA Ne 2010/0298334, nomannoii 21 mas 2010 rona, my6n. mareHTa
CIIOA Ne 2011/0059951, momannoii 31 aBrycta 2010 roma, my6m. marenta CIIIA Ne
2012/0149681, nonanHoii 18 HosiOps 2011 roma, my6n. marenta CIIIA Ne 2012/0149682,
nonanHou 18 HosiOpst 2011 rona, my6n. marenra CIIIA 2013/0018034, monauuoii 19 urons 2012
roxa, yos. matenra CIIIA Ne 2013/0045963, nogannoii 17 aerycra 2012 ropma, my0Oin. maTeHTta

CIIIA Ne 2014/0005166, monanuoit 17 mast 2013 ropa, kaskaasi U3 KOTOPBIX BKJIFOUEHA B JAHHBIN
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JTOKYMEHT MOCPENCTBOM CCBUIKH B TIOJTHOM O0OBEME.
B HekoTOprIX BapuaHTaX OCyLIeCTBIEHUs wu300peTerHns wuHruoutop mytn JAKI]

npeacTaBisier codoii coenrHeHne Gopmyiel I

4

WM ero (papMaLeBTHYECKH IPUEMIIEMYIO COJlb, TAE:

X npencrasisier coboit N mim CH;

L npencrasnsier cobori C(=0) unu C(=O)NH,;

A mpencrasisier coOoi (eHWI, THPUANHWUI WIM TUPUMUAWHII, KaXIbIH M3 KOTOPBIX
HeoO0s13aTeNbHO 3aMeleH | uin 2 He3aBUCUMO BeIOpaHHbIMU rpyrnaMu RY; u

kaxaeiii R! npencrapisier coboii He3aBUCUMO (PTOP MM TPUPTOPMETHIL.

B HekoTOpbIX BapuaHTaX OCYINECTBJICHUs H300peTeHus coenuHeHne Gopmysl [
npexacrasisier codort { 1-{1-[3-¢pTop-2-(TpudTOpMETHI)M30HUKOTUHOW |TUNepUAHH-4-11 § -3 [4-
(7H-tmappono[2,3-d jmupumunnn-4-mn)- 1 H-nupazon-1-unlase TuanH-3 -1 } AETOHUTPUI WIH €r0
(hapMaLeBTHUECKH TPUEMIIEMYIO COJIb.

B HekoTOphIX BapuaHTaX OCYINECTBJICHUs H300peTeHus coenuHeHne Gopmyisl [
npeacraeiasier  coboit  4-{3-(umanomernn)-3-[4-(7H-mupporno[2,3-d|nupumunus-4-wmn)-1H-
nupason-1-wilazetuaun- 1-um }-N-[4-prop-2-(TpudTopmern)deHu |munepuais- 1 -
kapOOKcaMu WU ero (hapMaleBTHYECKH MPHUEMIIEMYIO COJIb.

B HekoTOphIX BapuaHTaX OCYINECTBJIICHUs HM300peTeHus coenuHeHne Gopmyisl [
npexncrasisier coboit [3-[4-(7H-mmupponol|2,3-djmupumunun-4-un)-1H-nmupazon-1-mn]-1-(1-{[2-
(TpudTOopMeTHI ) TUPUMHUINH-4-1JT |KapOOHWI } MUTIepUANH-4-1IT)a3e THAUH-3 -1 | A€ TOHUTPIIT
WK eT0 (papMaLeBTHUECKH PUEMIIEMYIO COJIb.

B HekoTOphIX BapuaHTaX OCYLIECTBJIEHUs wu300peTreHns wuHruoutop mytn JAKI]

npeacrasisier codoit coenmaenue Gpopmysl 11
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IT

HUJIN €1ro (I)apMaLIeBTI/ILIeCKI/I MPpUEMIIEMYIO COJIb, TAC!

R? mnpencraBnsier coboit Cig ankui, Cig ramoreHankun, Cse tmkmoankuna wid Csg
nukioankuia-Cy.; ankwi, npudeM ykasaHHbI Cig ankun, Cs.q muxnoankmn U Cs.g HUKIOATKUII-
Ci3 ajnkun Kaxabli HeoOs3aTeNbHO 3aMelneH 1, 2 wiM 3 3aMEeCTUTEISIMHM, HE3aBHCHMO
BbIOpaHHbIMU U3 pTOpa, -CF5 1 Mmetuna;

R3 mpexncrasisier coboit H nnu metu,

R* npencrasinsier coboit H, F wnu Cl;

R5 mpencrasisier coboit H unm F;

R® mpexncrasisier coboit H unu F;

R npexncrasisier coboit H unu F;

R® npencrasinsier coboit H unu metu;

R’ npexncrasisier coboit H unu metu,

R npencrasnser coboit H wm anku;, u

R!"! npencrassier codoii H i metu.

B HekoTOphIX BapuaHTaX OCYLIECTBICHUsT u300peTeHus coeauHeHue Qopmynsr 11
MPECTaBIsIeT coboii 4-[3-(umanometmn)-3-(3',5'-qumernn-1H, 1'H-4,4'-6unupazon-1-
wi)azeruaus-1-un]-2,5-mudprop-N-[(1S)-2,2,2-Tpudtop-1-mMmeTrnstui | OeH3amug WA ero
(apMaLeBTHUECKN TPUEMIIEMYIO COJIb.

B HekoTOphIX BapuaHTaX OCYLIECTBJIEHUs wu300pererns wuHruoutop nytn JAKI

npezacrasisier codoit coennaenue Gopmysr 111

o
/ N
N
= S
PV,
N
1

2

WK ero papMarneBTHUECKH MPUEMIIEMYIO COJIb, TE:

Cy* npencragisier coboii Terparunpo-2H-nupaHobHOE KOJIBIO, KOTOPOE HEOOA3ATENBHO
3amermneno 1 winm 2 rpynnamu, HesaBucumo BbiOpanHbiMu 3 CN, OH, F, Cl, C,; ankuna, C.3
rajoreHajkwia, uaHo-Ci.; ankwia, HO-C,; ankwna, amuHo, Ci.; ankwiamuao u 1u(Ci.;
aJIKHJ1)aMUHO, TipudeM ykazanHbiid C;.; amkun u qu(C.3 ajaKui)aMUMHO HEOOS3aTeNbHO 3aMelleH

1, 2 wnu 3 3amectutensimu, HeaBucuMo BeiOpanHbME U3 F, Cl, C.; ankunaMuHOCy Tb(OHMUIIA U
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C1.; ankuiicynbpoHUNa;, 1

R1? npencrasnsier coboii -CH,-OH, -CH(CHj3)-OH wnu -CH,-NHSO,CHj3.

B HekoTOpbIX BapuaHTax OCYINECTBIEHHUs H300peTeHus: coenuHerune Qopmynsr 111
npencrasiasier  cobort  ((2R,55)-5-{2-[(1R)-1-runpokcustun]- 1 H-umunazo[4,5-d|tueno|3,2-
b]mupunun-1-unjrerparnapo-2H-nupas-2-um)aueTOHUTPUIT WM ero  (papMareBTHYECKH
MIPUEMIIEMYIO COJIb.

B HekoTOpBIX BapuaHTax OocyIuecTBieHUs n3odperenus uaruoutop nytu JAK1 wmum ero
(apMaLeBTHUECKH TPUEMIIEMYIO COJIb BBOAAT B CYTOYHOM KoiudecTBe OoT okoso 100 mr mo
okoJio 600 mr B pacdere Ha cBOOOIHOE OcHOBaHHE. COOTBETCTBEHHO, B HEKOTOPBIX BapUAHTAX
OCYIIECTBJIEHUs] M300peTeHusi cenekTuBHbIM uHruoutop nytu JAK1 BBOOAT B CyTOYHOM
konuuectse 0koyio 100 mr, okono 150 mr, okono 200 mr, okono 250 mr, okoso 300 Mmr, OKoJIo
350 wmr, okono 400 mr, okono 450 mr, okosno 500 mr, oxono 550 mr wim okosno 600 Mr B pacuere
Ha cBOOOIHOE OCHOBAaHHE.

B HexoTOpBIX BapHaHTax OCYyIIEeCTBICHUs n3o0perenus: narubutop nyta JAK1 wim ero
(bapMaLeBTHYECKH IPUEMIIEMYIO COJIb BBOZAT B CYTOYHOM KosindecTBe okojio 200 mr B pacuere
Ha cBOOOJHOE OCHOBAHUE.

B HexoTOpBIX BapHaHTax OCYyIIEeCTBIEHUs n3o0pereHus: naruobutop nyta JAK1 wim ero
(papmManeBTHUECKH PHEMIIEMYIO COJIb BBOIST B CyTOYHOM KondecTBe okosio 300 Mr B pacuere
Ha CBOOOZHOE OCHOBAHUE.

B HekoTOpbIX BapuaHTax OCyIIECTBJIEeHUs1 n300peTenus uHruoutop nytu JAK1 wnu ero
(hapMaLeBTHYECKH TPUEMIIEMYIO COJIb BBOJST B CYyTOYHOM KOJIM4ecTBe 0koJio 400 mr B pacuere
Ha CBOOOZHOE OCHOBAHUE.

B HekoTOpbIX BapuaHTax OCyIIeCTBiIeHUs n3o0perenus uHruoutop nytu JAK1 wmu ero
(hapMaLeBTHUYECKH IPUEMIIEMYIO COJIb BBOJST B CYTOYHOM KoJIndecTBe 0kojio S00 Mmr B pacuere
Ha CBOOOZHOE OCHOBAHUE.

B HekoTOpbIX BapuaHTax OCyIIeCTBICHUs n3o0perenus naruoutop nytu JAK1 wmu ero
(hapMaLeBTHUECKH IPUEMIIEMYIO COJIb BBOZST B CYTOYHOM KOJIMYECTBE OKoJio 600 Mr B pacuere
Ha CBOOOZHOE OCHOBAHUE.

B HekoTOpBIX BapuaHTax OCyIIeCTBICHUs n3o0perenus nHruobutop nytu JAK1 wmum ero
(apMaLeBTHYECKH MPUEMJIEMYIO COJIb BBOIST OAMH Pa3 B CYTKH B KOJU4ecTBE 0K0JIO 200 Mr B
pacuere Ha CBOOOTHOE OCHOBAHHE.

B HekoTOpBIX BapuaHTax OCyIIeCTBICHUs n3o0pererus uHruoutop nmytu JAK1 wmum ero
(apMaLeBTHUECKH MPUEMJIEMYIO COJIb BBOIST OAMH pa3 B CYTKH B KoiudecTBe okoyio 300 mr B
pacuere Ha CBOOOTHOE OCHOBAHUE.

B HekoTOpbIX BapuaHTax OCyInecTBiIeHUs] n3o0perenus naruoutop nytu JAK1 wmum ero
(apMaLeBTHUECKH MPHUEMJIEMYIO COJIb BBOIST OAMH pa3 B CYTKH B KomudecTBe okoyo 400 mr B
pacuere Ha CBOOOTHOE OCHOBAHHE.

B HekoTOpBIX BapuaHTax OCyIIecTBiIeHUs n3o0perenus uaruoutop nytu JAK1 wmum ero
(apMaLeBTHUECKH MPHUEMJIEMYIO COJIb BBOIST OAMH Pa3 B CYTKH B KomudecTBe okoyo S00 mr B

pacueTe Ha CBO6OI[HO€ OCHOBAHHE.
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B HekoTOpBIX BapuaHTax OCyIIecTBiIEeHUs n3o0pererus uarudbutop nytu JAK1 wmum ero
(apManeBTHUECKH MPUEMIIEMYIO COJIb BBOISAT OAMH Pa3 B CYTKH B KOJNUYECTBE 0KOJIo 600 Mr B
pacuere Ha CBOOOTHOE OCHOBAHUE.

B HekoTOpBIX BapuaHTax OCyIIecTBiIEeHUs n3o0perenus uaruoutop nytu JAK1 wmum ero
(apmMaLeBTHUECKH TPUEMIIEMYIO COJIb BBOAST B BHJE OIHOH WK Oosiee JO3UPOBaHHBIX (POPM C
3aMEUICHHBIM BBICBOOOXEHUEM, Kakmas cozepxkur wunHruourop nyta JAK] wmm ero
(bapMaLeBTHUECKN TPUEMIIEMYIO COJIb.

B naHHOM nOKyMeHTE€ NpEmIOKEH CIoco0 JIeUeHUs] CBA3aHHOTO C IIUTOKMHAMHU
3a00€BaHUsI WM HAPYILIEHUS Y HYJXJAIOLIErocs B 3TOM CyOBEKTa, BKIIIOUAIOIINN BBEIEHUE
cyOBeKTy CyTO4YHOM a03bl OT Okojio 100 mo 600 mr, B pacdyere Ha CBOOOJHOE OCHOBaHWE,
uHruouropa nytu JAK1 wnm ero ¢apmaneBTHUECKH MPUEMIIEMOM COJM, TPUYE€M HHTHOUTOP
nytu JAK1 unm ero ¢apmanesrudecku nmpuemieMyro COJb BBOAST B BHIE OAHOM mim Oonee
JO3UPOBAaHHBIX (POPM C 3aMeNIEHHBIM BBICBOOOKAEHUEM, copepxkamux uHruourop nytu JAK1
WY er0 (papManeBTHYECKU IPUEMIIEMYIO COJIb.

Bapuantbl ocymiecTBieHHss M300pETEHUS, ONKMCAHHbIE B JAHHOM JOKYMEHTE,
IpefHa3HAYeHb! I COYETaHMs B JII000H MOAXOAsLIeH KOMONHALIMH KaK e€CJIU Obl 3TH BapUAHTBI
OCYILIECTBJICHUS] SIBJBUTMCH MHOXKECTBOM  3aBHCHUMBIX IIYHKTOB (DOPMYJIBI  H300pETEeHUsI
(HampuMmep, BapHAHThI OCYIIECTBIICHNS, OTHOCSIIIHECS K CeIeKTUBHOMY MHruourtopy myTtu JAK1
U €ro /103aM, BapHaHThl OCYIUECTBIEHUS, OTHOCAIINECS K JTIOOBIM (popMam conell CoenHeHuH,
ONUCAaHHBIX B JJAHHOM JOKYMEHTE, BapUaHThl OCYILECTBJIEHHs, OTHOCSINUECS K OTAEJbHBIM
TUTIAM CBSI3aHHBIX C LIMTOKMHAMU 3a00JIeBaHHUI WJIM HAPYLIEHUH, U BAPHAHTHI OCYIIECTBJICHUS,
OTHOCSILIUECS K KOMIIO3ULIUU U/ UM BBEICHHIO, MOTYT COYETAThCS B JIFOO0H KOMOMHAIIHH).

Hanpumep, B JaHHOM JOKyMEHTE MPEIJIOKEH CIOco0 JieueHus1 y cyObekTa CBI3aHHOTO C
LIUTOKWHAMH 3200JIeBaHUS WJIM HAPYLISHHs, BBIOPAHHOTO U3 TPYIIIbI, COCTOSIIEH M3 CHHAPOMA
BbicBOOOXKIeHnst 1uTOokHMHOB (CRS), remodaronuraproro numboructuonurosa (HLH),
cunapoma aktuBarmu  MakpodaroB (MAS) wim  cszanHoro ¢ CAR-T-knerkamu
sHuedanonatuyeckoro cuaapoma (CRES), cniocob Bkiro4aeT BBeAeHHE CyObEKTy OTHOKPATHOMU
CyTOYHOW n03bl Okojo 200 mr, B pacuere Ha cBoOomHoe ocHoBanue, {1-{1-[3-pTop-2-
(TpudTopMeTHI ) U30HUKOTHHOW |urniepuauH-4-ui §-3-[4-(7TH-muppono|[ 2, 3-d JmupumuuH-4-
wn)-1H-nupazon-1-unjazeTuanH-3 -1 } aleTOHUTPIIIA WK ero (papMaleBTHUECKH MPUEMIIEMON
CONMM, TpPUYEM J03a CONEPXKUT ONHY WM Oojee JO3UPOBAaHHBIX (OPM C 3aMeIIEHHBIM
BBICBOOOXKIIEHUEM, Kaxaasi COZIEPKUT {1-{1-[3-¢pTOp-2-
(TpudTopMeTHIT ) U30HUKOTHHOW | urnepuauH-4-ui §-3-[4-(7TH-muppono| 2, 3-d |mupumuuH-4-
wi)-1H-nupaszon-1-uijazeTuauH-3-11 } alleTOHUTPUIT WM ero (papMareBTUYECKH MPHEMIIEMYIO
COJIb.

JosupoBaHHble  (popMmbl ¢ 3aMensieHHbIM  BbicBoOOXneHueMm  {1-{1-[3-¢rop-2-
(TpudropmMeTHIT)U30HUKOTHHOW |urniepunuH-4-ui §-3[4-(7H-nupposno| 2,3 -d [nupumunun-4-m)-
1H-nupa3zon-1-ui|a3zeTnanH-3 -1 f alle TOHUTPUJIA WK ero (papMalleBTHYECKH MPUEMIIEMON COJTU
(trabmuua 1, coemunenne 1) moryTt ObiTh Halinensl B yOs. CIIIA Ne 2015/0065484, noganHoit 6

asrycra 2014 rona, kOTOpasi TeM CaMbIM BKJIFOYE€HA B JAHHBIN JOKYMEHT IOCPEACTBOM CCHUIKU B
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MIOJTHOM O0BbeMe.

Bce Bo3MO)KHBIE KOMOMHALIMM HE TEPEYUCIIEHBl B TAHHOM JOKYMEHTE IO OTAEIBHOCTH
TOJIBKO JUTS LieJIel KPaTKOCTH.

OnncaHHple B JAHHOM JOKYMEHTE COEOUHEHHUS MOTYyT OBbITh aCHMMETPHIHBIMU
(nanpumep, umeroT oguH UM Oonee crepeoneHTpoB). [lompazymMeBaroTCsl BCE CTEPEOU3OMEPHI,
TaKMe KaK HHAHTHOMEPHI M IUACTEPEOMEpBl, €C He ykazaHo nHoe. COeqUMHEHHs, KOTOpbIe
cofepKaT acCHMMETPUYHO 3aMEIIeHHbIE aTOMbl YTJEpONa, MOTYT BBIAEHSATh B ONTHYECKH
aKTUBHOU niM paremMudeckoii popme. CriocoObl MPUTOTOBJIEHUS] ONTUYECKH aKTUBHBIX (OPM U3
ONTHUYECKH HEAKTHBHBIX MCXONHBIX BEIIECTB M3BECTHBI B JAHHOW O0JACTH TEXHHKH, HAIPUMEP
INyTEeM pa3leieHus] pPaLeMUYeCKUX CMecell WM CTepeOCeNeKTUBHOIO CHHTe3a. MHorue
reoMeTpuyuecKue M30oMepbl ojepuHOB, ABOIHbIE CBsi3u C=N u TOMy momoOHOE MOTYT TaKke
IPUCYTCTBOBATh B OMMCAHHBIX B JAAHHOM JIOKYMEHTE COEJUHEHMUSX, U BCE TaKHe CTAOMIIbHbIE
U30Mephl PACCMATPUBAIOTCS B HacTosmeM u3o0pereHun. OmnucaHbl yuc- W Mpawnc-
reOMETPUYECKHE N30MEPbl COCTUHEHHH MO AaHHOMY H300pPETeHUIO, U X MOTYT BBIIENSTh KaK
CMeCh M30MepOB HIIH KaK OTAeSbHbIe H30MepHbIE (POPMBI.

B HekoTOpbIX BapHaHTaX OCYINECTBJIEHUs W300peTeHus coenauHeHue wumeer (R)-
KOH(pUTyparm. B HEKOTOPBIX BapHaHTaX OCYINECTBICHUS H300pETEHHs COSAMHEHNE UMeeT (5)-
KOH(UTYpaLHIO.

Paznenenne pauemMuuyeckux cMmeceil COEAMHEHMH MOTYT OCYINECTBISTH JIOOBIM U3
MHOTOUYHMCJICHHBIX U3BECTHBIX B JAHHOW 00JaCTH TEXHUKH MeTO#OB. IIpumep MeTrona BKIIFOUATH
B ce0s1 ApOoOHYI0 MEePEKPHUCTALTH3ALMIO C UCTIOIB30BAHUEM XUPAJIBHON Pa3lessiioIell KHCIIOTHI,
KOTOpasi SIBJISIETCSl  ONTHYECKH AKTHBHOW  COJIeOOpas3yroleil OpraHM4YecKON  KHCJIOTOM.
[MopxonsamumMu  pa3fessiFoIMMU  areHTaMH Ui METOJOB JPOOHOH MepeKpUCTaUIN3aLUuH
SIBJIIIOTCS, HATPUMeEpP, ONTHUYECKU AKTHUBHBIE KHUCIOTBL, Takue kak D- u L-hpopmbl BHHHOI
KHUCJIOTBI, JUALETHJIBHHHAS KHUCJIOTAa, OUOCH30WJIBUHHAs KHUCJIOTA, MHHIAJIbHAS KHUCJIOTA,
s0JO4YHAs ~ KUCJIOTa, MOJIOYHAs  KHCJIOTAa  WJIM  pa3jM4YHble  ONTHYECKH  AKTHBHBIC
kampopcyab(pOHOBBIE KUCIIOTBI, Takue Kak [-kamdopcynbpoHoBas kuciora. Jlpyrue
pa3neNsFoIIKUe areHThl, MPUTrOJHbIE ISl METOOB (PPAKLIMOHHOW KPUCTAUTU3ALUH, BKIFOYAIOT B
cebs1 cTepeon3oMepHO YHCThIe (OPMBI O-MeTHIOCH3UIaMuHa (Hanpumep, S- 1 R-popmbl win
OUACTePEOMEPHO  YHUCThie  (GopMmbl), 2-heHWIrmuuuHON, HopadenpuH, >denpuH, N-
MeTHI()enpUH, TUKJIOTeKCHIITIIIAMAH, 1,2-THaMUHOLMKIIOTEKCAH U T. T

Paznenenne pauneMu4eckux CMece MOTYT TakXKe OCYINECTBJISATh SJIIOMPOBAHUEM Ha
KOJIOHKE, 3allOJIHEHHOH ONTHYECKH AaKTHBHBIM pa3felISIOIIUM  BEIIeCTBOM (Hanpumep,
IUHUTpOOCH3OMIQEeHITIUIUHOM).  [logxoasiyr0 ~ KOMIO3HMLIMIO  PacTBOPUTENEH  uis
3IFOMPOBAHUS MOXKET ONPENETUTD CIELUAINCT B JAHHOH 00JIaCTH TEXHHUKH.

CoenuHeHHs1 ONMUCAHHBIE B JAHHOM JOKYMEHTE TAKXKE€ BKIFOYAIOT TayTOMEpPHbIE (POPMBI.
TayTomepHble (OpMBI BOHUKAIOT B Pe3yJbTaTe MEPECTAHOBKH OJMHOYHOH CBSI3U C COCENHEH
JIBOWHOM CBSI3bI0 BMECTE C COIYTCTBYHOIIEH murpauueii mporoHa. K TayromepHbiM ¢opmam
OTHOCATCS TPOTOTPOIIHBIE TAyTOMEPBI, MPENCTABISIOLINE COOOW COCTOSIHUS H30MEPHOTO

MIPOTOHUPOBAHMUSI, UMEIOIINE ONHY U Ty K€ SMITUPUYECKYIO (POPMYJy M CYMMApHBIA 3apsim.
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IIpumepsl TNPOTOTPONHBIX TayTOMEPOB BKIIOYAIOT Mapbl KETOHA-3HOJA, Mapbl aMHIHOI-
UMHIHOW KHUCIIOTBI, Mapbl JAKTaMa-JIAKTUMA, Tapbl YHAMHHA-MMHUHA U KOJbLIEBbIe (OpPMBI, B
KOTOPBIX NPOTOH MOJKET 3aHHUMAaTh ABa U 0OJiee MOJOKEHUH Te€TePOLMKINYECKOH CHCTEMBI,
Hanpumep 1H- u 3H-umupazon, 1H-, 2H- u 4H- 1,2,4-tpuazon, 1H- u 2H-u3oungon, a taxxke
1H- u 2H-tmpaszon. TayTomepHble GOPMBI MOTYT HAXOAUTHCS B PABHOBECHM HIIM CTEPUYECKU
¢dukcupoBaThCs B OIHON (POpME IMyTEM COOTBETCTBYIOLIEH 3aMEHBI.

OnucanHple B [aHHOM JOKYMEHTE COEJUHEHHUs TaK)K€ MOTYT BKJIIOYAThb H3OTOIHO-
MEYEHHbIE COEANHEHUs [0 JaHHOMY ONUCAHHI0. «M30TOMHO-» WM «pagruOU30TONO-MEUEHHOE»
COEIMHEHHUE IMPENCTABISIET COOON COeNMHEHHE MO JaHHOMY ONMCAHMIO, B KOTOPOM OAHMH WU
Oojyee aTOMOB 3aMEHEHbl WJIM 3aMELIeHbl aTOMOM, aTOMHas Macca WM MacCOBOE€ YHCIO
KOTOPOT'O OTJINYAETCs] OT aTOMHOM MacChl MJIM MacCOBOTO HOMEPA, KaK MPaBUJIO, OOHAPY KEHHBIX
B npupone (T. €. BCTpevarouuxcs B npupoae). Ilogxoasiue paguoHyKIuabl, KOTOPbIE MOTYT
OBITh BKJIIOYEHbI B COENMHEHMs] IO HACTOSILIEMY OIMCAHHUIO, BKJIOYAOT B cebs, HO He
orpannumnBaroTcst H (Takske 3anuchiBaeTcs: kak D mist neiirepust), *H (Taxoke 3anuchBaeTcsi Kak
T st tpurust), '1C, 3C, 4C, BN, 15N, 150, 170, 180, 8F, 35S, 36Cl, 8Br, 7*Br, 7Br, 7/Br, 2], 1241,
1257 u B Hanpuwmep, omuH wiau Oojiee aTOMOB BOZOPOAA B COEAMHEHHWH IO HACTOSIUEMY
OIMCAHUIO MOTYT 3aMellaTh aTOMOM AeWTepust (HarpuMep, OAWH MM Oojiee aTOMOB BOZIOPOAA
C1.¢ amkunbnoit rpynmbl Gopmyan (I), (II) wnu (III) unu coenunenus: Tabmuipl 1 MOryT OBITH
HeoOs3aTeNIbHO 3aMelleHbl aToMoM aeltepusi, Hanpumep -CHj; 3amemen Ha -CD;). Tepmun
«COEUHEHHe», KaK MWCIONb3yeTCs B JaHHOM JOKYMEHTE, O3HauaeT BKJIOYEHUE BCeX
CTepEOU30MEPOB, T'€OMETPUUECKHUX H30MEpPOB, TAyTOMEPOB U H30TOMOB H300paKEHHbIX
CTPYKTYp, €CII TOJIbKO Ha3BaHHE HE YKa3bIBAe€T Ha KOHKPETHBIN crepeousomep. CoennHeHus,
UICHTUQULHMPYEMbIE B HACTOSIIEM JOKYMEHTE IO HAa3BAHUIO WJIM CTPYKType Kak OJiHa
KOHKpEeTHas TayToMepHasi popma, npeaHa3HAYeHbI ISl BKIIFOUEHHST IPYTUX TayTOMEPHBIX (opm,
€CJIM He YKa3aHO UHOe.

Bce coenunenus u ux (apManeBTHUECKH TPUEMIIEMbIE COJI MOTYT OBITh OOHAPY KEHBI
BMECTE C JPYI'MMHU BELIECTBAMH, TAKMMH KaK BOJA U PACTBOPUTENH (HAmpuMep, TUApaThl U
COJIbBATHI), MJIN MX MOKHO BBIIEIISITh.

B HekoTOpBIX BapuUaHTaX OCYLIECTBICHHS HW300pPETEHUS] OINUCAHHbIE B JTAHHOM
JOKYMEHTE COEAMHEHHs WM UX COJU SBJSIFOTCA M0 CyLIeCTBY BbiAedeHHbIMU. [loxm «mo
CYLIECTBY BBIIEJICHHbIM» I[OHUMAETCs] COEJUHEHHE IO MEHblIel Mepe YacTUYHO WM IO
CYLIECTBY OTHAEJICHHOE OT OKpPY KAIILIEH Cpenpl, B KOTOPOl OHO 00pa3oBaHO MM OOHAPYIKEHO.
UactuuHOEe pas[esNieHHe MOKET BKIFOYATh, HANpPUMEpP, KOMIIO3HMLHUI, OOOTalleHHYIo
ONMMCAaHHbBIMH B JaHHOM JOKyMeHTe coefauHeHussMH. CyllecTBEHHOE pas[eleHHe MOXKeT
BKJIFOYAaTh KOMIIO3UIMH, COAEpIKaIUe IO MeHbIIeH Mepe 0koio 50%, mo MeHblIel Mepe OKOJIO
60%, mo MeHbluel Mepe okojio 70%, mo MeHbie Mepe okosio 80%, Mo MeHbIIEH Mepe OKOJIO
90%, mo meHblIel Mepe Okojo 95%, mo meHbliel mepe okojio 97% wiu Mo MeHblIel Mepe
okono 99% no macce coeUMHEHMI, ONMUCAHHBIX B JAHHOM JOKYMEHTE, WIH UX COJb. MeToabl
BBIJICJICHUS] COEIMHEHNH U MX COJICH SIBJISFOTCS PYTHHHBIMU B TAHHON OOJIACTH TEXHUKH.

®paza «papMaleBTHUECKH MPUEMJIEMbIT» HCIOIB3YeTCSI B TAaHHOM JOKYMEHTE JIJisi
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0003HAYEeHUSI TAKUX COSNMHEHUH, BEIECTB, KOMIIO3UIMI W/WJIN JO3HUPOBAHHBIX (HOPM, KOTOpPBIE
B paMKax PalMOHAIBLHOTO MEOUIIMHCKOTO PEIIEHUs], SIBIISTIOTCS MOIXOASIIMMHE IS IPUMEHEHUS
MPU KOHTAKTe C TKAHSMHU JIFOAEH M JKUBOTHBIX 0€3 Ype3MEepPHON TOKCUYHOCTH, Pas3IpakeHUs,
AJUIePTUYECKON pPeaKIi WM APYTroi MpoOJieMbl WM OCJIOKHEHUS, COPa3MEPHO Pa3yMHOMY
COOTHOIIEHUIO TTOJIb3bI/PHUCKA.

Bripaskenust «TemmepaTypa OKpy’KaloIeld Cpeab» U «KOMHATHAs TeMIepaTypa» WiIH
«KT», KaK HCIOJIb3YeTCsl B JAHHOM IOKYMEHTE, TIOHUMAIOTCS B JAHHOW OOJIACTH TEXHUKH, U
OTHOCSITCS, B LEJOM, K TeMIlepaType, Hanpumep PeakLUOHHON TeMmmepatype, KOoTopas
COCTaBJISIET TNPUONIM3UTENIBHO TEeMIIepaTypy, IMpH KOTOPOH NPOXOAUT pEeaKLUs, HarpuMep
teMreparypa ot okono 20 °C no okomno 30 °C.

Hacrosimee w3oOpereHue Takke BKIOYaeT (papMaleBTUYECKH TMPUEMIIEMbIE COJH
COENMHEHUH, OMUCAHHBIX B JaHHOM JOKyMeHTe. Kak ucmonp3yercs B JaHHOM JOKYMEHTE,
TepMUH «(papMaleBTHUECKH MPHEMJIEMbIE COJIM» OTHOCHUTCS K TPOU3BONHBIM PACKPBITHIX
COEIMHEHUH, MpUYeM HCXOMHOE COENMHEHHE MOAU(PHUIHUPYETCS TMyTeM MpPEeBpalleHHs €ero
KHCJIOTHOTO WJIM OCHOBHOTO (pparmeHta B ero coneByio (opmy. ITpumeps! dapmaneBTHUECKH
MPUEMJIEMBbIX COJIEH BKJIFOYAIOT, HO HE OrPAaHUYMBAIOTCS 3THM, COJU MHUHEPAJIbHBIX WU
OpPraHUYECKUX KHUCJIOT U OCHOBHBIX OCTaTKOB, TAKMX KaK aMHHBI, LIEJIOYHbIE UJIH OPTaHUYECKUE
COJIM KHCJIOTHBIX OCTaTKOB, TaKMX KaK KapOOHOBBIE KHUCIOTHL, U T. m. DapmaneBTHUECKU
npUeMJIeMble COJIM TI0 HACTOSIIEMY M300pPETeHHIO BKIIFOYAIOT TPATULMOHHBIE HETOKCHYHBIE
COJIM UCXOIHOTO COEAMHEHUs, OOpa3OBaHHbIC, HANMPHUMEP, U3 HETOKCUYHBIX HEOPTaHMYECKHX
WM OpPraHWYeCKHX KHUCJOT. DapMaleBTUYECKH TMPHEMJIEMble COJIM 10 HACTOSIIEMY
U300pETEHHI0 MOTYT OBITh CHHTE3UPOBAHBI W3 MCXOTHOTO COEOUHEHHs, KOTOPOE COIEPIKUT
OCHOBHOHN WJIM KHCJIOTHBIA (h)parMeHT, OObIUHBIMH XUMHYECKUMH MeTomamu. Kak mpaBuiio,
TaKhue COJIM MOTyT OBbITh TMOJyYeHbl B3aUMONEWCTBUEM (OPM 3TUX COEAMHEHUN B BHUJE
CBOOOIHOW KHCJOTBI HJIM OCHOBAaHHS CO CTEXHOMETPUYECKHUM KOJUYECTBOM IOAXOJISIIETO
OCHOBaHHUS WJIM KHCJIOTHI B BOJE WJIM B OPraHUYECKOM PACTBOPUTENIE WM B MX CMECH, Kak
MPABUIIO, HEBOJHbBIE CPEIbI, TAKHe KaK 3(Up, STHUIALETAT, STAHOJI, CIIUPTHI (HAIPUMEpP, METAHOJ,
ATAHOJI, U30MPONAaHO Win OyTaHo) win aueToHUTPIIT (ACN), SIBJISIFOTCS] IPEANOYTUTEIbHBIMH.
[Tepeuenp moxxonsImuX cosiell mpencrasieH B Remington's Pharmaceutical Sciences, 17th ed.,
Mack Publishing Company, Easton, Pa., 1985, p. 1418 u Journal of Pharmaceutical Science, 66,
2 (1977), xaxnas w3 nyOnuKanui BKJIIOYEHA B JaHHBIA JIOKYMEHT MOCPEICTBOM CCBUIKH B
MIOJTHOM O0BbeMe.

Kakx wucronb3yercss B NaHHOM JOKyMEHTE, TEPMUHBbI «CYOBEKTY», «UHAWBUA» WJIH
«TAIMEeHT» TPUMEHSIEMble B3aHMMO3aMEHSIEMO, OTHOCATCS K JIIOOOMY >KUBOTHOMY, BKJTFOUAst
MJICKOTIUTAIOIIUX, TPEANOYTHTENIbHO MBIIIEH, KPBIC, APYTHX TPHI3YHOB, KPOJHMKOB, COOaK,
KOIIeK, CBUHEH, KPYMNHBIA poOraTblii CKOT, OBEl, KOHEH WM TpPUMATOB U, Handoyee
MPEIOYTUTENBHO, JTIoel. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS H300PETeHUsT KCYOBEKTY,
CUHAUBUDY WU «TALUEHT» HYKIAETCS B YKA3aHHOM JICUEHUH.

B HekoTOpbIX BapuaHTaxX OCYUIECTBIICHUSI W300pETEeHUs] HWHTUOWTOPHI BBOAST B

TepaneBTHYeCKH d(h(HeKTUBHOM KojmuecTBe. Kak HMCMoib3yeTcss B JaHHOM JOKyMeHTe, (pasa
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«TepaneBTHYecKn 3(P(HEeKTUBHOE KOJMUECTBO» OTHOCUTCS K KOJMYECTBY AKTUBHOIO COEIMHEHHUS
Wi (papManeBTUYECKOTO areHTa, KOTOPOE BBI3bIBAET OHOJOTMYECKYI0 WM METULIMHCKYIO
peakuul0 B TKaHM, CHUCTE€ME, >KMBOTHOM, UHAMBHAE WJIH 4YeJOBEKe, JKeJaeMyr s
uccienoBarelns, BeTepUHAapa, Bpaua WIM APYroro KIMHMLKCTA. B HeKOTOpbIX BapHaHTax
OCYINECTBJIEHUS] M300pETeHHs JO3UPOBAHHE COEOUHEHMS WM ero (apMaleBTHUECKU
IIPUEMJIEMOI COJIM, BBOAUMBIX MALIUEHTY WJIM UHAUBUAY, COCTABJSAET OT OKOJO 1 Mr 10 OKoJjio 2
r, oT okoyio 1 mMr a0 okono 1000 mr, ot okosio 1 mr 10 okojio SO0 Mr, oT 0koji0 1 Mr 4O OKOJIO
200 wmr, ot okoso 1 mMr 10 okosio 100 mr, ot okono 1 mr 1o 50 Mr unu ot 0kosio S0 MI 10 OKOJIO
500 mr. B HEKOTOpPBIX BapUaHTax OCYLIECTBIEHUS M300pETEHHs JO3UPOBAHUE COCIUHEHUS WU
ero ¢apManeBTHYECKU TPUEMIIEMON COJIU COCTaBIIsIeT 0koJio 200 mr.

Kakx wucnonb3yercs B HaCTOALIEM JOKYMEHTE, TEPMUH «JIEUUTb» WU «JICUEHUE»
OTHOCUTCSI K omHOMy min Oojiee u3 (1) monmaBieHus 3a0ojieBaHUsS; HAMPUMEp IOABJICHUS
3a0051€BaHMs], COCTOSIHUS WJIM HApPYLIEHHs Y YeJIOBEKA, KOTOPBIM HCIBITHIBAET WU INPOSBISET
NAaTOJOTHIO WM CHMIITOMATUKY 3a00J€BaHWs, COCTOSHHMS WM HapymeHus (T. e.
OCTaHABJIMBAETCS JalbHEHIee Pa3BUTUE MATOJOTHH W/WIM CHUMITOMATHKH), (2) obnerdeHus
3a0osneBanust; HapuMep oOjerdeHus 3a00NeBaHMs, COCTOSHUS MJIM HApPYLICHUs] Y MHAMBUAA,
KOTOPBIH UCIIBITBIBAET WJIH MPOSIBJISIET MATOJOTHIO WIIM CHMIITOMATHKY 3a00JI€BaHUS, COCTOSTHUS
Wi HapyueHust (T. e. oOpalmaercst TeYeHHe MAaTOJOTMH WM CHMIITOMATHKH), TaKOro Kak
CHIDKEHUS] TsDKeCTH 3a0oneBaHus; win (3) mpenorspamas 3a0oneBaHUe, COCTOSHHE WIH
HAapyLIEeHHe Yy WHAMBHIA, KOTOPBIA MOXET OBbITh MPenpacroyiokeH K 5TOMY 3a00JeBaHMIO,
COCTOSIHUIO WJIM HApyLIEHHIO, HO €llleé He HCIMbIThIBACT WJIM HE MPOSBISET MaTOJOTHI0 WU
CUMIITOMATHUKY 3TOro 3a0ojieBaHMs. B HEKOTOPBIX BapHUaHTAX OCYLIECTBICHHsS H300pEeTEeHUs
JIeUeHHe OTHOCHUTCSI K TMOJABJICHUIO WM OOJIErdeHHI0 3a0oyieBaHMs. B HEKOTOPBIX BapHaHTaxX
OCYIIECTBIIEHUST U300PETEHMs JISUeHHE TTPENCTaBiIsieT COO0i mpenoTBpalleHue 3a00JIeBaHUs.

Kombunuposannvie 6uovr mepanuu

OnucaHHbIE B JAHHOM JOKYMEHTE CIOCOOBI MOTYT JIOTOJIHUTENIbHO BKJIOYATh B CeOsI
BBEJICHUE OJIHOTO WM OoJiee TOMOJIHUTENIbHBIX TEPareBTUYeCKUX areHToB. OmuH mwiu Oonee
JOTIOJHUTENIbHBIX TEPaNeBTUYECKUX areHTOB MOIYT BBOAUT MAaLMEHTy OJHOBPEMEHHO WU
MOCJIEIOBATEIBHO.

B HexkoTOpbIX  BapHMaHTaX  OCYLIECTBICHHS  HM300pETEHHs]  JAONOJHUTENbHBINA
TEPaNeBTUYECKUH areHT MPEACTaBIsieT COOOH aHTaroHucT IL-6 Ml aHTaroHUCT ero perenTtopa.
B HekOoTOpbIX BapHaHTaX OCYLIECTBICHUS HW300pETEeHHs aHTaroHucr penenrtopa IL-6
npeAcTaBisieT co0oM Toummmzymad.

B HekoTOpbIX  BapHMaHTaX  OCYLIECTBICHHS  HM300pETEHHs]  JAOMOJHUTENbHBIA
TEpaneBTUYECKUH areHT mnpencrasisier codor mHrudbutop MCP-1. B HekoTOpbhIX BapuaHTax
OCYIIECTBJICHUS] N300PETEHUsI OTIONHUTEIBHBIN TePaNeBTHYECKUI areHT MpPEeACTaBIsieT cOOOH
uarnOutop MIP1B. B HEeKkOTOpBIX BapuaHTaX OCYIIECTBJICHHS W300pPETEHHs IOTOJHUTETbHBIN
TEPareBTUYECKUH areHT mnpencrasiser codoit mHruoutop IL-2R. B HekoTophIX BapuaHTax
OCYIIECTBJICHUS] N300PETEHUSI NOTIONHUTEIBHBIN TePANeBTHYECKUI areHT MpPEeACTaBIsieT cOOOH

uHrnourop IL-1R. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUs] H300PETEHHs IOTOJHUTEIbHBIN
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TEpaneBTUYECKUI areHT npeacrasiser codoit uarnourop TNF-a.

B HEKOTOPBIX BapHaHTaxX OCYINECTBIICHUS H300PETEHHs JOTIOJHUTEIbHOE JIEKAPCTBEHHOE
cpenctso npexacrasisier codoit antu-CD25 anTuTeNno. B HEKOTOPBIX BapHaHTax OCYINECTBICHUS
uszobperenus: antu-CD25 anTuTeNO NpeacrapisieT codoi nakan3ymad.

B HekoTOpbIX  BapMaHTax  OCYLIECTBICHHS  HM300pETEHHs]  JONOJHUTENbHBINA
TEpaneBTUYECKUI areHT npeacrasiser codoi narudourop IL-1.

B HekoTOpbIX  BapHMaHTaX  OCYLIECTBICHHS  HM300pETEHHs]  JONMOJHUTENbHBINA
TEpaneBTUYECKUN areHT mpencrasisier coboit anraronuct peunenropa IL1 (IL1Ra). B
HEKOTOPBbIX BapHaHTax OCYINECTBJIEHUs u300pereHust aHtraroHuct penenropa IL1 (IL1Ra)
MpeacTaBysieT COOOH aHAKUHPY.

B HekoTOpbIX  BapHaHTax  OCYLIECTBIEHHMS  HM300pETEeHHs]  JAONOJHUTENbHBIN
TEPaneBTUUYECKUN areHT IpeAcTaBisAeT co00il KopTUKOCTepouA. B HEKOTOphIX BapuaHTax
OCYILECTBJIEHUS] U300pETEHNs] KOPTUKOCTEPOU I IPEACTABIISIET COOON MPEAHNU30H.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs H300peTeHust MO0OH W3 MpeablayIiux
IOMOJHUTEBHBIX TEPATIeBTUUECKUX AareHTOB MPUMEHSETCS B JOMOJHUTEIbHOW KOMOWHALUH C
KOPTHKOCTEPOUIOM (HapuMep, NPEIHU30HOM).

B HekoTOphIXx  BapuaHTax  OCYIUECTBJIEHMS  M300pETEHUS  JOMOJHUTEIbHbIC
TepaneBTUYECKUE areHThl BKIIFOYAIOT B ceOs TOMIM3yMald M KOPTHKOCTEPOHI. B HEKOTOphIX
BapUAHTAX OCYINECTBJIEHUS H300PETeHUS IOMOJHUTENbHbIE TEPANEeBTUYECKUE AareHThI
BKJIIOYAIOT B ce0s1 TOUMIN3yMad 1 MPeITHU30H.

Dapmayesmuyeckie peyenmypul 1 003UPOBAHHbIE POPMbI

ITpu UCTIOIB30BAHMHU B KaYECTBE JICKAPCTBEHHBIX CpencTB MHrHOUTOphI myTH JAK1 mmm
ux (papManeBTUYECKH TpUEMIIEMbIE COJHM MOTYT BBOAMTH B Qopme (apMareBTHIECKHX
KOMIIO3ULIMI. DTH KOMIIO3ULIMM MOTYT TOTOBUTH CHOCOOOM, XOpPOIIO H3BECTHBIM B
(apmaLeBTHUECKOM O0JIACTH, U MOTYT NPUMEHATb PAa3JIMYHBIMH MYTSMH, B 3aBUCUMOCTH OT
TOTO, JKEJIAaTeJIbHO MECTHOE WJIM CUCTEMHOE JICYCHHE, a TAaKXKEe B 3aBHCHUMOCTU OT MOJIEKAIIETO
JeUeHn0 ydacTka. Ha3HaueHue MOkeT OBbITb MECTHbIM (B TOM HYHCIIE€ TPAHCAEPMAaJbHBIM,
SMUAEPMAIBHBIM,  O(TaIbMOJOTMYECKMM W HAa  CJIU3UCThIe  OOOJIOUKH,  BKIIFOYAs
UHTPAHA3AJIbHYI0, BArMHAJIBHYIO W PEKTAJbHYI) JOCTaBKY), JIETOUHBIM (HAampuMep, IMyTeM
UHTAJSIIUNA WM MHCY(QJISIMM  MOPOIIKOB WJIM a3pO30Jied, B TOM uucie Helyanzepom,
UHTpaTpaxeajsbHO WIM MHTPAHA3AIbHO), IEPOPATBHBIM WIN MapeHTepaibHbIM. [laperTepanbHoe
BBEICHUE BKIIOYaeT B ce0s  BHYTPUBEHHOE, BHyTPUAPTEPUATBHOE,  MOIKOXKHOE,
BHYTPHOPIOIINHHOE, BHYTPUMBILIEYHOE WIH MHBEKIIMOHHOE WM WHPY3HMOHHOE BBEACHHUE, WU
BHYTPHUEPEITHOE, HAMpPHUMEP HWHTPATEKAJbHOE WIJIM HHTPABEHTPUKYJSIPHOE, BBEICHHE.
[TapeHTepanbHOE BBEIEHHE MOJKET BBINOJHATHCS B BHIE ONHON OOJFOCHOH O3Bl MM MOJXKET
BBITMIOJIHATBECS, ~ HAmNpUMep, C  TIOMOLIBIO  Hacoca ISl  HEempepblBHOW  mepdy3uu.
dapmarneBTHYeCKre KOMIIO3UIUN U PELENTYPbl Ui MECTHOTO NMPUMEHEHHSI MOTYT BKIIFOYATh B
cebs1 TpaHCAEepMAaIbHBIE TUIACTBIPH, Ma3H, JIOCbOHBI, KPEMBIL, TeJIH, KaIUIH, CYIIO3UTOPUH, CIIPEH,
KUIKOCTH W TOpOMKH. MoryT ObITh HEOOXOAWMBI WM JKENATeNbHbl TPAJAHLIUOHHBIC

(I)apMaLIeBTI/ILIeCKI/Ie HOCHUTCJIM, BOJAHBIC, TIIOPOIIKOBBIE WKW MACJIAHUCTBIC OCHOBAHUA,
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3aryCTUTENN U T. I

Jto wu300peTeHHe TaKkKe BKIOYAET (apMaleBTHYECKHE KOMITO3UIMH, KOTOPbBIE
cozepKaT KaK aKTUBHBIM UHIPEIUEHT, ONMMCAHHBIN B TaHHOM AOKyMeHTe uHruourop nyta JAK1
Wi ero (apmManeBTUYeCKH MPHEMIIEMYIO COJIb, B KOMOMHAIMM C OAHMM Wiu Ooee
dapMaLeBTHUECKH NPUEMIIEMBIMH HOCHUTENISIMH  (BCIIOMOTAaTeNIbHBIMH  BEIECTBaMH). B
HEKOTOPBIX BapUaHTaX OCYIIECTBJIEHUS KOMIIO3ULMS MPUTOAHA JJIs1 MeCTHOro BeeneHus. Ilpu
M3TOTOBJIEHUH KOMITO3UIHA aKTUBHBIN MHIPEAUEHT OOBIMHO CMELINBAIOT CO BCIIOMOTaTebHBIM
BEIIECTBOM, Pa30aBISIOT BCIIOMOTATENIbHBIM BELIECTBOM HJIM 3aKJIIOYAIOT B TAKOW HOCHUTENH B
dbopme, Hampumep, KarcCyJipl, caiie, OyMaKHOro NakeTa HJIM Jpyroro kouredHepa. Korma
BCIIOMOTATENIbHOE BEIECTBO CIYKUT pa3zdaBUTENIEM, OHO MOXKET OBITh TBEPIBIM, MOy TBEPABIM
WJIU KUJKUM BEIECTBOM, KOTOPOE AEUCTBYET B KAYECTBE HOCUTEIs], HECYLIEH CPEAbI UIIU CPENbI
I aKTHUBHOTO MHrpenueHTta. Takum oOpa3oM, KOMITO3UIMM MOTYT OBITH B BUAE TaOJETOK,
MUJIKOJIb, TOPOLUKOB, MAaCTUIIOK, Calle, Kalle, 3JIMKCUPOB, CYCIEH3UM, 3MYJIbCHH, PAacTBOPOB,
CHPOIIOB, a3p0o30Jiel (B BUIE TBEPAOH WUIIH XKUIKOW Cpenbl), Ma3el, coeprKallnx, Harpumep, 10
10% mno Macce aKTUBHOTO COENMHEHMs, MITKHX W TBEPAbIX JKEJNATHHOBBIX KarcCyJl,
CYNIO3UTOPUEB, CTEPUIIBHBIX MHBEKLIMOHHBIX PACTBOPOB U CTEPHJIbHBIX MOPOIIKOB B YIIAKOBKE.

ITpu NpUroTOBIEHUU PELENTYPhl AKTUBHOE COEAMHEHHUE MOXKET OBITh W3MENIbYEHO JUIs
o0ecrieueHnss COOTBETCTBYIOLIETO pa3Mepa duacThl] mepen OOBeIMHEHHEM C JApPYyTUMH
uUHrpeaueHtamMu. Ecniu akTMBHOE COEAMHEHHE IO CYINEeCTBY HEPAacTBOPUMO, €ro MOXKHO
u3MenbuaTh 10 pasMepa vactuy MeHee 200 mewm. Ecnu akTUBHOE COEAMHEHHUE MO CYILLECTBY
BOJIOPACTBOPHMO, TO pa3Mep YaCTHUI] MOXKET ObITh CKOPPEKTHPOBAH MyTEeM U3MEJIbUEHHSI, YTOOBI
o0ecrneuynThb Mo CYIEeCTBY pABHOMEPHOE paclpeneieHne B pelentype, Hanpumep okoo 40 mem.

WNuruburops! nytu JAK1 MOTyT U3MeNb4aThesi ¢ UCHOIB30BAHUEM U3BECTHBIX MPOLENYP
U3MENNbUYCHMs], TAaKUX KakK BJIAXHOE U3MeNbUEHUEe, MU MOJy4YeHUs pasMepa YacTull,
NOAXOAALIero st (GOpMOBaHUS TAOJIETOK W Uil IPYTHX THUMOB perentyp. TOHKOAHMCIEpCHBIE
(cocrosimmme W3 HAHOYACTHL)) Mpenapatbl CeNeKTUBHBIX HMHruOuTopoB JAK1 wmoryT ObITh
MPUTOTOBJIEHBI C TIOMOLIBIO M3BECTHBIX B TAHHOW OOJIACTH TEXHUKH IMPOLECCOB, HAIIPUMED, CM.
MeKIyHapoaHyo 3asBKy Ne WO 2002/000196.

HekoTopsle mpumepbl MOAXOISMIINX BCIIOMOTATENIbHBIX BELIECTB BKIIOYAIOT B cebs
JAKTO3y, AEKCTPO3y, caxapo3y, COpOMT, MAaHHHUT, KpaxMajbl, apaBUHCKYIO Kamenb, (ocdar
KaJblLUs, aJbI'MHATBI, TpParakaHT, >KEJaTUH, CHJIUKAT KajblHs, MHUKPOKPUCTAJUINYECKYIO
LEJUTFOJIO3Y, MOJIMBUHUIIUPPOIUAOH, LEJUIHI03Y, BOLY, CHPON U METWILIEIUTIONO3y. Penentypel
MOT'YT AOMOJIHUTENBHO BKJIKYATh. CMA3bIBAIOIINE BEIECTBA, TAKUE KAK TaJIbK, CT€ApaT MarHus
1 MHUHEpAJbHOE MAcJO;, CMaYMBAIOIIUE aAr€HTHI, SMYJBIUPYIOLINE U CYCIEHIUPYIOLINE areHThl,
KOHCEPBHUPYIOIINE areHThbl, TAKHE KaK METHJI- U MPOIMMITHIAPOKCUOCH30aThI, MOACTAIUBAIOIINE
areHThbl, U apOMATH3UPYIOIIUe areHThl. KOMMOo3uIuu 1mo JaHHOMY H300PETEHHIO MOTYT OBITh

COCTaBJIGHBI Tak, 4YToObl ofecreunBaTh OBICTPOE, 3aMENJICHHOE WM OTCPOUYEHHOE

2
BBICBOOOKJIEHUE AKTUBHOTO HHIPEIUEHTa TIOCJe BBEACHUS MALUEHTY C HUCIOJIb30BAHUEM
MPOLIEAY P, U3BECTHBIX B JAHHOW O0JIACTH TEXHHUKH.

KoMmo3uiiuo MOTyT COCTaBJISITh B €MUHUYHON JO3UPOBAHHOW (opMe, MpHUeM KaKIoe
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JO3UPOBAHUE COAEPIKUT OT OKOoJIO0 5 10 okono 1000 mr (1 r), game ot okono 100 go okono 500
MT, aKTHBHOIO HHIPEIUeHTa. TepMHUH «EOUHHWYHBbIC IO3UPOBAHHbIE (OPMBI» OTHOCUTCS K
(bU3rUeCKH TUCKPETHBIM €AUHHIIAM, PUTOAHBIM B KQU€CTBE SAUHUYHBIX JO3UPOBOK IS JIFOIEH
U JIPyTUX MIICKOMHUTAIOUINX, TMPHUYEM Kakaas €AUHHUIA COAEPKUT 3apaHee OIMpeIeeHHOE
KOJIMYECTBO aKTUBHOTO BEIIECTBA, PACCUNTAHHOE JJIs TMOJYUYEHHUS JKEJTAEMOT0 TEPANIEBTUYECKOTO
s dexra, B coueTaHNU C MOAXOAAIIUM (papMaLleBTUYECKUM HATIOJTHUTEIIEM.

B HekoTOpbIX BapHaHTaX OCYLIECTBICHUS H300pPETEHUs] KOMIIO3MLUU TIO JaHHOMY
N300peTeHNI0 ConepikaT OT OKOJO 5 10 okoyio S50 Mr akTUBHOrO MHrpenueHta. Crenuaiuct
cpenHell kBaiu(UKaMU B JaHHOHW OOJIACTH TEXHUKU IIOHMET, YTO B 3TOM HM300pETEeHUU
OCYLIECTBJIAIOTCA KOMITO3ULIUH, COAEp Kalue OT OKOJIO S a0 okoso 10, ot okono 10 1o okono
15, ot okomno 15 go okono 20, ot okojio 20 10 okoyo 235, ot okoJio 25 1o okoso 30, oT okono 30
10 0KoJ10 335, oT okoJio 35 g0 okoio 40, ot okoso 40 10 okoJio 45 unu ot okoJjio 45 1o okoso 50
MTI" aKTUBHOT'O UHTPEANEHTA.

B HekoTOpbIX BapuaHTaX OCYINECTBJIECHUS H300pPETEHHS KOMIIO3HLMU IO IaHHOMY
n300peTeHuro cozmepkar ot okoso 50 no okosno 500 Mr akTUBHOrO MHrpenauenta. Crenuanuct
cpenHell KBamu(pUKAMKM B JAaHHOH OONACTH TEXHHMKH TIOHMET, YTO B 3TOM H300pETeHUH
OCYILECTBJIAIOTCST KOMMO3ULMY, coaepskalme oT okono 50 go oxono 100, or okono 100 mo
okoJio 150, ot okoso 150 no okono 200, ot okosno 200 no oxosno 250, ot okojo 250 1o OKOJIO
300, ot okono 350 no oxono 400 nnu ot 0koi0 450 10 0kono 500 Mr aKTUBHOTO UHIPEAUCHTA.

B HekoTOpbIX BapuaHTaX OCYINECTBJIECHUS H300pPETeHHS KOMIIO3HLMU IO ITaHHOMY
n300peTeHnIo comepkat oT okojio S00 1o okosnio 1000 Mr akTUBHOTO UHrpenueHTa. Crenuanuct
cpenHeli kBanupUKAMK B MAHHOHW OOJACTH TEXHUKU IOHMET, 4YTO B 3TOM H300pEeTEeHUH
OCYLIECTBJIAFOTCA KOMITO3ULMH, coaepkamue ot okoyno 500 mo okomno 550, ot okono 550 no
okosio 600, ot okojyo 600 o okono 650, ot okoso 650 mo okono 700, ot okoyno 700 mO OKOJIO
750, ot okono 750 go oxono 800, ot okoso 800 mo okomno 850, ot okono 850 go okono 900, ot
0k0:10 900 10 0k010 950 nnm ot okxono 950 o okono 1000 Mr akTUBHOTO MHIPEAUEHTA.

B cxonmHBIX D0O3MPOBKAX MOTYT HCIOJIb30BaTh COEAWHEHUs, OIHMCAHHBIE B JAHHOM
JOKYMEHTe, B Crioco0ax v MPUMEHEHUSIX 110 JAHHOMY H300PETEHHIO.

AKTHBHOE COeTMHEHHE MOKET ObITh 3(P(PEeKTUBHBIM B ITUPOKOM JAHAMA30HE JO3UPOBOK U
0OBIMHO BBOAMTCS B (papmaneBTHUECKU 3P PEKTHBHOM KomndecTse. TeM He MeHee MOHATHO, YTO
KOJIMUYECTBO (PaKTUYECKU BBOJUMOTO COENMHEHUsI OyIeT, KaK MPaBUIIO, ONMPEAENATCS BPauoOM C
y4eTOM COOTBETCTBYIOIIUX OOCTOATENIBCTB, B TOM HYHCJIE TOMJIEKAIIEr0 JICYSHUIO
MATOJIOTUMECKOTO  COCTOSTHHS, BBIODAHHOTO TIYTU BBEACHHS, KOHKPETHOTO BBOIUMOIO
COENMHEHUs, BO3PacTa, MAacChl U PEAKIMU KOHKPETHOrO TMALUEHTAa, TSDKECTH CHUMIITOMOB Y
MaueHTa U TOMy OA00HOTO.

JIJisi IPUTOTOBJIEHHST TBEPABIX KOMIO3UINH, TAKUX KaK TaOJETKH, OCHOBHOW aKTHUBHBIN
WHTPEINEHT CMEIIUBAT C (hapMaleBTUYECKUM HATOJHUTENEeM JUIsi (DOPMHUPOBAHUS TBEPAOH
npeOpMOBOYHON KOMIIO3HILIMH, COAEPKAIEH TOMOTEHHYIO CMECh COSIMHEHUS TI0 HACTOSIIIEMY
uzobperennro. Ilpu mnpuBeneHnn >TUX NPePOPMOBOYHBIX KOMITO3UIIUHA K OXHOPOIHBIM,

AKTUBHBIII MHTPEIUEHT, KaK MPaBUJIO, PABHOMEPHO paclpeaenseTcs Mo BCel KOMITO3ULIUHU, TaK
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9TOOBl KOMIO3ULIMIO MOKHO OBLIO JIETKO pa3fensTh Ha paBHbIM 00pa3oM 3((eKTuBHbIE
€IMHUYHbIE O3UPOBAaHHbIE (POPMBI, TaKMe Kak TaOJETKH, MIUIFOJIH M KarcCyJbl. JTa TBEpnas
npehOpMOBOYHASI CMECH 3aTE€M PA3IENACTCs HA AMHUYHbIE TO3UPOBAHHbIE (DOPMBI, OITMCAHHOTO
BBILLIE TUIIA, COAEpKalue, Hanpumep, oT okoJsio 0,1 1o okono 1000 Mr akTUBHOIO MHIPEAUEHTA
MO HACTOSIIEMY H300PETEHHIO.

TaOneTku Wiy NIITIOJIM MO HACTOSIIEMY H300PETEHUIO MOTYT IMOKPBIBATH 000JIOUKOM HITH
UX MOIYT HHBIM O0pa3oM KOMIIOHOBAaTb Uil IIOJYYEHHUs JO3UPOBAHHOH  (OpPMHEI,
o0ecrieunBaroIell MPEeUMYINEeCTBO MPOJIOHTUPOBAHHOrO AevicTus. Hampumep, TalOnerka wmu
IIIIOJIST MOXET COAEp’KaTb BHYTPEHHIOK JIO3UPOBKY M BHEIIHUH KOMIIOHEHT JO3HUPOBKH,
NpUYeM TOCHEeNHUN MOXET HaXOIUThCS B BHJIE OOOJOYKH MOBEpX NepBol. /[Ba kOMMOHeHTa
MOTYT OBITh pa3fieNieHbl KUIIEYHOPACTBOPUMBIM CJIOEM, KOTOPBIH O0ECIIeYHBAET YCTOMUUBOCTD
pacmazieHuIo0 B JKEJyJIKe W TMO3BOJSIET BHYTPEHHEMY KOMIIOHEHTY IPOXOIWUTh HEM3MEHHBIM B
JABEHAATUIIEPCTHYIO KHUIIKY WM 3aJepXKUBATbCA MNPHU  BbICBOOOXKAeHUH. [l Takux
KHIIEYHOPACTBOPUMBIX CJIOE€B MJIM IMOKPBITHH MOTYT MCIIOJIB30BATh Pa3IMIHbIE BEIECTBA, TAKHE
BEIECTBA BKJIIOYAIOT B CeOs psiZ MOJMMEPHBIX KHCIOT U CMECH NMOJMMEPHBIX KHUCIIOT ¢ TAKUMH
BEIIIECTBAMH, KaK LIeJUIaK, HETUIIOBBIM CITUPT U aLleTaT LeJUTI0JIO3BI.

XKunkve ¢GopMbl, B KOTOpble MOTYT BKJIIOYATh COEAMHEHHS W KOMITO3MLIUHU JUIS
NEepOpaJbHOTO WM HHBEKIMOHHOTO BBEACHUS, BKIIOYAIOT B ceOs BOJAHBIE PACTBOPBI,
NOAXOAALINE AapOMATU3UPOBAHHBIE CHUPOIBI, BOAHBIE WJIHW MAaCJsHble CYCIEH3UH U
apOMaTHU3UPOBAHHBIE SMYJIbCUU C MUIIEBBIMU MAacJIaMH, TAKUMH KaK MacjO CEMSIH XJIOMYaTHUKA,
KyH)KYTHOE MAacjio, KOKOCOBOE€ MAacJi0 WJIM apaxhCOBOE MAcjio, a TakKKe OJIUKCHUPbI U
AHAJIOTUYHBIC (hapMaLEBTHUECKUE HOCHTEITH.

KomMno3uumu myisi MHrajsiqud Wi WHCY(UIALIMU  BKJIFOYAOT B ce0s pacTBOPBI U
CycrieH3uH B (hapMaleBTHYECKH MPUEMJIEMbIX BOJHBIX WM OPTaHUYECKHUX PACTBOPUTEISIX, WU
uX cMmecu, W mopowku. JKunkas Wiu TBepAash KOMIIO3UIUS MOKET COIAEepPXkKaThb MOAXOISIINE
(apMaLeBTHUECKH TpUEMJIEMbIE BCIIOMOTATENIbHBIE BEINEeCTBA, KaK ONUCAHO Gbuiuie. B
HEKOTOPBIX BapUAHTAX OCYIIECTBJICHUS M300PETEHHs KOMITIO3UIUH BBOJASAT MEPOPAJIbHBIM WU
HAa3QJIbHBIM MYyTE€M Yepe3 IbIXaTeJbHble IMYTH MJISI TOJYYEHUs] MECTHOrO WM CHCTEMHOIO
s¢ppexra. KoMnosnmmm MOXKHO pacibUIATh C UCTIOJIb30BAHUEM MHEPTHBIX ra30B. PacTBOpPBI IS
pacmbUIeHHsT MOTYT BJIbIXaTh HEMOCPEACTBEHHO M3 YCTPOWCTBA Il PACHbUICHUs, JHOO
YCTPOWCTBO UL PACTBUICHHS] MOTYT TMPHKPEIUIATh K MAacKe [JIsl JIMIA, HAKUAKE WM
IBIXaTEeJIBPHOMY amnmapary ¢ TepeMEeKaIOINMC IOJIOKUTENbHBIM — JaBlieHHeM. Pactsop,
CYCIIEH3UI0 WJIH NOPOIIKOOOpa3Hble KOMIIO3ULIMH MOTYT BBOAHUTH MEPOPANBHO HIIH HA3aJIbHO U3
YCTPONCTB, NOCTABJISIIOIIUX PELIENTYPY COOTBETCTBYOLINUM O0OpPa30M.

PeuenTypsl st MeCTHOro TPUMEHEHHSI MOIYT COAEp)KaTb OOWMH WM  Oojee
TPaIULIIOHHBIX HOCUTEJIEH. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHUS M300PETEHUST MAa3U MOTYT
comepKaTh BOLY W OAMH Win Oonee ruppodoOHBIX HOCHTENEH, BBIOPAHHBIX W3, HAIPUMED,
YKUJIKOTO MapadrHa, MOTHOKCHITHIICH-AITKUIOBOTO 3(hHpa, MPOMUIEHITUKOIIS, O€JI0ro Ba3elnHa
u 1. n. Komnosuun HocuTenell st KpeMOB MOTryT 0a3MpoBaThCS Ha BOJAE B KOMOHMHAIIMH C

TIIULHEPHUHOM u OOIHHUM 501041 bonee Apyrumu KOMIIOHCHTAaMU, Harmpumep
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rnMuepuHMoHocTeaparoM, IIOI-rnunepuHMoOHOCTEapaTOM M LIETUJICTEAPUIIOBBIM  CIIHPTOM.
I'emu MoryT OBITH COCTaBIEHBI C HWCIHOJB30BAHHWEM H3OIMPOMNIJIOBOIO CHHPTA W BOJBIL
COOTBETCTBEHHO B KOMOWHAIIUH C IPYTUMH KOMIIOHEHTAMH, TAKUMH KaK, HalpUMep, TIULEPHH,
THOPOKCUSTWIILICIUIION03a U T. I. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHUS H300pETeHUs
peLenTypsl il MECTHOTO NMPUMEHEHHUsI COAEPKAT MO MeHblued Mepe okoso 0,1, mo MeHblien
Mepe okoso 0,25; nmo menbluei Mepe okoo 0,5; Mo MeHbLIel Mepe OKOJIO 1; Mo MeHbIIel Mepe
OKOJIO 2 WM TO MEHbIIeW Mepe OKoio 5 macc. % COeAMHEHUs, OMHCAHHOTO B JTaHHOM
NOKyMeHTe. Penentypsl A MECTHOrO NPHUMEHEHHUS MOTYT COOTBETCTBEHHO YIAKOBBIBATH B
TyObl, Hampumep, o 100 T, KOTOpBIE MO KEJAHUID MOTYT IOMOJHATHCS WHCTPYKLUHUSMHU TIO
JIEUEHHIO BHIOPAHHOTO MOKA3aHUsl, HAPUMeEP NICOpHUa3a WK APYToro KOKHOTO 3a00JIeBaHMUS.

KonnuecTBo BBOOMMOIO MAaLMEHTy COENUHEHMs MM KOMITO3UIMU Oy/IeT BapbUpPOBATHCS
B 3aBHCHUMOCTH OT TOTO, YTO BBOIUTCS, LI€JH BBEACHUS, TAKON Kak NMPOpUIAKTHKA UK Teparus,
COCTOSIHUS MAIIMEHTa, CrIoco0a BBEIEHUS U TOMY ITOI0OHOT0. B TepaneBTHUECKUX MPUMEHEHHIX
KOMITO3MLIMM MOTYT BBOAMTH YK€ CTpafarolieMy OT 3a0oyieBaHMs MALUEHTY B KOJHYECTBE,
JOCTaTOYHOM AJI M3JIEYEHUs] WIM MO MEHbIIEH Mepe YaCTUYHOIO KYNHPOBaHHUS CHMIITOMOB
3a0oneBaHust U ero ocioxkHeHuil. DddexkTuBHble 0361 OyAyT 3aBHCETh OT OOJE3HEHHOIO
COCTOSIHUS, ITOABEPraeMOoro JICYEHHIO, a TAKKe OT PELIeHMs Jedallero Bpadya B 3aBUCUMOCTU OT
Takux (PaKTOPOB, KaK TSKECThb 3a00JI€BaHMsI, BO3PACT, Macca Tesa U o0l1ee COCTOsIHUE MalMeHTa
U TOMY MOZ00HOTO.

Komnosuuuu, BBOAMMBIE CYyOBEKTYy, MOTYT HAaXOOUThCS B (Gopme (apMaleBTHUECKUX
KOMIIO3ULIMH, OMHCAHHBIX BbIIIE. OTH KOMIIO3HLIMHA MOTYT OBITh  CTEPUIM30BAHbI
TPAIULIOHHBIMU CIIOCOOAMU CTEPUIIM3ALUN WM MPOUTH CTEPUIbHYIO (QuuibTparuio. BomHbie
pacTBOpbl MOTYT OBITH YMAaKOBaHBbI JJIsl WUCIOJb30BAHUS KAaK €CTh WM JHOGHIM3UPOBAHBI,
npudeM JTHOPWIN3UPOBAHHBINA Mpernapar mNepeA BBEACHHEM OOBEOUHSIOT CO CTePHIbHBIM
BoaHbIM HocurenemM. OObiHO pH mnpenmapatoB coeawHeHMsT COCTaBjisieT oT 3 go 11,
MpeAnoyYTUTeNbHEE OT 5 10 9 U mpeanouytuTenbHee Bcero ot 7 no 8. Iloapasymesaercs, 4To
HCIOJIb30BAHNE HEKOTOPBIX W3 BBILIENEPEUHCIICEHHBIX BCIIOMOTATENbHBIX BELIECTB, HOCHUTENEH
WK CTAaOMIIN3aTOPOB NPUBENET K 00pa30BaHUIO (hapMalleBTUYECKUX COJIEH.

TepanepTuyeckass 1032 COCOUHEHUS 10  HACTOALIEMY  H300PETEHHIO  MOXKET
BapbUPOBATLCS B COOTBETCTBUM, HAINpHUMEP, C KOHKPETHBIM IpPUMEHEHHEM, AJii KOTOpOro
NPOBOIUTCS JICUEHHE, CIoco0a BBEINEHHs COCTUHEHHUs, 3J0POBbSl M COCTOSIHHS MAlMEHTa, a
TaK)ke OT peLIeHHs] Ha3Hauarollero Bpada. Ilpomopuus WM KOHLEHTpaLUs OINHCAHHOIO B
JAHHOM JIOKYMEHTE COeIUHEHHs B (DapMaleBTUUECKOH KOMIIO3WIIMA MOXKET BapbHpPOBATH B
3aBHCHMOCTH OT psifa (PakTOpoB, BKIOYAIOIINX J03y, XUMHYECKHE CBOHCTBa (nanpumep,
ruapo¢oOHOCT) U MyTh BBeAeHHUs. Hanmpumep, onvcaHHblE B TaHHOM AOKYMEHTE COCIMHEHUS
MOTYT TPEIOCTaBNISATh B BOAHOM (pusmonorndeckoM Oy(depHOM pacTBOpe, COAepIKaiieM OT
okosio 0,1 no okono 10% macc./06. coemuHeHns1 Ui apeHTepaibHOro BBeneHus. Hekotopsie
OGBIYHBIE THATIA30HbI 103 cocTaBsoT oT okouo 1 (| ©/kr 10 okono 1 /KT Maccs! Tena B CyTKH.
B HexoTOphIX BapuaHTaxX OCYLIECTBIICHUS N300pETEHUs AUAIa30H 103 cocTaBisieT oT okojo 0,01

MI/KT 10 okoJio 100 MI/Kr Maccel Tena B CyTKHU. J{03UpOBKa, BEPOATHO, OYAET 3aBHCETh OT TAKHX
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NEPEMEHHBIX, KaK THUIl U CTENeHb NPOTrPeCcCHpOBaHMs 3a0OJEBaHMS WM HapyIIeHHs, oOIee
COCTOSIHHE 3II0OPOBbsI KOHKPETHOTO MALMeHTa, OTHOCHTENbHAs Onosornyueckas 3¢¢eKTHBHOCTD
BBIOPAHHOTO COETMHEHUS, COCTaB HATIOJHUTENSI M CIIOCO0 BBeAeHUs npemnapara. D¢ GeKTHBHbIE
J03bl MOTYT OBITH SKCTPAIOJINPOBAHBI U3 KPUBBIX J03a-OTBET, MOJYUYEHHBIX M3 SKCIIEPUMEHTOB
in vitro 1M Ha UCCIIENOBATENbCKUX CUCTEMaX C MOAEIbHBIMH KHBOTHBIMH.

Komno3nuun no maHHOMY HM300pPETEHHI0 MOTYT JOMOJIHUTENBHO BKJIIOYATh OIMH WU
Oojee MOMONHUTENBHBIX (PapMALIEBTHUECKUX AareHTOB, TaKUX KakK XHMHOTEPANeBTHUECKOE,
CTEPOMAHOE, TPOTHBOBOCHAIUTENPHOE COCAMHEHHE WM HMMYHOIENPECCAHT, IPUMEpPHI
KOTOPBIX MEPEYNCIICHbI B JAHHOM JOKYMEHTE.

Habopui

B Hacrosmee un300peTeHme Takke BKIIOYEHbI  (apMaleBTHYECKHe  HaOOpHl,
UCTIONb3yEMble, HalpUMep, NMpH JICUEHUH W/WIM MPEeJOTBPAIEHUH CBA3aHHBIX C LIUTOKHMHAMU
3a0oneBaHuii mnu HapymeHuil, Takux kak CRS, koropble Bkiro4aroT B cebs oguH miu Oonee
KOHTEHHEPOB, BMEIAKIINX (HapMaLeBTHUECKYI0 KOMITO3UIIMIO, COAEPIKALIYI0 TEPareBTHUECKU
3¢ peKTHBHOE KOJIMYECTBO ONMUCAHHOTO B JAHHOM JOKYMEHTEe coenuHeHus. Takue HaOopbl
MOTYT TaKKe BKJIFOYATh, NPH JKEJAHHH, ONUH WK OOjee Pa3MuHbIX KOMIIOHEHTOB OOBIYHBIX
¢dapmaneBTHuecKX HAOOPOB, TaKWUX Kak, HAIpUMep, KOHTEHHepHl C OXHUM wWiu Oosee
(apmManeBTHUECKH MPUEMIIEMbIMH HOCHTENSIMH, IOIOJHUTEIbHbIE KOHTEHHEpbl U T. II., YTO
OyeT OueBUIHO CIIELHAJINCTaM B JAaHHOW OOJIacTH TeXHUKHU. B 3TOT HabOp Takke MOryT OBITH
BKJIIOUEHB! MHCTPYKIIMH, KaK B BU/I€ JTUCTKOB-BKJIAABIIEH, TaK U B BUAE STHKETOK, C YKa3aHUEM
KOJINYE€CTB BBOJAMMBIX KOMIIOHEHTOB, PEKOMEHAALNH 0 MPUMEHEHUIO W/UIH PEKOMEHIALMH 110
CMEIINBAHUIO KOMIIOHEHTOB.

MNPUMEPBI

Hacrosimmee usobpetenue OyneT Ooyiee MOAPOOHO OIMUCAHO C MOMOINBID KOHKPETHBIX
npumMepoB. Crenyrouie npuMepsl MPEIJIOKEHbI Il MOSCHUTENBHBIX LeJeH U He HalpaBJICHbI
Ha OrpaHUYEHUE TAaHHOTO N300peTeHus1 KaKUM-JInO0 o0pasoM. CrienuaaicThl B JaHHOW 00J1acTH
TEXHUKH JIETKO PACTIO3HAIOT PsJl HEKPUTHYECKUX MAaPaMETPOB, KOTOPbIE MOKHO U3MEHUTH HJIH
MOIU(PUIHMPOBATH C TOJYYSHUEM IO CYINECTBY HIACHTUYHBIX pe3ysbTaToB. COeOMHEHUs W3
NPUMEPOB, KOTOpBIE ObUIH OnpeneieHbl kKak HHruouTopel JAK B COOTBETCTBHH C MO MEHBIIEH
Mepe OJHHM aHAJIN30M, OTIUCAHHBIM B JAHHOM JIOKYMEHTE.

Ipumep A. Anaau3 akruBHocTH KuHa3bl JAK in vitro

Wuruburopsr nytn JAK1, KOoTOpble MOTYT NPHUMEHSTH ISl JIEYEHUS CBSI3AHHBIX C
LIUTOKWHAMH 3a00JIeBaHMI WM HAPYLICHWH, HCCIEAYIOT HAa HMHIHOUPYIOIYI0 AKTUBHOCTH
mumieHelr JAK B COOTBETCTBUU CO CIIEAYIOIIUM aHAIU3OM in Vifro, onucanHbiM B Park ef al.,
Analytical Biochemistry 1999, 269, 94-104. DxcnpeccupyroT katanutuueckuii nomeH JAKI1
yenoBeka (a.x. 837-1142), JAK2 (ax. 828-1132) u JAK3 (a.kx. 781-1124) ¢ N-KOHLEBbIM
mapkepoMm His ¢ ucmonb3oBaHmeM OakyJoOBHpPyca B KJIETKaX HACEKOMBIX W OUHINAKOT €ro.
Karanutuueckyro axktuBHocTh JAKI1, JAK2 wnmu JAK3 ananusupoBanu myTeM H3MEpEHHUs
bochopunrposannss OHOTHHUIMPOBAHHOTO NenTHAaa. PochHOopUITMPOBAHHBIA NMENTUA BBISBILUIN

METOJIOM F'OMOTEHHON BpeMmsipaspemaroiiei ¢payopecueHunu (aHri. homogenous time resolved
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fluorescence, HTRF). Konuenrpammu ICsy coemuHEeHWI H3MEPSIOT ISl KaXIOH KHHA3bl B
PEAKIMOHHBIX CMeCsIX 00beMOM 40 MUKPOIUTPOB, KOTOpBIE conepkat ¢pepmeHT, AT® u 500 HM
nentuzn B 50 MM Tpuc (pH 7,8) 6ydepe ¢ 100 MM NaCl, S MM IATT u 0,1 mr/min (0,01%) BCA.
B ornomenun nsmepenuii 1 MM ICs, , koHuenTpanus AT® B peakIMOHHON cMecH cocTaBiseT 1
MM. Peakuun nDpoBOASAT NpU KOMHATHOM TeMmmeparype B TedeHuWe | wyaca, a 3arem
ocTaHaBiauBaT ¢ nomoupto 20 mxa 45 MM 3/ITA, 300 uM SA-APC, 6 sM Eu-Py20 B
anaymurndeckoMm Oydepe (Perkin Elmer, r. Bocron, mrat Maccauycerc, CIIIA). CesisbiBaHue C
MEUYEHHBbIM eBponueM aHtutenaoM 3anumaer 40 munyT u curHan HTRF wusmepsiin Ha
cuntbiBatene st riaHmeroB Fusion (Perkin Elmer, r. Bocron, mrar Maccauycerc, CIIIA).
Coenunenus B Tabnuue | uccnenoBasy B 3TOM aHAIN3€E, U NTOKA3aHO, YTO OHU UMEIOT 3HAUYEHUS
ICs, mpuBenennsie B Tadmume 1.

IIpumep B. HuayuuposanHbiii aHTH-CD3 aHTHTE1aMH CHHAPOM BbICBOOOKIEHHS
HHTOKHHOB

y mbimeii BALB/c

Wurnburopsr nytu JAK1 moxnO TectupoBath Ha 3¢ddexrtuBHocTs mpotuB CRS B
COOTBETCTBUU C aHAIMU3OM in vivo, onucanHbiM B Ferran, C. et al. Clin. Exp. J. Immunol., 1991,
86, 537-543. B wdacTHOCTH, B [aHHOM WCCJIEIOBAHHH MOJKHO TIPOBEPSTH CHOCOOHOCTH
COCIMHEHUs] CHIXKATh WM o0jerdarb CUHAPOM BbICBOOOKAeHMss LUTOKUHOB (CRS),
uHaynupoBaHHelii aHTH-CD3 antutenamu, y wmbinueir BALB/c. Auntureno, ximon 145-2C11,
npeacrasisier coboit ummyHornoOynuH G (IgG) xomsika MoADb, KOTOpbIi  siBisIeTCs
cner(pUIeCKUM MO OTHOIICHHIO K e-Lienu MbIinuHON Mojiekyssl CD3 (Léo, O. et al., Proc. Natl.
Acad. Sci. USA, 1987, 34, 1374). OGpaborka 145-2C11 unayuupyet BbicokoadPUHHBIE
peuentopsl IL-2 Ha mnoBepxHOCTH T-KJIETOK CeNie3€HKH W TPUBOAUT K BBICBOOOKIECHUIO
HEKOTOPBIX IIUTOKWHOB, TakMX Kak ¢akrop Hekpoza omyxoiu (TNF-o), IL-2, IL-3, IL-6 u
unrepdepon-ramma (IFN-y) (Ferran, et al. Eur. J. Immunol. 1990, 20, 509-515 u Algre, M. et al .,
Eur. J. Immunol., 1990, 707). BeicBOOOKIeHHE STUX [IUTOKHMHOB MPUBOIUT K MOBEIECHYECKUM
U3MEHEHUSIM (HaIpuMep, OTePsT AKTUBHOCTH, MUJIO3PEKIHS U T. .) Y KHBOTHBIX.

A. Marepuajibl 1 METOOBI

Bun/nuuust: Mpiu: camist BALB/c
DU3NONIOrHUECKOE COCTOSIHUE: 3nopoBbie

Jlnana3oH 1o Bo3pacTy/Becy Ha Hadaio 6-8 Henenb

HUCCJIEIOBAHUS:

ITocTaBINUK KUBOTHBIX Charles River Laboratories

KonnuecTBo/m101 JKUBOTHBIX Bcero 32 camriia Mpimeit

PannomMuzanus: ITepen HayaIOM HCCNIEIOBAHUS MBIIIH Oy YT

PaHIOMHU3UPOBAHBI B U€ThIpE (4) rpynmbl 1O

BOCEMb (8) MbILIE.
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ObocHoBaHwMe: Kaxk nokazaHo B nutepatype, BBeaeHue aHTu-CD3
artutena (kioH 145-2C11) uHAyIMpYyeT CHHAPOM
BBICBOOOXKIEHHSI LIUTOKUHOB U CJTYKUT MOAEJIBIO,
C TIOMOIIBI0 KOTOPOH MOKHO M3y4aTh

3¢} (HeKTUBHOCTD MOTEHLHATBHON TePATTHH.

3ameHa B XO04€ JaHHOT'O UCCIICAOBAHHUA KUBOTHBIX

3aMEHSTb He Oy AyT.

Antu-CD3¢

Unentndukaums u Homep cepuu: Antureno npotuB CD3g, knon 145-2C11

Hcrounuk: BioXCell

YcnoBust XpaHEHHUs 4°C

Hocurens: CTepusbHBIN CONEBON pacTBOP

Hoza: 10 Mkr

OObeM/my Th BBEACHUSA B/B, 100 MKJ Ha >KUBOTHOE
CoenuHeHHe: Coeaunenne 1 (uaruburop Jak1)A
VYcnoBus XpaHeHust: KT (npurorosnenue npu KT Ha poratope ans
Hocurens: 0,5% meTuIILEeIUTIOJI03a
Hoza(-b1): 60 mr/kr u 120 mr/kr
OObem/nyTh BBEIEHUS I1/0, 0,1 mu/20 T (5 mn/kr)

YacroTa 1 AIUTENbHOCTb A03UpoBanus.  Pa3 B cyTku Ha neHb 0

A Cunre3 u mnonydeHue coenuHenus 1 w3 Tabmunbl 1w {1-{1-[3-¢pTop-2-
(TpudTopMeTHI)U30HUKOTHHOWN |nunepuaud-4-ui §-3[4-(7H-nuppono[ 2,3 -d [mupumuaun-4-wm)-
IH-nupazon-1-mnla3eTuauH-3-1i jaleTOHUTPHJIa U €ro COJMHM aJAWIUHOBON KHCIOTHI MOKHO
Haiitu, Hanpumep, B myOn. marenta CIIIA Ne 2011/0224190, nomanuoiit 9 mapta 2011 ropa,
ny6n. marenta CIIIA Ne 2013/0060026, nomannoit 6 centsiopst 2012 ronma, u myOj. maTeHTa
CIIIA Ne 2014/0256941, nomanHo 5 mapta 2014 roma, kaxnmas W3 KOTOPBIX BKJIOUEHA B
TaHHBIA JOKYMEHT MOCPEICTBOM CCBUIKH B TIOJTHOM O0OBEME.

B. Cxema s3kcniepumenra

OCHOBHOH 1IENTBI0 TAHHOTO HCCJIENOBaHUSI OBLJIO MPOBEPUTH CIIOCOOHOCTh MHIHOUTOpA
nyta JAK1 (mampumep, coepmHeHusi 1) CHWXATh WM OOJNErdaTb CHHIPOM BBICBOOOMKIEHUS
utoknHOB (CRS), unpynuposansbiii antu-CD3 anTHTenamu, y mbimeii BALB/c. [lns storo
OJTHOHEBHOT'O MCCJIEIOBAHUS MCIIONB30BaIN Bcero Tpunauath ase (32) mbimu BALB/c. Tlepen
BBEJIEHUEM JI03bl UCCIIEyEMOTO IpernapaTa >KUBOTHBIX B3BELIMBAIM U OTCIEXUBAIN B TEUEHUE
xona skcnepumMenTa. Ha nenb O 3a ommu (1) wac no BBenmeHusi antu-CD3 aHTHTENna nmasajau B
BUIEe ONHOW 1036l HOocuTe b (0,5% MeTWLeNTroI03a) Uil coenuHeHne 1 depes ey TOYHbIN
301 (II/O) xuBoTHBIM 2-4 Tpymm, Kak mokasaHo B Tabmume 1A, I'pymma 1 ciyskuna
«HaUBHBIMMY» KOHTPOJISIMU M He mnouyuana jJedeHue. [locne 1 yaca npeasapuTenbHOro jeueHus
HOCHUTEJIEM WM coeiuHeHueM | kuBOoTHBIM B rpynmax 2-4 Beoawnu 10 mkxr antu-CD3e
anturena (kimoH 145-2C11) mocpenctBom BHyTpuBeHHOH uHbekIHH (B/B) ¢ wenbio
unayuuposate CRS. Bcex MBOTHBIX MOJBepraiu 3BTaHa3uM MocpeAcTBoM BibixaHus CO,

yepe3 1,5 gaca nocie BBeneHus: aHTU-CD3 anTuTena. CoOupany LeNbHY0 KPOBb MOCPENCTBOM
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ceprevyHo myHKIuU B podbupku ¢ Ky3/ITA u XpaHuiu Ha JbAY OO BBHITOJHEHUS BBIICIICHUS
mwiasmbl.  Ilmasmy cobupanmu u xpanwnmu mnpu  Ttemnepatype -80 °C 1o BBINOJIHEHHUS
MYJIbTUIUIEKCHOTO aHAJIN3a HA UTOKUHBIL.

Tabnuna 1A. JIuzaiin ucciea0BaHus

AHTH
I'pagux
IIpens. I'pagux -CD3
Koaunu. yMepms.Ji./ Koneunsie
I'pynna JedyeHue BBeaeHus | (10
KHBOTHBIX coop TOYKH
HI1 (I1/0) 03 MKT,
MJI1a3Mbl
(B/B)
1 8/caMribl «HauBHbIE) - 1,51 nocre
BBEJICHUS
2 8/cam1ibl Hocurenb + arTu-CD3
Cobop
CoenuHeHne LlenbHas
60 MUHYT IJ1a3Mbl IS
3 8/camiibl 1 + KPOBb
nepen My JIbTUILIEKC
(60 mr/xr) MIOCPEICTBOM
antu-CD3 HOTO aHAaJIHU3a
cepAeuHon
Coenunenue LIUTOKUHOB
Iy HKITUH
4 8/caMribl 1(120 +
(mpobupku ¢
MT/KT)
K,;0TA)

C. DKcrnepuMeHTaIbHbIE TTPOLIENYPhI

I. TlpenBapurespHOE JledeHue uccaenyembiM mpemnaparom (HIT)

Ha nenp O >KMBOTHBIM BBOJIWJIHM J03bl C HOCHUTENIEM WU HCCIEAyEeMBbIMH IpernapaTamu
WK coequHeHueM 1, kak moka3aHo B Tabjune 1A. I'pynma 2 mosnydvana OgHy 103y HOCHTENS
(0,5% wmerunuennoiosa) nocpencreom I[1/0 mo 0,1 mr/20 r. I'pynna 3 mony4vana ogHy mo3y 60
mr/man coequHenus: 1 mocpenctsom I1/0 mo 0,1 mr/20 r. I'pynma 4 monydana oxgHy no3y 120
mr/mn coenquHerns 1 mocpencrsoMm I1/O mo 0,1 mr/20 r. I'pynma 1 ciykuia «HAaUBHBIMID
KOHTPOJISIMU U He ToJyyasa JeueHue.

II. Beenenue antu-CD3¢€ anturena

Uepes onuH (1) "ac mocyie BBEIEHHsI UCCIEAYyEMOro Inpenapara rpynnaM 2-4 BBOIWIH
antu-CD3¢ antureno (xiaon 145-2C11) nocpenctsom B/B unbekuuu. Kakmoe >XKUBOTHOE B
rpynnax 2-4 nony4vano 10 Mxr antu-CD3¢ anturena B 0,1 M.

III. IIpnkn3HEHHBIH MOHUTOPUHT

ITocne BBegenust aHtu-CD3 aHTUTENna >XUBOTHbIE HAXOAMJIUCH MOJ IPHUCTAJIbHBIM
HAOJFOIGHWEM Ha MpPEIMET NPU3HAKOB HEIOMOTaHUS, BBI3BAHHOIO BO3HHKINEH CHCTEMHOHN
BOCHanuTenbHOM peakuued. Ilogeepranmm 5BTaHa3uM KUBOTHBIX, KOTOPbIE HE MOIUIHU
CaMOCTOSITEJIbHO CYIECTBOBAaTb, XOJOAHBIX Ha OIIyNb WIM YMHPAKOLIUX. YMHUPAIOIINUX
JKUBOTHBIX TIO/IBEpPTajy 5BTaHasum myTeM pabixanus CO,, cobupanu KpoBb IMOCPENCTBOM

CGpI[G‘lHOfI NMyHKIWHU U OTACIAIN MJIa3My .
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IV. YmepuBnenue

Uepes monrtopa (1,5) daca mocie BBemeHusi aHTu-CD3 aHTHTENna BCEeX >KHUBOTHBIX
MOJIBEpraiiy 3BTaHa3uu nytem pabixanus CO,.

V. Otbop obpasuos

ITocne ymepiuBieHust cOOMpany LEIbHYI0 KPOBb Y KaXIOTO YXHBOTHOIO MOCPEICTBOM
cepaeuHoi nmyHkuuu B npodupku ¢ K,;3/ATA. Kpose nentpudgyruposanu u codupany mia3mMsl B
kpuodaakonel. [lmazmy 3amopaxkuBamun u xpanwiu npu -80°C s mocnenyromero
MYJIbTHITJIEKCHOTO aHAJIN3a LINTOKHHOB.

VI. MynpTUIIIEKCHBIN aHAJIN3 LIUTOKUHOB

OO0pasipl mIa3Mbl pasMOPAKUBAIOT HA JIbAY W HCHOJB3YIOT A MYJBTUIUIEKCHOTO
aHaJIN3a [IUTOKUHOB B COOTBETCTBHH € MPOTOKOJoM npousBoautens (ThermoFisher).

D. Pesynbrarel

Coenunenne 1 n0303aBUCHUMBIM 00pa3oM MHrHOMpoBaso KoHUeHTpauuu IL-6 B
kommapTMente kpou (OUIL. 1). D10 ClyKUT MOATBEPKACHUEM OHOJOTMYECKOW aKTHBHOCTH,
HaOmonaeMoi B noknuHn4eckoil mozmenu Con A, ommcanHol Hmwke B npumepe C. Henmaphsbiit
ONHOCTOPOHHUHN aucnepcHoHHbI aHamu3 (ANOVA), Bxmouaromuii TeCT MHOXXECTBEHHOT'O
cpaBHeHus: Cupaka, BbImonHsuM ¢ ucnonb3oBanueMm GraphPad Prism (Bepcus 4.00; GraphPad
Software, r. Can-Jluero, mrar Kamudopuus, CIIA). 3navenne p < 0,05 cuuranu
CTaTUCTHUYECKU 3HAUUMBIM.

Ipumep C. UHAyUHpPOBAHHBIH KOHKAHABAJIMHOM A CHHAPOM BbICBOOOXKIEHHS
HHTOKHHOB

KonkanaBanun A (Con A) mpeacrasisier cOOOH CeNeKTUBHbIA MUTOTeH T-JTUM(OLUTOB,
NPUBOIALINHA K OOIIUPHOMY BBICBOOOXKACHUIO BOCHAIUTENBHBIX LUTOKUHOB U Mponudepanun
CD4 u CD8 T-knerok. Kak mokazano B nurteparype, uabekuus Con-A HHAyLUPYeT CHUHIPOM
BbICBOOOXKIEHHUS] LIMTOKMHOB M CJIYKUT MOJAEIBI0, C MOMOINBID KOTOPOH MOXKHO HMCCIIEIOBATH
3¢ exTuBHOCTD Tepanuu CHHIPOMa BhICBOOOKIeHUsT LuTOKUHOB (Gantner, F. at al. Hepatology,
1995, 21, 190-198). Peakuuss HAa MUTOTEH 3aBUCUT OT 3KCIpeccuu T-KJIeTOYHOro peuentopa. Y
JKUBOTHBIX HAOJIFOAIOTCS TOBENCHYECKHE HM3MEHEHHs], TaKhe KakK JIMXOpaJaKa, HEeJOMOTaHHe,
THIOTEH3UsI, THIIOKCHS, TIOBBIIICHHAS MPOHHLAEMOCTh KAMWUIIPOB M MOTEHLHAIbHAS
MOJIMOPTaHHAs TOKCHYHOCTb.

A. Marepuaibl 1 METOOBI

Bun/nuuust: Mpim: camxu BALB/c
DU3NONIOrNIEeCKOE COCTOSTHHAE 3nopoBbie

Jlnana3oH 1o BO3pacTy/Becy Ha Hauajlo  6-8 Hexenb

HUCCIIETOBAHMUS:
ITocTaBIIUK >KUBOTHBIX Taconic

Komnuuectso/mosn ;kMBOTHBIX Bcero 40 mbimein
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Panpomuzanus: Ilepen HauanoM HUcCienOBaHUS MBILLIEH
PaHIOMHU3HPOBAJH B TISITH (5) rpymnm 1o Bocemsb (8)
MBILIEH.

Ob6ocHoBaHwMe: Kax nokasaHno B nurepatype, BBeaeHue Con-A

UHTY IUPYET CHHIPOM BBICBOOOKIEHHS [IATOKUHOB
U CJIYKUT MOJEJBIO, C MOMOLIBIO KOTOPOU MOKHO

n3y4aTh 3P(PEKTUBHOCTD MMOTEHLIUAIBHON TEPATIHHL.

B. Cxema skcriepumenra

KoHkperHO, B [aHHOM HCCIENOBAaHUM MCCIEAYIOT CHOCOOHOCTb CEJNEKTUBHOIO
unruouropa JAK1 (Hanpumep, coenunenus 1, tabnuuna 1) cHwkaTh wiu o0JerdaTh y Mbliei
BALB/c cunnpom BeicBoOOneHHUss tuTokuHoB (CRS), manyuuposannsiii Con A. Jlns storo
OITHOTHEBHOT'O HCCJIEIOBAHMs HCIOJNb30BaIM Bcero copok (40) wmemnumeit BALB/c. Ilepen
BBEJICHUEM JI03bl UCCIIEyEMOro IMpernapara >KMBOTHBIX B3BELIMBAJIN U OTCJIEKUBAIN B TEUEHUE
xona skcniepumMenTa. Ha nenb O 3a mectpaecar (60) muHyT 10 BBeneHus Con A ngaBaiu B BUIE
onHoi n03bl HOcuTenb (0,5% wmetunuennonosa) winu coequnenue 1 (60 u 120 mr/kr) yepes
xenynounelii 30HA (I1/O) xuBoTHBIM 2-4 rpymm, Kak mnokasaHo B tabmuue 2A. I'pymma 1
CIy’>KHUJa «HAUBHBIMW» KOHTPOJISIMH M He nosydana Jedenue. Ilocie 45 wmunHyT
NPeABAPUTENIBHOTO JIEYEHUs] HOCUTENIEM WM COeJUHEHUEM | )KUBOTHBIM B rpymmnax 2-4 BBOAWIN
20 mr/kr Con A mocpeacTBoM BHyTpuBeHHOW HHBeKIUH (B/B) ¢ nenvto maayuuposats CRS.
Bcex JKMBOTHBIX MOABEpraju 3BTaHa3wu nocpenctsoM BiabixaHus CO, depes naBa yaca mocie
BBeneHuss Con A. CoOupany LeNbHYI0 KPOBb MOCPEICTBOM CEPACYHON MyHKIHH B MPOOUPKH C
KyOATA u xpaHuiud Ha JIbAy OO BBINOJHEHHUS BbIAENEHUs IUia3Mbl. [lnasmy coOupanu u
XpaHwu npu tremrepatype -80 °C 10 BBIMOIHEHHsT MYJIBTHILIEKCHOTO aHAJIM3a HA [IUTOKUHBI.

Tabnuma 2A. JIuzaiin uccjiea0BaHus

I'padux
IIpens. I'padux Con-
Koaunu. ymepmiBji./ | Koneunobie
I'pynna JedeHue BBelAeHUs1 | A
’KMBOTHBIX coop TOYKH
(I1/0) o3 (B/B)
MJIA3MBbI
1 10 «HauBHbIE» - Hepes 2 4
rocirne
2 10 Hocures + BBEJICHUs C6op mna3mel
Coenunenne | 3a 60 Con A IS
3 10 1 MUHYT 0 | + IenbHas MY JIBTUTLIEKC
(60 mr/kr) Con A KPOBb HOTO aHaIn3a
MIOCPEACTBOM | LINTOKHHOB
Coenunenue
4 10 + CepAeUHOU
1 (120 mr/kr)
My HKIIUA
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C. DxcrnepuMeHTaAIbHBIE TIPOLIENYPBI
HeHb -1

B3BemmBany »UBOTHBIX U paccunuThiBaiy 103y Con-A (20 mr/kr).

B cootBercTByIOLMX A03aX FOTOBUJIM HOCUTENb U COEIUHEHNE 1.

Henb 0

L. IlpenBapurenpHOe JledeHue uccaenyembiM mpemaparom (HIT)

Ha nenp O >kxuBOTHBIM BBOJMJIM 103bI C HOCUTENIEM WM COEUHEHHEM |, Kak IMOKa3aHo B
tabnuue 2A. I'pynna 1 ciny’xuia «HAMBHBIMMY» KOHTPOJISIMH U HE ToJly4asa JiedeHue. [ 'pymnmna 2
nonydaja ogHy no3y Hocutens (0,5% wmertwnnentonosa) nocpeacrsoM I1/0 mo 0,1 mr/20 r.
I'pynma 3 monydana omHy no3y 60 mr/mi coemmuHenust 1 mocpencrsom I1/0 mo 0,1 mr/20 r.
I'pynma 4 nonyuana ogny no3y 120 mr/min coenunenusi 1 mocpeactsom I1/0 mo 0,1 mr/20 r.

II. Beenenue Con-A

Uepes mectpaecar (60) MUHYT MOCie BBEICHUsI UCCIIeNyeMoro npemnapara Beoammm Con-
A mnocpenctsom B/B unbexumii rpynnam 2-4. Kaxxnoe »xuBoTHOe B rpymmnax 2-4 nosaydvaino 20
mr/kr Con-A B 0,2 mur.

III. ITpu>kn3HEHHBII MOHUTOPHUHT

ITocne BBemenust Con-A KMBOTHBIE HAXOAWIMCH IOJ MPHUCTAIBbHBIM HAOJIONEHHEM Ha
IpeaIMeT MPU3HAKOB HEAOMOTaHUs, BBI3BAHHOTO BO3HUKIIEH CHUCTEMHON BOCHAJIUTEIbHON
peaxkuuen.

IV. YmepuuBnenue

Uepes nBa vaca nocne BeeneHus: Con-A BceX >KUBOTHBIX MOABEPrajy 3BTAHA3HU MyTEM
pabixaHust CO,.

V. Ot6op obpasuoB

IMocne ymepiiBieHusi cOOUpATN LEIbHYK) KPOBb Y KaXJIOTO YKHBOTHOTO MOCPEICTBOM
cepaeuHol nyHkiuu B npodupku ¢ K,;3/ATA. Kposs neHTpudyrupoBanu 1 codupaiy mia3Msl B
kpuodaakonel. [lmasmy 3amopaxkmBanu u xpanwi npu -80°C s mocienyromero
MYJIBTUIIJIEKCHOTO aHAJIN3a [IUTOKUHOB.

VI. MyapTUIIEKCHBIN aHAJIN3 LUTOKUHOB

OO0pa3ipl TIa3Mbl PasMOPAKUBAIOT HA JIbAY W HCHOJB3YIOT JJII MYJIBTHIUIEKCHOTO
aHaJIN3a [IUTOKUHOB B COOTBETCTBHH ¢ MPOTOKOJIoM npousBoutens (ThermoFisher).

D. Pesynbrartel

Coenunenne 1 n0303aBUCUMBIM 00pa3oM HMHrHOMpPOBaNO KOHUeHTpauun IL-6 B
komraptMenTe kpoBu (@UI. 2A). DTOT UUTOKMH SBJSIETCS KIFOYEBBIM TOCPETHUKOM
natodmuonoruu CRS. Iutokuusr IFNy u GM-CSF, npoucxoasitue u3 T-K1eTOK, ObLTH TakkKe
B 3HAYHUTEJBHON CTENEHN MHIMOMPOBAHBI, 1aBask OCHOBAHME IMPEIOJaraTh, YTO COeANHEHUe 1
UMeeT TepaneBTHUECKUIl MOTeHLMAJ, BBIXOASALIMM 3a Mpeneibl OrpaHUMYEHHOTO MeXaHH3Ma
nericTBus Toumnzymada (Tonpko antu-IL-6R) (OUT. 2B u 2C).

YPOBHH TPOUCXOASIIIUX W3 MOHOLUTOB W/WIM Makpo(daroB LUTOKUHOB TAaKKe
cHkanuch. Halmomanyn CTaTUCTHYECKH 3HAYMMOE [10303aBHCHMOe CcHIbkeHue I[L-12 (OUI.
3A), a TaKke TEHACHUUH B OTHOIIEHUH jiedeOHoro s dekra ¢ IL-13 (PUI. 3B) u IL-18 (OUI.
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3C) nmaBast BO3MOXKHOCTH mnpenmnojarath, 4ro JAK1 crenuduueckoe WHruOMpoBaHHE HUMEET
TepaneBTUUECKUH IMOTEHLUA] CPeAM TUIIOB MMMYHHBIX KJIETOK, BOBJIEYEHHBIX B IaTOJIOTHIO
CRS.

BaxxHo ormerurs, uro Ha nuTokuH [L-5 (OUI. 4) He BiuANO JleueHHE COenUHEHHEM 1,
oH sBistercst HezaBucumMbiM OT JAK1 u He BoBieuen B marosnorurd CRS. Dty panHble
CBUJICTENILCTBYIOT O TOM, 4TO Oasupyromasicss Ha coequHeHHH | 3¢QEeKTUBHOCTD He
OrocpeioBaHa OOIMUPHON HecTie(pUIeCKO UMMYHHOU CyTipeccuei.

Henapheiii ogHOCTOpOHHMI nucnepcroHHbIl aHanmu3 (ANOVA), Bkimrodaromuii Tect
MHOKeCTBEHHOro cpaBHeHMs Cupmaka, BBIMONHSIIM ¢ ucnonb3oBanueM GraphPad Prism (Bepcust
4.00; GraphPad Software, r. Can-/luero, mrar Kamudopuus, CIIA). 3nauenne p < 0,05
CYMTAJIN CTATUCTUYECKHU 3HAUUMBbIM.

Ilpumep D. Ilpurorosienne peunentyp coeauHeHusi 1 ¢ 3aMeAJIeHHBIM
BBICBO0OKACHHEM

I'otoBunn TabneTku ¢ 3aMeJIeHHbIM BbICBOOOXKIeHHeM (aHri. sustained release, SR),
cozeprkaliue COeUHEHUe 1, CO BCIOMOraTelbHbIMU BEIECTBAMU B KOJMYECTBAX, YKA3aHHBIX B
Hwkecnenyrommx tabmumax. I[Iporokon A mnpumensuyin k Ttabnerkam SR1, mporokon B
npuMeHsiu K Tabnerkam SR2, nporokon C npumensutn k Tabnerkam SR3 u tabnerkam SR mo 25
Mr, a nporokon D npumensn k Tabnetkam SR4. DT mpouenyps! omucaHel B myOi. MaTeHTa
CIIOA Ne 2015/0065484, xoropast OTHOCUTCS K AO3UPOBAaHHBIM (opmMaM coequHeHust | ¢
3aMEJICHHBIM BBICBOOOXKICHUEM.

IIpomoxon A:

Cragus 1. Ilo oTaenbHOCTH MPOCEUBAIOT COJIb AUITMHOBON KHCJIOTBHI U COEAMHEHMS 1,
MHUKPOKPHUCTAJUTMIECKYIO Le/uttoio3y, runpomelniosdsl (Methocel K100 LV u Methocel K4M) u
JIAKTO3bl MOHOTHIPAT.

Cranus 2. TlepeHOCAT MPOCEsTHHBIE BEIIECTBA CO CTAAWU | B MOAXOMSIINI CMECUTEND U
CMEIIHNBAIOT.

Cranus 3. IlepeHocsT cMech €O CTaANM 2 B OAXOASIIUN IPaHyJISATOP U CMELINBAIOT.

Cranus 4. Bo Bpemst cMermiBaHusi TOOABIISIOT OUUIIIEHHYIO BOAY.

Cranus 5. IlepeHocsT rpaHyJibl CO CTaAUU 4 B MOAXOASINYIO CYLIMJIKY U BBICYIMBAIOT 10
TEeX IOp, MOKa moTeps npu cyke (anri. loss on drying, LOD) He cTaner menee 3%.

Cranus 6. [IpocenBaroT rpaHysibl CO CTAIUU S.

Cragus 7. CmelnBarOT NMPOCESHHBbINI MarHus creaparT € IpaHyjJaMHu CO CTaguud 6 B
MOJXOJAIIEM CMECUTETE.

Cranus 8. IlpeccyroT TrOTOBYHO CMEChb CO CTaaud 7/ Ha TMOAXOISLIEM POTOPHOM
TabJIETOYHOM TIpecce.

IIpomokon B:

Cragus 1. Ilo oTaenpbHOCTH MPOCEUBAIOT COJIb aJUITMHOBON KHCJIOTBI U COEAUHEHMs 1,
MHUKPOKPUCTAJUNINYECKYIO LIEJIIF0JI03Y, TUIIPOMEIUIO3Y U MpesKeIaTUHU3UPOBAHHBIN Kpaxmall.

Cranus 2. IlepeHOCAT MPOCESTHHBIE BEIIECTBA CO CTAAWU | B MOAXOMSALINI CMECUTEND U

CMCIIHMBAIOT.
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Cranus 3. IlepeHocAT cMeCh CO CTaANU 2 B MOAXOSIINI TPAHYJIATOP U CMEIIUBAIOT.

Cranus 4. Bo BpeMst cMemiBaHusi TOOABIISIOT OUUIIICHHYIO BOAY.

Cranus 5. IlepeHocsT rpaHyJibl CO CTaAUU 4 B MOAXOASINYIO CYLIMJIKY U BBICYLIMBAIOT 10
TeX 1op, noka noreps npu cymke (LOD) ne ctaner menee 3%.

Cranus 6. IIpocenBaroT rpaHyJibl CO CTAUU S.

Cranusa 7. Ilo ornenpHOCTH mpocenBaroT Polyox, OyTHiMpoBaHHBIA THAPOKCUTONYON H
KOJUIOMIHBIIM TUOKCUA KPEMHUS.

Cranus 8. IlepeHocCST rpaHyJibl CO cTaguu 6 U BEIIECTBA CO CTaAUU 7 B MOAXOMASIIHMA
CMECHUTENIb U CMELIUBALOT.

Cragust 9. JIoOaBnsirOT K BeINEeCTBAM CO CTaauu 8 MarHus CTeapar W MPONOJDKAIOT
CMELINBAaHHUE.

Cragus 10. IlpeccyroT roTtoByl0 CMeCh CO CTaauu 9 Ha MNOAXOAALIEM POTOPHOM
Ta0JIETOYHOM TIpecce.

IIpomoxon C:

Cranus 1. Ilo oTnenbHOCTH Yepes3 MOAXOAALIEE CUTO MPOCEUBAIOT JJAKTO3bI MOHOTHPAT,
CONb AJUIUHOBOM KHUCJIOTBI U COEAVHEHMs |, MHUKPOKPUCTAUNIMYECKYIO LEJUTIOJIO3Y U
TUIIPOMEIIIO3BL.

Cragus 2. TlepeHoCST MpOCesHHBbIE BELIECTBA CO CTaAUU | B MOAXOISAIINNA CMECUTENb U
CMELINBAIOT.

Cranus 3. IlepeHocsT cMech €O CTaANH 2 B OAXOASIIUN IPaHYJISITOP U CMELIUBAIOT.

Cranus 4. Bo BpeMst cMemvBaHusi OOABIISIOT OUUIIIEHHYIO BOAY.

Cranus 5. Uepes moaxopsiiiee CUTO NMPOCEUBAIOT BIIAYKHBIE IPAHYJIbL.

Cranus 6. IlepeHocsT rpaHyJibl CO CTAAUM S5 B MOAXOASINYIO CYLIMIKY U BBICYTHUBAIOT 10
Tex nop, nmoka norepsi npu cyike (LOD) He ctanet menee 3%.

Cranus 7. PazmenbuaroT rpaHyJibl CO cTaguu 6.

Cragus 8. CmemnBarOT NMPOCESHHBINI MarHus creapar C CpaHyjJlaMu CO CTaguud 7 B
MOAXOASAIIEM CMECUTEE.

Cramus 9. IlpeccyroT TrOoTOByHO CMeChb CO CTaaud 8 Ha MOAXOISILIEM POTOPHOM
TabJIETOYHOM TIpecce.

IIpomokon D:

Cranus 1. Tlo oTAaenbHOCTH  4epe3  MNOAXOASLIEE  CUTO  MPOCEUBAIOT
IpeKeJaTUHU3UPOBAHHBIM ~ Kpaxmaj, COoJib aJUIMHOBOW KHUCJIOTBl M COEAWHEHMs 1,
TUIPOMEJUIO3Y U YaCThb MUKPOKPHUCTAININYECKON LEIUTFOJIO3BL.

Cranus 2. IlepeHOCAT MPOCESTHHBIE BEIIECTBA CO CTAAWU | B MOAXOMSIINI CMECUTEND U
CMELINBAIOT.

Cranus 3. IlepeHocsaT cMech CO CTaANM 2 B MOAXOSIINI TPAHYJIATOP U CMEIIUBAKOT.

Cranus 4. Bo BpeMst cMemiBaHusi TOOABISIOT OUUIICHHYIO BOAY.

Cranus S. Uepes moaxopsiiiee CUTO MPOCEUBAIOT BJIAYKHBIE IPAHYJIbL.

Cranus 6. IlepeHoCAT rpaHyJibl CO CTAAUU S5 B MOAXOASILYIO CYLIMJIKY U BBICYLIMBAIOT 10

TeX 1op, nmoka noteps npu cymke (LOD) we ctanet menee 3%.
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Cranus 7. PazmenbuaroT rpaHyJibl CO cTaguu 0.

Cragus 8. IlpocenBaroT OCTaBIIYIOCS YacTb MHUKPOKPHUCTAJUIMYECKOM LEJUIIOJIO3BI U
NIOJIOBUHY HaTpusi OnkapOOHaTa.

Cranus 9. IlepeHocAT rpaHyfbl CO CTaiuU 7 U MPOCESHHBIE BEIIECTBA CO CTAAuU 8 B
MOAXOASIINI CMECUTEND U CMELIUBAIOT.

Cramgusa 10. IIpocemBarOT OCTAaBINYIOCS HYacTh HAaTpHUsi OMkapOOHAaTa M CMEMIMBAIOT CO
CMECBIO CO cTaguu 9.

Cragus 11. IIpocenBaroT Marausi creapaT U CMELIMBAIOT CO CMECBIO co cTtaauu 10.

Cranus 12. IlpeccyroT roroByro cMmech co craguud 11 Ha moaxonsieM POTOPHOM
Ta0JIETOYHOM TIpecce.

SR1. Komno3unus tadjerox mo 100 Mr ¢ 3amMeayieHHbIM BBICBOOOKIEHHEM

Komnonenr DyHKIHA Macca Cocras

(Mr/TabaeTky) (macc.%)
Conb alUNMMHOBON KUCJIOThI | AKTUBHBIN

126,422 21,1
U coenuHeHus 12 UHTPEAUEHT
MukpoxkpucTamIndecKas Hanonnurens

60,0 10,0
LEJUTI0NI03a
I'unpomennosa (Methocel KonTponb

60,0 10,0
K100LV) BBHICBOOOXKIIEHUS
INunpomennosa (Methocel Kontpob

60,0 10,0
K4M) BBICBOOOXKIEHUS
JlakTO3B1 MOHOTHApPAT Hanonuurenb 290,58 48.4
Maruwus creapar ® CwmasbiBaroree

3,0 0,5

BEIIECTBO

Bona ounmenxasi © Kunkocts mist

B JOCTaTOY. KOJIMY. --

IpaHyJINPOBAHUS

Bceero 600,0 100

a Koa(uuueHT nepepacuera st AIUIUHOBOM COJU B CBOOOIHOE OCHOBAHUE COCTABIISIET
0,7911

b NToGasnsieTcst moCe rpaHy JISIUK

°V nasnsieTcsi B mpOLECcce MPOM3BOACTBA

SR2. Komno3unus tadjerox mo 100 Mr ¢ 3amMea/ieHHBIM BLICBOOOKIEHHEM
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KomnonenTt DyHKUHA Macca Cocras
(Mr/Tabaerky) (macc.%)
Conp aANNMMHOBOM KUCIOTHI U | AKTUBHBII
126,42 21,1
coenuHeHus 12 UHIPEAUEHT
MukpokpucTaIInIeCcKas Hanonnurens
180,0 30,0
LEJUTI0JI03a
INunpomennosa (Methocel Ceszyromee
6,0 1,0
K100LV) BELIECTBO
IMommstunenokcun (Polyox Kontpons
180,0 30,0
WRS 1105) ® BBICBOOOKIEHUS
IIpeskenaTuHU3NPOBAHHBIN
Hanonnurens 101,6 16,9
Kpaxmai
KonnouaHslii muokcua CnocobGerayroee 3,0 0,5
KpemHus ® CKOJIbJKEHUIO
BEIIECTBO
byTtunupoBaHHbII 0,012 0,002
AHTHOKCHUIAHT
TUIPOKCUTOJTY OJ1 ®
Maruwus creapar ® CwmasbiBarolee
3,0 0,5
BELIECTBO
Bopa ouuninennas © Kunkocts nns
B IOCTaTOY. KOJIHY. --
rpaHyJMpOBaHUS
Bcero 600,0 100,0

2 KoadpunueHt nepepacuera A1t AAUITHHOBOH COJU B CBOOOAHOE OCHOBAHUE COCTABIISIET

0,7911

b NToGaBnsieTcst mOCe rpaHy JISIUK

¢V nansiercs B porecce MpOU3BOACTBA

SR3 (100 mr). Komno3unust Tadaerok mo 100 Mr ¢ 3aMea/ieHHBIM BbICBO0OOKAeHHEM

KomnonenT DyHKIHA Macca Cocras
(Mr/Tadnerky) (macc.%)
CoJib amUIMHOBON KUCJIOTHI | AKTUBHBIN
126,42 21,1

U coequHeHus 12

HUHITPCOAUCHT

2
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MukpokpucTaIInIecKas Hanonnurens
108,0 18,0
LEJLTI0NI03a
I'mmpomennosa (Methocel | KonTpons
42,0 7,0
K100LV) BBICBOOOXKICHHS
I'mmpowmennosa (Methocel | KonTpons
30,0 5,0
K4M) BBICBOOOXKICHUS
JlaxT03BI MOHOTHUAPAT Hanonnurens 290,6 48,4
Marnust creapar ° CwmasbiBaroiiee
3,0 0,5
BELIECTBO
Bona ouninennas © Kunkocts 1yt
B IOCTATOY. KOJIMY. --
IPaHyJIMPOBAHUS
Bcero 600,0 100,0

3 Koadumment nepepacuera 1uist aAUIIHOBON CONU B CBOOOTHOE OCHOBAHUE COCTABIISIET

0,7911

b IToGaBisieTcst Mociie rpany Isiim

¢V nasnsieTcs B mpoLecce npoH3BOACTBA

SR4. Komnosunus tadjerox mo 100 Mr ¢ 3aMea/IeHHBIM BBICBOOOKICHHEM

4yepes JKeyI0K

BcnomorarenbHoe DyHKUUs Macca Cocras
BelIeCTBO (Mr/Tadjerky) (macc.%)
Conb aANITUHOBOM KUCIIOTHI | AKTUBHBIN
126,42 21,1
U coeanHeHus 12 UHTPEAUEHT
Mukpokpuctannnieckas
Hamonaurens 104,6 17,4
esutro03a ¢
I'unpomennosa Kontpons
210,0 35,0
(Methocel K100LV) BBICBOOOKAEHHUST
IIpexxenaTHHN3UPOBAHHBIN
Hanonuurens 60,0 10,0
Kpaxmain
Bemectso,
crocobCTRyIOIIEE
Harpus 6GukapGonar® 96,0 16,0
MIPOXOXKIEHUIO
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Marnus creapat ® CmasbiBarolee
3.0 0,5
BELIECTBO
Kunxocts nis
Bona ouniienHas © B IOCTATOY. KOJUY. | --
rpaHy ALK
Bcero 600,0 100,0

a Koa(uuueHT nepepacuera st afUIUHOBOM COJU B CBOOOIHOE OCHOBAHHE COCTABIISIET
0,7911

b NToGassieTcst mocie rpaHy JISIUH

¢V pasnsieTcsi B mpoLEecce MPOM3BOACTBA

d Yacte 106aBIsSETCS 10 M 4acTh JOOABISETCS MOCHE TPAHY JISILIHH

SR 110 25 mr. Komno3zuuus 1adJieTox mo 25 Mr ¢ 3aMeaJIeHHbIM BBICBOOOKIEHHEM

KomnonenT PDyHKIUSA Macca Cocras
(Mr/TadJerky) (macc.%)
Conb aqunuHOBON KUCIOTHI | AKTHUBHBIN
31,62 12,6
U coeguHeHus 1° UHTPEUEHT
Mukpokpucrannuieckas Hanonnurens
105,0 42.0
LEJUTIONI03a
I'npomennosa, (Methocel | KonTposns
25,0 10,0
K100LV) BBICBODOXKIEHUS
I'npomennosa, (Methocel | KonTposns
25,0 10,0
K4M) BBICBOOOXKIEHUS
JlakTO3B1 MOHOTHApPAT Hamonaurensb 62,15 24,9
Maruwus creapar ® CwmasbiBaroiiee
1,25 0,5
BEIIECTBO
Kunkocts nuis B IOCTAaTOY.
Bopa ouninennas © --
rPaHyJIUPOBAHUS KOJIUY.
Bceero 250 100,0

a Koa(puuueHT nepepacyera st AUIUHOBOM COJU B CBOOOIHOE OCHOBAHUE COCTABIISIET
0,7911

b NToGasnsieTcst moCe rpaHy JISIUK

¢ V nansieTcsi B mpoLEecce MPOU3BOACTBA

Paznmmunbie MOI[I/I(l)I/IKaLII/II/I I/1306peTeHI/I$I, B JOIIOJIHEHHE K ITIOKA3aHHBIM U OIIMCAHHBIM B
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JAaHHOM JOKyMEHTEe, OyAyT OUYEBHUAHBI Ui CIIELUAIUCTOB B JAHHOW OONACTH TEXHUKHU W3
BbIIIETIPUBeAeHHOrO onucanus. [logpazymeBaeTcst Takke, YTO TakKue MOJU(PUKALIMH BXOASAT B
obveM mnpuaraemoit ¢Gopmynbl u3oOpereHms. Kakmast CCbUTka, BKIIIOYAasi BCE IATEHTHI,
NATEHTHBIE 3asIBKU U Iy OJIMKAINY, IUTUPYEMbIE B HACTOSIIEH 3asBKE, BKIFOUAETCS B HACTOSIIUI
JOKYMEHT MyTEM CChUIKU B TIOJTHOM 00beMe.

1. Crnoco6 nedenms y cyObekTa CBS3aHHOIO C LIUTOKMHAMH 3a00JieBaHUS WU
HApPYIIEHHs], TPH 3TOM YKa3aHHBIA Croco0 BKIIIOYAET BBEACHHE CYOBEKTy HMHruOMTOpa MyTH
JAK1 unm ero gpapmManeBTHIECKH IPUEMIIEMOI COJIH.

2. Cnocob nmo m. 1, B xoropom muruoutop nytu JAK] wnu ero ¢apmaneBTHUECKH
npuemJieMasl CONb SIBJISIFOTCST CeJeKTUBHbIMU 1O oTHoweHuto k JAK1 no cpasnenuto ¢ JAK2,
JAK3 u Tyk2.

3. Crnoco® mo m. 1 unam 2, B KOTOPOM CBS3aHHOE C LIMTOKMHAMHU 3a00JI€BaHUE WIIH
HapylLIeHHe MpeacTaBisieT co0oit CHHApoM BbicBOOOXAeHUs HUTOKUHOB (CRS - anri.: cytokine
release syndrome), remodarouutapubiii sumdorucruonutos (HLH - anrn.: hemophagocytic
lymphohistiocytosis), cuaapom aktuBauuu mMakpogaros (MAS - anrn.: macrophage activation
syndrome) mu cBsizansblii ¢ CAR-T-knerkamu sHuedanonatuueckuii cuaapom (CRES - anri.:
CAR-T-cell-related encephalopathy syndrome).

4. Cnocob mo m. 3, B KOTOPOM CBSI3aHHOE€ C LIUTOKMHAMH 3a00JI€BaHUE WM HApPyIUEHHE
npexcTasisier coboit cHHAPOM BbICBOOOXKIeHHsT HUTOKHHOB (CRS).

5. Cnocod no 1. 3, B KOTOPOM CBSI3aHHOE C [IMTOKMHAMHM 3a00JIeBaHME WM HapyLICHUE
npenacTasisier codoi remodarouTapHbii tumdpoructuounto3 (HLH).

6. Croco® 1o m. 3, B KOTOPOM CBSI3aHHOE C LIMTOKHMHAMH 3a00JIeBaHUE WMJIM HapyIIECHUE
npencTasysieT coOol CHHIpoM akTuBauuu Makpodaros (MAS).

7. Criocob mo 1. 6, B KOTOPOM CHHIAPOM akTHBanuu MakpodaroB (MAS) accormupoBaH ¢
CUCTEMHBIM FOBEHWJIbHBIM UTUOTIATUYECKUM apTPUTOM.

8. Cnocob no 1. 3, B KOTOPOM CBSI3aHHOE€ C LIMTOKHMHAMU 3a00JIeBaHUE WMJIM HapyIIECHUE
npencrasjsier codo cesizannbiii ¢ CAR-T-knerkamu sHiedanonaruaeckuii cuaapom (CRES).

9. Cnoco6 mo mobomy w3 nm 1-8, B koropom wunHrubutop mexanusma JAKI
npexacrasisier codoit {1-{1-[3-¢pTop-2-(TpudTOpMETHI)M30HUKOTUHOW |TUNIepUAHH-4-111 § -3 [4-
(7H-tmappono[2,3-d jmupumunnn-4-mn)- 1 H-nupazon-1-unlase TuanH-3 -1 } AHETOHUTPIIT WIH €ro
(bapMaLeBTHUECKH TPUEMIIEMYIO COJIb.

10. Cnocob mo mobomy u3 mm. 1-8, B xoropom mHrnOutop mytu JAK1 mpencrasnser
coOoi COJIb aTUTTHHOBOM KHCJIOTBI {1-{1-[3-¢pTOp-2-
(TpudTOopMeTHI)U30HUKOTHHOW |nunepuauH-4-un §-3[4-(7H-nuppono| 2,3 -d [mupumuaus-4-wm)-
1H-nupa3zon-1-un]a3zeTnanH-3 -1 falle TOHUTPUJIA.

11. Cnocob no mobomy u3 mm. 1-8, B xoropom marnOutop mytu JAK1 mpencrasnser
coboit  4-[3-(mmanometmn)-3-(3',5'-mumernn-1H, 1'H-4,4'-6unupazon- 1-un)azeruans-1-un|-2,5-
mudrop-N-[(15)-2,2,2-tpudTop-1-mMeTmns i |oeH3aMun WJIH ero bapmareBTHIECKH
PUEMIIEMYIO COJIb.

12. Cnocob mo mobomy u3 mm. 1-8, B xoropom marnOutop mytu JAK1 mpencrasnser
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coboti conb pochoproit kucaote! 4-[3-(unanomerwn)-3-(3',5'-numernn-1H, 1'H-4,4'-6unmpason-

I-um)azetunun- 1-ui]-2,5-nudrop-N-[(1S)-2,2, 2-Tpudrop-1-merrns T |6eH3amuna.

13. Cnocob mo mobomy u3 mm. 1-8, B xoropom marnOutop mytu JAK1 mpencrasnser
coboit ((2R,55)-5-{2-[(1R)-1-ruppokcuatun |- 1 H-umunazo[4,5-d]tueno[ 3,2-b [mupunus-1-

w1 jrerparuapo-2H-nupan-2-nin)aueToHUTPIIT UK €ro (papMaLieBTHYECKH TPUEMIIEMYIO COJIb.

14. Cnocob no mobomy u3 mm. 1-8, B xoropom maruburtop mytu JAK1 npencrasnser
coboit ((2R,55)-5-{2-[(1R)-1-ruppokcuatui |- 1 H-umunazo[ 4,5-d]tueno[ 3,2-b Jmupunun-1-

w1 jrerparuapo-2H-nupan-2-min)aneToHuTpriia MOHOTHAPAT.

15. Cnocob6 mo mobomy w3 mm. 1-14, HONMOSHUTENBHO
YKa3aHHOMY CyOBEKTY TOLIH3yMada.

16. Cnocob6 mo mobomy w3 mm. 1-14, HONMOJHUTENBHO
YKa3aHHOMY MAIMEHTy KOPTUKOCTEPOUaaA.

17. Cnocob6 mo mobomy w3 mm. 1-14, HONOJHUTENBHO
yKa3aHHOMY CyOBEKTY MpPEAHU30HA.

18. Cnocob6 mo mobomy u3 mm. 1-14, AONOJHHUTETBHO

YKa3aHHOMY MAIMEHTy TOLMIN3yMada U KOPTUKOCTEPOUNaA.

BKJTFOYAFO I U

BKJIFOUAIO 1IN

BKJIFOUAIO U

BKJIFOUAFO LA

BBCACHUC

BBCACHUC

BBCACHUC

BBCACHUC



N3MEHEHHAS ®OPMYJIA U3OBPETEHUSA

1. Crioco0 nevenns y cyObpeKkTa CBSI3aHHOTO C IUTOKWHAMH 3a00JI€BaHUS HITH HAPY IIEHUS,
OpU 3TOM YKa3aHHBIH CHOCO0 BKIFOUAET BBeAeHHE CyObekry uHruowmropa nytu JAKI,
npeAcTaBisiomero  codoit  4-[3-(umanomernn)-3-(3',5'-numernn-1H,1'H-4,4'-Ounupazon-1-
win)azerugus-1-mi]-2,5-mudprop-N-[(1S)-2,2,2-tpudrop- 1 -metwns T | OeHzamug WIH €ero
(apManeBTHYECKH MTPUEMIIEMOU COJIH.

2. Cnocob mo m. 1, B KOTOPOM CBSI3aHHOE C LIUTOKHMHAMH 3a00JIeBaHHME HJIM HApYLICHUE
npeacTaBisier co0oi cUHApOM BbICBOOOKAEeHUS HUTOKMHOB (CRS - anrm.: cytokine release
syndrome), remodarouutapHeiii sgumdorucruonuros (HLH - anrm: hemophagocytic
lymphohistiocytosis), cuaapom aktuBauuu mMakpodaros (MAS - anrn.: macrophage activation
syndrome) wiu cesizanHbiil ¢ CAR-T-knerkamu sHuedanonarnaeckuit cuaapom (CRES - anrm.:
CAR-T-cell-related encephalopathy syndrome).

3. Crocob mo 1. 2, B KOTOPOM CBSI3aHHOE C [IMTOKMHAMHU 3a00JIeBaHNE WM HApYyILICHHE
npencTasisier coboit CHHAPOM BbICBOOOXKeHHsT TUTOKHHOB (CRS).

4. Cnocob mo m. 2, B KOTOPOM CBSI3aHHOE C LIUTOKMHAMH 3a00JIeBaHHME HJIM HApyLICHUE
npexcrasisier coboit remodaronurapusiii tumporucruountos (HLH).

5. Cnoco6 1no 1. 2, B KOTOPOM CBSI3aHHOE C LIMTOKMHAMU 3a00JIeBaHUE WM HApyIIeHHE
npexcTasisier coboit cuHapoM akTuBauuu Makpodaros (MAS).

6. Coco0 o m. 5, B KOTOPOM CHHApPOM akTuBauuu Makpodaros (MAS) accouuupoBat ¢
CHCTEMHBIM FOBEHWIbHBIM HIUOMATHYECKUM aPTPUTOM.

7. Criocob 1o 1. 2, B KOTOPOM CBSI3aHHOE C [IMTOKMHAMMU 3a00JieBAHUE WJIM HAPYIIEHHE
npencrasysier codoi cBsizanubiii ¢ CAR-T-knerkamu sHiedanonaruyaeckuii cuaapom (CRES).

8. Criocob no smrobomy u3 mm. 1-7, B koropom urrudurtop nytu JAK1 npencrasnsier coboi
comb  (ocdopHor kucnothl  4-[3-(mmanomernn)-3-(3',5'-numern-1H,1'H-4,4'-6unupazon- 1 -
wi)azeruaus- 1-un|-2,5-qudprop-N-[(1S)-2,2,2-pudTop-1 -MeTHa T |OeH3aMuUa.

9. Cniocob o modomy u3 nm. 1-8, TOMOJIHUTENBHO BKIIOYAOIUN BBEICHUE YKa3aHHOMY
cyOBekTy Tormnmusymada.

10. Cnioco6 no sirodomy 13 . 1-8, TOMONHUTENIBHO BKITFOYAOLINIA BBEACHUE YKA3aHHOMY
NaLUEHTY KOPTHKOCTEPOU/IA.

11. Cnioco6 no mrodomy u3 . 1-8, TOMONTHUTENIBHO BKITFOYAKOLINA BBEACHUE YKA3aHHOMY
CcyOBeKTy mpeaHU30Ha.

12. Cnioco6 no rodomy 13 . 1-8, TOMONHUTENIBHO BKIIFOYAOLINI BBEACHNE YKA3aHHOMY
NaLUEeHTY TOUMWIN3yMada 1 KOPTHKOCTEPOU/IA.

13. Cnoco6 mo m.1, B xoropom 4-[3-(umanomernn)-3-(3',5'-numernn-1H,1'H-4,4'-
ounmpason-1-un)azerunun- 1-unl-2,5-mudprop-N-[(1S)-2,2,2-Tpudrop-1-meTrins T |6eHzamMun
WK ero papMaLeBTHYeCKU PUEMJIEMYIO COJIb BBOIST B BUJI€ MOHOTEPAIIUH.

14. Cnoco6 mo m.12, B xoropom 4-[3-(umanomernn)-3-(3',5'-numernn-1H,1'H-4,4'-
ounmpazon-1-nm)azerunun- 1-unl-2,5-mudpTop-N-[(1S)-2,2,2-Tpudrop-1-meTrinsTin | 6eHzamMun
WK ero papMaLeBTHYeCKU IPUEMJIEMYIO COJIb BBOIST B BUJI€ MOHOTEPAIIUH.
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